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KOMITO3UIINU NTHI'MBUTOPOB CXCR4 1 CITIOCOBLI ITIOJIYYEHUA U
IMPUMEHEHUA

OBJIACTb TEXHUKH
[0001] Hacrosiiuee n300peTeHne OTHOCUTCS K COSAMHEHUSIM, KOTOpble WHTHOHPYIOT
peuentop Ttuma 4 xemokuHa C-X-C (CXCR4). B nHacrosimmem H300pEeTEeHHUH TaKKe
npeioKeHbl (hapMaleBTHUYECKH NMpUeMJIeMble KOMITO3UIUH, COAEPIKAaIHe COSIUHEHHS
COIJIACHO HACTOSIIIEMY U300PETEHHIO, U CIIOCOOBI MPUMEHEHHSI YKA3aHHBIX KOMITO3HIIHH

IUIS JIEUEHUS Pa3INYHBIX PACCTPOUCTB.

IHNEPEKPECTHAS CCBLUIKA HA POJACTBEHHBIE 3A51BKU
[0002] Hacrosas 3asBKa HCIpALINBAET IPHOPUTET HA OCHOBAHHUH IIPEIBAPUTEIbHON
3asBku Ha mateHT CIIIA Ne 62,726,010, momannoii 31 aerycra 2018 r. u Takke
UCIpAlIMBAET MPHOPUTET Ha OCHOBaHMM 3asiBku Ha mateHT CIIA Ne 16/215,963,
noganHoi 11 nexaOpst 2018 r.; comeprkaHue KOTOPBIX BKJIIKOYEHO B HACTOSIIEE OMHMCAHHE

noCpeaCTBOM CCBIJIKH.

YPOBEHb TEXHUKH
[0003] Peuentop tuna 4 xemokuHa C-X-C (CXCR4), taxke W3BECTHBIA Kak (QyCHH
w knacrep auddepenuuporku 184 (CD184), mpencrasisier coO0H CeMUCTHPaTbHBIH
TpaHcMeMOpaHHbIN peuentop, conpsukeHHblin ¢ G-6enkom (GPCR), mpunamiexammuii K
kmaccy I GPCR umu cemeiictey pomoncunonomoOuerx GPCR. Ilpu HOpManmbHBIX
¢usnonornyeckux yciaopusx CXCR4 BbIMOMHSET HECKOJIBKO (PYHKUHH U B OCHOBHOM
JKCIIPECCUPYETCS B KPOBETBOPHON U nMMYHHO# cuctemax. CXCR4 ObL1 mepBOHAYATBHO
OOHapy’)KeH KakK OIWH W3 KOPELENTOPOB, YYACTBYIOIIMX B MPOHUKHOBEHUH BHPYCa
ummyHoznedunura yenoseka (BHY) B xierku. Ilocnenyromye nccnenoBanus MOKa3aiy,
YTO YKa3aHHBIH pPELEenTop SKCIPECCHPYETCS BO MHOTHX TKAHSX, BKJIFOYAsi T'OJIOBHOIM
MO3T, TAMYC, JIUM(AaTHUECKHE TKAHHU, CEJIE3EHKY, JKETYAOK U TOHKHI KHIIEYHUK, a TAKKE
OlpenesieHHbIE TUIBI KJIETOK, TaKHe Kak reMomodTuueckue ctBojioBbie kietku (HSC),

3pesnbie sumdorutel U Gudpodbmactei. CXCL12, panee obosHauyaembiii kak SDF-la,



aBisieTcs eauHCTBeHHBIM u3BecTHbIM JmranaoM s CXCR4. CXCR4 omocpenyer
MUTPALMIO CTBOJIOBBIX KJIETOK BO BpEMsl SMOPHUOHAIBHOTO pPAa3BUTHS, a TaKXKe MpH
TpaBMax W BocmaneHud. beuio mokazano, uto CXCR4 wrpaer pasnmuuHbie pojid B
3a00JIeBaHUSIX Y JIIOJEH, TaKMX KaK KIETOYHbIe NPOJU(EpaTUBHBIE PACCTPOMCTBA,
bone3np Agbureiimepa, BHUY, peBmartoumsbiii aptput, (ubpo3 JNerkux u IOpyrue.
Hanpumep, skcnpeccus CXCR4 u CXCL12 nabmomanach TpU HECKOJBKHUX THIAX
onyxoneil. CXCL12 skcnpeccupyercss acCOLMHPOBAHHBIMU C pakoMm (udpobdiactamu
(CAF) u yacto mpucCyTCTBYET B BBICOKHX COAEP)KAHUSX B MUKPOOKPYKEHHH OITYXOJIH
(TME). B xn1uHUYECKHX HCCIIENOBAHUSIX IIUPOKOrO CHEKTpa THUIIOB OMYXOJeH, B TOM
YHCJIe ONMyXOJIIX MOJIOYHOM >KeJe3bl, SMYHUKOB, IOYEK, JITKMX W TP MeJaHOMe,
skcrpeccuss CXCR4/CXCL12 accoumuupyercss ¢ IUIOXHM MPOTHO30M H IOBBILIEHHBIM
PHUCKOM TMOSIBJICHHST METACTa30B B JUM(GATUUECKUX Y3JIaX, JIETKUX, MEYEeHH U MO3re,
koropelie sBisitoTcst caiitamu dkcnpeccud CXCL12. CXCR4 yvacto skcnpeccupyercs B
KJIETKAX MeJIaHOMBI, ocobeHHo B monyisuud CDI133+, kortopas, kak cuMTaercs,
HpeACTaBiseT COOOI CTBOJIOBbIE KJIETKM MEJAHOMBL. OKCIEPUMEHTHI in Vilro u B
MOAENAX Ha MbIax npoaeMonctpupoBaid, uro CXCL12 sBiseTcss XeMOTaKCHYECKUM
IUTSL TAKHX KJIETOK.

[0004] Kpome TOro, Ha CEroAHsIIHUN JeHb CYLIECTBYIOT JOKAa3aTeNbCTBA
npuuactHocT oci CXCL12/CXCR4 k moTrepe wiM OTCYTCTBHIO PEAKIMU OMYXOJIH Ha
HHrUOMTOPBI aHrHOreHe3a (Tak)ke HA3bIBAEMON «AHIMOT'€HHBIM YCKOJIb3aHUEMY). B
MOMENAX paka Ha >KHBOTHBIX IOKa3aHO, 4TO BMemnarenbectBo B (ynkumio CXCR4
n3Mensier TME W mMOBBHIINAET YyBCTBUTENILHOCTh ONYXOJH K HMMYHHOH aTake C
MOMOIIBIO MHOKECTBA MEXAHU3MOB, TAKUX KaK YCTPAaHEHUE PEBACKYJISIPH3ALUN OMYyXOJIH
u yeBenuuenue otHomrenuss CD8+ T-kierok k Treg-kierkam. Dt 3P EKTsI MPUBOIAT K
3HAUMTEPHOMY  CHIDKEHHIO  ONMYyXOJIEBOM  HATPY3KH W YBEIHUYEHHIO  OOwieit
BBDKHBAEMOCTH B KCEHOTPAHCIJIAHTATHBIX, CHHT'€HHBIX M TPAHCTEHHBIX MOJAEIIIX paka.
Cm. Vanharanta et al. (2013) Nat Med 19: 50-56; Gale u McColl (1999) BioEssays 21:
17-28; Highfill et al. (2014) Sci Transl Med 6: ra67; Facciabene et al. (2011) Nature 475:
226-230.



[0005] DOtu  nmaHHBIE — MOMUEPKHWBAIOT  3HAUUTENBHYIO  HEYIOBJIETBOPEHHYIO
notpedHocTh B mHrnOnTOpax CXCR4 ns neveHuss MHOTUX 3a00JIEBAHUI W COCTOSIHHIA,
OMOCPEOBaHHBIX a0epPaHTHON HJIN HEXKENATeIbHON SKCIPECCHEl perenTopa, Hanpumep

IPU KJIETOYHBIX MPOIH(pEPaTHBHBIX PACCTPONCTBAX.

KPATKOE OIIUCAHUE U30BPETEHUA
[0006] B Hactosem u3obpeTeHuu ObLIO OOHapyskeHO, uTo kommosuimu X4P-001
COIJIACHO HACTOSALIEMY N300pETEHHIO U UX (hapMaLeBTHYECKH MPHEMJIEMbIE KOMITO3HIIHH
a¢pdextuBHbl B KauectBe mHruOuTOpoB pernentopa CXC tuna 4 (CXCR4). B omHom
acrmeKTe B HACTOsLIeM u3o0pereHnu npemiokeHa kommnosunus X4P-001, comeprkarmast

coemuHenue dpopmyisi I:
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Wi ero GpapManeBTHIECKH IPHEMIIEMYIO COJIb.

[0007] Kommozuuuu X4P-001 cormacHO HacTosiieMy HM300pPETeHHI0 U HX
(dapMaleBTHYECKH MPHEMIIEMbIE KOMITO3UIIMK MMOAXOMAT ISl TIPUMEHEHUS IJISl JICUSHHUSI
pasIMYHbIX 3a00eBaHUi, PACCTPOMCTB UK COCTOsIHUM, cBsa3aHHbIX ¢ CXCR4, Takux Kak
runepnposuepaTuBHbIE COCTOSHUS, BKJIFOYAs pa3IHUHbIe paKoBbie 3a0oneBanus. Takue
3a00JIeBaHUsI, PACCTPOMCTBA HITH COCTOSIHHS BKJTFOUAIOT 3200 I€BaHMSI, PACCTPONCTBA HJTH

COCTOsAHUA, OITNCAHHBIC B HACTOSAILIEM NOKYMECHTE.

KPATKOE OTIMCAHUE YEPTEXXEN
[0008] Ha ®UI'. 1 npuBegeHo KpaTKOe OIMKMCAaHHE IpOLecca MOJYYEHHUs KarlCyl,
comep KaIiux TBEPAYIO (GOpPMY JIEKAPCTBEHHOr'O MPOAYKTA (eOMHUYHAS JIEKAPCTBEHHAsS
dbopma) X4P-001.
[0009] Ha ®UI'. 2 npuBenena cxema HCXOAHOrO criocoba cuHTe3a (Bepcus crnocoba 2
wm cnocob 2), wucmonb3yemass s nonydeHuss X4P-001 pgns  KIMHHYECKHX

HUCCJIENOBAHUN.



[0010] Ha ®UI'. 3 npuBeneHo cpaBHeHue cnocoba 3 (coryiacHO H300pETEHHIo,
yIIyUIIEeHHBIH CHHTE3) H crocoba 2 (Mcxomublii criocod) wis nomydenus: X4P-001.

[0011] Ha ®UI'. 4 npuBeneno nmoapoOHOE cpaBHEHHE Bepcuii crmocoba 2 u 3 s
MOCJIEIOBATENIbHBIX HUCXOMSAIINX ONEPaIHii 1O BEIASNICHUIO U u3BieueHno AOU.

[0012] Ha ®UI'. 5 npusenens manusie BOXX u MC mns X4P-001, PTL/ST/0511,
naptuu 3-1 (monmyueHHoW c mpumeHeHueM cmocoba 2), 25°C/OB 60%, t=3 mecsua.
Yenosuss BOXKX 1 (mogpobuo onmcansl Huxke); | Mr/miui B MetaHosie, 00beM BBOAMMOI
npo6sr 100 MK

[0013] Ha ®UI'. 6 npusenens manusie BOXX u MC mns X4P-001, PTL/ST/0511,
naptun 3-1 (mosjydeHHo# ¢ mpumenenuem crocoda 2), 25°C/OB 60%, t = 3 mecsua.
Yenosus BOXKX 2 (mogpobHo onmcansl Hike); | Mr/mi B MeTaHoje, 00beM BBOIAMMOM
npoOsr 100 MKt

[0014] Ha ®UI". 7 npusenensr mannsie BOXX u MC mns X4P-001, PTL/ST/0511,
naptun 3-1 (mosiydeHHol ¢ mpumeHeHuem crocoba 2), 25°C/OB 60%, t = 3 mecsua.
Yenosus BOXKX 2 (mogpoOHO onmcaHbl HIKE), KOHLEHTpauus odpasua B Meranone 10
Mr/mi1, 00beM BBOAUMO# poOsl 100 MKJT.

[0015] Ha ®UI'. 8 mpusenens! nanusie BOXX u MC mis X4P-001, obpaser mocie
pasnoxenus: 80°C/OB 80%, t =1 cytku. Ycnosus BOXX 2 (mogpoOHO onucaHbl HIKE);
KOHI[eHTpanus oOpasia B MmeranoJjie 10 mr/mit, 00beM BBOIUMO# mpoOs1 100 MK,

[0016] Ha ®UI'. 9 mpuBenenst nanusie BOXX u MC mis X4P-001, obpaser mocie
pasnoxenus: 80°C/OB 80%, t = 7 cytok. Ycnosus BOXKX 2 (mogpoOHO onucaHbl HUXKE);
KOHIIeHTpamust oOpasiia B metanoJjie 10 mr/mit, 00beM BBOIUMO# mpoOs1 100 MK,

[0017] Ha ®UI". 10 npuBenens! nanasie BOXX u MC mst X4P-001, PTL/ST/0511,
naptuu 3-1 (monmyueHHOW ¢ mpumeHeHneM crocoba 2), 25°C/OB 60%, t = 3 mecsua.
Ycenoeus BOXKX 3 (mogpobHo ommcanbl HUXKE), KOHIEHTpalus obpasia B metaHosie 10

Mr/MI1, 00beM BBOAUMO# poObl 100 MKJI.



NOAPOBHOE OINTMCAHUE U30BPETEHUA

1. 06mee ORUCAHUE HEKOMOPbLIX ACHEKMO6 HACMOoAlLe2o u306pemenu}l

[0018] B onHOM M3 acmeKTOB HACTOSIIETrO M300PETEHHS MPEMIOKEHbI COENUHEHUS U
WX KOMITO3UIUH, MOAXOMAALINE [yl TPUMEHEHUs Ul JICYSHUs, TPEeIOTBPALLIEeHUsT U/ UK
CHIDKEHUSI PHCKa pa3BUTHS 3a00JIeBaHMs, PACCTPONCTBA WUJIM COCTOSIHHSI, B MATOT€HE3e
kotoporo yuacteyeT CXCR4. B HEeKOTOpPHIX BapHaHTaX peajM3alyil TaKhe COSHMHEHUS
BKJIIOUAIOT COEAMHEHHUs (POPMyJ, OMHCAHHBIX B HACTOSILIEM H300PETEeHUH, WIH HUX
(dbapManeBTHYECKH TPHEMJIIEMBIE COJIHL.

[0019] B ngpyrom acmekTe HACTOSINErO H300peTEeHHs NPEUIOKEHbl KOMITO3UIUH,
BKJIIOUYAsi COCTABBI M €QMHUYHBIE JIeKapcTBeHHbIE (hopMmel, conmepkamume X4P-001 (t.e.,
coemuuenune ¢opmynsl I, CTpykTypa KOTOPOro TpEACTaBJIeHA HHIXKE) WIH €ro
(bapMaLeBTHYECKH MPHEMJIEMYIO COJIb, IIPA TOM TaKHE KOMIIO3ULUH IEMOHCTPHPYIOT
yIIyUIIeHHbIH MPOQUIb YUCTOTEL. B HEKOTOPBIX BapHaHTAX PeaM3aliH MPeIoKEHHAs
xomnosunus X4P-001 neMoHCTpupyeT NOHMKEHHOE COMepsKaHue U3BECTHBIX IIPUMECeH,
TAKMX KaK NPHMECH, OIHMCAHHbIE B HACTOSIIEM H300PETEeHUH, W/WUJM TMOHUKEHHOE
coleprkaHue HeM3BECTHBIX NMpUMecel MO CPaBHEHUIO C aHAJIOTWYHBIMM KOMIIO3UIUSIMU,
MOJTyYE€HHBIMH TPAAUIHOHHBIME CITOCOOAMH.

[0020] B mpyrom acrekTe HACTOSIIErO U300peTEHHs MPEIIOKEHA KOMIO3HUIHs X4P-
001, conepskaras coequuenue popmyisl I:
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WM ero papManeBTHUECKH MPUEMIIEMYIO COJIb.
2. Onpedenenus
[0021] CoenvHEHHs COTJIACHO HACTOSIIEMY H300PETEHHIO BKJIFOYAOT COEAUHEHHS, B

o0IeM ciy4yae ONHMCAaHHBIE BBIIIE, W JOMOJHHUTEIHHO MPOMIIIOCTPUPOBAHBI KJIACCAMH,
noaKjgacCaMu W BUJIAMH, OINHCAHHBIMH B HACTOAINEM OIHMCAaHHUH. B konrtekcre
HACTOSIIIIET0 ONMCAHUSl AOJDKHBI HCIONIb30BATHCS CIENYIOIIUE OINpPENesIeHUs, €ClId He
ykazaHo wuHoe. Jlng ueseil HAcTOSLIEro W300pETeHUsT XHMHUYECKHE OSJIEMEHTBI

OIpENENEHbI COrJIACHO Tepuoanyeckoi tabmuie snementoB, CAS-sapuant, Handbook



of Chemistry and Physics, 75" Ed. Kpome Toro, o61yie npHHIHIE OPraHHUecKOH XUMUH
omucanbl B ucrounukax «Organic Chemistry», Thomas Sorrell, University Science
Books, Sausalito: 1999 u «March’s Advanced Organic Chemistry», 5% Ed., Ed.: Smith,
M.B. and March, J., John Wiley & Sons, New York: 2001, noiHoe comepkaHue KaxKaoro
M3 KOTOPBIX BKITIFOYEHO B HACTOSIIEE OMMCAHUE MTOCPEACTBOM CCHLIKH.

[0022] B koHTekcTe HacCTOsLIEero OnucaHus TepMuH «xommnoszumus X4P-001» wam
«mpennmokeHHass kommno3unus X4P-001» oTHOCHTCS K KOMIIO3WIUM, COAEp Kalen
coemuaenue ¢popmyJsl I (T.e., X4P-001) wm ero ¢apManeBTHYECKHA TPHEMIIEMYIO COJIb B
KOMOHMHAIIMHU C 10 MEHBIIEH Mepe OJHUM IOMOJHUTELHBIM COeTUHEHHEM, BIOPAHHBIM
u3 I-1, 1-2, 1-3, 1I-4, I-5, 1I-6 umu I-7. Bo usbexanue pasHouTeHHi «hapManeBTHYECKast
KOMITO3UIIUS TpemiokeHHor kommnosunuu  X4P-001 OTHOCHTCS K KOMITO3UIIWH,
comepxkaieii coemuHenne (opmynsl I (1.e, X4P-001) uam ero dapmaneBTHUECKH
NPUEMJIEMYIO COJIb B KOMOWHAIIMH C IO MEHBbILIEH Mepe OIHUM OMOJIHUTEIbHBIM
coemurenueM, BeiOpanubiM u3 I-1, 1-2, I-3, I-4, I-5, 1I-6 wm I-7, coBmectHO C
dapMaleBTHYECKH  MPHUEMJIEMBIM  BCIIOMOTraTENIbHBIM  BEIIECTBOM,  HAIpPUMED
aIBIOBAHTOM, HAIOJIHUTENIEM, CBS3YIOLIUM BEIIECTBOM, HOCHTEJIEM HJIH IEePeHOCsIIen
cpenon.

[0023] Bo uzbexxanue pa3HOUTEHH, ¥ HE OPAaHUYMBASICH TEOPUEH, MOJIAralOT, YTO
coemuHenune I-1 mo MeHbIIEHl Mepe YAaCTHYHO CYIIECTBYET B H30MEPHBIX (HAIPUMED,
TAyTOMEpHBIX) (opMax; HampuMmep, MojararoT, 4ro coenuHeHue I-1 momaBepraercs

CIIeNTYIOIIEMY B3aUMOIPEBPAIIEHUIO B COeqMHEHne CTPYKTYphI I-1a:
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Taxkum 00pa3oM, ciieayeT NOHUMATh, YTO OTAETIbHBIE H30MEPBI, & TAK)KE TAYTOMEPHbIE U
npyrue uzomepusie popmel I-1 u I-1a BXoAsT B 00beM HACTOSILIErO H300PETEHUSI.

[0024] B npennoxkennoi  kommosuuuu X4P-001  moryr  mpucyTCTBOBaThH
JOTIOJIHUTENIbHbIE M3BECTHbIC WJIM HEW3BECTHbIE NMpUMecCH. B KOHTEKCTe HaCTOSIIEero
OMUCAHMSI TEPMUH «IPUMECHY» BKJIIOYAET OOWH WM OoJiee MPOAYKTOB PA3JIOKEHHS,
KOTOpBIE TOSIBJIAIOTCS B npouecce xpanenuss X4P-001, u/unu oqu wim 0osiee moOOUHBIX
NPOAYKTOB, OOpa3yIOLIMXCS B XMMHUYECKOW PEaKLUHU, MPUMEHSEMOW B MPOU3BOJICTBE
X4P-001. B HexkOTOphIX BapHaHTax peIM3alMHd MPUMECh BO3HHUKAET B pe3yJbTaTe
OKHCJICHHS, WHHLHHPOBAHHOTO CBETOM pAa3JIOKEHHUs, pEeAKUUH C OCTATOYHBIM
pacTBOpHTEIeM, TAKUM KaK BOJA WJIM M30MPONMUJIALETAT, MOOOUHON peakiuu, KOTOpas
MPOMCXOAUT MPH OCYIIECTBJIEHHH CIOCO0a, mpuMeHseMoro misi monyuenust X4P-001,
um peakuuu X4P-001 co BcrmomoratenbHBIM —BELIECTBOM, IPUCYTCTBYIOIIMM B
dapmarieBTHyeckoi kommosuiuu X4P-001.

[0025] B KOHTEKCTe HACTOSIIEro OMUCAHUSI TEPMHH KHHTHOUTOP» ONMPENesIeTcsl KaK
coemuHenue, kotopoe cBs3biBaercsi ¢ CXCR4 w/unu WHrHOUPYET €ro ¢ MOANAOIIMMCS
HU3MEPEHHIO CPOACTBOM. B HekoTOphIX BapuanTax peanusauun uHrudoutop mmeet 1Cso
W/WJIM KOHCTaHTY CBsi3biBaHMs MeHee mpumepHo 100 MxM, menee mpumepuo 50 MM,
MeHee npuMepHo 1 MxM, meHee nmpumepHo S00 HM, menee npumepHo 100 HM, menee
npumepHo 10 HM nim meree npumepro 1 HM.

[0026] B  KkOHTEKCTE HACTOAIIEr0 OMHCAHUST TEPMHH  «(papMaleBTHUECKH
npuemyieMasl COJIb» OTHOCHTCSL K COJISIM, KOTOpbIe IO pe3yJibTaTaM TINATEIbHOU
MEIUIIMHCKON OLIEHKH MOOXOIIT Uil NMPUMEHEHUS B KOHTAaKTe C TKAHSAMH JIIOAeH U
HU3IIMX JKMUBOTHBIX O€3 HeHayieKaleil TOKCHYHOCTH, Pa3fpaskeHus, ayjIepruuecKoi
peakuuu W TOMY MOJOOHOTO © COOTBETCTBYIOT MPHUEMIIEMOMY COOTHOLIEHHIO
nojib3a/puck. MapManeBTHUYECKH TNPHEMJIEMbIE COJIM XOPOIIO H3BECTHBI B IaHHOM
obmactu Ttexuuku. Hampumep, S. M. Berge et al nompoOGHO ONKCHIBAIOT
dbapmariesTuuecku npuemiiembie conu B J. Pharmaceutical Sciences, 1977, 66, 1-19,
BKJIIOYEHHOM B HACTOsIIee OINMUCAaHHWE IMOCPENCTBOM CChUIKH. MDapmarneBTHyuecKu
npUeMJIEMbIE COJI COEMHEHUH COTrJIACHO HACTOSIIEMY M300PETEHHIO BKIIOUAIOT COJIH,

MOJIYYCHHBIC U3 MOAXOOAIIUX HEOPraHUYCCKUX W OPraHuYCeCKUX KUCIIOT U OCHOBAHUIA.



[pumeps! papmManeBTHUECKH PHEMIIEMBIX, HETOKCHYHBIX KHCIOTHO-aUINTHBHBIX COJIEH
BKJIFOYAKOT COJIM OCHOBHOH rpymmbl (HAIPUMEDP, AMHHOTPYIIBI), IMOJYYEHHBIE C
OPUMEHEHHEM HEOPraHUYEeCKHX KHCJIOT, TAKMX KaK XJIOPUCTOBOMOPOIHAS KHCJIOTA,
OpomucrToBomopoaHas kKucioTa, (ochopHas KuCIOTa, CepHAss KUCIOTA W XJIOpHAs
KHCJIOTA, WA C MPUMEHEHHEM OPraHHYeCKHX KHCJOT, TAKHX KaK YKCYyCHAs KHCJIOTa,
[IaBejieBass KUCIOTA, MAJEWHOBas KHCJIOTA, BHHHAS KHCJIOTA, JIMMOHHAS KHCJIOTA,
SHTApHAsE KHCJIOTAa HJIH MAJIOHOBAasl KHCIIOTA, WJIH C IOMOIIBIO JAPYTHX CIOCOOOB,
OPUMEHSEMBIX B IAHHOW OONACTH TEXHHKH, TAKMX KaK HOHHBIA oOmeH. [lpyrue
(dapMaLeBTHYECKH NpHEMJIEMbIE COJM BKIIIOYAIOT COJM AJUMAT, ajlbTHHAT, acKopoar,
acmaprar, OeHsoncyabdoHat, Oesmnat, OeHsoart, Oucynasdar, 6opar, Oytupar, kamdopar,
kamopcynb(HoHAT, HUTPAT, LUKJIONEHTAHIIPONHOHAT, AUTJIIOKOHAT, MOAEHUICYsbdar,
sraHcynbdoHat, ¢opmuar, (Qymapar, TIIOKOrenToHaT, TiHIepodocdar, TIFOKOHAT,
reMucynb(dar, TremTaHoaTr, TeKCaHOAT, THAPOHOAUL, 2-THAPOKCH—ATAHCYJb(OHAT,
MakTOOMOHAT, JIAKTAT, JIAypaT, JaypuicyiabdaT, MaiaT, MajleaT, MaJoHAT, Me3uar, 2—
HaraauHCYab(QOHAT, HUKOTHHAT, HHUTPAT, OJ€aT, OKCajiaT, NajJbMHTAT, MaMOAaT,
nekTuHat, nepcyiabdar, 3—penuwnmnponronat, ¢ocdar, muBajaT, MPOMHOHAT, CTEAPAT,
CYKUMHAT, CyNb(daT, TapTpaTt, THOLUAHAT, #—TONYOJICYJIb(OHAT, YHIEKAHOAT, BajepaT u
TOMY MOHOOHOE.

[0027] Comu, mosydeHHble U3 MOIXOAMIINAX OCHOBAHUH, BKITFOYAIOT COJIU IIETOYHBIX
METAJJIOB, INEJIOYHO3eMENbHBIX MeTasuioB, amMmMmoHuss u N(Ci—4 anmkmma)s. Tunmunbie
COJIA WIEJIOYHBIX WJIH LIEIOYHO3EMENBHBIX METAJUIOB BKJIFOUAIOT COJIM HATPUS, JIUTHUS,
KaJiis, KaJbLusi, MarHuss U TomMy momoOHoe. [pyrue dapmaneBTHYECKH MpHEMIIEMbIE
COJNM B TMOIXOISIIUX CIIyYasiX BKJIFOYAIOT HETOKCHUHBIE COJIH AMMOHUS, YETBEPTHUHOTO
AMMOHHSI ¥ AMHUHOBBIX KaTHOHOB, TOJIYYE€HHBIE C IPUMEHEHHEM MPOTUBOMOHOB, TAKHX
KaKk TrajoreHu], TUApOKcHAa, KapOokcunar, cyaedart, ¢ocdar, uutpat, (Cis
aJIKIIT)CYJIb(OHAT U apHIICYJIb(OHAT.

[0028] Taxke mnoapasyMmeBaeTcs, 4YTO €CJIM HE YKa3aHO WHOE, CTPYKTYpBHI,
IPEACTABIEHHBIE B HACTOSIIEM H300PETEHNH, BKIIIOYAIOT BCE M3OMEpPHBIE (HAMPHUMED,
SHAHTHOMEpHBIE, OUACTEpEOMEpHble U reoMerpuueckue (WM KOH(GOPMALMOHHBEIE))

(GbOpMBI yKa3aHHBIX CTPYKTYp, Hampumep R- u S-koHuUrypauumu mjis Ka)aoro LEeHTpa
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acuMmmeTpul, Z- u E-u3oMmepsl MO NOJOXKEHUIO 3aMECTHTENIeHl OTHOCUTENBHO NBOWHOMN
cBsi3u U KoH(popmauumoHHele Z- u E-uzomeppr. Takum o0pa3oMm, OTHeNbHBIE
CTEepEOXMMHYECKHE H30MEpbl, a TaK)Ke CMECH OSHAHTHOMEPOB, IHACTEPEOMEPOB H
reoMeTpuyecknx (WaM  KOH(OPMAIMOHHBIX) H30MEPOB COEIWHEHHH  COIJIACHO
HACTOsIIIEMY U300PETEHHUIO BXOAAT B 00beM HacTosero nu3obperenus. Ecim He ykazaHO
UHOe, BCE TayTOMepHble (OPMBI COEOMHEHUIH COIJIACHO HACTOSLIEMY H300PETEHHUIO
BXOMST B 00beM HACTOSIIETO U300PETEHHS.

[0029] B KkoHTekcTe HACTOSIIErO0 ONUCAaHUSl «TepameBTudecku dddexTuBHOE
KOJIMYECTBO» WM <«3(PPeKTHBHOE KOJMYECTBO» O3HAYAET KOJHUYECTBO BEIIECTBA
(HampuMep, TepaneBTHYECKOTrO areHTa, KOMIO3HIUU U/UITH COCTaBa), KOTOPOE BHI3BIBAET
JKEJIAeMblii  OMOJIOTHYEeCKHH  OTBET. B HEKOTOpBIX  BapHaHTaX  peau3aliu
TepaneBTH4ecKu 3(h(PHEKTHBHOE KOJMYECTBO BELECTBA MPEACTaBIsIeT COOOH KOJIMUYECTBO,
KOTOPOE SIBJISIETCSI NOCTATOYHBIM TP BBEIEHHH B KAa4yeCTBE YACTH PEXHUMa IpHEeMa
cyOBeKTy, cTpajaromeMy OT 3a00JeBaHUs, COCTOSHHMS WJIM DPAcCTPOWCTBA WIJIH
BOCIIPUUMYHUBOMY K HEMY, MJIsl JICUEHHWs, AWATHOCTUKH, MNPENOTBPALICHUS W/UIIH
3aMe/JIeHUs] HACTYIUIEHHsI YKa3aHHOro 3a00JieBaHus, COCTOSHIS WK paccTpoiictBa. Kak
OyZeT MOHSTHO CIEUanCcTaM B JAHHOW O0JIACTH TEXHUKH, d(PPEeKTHBHOE KOTMUECTBO
BEII[ECTBA MOYKET BapbHPOBATHCS B 3aBHCHMOCTH OT TaKUX (PaKTOPOB, KakK >KeIaeMbIif
OHMOJIOTHUYECKHUI PE3YJIbTAT, HOCTABISIEMOE BEIECTBO, KJIETKA- UJIH TKAHb-MHIIEHb U T.1I.
Hampumep, 3¢hekTrBHOE KOJMYECTBO COEMHEHNUS B COCTaBe IS JieueHus 3a00sIeBaHusl,
COCTOSIHHSI MUTH PAacCTPOWMCTBA MPEACTaBisieT coOOW KONMYECTBO, KOTOpOe olerdaer,
cMsryaeT, ocnabisier, MOJaBIsieT, MPeIOTBPALIAeT, 3aMeUIseT HACTYIJICHHEe, CHIKAeT
TSOKECTh W/HJIM CHHJKAET YaCTOTYy BO3HHUKHOBEHHSI OJHOTO HJIM OOJiee CHMIITOMOB HJIH
NPU3HAKOB YKA3aHHOrO 3a00JieBaHMs, COCTOSIHHUS WJIM PACCTPOWCTBA. B HEKOTOPBIX
BapUAHTAX pEATN3ALUN «TePANeBTHUECKH S(PPEKTHBHOE KOJIMUYECTBO» MPEACTABIISET
co0ol 1O MeHbIIeH Mepe MHHHUMAJbHOE KOJHYECTBO COENWHEHHS WM KOMITO3UIIUH,
comeprKallell COeMHEHNEe, KOTOPOe SIBJIIETCS HOCTATOUHBIM [UIsl JIEUEHHS] OJHOTO HJIN
Oonee cuMnTOMOB 3a00JIEBAHUS HITH PACCTPOICTBA.

[0030] B xoHTekcTe HACTOSILEro ONHCAHUS TEPMUHBI <(JICUEHUE», «ICUUTH» H

KOCYLIECTBJICHUE JICUHCHHS» OTHOCATCI K YaCTHYHOMY HWJIKM IIOJIHOMY O6J'IeF"IeHI/IIO,

11



NONABJICHHUIO, 3aMEIJICHHIO HACTYIUIEHHs, TMPEAOTBPALIECHUIO, CMSATYEHUIO W/HJIH
ocnabnennro 3a00JeBaHMS WM PACCTPOWCTBA WJIM OJHOrO WM 0OOJiee CHMIITOMOB
3a00JIeBaHMsI WJIH PACCTPOICTBA, OMMCAHHOTO B HACTOSIIEM H300peTeHnHn. B HEKOTOpBIX
BapHAHTaX peajH3alHy JICYeHHe MOXKET ObITh MPOBENEHO MOCJe PAa3BHTUS OOHOTO WJIH
Oonee cuMnTOMOB. B HEKOTOpPBIX BapHaHTAX peaH3alHH TEPMUH «OCYIIECTBIICHHE
JIEYeHHUs» BKJIIOUAeT MPENOTBpALEHHE WM MpEeKpalleHHe MPOrpecCHPOBAHUS
3a00JIeBaHUS HJIH PACCTPONCTBA. B Ipyrux BapuaHTax peann3aiuy JIeYeHUEe MOKET ObITh
NPOBEAEHO MPU OTCYTCTBUH CUMITOMOB. Hampumep, nedyenne Moxket ObITH TPOBEIECHO B
OTHOLIEHHH BOCHPUUMYHMBOI'O WHAMBHAyyMa IO MOSBJICHHS CHMIITOMOB (Hampumep, B
CBETe CHMITOMOB B aHaMHe3€ W/WJIM B CBETE TeHETHYECKUX (HPaKTOPOB MM APYTHX
(bakTOpoB BOCHIPUUMYMBOCTH). JledueHne TakKke MOXKeT OBITh HPOJOJDKEHO IIOCIe
YCTPAaHEHHs CUMIITOMOB, HaIlpUMep, Ui NPEeAOTBPAIlEeHUs UM OTCPOUYKU UX PEeLUuBa.
Takum 00pa3oMm, B HEKOTOPBIX BAapHAHTAX pEATH3ALUUA TEPMHH «OCYLIECTBIICHHE
JISUSHHS» BKJIKOYAET MPENOTBpALEHHE IMOBTOPEHUS WJIH PELUnBa 3a00JEeBaHUS WM
paccTpoiicTsa.

[0031] B kontekcre Hacrosimero onucanusi TepMuH «CXCR4-onocpenoBaHHBINY B
OTHOLIEHHH PACCTPOWCTBA, 3abojeBaHMsT W/WIM  COCTOSHHS  O3HadaeT Jioboe
3a00JieBaHHE, PACCTPOMCTBO WJIM COCTOSHHE, B KOTOPOM, KaK H3BECTHO, UIPAET POJb
CXCR4 uwnmu ero mytanT. COOTBETCTBEHHO, PYrOi BapHUAHT PeaM3alHUH HACTOSIIETO
HU300pEeTeHNsT OTHOCUTCS K OCYILECTBJICHUIO JIEYEHHU S UM YMEHBIIEHHIO TSHKECTH OIHOTO
wii Oosee 3a0osieBaHUi, B KOTOPBbIX, Kak u3BecTHO, urpaer posb CXCR4 wumu ero
mytaHT. «CXCR4-onocpenoBaHHbIN» TakKe BKJIOUaeT 3a00JieBaHUs, PACCTPOUCTBA H
cocrosiHusl, B KOTOpbIX yuactByeT ock CXCR4/CXCL12.

[0032] B koOHTEKCTEe HACTOSILEro OMHCAHUS TEPMHUH «EOUHUYHAS JICKAPCTBEHHAS
dbopMay OTHOCHUTCS K (DUBUUECKH TUCKPETHOW EIMHHUIE TEPANEBTUYECKOrO COCTABa,
nonxozsien aas cyObekTa, moanexaiiero jeueHno. OQHaKo CleayeT MOHUMATh, YTO
obiee cyrounoe mnorpebinenne kommozunuii  X4P-001 coriacHO HacTOSIIEMY
U300peTeHnI0 OyaeT OmpenessiThCs JICYAlllMM BpPA4YOM IO pe3yJibTaTaM TIIATEIbHOM
MEeIUITMHCKON oneHkd. KoukperHas BenmnuuHa >((OEKTHBHOW M03bI IS JIFOOOTO

KOHKPETHOTO CyObeKTa WJIM OpraHu3Ma OyaeT 3aBHUCETh OT LENOoro psnaa (akTopoB,
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BKJTIOYAsl PACCTPOMCTBO, MOJUIEKAIIEe JIEUEHUIO, U TSHKECTh YKa3aHHOTO PacCCTPOMCTBA,
AKTUBHOCTB KOHerTHOFO HpI/IMeHHeMOFO AKTUBHOI'O arcHra, KOHerTHYIO
MPUMEHSIEMYIO KOMITO3UIIMIO, BO3PACT, MAacCy Tejia, o0Iee COCTOSHUE 3I0POBbS, MOJ U
paL[I/IOH IIUTAHUA CY6’LGKTa; BpeMH BBCACHHUA U CKOpOCTI: BBIBCACHUA KOHerTHOFO
HpI/IMeHSIeMOFO AKTUBHOI'O arcHTa, HpOI[OJ'DKI/ITeJ'IbHOCTI: JICUCHHU A, J'IeKapCTBeHHLIe
CpeI[CTBa I/I/I/IJ'II/I JAOINOJITHUTCIIBHBIC CHOCO6I>I Teparmn, HpI/IMeHﬂeMI:Ie B KOM6I/IHaI_[I/II/I NI
HapaJ'IJ'IeJ'II:HO C KOHerTHLIM HpI/IMeHHeMBIM COCAUHCHUECM (COCI[I/IHGHI/ISIMI/I), U HUHBIC

noao0HbIe (DAKTOPBI, XOPOIIIO H3BECTHBIE B 00JIACTH MEIUIIUHBI.

3. Onucanue wialoCmpanueHblx coeOuneHuil

[0033] B Hacrosimem nzobpereHnu ObUIO OOHAPY)KEHO, YTO COEAWHEHHsS COTJIACHO
HACTOSILIEMY H300PETEHHIO M UX KOMIIO3HULUH MOAXOIAT IJIsl IPUMEHEHUS VIS JICUEHHUS],
OPeOTBpALLEeH s WM CHIDKEHHE PUCKA Pa3BUTHSI 3a00JIEBaHUS, PACCTPOMCTBA WU
cocrosiaust, ces3aHHoro ¢ CXCR4, wm B ciayyae kxotoporo CXCR4 csizan ¢
MATOT€HE30M.

[0034] B onHOM M3 acleKkTOB HACTOSIIETO H300pPETEHUs MPEMIOKEHA KOMITO3HMIIHS,
conepskamas X4P-001 wnm ero apManeBTHUYECKH NPHEMIIEMYIO COJb C YHCTOTOM IO
Menbein mepe 98,5%. B Hekoropbeix BapmanTax peaymzaunn X4P-001 B ykazaHHOU
KOMITO3ULIMA UMEET YHCTOTY MmO MeHblued mepe 98,5% u conmepkur menee uem 1,5%
Macc./mMacc. mpuMmeceil. B HEKOTOPBIX BapHaHTaX peain3aliy YKa3aHHAs KOMITO3HUIIHSI
comepskut X4P-001 wnm ero dapManeBTHUECKH MPHEMIIEMYIO COJIb C YHCTOTOH IO
MeHbel Mepe 98,6%, 98,7%, 98,8%, 98,9%, 99,0%, 99,1%, 99,2%, 99,3%, 99,4%,
99,5%, 99,6%, 99,7%, 99,8% umu 99,9%.

[0035] B omgHOM M3 acmeKTOB HACTOSIIEro H300pEeTeHUs MPeIoKeHa KOMITO3HMLIUS

X4P-001, conepkainas coenuuenue hopmyssl I:
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OH

I-4
WM ero papManeBTHYeCKUA MPHEMJIEMYIO COJIb.
[0036] B HexoTophix BapmaHTax peanuzanuu kommnosunus X4P-001 comepxut
kaxmoe u3 I-1, I-2, I-3, I-§, 1-6 u I-7 wiu ux dapmManeBTHYECKH PUEMIIEMBIX COJIEH.
[0037] B HexoToprIx BapmaHTax peanuzauuu kosmyectso I-1  umm  ero
dapmaleBTHUYECKH TpHEMIIEMOI colu cocraByisier meHee mpumepHo 0,5% macc./macc.
komnosunuu X4P-001.
[0038] B HexoToprlx BapmaHTax peanuzauuu kosmuectBo I-2  umm  ero
bapmaueBTHYECKH TpHEMIIEMOIl conu cocrtaByisier meHee mpumepHo 0,3% macc./macc.
xomnosunuu X4P-001.
[0039] B HexoTophix BapmaHTax peaynmzanuu  koimmdectso I-3  mim  ero
(dapMaleBTHYECKH TPHEMIIEMON COJIM COCTaBiisieT MeHee mpumepHo 0,4% wmacc./macc.
kommosunuu X4P-001.
[0040] B HekoTophix BapmaHTax peaysmzanuu  koimdectso I-S  mim  ero
(dapMaleBTHYeCKH MPHEMIIEMON COJM COCTaBiisieT MeHee mpumepHo 0,4% wmacc./macc.
kommosunuu X4P-001.
[0041] B HexkoTophIx BapmaHTax peanmzanuu  KoimdectBo I-6 mim  ero
(dapMalLeBTHYECKH TMPHEMIIEMON COJM COCTaBiisieT MeHee mpumepHo 0,4% wmacc./macc.
kommozuuu X4P-001.
[0042] B HexkoTophIx BapmaHTax peanuzanuu koimdectso I-7  wmim  ero
(dapmaLeBTHYECKH TpUEeMIIEMOIl coii cocTaBiisieT MeHee mpumepHo 0,25% wmacc./macc.

xkomnozuruu X4P-001.
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[0043] B HexkoTopeIx BapumaHTax peanuzanuu koimudectBo I-1  unm  ero
(hapMaLeBTHYECKH MPUEMIIEMOIT coi cocTaBisieT oT npuMmepHo 0,02 no nmpumepHo 0,5%
macc./macc. kommnoszuuuu X4P-001.

[0044] B HexkoTophIx BapuaHTax peanuzanuu komudectBo I-2  unm  ero
(dapMaLeBTHYECKH MpUEeMIIeEMOii cou cocTtasisiet ot npuMmepHo 0,01 mo mpumepno 0,3%
macc./macc. komnoszunuu X4P-001.

[0045] B HexkoTophIx BapuaHTax peanuzauuu komudectso I-3  unm  ero
(dapManeBTHYECKH MpUeMIIeMOil cou coctasisiet ot npumepHo 0,01 mo nmpumepno 0,4%
macc./macc. komnoszuuuu X4P-001.

[0046] B Hexoroprix BapmaHTax peanuzauuu kosumyectBo I-§ umm  ero
(bapmaleBTHYECKH TPUEMIIEMON cou cocTasisieT ot npumepHo 0,01 mo nmpumepro 0,4%
Macc./mMacc. komnosunuu X4P-001.

[0047] B HexoToprlx BapmaHTax peanuzanuu kosumyectBo I-6 umm  ero
(bapmaneBTHYECKH TpUEMIIEMOI cou coctasisier ot npumepHo 0,01 mo nmpumepno 0,4%
macc./macc. komnosuuuu X4P-001.

[0048] B HekoTophIx BapmaHTax peasmzanuu  koimdectso I-7  wmim  ero
(dapmaleBTHYeCKH TpUeMIIeMOil cou cocraBysier oT npumepro 0,01 mo mpumepHO
0,25% macc./macc. kommosuiuu X4P-001.

[0049] B onHOM acriekTe HACTOSIIEr0 H300PETEHHS MPEMIOKEeHa (hapMaleBTHIECKas
KOMITO3MLIUS, COAep KalIas MpeiiokeHHy0 kommo3unuio X4P-001 u dapmaneBTHYeCcKH
MPHEMJIEMBIN abIOBAHT, HOCUTENb WIN MEPEHOCSIIYIO CPeay.

[0050] B HekoTOphIX BapHaHTax peajH3aliu (hapMaALEBTHUECKA TPHEMJIEMBbIi
aqbIOBAHT BKJIIOYAET 1O MeEHbIIEH Mepe OOuH pa3daBUTENb, Pa3PLIXJIUTEb,
CMas3bIBaIOIIEE BEIECTBO U AOOABKY ISl MOBBILIEHUS TEKYYECTH.

[0051] B npyrom acnekte HACTOSIIErO H300PETEHUs MPEIIOKEHA KOMITO3UIUsT X4P-
001 unu ee papmaneBTHYECKAS] KOMIO3HLIHS, TI€E:

(a) xomuuectBo I-1 wnu ero papMareBTHUECKH TPHEMJIEMON COJIH COCTABJIIET MEHEE YeM
npumepno 0,5% macc./macc. kommno3uunu X4P-001;

(b) xomuuectso I-2 uam ero (papmManeBTHUYECKH MPUEMIIEMOI COJH COCTABJIIET MEHEe

yem npumepHo 0,3% macc./macc. kommosunun X4P-001;
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(¢) xonmuuectBo I-3 W ero papManeBTHUECKH TPHEMJIEMON COJIM COCTABJISIET MEHEE YeM
npumepro 0,4% macc./macc. komnosuiuu X4P-001;

(d) xomuuectBo I-S wnm ero apmaneBTHUECKH NPUEMJIEMOI COJH COCTABJIIET MEHee
yem npumepHo 0,4% macc./macc. kommosunuu X4P-001;

(e) rne xomuuecTBo I-6 min ero apManeBTHYECKH IPUEMIIEMOI COJIM COCTABIISIET MEHEE
yem npumepHo 0,4% macc./macc. kommnozunuu X4P-001; u

(f) xomruectso I-7 nym ero dapmaneBTHYECKH IPHEMIIEMOI COJI COCTABIISIeT MEHee YeM
npumepno 0,25% wmacc./macc. komnosunuu X4P-001.

[0052] B ongHOM acmexte HacTOsIIEro W300peTeHus MpemIokeHa KoMno3unus X4P-
001 nnu ee papmarieBTHYECKAs KOMITO3HLIHS, TI€E:

(a) xomuuectBo I-1 winm ero QapmaneBTHUECKH NPHEMJIEMOH COJIM COCTaBJSIET OT
npumepHo 0,02 no mpumepso 0,5% macc./macc. komnozuuuu X4P-001;

(b) xomuuectBo I-2 wim ero ¢apmaneBTHYECKH MPHEMIIEMOIl COJI COCTABJSIET OT
npumepHo 0,01 no mpumepno 0,3% macc./macc. komnozuuuua X4P-001;

(c) xomuuectBo I-3 wmim ero QapmaneBTHUYECKH NPHEMJIEMOH COJIM COCTaBJSIET OT
npumepno 0,01 no npumepro 0,4% macc./macc. komnozunuu X4P-001;

(d) xommuectBo I-§5 wim ero dapmaneBTHUECKH MPUEMJIEMON COJM COCTABJISIET OT
npumepno 0,01 no npumepro 0,4% macc./macc. komnozuuuu X4P-001;

(e) xomuuectBo I-6 wmm ero QapMmaleBTHUECKH NPUEMJIEMON COJIH COCTAaBJISIET OT
npumepno 0,01 go npumepro 0,4% macc./macc. kommnozuuuu X4P-001; u

(f) xomuuectBo I-7 mmm ero ¢dapManeBTHYECKH NPUEMIIEMON COJH COCTaBJISET OT
npumepto 0,01 go npumeprno 0,25% macc./macc. komnosurmu X4P-001.

[0053] B omHOM acriekTe HACTOSIIErO W300pEeTEHHUs MPeIIOKeHa KOMo3uiius X4P-
001, roe:

(a) xommuectBo I-2 wnm ero QapMmaleBTHUECKH MPHEMJIEMON COJIM COCTAaBJISIET OT
npumepto 0,01 go npumepno 0,2% macc./macc. komnozunuu X4P-001;

(b) xommuecto I-3 wim ero dapmaneBTHUYECKH MPUEMJIEMONH COJIM COCTABJISIET OT
npumepto 0,01 go npumepno 0,2% macc./macc. komnozunuu X4P-001;

(¢) xomuuectBo I-S wnm ero QapmaleBTHUECKH MPHEMJIEMON COJIM COCTAaBJISIET OT

npumepto 0,01 go npumepno 0,2% macc./macc. komnozuuuu X4P-001;
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(d) xommuectBo I-6 wim ero QapmManeBTHUYECKH NPHUEMJIEMON COJH COCTABJISET OT
npumepno 0,01 no npumepro 0,4% macc./macc. komnozuuuu X4P-001; u

(e) xomuuectBo I-7 mmm ero QapmaneBTHUECKH TPHUEMJIEMON COJH COCTABJISIET OT
npumepno 0,01 no npumepno 0,25% macc./macc. komnosurmu X4P-001.

[0054] B HexoTophix BapuaHTax peaym3auuu komnosunus X4P-001 HeoOs3arensHO
IONOMHUTENEHO comepxkuT I-1 wumm ero (dapmaneBTHYECKH NpPUEMIIEMYIO COJIb B
konmuecTBe oT npuMepHo 0,02 no mpumepno 0,5% macc./macc. komno3zumun X4P-001.
[00S5] B npyrom acnekre Hacrosimero W300peTeHUs NpPEUIOKEHA eAWHUYHAsS
JekapcTBeHHas opma, comepskaias papMaeBTUUECKYHO KOMITO3UINIO, COAePIKALITYIO:
(a) npemnoxkennyro komnozunu X4P-001 B xommuectse nmpumepHo 10-20% ot maccer
KOMITO3UIINY;

(b) MHKPOKPHCTAJUTHYECKYIO LEJUTION03y B KonudyectBe mpumepHo 70-85% ot maccel
KOMIIO3UIIUY;

(c) xpockapmeIuto3y HaTpHsl B KOJIM4ecTBe mpuMepHO 5-10% OT Macchl KOMITO3ULIUH,

(d) creapundymapar HaTpus B kojuyectse npuMepHo 0,5-2% oT Macchl KOMITO3ULINH; U
(e) xoJyuTOMAHBIN AUOKCUI KpeMHHs B konudectBe mpumepHo 0,1-1,0 % or maccer
KOMITO3ULINH.

[0056] B npyrom acrnekrte HAcTOSsIIEro HW300pETeHUs TMPEUIOKEHA eIUHUYHAS
JekapcTBeHHas opma, coaepskaiias (papmMaeBTHUECKYHO KOMITO3HIIMIO, COAEPIKALIYIO:
(a) nmpemnokennyro kommno3uuuo X4P-001 B xomudectBe mpumepHO 35-75% oT Maccel
KOMITO3UIINH;

(b) MHKPOKPHCTAJUTMYECKYIO LE/UTIOJIO3Y B KOJHWYECTBE MpUMepHO 5-28% OT Macchl
KOMITO3UIINH;

(¢) murumpatr ruapodocdara kajgbuus B KojauuecTBe mpumepHo 7-30% or macchel
KOMITO3UIINH;

(d) kpockapmesio3y HaTpusl B KouuecTBe npuMepHO 2-10% OT MacChl KOMITO3ULIHH;

(e) creapundymapat Hatpus B kojruectBe npuMepHo 0,3-2,5% OT MacChl KOMITO3HUIIHH,
(f) xommowpmnblii muokcua kpemHus B konumuectBe npumepHo 0,05-1,2% ot maccer
KOMITO3ULIUU U

(g) naypuncynsdat HaTpHs B KoJiuecTBe mpumepHo 0,2-1,2% OT MacChl KOMITO3HULIHH.
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[0057] B opgHOM u3 acmekTOB HACTOSLIErO H300peTeHHs MPEeIOKEeH Crocod
JIEUeHUs], TPEeIOTBPALLECHHS HJIH CHUKEHHsSI PHCKA Pa3BUTHS 3a00JIeBaHUS, paCCTPONCTBA
wi coctosiHusi, cBs3aHHOro ¢ CXCR4, y cyOwpekta, HYXKAAMOIIETOCS B O3TOM,
BKJIIOUAIOIIMNA  BBENEHHE  YKa3aHHOMY CyOBekTy 3((ekTHBHOro  KONIM4YeCcTBa
npemioxkeHHon komnozunuu X4P-001.

[00S8] B HekoTOpBIX BapHaHTaxX peajn3alny yKa3aHHOe 3a00jeBaHne, pacCTPOHCTBO
WIA COCTOSIHHE MpencTaBisieT coOoi pak, BBIOPAHHBIA U3 paKa MOYKH, OMYXOJH IMOYKH,
KapLUHOMBI TOYKH, paKa SSIMUHUKOB UJTH METaHOMBI.

[0059] B ogHOM acmekTe B HACTOSIIEM H300pEeTEHUH MpemIokeHa KoMno3unus X4P-

001, conepkaas coequnenue dpopmyois I:

N
L \/\/\NH2
“ NH

I
Ui ero papMareBTHUECKH MPUEMIIEMYIO COJIb, U [0 MEHbIIEH Mepe OTHO COEAMHEHHUE,

BBIOPAHHOE M3 CIIEAYIOLIHX:

N N B
N N o H
LN\/\/\Né LN\/\/\NJ LN\/\/\NHz
H
7
N7 NH N7 NH NN
I-1 I-2 I-3



A o) A
© L.
NT OH N7 Y 0
/EN\/\/\N/\O J:N\/\/\NJJ\
H H
N“ "NH N” "NH
1-4 I-5
AN
»
N -
NMO
L D
N7 “NH | _
@ "
HN\/\/\NH2
1-6 1-7

WK UX (papManeBTHUECKH TPHEMIIEMYIO COJIb.
[0060] B ngpyrom acmekre HacTosmiero wus3o0OpereHusi mpemiokeHa X4P-001
KOMITO3HLIKS, CoAepskalias coeaunenne dpopmysr I:

AN

Z
N -

/[N\/\/\NH2
7

N NH

O

Ui ero papMareBTHUECKH MPUEMIIEMYIO COJIb, U 110 MEHBIIEH Mepe OIHO COEIMHEHHUE,

|

BBIOPAHHOE M3 CIIEAYIOLIHX:
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AN AN |
» » N
Nl N3 | N
LN\/\/\N4 LN\/\/\NJ /[ \/\/\NHZ
H
’4
N NH N7 “NH N™ N NH
& & O O
I-1 I-2 I-3
X X
» »
NT 0 N7
N\/\/\N)J\ N\MO
L N § D
N7 "NH N7 “NH | _
@ @ "
HN\/\/\NH2
I-5 I-6 1-7

Wi ero papMaleBTUYECKU ITPUEMIIEMYIO COJb.
[0061] B HekoTOpBIX BapHaHTaxX peayM3alUdd HACTOSIIEr0 U300pETEH s MPEIOKeHa
kommosunus X4P-001, conepskainas coenunenue hopmyssr I:

| A

o
N

I \/\/\NH2
7

N“ NH

|

WK ero (apMareBTHUYECKH TPHEMIIEMYIO COJIb; U COEIMHEHUE CIIEAYIOLIEH CTPYKTYPhI:
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/[NMO
N? "NH
1-6

Wi ero (apManeBTUYECKH NMPHEMJIEMYIO COJIb. B HEKOTOPBIX BapHaHTAX peasii3aliu
obmas Macca I-6 1 JIOOBIX TPUCYTCTBYIOIIMX AOMOJHUTEIBHBIX MPUMECEH, COCTABISIET
He Oonee yem mpumepHo 0,8% macc./macc. kommosuiun X4P-001.

[0062] B HexoTopbIx BapuaHTax peaymmszanuu kommosunuss X4P-001 comepxkutr 1-6
win ero (apMaleBTUYECKd MPHEMJIEMYIO COJb B IO MEHbINEH Mepe NeTEKTHPYEeMOM
KOJINUECTBE.

[0063] B nHexoropsix BapuaHTax peanusauuu xkommnosuius X4P-001 comepxur nga,
TPU WJIH YeTbipe coenuueHus:, BoiOpanubix u3 I-1, 1-2, I-3, I-4, I-5, 1-6, umu I-7, umu ux
(dapManeBTHYECKH MpHEMJIEMBIX COJied. B HEKOTOphIX BapHaHTax pean3aluu
kommo3unus X4P-001 comep:kuT mo MeHblIell Mepe AETEKTHPyeMOe KOJMYECTBO ABYX,
TPeX WK YeThipex coenuHenuid, BeiOpanubix u3s I-1, I-2, I-3, I-4, 1I-5, 1-6, unu 1-7; win
ux (papMaleBTUUECKH TPUEMIIEMBIX COJIEH.

[0064] B Hexortopbeix BapumaHTax peaymzanuu komnosunus X4P-001 comepxut tpu
coemuuenusi, BbiOpanubix w3 I-1, I1-2, I-3, 14, I-5, I-6, wm I-7, wm wux
(dapMaleBTHYECKH TMPHEMJIEMBIX CcoJiell. B HEKOTOpeIX BapHaHTax peaH3aluu
kommo3unus X4P-001 comepkuT mo MeHbIIell Mepe AeTEeKTUpYyeMOe KOJMYECTBO TpPex
coemuuenuii, BeiOpanupix u3z I-1, I-2, I-3, I-4, I-5, I-6, wmu I-7, wm wux
(dbapMaLeBTHYECKH TPUEMJIEMBIX COJIEH.

[0065] B wHexkoToprix BapuanTax peanmmzanuu kommosuuus X4P-001 comepxkut
kaxmoe us I-1, I-2, I-3, I-5, 1-6 u I-7 wiu ux dapmamneBTHUECKH MPHEMIIEMBIX COjei. B
HEKOTOPBIX BapuaHTax peanuzanuu komnozuuusi X4P-001 comepxut mo MeHbLuel mepe
nerektupyemoe kojmuectBo kaxkmoro u3z I-1, I-2, I-3, I-5, I-6 u I-7 mm wnx

(dhapmarieBTHYECKH TPUEMIIEMBIX COJIEH.
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[0066] B omHOM acriekTe B HACTOSIIIEM U300PETEHHH MPEMIOKEHA KOMITO3UIUs X4P-

001, conepskaras coequuenue dpopmysl I:

N
/[ \/\/\NH2
7

N NH

&

Wi ero (apMaleBTHYECKH MPHEMIIEMYIO COJb, U HETEKTHPYeMOe€ KOJUYECTBO IIO

I

MeHbLIeH Mepe OHOr0 U3 CIEAYIOIUX COSIUHEeHHMH:

BN | N
» N7
3 3 " A
H
NZ “NH N” N/\,/NH
& O O
I-2 I-3
AN AN
| o I ~
N o) NT Y
LN\/\/\NJ\ J:N\/\AO
H
N“ "NH N” °NH
I-5 1-6
AN
»
N z
I-7

WK UX (papMaLeBTHYECKH MPUEMIIEMBIX COJIEH.
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[0067] B HexoTopeix BapuaHTax peamu3anuu komnosunusis X4P-001 ne copepkur
cienyroliee COeIMHEHNE B AETEKTHPYEMOM KOJINUECTBE:

X

~

NT
N\/\/\Né
L

N” NH

&

I-1
iy ero ¢papManeBTUIeCKU IPHEMIIEMYIO COJIb.
[0068] B Hexoroprix BapmaHTax peaymm3anuu komnosunus X4P-001 He conmepskur

cireayrmee COCNMHCHUE B ICTCKTUPYEMOM KOJIMYCCTBE!

X 0
»
N™ ™ OH
JiN\/\/\”/\O
N“ "NH

&

W ero ¢papMaleBTHYeCKU IPUEMIIEMYIO COJb.

I-4

[0069] B HekoTOphIx BapHaHTax peajm3auuu obOmee konudectBo I-6 wmm ero
(dapManeBTHYECKH MPUEMJIEMON COJIM TPEACTaBIseT co0oil He Ooyiee YeM MPUMEPHO
0,2% macc./macc. xomnozuuuud X4P-001 oTHOCHUTENBHO OOLIEH Macchl B KOMITO3UIIUU
X4P-001 coenunenus popmyssl I u onHoro unu 6osee coequnenuii, BeiOpanHbix u3 I-1,
12, I3, 1-4, I-5, 1I-6, wm I-7; win ux (apmaneBTHUYECKH MPHUEMIIEMBIX coyieli. B
HEKOTOPBIX BapuaHTax peannzauuu komnozuuusi X4P-001 comepxut mo meHbLuel mepe
neTeKTUpyeMoe KoJiiuecTBo I-6 uin ero hapManeBTHYECKH MPHEMIIEMON COJIH.

[0070] B HexoTtopeix BapmaHTax peamm3auun kommnoszunuss X4P-001 conmepkut He
oonee uem 0,15% macc./mace. I-6 oTHOCHTENLHO 001IEN Macchl B komnosuuu X4P-001
coenuuenust hopmysbl I U ogHoro uiam Oonee coemuHenuii, BeiOpannbix us I-1, 1-2, I-3,
I-4, 1I-5, 1-6 wmu I-7; win ux (apmaneBTHUYECKH MpPUEMIIEMbIX cojieldl. B HeKkOoTOpbIX
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BapuaHTax peanmzauun kommnoszuuuss X4P-001 comepxuT no MeHbled Mepe
netekTupyemoe kojmuectBo I-6 uimn ero hapmManeBTHYECKH MPHEMIIEMON COJIH.

[0071] B HekoTOpbIX BapHaHTax peajm3auuu odOmee konudectBo I-6 wmm ero
(dapManeBTHYECKH TpPUEMJIEMON COJIM MpeAcTaBisieT co0oil He OoJsiee yeM MPHUMEPHO
0,2% macc./macc. xommosunuu X4P-001 oTHOCHTENHLHO OOLIEH Macchl B KOMITO3HMIIUH
X4P-001 coenunenus ¢popmyssl I u ogHoro mm 6osee coequHenuit, BeIOpaHHbIX U3 I-2,
I-3, I-5, 1-6 wm I-7; wim ux ¢apmaneBTHYECKH MpUEMIIEMbIX cojieldl. B HekoTopbIx
BapuaHTax peanmzauuu kommnoszunus X4P-001 comepxuT no MeHblied Mepe
nerekTupyemoe koimuectBo I-6 umm ero hapmManeBTHYECKH MPHEMIIEMON COJIH.

[0072] B Hexoropeix BapuaHTax peaymm3anuu komnosunus X4P-001 conmepskut He
6oiee uem 0,15% macc./mace. I-6 oTHOCHTENRHO 001IER Maccel B koMmozunuu X4P-001
coemuaenus: popmyJsl I 1 omHoro wiu 6osee coemuuenui, Beiopanubix u3 I-2, I-3, I-5,
I-6 wiu I-7; unm ux dapManeBTHYECKH NMPHEMJIEMBIX COjiei. B HEKOTOpBIX BapHaHTax
peammzanun komnosunus X4P-001 comepkuT mo MeHblLIell Mepe IeTeKTUpyeMoe
kosn4ecTBo I-6 i ero apManeBTHYECKH IPHEMIIEMON COJIH.

[0073] B HekoTOpBIX BapHaHTAX peajM3alMd OIHO WK OoJiee COEOUHEHUH,
BoiOpanubix w3 I-1, 1-2, I-3, I-4, I-5 1-6 wm I-7;, umm wux dapmaneBTuuecku
NPUEMJIEMBIX COJIEH COBMECTHO MPEACTABJISIIOT COOOH MeHee ueMm mpumepHo 3,0%
macc./macc. komnosuiuu X4P-001 otHOCHTENBHO 00111€el Macchl B kommnozuuuu X4P-001
coemuuenust hopmyssl I u ogHoro unm Oonee coemuuenuii, BeiOpannbix us I-1, 1-2, I-3,
I-4, 1I-5, 1-6 wmu I-7; wiun ux (apManeBTHUYECKH MpPUEMIIEMbIX cojiell. B HekoTOpbIX
BapHaHTAX peaM3aldi OOHO WK Oosiee coemuHenwii, BeiOpanubix us I-1, I-2, 1-3, I-4, I-
S5, 1-6 wm I-7; wnn ux (apMaleBTHUYECKH MPHEMIIEMBIX COJIEl MPUCYTCTBYIOT B
kommo3uun X4P-001 B mo MeHblLIeld Mepe DeTEeKTUPYEeMOM KoJn4ecTBe. B HEKOTOpBIX
BapuaHTax peanusaiuu komnosuims X4P-001 comepxut coemunenne Gopmysiel I umu
ero apMareBTHUYECKH TPUEMJIEMYIO COJIb M HE COIEPKUT coeauHeHus popmybl I-4 nmm
ero apMareBTHUYECKH TTPUEMIIEMOI COJIH B JETEKTUPYEMOM KOJIHUECTBE.

[0074] B HekoTOpBIX BapuHaHTaX peaju3alUUd OOIIee KOJUYECTBO OPraHHYECKHUX

pUMeECeH, BKITIOYast OHO Wi Oosiee coenuuenui, Beiopannbix us I-1, I-2, 1-3, 1-4, I-5,

25



I-6 wm I-7; unn ux ¢dapManeBTHYECKH MPUEMJIEMBIX COJIeH, COCTABIIIET MEHEe YeM
npumepHo 4,0% macc./macc. komnozuuun X4P-001.

[0075] B HekoTOpHIX BapHaHTAX peajH3alMH OIHO WJIH OoJiee COEOUHEHUH,
BbiOpanHbiX U3 I-2, I-3, I-5, 1-6 umu I-7; uim ux dapmaneBTHUYECKH MTPHEMIIEMBIX COJIEH
COBMECTHO COCTABJISIFOT MeHee ueM npuMmepHo 3,0% macc./macc. kommoszunuu X4P-001
OTHOCHTENBHO 0011el Maccel B komno3uuu X4P-001 coequnenus popmysnsl I u ogHOro
umn  Oonee coemuHenud, BbiOpaHHBIX w3 I-2, I-3, I-5, I-6 wm I-7, wm wux
(hapMaLeBTHYECKH MPUEMJIEMBIX COJIel. B HEKOTOPBIX BapHAHTAX peaU3alUU OJHO MU
oonee coequnenwuii, BeiOpanubixX u3 I-2, I-3, I-5, 1-6 wnu I-7; unu ux dapmaneBTHIECKH
IpUEMJIEMBIX COJIel NpUCYTCTBYIOT B Kkommosunuu X4P-001 B mo MeHblued Mepe
JNEeTEeKTUPYEMOM KOJInuecTBe. B HEKOTOpBIX BapHaHTax peaau3anud koMmmosuunus X4P-
001 conepxut coequnenue Gopmyisl I nmm ero papManeBTUYECKH MPUEMIIEMYIO COJIb U
He comepkuT HU coenuHenus I-1, Hu coemunenus: I-4, Hu ux (dapmareBTHYECKU
IIPUEMJIEMBIX COJIeH B IETEKTUPYEMOM KOJIUUYECTBE.

[0076] B HekoTOpBIX BapHaHTaX peajH3aUud OOlIee KOJHMYECTBO OpPraHHYECKUX
npuMecel, BKITIoUasi OOHO Wik Oojiee coenuHennit, BiOpanubix u3 I-2, I-3, I-5, 1-6 uu
I-7;, wnn ux (papmManeBTUYECKH MPUEMJIEMBIX COJIEH, COCTABIIIET MEHEE YeM MPHMEPHO
4,0% macc./macc. kommozunuu X4P-001.

[0077] B HekoTOprIX BapWaHTax peajiu3anuu kojuuectso I-1  wmm  ero
(dapMaleBTHYECKH TPHEMJIEMOI COJM COCTaBisieT MeHee dyem mnpumepHo 0,5%
Mmacc./macc. kommoszunuu X4P-001.

[0078] B HekoTOprIX BapWaHTax peajnu3anuu kojguuectso I-2  wumm  ero
(dapMaLeBTHYECKH TMPHEMJIEMO COJNM COCTaBisieT MeHee dyem mnpumepHo 0,3%
macc./macc. kommozunuu X4P-001.

[0079] B HekoTOprIX BapuaHTax peanu3anuu koguuectso I-3 wumm  ero
(dapmarieBTHUECKH MPUEMJIEMONW COJIM COCTaBysseT MeHee ueMm mnpumepHo 0,4%
Mmacc./macc. kommozunuu X4P-001.

[0080] B uekoropbix BapuaHTax peanuzauuu komnozunusi X4P-001 ne comepxut I-4

WUJIN €ro q)apMaL[eBTI/ILIeCKI/I HpHeMHeMOﬁ COJIK B ACTCKTUPYEMOM KOJIMYCCTBE.
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[0081] B HekoTOprIXx BapuaHTax peanuzanuu koguuectBo I-§5 wumm  ero
(dbapmaIrieBTHYECKH TMPUEMJIEMOW COJIM CcOCTaBjsieT MeHee ueMm mnpumepHo 0,07%
macc./macc. kommnoszuuuu X4P-001.

[0082] B HekoTOprIX BapuaHTax peajluzaluu kojguuectso I-6 wumm  ero
(dbapmalieBTHUECKH TPHEMJIEMONW COJIM COCTaByiser MeHee ueMm mnpumepHo 0,4%
macc./macc. komnoszunuu X4P-001.

[0083] B HekoTOprIX BapuaHTax peajnuzanuu koguuectso I-7 wumm  ero
(dapManeBTHYECKH TPUEMJIEMOIl COJH CcocCTaBisseT MeHee uyeMm mnpumepHo 0,25%
macc./macc. komnoszuuuu X4P-001.

[0084] B HexoTophIx BapuaHTax peanuszauuu B komnosunuu X4P-001 mpucyrcTtByer
nmo MeHblnel mepe aerexktupyemoe koymmuectso I-1, 1-2, I-3, I-5, 1-6 wmm I-7; wim nx
(bapMaleBTHYECKH TPHEMIIEMBIX COJIEH.

[0085] B HexkoTOpbIX BapuaHTax peanu3anuu koimuuectso I-1  wmmu  ero
(apmaneBTHYECKH TPUEMIIEMON CoH coctasiser ot npumepHo 0,02 no nmpumepHo 0,5%
macc./macc. komnosuuuu X4P-001.

[0086] B HekoTOprIXx BapmaHTax peaju3aluud kojuuectso I-2 wmimm  ero
(dapMaleBTHUYECKH PUEMIIEMOI coJi cocTariisieT ot npumepHo 0,01 no mpumepro 0,3%
Mmacc./macc. kommnozuuu X4P-001.

[0087] B HekoTOprIx BapmaHTax peaiu3anuu kojuuectso I-3 wymm  ero
(dapMaleBTHUYECKH PUEMIIEMOI COJi cocTariisieT ot npumepHo 0,01 mo npumepro 0,4%
Mmacc./macc. kommoszunuu X4P-001.

[0088] B HekoTOprix BapmaHTax peaym3anuu kojguuectso I-§5 wumm  ero
(dapManeBTHYeCKH TpUeMyIeMOil comu cocraBysier oT mpumepro 0,01 mo mpumepHO
0,07% macc./macc. kommosuiuu X4P-001.

[0089] B HekoTOprIX BapWaHTax peajm3anuu koguuectso I-6 wumm  ero
(dapMaLeBTHYECKH PUEMIIEMOI coJi cocTariisieT ot npumepHo 0,01 no mpumepno 0,4%
Mmacc./macc. kommozunuu X4P-001.

[0090] B HekoTOprIXx BapuaHTax peaju3anuu koguuectso I-7 wumm  ero
(dapMaLeBTHYECKH MpUeMJIeMOil comu coctaBysier oT mpumepro 0,01 no mpumepHO

0,25% macc./macc. kommo3zuiuu X4P-001.
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[0091] B HexkoToprix BapuaHTax peamuzanuu kommosuuus X4P-001 coxmepxkut
coemuHeHue (opmysiel I wim ero papManeBTHUECKH MPHEMJIEMYIO COJIb C YHCTOTOH MO
Menbinerdn mepe 99,3% cormacao BOXX u comepxxut menee yem 0,7% B oOueit
CIIOYKHOCTHU OTIOJHUTENBHBIX coenuuennit, BbiOpanubix u3 I-1, I-2, I-3, I-5, 1-6 unu 1-7;
Wi ux (papMaleBTHUECKH MPHUEMJIEMBIX COJIeH, Kak u3MepeHo ¢ momoinsio BOXKX. B
HEKOTOPBIX BapHaHTAX peaJM3alUU MPUCYTCTBYET IO MEHBIIeH Mepe NeTEeKTHPYeMOoe
KOJIMYECTBO OJTHOT'O MJIM 0OJiee U3 OMOHUTENBHBIX COSMHEHUH.

[0092] B HekoTOprIx BapuaHTax peamuzanuu kommosuuus X4P-001 conmepxut
coemuHeHue (opmysiel I wim ero dpapManeBTHUECKH MPHEMJIEMYIO COJIb C YHCTOTOH IO
menbiueir mepe 99,3% cormacio BOXX u comepxkutr menee uwem 0,7% B oOuiei
CJIOKHOCTH JIOTIOJIHUTENBHBIX CoenrHennii, BeiOpanubix u3 I-2, 1-3, I-5, 1-6 v I-7; unm
ux (hapMaleBTHYECKH MPHEMJIEMBIX COJIel, Kak u3MepeHo ¢ momoinpio BIXX. B
HEKOTOPBIX BapHaHTAX peajM3alUy NPUCYTCTBYET IO MEHbIIeH Mepe NeTeKTUpyeMoe
KOJIMYECTBO OJHOTO WM Oojiee W3 OONMOJHHUTENBHBIX COENMHEHHil. B HeKoTOphIX
BapHaHTaxX peaju3aluy MPHCYTCTBYET IO MEHbIIEH Mepe NeTEeKTUPYEeMOe KOJHMYECTBO
kaxgoro u3 I-2, I-3, I-5, 1-6 u I-7 wiu ux dapManeBTHYECKH MPHEMIIEMBIX COJIEH, Kak
u3MepeHo ¢ nomompo BOXX.

[0093] B ongHOM M3 acleKTOB HACTOSINErO H300PETEHHs MPENIOKEHA KOMITO3HUIIUS
X4P-001, conepskarnas coenuuenue hopmyssl I:

X

~

=z

I \/\/\NH2
7

N NH

|
wi ero (apmaneBTHUECKH MPHEMJIEMYIO COJIb, M OOHO MM OoJiee COeOUHEHHH,

BBIOPAHHBIX U3 CIEMYIOMUX COETUHEHUI:
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bl
A

WM ero (papManeBTHYeCK! IpHeMiieMasi COJIb B KOJIMYECTBE, COCTABILIIOIEM He Oolee

yem npumepHo 0,5% macc./macc. kommozunuu X4P-001;

(b) @
I-

WK ero (papMaleBTHYECKH MpUeMIIEMasl COJIb B KOJIMYECTBE, COCTABISIIOIIEM He Oojee

npumepno 0,3% macc./macc. kommnosuuuu X4P-001;

[
1

3
WK ero apManeBTHYECKH IpHeMIIeMasi COJIb B KOJIMYECTBE, COCTABILSIIOIEM He Oolee

npumepno 0,4% macc./macc. kommnoszuunu X4P-001;
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v o}
LN\/\/\NJI\
H
N“ "NH
(d) @
I-5

WM ero ¢apManeBTHYeCKH IpHeMiieMasi COJIb B KOJIMYECTBE, COCTABILIIOEM He Oolee

npumepno 0,5% macc./macc. komnozuuuu X4P-001;

(\/O
P
N

/[ \/\AO
Z

N“ NH
(e) @
I-6

WK ero (papMaleBTHYECKH MpUeMIIEMasl COJIb B KOJIMYECTBE, COCTABISIIOIIEM He Oojee

npumepno 0,4% macc./macc. kommnosuuuu X4P-001; wu

O

L

N z
HN\/\/\

(f) NH,

1-7
Wi ero (papManeBTHUECKU MpHeMJieMasi COJib B KOJMUYECTBE, COCTABJISIOIIEM He Oojiee
npumepro 0,25% wmacc./macc. kommnozuuuu X4P-001; rme kaxnmenii % wmacc./macc.
U3MEepEeH OTHOCUTENBHO 00Ieit maccel B kommno3uuuu X4P-001 coequnenus: popmyssr I
U omHoro wim Oonee coemunHenwii, BeiOpanubix u3 I-1, 1-2, I-3, I-5, 1I-6 umu I-7. B
HEKOTOPHIX BapuaHTax peaym3anuu kommnoszuius X4P-001 copepkuT coemuHeHUE
dbopmyJisl I unu ero papmMarieBTHUECKH TPUEMIIEMYIO COJIb U HE COAEPIKHUT COeNHHEHHUS
dbopmynel I-4 wunmum ero dapManeBTHUECKH MPUEMIIEMOW COJNIM B JIETEKTHPYEMOM

KOJIMYECCTBE.
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[0094] B onHOM M3 acmeKTOB HACTOSIIEr0 H300pEeTeHHs MPENIOKEHA KOMITO3HUIIUS

X4P-001, conepskainasi coenuuenue hopmyssl I:

(\/O
L
N

Wi ero (apManeBTHUECKH NPUEMJIEMYIO COJIb, W OJHO WJIH OoOJiee COeNMHEHUid,

BI>I6paHHI>IX H3 CJICOYOLIHUX COETUHEHUH!

(0

ri

\=o

N“ NH
I-2

Wi ero (apMareBTHYeCKH PUEMIIEMON COJIM B KOJIMYECTBE, COCTABISIOIIEM He Ooee

npumepno 0,3% macc./macc. kommnosuuuu X4P-001;

X
L
N

N
J:\/\/\NH2
N7 "N NH
o %

I-3
WM ero ¢apManeBTHYEeCKH IpHeMIIeMasi COJIb B KOJIMYECTBE, COCTABILSIIOIEM He Oolee

npumepro 0,4% macc./mace. komnozuiuu X4P-001;



I-5
WM ero (papManeBTHYeCK! IpHeMiieMasi COJIb B KOJIMYECTBE, COCTABILIIOIEM He Oolee

npumepno 0,5% macc./macc. komnozuuuu X4P-001;

(\/O
P
N

/[ MO
z

N NH
(d) @
I-6

WK ero (papMaleBTHYECKH MpUeMIIeMasi COJIb B KOJIMYECTBE, COCTABISIIOIIEM He Oojee

npumepno 0,4% macc./macc. kommnosuuuu X4P-001; wu

X
(O
N z
© HN\/\/\NH2
I-7
Wi ero (papManeBTHUECKU MpHeMJieMasi COJib B KOJMUYECTBE, COCTABJISIOIIEM He Oojiee
npumepro 0,25% wmacc./macc. kommozuuuu X4P-001; rme kaxknmenii % wmacc./macc.
U3MEepEeH OTHOCUTENBHO 00Ieit maccel B kommno3uuuu X4P-001 coequnenus: popmyssr I
1 oaHOro v Oosiee coenuuenuii, BeiOpanueix us I-2, I-3, I-5, 1-6 wiu 1-7.
[0095] B HeKOTOpBIX BapHAHTAX PEATM3ALMH XHPAJIbHAS YHUCTOTa KOMIO3uuu X4P-

001 cocrassier Mo MeHbIIeH Mepe mpuMepHO 97% sHanTHOMepHOTO N30kITKA (%0 €e).
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[0096] B HexoTophIx BapuaHTax peanuzanuu kommosuuus X4P-001 cogepxxut 7000,
6000, 5000, 4500, 4000, 3500, 3000, 2500, 2000, 1750, 1700, 1650, 1600, 1550, 1500,
1450, 1400 unu 1350 ppm unu MeHee TOIyoa.

[0097] DB HexkoTOpEIX BapHaHTaX peAIM3aLUU TOJYOJ MPUMEHSIOT B KadecTBe
KpUCTAIIU3yomero pactsoputens it BeiaeneHus X4P-001. B HekoTOprIX BapuaHTax
peanm3aluy TEeXHWYeckne TpeOOBaHMS JUIsi OCTATOYHOTO TOJNIyOoJa B CBOOOIHOM
ocHoBannu X4P-001 TaxoBbl, uto komno3uuus X4P-001 conepxut He Gosnee uem 4500
ppm. B npyrux BapmanTtax peammusanmuu komno3unus X4P-001 comepxut He Oosee uem
4000 ppm, 3500 ppm, 3000 ppm, 2500 ppm, 2000 ppm, 1750 ppm, 1700 ppm, 1650 ppm,
1600 ppm, 1550 ppm, 1500 ppm, 1450 ppm, 1400 ppm uma 1350 ppm Tonyona. B
HEKOTOPBIX BAPHUAHTAX pPEAIM3ALUU IPUMEHSIOT MOAXOJ IOMYCTHMOrO €XKEAHEBHOIO
Bospeiicteuss (PDE). Tepmun «momyctumoe exenHeBnoe Bosaericteue» (PDE)
ompenensieTcs Kak  (apMaleBTHYECKd IMpHEMJIeMOe MOTpeOJeHHe OCTATOYHBIX
pacTBopuTenell B jekapcTtBeHHoM cperctse. Cwm., Hampumep, ucrounuk Guidance for
Industry: Q3C Impurities: Residual Solvents, onyOnuKOBaHHBIH YTpaBIeHHEM II0
KOHTPOJIIO KAauecTBa MHINEBBIX MPOAYKTOB M JiekapcTBeHHbIX mpenapatoB (FDA)
MunucTepcTBa 3ApaBOOXpaHeH st U counabHbiX cnyx0 CIIIA.

[0098] B HexkoTOphIX BapuaHTax peanu3anuu % YUCTOTHI KoMmmoszunmuu X4P-001,
u3MepenHoil ¢ mnomomnpo BOXKX, cHmwkaercs meHee uem Ha 1% mnpu XpaHeHUH
kommno3unun X4P-001 B teuenue Tpex mecsier npu 25°C/OTHOCUTENBHON BIAKHOCTH
60%.

[0099] B HexoTopbIx BapuaHTax peanmzanuu kommnozunusi X4P-001 monmosHuTENnbHO

COZIEPKUT OIHO WJTH OOoJiee U3 CIEAYIOLINX COeTHHEH UM
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©:H />_/CI @[:WCI

N \

Boc

RM-396 ANMD-2890
1-8 1-9

1-10 1-11

u npu 3tom coenunenus 1-8, 1-9, I-10 u/unu I-11 npuCYTCTBYIOT B KOJMUYECTBE MEHEE
4yeM npuMepHO 25 yacreit Ha MIULTHOH (ppm) kommosuiuu X4P-001.

[00100] B mHexoropsix Bapuantax peanuszauuu coenuHenus I-8, I-9, I-10 w/mmm I-11
MPUCYTCTBYIOT B KOJIMYecTBe MeHee ueMm npumepHo S0, 40, 30, 20, 15, 10, 5, 4, 3, 2 unmu
1 ppm xomnoszuuuu X4P-001. B HekoTOpRIX BapuaHTax peaJu3alid Kaxaoe u3
coemurenuii 1-8, 1-9, I-10 w/mmu I-11 He3aBHCHMO MPHUCYTCTBYET B KOJUYECTBE OT
npuMepHo 1 ppm no mpumepHo 25 ppm wmm ot npuMepHo 100 wacteit Ha MIILHAPT
(ppb) mo 4 ppm. B HexkoTOpBIX BapuaHTax peanuzauuu kommosuius X4P-001 comepxut
coemuHenue Qopmyner I wam ero QapmaneBTHUYECKH MPHEMIIEMYK COJb H HE
conepskut coequaenuss popmysl I-4 wnm ero apmMareBTHYECKH MPHEMIIEMON COJNH B
IETEKTUPYEMOM KOJIMYECTBE.

[00101] B opmHoM ©3 acmeKTOB  HACTOSIIErO0  H300peTeHHs]  MpeaioKeHa
(dhapmarieBTHUYECKAsT KOMITO3UIIKS, COAEPIKaIast MPeIOKEHHY0 KoMno3uinio X4P-001 u
(dapMaleBTHUYECKH TPUEMJIEMBIN aIbIOBAHT, HOCHTENb HJIH HECYILYIO CPEy.

[00102] B onmHOM H3 acHEKTOB HACTOSINEr0 H300pPETEHHs MpEIoKEHA TBEpaas
eIMHUYHAS JieKapCTBEHHass (opMa, MPUTrOTOBJIEHHAS Ui NEPOPATbHOrO BBEICHHS,
comeprkaias MpemIoKeHHYo koMmmo3uiuio X4P-001 wumm  (dapManeBTHYECKYIO
KOMITO3ULIHIO.

[00103] B HexoTOpBIX BapHaHTaX peajM3aldU HACTOSLIETO H300PETEHUs MPEAIOKEHA
npemiokennas  kommosunus X4P-001 B komMOWHAmMM € JIOMOJHHTEIBHBIM

TEPANICBTUYICCKUM ar€HTOM.
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[00104] B npyroM acmekTe HACTOALIEr0 W300peTeHHs] MNPemyIoKeHa eIMHUYHAS
JieKkapcTBeHHas opma, coaepskaiias papMaeBTUUECKYO KOMITO3UIHIO, COAEPKALIYIO:
(a) nmpemnoxkennyro komno3uuuo X4P-001 B konmmuectse mpumepro 10-20% ot
MacCChl KOMITO3ULIUH;
(b) MUKpPOKpPUCTAIMYECKYIO LEJUTI0JIO3y B KoindecTBe npumepHo 70-85% ot
MacCChl KOMITO3ULIUH;
(c) xpockapmemsiody HaTpusi B KojmuectBe mpumepHo 5-10% ot maccel
KOMITO3HLIHH;
(d) creapundymapar nHatpus B komumyectBe mnpumepHo 0,5-2% ot maccel
KOMITO3HLIAHU H
(e) KoyTOuAHBIA TUOKCUT KpeMHuUs B KosmuuectBe mpumepHo 0,1-1,0% ot maccer
KOMITO3HLIHH.
[00105] B npyrom acmekre HACTOSINErO H300pETEHHs] MPEIJIOKEHA eIHHUYHAS
nexapcTBeHHas popma, comeprraast hapMaLeBTHUECKYIO KOMIIO3ULHUIO, COAEPIKAILYO:
(a) mpemnokennyo kommnosunuio X4P-001 B konuuectse mpumepro 30-40% ot
MAacChl KOMITO3UIINH;
(b) MHKPOKPHUCTAIIMUECKYIO LEJUTIOJIO3y B KonudectBe npumepro 20-25% ot
MacCChl KOMITO3UIIUH;
(¢) muruapat rugpodocdara kaapuus B Konudectse npuMepHo 30-35% ot macchl
KOMITO3HLIHH;
(d) xpockapmemody Hatpuss B KojudectBe mnpumepHo 5-10% ot maccel
KOMITO3HLIHH;
(e) creapundpymapatr HaTpus B KojmuectBe mnpumepHo 0,5-2% oOT Macchl
KOMITO3HLIHH;
(f) xomnonaHeIid MEOKCHI KpeMHuUs B KoJiruectBe nmpumepHo 0,1-1,0% ot maccer
KOMITO3HIIAN H
(g) naypuicynbdar Hatpus B komuyectBe mnpumepHo 0,1-1,0% ot maccer
KOMITO3HLIHH.
[00106] B npyroMm acmekTe HACTOALIEr0 W300peTEeHHs] MNPemIoKeHa eIUMHUYHAS

JieKkapcTBeHHas opma, coaepskaiias papMaeBTHUECKYO KOMITO3UIIHIO, COAEPIKALIYIO:
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(a) mpemnokennyro komno3uuu X4P-001 B konmuuectBe mpumepHo 35-75% ot
MacChl KOMITO3HIINH,
(b) MHKPOKPUCTAJUTMUECKYIO LEJUTIONO03Y B KOJIWYECTBe MpuUMepHO 5-28% ot
MacChl KOMITO3HIINH,
(c) muruppar rugpodocdara kaapuus B Komudyectse nmpumepHo 7-30% ot maccel
KOMITIO3UIINY;
(d) xpockapmesioly Hatpus B KojmdectBe mnpumepHo 2-10% ot maccel
KOMIIO3UIINY;
(e) creapundpymapatr Hatpus B kojmuectBe mnpumepHo 0,3-2,5% ot maccel
KOMIIO3UIIUY;
(f) xonnou bl qUOKCHA KpeMHUs B KonndecTse npuMepHo 0,05-1,2% oT maccer
KOMITO3ULIUU U
(g) naypuicynedar Hatpuss B KomuuectBe mnpumepHo 0,2-1,2% ot maccel
KOMIIO3ULIUU.
[00107] B HexkOTOpPHIX BapHaHTaxX peaU3alyM yKa3aHHasl €AUHUYHAs JIEKapCTBEHHAas
dbopma HaxomuTCs B hopMe KarCyibl.
[00108] B HekoTOphIX BapHaHTAX peaM3alUd yKa3aHHAs KarcyJia COIEpPKUT
npumepno 25 wmr, npumepHo 100 mr wmm mnpumeprno 200 mr X4P-001 wmmm ero
(hapmarieBTHYECKH TPUEMIIEMOI COJIH.
[00109] B apyrom acmekTe HACTOSIIErO H300pETEHHS MPEMJIOKEH CIIOCOO JIEUEeHHS,
NPEeIOTBpAIEHUs] HJIM CHHJKEHHS PUCKA pa3BUTHS 3a00JI€eBaHHUs, PAaCCTPOMCTBA HJIH
cocrosinus, ceszanHoro ¢ CXCR4, y cyObekTa, HYKIAIOMIErOCsS B 3TOM, BKJIFOUAIOIIUI
BBEJEHHE YKA3aHHOMY CyOBEKTY MpemIokeHHoM koMmmosumuu X4P-001.
[00110] B HekoTOpBIX BapHaHTAaX pea3alii YKa3aHHOEe 3a00JieBaHE, PACCTPOUCTBO
WJIA COCTOSIHHE MPECTABIISIET COOOH paK.
[00111] B HexoTOpBIX BapHaHTAX peas3allii paK BBIOPAH U3 paka MOUKH, OMYXOJIH
MOYKH, KAPIUHOMBI MOYKU (BKJIOUAsl CBETJIOKJIETOYHYIO M MAMUUISPHYIO KAPLHHOMY
MOYKH), paKa SIMYHUKOB HJIH MEJIAHOMBI.
[00112] B Hekoropslx BapuanTtax peanuzanuu kommnosuuusi X4P-001 comepxkut

coenuuenne Gopmynasr I wnmm ero dapmaieBTHUECKH NPUEMIIEMYKD COJIb W OIHO
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nonojHuTeNnbHOEe coeaunenue, Beiopantoe u3 I-1, 1-2, I-3, 1-4, I-5, 1-6 unu I-7; unu ero
(dapMaLeBTHYECKH TPHEMIIEMYIO COJIb.

[00113] B Hekoropblx BapuaHTax peanuzanuu kommnoszuuusi X4P-001 comepskut
coemuHenue ¢opmyasl I wmm ero ¢apManeBTHYeCKH MPUEMIIEMYIO COJIb W JBa
JOTIOJIHUTENbHBIX coenuHenusi, BeiOpanubix u3 I-1, 1-2, I-3, I-4, I-5, 1-6 unu I-7; unu ux
(dbapMaLeBTHYECKH TPHEMJIEMbIE COJIH.

[00114] B Hekoropblx BapuaHTax peanuzanuu komnoszunusi X4P-001 comepskut
coemuHeHue ¢opmyisl I umm ero (QapmaneBTHUECKH NPHEMIIEMYIO COJIb H TpPH
TOTIOJTHUTENbHBIX coemuHenusi, BeiOpanubix u3 I-1, I-2, I-3, 1-4, I-5, 1-6 unu I-7; wnm ux
(dapManeBTHYECKH TPHEMJIEMBIE COJIHL.

[0011S] B HekoTopbIx BapuaHTax peanuzauuu kommnosunuss X4P-001 comepkut
coequnenne Gopmynsl | wmm ero ¢dapManeBTHYECKH NPHEMIIEMYIO COJb U YETHIPE
IOTMOJIHUTENIBHBIX coenuHenus, Bbiopanubix u3 I-1, 1-2, 1-3, I-4, I-5, 1-6 v I-7; wiu ux
(bapMaLeBTHYECKH TPHEeMIIEMbIE COJIH.

[00116] B HekoTopbIx BapuaHTax peanuszauuu kommnosumuss X4P-001 conepskur
coemurenue Gopmyner I wuam ero QapmaneBTHUECKH MNPHEMJIEMYIO COJb W HE
conepskut coequHenuss popmysl I-4 wnm ero apmaneBTHUECKH MPUEMIIEMON COJNH B
IeTeKTHPYEMOM KOJIMYECTBE.

[00117] B HekoTOpBIX BapHaHTaX peaju3alid YKA3aHHOE JOIMOJHUTEIbHOE
COEMHEHNE WJIM COEAWHEHHUs IMPUCYTCTBYIOT B IO MEHBIIEH Mepe HEeTEeKTUPYEMOM
KOJINUECTBE.

[00118] B mnHekoropelx BapuanTax peanmzanuu kommnoszunusi X4P-001 comepxkur
coenunenue popmyisl I wmm ero hapmManeBTHYECKH TPUEMIIEMYIO COJIb B Kaxkaoe u3 I-1,
1-2, I-3, I-4, I-5, 1-6 u I-7 unu ux apManeBTUUECKH MPUEMIIEMBIX COJIEH.

[00119] B Hekoropslx BapuaHTax peanmzanuu kommnosunusi X4P-001 comepxut
coenuuenne Gopmynasl I wnmu ero dapmaieBTHUeCKH NPUEMIIEMYID COJIb W OIHO
JOMOJHUTENbHOE coenuHenue, BoiOpanHoe u3 I-2, I-3, I-5, I-6 wmu I-7;, wiu ero
(dbapMaLeBTHYECKH TPUEMIIEMYIO COJIb.

[00120] B Hekoropelx BapuaHTax peanuzanuu kommnosunusi X4P-001 comepxkut

coenuuenne Gopmynel I wumm ero QapManeBTUUECKH MPHEMIIEMYIO COJIb W JBa

37



JOTOJIHUTENbHBIX coenuHenus, BbiOpanubix u3z 1-2, I-3, I-5, 1-6 wmu I-7; unu wux
(bapMaLeBTHYECKH TPHEMJIEMbIE COJIH.

[00121] B Hekoropblx BapuaHTax peanuzanuu kommnoszuuusi X4P-001 comepskut
coemuHeHue ¢opmyisl I umm ero QapmaneBTHUECKH NPHEMIIEMYIO COJIb H TpPH
JOTOJIHUTENbHBIX coeauHenus, BbiOpaHHbiX u3 1-2, I-3, I-5, I-6 wmu I-7; umu wux
(dbapMaLeBTHYECKH TPHEMJIEMbIE COJIH.

[00122] B Hekoropblx BapuaHTax peanuzanuu komnoszunusi X4P-001 comepkut
coemuHenne ¢opmyasl I wim ero dapmaneBTHUECKH NPHEMIIEMYIO COJIb M YETHIPE
JOTOJTHUTENbHBIX coeauHenus, BbiOpaHHbIX u3 1-2, I-3, I-5, I-6 wmu I-7; umu wux
(dapManeBTHYECKH TPHEMJIEMBIE COJIHL.

[00123] B HekoTOpbIX BapuaHTax peanuzauuu kommnosunus X4P-001 comepkut
coemuuenne ¢Gopmynel I wim ero (dapMameBTHYECKH NPUEMIIEMYIO COJIb WU HE
conepkut coenunenuit popmys I-1 u I-4 wim ux dapMaeBTHUECKHA TPUEMIIEMBIX COJIEH
B IETEKTUPYEMOM KOJIHUYECTBE.

[00124] B HexkoTOpBIX BapHaHTAX peaju3alUuU  yKa3aHHOE JONOJIHUTEIbHOE
COEMHEHNE WJIM COeAWHEHHWs MPUCYTCTBYIOT B IO MEHBIIEH Mepe HEeTEeKTUPYEMOM
KOJINUECTBE.

[00125] B Hekoropelx BapuanTtax peaymzanuu kommnosuumsi X4P-001 comepskut
coenuuenue popmyJsl I wnm ero apManeBTHUECKH TPUEMIIEMYIO COJIb B Kaxaoe u3 I-2,
I-3, I-5, I-6 u I-7 wnu ux papManeBTHUECKH TPUEMIIEMBIX COJIEH.

[00126] B Hekoropelx BapuanTtax peanmzanuu kommnosuuusi X4P-001 comepxkut
coenuuenue Gopmynsl I umm ero dapmanepTuueckn npuemyieMyo coib u I-1 wim ero
(dbapMaLeBTHYECKH TPUEMIIEMYIO COJIb.

[00127] B Hekoropslx BapuaHTax peanmzanuu kommnosuuusi X4P-001 comepxkut
coenunenne Gopmyinel I wam ero papmaneBTHUECKH TPHEMIIEMYIO COiib U I-2 wnm ero
(dbapMaLeBTHUYECKH TPHEMIIEMYIO COJIb.

[00128] B Hekoropslx BapuaHTtax peanmzanuu kommnoszunmsi X4P-001 comepxkut
coenunenue Gopmyinel I wam ero papmaneBTHUecKH TpUEMIIEMYIO coiib U I-3 wnm ero

bapManeBTHYECKH IPHEMIIEMYIO COJIb.
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[00129] B Hekoropslx BapuaHTax peanuzanuu kommnoszuuusi X4P-001 comepskut
coenunenne ¢Gopmyinel I wam ero papmaneBTHUECKH TpUEMIIEMYIO coiib U I-4 wnu ero
(dbapMaLeBTHYECKH TPHEMJIIEMYIO COJIb.

[00130] B Hekoropblx BapuaHTax peanuzanuu kommnoszunusi X4P-001 conmepskut
coenunenue Gopmysel I wmm ero papmaneBTrUeckn mpuemyieMyo cojb u I-5 unm ero
(dbapMaLeBTHYECKH TPHEMIIEMYIO COJIb.

[00131] B Hekoropslx BapuaHTax peanuzanuu komnoszunusi X4P-001 comepkut
coenunenue Gopmyinel I wmm ero papmaneBTHUecKn TpUEMIIEMYIO coiib U I-6 wnm ero
(dbapMaLeBTHYECKH TPHEMIIEMYIO COJIb.

[00132] B HekoTopbIx BapuaHTax peanuzauuu kommnosunust X4P-001 comepskut
coemurenue popmyinsl 1 wmm ero dapmanesTuuecku npuemiemyo coib u I-7 wim ero
(bapMaLeBTHYECKH TPHEMIIEMYIO COJIb.

[00133] B HekoTopbIx BapuaHTax peanuszauuu kommnosunuss X4P-001 comepskut
coemuaenue ¢popmyiel I wm ero papmaneruyecku npuemiemyo coib u I-1, 1-2, I-3, I-
4, I-5, I-6 u I-7 wnu ux papmareBTHYECKH IPUEMIIEMbIE COJIH.

[00134] B HexkoTOpBIX BapHAaHTAX peajM3aLlUM BBHIPAXKEHHOE B % Macc./macc.
KOJIMUECTBO COEAVHEHUs] B NpeiokeHHOW kommo3unuu X4P-001 usmepsitor myrtem
CpaBHEHHS MPOIEHTA IUIOLIAAN YKAa3aHHOrO coeauHeHuss Ha Xxpomartorpamme BOXKX c
JIOOBIMH  APYTHMH  COEAMHEHUSIMH, TMPHCYTCTBYIOIUMH B Kommosunuun X4P-001.
Hanpuwmep, npu usmepennn ykasaHHbiM criocobom 0,2% wmacc./macc. coemuHeHus: I-6,
npucytcTByioiiero B kommnosuuuu X4P-001, comeprkameit I-6 u coenunenue Gopmyisl
I, o3HavaeT, 4yTO yKazaHHAsE KOMIIO3UIKS cOAepKUT I-6 ¢ BrIpaskeHHOW B % IJIOIMAdbIO
nuka 0,2% u coemunenne ¢opmyssl I ¢ BeipakeHHOW B % IJIOMIAIBIO MHKA COTJIACHO
BOXX 99,8%. B gpyrux BapuanTtax peanm3auud % Macc./Macc. U3MEpSIOT C
NpPUMEHEHHEM IPYTUX CPEACTB, M3BECTHBIX CIEIHMATUCTY B JAHHOW OOJACTH TEXHHKH,
TAKUX KaK CPEACTBA, ONMMCAHHBIE B HACTOSIIIEM H300PETEHUH.

[00135] B onmHOM u©3 acCOEeKTOB HACTOSINErO H300pETeHHsI MPEmJIOKEH CIocod
nmojiydeHust npeiokenHon kommosunuu X4P-001, mpudeMm ykazaHHYRO KOMITO3HITHIO

MOJIYYAFOT IO CYIECTBY, KaK OMUCAHO B MpuMepax u (purypax HaCTOSIIErO JOKYMEHTA.
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[00136]

B APYroM acCHneKkTe HaCTOAIICrO I/1306peTeHI/I$I npeayioKEeHO COCINHCHUC,

BLIOPaHHOE U3 COSAMHEHUI, MPEeICTaBICHHBIX B Ta0aue 1 Hinke.

Taomuna 1: TunuuHbie cOeTHHEHH S COTJIACHO HACTOSIIIEMY H300pPeTeHHIO
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[00137] B HexoTOpPBIX BapHaHTAX peAM3aLUU HACTOSIIEr0 H300pEeTEHHS MPEUIOKEHO
COeIMHEeHUe, MNpeACTaBjieHHOe B Ta0aume 1 Bbime, mwm ero (¢apManeBTHYECKH
npHeMIIeEMast COb.
[00138] B HexoTOpBIX BapHaHTaX peaM3alUy HACTOSIIErO H300PETEHUs MPEIIOKEHA
(bapmaneBTHYECKasT KOMIIO3ULIHSI, KOTOpasi COAeP:KUT coenuHenne dpopmyiel I wmm ero
(dapMalLeBTHYECKH MPHEMIIEMYIO COJIb U IO MEHbINEHd Mepe OOHO W3 COeOUHEHHH,
peACTaBIeHHbIX B Tabauue 1 Bbilne, WM ux (papMareBTHUECKH MPHEMIIEMBIX COJIEH.
VYkazaHHasi KOMIO3WIHUS MOXeT coumepxkats 1, 2, 3, 4, 5, 6 wim 7 W3 yKa3aHHBIX
coeqHEHWN. B HEKOTOpPhIX BapHAHTAX peaM3alUM YKa3aHHas KOMIIO3HWLHS He
cogepkut coenuHeHusi I-4 B mereKTHpyeMOM KOJIMUeCTBe. B HEKOTOpPBIX BapHaHTax
peanm3anii yKa3aHHAas KOMITO3HIHUSL He comepkuT coenuHenus: I-1 B merekTmpyeMom
KOJInUecTBe. B HEeKOTOPBIX BapuaHTax peaju3aliil YKa3aHHasl KOMITO3UIUS HE CONEePKUT
coequHeHuit I-1 u I-4 B merekTHpyeMOM KOJIMYECTBE.
[00139] Kak mpaBuio, % macc. kaxaod mpumecu ompenenstor cornacao BOXKX u
U3MEPSIFOT WJIH MEPBOHAYANIBHO, UJIH MOC]IE XPAHEHUsI M HEOOs3aTeNIbHO HA MOCTOSIHHOM
OCHOBE B TeueHHe cpoka rogHoctu komnoszuumu X4P-001. B HexoTOphIx BapmaHTax
peann3aui COAepKaHWE MPUMECH U3MEPSIIOT NMOCe XPAHEHHS YKA3aHHONH KOMITIO3ULIUU
B CTPECCOBBIX YCJIOBHSX, KOTOpbIE MPENCTABJSIOT COOOH YCIOBHS MOBBILIEHHOM
TEeMIIEPaTypPhl, BJIAXXHOCTH MJIM U TOTO, U APYroro, MpuMeEHsieMble sl allllPOKCUMAIUN
3¢dekTa ITUTENEHOrO XPaHEHHS B YCIOBUSAX OKPYIKAIOLIEH CPeIbl.
[00140] B HexoTopeix BapuaHTax peanusaiuu coeauHenue Gopmynsr I wim ero
(dapManeBTHYECKH TpuemjeMas COJb MNPHCYTCTByeT B Kommo3uumu X4P-001 B

KOJNMYECTBE IO MEeHbINeH Mepe mpumMepao 96, 97, 97,5, 98, 98,5, 98,7, 98,9, 99,0, 99,1,
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99,2, 99,3, 99,4, 99,5, 99,6, 99,7, 99,75, 99,8, 99,85, 99,9, 99,95, 99,97 mmm 99,999
MacCOBBIX IIPOLEHTOB, TIZ€ NPOLIEHTHbIE COAEpPKaHMS IPUBEAEHBI U3 pacyeTa Ha
CBOOOIHOE OCHOBAHME COEAMHEHHUs] W o0y Maccy kommosunuu X4P-001. B apyrux
BapuaHntax peanm3anuu kommno3unus X4P-001 conmepkut He Gosee uem mpumepHo 2,0
nporenTa miomaan coracHo BOXXX B o0wieii cio;KHOCTH OpraHUYeCKUX MPUMECEH HITH
B IPYTUX BapHaHTax peanuzanuu He Oosee uem npumepHo 5,0, 4.0, 2,0, 1,9, 1,8, 1,7, 1,6,
1,5, 1,25, 1, 0,75, 0,5, 0,25, 0,2, 0,1, 0,01, 0,005 mnu 0,001 nponeHTa miomany CoraacHo
BOXX B 001mieii CoKHOCTH OPraHUYECKHX MPHMECEeH OTHOCHUTENbHO OOINel mIomamu
xpomarorpammsl BOXKX.

[00141] B npyrux Bapuanrtax peanusaiuu kommosuuus X4P-001 comepxxut He Oosee
yem npumepso 5,0, 4,0, 2,0, 1,9, 1,8, 1,7, 1,6, 1,5, 1,25, 1, 0,75, 0,5, 0,25, 0,2, 0,1, 0,01,
0,005 umm 0,001 mpornenTa miomanu (n3mepeHHoro ¢ nomorbso BOXKX) coenunennii I-
1, I-2, I-3, I-4, I-5, I-6 u I-7 otHOCHTENBEHO OOIIIEH MIOoIaau XpoMaTtorpaMmbl BOKX.
[00142] B npyrux BapuaHtax peanuszauuu kommosunus X4P-001 comepskut
coequnenne (opmynsl I wmm ero dapmaneBTHUECKH NPUEMIIEMYIO COJMb M OIHO HJIH
Ooiee MOMOMHUTEIBHBIX coenuHennii, BeiOpanubix u3 I-1, I-2, I-3, I-4, I-5, 1-6 umm 1-7;
Wi ux (apMaleBTHYECKH IPUEMJIEMBIX COJieli W 1O MEHbIIeH Mepe OIuH
(dapMaleBTHYECKH TMPUEMJIEMbIii HOCHUTENb. B HEKOTOPBIX BapHaHTaX peajM3aluu
kommosuius X4P-001 conmepskut coemuHenue dopmynsl I umu ero dapmareBruuecku
MPUEMJIEMYIO COJIb B KOJIMYECTBE OT MPUMEPHO | MacCOBOroO MpoIeHTa 10 mpuMepHo 99
MacCOBBIX HPOLEHTOB, TI'Z€ NPOLEHTHbIE COAEpP>KAaHWS MPUBEACHBI W3 pacyera Ha
CBOOOIHOE OCHOBaHHE YKa3aHHOTO COENMHEHHs W Ha OOIIYyI0 Maccy Kommo3unuu X4P-
001. B mpyrux Bapuantax peaju3auuu kommosuims X4P-001 comepxut He Oosee yem
npumepro 2,0 mporenTa miomaad corjaacHo BOXXX B o01ieli ClioKHOCTH OpraHuYeCKHX
npUMecell WM B APYrHX BapuaHTaxX peaiu3aluu He Oosiee uem mpumepno 5,0, 4,0, 2,0,
1,9, 1,8, 1,7, 1,6, 1,5, 1,25, 1,1, 1,05, 1, 0,95, 0,9, 0,8, 0,75, 0,7, 0,6, 0,5, 0,25, 0,2, 0,1,
0,01, 0,005 umu 0,001 mporenrta muomamd coriacHo BOKX B oOrell CloKHOCTH
OpraHuYecKHX MpuMeceil OTHOCUTENBHO 00LIeil momaan xpomarorpammsl BOXKX.
[00143] B HekOoTOpBIX BapuaHTaX peaTU3alUd ONHO W 0OOjiee COeOMHEHUH,

BoiOpanubix w3 I-1, 12, I-3, I-4, I-5, 1I-6 wm I-7; umm wux dapmaieBTuuecku
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MpUEMJIEMBIX COJIell COBMECTHO WJIM IO OTAEIbHOCTH cocTaBiisiroT npumepHo 0,01-0,20
nporeHTa miomaa xpomarorpammbl BOXX oTtHOocHTensHO coemmHeHust dopmynsl I
Wi ero (papmareBTHUECKH NTPUEMJIEMON COJIM. B HEKOTOphIX BapuaHTAX peaiu3aliu
onHo uik Oonee coenuHenuii, BeiOpanubix u3 I-1, 1-2, 1I-3, I-4, I-5, 1-6 ww I-7; unu ux
(dapMaLeBTHYECKH NPUEMJIEMBIX COJIEH COBMECTHO WJIM MO OTAEIBHOCTH COCTABJISIOT
npumepno 0,02-0,18, 0,03-0,16, 0,05-0,15, 0,075-0,13, 0,09-0,1, 0,1-0,2 wmm 0,15-0,2
nporenTa miomaa xpomarorpammbl BOXX oTtHOcHTensHO coemmHenust dopmynsl I
Wi ero (papmareBTHUECKH NpUEeMJIEMON COJi. B HEKOTOPBIX BapuaHTAX peai3aliu
BbIIIIEYKa3aHHBIE MPOLEHTHI IUIomaau xpoMarorpamMmmel BOXKX n3mepsror OTHOCHTENBHO
obmeit mnomaau xpomarorpamMmbl BOXXX, a He OTHOCHTENBHO IUIOLIAAM THKA
coemuHenust popmyisl I umm ero papmManeBTHYECKH TPHEMIIEMOI COJTH.

[00144] B HekOTOpBIX BapHaHTAX peAIH3ALUH OAHO WM OOJjiee COETUHEHHUIA,
BeiOpanubix u3z I-1, 1-2, I-3, 14, I-5, 1-6 wm I-7, wm wux ¢dapmManeBTHUECKH
IPUEMJIEMBIX COJIell COBMECTHO MJIU IO OTAENBbHOCTH COCTABJISIIOT MEHEee YeM NPUMEPHO
5,0 maccoBeix mpoueHToB (% wmacc./macc.) wim npumepHo 0,01-5,0% wmacc./macc.
OTHOCHTENBHO coenuHenus hopmyiiel I uiu ero papmareBTHuecKy mpuemieMoi cosm. B
HEKOTOPBIX BapHaHTaX peasid3alliy OJHO WM Oojiee coenuHeHnii, Beiopanubix u3 I-1, I-
2, 1-3, I-4, I-5, I-6 wmu 1-7; wnun ux apmManeBTHYECKH MPHEMIIEMBIX COJIEH COBMECTHO
WA TI0 OTIENBHOCTH COCTaBJISIFOT MeHee ueM mpumepHo 3,0% macc./mMacc. KOMIO3UIHH
X4P-001 mmm cocrasmsitor nmpumepHo 0,02-4,0, 0,03-3,5, 0,05-3,1, 0,05-2,9, 0,05-2,5,
0,05-2,0, 0,05-1,8, 0,05-1,6, 0,05-1,5, 0,05-1,4, 0,05-1,2, 0,05-1,1, 0,05-1,0, 0,05-0,9,
0,05-0,8, 0,05-0,7, 0,05-0,6, 0,05-0,5, 0,05-0,4, 0,05-0,3, 0,05-0,2, 0,05-0,1 wmm
npumepno 0,1-0,5% wmacc./macc. kommnosuiuu X4P-001.

[00145] B HekOTOpbIX BapHaHTax peajnu3auuu OOIIee KOJHUECTBO OPraHHMYECKUX
NpUMeECEH, BKITIOYast OHO WK Oosiee coenuuenuii, Beiopannbix us I-1, I-2, 1-3, 1-4, I-5,
I-6 wm I-7; unn ux dapManeBTHYECKH MpPUEMJIEMBIX COJI€H, COCTABIIIET MEHEE YeM
npumeprao 0,05% wmacc./macc., npumepuo 0,1, 0,5, 1,0, 2,0, 3,0 umu npumepuo 4,0%
macc./macc. win menee komnosuiuu X4P-001. B HeKOTOphIX BapHaHTaX peai3aliu
o0Iriee KOJIMYECTBO OPraHUYECKUX Mpumeceii cocrasiseT npumepuo 0,02-4.0, 0,03-3,5,

0,05-3,1, 0,05-2,9, 0,05-2,5, 0,05-2,0, 0,05-1,8, 0,05-1,6, 0,05-1,5, 0,05-1,4, 0,05-1,2,
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0,05-1,1, 0,05-1,0, 0,05-0,9, 0,05-0,8, 0,05-0,7, 0,05-0,6, 0,05-0,5, 0,05-0,4, 0,05-0,3,
0,05-0,2, 0,05-0,1 umu npumepno 0,1-0,5% macc./macc. kommosuiuu X4P-001.

[00146] B HexkoTopblx BapuaHTax peanusauuu kojgmuyectso I-1  wmwmm  ero
(dapmalieBTHYECKH MPUEMIIEMON COJIM COCTaBJsieT MeHee ueM mnpumepro 1,1%, 1%,
0,9%, 0,8%, 0,7%, 0,6%, 0,5%, 0,4%, 0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%,
0,05%, 0,04%, 0,03%, 0,02% wuma 0,01% wmacc./mMacc. xommosumuu X4P-001. B
HEKOTOPBIX BapuaHTax peanusanuu I-1 wim ero gapmaneBTHUECKH pUEMJIEMast COJIb HE
SIBJISIETCSL IETEKTUPYEMOIA.

[00147] B HexkoTOpbIX BapuaHTax peanu3auuu kojguuyectso I-2 wmmm  ero
(dapmalieBTHUECKH MPUEMIIEMON COJIM COCTaBjsieT MeHee yeMm mnpumepHo 0,3%, 0,2%,
0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wm 0,01%
Macc./mMacc. komnosunuu X4P-001.

[00148] B HexkoTOpbIX BapuaHTax peanuzauuu kosmuectso I-3  wim  ero
(dapMaleBTHYECKH TPHEMIIEMON COJIM cocTaBjisier MeHee deM mpumepHo 0,4%, 0,3%,
0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wnmu 0,01%
macc./macc. komnosuuuu X4P-001.

[00149] B HexoTOpeIXx BapuaHTax peanu3auuu KojmuectBo I-4 wmm  ero
(dapMarieBTHYECKH MPHEMJIEMON COJIH COCTaBjsieT MeHee deMm mnpumepHo 0,5%, 0,4%,
0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wumu
0,01% wmacc./macc. komnosuiuu X4P-001. B HekoTopeix BapuanTax peanusanuu I-4 uiu
ero apMarleBTHUYECKHU TTPUeMIeMasi COJIb HE SIBJISIETCS NETEKTHPYEMOH.

[00150] B HexkoTophIX BapuaHTax peaiu3anuu kojguuectso I-§ wmm  ero
(dhapmaIeBTHYECKH MPHEMJIEMON COJIH COCTaBjsieT MeHee yeMm mnpumepHo 0,5%, 0,4%,
0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wnmu
0,01% macc./macc. kommosuiun X4P-001.

[00151] B HexkoTopelXx BapHaHTax peajqu3auuu KojgumyectBo I-6 wmm  ero
(dhapmaIeBTHYECKH MPHEMIIEMON COJIH COCTaBjsieT MeHee yeMm npumepHo 0,5%, 0,4%,
0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wnmu

0,01% macc./macc. kommosuiun X4P-001.

44



[00152] B HexkoTopblXx BapuaHTax peanu3auuu kojgumuyectso I-7 wmm  ero
(dbapmarieBTHYECKH MPUEMJIEMON COJIM COCTaBysieT MeHee yeMm npumepro 0,5%, 0,4%,
0,3%, 0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wnmu
0,01% macc./macc. kommosuiun X4P-001.

[00153] B HexkoTopblx BapuaHTax peanu3auuu kojgumuyectso I-1  wmwmm  ero
(dapManeBTHYECKH TpHEMJIEeMON coiu coctaBisier oT npumepHo 0,001 mo mpumepHO
1,1%, ot npumepno 0,01 no mpumepno 1,1%, ot npumepno 0,01 mo mpumepno 0,8%, ot
0,01 o mpumepno 0,7%, ot mpumepno 0,01 no mpumepno 0,6%, ot 0,01 no npumepHo
0,5%, ot 0,01 mo mpumepno 0,4%, ot 0,01 nmo mpumepro 0,3%, ot 0,01 no mpumepHO
0,2%, ot 0,01 mo mpumepno 0,1%, ot 0,01 mo mpumepno 0,09%, ot 0,01 mo mpumepHO
0,08%, ot 0,01 mo mpumepno 0,07%, ot 0,01 go mpumepno 0,06%, ot 0,01 mo mpumepHO
0,05%, or 0,01 mo mpumepuo 0,03% wmu ot 0,01 mo mpumepno 0,02% wmacc./macc.
xommosuina X4P-001.

[00154] B HexkoTOpbIX BapuaHTax peanu3auuu kommuectso I-2  wmwmm  ero
(dapMaleBTHYeCKH TpHEMJIEMON cojm coctaBisier oT npuMepHo 0,001 mo mpumepHO
0,3%, ot mpumepno 0,01 mo mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 mo
npumepro 0,1%, ot 0,01 mo mpumepno 0,09%, ot 0,01 mo npumepuo 0,08%, ot 0,01 mo
npumMepro 0,07%, ot 0,01 mo mpumepno 0,06%, ot 0,01 mo mpumepuo 0,05%, ot 0,01 o
npumepro 0,03% wumm ot 0,01 mo nmpumepno 0,02% macc./macc. kommosuiuua X4P-001.
[00155] B HexoTopelx BapuaHTax peanu3auuu KojmuectBo I-3 wmm  ero
(dapmaneBTHYeCKH TpHEeMJIEMON cojm coctaBisier oT nmpuMepHo 0,001 mo mpumepHO
0,4%, ot npumepno 0,01 no npumepno 0,4%, ot npumepno 0,01 no mpumepno 0,3%, ot
0,01 mo mpumepno 0,2%, ot 0,01 go mpumepro 0,1%, ot 0,01 mo mpumepno 0,09%, ot
0,01 mo npumepno 0,08%, ot 0,01 mo mpumepro 0,07%, ot 0,01 mo npumepno 0,06%, ot
0,01 mo mpumepno 0,05%, ot 0,01 mo mpumepno 0,03% wunu ot 0,01 go mpumepuo 0,02%
Mmacc./mMacc. komnosunuu X4P-001.

[00156] B wHexkoTopelx BapuaHTax peanu3auuu KojgumuyectBo I-4 wmm  ero
(dapmaneBTHUYECKH TpHEeMJIEMON cojim coctaBisier oT mpumepHo 0,001 mo mpumepHO
0,5%, ot mpumepno 0,01 no mpumepno 0,5%, ot npumepno 0,01 no mpumepno 0,3%, or

0,01 no mpumepno 0,2%, ot 0,01 go mpumepuo 0,1%, ot 0,01 mo mpumepno 0,09%, ot
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0,01 mo mpumepno 0,08%, ot 0,01 mo mpumepro 0,07%, ot 0,01 mo mpumepno 0,06%, ot
0,01 mo mpumepno 0,05%, ot 0,01 go mpumepro 0,03% wumu ot 0,01 go mpumepno 0,02%
Mmacc./mMacc. komnosunuu X4P-001.

[00157] B HexoTopblx BapuaHTax peanu3zauuu kojgumuyectso I-§ wmm  ero
(dapManeBTHYECKH TpUeMJIeMO coiu coctaBisier oT npuMepHo 0,001 mo mpumepHO
0,5%, ot mpumepno 0,01 no npumepno 0,5%, ot npumepno 0,01 no mpumepno 0,4%, ot
npumepro 0,01 no nmpumepno 0,3%, ot 0,01 mo nmpumepno 0,2%, ot 0,01 no mpumepHO
0,1%, ot 0,01 mo mpumepuo 0,09%, ot 0,01 no mpumepno 0,08%, ot 0,01 mo mpumepHO
0,07%, ot 0,01 no mpumepHuo 0,06%, ot 0,01 mo mpumepnHo 0,05%, ot 0,01 mo mpumepHO
0,03% wnu ot 0,01 go mpumepuo 0,02% macc./macc. kommozunuu X4P-001.

[00158] B HexkoTOpbIX BapuaHTax peanuzanuu kosmuectBo I-6 wmwimm  ero
(dapmaneBTHUYECKH MpHEMJIEMON coju cocTtasisier ot npumepro 0,001 mo mpumepnHo
0,5%, ot mpumepHo 0,01 o npumepno 0,5%, ot npumepuo 0,01 mo mpumepno 0,4%, ot
npumepro 0,01 no mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 mo npumepHO
0,1%, or 0,01 go mpumepno 0,09%, ot 0,01 mo mpumepno 0,08%, ot 0,01 mo mpumepHO
0,07%, ot 0,01 mo mpumepno 0,06%, ot 0,01 go mpumepno 0,05%, ot 0,01 no mpumepHO
0,03% wu ot 0,01 go mpumepuo 0,02% macc./macc. kommoszunuu X4P-001.

[00159] B HexoTopelXx BaphaHTax peanu3auuu Kojmuectso I-7 wmm  ero
(dapMaleBTHYeCKH TpHEeMJIEMON cojm coctaBisier oT npumepHo 0,001 mo mpumepHO
0,5%, ot npumepuo 0,01 mo npumepuo 0,5%, ot npumepno 0,01 no mpumepno 0,4%, ot
npumeprno 0,01 mo mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 mo mpumepHO
0,1%, ot 0,01 mo mpumepuo 0,09%, ot 0,01 mo mpumepno 0,08%, ot 0,01 mo mpuMepHO
0,07%, ot 0,01 no mpumepuo 0,06%, ot 0,01 mo npumepnHo 0,05%, ot 0,01 mo mpumMepHO
0,03% wnu ot 0,01 go mpumepuo 0,02% macc./macc. kommozunuu X4P-001.

[00160] B HexOTOpBIX BapHaHTAX peaM3alMK KOJHMUYECTBO JIOOBIX JOMOJTHUTEIBHBIX
WJIA HEM3BECTHRIX NpuMeced B kommno3unuu X4P-001 cocrasnsier ot mpumepno 0,01 mo
npumMepno 0,2% macc./Macc. yKa3aHHOW KOMITO3HLIUH.

[00161] B HexkoTOpBIX BapuaHTaX peajH3alHHd KOJIUYECTBO A-THAPOKCHOEH30MHOM
KHCJIOTHI, TpUCYTCTBYIOLIEeH B kommo3unuu X4P-001, coctasnsier ot mpumepuao 0,01 go

npumepro 0,5% wmacc./mMacc. yka3aHHOH KOMIO3WIMH. B HEKOTOPBIX BapHaHTaX
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peann3anii yKa3aHHAs KOMIIO3HLHUS MO CYIIECTBY HE CONEPKUT M-TUIPOKCHOSH30MHOM
KHCJIOTEL. B HEKOTOpBIX BapHAaHTaX pealu3alud A-THAPOKCUOEH30WHAas KUCIOTa He
NPUCYTCTBYET B YKa3aHHOM KOMIIO3ULIUU B NETEKTUPYEMOM KOJHYeCTBE. B HEKOTOpBIX
BapuaHtax peamusanuu komnosuims X4P-001 comepxut coemunenue dopmysiel I umm
ero (apMareBTHUECKH TPUEMIIEMYIO COJIb H HE COIEPKUT coeauHeHus popmyasl I-4 nim
ero apMareBTHUECKU MPUEMIIEMOI COJIH B JETEKTUPYEMOM KOJIHUECTBE.

[00162] B HekoTOpbIX BapHaHTax peaju3aliy XupajabHas YUCTOTa KOMIO3ULuU X4P-
001 cocraBnsier Mo MeHblIeH Mepe npuMepHo 97% sHanTHOMepHOTrO H30bITKA (% ee). B
HEKOTOPbIX BAPUAHTAX peAJM3alud XHUpajbHAs YHUCTOTA coeauHeHus ¢opmynsl |
COCTaBJIsIeT O MeHbInel Mepe 97% ee. B HEKOTOPBIX BapHaHTaX pean3aluu XHPaIbHAs
yrcroTa coemuHenus Gopmyinl I cocrapmser mo menbiueii mepe 98% ee. B HEKOTOPBIX
BApUAHTAX peaM3alUd XUpajbHAas 4UCTOTa coemuHeHust (opmysasl I cocraBisier mo
MeHbield Mepe 99% ee. B HEKOTOpPBIX BapHAHTAX peATH3ALMH XHUPAJIbHAS YHCTOTA
coemurenust hopmyiel I cocraBsier mo menbiueit mepe 99,1, 99,2, 99,3, 99,4, 99,5, 99,6,
99,7, 99,8 unu 99,9% ee.

[00163] B HekOTOPBIX BapHaHTAaX peaM3allii HACTOSIIEr0 H300PETEH S MPETOKEHO
n000e coemMHeHne, OMMCAHHOE BhIIIE U 3/1€Ch, B M30JMPOBaHHON (opme. B koHTEKCTE
HACTOSIIIETO OINUCAHUS TEPMHUH «U3OJUPOBAHHBINY» O3HAYaeT, YTO COEIUHEHHUE
obecrieueHo B (opme, KOTOpas OTAeNeHa OT APYTHX KOMIIOHEHTOB, KOTOPBIE MOTYT
NPUCYTCTBOBAThH B OOBIUHOM Cpefie, OKPY KAKOIIel yKa3aHHOe COoeanHeHne. B HEKOTOphIX
BapHaHTaX pean3alud H30JIMPOBAHHOE COEOUHEHHE HAXOAUTCS B TBepaoi ¢opme. B
HEKOTOPBIX BapHAHTAX pealM3aliyd H30JHPOBAHHOE COEAHMHEHHE HMEeT YHCTOTY IO
MeHblIeH Mepe mpuMmepHo 50%, ompenereHHYIO C MOMOINBIO MOAXOASINEr0 METOHA
B32XX. B HekoTOpHIX BapHaHTaxX peaju3alld W30JMPOBAHHOE COEOUHEHUE HMEET
YHUCTOTY MO MeHbIel Mepe nmpumepHo 60%, 70%, 80%, 90%, 95%, 98%, 99%, 99,5%,
99,6%, 99,7%, 99,8%, 99,9%, 99,95%, 99,99% wmm 99,999%, omnpeneneHHyO C
noMonielo noaxoaamero meroga BOXX. BripakeHHas B mporeHTax 4YHCTOTA MOKET
OBITh H3MEpPEHa MO MAaCCOBOMY MPOLIEHTY JkejlaeMoro coenunenus (% macc./macc.), mo %
IUIOIIAaN OTHOCHUTENBbHO oOmieil miomanu xpomarorpammbl BOXKX wmu  apyrumu

crioco0aMu, U3BECTHLIMHU B JAHHON O0JIACTH TEXHUKHU.
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[00164] CroocoObl mosyueHus: U aHAJTN3a, MPUMEHUMbIE K HEKOTOPBIM COEIUHEHHSIM
COIJIACHO HAcCToseMy n3o0perenuto, onucanbl B US 7354934, WO 00/56729, USSN
60/232891 u USSN 60/234510, a taxke B An, H.; Wang, T.; Mohan, V_; Griffey, R. H ;
Cook, P. D. Tetrahedron 1998, 54, 3999-4012; monHoe comepKaHWE KaKIOTO W3
KOTOPBIX BKJIFOUEHO B HACTOSIIEE OMMCAHUE ITOCPEICTBOM CCHLIKH.

[00165] IIpemyoskeHHBIE COENMHEHHsS MOTYT OBITH OUHMIIEHBI JIOOBIMH CHOCOOamH,
WU3BECTHBIMU B JAaHHOW oO0OyacTH TexXHHKU. Takue CrocoObl BKJIFOYAKOT, HAMpPHUMED,
KOJIOHOYHYIO XpoMaTorpaduio Ha CHIIMKAarele; >KUIKOCTHYIO XpoMaTorpaduio cpeaHero
nasnenust (QKXCJI); BeicOkO3(deKkTHBHYIO >KUAKOCTHYIO Xpomartorpaduio (BIXKX);,
npenapatuBayio BOXX (mpen-BOXKX); dmm-xpomartorpaduio (PX); KUAKOCTHYIO
xpomarorpaduo  (KX); cepxkputnueckyro ¢uronnanyio xpomarorpaduio (CDX);
toHkochonuyo  xpomarorpaduio  (TCX); mpemapatuBayro TCX (mpen-TCX);
JKHIKOCTHYIO XpomaTorpaduro-macc-crekrpomerpuio (KX-MC, KXMC wm XKX/MC);
NePeKPUCTAUIN3ALNIO, OCAKIACHHE, pPACTUPAaHHE B  MOPOLIOK, IUCTHJUISILHUIO,
NePUBATU3ALMIO, KHCIOTHO-LIEIOYHYIO SKCTPAKLIHUIO U TOMY IOI00HOE.

[00166] TepmuH «OUHMINEHHBINY, KB OUUIIEHHON (POpPME» WU «B H3OJUPOBAHHOU H
OUHINEHHOW (opMe» Ul COEOUHEHHS OTHOCHTCS K (PU3UUYECKOMY COCTOSIHHIO
YKa3aHHOTO COENWHEHHS MOCJIe €ro BBIAENEHHs B MpOLEcCe CUHTe3a (Hampumep, w3
pPEeaKLMOHHOW CMECH), HJIH W3 MPUPOTHOrO0 MCTOYHMKA, WJIH WX KOMOWHAnuu. Takum
00pa3oM, TEPMUH «OYHIIEHHBIN», «B OUYHINEHHOW (OpME» WM «B HIOJUPOBAHHOU H
OUHINEHHOW (opMe» Ul COEOUHEHHS OTHOCHUTCS K (PU3UUYECKOMY COCTOSIHHIO
YKa3aHHOTO  COeOuHeHWs (WM €ero TayToMepa WM  CTepEeoU3OMepa,  UJIH
(dapMaleBTHYECKH TMPHEMJIEMOW COJM WJIH COJbBaTa YKAa3aHHOTO COEIUHEHWS,
YKA3aHHOTO CTEPEOM30MEpa HJIM YKA3aHHOrO TayTOMEepa) IOC/ie €ro MOJy4YeHHs B
MPOLIECCE OUNCTKU HIIH B PE3YJIbTATE MPOLECCOB, OMMMCAHHBIX B HACTOSIIEM U300pEeTEHHH
WIA XOPOLIO H3BECTHBIX CHIEHUATUCTY B JaHHOW 00JacTH TEXHUKU (HAmpuMep,
xpomaTorpadui, NEPEeKPUCTAIM3ALMUA H TOMY MOAOOHOr0), C JOCTATOYHON YHCTOTOH,
YTOOBI MOAXOMUTH JISi MPUMEHEHHUS 1N VIVO WM MEIUIIMHCKOTO MPUMEHEHUs, W/HITH

YTOOBLI €r0 MOKHO OBLIO OXapaKTepUu30BaTh C MOMOIIBIO CTAHOAPTHBIX aHAJIUTUYCCKUX
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METOJIOB, ONMUCAHHBIX B HACTOSLIEM U300PETEHUH UJIH XOPOLIO U3BECTHBIX CIELUATHACTY
B JAHHOW O0JIACTH TEXHUKH.

[00167] TepMHuH «AETEKTUPYEMOE KOJIUUYECTBO» B KOHTEKCTE HACTOSILErO OMHCAHUS
OTHOCHUTCSI K KOMIIOHEHTY, TMpPUCYTCTBYIOIIEMY B o00pasie, Hampumep oOpasiie
npemiokeHHon komnozunuu X4P-001, xoTophlii mpuUCyTCTBYET MO MEHblIeH Mepe B
KOJIMYECTBE, KOTOPOE MOXKET ObITh OOHAPYKEHO C MOMOILIBI0 AHATUTHUYECKUX CPENCTB,
U3BECTHBIX B JAHHOW o0jacTH TexHWKH. Hampumep, B HEKOTOPBIX BapHaHTaX
peanm3anii «IEeTeKTHPYEMOe KOJMUYECTBO» MPEACTaBisseT cOOOH MO MeHbInel mepe
KOJIMUECTBO, nierektupyemoe ¢ nomorisio BOXKX, XX-MC, macc-cniekrpomerpun, AMP
WIH [PYTUX AHAJIUTHYECKHX METOJOB, M3BECTHBIX CIELHANNCTY B JAHHOH o0yacTu
TEXHHUKH UJIA OMHUCAHHBIX B HACTOSIIEM H300PETEHHUH.

[00168] Cmecu puacrepeoMepoB MOTYT OBITH  pa3feiieHbl Ha  OTHEJbHBIE
IMACTepEeOMepPbl MCXOAs M3 UX (PU3MKO-XHMHUYECKUX DAYl CIOCOOAMH, XOpPOLIO
U3BECTHBIMU CHELUAJINCTAM B [AHHOW OOJIACTH TEXHHKH, TAaKUMH Kak, Harpumep,
xpomarorpadust w/uan (paKUHOHHAS KPUCTAUIM3ALUS. DHAHTHOMEPHI MOTYT OBITH
paszeneHbl NMyTeM NpeBpallleHusi CMECH SHAaHTUOMEPOB B CMeCh OHACTEPEeOMEpPOB B
pe3yJbTaTe peakiiy C MOAXOMAIIMM OINTHYECKH AKTHBHBIM COEOMHEHHEM (HArpuMmep,
XUPAJIBHBIM  BCIIOMOTATENbHBIM  BELIECTBOM, TAaKHM KaK XHUPAJbHBIA CIOHUPT WA
XJIOPAaHTHAPHI KHUCJIOTHI Molepa), pasfefieHus OUacTEPEOMEPOB U IPEBPALIEHHS
(Hampumep, TyTeM THUIOPOJN3a) OTHAENBHBIX JHACTEPEOMEPOB B COOTBETCTBYIOLIHE
YHCTbIE SHAHTHOMEPHL JHAHTUOMEPBI TAK)KE€ MOTYT OBITH pa3desieHbl C MOMOIIBIO

KOJIOHKH JJis XupanbHoi BOKX.

4. Ilpumenenusn, npuzomoeienue u éeedenue

Dapmayesmuuecku npuemiemsle KOMROZUUUU
[00169] B onmHOM U3 aCHeKTOB HACTOSLIETO M300pETEHHs MPEMIOKEHA KOMITO3UIIHS
X4P-001, conmepxamias TOpPEIOKEHHOE  COeAMHEHHe, ero  (apManeBTHUYECKH
OpPUEMJIEMYIO  COJIb WM  (DapMalleBTUUECKH MPHEMJIEMOE MPOWU3BOAHOE  HJIH
NPEMIOKEHHYI0  KomMmosuiuio  X4P-001 u  dapManeBTHUECKH  MPHEMIIEMOE

BCIIOMOIr'aT€JIbHOC BCIICCTBO, HOCHUTEIIb, aABIOBAHT WJIM HECYINYIO Cpeay. Kommuectso
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COEIMHEHUs] B KOMITO3UIMSIX COTJIACHO HACTOSIIEMY H300pPETEHHIO TaKOBO, UTO OHO
siByisieTcst 3 peKTHBHBIM [UTsl moanaroiierocs udmepenuto naruouposanuss CXCR4 unn
ero MyTaHTa B OMOJIOTMYECKOM OOpasile WM y MalmueHTa. B HEeKOTOphIX BapHaHTaX
peanu3aniy  KOJMYECTBO COCOUMHEHHST B KOMIIO3UIUSAX COIJIACHO HACTOSIIEMY
n300peTeHuto sBsieTcs 3GGEKTUBHBIM Ui MOANAIOIIETOCS U3MEPEHUIO HHTHOMPOBAHUS
CXCR4 wnu ero MmyTtanta B OMOJIOrHMYECKOM OOpasie WM y ManueHTa. B HEeKOTOpbIX
BApUAHTAX  pETH3AlMd  KOMIIO3MIUS  COMVIACHO  HACTOSALIEMY  H300pPETeHHIO
NPUTOTOBJIGHA [UIS BBEIEHHUS NALMEHTy, HYXXIAIOIIEeMyCs B TakOM Kommo3unuu. B
HEKOTOPBIX BApHAHTAX PEAM3aLUU KOMIIO3ULUSI COTJIACHO HACTOSIIEMY H300pPETEHHIO
MPUTOTOBJICHA YIS IePOPATILHOrO BBEACHHS MALIUEHTY.

[00170] TepMuH «manueHT» B KOHTEKCTE HACTOSIIEro ONMUCAHUS O3HAYaeT KUBOTHOE,
HPEANOYTHTEILHO MJIEKOIUTAIOIIEee 1 HanOoJiee MPEeANOYTHTENHHO YEIOBEKA.

[00171] Tepmun «dapManeBTHUECKH MNPUEMJIEMbIH HOCHTEb, AIbIOBAHT WJIH
IepeHocsIas cpeaa» OTHOCUTCS K HETOKCHYHOMY HOCHUTENIO, aibIOBAaHTy WU
NEPEeHOCSIIEN Ccpele, KOTopas He HEeUTpanusyer (papMakoIOrHYecKytO aKTUBHOCTb
COeMHEHHUs, B COCTaB C KOTOPbIM OHa BXOAUT. DapMaleBTHUECKU MpHEMIIEMbIe
HOCHTENIM, ATbIOBAHTHI WM TEPEHOCAIINE Cpenbl, KOTOPbIE MOTYT MPUMEHSTHCS B
KOMITO3MLUSX COTJIACHO HACTOSIIIEMY H300PETEHHIO, BKIIFOYAIOT, HO HE Or'PaHUYUBAIOTCS
UMH, HOHOOOMEHHBIE BEINECTBA, OKCHI AJIOMHUHHS, CTeapaT AaJIOMHHHS, JIEHUTHH,
CBIBOPOTOYHBIE O€JIKM, TaKHE KaK ChIBOPOTOYHBIA albOyMUH uejoBeka, OydepHbie
BelleCTBa, Takhe Kak (ocdarel, TIHIKMH, COPOMHOBYIO KHCIOTY, COpOAT Kajus, CMECH
HENOJIHBIX TJIMIEPHIOB HACHIIIEHHBIX PACTHTENLHBIX JKHPHBIX KHUCJIOT, BOAY, COJH HJIA
3JIEKTPOJIUTHI, TAKHE KaK MPOTaMUHCYJb(aT, ruapodocdat natpus, ruapodocdar kamus,
XJIOPUA HATPHS, COJIM IWHKA, KOJUIOWIHBIA AMOKCHUI KPEMHHUS, TPUCHJIMKAT MAarHus,
MOJIMBUHUJIMTAPPOJIMIOH, BEIIeCTBA HA OCHOBE LEJUIIOJIO3bI, MOJIMATHIICHTJINKOIb,
HATPUHKAPOOKCUMETHIIEIUTIONO03Y,  MOJMAKPHJATBI,  BOCKH,  OJIOK-COMOJIIMEPSI
MOJINATUJIEHA U TTOJIMOKCHITPOTIIICHA, TTOJIUA THJICHTJINKOIb U JJAHOJINH.

[00172] «®apmaieBTHYECKH  TMpPUEMJIEMOE  MNPOM3BOAHOE»  O3HA4YaeT  JIOOYIO
HETOKCUYHYIO COJib, CJIOJKHBINH 3(HpP, COJIb CJIOKHOrO 3(upa WM APYroe MpOH3BOIHOE

COEMHEHUs] COIMJIACHO HACTOAILIEMY H300pPETeHHIO, CIOCOOHOEe TpU BBEICHHH
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NOJIyYaTeNI0 HAMPSMYK) WM OMOCPEIOBAHHO O0eCleunBaTh COENUHEHHE COTJIACHO
HACTOSIIIEMY H300PETEHHUIO HJIH €r0 AKTHBHBIN B OTHOLIEHHH WHIHOUPOBAHUS META0OIUT
UJTH OCTATOK.

[00173] B koHTEeKCTe HACTOSILErO ONMCAHUS TEPMUH «ero aKTUBHBIM B OTHOLIEHUU
UHrUOMPOBAHMST META0OJUT MM OCTATOK» O3HAYAeT, UTO MeTabOJHT MJIM OCTaTOK
YKa3aHHOT'0 COeIUWHEHHs Takke mnpenctaBiser coboit maruoutop CXCR4 wmu ero
MYTaHTA.

[00174] Kommo3uiuu COIJIaCHO HACTOSIIEMY H300pPETeHHIO MOKHO BBOIUTH
IepOPaAJIbHO, NAPEHTEpPaIbHO, C IMOMOLIBIO CIpesl AJil MHTAJSILIUNA, MECTHO, PEKTAJIBHO,
Ha3aJbHO, OYKKAJIBbHO, BArHHAJIBHO WJIHM Yepe3 MMILIAHTHPOBAHHBIN pe3epByap. Tepmun
«MapeHTepasbHbIN» B KOHTEKCTE HACTOSIIEro ONHCAHUS BKJIIOYAET METOIUKHU
MOAKOKHBIX, BHYTPUBEHHBIX, BHYTPUMBILIEUHBIX, BHYTPHUCYCTaBHBIX,
BHYTPUCHHOBHAJIbHBIX, BHYTPUTPYAUHHBIX, HHTPATEKAIbHBIX, BHYTPUIIEUEHOUHBIX,
BHYTPHOYATrOBBIX W BHYTPHUEPENHbIX HHBEKIHH win wuHpy3mid. [IpeanouturensHO
yKa3aHHbIE KOMIIO3HWLUH BBOIIT MEPOPATHHO, BHYTPUOPIOIIMHHO WJM BHYTPUBEHHO.
CrepriibHble HHBEKLHOHHBIE (POPMBI KOMIIO3ULIUI COrVIACHO HACTOSIIEMY H300PETEHHUIO
MOTYT TIPEACTABISATH COOOW BOOHYIO WJIH MACSIHHCTYIO CYCIEH3HIO. YKa3aHHBIE
CYCHEH3WH MOKHO TMOJIy4aTh COIJIACHO METOAaM, H3BECTHBIM B JaHHOW 00jacTu
TEXHUKH, C TPUMEHEHHEM MOAXOISIINX AUCHEePTUPYIOMINX WM CMAadMBAIOIINX areéHTOB
U cycneHmupyromux areHToB. CTepHJIbHBIN Tpenapar Ajii HHBEKIUH TakkKe MOXKET
NPEACTABIIATE COOOW CTEPUJIBHBIAH pPACTBOP MM CYCIIEH3HIO Il WHBEKIHH B
HETOKCUYHOM MapeHTEePAbHO MPUEeMJIEMOM pa30aBHUTeNE WM PACTBOPUTEINE, HATIPUMED,
HAXOAMUTHCS B BuAe pactBopa B 1,3-Oyranmuosne. K unciny mpremieMbIx MepPeHOCSIINX
Cpel U pacTBOPHUTENEH, KOTOPhIE MOKHO MPUMEHSTh, OTHOCSTCS BOJA, pacTBop Punrepa
1 U30TOHMYECKHHA PACTBOP XJIOpuAa HaTpus. Kpome Toro, B kauecTse pacTBOPUTENS WU
CyCHEHIUPYIOLIel cpearl TPAAULINOHHO MPUMEHSIOT CTEPHIIbHBIE JKUPHBIE MACIIA.
[00175] [ns yka3aHHOW LeJIE MOXKHO TPUMEHSITh JIFOOOE JIErKoe >KUPHOE MACIo,
BKJIFOYas. CHHTETHYECKHE MOHO- HJM Auriuuepunbl. KWpHbIE KHCIOTBI, TAaKHE Kak
OJICMHOBASl KMCJIOTA U €€ TJIMLEePUIHbIE IPOU3BOAHBIC, MMOAXOAAT ISl TPUMEHEHUS NSt

NOJIyueHHs] COCTABOB Ui MHBEKLUHUH, PaBHO KaK W HATypajbHble (hapMaleBTHUYECKH
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IpueMJieMble Macia, TaKie KaK OJIMBKOBOE MACJIO UJIM KaCTOPOBOE MACJO, B YACTHOCTH B
WX TOJUOKCUATWIMPOBAHHBIX BapHaHTaX. YKa3aHHbIE MAacCHsiHbIE PpAacTBOPbI WIIU
CYCHEH3UH TaKyKe MOTYT COAEp KaThb IJIHMHHOLEMOYEUHbI CIIUPTOBOH pa3daBHUTENb MU
OUCIEPTUPYIOLIMI areHT, TakoH Kak KapOOKCHMETHIILEIUIION03a, KM CXOJHBIE
OUCHEPrupyrole areHTbl, KOTOpble IIMPOKO MPUMEHSIOTCS B IMPUTOTOBJIEHUU
(dapMaLeBTHYECKH TNPHEMJIEMBIX JIEKAPCTBEHHBIX (DOpPM, BKJIIOUAsT OMYJIbCHH H
cycneHzun. s uenel NPUTOTOBJIEHMSI TaKXKe€ MOKHO NPUMEHSTh U APYrHe LIHUPOKO
HCIOJIb3yeMble TOBEPXHOCTHO-aKTUBHBIE BeIleCTBa, Takue kak 1BuHbI, Cransl, U Apyrue
SMYJBIHPYIOIINE AareHThl MJIM areHThbl, YJIy4YINaiolue OHOJOCTYMHOCTh, KOTOpPBIE
LIUPOKO TMPUMEHSIIOTCS B HM3rOTOBJIEHHH (DapMaleBTUYECKH MPHEMJIEMBIX TBEPIBIX,
JKHJIKUX WIN HHBIX JIEKAPCTBEHHBIX (OPM.

[00176] apmaneBTHUECKM NIpHEMJIEMble KOMIIO3ULIUM COIVIACHO HACTOSIIEMY
U300PETEHUIO MOYKHO BBOIHTH MEPOPAJIbHO B JIIOOOH MOIXOASINEN sl MepOpabHOrO
IPUMEHEHHs JIEKAaPCTBEHHOH (opMe, BKJIIOUAsi, HO HE OTPAHUYMBASCH MMHU, KATCYJIBL,
Ta0JIeTKH, BOAHBIE CYCIIEH3WH WJIM PAcTBOpHL. B ciydae Tabnerok wis mepopanbHOro
IPUMEHEHHs] LIMPOKO MCIOJb3yeMble HOCUTENH BKJIIOUAIOT JIAKTO3y U KYKYPY3HBIH
kpaxmaJji. Takske 0OBIUHO TOOABJISIFOT CMA3bIBAIOLIHE areHThI, TAKHE KaK CTeEapaT MAarHus.
B cnyuae mepopanbHOro BBeAeHHs B (hopMe Karcys MOIXOISIIHE IJIsi MPUMEHEHHS
pa3baBHUTENM BKJIIOYAIOT JIAKTO3Y M BBICYILIEHHBIN KyKypy3HbIH kpaxman. Korma ms
NEPOPaIbHOrO TPUMEHEHHs] TPeOYIOTCS BOMAHBIE CYCIEH3WH, YKAa3aHHBIH aKTUBHBIH
HHTPEANEHT OOBEAUHSIOT C AMYJIBTUPYIOLMMH H CYCHEHAUPYIOUUME areHtamu. [Ipu
HEOOXOIMMOCTH Tak)Ke MOryT ObITh J00aBJIEHBI HEKOTOPHIE TMOCIAINIUBAIOLINE,
apOMAaTHU3HUPYIOIINE WJIA OKPAIIKMBAOIINE ATCHTHI.

[00177] B kauecTBe anbTepHATHUBBI (hapMALEBTHUYECKH NPHEMJIEMbIE KOMITO3UIHH
COIJIACHO HACTOAIIEMY H300PETEHHIO MOXKHO BBOIUTH B (POPME CYIIO3UTOPUEB IS
PEKTAILHOTO BBEIECHHS. YKa3aHHbIE CYNMO3HUTOPHH MOTYT OBITh TOJYYEHBI MyTEM
CMELIMBAHUSI YKA3aHHOI'O areHTa C MOAXOMSIIAM Hepa3ApakarollUM BCIIOMOTaTeIbHBIM
BEIIIECTBOM, KOTOPOE SIBJISIETCS TBEPABIM P KOMHATHOI TeMmIepaType, HO KUIKUM MPU

PEKTANIbHOM TeMIlepaType W, TAKUM 00pa3oM, OyIeT IUIABHTHCS B MPSIMOH KHUIIKE C
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BBICBOOOIKJICHHEM YKAa3aHHOI'O JIEKAPCTBEHHOTO CPEACTBA. Takue BelecTBa BKIIIOYAIOT
MacCJIO Kakao, MMYEJIMHBIM BOCK U MOJHUATUJIEHTJIMKOJIH.

[00178] @apmaneBTHUeCKH NOpHEMIIEMbIE KOMIIO3ULIMM COIJIACHO HACTOSIIEMY
I/I306peTeHI/IIO TAKXKE€ MOKHO BBOJHUTHE MECTHO, B YaCTHOCTH, KOrga MHIICHL JICUCHUA
BKJIIOYUAECT 06J'IaCTI/I HJIM OPraHbl, JErKO JOCTYIIHBIC AJIsI MECTHOI'O MPUMECHCHN A, BKJIIOYasA
3a0o0JyieBaHus TJIa3, KOXKM WJIM HHJKHErO OT/AeNa KHIIedyHoro Ttpakta. lloaxonsiiue
COCTaBbl IJI1 MECTHOI'O BBECACHUS JICTKO INOJIYYUTH AJIA Ka)K}:lOﬁ N3 YKa3aHHBIX O6HaCTeﬁ
UJIM OPTaHOB.

[00179] MecTHOE IpUMEHEHUE B CIydyae HUKHETrO OTAeNa KUIIEYHOrO TPAKTa MOKET
OBITH OCYIIECTBJIEHO B COCTaBE€ ISl PEKTAJIBHBIX CYNIO3HTOpUEB (CM. BBIIIE) WM B
NOAXONAILIEeM CcOCTaBe Uil  KJIU3Mbl.  Takke MOXKHO TIPUMEHSTb  MECTHbIe
TpaHCAepMaJbHbIE MIIACTBIPH.

[00180] B cnyyae MeCTHBIX MNpPUMEHEHHH MpemIoKeHHble (apMaleBTUYECKH
pUeMJIEMbIE KOMITO3UIIHH MOYKHO TOJIy4YaTh B (hOopMe MOAXOAsInell Masu, Comep Kareit
yKa3aHHbIA aKTUBHBIA KOMIIOHEHT, CYCII€HIUPOBAHHBIN WM PACTBOPEHHBIN B OTHOM WU
Oonee Hocutensx. Hocurenn s MECTHOrO BBEHEHHS COEIUHEHHH COIJIACHO
HACTOSILIIEMY HM300PETEHHIO BKJIFOYAIOT, HO HE OTrPAHMYHBAIOTCS HMH, MHHEPAJIbHOE
Macilo, }KI/II[KI/Iﬁ neTpojaTymM, 66J’II>II71 NeTpoJaTyM, NPOMHUJICHIJINKOJIb, IMOJIMOKCUSTHIICH,
MOJIMOKCUTIPOTIHJICHOBOE COEAMHEHHE, 3MYJbIHPYIOLIMH BOCK M BOAYy. B kauecTtBe
AJIbTCPHATHUBBI NPEAJIOKCHHEIC d)apMaLIeBTI/ILIeCKI/I MNpUEMJICEMBIC KOMIIO3UIIMU MOYKHO
nojayyath B (hopMe MOIXOMSIIEr0 JIOCBOHA WJIM KpeMa, COAEpIKAlero yKa3aHHbIE
AKTUBHBbIE KOMITOHEHTBI, CYCIEHANPOBAHHbIE WUJIH PACTBOPEHHBIE B OJHOM HJIH OoJjiee
q)apMaL[eBTI/ILIeCKI/I MPUEMJICMBIX HOCUTECJIAX. HOL[XO}:[SIH.[I/IC HOCHUTCIIN BKJIFOUAKOT, HO HE
OrPaHUYMBAIOTCS WMH, MHHEpPAJbHOE MAaclio, copOuTaH MOHOCTeapart, monucopdbat 60,
BOCK IIETHUJIOBBIX 3(DUPOB, IETEAPUIIOBBIN CIUPT, 2-OKTUIAOAEKAHO, OEH3MITIOBBIN CIIHUPT
U BONY.

[00181] B ciyJae o(pTaIBEMOIOrHUECKOrO MIPUMEHEeHUS MPEAJIOKEHHBIE
q)apMaL[eBTI/ILIeCKI/I IMPpUEMJIICMBIC KOMIIO3HUII U MOZKHO noJIydaThb B BHUOC
MUKPOHU3UPOBAHHBIX CYCHEH3WH B CTEPUJIFHOM H30TOHHYECKOM COJIEBOM PacTBOpE C

OTPEryJIMPOBAHHBIM pH WA TNPEANOYTUTCIIBHO B BHAC pPACTBOPOB B CTCPUJIBHOM
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M30TOHMYECKOM COJIEBOM PACTBOpPE C OTperyupoBaHHBIM pH ¢ KOHCEpBaHTOM, TaKUM
Kak OEH3aJKOHHs XJIOpHI, WM Oe3 Hero. B kadecTBe ajbTepHATUBHI B Clydyae
opTanbMONIOrHUECKUX ~TPUMEHEHWI yKasaHHble (apMaIeBTHUYECKH MpPHEMIIEMBbIE
KOMITO3HLIUU MOKHO TOJIyuaTh B (pOpMe Ma3u, TAKOW KaK MEeTPOJIATYM.

[00182] @apmaneBTHUEeCKH OpHEMJIEMbIE KOMIIO3ULIMM COIJIACHO HACTOSIIEMY
N300PETEHHIO TAK)KE MOKHO BBOJHUTH C MOMOIIBIO HA3AJIEHOTO a3P0O30JIsI MJTH HHTAJISLUH.
Takye KOMMO3WLMK MOJY4YaIOT COTJIACHO METOAaM, XOpPOLIO HM3BECTHBIM B 00JacTH
NPUTOTOBJIEHUST (PapMAIIEBTHUECKUX COCTABOB, U OHH MOTYT OBITb TOJY4YE€HBI B BUIE
pPacTBOPOB B COJIEBOM pAaCTBOpPe C NMpPUMEHEHHeM OEH3WJIOBOrO CHUpPTAa WM APYTHX
NOAXOMAINMX ~ KOHCEPBAHTOB,  CTUMYJIATOPOB  a0COpOmMHM Ui IHOBBILIEHHUS
OMOIOCTYITHOCTH, (PTOPYIIEPOAOB H/MIIH APYTHMX TPAAMLIHUOHHBIX CONIOOMIU3UPYIOLINX
WJIM TUCTIEPrUPYIOLINX areHTOB.

[00183] Haubosnee npennodTuTensHO (hapManeBTHUYECKH MPUEMIIEMbIE KOMITO3UIIHH
COIJIACHO HACTOSIIEMY H300PETEHHIO MPUTOTOBJIEHBI Ui HNEPOPAIBHOIO BBEICHUS.
Takuie cocTaBbl MOXKHO BBOAWTH C THINEH Wi 0Oe3 Hee. B HEKOTOphIX BapuaHTax
peanm3anuy  (papMaLEeBTHUYECKH MPHEMJIEMble KOMIIO3HUILUH COIJIACHO HACTOSIIEMY
u300peTeHnto BBOAST Oe3 muii. B apyrux BapuaHTax peanusaunuu (papManeBTUUYECKH
pUeMJIEMbIE€ KOMITO3UIHH COTJIACHO HACTOSIIIEMY H300PETEHHIO BBOAST C MHULIEH.
[00184] KommuecTBO COENMHEHHH COTJIACHO HACTOSAIIEMY H300PETEHHIO, KOTOPBIE
MOTYT ObITh OOBEIUHEHBI C BEIECTBAMU-HOCUTENSIMUA C TMOJIYUEHHEM KOMITO3UIUH B
JIEKapCTBEHHOW (hOpMe C OJHOKPATHOM H030M, OyIeT BapbUPOBATHCS B 3aBUCHMOCTH OT
NOJBEPraeMoro  JIEYEHHIO CyObeKTa H  KOHKPETHOro  crmocoba  BBEIEHHSL.
[IpenmnouTuTeNsHO MPEASIOKEHHBIE KOMITO3MLHUU O/UKHBI OBbITh MPUTOTOBJIEHBI Tak,
4yTOOBI MALMEHTY, MOJYYalOIIeMy YKa3aHHbIE KOMITO3HUIIMH, MOIJIa ObITh BBEAEHA 1032
yKa3aHHOro uHruburtopa, cocraisitorast 0,01-100 mMr/kr Macchl Tea/CyTKu.

[00185] Taxske cinenyer MOHUMATh, YTO KOHKPETHBIE JO3UPOBKA U CXeMa JICUSHUs ISl
JIO00ro KOHKPETHOrO MalueHTa OyayT 3aBHCETh OT LENOro psaa (pakTopoB, BKIKOUAS
AKTUBHOCTb KOHKPETHOTO MPHMEHSEMOro COEIUMHEHHs, BO3pPAcT, Maccy Tena, ooiiee
COCTOSTHHE€ 370pOBBSI, IOJ, PALMOH THTAHHS, BPEMs BBEIEHUS, CKOPOCTb BBIBEICHUS,

KOM6I/IHaL[I/IIO JICKAPpCTBCHHBIX CPEACTB, OLUCHKY JICHAICro Bpaya U TAXKECTh KOHKPETHOI'O
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3a0osieBaHus], TMOABEpPraeMoro JieueHuto. KoONM4YecTBO  COeIMHEHHs]  COTJIACHO
HACTOSIIIEMY H300pPETeHUI0 B KOMITO3WIMH Takke OyIeT 3aBHCETb OT KOHKPETHOrO
COCOUHCHUS B y1(a3aHH01>i KOMIIO3UIIHUH.

[00186] CoenuHeHuss W KOMIO3UIMH B COOTBETCTBHH CO CHOCOOOM COTJIACHO
HAaCTOALIEMY I/1306peTeHI/IIO MOXHO BBOIHUTH C NPHUMEHCHHEM .]'IIO6OFO KOJIMYECTBAa H
mr000ro myTu BBeneHUs, 3PPEKTHBHOrO Il JICYSHHs] WM YMEHBIIEHHs TSHKECTH paka,
AyTOMMMYHHOI'O PACCTPOWCTBA, NEPBUYHOrO HMMYyHoAeduuurta, npoaudepaTuBHOrO
paccTpoiicTBa,  BOCHAJMTEIBHOIO  HAPYIIEHUS,  HEWPOAETreHEepPaTHBHOI'O  WJIU
HEBPOJIOTMUECKOTO PACCTPONCTBA, MU30(PEHNUH, PACCTPOICTBA, CBI3aHHOTO C KOCTSIMH,
3a00JIeBaHus TEUEHN WM CEPAEYHOro paccrpoiictea. TouHoe TpeOyemoe KOJHYECTBO
Oyner BapbHpOBaTHCS OT CYyOBEKTa K CYOBEKTY B 3aBHCHMOCTH OT BHJA, BO3pacTa W
obero coctosiuusi CyObekTa, TshkecTH HH(EKIHH, KOHKPETHOTrO areHTta, crnocoda ero
BBEJECHUS W TOMY IMOAOOHOr0. B HEKOTOpBIX BapuaHTAX peaTU3alHH COEOUHEHHS
COIJIACHO HACTOSIIIEMY H300PETEHHIO MPUTOTOBJIEHBI B E€IHHUYHOW JIEKAPCTBEHHOM
(dbopMe 11t JIErKOCTH BBEIEHUS U IOCTOSHCTBA JO3UPOBKH.

[00187] TepmuH «mauMeHT» WM «CYOBEKT» B KOHTEKCTE HACTOSIIErO OMUCAHHS
O3HAYaeT KMBOTHOE, MPEAMOYTHTEILHO MJIEKOMUTAIOIIEEe U Hanboiee MPeAnOUTHTENBLHO
YeJIoBeKa.

[00188] dapmaneBTHdecKH TpHEMJIEMble KOMIIO3WLHMH COTJIACHO  HACTOSIIEMY
I/1306peTeHI/IIO MOKHO BBOIOUTE JIIOOAM MW JKHUBOTHBIM INIEPOPAJIBHO, PEKTAJIBHO,
NapeHTCPAJIbHO, HHTPALUCTCPHAJIEHO, HHTpaBaruHaJbHO, BHYTpI/I6pIOLHI/IHHO, MECTHO (B
BUJIE TIOPOIIKOB, Ma3ed WM Kamejb), OYKKajibHO, B (OpMe MepopabHOrO HIIH
HA3aJbHOTO CIOpes WM TOMY MOAOOHBIM CHOCOOOM B 3aBUCHMOCTH OT TSDKECTH
UH(EKINH, TOABEPraeMoii JeueHH0. B HEKOTOPbIX BapHaHTaX peaTu3aliil COEIUHEHHS
COIJIACHO HACTOSALIEMY H300PETEHHIO MOKHO BBOIUTH MEPOPASIEHO UJIH MAPEHTEPATIBHO B
IO3UpOBKe B KojuuectBe OT mpumepHo 0,01 mr/kr mo mpumepHo S50 Mr/kr wim,
HampuMep, OT MPUMEPHO | MI/KT IO MpUMepHO 25 MI/KT MacChl Tena CyOBbeKTa B CYyTKH

OOWH HJIM HECKOJIBKO pa3 B CYTKH C IOJYUYCHHEM JKEJIacMOro TEepaleBTUYCCKOro

s¢ddexra.
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[00189] Kunkue nexapcTBeHHbIE (POPMBI VIS IEPOPATLHOTO BBEACHHUS BKJIFOYAIOT, HO
HE OrpaHHYMBAIOTCSA UMH, (PapMaLleBTHUECKH MPUEMIIEMbIE YMYJIECUH, MUKPO3M YJIbCUH,
PaCTBOPEI, CYCHEH3UHU, CHPOIIBI M SJUKCUPBL. [IOMUMO aKTUBHBIX COEIMHEHUN YKa3aHHbBIE
JKUJKHE JIEKAPCTBEHHbIE (DOPMBI MOTYT COAEpKaTb HMHEPTHbIE pa30aBHTENH, LIHPOKO
NpUMEHsieMble B JAHHOH OOJIACTH TEXHHKH, TaKHe Kak, HampuMep, BOJAA WM JAPYrHe
PACTBOPUTENH, COTIOOMIIM3UPYIOLINE AreHThl M OMYJIbraTOpPbl, TAKHE KAaK ATUJIOBBIH
CIHPT, W3OMPOMUJIOBBIA CHUPT, ITUIKApPOOHAT, OSTHIALETAT, OEH3WJIOBBIH CIIHPT,
OeH3uIOeH30aT, MPONUJISHIJIUNKOMb, 1,3-0yTUIeHIHKOIb, qTuMeTHIhopMamMua, Macia (B
YAaCTHOCTH, XJIONIKOBOE, apaxHCOBOE, KYKYPY3HOE, 3apoibllieBoe (germ), OJIMBKOBOE,
KacTOpOBOE€ W KYHXKYTHO€ Maclia), MJIHMLEpHH, TeTparuapodypdypusioBblii CIHUPT,
MOJIMATHJICHTJIMKOJIA U CIIOKHBIE 3(UPBI KUPHBIX KHCIOT M COpPOMTaHA, U UX CMECH.
ITomMumoO MHEPTHBIX pa3baBUTENEH KOMITO3HIHMU Uil IEPOPATBHOrO MPHUMEHEHHS TaKKe
MOTYT COAepKaTh AAbIOBAHTHI, TAKHE KAaK CMA4MBAIOLINE areHThbl, SMYJBIHPYIOLINE U
CYCIIEHJIUPYIOIHUE areHThl, MOJCIAIIUBAIOIINE, aPOMATU3UPYIOIIME U OTAYLIMBAIOLIUE
areHThl.

[00190] Ilpenapatel [uisi WHBEKUWH, HampuMep CTEpUJIbHBIE BOAHBIE  WJIH
MACJITHUCTBIE CYCIEH3UH Uil MHBEKIUH, MOYKHO IOJydaTh W3BECTHBIMH U3 YPOBHS
TEXHUKH METOJIAMHU C MPUMEHEHHEM MOIXOIAIINX AUCTIEPTUPYIOMNX UIH CMAYUBAFOIIHX
AreHTOB W CYCIEHIUPYIOIUX areHToB. CTEepUJIbHBIA Mpenapar Uiss WHBEKIHH TaKKe
MOJKET MPEACTABJSATh COOOW CTEPHJIbHBIA PACTBOP, CYCIEH3HIO WJIH OMYJIBCHIO IS
UHBEKIMIA B HETOKCHYHOM MApPEeHTEPaibHO MPHEMJIEMOM  pa3daBHUTEE WM
pacTBOpHUTENE, HAIIPUMEDP HAXOMUTHCA B BuUme pacrtBopa B 1,3-Oyranmuone. K umciy
MPHEMJIEMBIX TEPEHOCSIINX Cpeld W PAaCTBOPUTENIeH, KOTOpPhIE MOKHO TNPUMEHSTS,
OTHOCATCS BOAa, pactBop Punrepa cornacho ®apmakonee CIIIA u u30TOHHUUECKHI
pactBop xsopuaa HaTpusi. Kpome Toro, B KauecTBe paCTBOPHUTENISI WIIH CYCIIeHIUPYIOIIen
cpenmpl TPAAHLMOHHO MPUMEHSIOT CTEpHJIbHBIE KUpHbIe Macna. [ yka3aHHOHW wLemu
MOJKHO MPUMEHSITH JIIO00€ JIETKOe YKUPHOE MACJO, BKJIOUAsT CHHTETUYECKHE MOHO- WJIH
muraunepuasl. Kpome TOro, mins modydeHHs COCTaBOB [UISS HHBEKIUH MPUMEHSIOT

JKUPHBIC KUCJIOTEI, TAKHUE KaK OJICMHOBAs KHCJIOTA.
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[00191] CocraBbl i MHBEKUHHA MOTYT OBITh CTEPUJIM30BAHBI, HAMPUMED, MYyTEM
(GunbTpOBaHUS dYepe3 3aAepPKUBAIOIIUN OakTepuu (GUIBTP WM TyTeM BKIIIOUSHHS
CTEPHJIM3YIOLINX areHTOB B (POpMe CTEPUJIbHBIX TBEPIABIX KOMIIO3UIUI, KOTOPbIE MOTYT
OBITh PACTBOPEHBI WJIM AUCIEPTUPOBAHBI B CTEPIJIBHOW BOJAE HJIM JPYrOW CTEPHIIBHON
cpene AJis UHBEKIUN Nepesl IPUMEHEHUEM.

[00192] UYtoObl mpoANMTH  ACHCTBHE  COEOMHEHHUS  COTJIACHO  HACTOSILIEMY
N300PETeHHIO, YacTO JKellaTeJIbHO 3aMEUINTh BCACHIBAHHE YKA3aHHOTO COEIUHEHUsS B
pe3yiabTaTe NOAKOKHOM WM BHYTPUMBILIEYHOH HWHBEKIUH. IJTO MOXKET ObITh
JOCTUTHYTO MyTEM MPUMEHEHUSs! JKUIKON CYCIeH3UH KPUCTALTHYECKOro Wi aMopdHOro
BEIIECTBA C IUIOXOW pacTBOPHUMOCTBIO B Boje. CKOpPOCTb BCAChIBaHUs YKA3aHHOTO
COCIMHEHHUSI B 3TOM CJIy4ae 3aBHCHT OT CKOPOCTH €ro PacTBOPEHHs, KOTOpas, B CBOIO
ouepenb, MOXET 3aBHCETh OT pa3Mepa KPHUCTAUIOB M KPUCTAJUINYECKOH (opmbl. B
Ka4yeCTBe aJbTEPHATHBBI OTCPOUYEHHOTO BCACHIBAHMS MAPEHTEPATHHO BBEIEHHOH (OpMBI
YKA3aHHOI'O COENUHEHMSl MAOCTUral0T IYTeM pACTBOPEHHUsI WM CyCHEHIUPOBAHUS
YKa3aHHOTO COEIMHEHHs B MACJITHOU mepeHocsie cpene. Jleno-hopmbl i HHBEKIHIHA
TOTOBSIT IyTEM MOJyYeHUs] MUKPOUHKAIICYJIUPOBAHHBIX MATPULl YKa3aHHOTO COEIUHEHUS
B OHMOpa3araeMbiX MOJMMepPaxX, TAKHX KakK MOJMIAKTH/I-TIONIUIJIMKOINA. B 3aBHCHMOCTH
OT OTHOILICHHS] COEOUHEHHUS K IOJIMMEpPY W MPHUPOABl KOHKPETHOTO MPHUMEHSIEMOTO
NOJIUMEPA MOYKHO PEryJHpOBaTh CKOPOCTh BBICBOOOXKIEHHS coenuHeHusi. [Ipumepsr
Apyrux OuopasnaraeMbIx MOJIMMEPOB BKIIIOYAIOT MOIU(0OpTO3(UpPHI) U MOMU(aHTH APU IBI ).
Hemo-cocTaBbl s HWHBEKIUI TakKe MOJYYalOT NyTEM BKJIIOUEHUS YKa3aHHOIO
COSWHEHUs] B JIMIOCOMBI HJIM MHKPOSMYJBCHH, KOTOPBIE COBMECTUMBI C TKaHSIMHU
OpraHusma.

[00193] Komnosumuu Nt PEKTaAIBHOTO 1583074 BardHaJbHOrO BBEJICHUS
NPENNOUTHTENBHO MPEACTABISAIOT COOOH  CYNIMO3UTOPUH, KOTOPbIE MOTYT OBIThH
NOJIyueHbl MYyTEM CMELIWBAHUS COEIUHEHHH COIJIACHO HACTOSIIEMY H300PETEHHIO C
MOAXOISIIMMH Hepa3apa kaloluMI BCIIOMOTaTEIbHBIMU BEIIECTBAMH HJIM HOCHUTEIISIMU,
TAKIMH KaK Macji0 Kakao, MOJMATHJICHTJIMKOJNb WJIM CYNIIO3UTOPHBIN BOCK, KOTOpBIE

SIBJISIFOTCSL TBEPABIMH IPH TeMIepaType OKpYy)Karollell cpenpl, HO JKUAKHUMH IpU
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TEMIepaType Tejla W, TaKUM OOpa3oM, IMJIABSTCS B MPSIMOW KHUIIKE WA TOJOCTH
BJIATAJIMIIA U BEICBOOOKAAOT AKTUBHOE COEANHEHHE.

[00194] Teepapie JekapCTBeHHBbIE (POPMBI Ul MEPOPATHHOIO BBEOCHHS BKJIIOYAIOT
KarCyJibl, TaOJIETKH, MIJIIOJH, MOPOIIKH M TPaHYJbl. B Takux TBEpIbIX JIEKapCTBEHHBIX
dbopMax aKTHBHOE COEIWHEHHE CMEIIaHO C MO MEHbIIeH Mepe OIHHUM HWHEPTHBIM
(dhapMaLeBTHYECKH MPUEMIIEMbIM BCIIOMOTATENIHBIM BEIIECTBOM WJIH HOCHUTENIEM, TAKHM
KaK IHUTpPAT HATpus Wid ruapodochaT KajablUus, W/WJIH a) HAMOJHUTENSIMU WIIH
nobaskamu (extenders), TAKMMH KaK KpaxMaJbl, JJAKTO3a, Caxapo3a, rIIF0K03a, MAHHUTOI
U KpEeMHHeBash KHCJIOTa, D) CBS3YIOLIMMH BEIIECTBAMH, TAKUMH KakK, HampHMep,
KapOOKCHUMETIIILEIUTION03a, aJbIHHATHI, JKEIaTHH, MOTHBHHUJIMHPPOIUINHOH, caxapo3a
U rymMMuapabuK, C) YBIOKHHUTEISIMH, TAKUMH Kak CiaduepuH, d) paspbIXJISIOLIIMU
areHTaMu, TAaKUMH Kak arap-arap, KapOOHAT Kajblus, KapTO(eIbHbIH UM TAHOKOBBIH
KpaxmaJi, aJJlbI'MHOBAas KUCJIOTA, HEKOTOPbIe CUJIMKATBI M KapOOHAT HATPHS, €) areHTaMH,
3aMEULSIIOIIUME PAcTBOpeHHe, TakuMmu Kak mapadus, f) yckopuTtensMu BcachIBaHHS,
TAKUMH KaK YETBEPTHYHbIE AMMOHHEBBIE COCOMHEHHs, g) CMAYMBAIOIIUMH areHTamu,
TAKUMH Kak, HaPUMED, LIETHJIOBBII CIUPT U MOHOCTeapar rimiepuHa, h) abcopbenramu,
TAKUMH KaK KaOJIMH U OEHTOHUTOBAsI TJIMHA, U 1) CMa3bIBAIOLIAMH BELECTBAMH, TAKHMH
KaKk TaJbK, CTeapaT KajblHs, CTeapaT MarHus, TBEPAblE MOJUITUIICHTIIUKOIIH,
naypuicyiab(daT HATpus, W HX CMeCsIMH. B ciydae karmcys, TaOJEeTOK W IHIIIOJb
yKa3aHHas JIeKapCTBEHHAast (popMa TakKe MOKET ComepkaTh OyepHbIe areHThlI.

[00195] Teepapie KOMIO3ULKMK TOAOOHOrO THIA TAKYKE MOYKHO MPUMEHSTh B KAUECTBE
HAMOJIHUTEJIEH B MATKHUX M TBEPIBIX JKEJATHHOBBIX KAlCyJax C MPUMEHEHHEM TaKhuX
BCIIOMOTaTEbHBIX BEIECTB, KaK JIAKTO3a WM MOJIOYHBIH caxap, a TakKe
BBICOKOMOJIEKYJIIPHbIE ~ MOJUATUJICHTJIMKOM ¥ TOMy  momoOHoe.  TBepabie
JieKapCcTBEeHHBIE (POPMBI, MpeACTaBIsIoIIne OO0 TabeTKH, Apake, KAICYJIbI, MUTIOIU H
IpaHyJibl, MOTYT OBITH MOJYYEHBI C MPUMEHEHHEM IMOKPBITHI W 00OJOYEK, TAKHX Kak
SHTEPOCONTIOOUIIbHBIE TOKPBITHS M OPYTHe MOKPBITHS, XOPOLIO HM3BECTHbIE B OOJIACTH
npurotToByieHus: (papmaneBTuueckux coctaBoB. OHHM HeOOS3aTETPHO MOTYT COIEPIKATh
3aMyTHSIIOLUE areHThl, & TAK)Ke MOTYT UMETh TaKOW COCTAB, YTO OHH BBICBOOOKIAIOT

AKTUBHBIA HHI'PEINEHT (MHTPEIUEHThI) TOJIBKO HJIH MPEUMYLIECTBEHHO B ONpPEAEICHHOI
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YacTH KHIIEYHUKA, Heo0s3aTeNbHO, C OTCpoukoi. [Ipumepsl  3aKJIFOYAIOLINX
KOMITO3UIIUN, KOTOPbIE MOKHO MPUMEHSTD, BKIIIOUAIOT MOJUMEPHbIE BELECTBA U BOCKHU.
Teepaple KOMOO3WIMH MOAOOHOrO THNA TAKXKE MOXKHO MPHMEHSTh B KauyeCTBe
HaIlOJIHUTENIe B MSTKUX M TBEPIBIX JKEJATHHOBBIX KaICyJiax C MPUMEHEHUEM TaKHUX
BCIIOMOTATENIbHBIX  BEIIECTB, Kak JIaKTO3a UM MOJIOYHBIM caxap, a TaKxke
BBICOKOMOJIEKYJISIPHBI € IIOJIN3 THISHTIINKOIH U TOMY ITOA00HOe.

[00196] VYkazaHHBIe aKTUBHbIE COEQUHEHHS TaKkKe MOTYT HAaxXOOUTbCI B
MHUKPOUHKAIICYJUPOBAHHOW (¢opMe ¢ OFHMM wWiH 0Oojiee  BCIHOMOTaTEIbHBIMH
BEIIECTBAMH, YKA3aHHBIMH BhILIE. TBepbie JIeKapCTBEHHbIE (HOPMBI, MPEACTABIISIOLIHE
coboit Tabnerku, apake, KamcCyJibl, MIIIOJM M TPAHYJBI, MOTYT OBITh MOJyYEHBI C
OPUMEHEHHEM MOKPBITHI U 000JIOYEeK, TAKUX KaK IHTEPOCOTIOOMIIBHBIE MOKPHITHS,
HOKPBITHSI, PETYJHPYIOLIIE BICBOOOKAEHHE, U IPYTHe MOKPLITUS, XOPOIIO U3BECTHBIE B
obracTi  TPUTrOTOBJIEHUs  (hapMALEBTUYECKUX COCTABOB. B TakMx  TBepAbIX
JIEKapCTBEHHBIX (popMax aKTUBHOE COENMHEHHE MOKET ObITh CMELIAHO C MO MEHbLIEH
Mepe OIHUM HHEPTHBIM pa3baBUTeNeM, TAaKUM KaK caxaposa, JIAKTO3a MM Kpaxmall.
Takue nexapcTBeHHbIE (OPMBI TAK)KE MOTYT COAEP)KaThb, YTO SBJISETCS OOBIUHOM
NPAaKTHKOW, JONOJHHUTEIbHbIE BEILIECTBA, OTJIHYHBIE OT WHEPTHBIX pa3OaBUTENEH,
HampuMep CMasbIBalOIIMe BEIIeCTBa JUIs MOJiydeHHs TaOJeTOK U JApyrue
BCIIOMOTaTeJIbHbIE BEIIECTBA JUIsl MOJy4YeHHs TAOJIETOK, TaKHe KaK CTeapaT MarHus H
MUKPOKPHCTAJUTNYECKas LeJuTroJio3a. B ciydae kancys, TabiaeTok W MIUTIONb YKa3aHHBIE
JekapcTBeHHble (OPMBI  TaKXKe MOTYT coaepkate Oydepubie areHtol. OHH
Heo0sA3aTeIbHO MOTYT COIEpPKATh 3aMYyTHSIOLIHE areHThl, a TAK)KE MOT'YT UMETh TaKOi
COCTaB, YTO OHHM BBICBOOOKIAIOT AKTUBHBIA HHTPENUEHT (MHTPEIUEHTHI) TOJBKO HWIIH
NPEUMYIIECTBEHHO B OMpPENEJICHHON YaCTH KHUIIEUHHKA, HEOOS3aTENbHO, C OTCPOUKOM.
Ilpumepsl 3aKIIOYAIOMMX KOMIIO3HMIHUI, KOTOpPbIE MOKHO HPHUMEHSITb, BKJIIOYAIOT
MOJIMMEpPHBIE BEIeCTBAa U BOCKH.

[00197] JlexkapctBeHHble (GOPMBI IJii MECTHOT'O WJIH TPAHCAEPMAJLHOTO BBEICHHS
COEMHEHHUs] COTJIACHO HACTOSIIIEMY H300PETEHHIO BKJIIOYAIOT Ma3H, MACThI, KPEMBI,
JIOCBOHBI, TeJId, HOPOLIKH, PACTBOPHI, CIPEH, CPEACTBA IJIsi MHTASILIUN WIA IJIACTBIPU.

VKa3aHHBIM AaKTUBHBIA KOMIIOHEHT CMEIIHBAIOT B CTCPUJIBHBIX  YCJIIOBUAX C
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(dbapmalieBTHYECKH  TMPUEMJIEMBIM  HOCHUTEIEM W JIIOOBIMH ~ HEOOXOIUMBIMH
KOHCepBaHTamMu win Oydepamu, KOTOpbie MOTYT moTpeboBaThcs. O TanbMONIOruUecKuit
COCTaB, YIIHbIE KAIUId W T[JIA3HBIE KAIIH TaK)Ke BKJIIOUEHbl B OOBEM HACTOSIIEro
uzobperenuss. Kpome TOro, Hacrosimee wu300peTeHHE MPEANOaraeT IpPUMEHEHHE
TpaHCIAEPMAJIbHBIX IUIACTBIpEH, KOTOpPhlE HMEIOT JOMOJHUTENbHOE MPEeUMYILIECTBO,
3aKJIIovaroIieecs B 00eCneYeHud KOHTPOJIUPYEMOH JTOCTABKH COEIMHEHHS B OPraHH3M.
Takue nexapcTBeHHbie (HOPMBI MOT'YT OBITH HM3TOTOBJIEHBI MyTEM PACTBOPEHHUS HJIU
IUCIEPrUpOBaHUs YKAa3aHHOI'O COEOUHEHHUs B noaxonsine cpene. [ns yBenuueHus
noroka (flux) ykazanHoro coenuHeHus yepe3 KOy TaK:K€ MOYKHO MPUMEHSITh YCUITHTEIH
BcacbiBaHus. CKOPOCTH  MOJXET  pPEeryJMpoBaThCs HJIH MyTeM  obecreueHwus
peryJupyroieil CKOpoCTh MeMOpaHbl, WM IIyTEM JHCIEPTHPOBAHUS YKA3aHHOTO
COEeMHEHUs B MOJIMMEPHON MaTpuLle UJIH refe.

[00198] B HexkoTOpBIX BapHaHTAaX peajiM3alliy yKa3aHHAasi KOMIIO3ULIUS IPUTOTOBJIEHA
IUISL TIEPOPAJIBHOTO BBeZeHUs B (hopMe TaOJIeTKH Ml Karncyibl. B HEKOTOPBIX BapHaHTax
peanmmzanuu kommnozunus, copepkamas X4P-001, mpuroroBieHa misi HepOPasIbLHOTO
BBeJICHUS B (popMe KarcyJisl.

[00199] B HekOTOpHIX BapHaHTaxX peANU3aLUU TMPEIIOKEHHBIH CIOCO0 BKIIIOUAET
BBelEHHE TNAIMEHTy OAHOH miam Oosiee Karmcys, comepxamux oT 10 mr mo 1200 wmr
akTuBHOro uHrpeauneHta X4P-001 u omHo wim Oonee dapManeBTHUYECKH MPHEMIIEMbBIX
BCIIOMOTATEJIbHBIX BEIIECTB. B HEKOTOPBIX BAapHAHTaX peajii3aliil YKa3aHHAs KarcyJa
COCTOHT U3 TBEPJIOTO XKEJIATHHA.

[00200] B HekoTOpBIX BapHaHTaX peajM3allU HACTOSLIETO H300PETEHUS MPEATOKEHA
(dbapmarieBTHUECKAsT KOMIIO3HUIUS, Comepskaias kKomno3uiuo X4P-001, oqun unu Goee
pasbaBuTeNel, pa3pBIXJIUTENb, CMa3bIBAIOIIEEe BEINECTBO, A00ABKY Uil TMOBBILICHHS
TEKy4eCTH W CMaudMBAIOLIWKA areHT. B HEeKOTOPBIX BapHaHTAX peajM3alid HACTOSIIEro
u300peTeHns mpeioskeHa (papmaneBTHUECKass KOMIO3UIHS, comeprxamas ot 10 mr 1o
1200 wmr xommozunmu X4P-001, MHUKPOKPHCTAIUIMYECKYIO IIEJUTIONIO3Y, JUTHAPAT
ruapodocdara  KambIHMs, KpPOCKapMeyuiody HaTpus, creapmwidymapat HaTpws,
KOJUTOUTHBIA JHOKCHJA KPEMHHUs W JaypuicyibpaT HaTpus. B HEKOTOpBIX BapHaHTaX

peanmu3anuu HACTOALIECTO I/I306peTeHI/I$I MpEeAJIOJKCHA CAUHUYHAA JICKaAapCTBCHHAs (1)OpMa,
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NpUYeM yKa3aHHAs eIMHHYHAS JIEKAPCTBEHHash (opMa COOEPKUT (apMaLeBTUUECKYIO
KOMIO3UINIO, coaepskamyro 10-200 mr kommozunnn X4P-001, MUKPOKPHCTAIUTHYECKYTO
HeunoNo3y, — auruapatr  ruapodocdara  KaNbIHs,  KPOCKapMeIUIody  HaTpHd,
creapriymMapat HaTpusi, KOJUIOHMAHBIA TUOKCHI KPEMHHUS U JaypuicyiabdaT HaTpus. B
HEKOTOPBIX BapHAHTaX peajM3alMH HACTOSIIEro H300peTeHHs MpeaioKeHa eIUMHHUYHAs
nexkapcTBeHHast (opma, comepskamasi GhapManeBTHUECKYIO KOMITO3UIHIO, COAEPKALIYIO
kommno3unuio X4P-001, npucyrcTByromyo B koaundyecTse npuMmepHo 10 mr, npumepno 20
MT, IpUMepHO 25 Mmr, npumepHo 50 mr, npumepHo 75 mr, npuMmepro 100 mr, npumepHO
150 mr, npumepno 200 mr, npumepHo 250 mr, npumepHo 300 mr, nmpumepHo 400 wr,
npumepHo 450 mr, npumepro 500 mr, npumepHo 600 mr, npumepHo 700 Mr, mpuMepHO
750 mr, mpumeprno 800 mr, npumepro 900 mr, npumepro 1000 mr, npumepro 1100 mr
um npumepHo 1200 mr. B HEKOTOpBIX BapHaHTAaxX peajH3alud IPEeaIOKEHHYIO
KOMITO3ULHIO (WM €IHHUYHYIO JIEKAPCTBEHHYIO (OPMY) BBOIST MALUEHTY OJMH pa3 B
CYTKH, IBaK[bl B CYTKH, TPH pas3a B CYTKH WJIM YeThIpe pa3a B CyTKH. B HEKOTOpBIX
BapHAHTaX PEATH3ALNHU NMPEIIOKEHHYIO KOMIIO3ULUIO (WJIH eIMHUYHYIO JIeKapCTBEHHYIO
(bopMy) BBOASAT MALMEHTY OAUH Pa3 B CYTKH UJIM JABAXK/IbI B CYTKH.
[00201] B HexoTOpHIX BapHaHTaX peajM3aldy HACTOSLIETO H300PETEHUS MPEMTOKEHA
(dapMalieBTHYECKass KOMITO3HIIMSI, COEPIKaIast:

(a) mpemnoxennyo kommosuiuio X4P-001, cocrapstomryo npumepro 30-40%

OT MacChl KOMIIO3UIINH,

(b) MUKPOKpPHCTAIIMYECKYIO LEJUTIOJIO3y B KoindecTBe npumepro 20-25% ot

MaCChl KOMITO3HIIHH,

(¢) muruapat ruapodocdara kaabims B koaudectse npuMepro 30-35% ot macchl

KOMITO3UIINH;

(d) xpockapmemnody HaTpuss B KojndecTBe mpumepHo 5-10% ot maccel

KOMITO3UIINH;

(e) creapundpymapat HaTpus B KojuuectBe mnpumepHo 0,5-2% oT Maccel

KOMITO3UIINH;

(f) xonmnonaHei nUOKCHI KpeMHHs B Konmuectse npuMepHo 0,1-1,0% ot maccer

KOMITO3HUIIUHU U
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(g) nmaypuicynbdar Hatpus B komuyectBe mnpumepHo 0,1-1,0% ot maccer
KOMITO3HIIAH.
[00202] B HexoTOpBIX BapHaHTaX peajM3alUy HACTOSLIErO H300PETeHUs MPEAIOKEHA
(dapmaneBTHYECKasT KOMIIO3ULHS, CONEPIKALIAS
(a) mpemnoskennyro kommnozuuuo X4P-001, cocrasnsromyto npumepHo 8-25% ot
MAacChl KOMITO3UIIHH;
(b) MUKPOKpPUCTAIMYECKYIO LEJUTIOJIO3y B KOJWYECTBe HpuMepHo 65-85% ot
MAacChl KOMITO3UIIHH;
(c) xpockapmemsiody HaTpusi B KojmuectBe mnpumepHo 2-10% ot maccel
KOMITO3HLINH,;
(d) creapundymapar natpus B kommuectBe mnpumepHo 0,1-3% or maccer
KOMITO3HLIAU H
(e) KOJUTOUHBIH qUOKCH I KpeMHHusl B Konnyecte npuMepHo 0,05-0,7% ot maccer
KOMITO3HLIH.
[00203] B HexOTOpBIX BapHAHTaX peaM3alUU HACTOSILEr0 H300PETeHUs MPeIIOKEHA
(bapmaneBTHYECKasT KOMIO3ULMS, COEPIKALIAS
(a) mpemnoxennyo kommosuiuio X4P-001, cocrapisomyo npuMmepao 25-45%
OT MaCChl KOMITO3HIIHY,
(b) MUKPOKpHCTAIIMUECKYIO LEJUTI0JIO3y B KonudectBe npumepro 10-35% ot
MAacChl KOMITO3UIINH;
(¢) muruapat ruapodocdara kaabiys B KoJudecTse npuMepHo 15-45% ot maccel
KOMITO3HIINH;
(d) xpockapmemnody HaTpuss B KojndectBe mnpumepHo 2-10% ot maccel
KOMITO3HIINH;
(e) creapundpymapatr Hatpus B kojuuectBe mnpumepHo 0,3-2,5% ot macchel
KOMITO3HIIUH,
(f) xomnmon bl qUOKCHA KpeMHuUs B KosndecTBe mpuMepro 0,05-1,2% oT maccel
KOMITO3HIIAN H
(g) nmaypwicynbdar Hatpus B KomuyectBe mnpumepHo 0,2-1,2% oT maccel

KOMITO3HUIIUH.
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[00204] B HexoTOpBIX BapHaHTaX peajM3alUU HACTOSLIETO H300PETeHUs MPEAIOKEHA
(dapManeBTHYeCKass KOMITO3HIIMSI, COIEPIKAIIast:
(a) mpennosxxennyo kommosuiuio X4P-001, cocrapinstomryo npuMmepro 35-75%
OT MacChl KOMIIO3UIINH,
(b) MHKPOKPUCTAJUTMUECKYIO LEJUTIONIO03Y B KOJIWYECTBe MpuUMepHO 5-28% ot
MacChl KOMITO3HIINH,
(c) muruppar ruapodocdara kaapuus B Komudyectse nmpumepHo 7-30% ot maccel
KOMIIO3UIINY;
(d) xpockapmesuioly Hatpus B KojmdectBe mnpumepHo 2-10% ot macchel
KOMIIO3UIIUY;
(e) creapundpymapar HaTpusi B kojuuectBe mnpumepHo 0,3-2,5% ot maccel
KOMIIO3UIIUH;
(f) xonnou bl qUOKCHA KpeMHUs B kKonmdecTse npuMepHo 0,05-1,2% ot maccer
KOMITO3ULIUU U
(g) naypuicynedar Hatpuss B KomuuectBe mnpumepHo 0,2-1,2% ot maccel
KOMIIO3ULIUN.
[00205] B Hekoroprix BapuaHTax peanm3zanuu kommnosunus X4P-001 npucyrcreyer B
konmuuectse npuMmepHo 10 mr, mpumepHo 20 mr, mpumepHo 25 mr, npumepHo S50 wr,
npumepHo 75 mr, npumepHo 100 mr, mpumepno 150 mr, npumepro 200 mr, mpumMepHO
250 wmr, npumepno 300 mr, npumepHo 400 mr, npumepHo 450 mr, nmpumepHo 500 wmr,
npumepHo 600 mr, npumeprno 700 mr, npumepno 750 mr, npumepro 800 mr, mpuMepHO
900 mr, mpumepro 1000 mr, npumepro 1100 mr unmm npumepro 1200 mr.
[00206] B HexOTOphIX BapHAHTAX peaIN3aLUHd YKAa3aHHAsS KOMIIO3WULIUS COIEPKUT
npumepHo 37 % macc. npemioxeHHon kommozumun X4P-001.
[00207] B HekoTOpBIX BapHaHTaX peajM3aldy HACTOSLIETO H300PETEHUs MPEAIOKEHA
eQMHWYHAs JIeKapCcTBeHHast (hopMa, CozeprKalias MpemIoKeHHY0 Kkommo3uuo X4P-001
Wi (HapMaeBTUUYECKYIO KOMITO3HIIHIO.
[00208] B HexoTOpBIX BapHaHTaX peajM3aldU HACTOSLIETO H300PETEHUs MPEAIOKEHA
eIMHUYHAs JIeKapCTBeHHass (opma, coaeprkamas (papMaleBTHUECKYIO KOMIIO3HIIHIO,

COIEpPIKALLYIO:
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(a) mpemnoxkennyro komno3uuu X4P-001 B konmuuectse mpumepro 10-30% ot
MAacChl KOMITO3UIIHH;
(b) MUKpPOKpUCTAIMYECKYIO LEJUTI0JIO3y B KoindecTBe npumepHo 60-80% ot
MAacChl KOMITO3HIIHH;
(c) xpockapmemsiody HaTpuss B KojmuectBe mnpumepHo 5-10% ot maccel
KOMITO3HLINH,;
(d) creapundymapar nHatpus B kommyectBe mnpumepHo 0,5-2% ot maccel
KOMITO3HLIAU H
(e) xoJTOMAHBIA OUOKCU KpeMHHs B kKonmyectBe nmpumMepHo 0,1-1,0% ot maccer
KOMITO3HLIAH.
[00209] B HexOTOpBIX BapHAHTaX peaM3alUU HACTOSILErO H300PETEHUs MPEIIOKEHA
eNUHMYHAsL JieKapcTBeHHas (opma, coxmeprkamasi (apMaleBTHYECKYIO KOMITO3HIIHUIO,
COZEePIKAIIYIO:
(a) mpemnokennyo xkommosuuuio X4P-001 B kommuectse nmpumepHo 14,7% ot
MAacChl KOMITO3ULIHH;
(b) MUKPOKPHUCTAIIMUECKYIO LEUTIONIO3y B KojaudecTBe mnpumepHo 78,1% ot
MAacChl KOMITO3UIIUH;
() xpockapmemo3y HaTpusi B KoymdectBe mpuMepHo 6,0% OT Maccel
KOMITO3HIINH;
(d) creapundymapar HaTpuss B KojmuecTBe mnpumepHo 1,0% oT macchel
KOMITO3HIIUU H
(e) KOJUTOMAHBIA AMOKCUI KpeMHHsS B kosmuectBe mpumepHo 0,2% oT maccel
KOMITO3HIIHH.
[00210] B HexoTOpBIX BapHaHTaX peajM3aldU HACTOSLIETO H300PETEHUs MPEAIOKEHA
eNUHMYHAS JieKapcTBeHHas (opma, coxmepkamasi (HapMaleBTHUECKYHO KOMITO3HIIHIO,
COIEPIKAIIYIO:
(a) npemnoxkennyro kommnozuuu X4P-001 B konmuuectse mpumepro 10-20% ot
MAacChl KOMITO3UIINH;
(b) MUKpPOKpPUCTAIMYECKYIO LEJUTIOJIO3y B KoJndecTBe mpumepHo 25-40% ot

MAaCChbl KOMITIO3UITHH,
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(¢) muruapat ruapodocdara kaabiHs B KOJIUYECTBE MpUMepHO 35-55% oT mMacchl
KOMITO3HLIHH;
(d) xpockapmesiody Hatpus B KojmdectBe mnpumepHo 4-15% ot macce
KOMITO3HLIUH;
(e) creapundpymapatr HaTpus B koimuectBe mnpumepHo 0,3-2% oOT Macchel
KOMITO3HLIHH;
(f) xonmnonaHelii nUOKCHI KpeMHHs B Koiuuectse npuMepHo 0,1-1,5% ot maccer
KOMITO3HLIUU U
(g) naypuicynbdar Hatpus B komuyectBe mnpumepHo 0,1-1,5% ot maccer
KOMITO3HLIHH.
[00211] B HexOTOpBIX BapHaHTaX peaM3alUy HACTOSILErO H300PETEHUs IPEIIOKEHA
eNUHMYHAsL JieKapcTBeHHas (opma, coxmeprkamasi (apMaleBTHYECKYIO KOMITO3HIIHUIO,
COZEePIKAIIYIO:
(a) mpemnoxennyo komnosuiuo X4P-001 B konmuvectse npumepHo 12,85% ot
MacChl KOMITO3ULIUH,
(b) MHKPOKPHUCTAJTHYECKYIO LEIUIION03y B KOjHuecTBe mpumepHo 31,92% ot
MacCChl KOMITO3UIIHH;
(¢) muruppar ruapodochara Kaublus B KojauuecTBe npumepHo 44,4% OT Macchl
KOMITO3HLIHH;
(d) xpockapmennoly HaTpusi B KonuuectBe mnpumepHo 8,33% or macchel
KOMITO3HLIHH;
(e) creapundymapar HaTpuss B KojmuectBe mpumepHo 1,38% ot macche
KOMITO3HLIHH;
(f) xonnmonmHelil muOKCHA KpeMHUs B KommdecTBe mpumepHo 0,42% oT Maccel
KOMITO3HLIUU U
(g) naypuicynbdar HaTtpuss B KojmuectBe mnpumepHo 0,7% oT Maccel
KOMITO3HLIHH.
[00212] B wmexnaynaponnoi 3asBke Ha mateHT Ne PCT/US2016/066634 ommucaHbl
JIOTIOJIHUTENIbHBIE KOMITO3MIIMM U Croco0bl nmpumeHeHus: X4P-001, u oHa MONHOCTBIO

BK/IIOYCHA B HACTOALICC OIMMUCAHUEC MOCPEACTBOM CCBIJIKH.
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[00213] TIlockombky MOXKET OBITh JKENATENbHO BBOAUTh KOMOWHAIMIO AKTHBHBIX
COGﬂHHeHHﬁ, Hanpumep, ajad OCYIIECCTBIICHUA JICHCHUSA KOHKPETHOTO 3a6OHeBaHI/I$I nJIn
COCTOsIHHS, B OOBEM HACTOSIIEro H300peTeHHs BXOOUT TO, YTO OBE HJIKM Oojee
(dapMaLeBTHYECKHX KOMIIO3HMLUH, MO MEHBIIEH Mepe OOHA M3 KOTOPBIX COHEPIKHT
KOMITO3HLIUIO COrJIACHO HACTOSIIEMY H300PETEHHIO, MOTYT ObITh YAOOHO OOBEIMHEHBI B
dbopme HaboOpa, MOOXOIAIIETO Ui COBMECTHOI'O BBENEHHS YKA3aHHBIX KOMITO3HI[UH.
Taxum oOpazoM, HAOOP COTJIACHO HACTOSIIEMY H300PETEHHIO COMEPKUT ABE MU OoJiee
OTHACJIBHBIX d)apMaHeBTI/ILIeCKI/IX KOMHOBHHHﬁ, MO MeEHbIIEH MEPE OAHa M3 KOTOPBIX
comepxuT Komnozunuo X4P-001 cornacHo HacToseMy U300pETEeHHIO, U CPEeICTBA VIS
YAEP)KUBAaHUSI YKa3aHHBIX KOMIIO3HLIHUN OTAENBHO APYT OT APYra, TaKue Kak KOHTEHHep,
pasneneHHas OyThUIKA WM Pa3aeieHHbIH Ha OTCekn maker u3 ¢osbru. [Ipumepom Takoro
HaOopa SBJIIETCS XOpPOLIO W3BEeCTHAs OJHUCTEpHAsl YIAaKOBKA, MHpHUMEHsieMasi Jyis
YIAaKOBKH Ta0JIETOK, KAICyJI H TOMY [TOIO00HOTrO.

[00214] Habop corsacHO HACTOSIIEMY H300pPETEHUIO  SBISIETCS  OCOOEHHO
HOJXOISIIKM ISl BBEAECHHS PAs3IMYHbIX JIEKAPCTBEHHBIX (JOPM, HAPHIMED MEePOPATIBHBIX
U MapeHTepajbHbIX (OpPM, UIi BBEICHUS OTHENBHBIX KOMIIO3ULHHA C Pa3JIuYHBIMU
HHTCpBaAJIaMH MEXKOY O03aMHU MW JJId TUTPOBAHHUA OTACJIBHBIX KOMHOBI/IL[I/Iﬁ
OTHOCHTENBHO Apyr apyra. ns oOnerueHusi coOMOneHus JIEeYeHHsT yKa3aHHBIA HaOOp

OOBIYHO COIEPKHUT YKa3aHHs MO BBEICHUIO U MOKET ObITh CHaOXEeH maMsiTKO# (memory

aid).

IHpumenenun  coedunenuit u  papmayeemuuecku - HpUEMIIEMbBIX

KOMRno3uuuii

[00215] beuto oOHapykeHo, uro B mporecce cuHtesa X4P-001 mosBasOTCS
HEKOTOpBIE MPUMECH, TAKHE KaK COEMUHEHUS, IPUBENEHHBIE BhIllle B Tabmuie 1 uam ux
CTEpEeOH30MEPHI, UK (hapMaIeBTUUECKU MPHUEMJIIEMbIE COJTH. Bhifienenue u onpeneneHue
XapaKTePUCTUK KaXKIOM MPUMECH BaXXHO NO psAay npuuuH. Kak mnpaBmwio, s
(dbapMaIeBTHYECKUX KOMITO3MIMK TPeOyeTcss BBICOKMH YPOBEHb YHCTOTHI, YTOOBI
COOTBETCTBOBATh TPEOOBAHUSIM PETYIUPYIOIIUX CTAHIAPTOB KA4yeCTBA M YHUCTOTHI

JIeKapCTBEHHBIX cpencts. Hampumep, mpu cuntede X4P-001 oObuHO 0Opasyrorcs
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NpPUMECH, BKJIOYAash MPOAYKTHI PA3JIOKEHHs MM MOOOYHbIE MPOAYKTHI MOJIyUEHUs],
KOTOpbIE MOTYT MPENSTCTBOBAThH MOJYUYEHHIO TepaneBTHUecKuXx 3¢dexro ot X4P-001,
W/WM MOTYT OBITh TOKCHYHBIMH B CJIy4ae UX MPUCYTCTBHS B JOCTATOUHBIX KOJIMYECTBAX.
CooTBeTCTBEHHO, HEOOXOAMMO UMETh BOBMOXKHOCTh OMPEAENSITh HAIMYHE U KOJIMYECTBA
TAKMX  IpUMece U KOHTPOJMPOBATH  XHUMHYECKYIO  YHCTOTY,  BKJIOYas
crepeoxumMuieckyto uuctory, X4P-001. [ns 3Toro HeoOXOAMMO HAEHTHU(DHUIIHPOBATS,
BBIZIGIUTE M XUMHUUYECKH OXapaKTepHU30BATh MPHUMECH, KOTOPbIe MOKHO NPUMEHSTH B
xpomaTorpaduyeckux mpouenypax, Kak CTAaHZAPThI IS MOATBEPKACHUS YHCTOTHI X4P-
001.

[00216] CooTBeTCTBEHHO, B OJHOM ACIEKTE HACTOSIIEr0 H300PETEHHs MPEIJIOKEH
Ccnocod TMONydeHUsT TMPEAJIOKEHHOrO COEOUHEHHs WM ero  (hpapManeBTHYECKH
IpUEeMJIEMON COJIM, BKJIIOYAIOIIUN TPUBEEHH e MOIXOISIIEro HCXOHOr0 MaTepuana mwin
MaTepHaJIOB B KOHTAKT IPU YCJIOBUSIX, NPEICTABIEHHBIX, HAIPUMED, B IPUMepax HUXKE,
UL TIOJIyYeHHs] COeNMHEHHUs WM ero (apMaueBTHUYECKH MpHeMIeMoi conu. B
HEKOTOPBIX BAPHAHTAX PEASTH3ALNH COeUHEHNE WIH ero hapMalleBTHYECKU IpHeMIieMast
COJIb SIBJII€TCSI IPUTOAHOM TSl IPUMEHEHHS B KAYECTBE STAJIOHHOTO CTAaHIapTa WU/HJIH B
criocofax OmpeneneHus HAJUYUsl IPUMECH B 0Opasiie, TAKOM Kak oOpasel] COeIuHEHHsI
dbopmyiist I uim ero papmareBTHUECKH TPHEMIIEMOI COJIH.

[00217] B HacrosieM H300pETEHHH TaKKE MNPEUIOKEHBI CIOCOOBI ONMpPENeNIeHuUs
MpUMeECH, BKJIIOYAIOI[HE BBEICHHE 3TAJIOHHOTO PAaCTBOpPA, COAEPKAIIEro COeAUHEHUE
dbopmynel I wnm ero (dapmaneBTHUECKH MPUEMIIEMONW COMH B KOJOHKY BOXKX mpwu
ONpENEIEHHOM Habope YCIIOBHI C TMOJydYeHHEeM IMepBOi XpomaTtorpammbl BOKX,
OpUYeM YKa3aHHOE KOJHWYECTBO HW/WJIM XUMHYECKas CYIIHOCTb COEJWHEHHS,
NPUCYTCTBYIOILIETO B JTAJIOHHOM pAaCTBOpE, HM3BECTHBI, BBEIAEHHE OOpas3ima pacTBopa,
conepxkainero coenunenue ¢popmyssl I umm ero papmaneBTHUECKH TPUEMIIEMOI COJTH, B
konoHky BOXX nmnpu ykazanHom Habope yCIOBHI C TOJYYEHHEM BTOPOIi
xpomatorpammel BOXKX; u omnpeneneHne Haiuuus W/WIA KOJHUYECTBA COEAUHEHUS B
yKa3aHHOM oOpa3le pacTtBopa. B HEKOTOpBIX BapHaHTaX peaju3ally YKa3aHHBIH
STAJIOHHBIN PACTBOP BBOJAT HECKOJBKO pa3. B HEKOTOPBRIX BapHaHTax pean3alud

yKa3aHHOE OMpenesieHne BKIIOUaeT CPaBHEHHE BPEMEH YIASP’KUBaHHS IMHKOB HAa MEPBOU
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xpomarorpamme BOXX u nmukos Ha BTOpOit Xpomatorpamme BOXKX mis onpenenenus
HaJMuMsl COEAMHEHHs B pacTBope oOpasma. B apyrux BapuaHTax peanu3aluu
OlpefieIeHne BKJIIOUaeT KOJMYECTBEHHOE OIpeeNieHne IUIOmaneil MUKOB pacTBOpa
obOpa3ua W MJoLaJell NMHUKOB 3TAJIOHHOTO pacTBOpa Ha Xpomartorpammax BIXKX u
OLIEHKY W3 3THX pe3yJIbTAaTOB KOJMYECTBA COEOUHEHHs B obOpasue pactBopa. B
HEKOTOPBIX BapuaHTaxX peanu3anuu kojoHka BOKX mpencraenser coboit obOpareHHO-
($a30ByIO KOJIOHKY, M COAEP)KMMOE€ YKA3aHHOH KOJIOHKH OSJIIOUPYIOT C MpPUMEHEHHEeM
NONBWKHON (pasbl, conmepskaiield BOAY, METAHOJ, TPU(PTOPYKCYCHYIO KHUCIOTY HMJIH UX
CMecH.

[00218] B HacrosieM H300pETEHHH TaKKe MPENJIOKEHBI CIOCOOBI ONpEHeIEHHs
HAJIMYUSl MM KOJIMYECTBA IMpHMecCH B o0pasie, comep)kalleM WIH [0 CYIIECTBY
cocrositeM u3 coeauHenus ¢opmyssl I win ero dapmareBTHYECKH MPUEMIIEMON COJIH,
BKJIIOUAIOIIKE BBeneHne B KoJOHKY BOXKX, myrem OHOro MM HECKOJIBKUX BBEACHUIA,
pactBopa oOpasua, comepskamiero marepuai u cBsizaHHOro (spiked) ¢ 3TamoOHHBIM
COEIMHEHUEM, UMEIOIIUM U3BECTHYIO XUMHYECKYIO CTPYKTYpPY, TAKylO KaK COeIUHEHUe
I-1, 1.2, I-3, I-4, I-5, I-6 wu I-7; nonyuyenune xpomarorpammel BOXX u onpenenenue
HAJMuMsl W/HJIH KOJIMYECTBA COENHHEHHWs B Marepuajie. B HEKOTOPBIX BapHaHTaxX
peanmuzanun kojonka BIXKX mpencraenser coboit oOparneHHO-()Aa30BYIO KOJIIOHKY, H
CONEP)KMMOE YKA3aHHOW KOJIOHKH OJJIIOMPYIOT C MPHUMEHEHHEM TOIBHKHON (hassl,
cojiep Kaliell BOAY, METAHOJI, TPH(PTOPYKCYCHYIO KHCIOTY Wid uX cMecu. Crocod MoxeT
JOTMOJIHUTENIEHO BKJIFOYATh JOKYMEHTAJIBHYIO (DUKCAIMI0 B MHCbMEHHOW (opme
XUMHUYECKOH CYIITHOCTH COEIMHEHHUS U KOJIMYECTBA COSAMHEHHS B KAUECTBE MIPHMECH.
[00219] B HekoTOpBIX BapHaHTaX peaaH3alUHd CHOCOO IOMOJHHUTENBFHO BKIIOUAET
JOKYMEHTAJIBHYIO (PUKCALMIO B MUCbMEHHOU (hOpMe XMMUUYECKOW CYIHOCTU COEIUHEHHSI
U KOJMYECTBA COSAWHEHHs] B KAayeCTBE NMPUMECH B MaTepHayie. B HEKOTOPBIX Cllydasx
KOJIMYECTBO B MaTepHajie COeIMHEHUs OMPENeNsoT nyTeM (1) nAeHTU(UKALUN MHKa Ha
XpoMaTrorpaMme, KOTOPBIH COOTBETCTBYET NHKY Ha KOHTPOJIBHOH XpOMAaTOorpaMme
COEOMHEHUs, JIsI KOTOPOro U3BECTHO, UTO OHO umeeT cTpykrypy I-1, I-2, I-3, I-4, I-5, I-
6 wm I-7, (i1) uaeHTHUKAIUK THKA HA XPOMATOrpaMMe, KOTOPBI COOTBETCTBYET

OTHOCHUTCIIBHOMY BPEMCHH YACPKUBAHUSA COCOAUHCHUSA, NJII KOTOPOroO U3BECTHO, YTO OHO
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umeet ctpykrypy I-1, I-2, I-3, I-4, I-5, 1-6 umu I-7; w/unu (1i1) uneHTHGHUKALNKA THKA HA
XpoMarorpamMme, KOTOPBIH COOTBETCTBYET H3BECTHOMY KOJHMYECTBY CBSI3aHHOT'O
COeNMHEHUS, ISl KOTOPOrO U3BECTHO, UTO OHO mMmeeT cTpykTypy I-1, I-2, I-3, 14, 1-5, I-
6 wm I-7. B HekoTOpBbIX BapuaHTax peanu3auuu kosoHka BOXXX mpencrasisier coboit
o0parieHHO-(pa30BYI0 KOJIOHKY, U KOJIOHKY JJIIOHPYIOT C NPHMEHEHHEM IOJBHKHON
(asel, comeprkaliell BOAY, METAaHOJ, TPHPTOPYKCYCHYIO KUCIOTY UJIH UX CMECH.

[00220] B HexOTOpPBIX BapHaHTAX PEAU3ALNN HACTOSIIEr0 H300PEeTEHHS MPEUIOKEHO
coenunenue, BbiOpannoe wu3 I-1, I-2, I-3, I-4, I-5, I-6 wm I-7, uma ero
(dapManeBTHYeCKH NpHemiieMas COJib, C YHCTOTOHM, MO3BOJSIOIIEH HPUMEHSTH €ro B
KauecTBe 3TaJOHA HJIM CTAHAAPTAa B PA3JIMYHBIX AHAJMTUYECKHX MeToaax (Hampumep,
BOXX, I'X, COX, KXMC), kak 0oJjiee MOJHO OMUCAHO HIDKE. B HEKOTOPBIX BapHaHTaX
peanu3anuu COoeAuHEHHe WiH ero (apMaleBTHYECKHd NpHeMJIeMasi COJIb MOXKET ObITh
BBIZIEIEHO C YHCTOTOW 1O MeHbluer mepe 0,5%, umcroroir mo Menbiuerd mepe 1%,
YUCTOTON MO MeHbiuel mepe 5%, uuctorod mo MeHbled mepe 10%, uducTOTOH MO
Mmensbield Mmepe 15%, uncroroir mo mensieit Mepe 25%, YUCTOTONW MO MEHbIIEH Mepe
50%, uncroToii Mo MeHsbIIel Mepe 75%, YncTOTOl Mo MeHbLIel Mepe 95% uu Y CTOTOM
no MeHblnell Mepe 97%. B HexkoTOpBIX BapHaHTax peajn3alud COSOUHEHUE WJIH €ro
(dapMaleBTHYECKH TTPUEMIIEMYIO COJIb BBIAEISIOT H/MJIH YIIAKOBBIBAIOT B BHIE TBEPIOTO
BeLECTBA.

[00221] B ngpyrom acmekrte HACTOSIIEr0 W300peTeHHs] MPEIIOKEHBI CIOCOOBI
onpenenenust Hamuuns w/wmn komuuectea I-1, 1-2, 1-3, 14, I-5, 1-6 wm I-7; wnm ux
dapMaleBTHYECKH  MpHEMJIEMBbIX  coyned. Hampumep, coeouHEHHWE WJIM  €ro
(dapMaleBTHUYECKH TpUeMJIeMasi COJib MOTYT OBITh MOJYYEeHbl B KA4YECTBE MPUMECH B
npouecce cuaTe3a X4P-001. B KOHTEKCTE HACTOSILErO OMHCAHUS TEPMHUH KIPHUMECH)
MOJKET OTHOCHUTBHCS K MPOAYKTAM PA3JIOKEHUs, KOTOpble O0pa3yrOTCs MPH XPaHEHUH
X4P-001 w/munu mOOOUYHBIX MPOAYKTOB, OOpPA30BaHHBIX B XHUMHYECKOH peaKIuH
nonyuennss X4P-001. B oqHOM M3 BapHaHTOB peain3alid Coco0 BKJIFOYAET BBEIECHHE
3TaJIOHHOTO pacTtBopa, coxepxkamero I-1, 1-2, I-3, I-4, 1I-5, I-6 wm 1-7;, mm ux
dapManeBTHYECKH TpHeMieMble coyid, B kojgoHKy BJIXKX mnpu Habope ycnoBuii ¢

MoJIyYeHHEeM TepBor xpomarorpamMmbl BOKX, mpuuem yka3aHHOE KOJHYECTBO H/HIIH
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xumuyeckas cymuocts I-1, 1-2, 1I-3, I-4, I-5, 1-6 umu I-7; umu ux dapmaieBTuuecku
NPHEMJIEMBIX COJIEH, MPHCYTCTBYIOIINX B JTAJIOHHOM PAacTBOpPE, M3BECTHHI, BBEICHUE
obpasiia pactBopa, coxepskamiero X4P-001, B xomonky BIXKX mpu Tom ke Habope
YCJIOBUH C TOJy4eHHeM BTOpoil xpomatorpammbl BOXKX wu cpaBHeHme mnepsoi
xpomarorpammbl  BOXKX co Bropoit xpomartorpammonn BOXKX nmns onpenenenus
Haymunst u/min konmmdectsa npumecu (I-1, 1-2, 1-3, I-4, I-5, 1-6, wm I-7; wm ux
(dapMaLeBTHYECKH MPHEMJIEMBIX COJIel). DTAJIOHHBIH PACTBOP MOXKET ObITh MOJyYeH
nyTeM pacTBOpeHus: obOpasua (Hampumep, TBepaoro obpasua) I-1, I-2, I-3, 14, I-5, 1-6,
wm I-7; umn ux dapmManeBTHUECKH NPHEMJIEMBIX COJIeH, B MEPBOM pPACTBOPHUTENE, H
yKa3aHHBI O0paser; pacTBOpa MOXeT OBbITh IOJy4YeH MyTeM pacTBOpeHHs obOpasia
TBEPAOrO BELIEeCTBA BO BTOPOM pPacTBOpHUTENe. B HEKOTOPBIX BapHaHTaxX peaM3alluu
STAJIOHHBII PACTBOP MOXKET COIEPKaTh MIOMOJHUTENbHOE COeAuHeHHe (-51), mpH4YeM
yKa3aHHOE KOJIMYECTBO W/WJIM CYIIHOCTh IOMOJHHUTENLHOIO COENWHEHHs (-Hii) TakKe
U3BeCTHBL. B OqHOM M3 BapuaHTOB peanu3anuu odpaser] (Hampumep, pacTBop oOpasua)
mosker copepkath X4P-001. Crnenyer moHMMAaTh, U4TO HACTOsIIEE H300pETEHHE MOXKET
BKJIFOYATh Jpyrue o0pasipl, B KOTOPBIX IMPEANOAraercs COAEpIKaHHE COENUHEHHUS,
BeiOpannoro w3 I-1, 1-2, I-3, I-4, I-5, I-6 umu I-7; umu ero ¢apmMaieBTHYECKH
MPUEMJIEMOHN COJIH.

[00222] B onmHom u3 BapuanToB peasm3anuu Hamune I-1, I-2, 1-3, 1-4, I-5, 1-6, v I-
7, win ux (QapMaleBTHUECKH MPHEMJIEMON COJIM B OoOpasle pacTBOpa MOXKET ObITh
OTIpEJIENIeHO MyTeM CpaBHEHHS] BPEMEH yAEpPKUBAHHUS IMHKOB B MEPBOH XpOMAaTOrpaMmme
B3OXX co BpemeHneM ypaepkuBaHHS B THKaX Ha BTOpod xpomarorpamme BIKX.
Hampuwmep, mis ctanmaptaoro pacteopa, comepskariero I-1, 1-2, 1-3, 1-4, I-§, I-6, wm I-
7; uinn ux (papMaLeBTHUYECKH MpUEMIIEMAsi COJIb, MOXKET MOJIYUUTHCS XPOMATOrpamMma ¢
nukoM, coorBeTcTeyomuM I-1, 1-2, 1-3, 1-4, I-5, 1-6, unu I-7; win ux dapmarieBruuecku
NpUEeMJIEMOI COJIM, M MUMEIOIIUM KOHKPETHOE BpeMsi yaepKuBaHus. PactBop oOpasua
nanee MoxeT ObITh BBenieH B KOJIOHKY BOYKX mpu Tex ke yCnoBHsIX, UTO U CTaHAAPTHBIIH
pacTBOp, W TOJY4YEHHAss XPOMATOrpPaMMa MOXKET ObITh HW3yYeHa [UIsl ONpeaeseHHs
HaJIM4Ms HAa HEH TMNHKa TpPU TOM K€ BpPEMEHH YIAEP)KUBAaHHS, UYTO W UK,

coorBerctBytoiuii I-1, 1-2, 1I-3, I-4, I-5, 1-6, unu I-7; wim ux dapmaieBTHIECKH
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npueMJIeMbIM coJisiM, B XpomaTtorpamme BOXX mns cranmaptHoro pactsopa. Hammuume
TAKOro MUKa MOYKET YKa3blBaTh HA TO, 4TO B 0Opasie npucyrcteyet I-1, 1-2, I-3, 1-4, I-5,
I-6, v I-7; wim ux QapManeBTHUYECKH NpHemiieMas Ccoyiib. B apyrom BapuaHTe
peanuzaruu komuuectso I-1, 1-2, I-3, I-4, I-5, 1-6, umu I-7; win ux dapmaieBTuuecku
NpUEeMJIEMON COJIM B PacTBOpe oOpas3ua MOKeT OBITh ONpEAeSieHO IyTEeM CpPaBHEHHS
MJIoIazge MUKOB Ha TmepBoi xpomatorpamme BOXKX ¢ miomanpio muKOB HA BTOPOU
xpomarorpamme BOXKX u pacuer cogepxkanus I-1, 1-2, 1-3, 1-4, I-5, 1-6, wim I-7; wnm ux
(dapManeBTHYECKH IPHEMJIEMON COJIH, B pacTBOpe oOpasia.

[00223] B HeKOTOpBIX BapHAHTAX PEAM3ALNN HACTOSILEr0 H300PETeHUs MPEIOKEHBI
croco0bl ompeeeHns MPUMECH B MaTepualie, COCTOsIIeM 1o cyuectBy u3 X4P-001, B
KOTOPBIX pPacTBOp OOpasua, comepsKailuii MaTepuaj ¥ CBA3aHHBIA C ATAJIOHHBIM
COeMHEHUEeM, JUIsl KOTOPOrO U3BECTHO, UTO OHO UMeeT XUMHYecKyo cTpykTypy I-1, I-2,
I-3, 1-4, I-5, 1I-6, v I-7; win ux papManieBTUYECKH MPUEMIIEMBIX COJIEH, KaK OMUCAHO B
HacroseM u300peTeHny, BBOMIT B KOMIOHKY BDXKX u momy4aror xpomarorpammy
BD2XX nnst onpenesieHus: HAJTMYKS W/WTH KOJIMYECTBA COEAMHEHUs] B MaTepuae.

[00224] CroocoObl cOrjacHO HACTOSIIEMY H300PETEHHIO MOTYT IOMOJIHHUTENBHO
BKJIIOYATh JOKYMEHTAJbHYIO (DUKCAIMIO B MHCbMEHHOH (hOpME XMMHUECKOW CYLIHOCTH
COEMHEHUs U KOJINYEeCTBA COEIMHEHHSI B KAUeCTBe MPUMECH B MaTepualie.

[00225] B gpyrux BapuaHTax peayM3aldd HACTOSIIEr0 H300pETeHUs MPeLTOKEHBI
CIoCco0BI OMpeneeHus IPUMECH B MaTepHalie, COCTOSINEM IO cyiecTBy u3 X4P-001, B
KOTOPBIX PacTBOP C PACTBOPEHHBIM B HEM MaTepHalie BBOIIT B KOJOHKY BOXKX m
nony4yaroT Xxpomarorpammy BOXX nans onpeneneHuss KogmdecTBa B YKA3aHHOM
Marepuae COeIMHeHHUs, Ui KOTOPOro H3BECTHO, uTO OHO uMmeeT cTpykrypy I-1, I-2, 1-3,
I-4, I-5, 1-6, wiu I-7; unu ux dapManeBTHYECKH MPUEMIIEMBIX COJIEH, KaK OIMKMCAHO B
HACTOSIEM HU300peTeHnH. XHMHUYECKYK) CYIIHOCTh COEIWHEHHS H KOJWYECTBA
COEIMHEHUs] B KayecTBE IMPHMECH B MaTepuajie [gajee MOXKHO JOKYMEHTAJbHO
3aukcupoBats. KosiuecTBO coemHEHHsI B MATEPUAJie MOXKET ObITh ONMPENeSIEHO MyTeEM
(1) unmeHTHdukauMM HA XpoMaTOrpaMMe IHKAa, KOTOPbI COOTBETCTBYET IMHKY Ha
KOHTPOJILHOW XpomaTorpamme, (i1) HAEHTU(UKALNK HA XPOMATOrpaMMe MHUKA, KOTOPBIi

COOTBCTCTBYCT OTHOCHUTECIBHOMY BPEMCHH YACPKUBAHUA COCOUHCHHA, OJII KOTOPOro
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n3BeCcTHO, uT0 OHO uMeer cTpykrypy I-1, I-2, 1I-3, 1I-4, I-§, 1I-6, umu I-7; wm wux
(dapMaLeBTHYECKH TMpHEMJIEMbIX cojiedd, u/mmu (i) WAeHTU(UKANUKA THKA Ha
XpoMaTorpaMMe, KOTOPBIII COOTBETCTBYET H3BECTHOMY KOJHMYECTBY CBSI3aHHOTO
COeNTMHEHUS, ISl KOTOPOTO U3BECTHO, UTO OHO mMmeeT cTpyktypy I-1, I-2, I-3, 14, 1-5, I-
6, wiu I-7; unu ux papmareBTHUECKH TPUEMIIEMON COJIH.

[00226] Hexoropele BapHaHTBI peaNU3ALMH HACTOSLIErO HW300PETEeHHS MOXKHO
NPUMEHSTH TIPH onpenenennn konuuectsa u/mma Hamuuus I-1, 1-2, 1-3, 1-4, I-5, 1-6, wiu
I-7; umu ux QapmareBTHUECKH MpUEMIIEMBIX CoOJieii, B oOpa3sie, conepkamiem X4P-001.
VYkazaHHbIH 00pasen; MOXKET HPEACTaBJSITE COOOH CBEKENPHUIOTOBJICHHBIA MaTepHal,
Wi o0pasenr MOXeT MPEeACTABISATh CO0OH oOpasen, XpaHSILIHACS B TEUEHHE
OIPEeNeNIEHHOro Mepruoaa BpeMeHH. B omHOM M3 BapHaHTOB peanm3auuu obOpaser X4P-
001 MOXET XpaHUTHCS U €ro MEPUOANYECKH aHAIU3UPYIOT C MPHMEHEHHEM CIIOCOOOB,
OMHCAHHBIX B HACTOSILIEM U300pETeHNH, IJIsl ONPEAeIeHUs] HATMYus 1/uin Konndectsa I-
1, I-2, I-3, 1I-4, I-5, 1-6, umu I-7; umm ux apManeBTHUYECKA MPUEMIIEMBIX COJIEH, B
obpasie, KOTOpbIii MOXKET 00pa3oBBIBATHCS, HAmpumep, npu pasnokeHnn X4P-001. B
HEKOTOPBIX Cliydasix oOpasen MOKeT ObITh MOMeIeH B HeOIaronpHsTHbIE yCIIOBUS, TO
€CThb YCJIOBHsSI, CIENHAJbHO crocoOcTByromue pasnokennio X4P-001, rtakuwe Kak
MOBBILIIEHHbIE TEMIIEPATYPbl W/HJIA TOBBIIIEHHAS BJIAYKHOCTb, MPHUYEM YKa3aHHBIH
oOpazen; MEePHOAMYECKH aHAIU3UPYIOT C TMPUMEHEHHEM CIOCOOOB, OMHUCAHHBIX B
HACTOSIIIEM M300peTeHnH [Tl OmpenesieHus: B oOpasie Hammuus u/wim konudectsa I-1,
1-2, I-3, I-4, I-5, 1-6, v 1-7; wnm ux hapManeBTHYECKH IPUEMIIEMBIX COJIEH.

[00227] CoenuHeHHs U KOMIIO3HMLUHU, OMMCAHHBIE B HACTOALIEM H300PETEHUH, MOYKHO
npumMenste uis uarnouposanus CXCR4 umn ero myranta. HekoTtopeie coemuHeHus u
KOMITO3HLIUH, ONMHCAHHBIE B HACTOSIIEM H300pETeHHH, KaK ObLTO OOHAPYKEHO, MOXKHO
OPUMEHSTE B JIEUEHWH, NPENOTBPALIEHHH W/WIM CHUKEHHH pUCKAa 3a00JieBaHHS,
paccTpoiicTBa Ui coctosiHus, cesgzanHoro ¢ CXCR4.

[00228] B onmHOM acmekTe HACTOSALIErO H300pPETeHHs MPEIOKEH  CIocod
unrubuposannss aktuBHocTH CXCR4 wim ero MyTaHTa y NAlMEHTa, BKIFOYAOLIHI
CTaJHI0 BBEIEHUS YKA3aHHOMY MALMEHTYy NpemiokeHHon kommosunnu X4P-001. B

APYTHX BapHaHTAX PEAN3alMH HACTOSIIEro M300peTeHus MPeUIokKeH Crocod JeueHus
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pacctpoiictBa, onocpenosanHoro CXCR4 wim ero MyTanToM, y HYKOAIOLIEroCsS B 3TOM
MalKdeHTa, BKJIOUYAIOUIMI CTaAdi0 BBEACHHUS YKA3aHHOMY MALUEHTY MPEIIOKEHHOMN
komno3unun X4P-001 coryacHO HacTosieMy H300peTeHUIO Wi ee (apMaleBTUYECKH
NpUeMJIEMONl KOMIO3ULMU. Takue paccTpOHCTBA MOAPOOHO OMHMCAHBI B HACTOSLIEM
U300peTeHNN.

[00229] Hexoropeie crocoObl jeueHus 3a00JI€BAHKS WIH PACCTPONCTBA C MOMOIIBIO
X4P-001 omucans! B 3asBke PCT Ne PCT/US2018/038776, nomauuoii 21 urons 2018 r.,
COAEpKaHUE KOTOPOW IOJHOCTBIO BKJIIOUEHO B HACTOsIEE OINHUCAHHE IOCPEACTBOM
ccpuikd. OmHcaHHBIE B HACTOSIIIEM HM300PETEHHH COSOMHEHHUS W KOMITO3UIIMH MOXKHO
OPUMEHSTh B TAKUX CIIOCO0axX JiedeHust 3a00JIeBaHNUS HITH PACCTPOMCTBA.

[00230] B HexoTOpPBIX BapHaHTaX peajM3alliid KOMIIO3UIMIO, coaepxainyio X4P-001
win ero (apMaleBTHYECKH MPUEMIIEMYIO COJIb BBOIST MEPOPATHHO B KOJIUYECTBE OT
npumepHo 200 mMr 1o npuMmepHo 1200 mr B cyTku. B HEeKOTOPBIX BapHaHTax peau3aluu
N03UpyeMasi KOMITO3ULHSI MOJKET ObITh BBEZIEHA IBAYKIBI B CYTKH C pa3iesieHHON 1030i ¢
OPOMEKYTKOM npubu3uTensHo 12 yacoB. B gpyrumx BapuaHTax —peajH3al[iu
no3upyeMasi KOMIO3HIUST MOXeT ObITh BBEIEHA ONWH pa3 B CyTKH. KOHeuHbI mepuon
nonyBeiBenenns X4P-001, xkak Obuto oOmpeneneHo, B OOIIEM Cilydyae COCTABJISIET OT
npuMepHo 12 no nmpumepno 24 yacos wm npumepHo 14,5 vaca. J{o3a miist nepopajibsHOro
BBEJIEHUSI MOXKET COCTaBJIATE OT npuMepHo 100 mr no npumepno 1200 Mr oxuH win 1Ba
paza B CyTkH. B HekoTOphIXx BapmaHTax peanm3anuu npo3a X4P-0001 wnmm ero
(dapMaleBTHYECKH MPUEMJIEMOI COJIM, MOAXOISINAasi JJisi MPUMEHEHHS B HACTOSLIEM
u3obpeTenuu, coctasisier ot mpumepro 200 mr 1o npumepro 800 mr B cyTku. B apyrux
BapraHTax peanu3anuu n03a X4P-001 wim ero dapmaieBTHUecKn MPUEMIIEMONH COJIH,
NOOXOASIIAsl JUIsi TMPUMEHEHHs B HACTOSIIEM H300PETEHHH, MOYXET COCTABJSATH OT
npumepHo 200 mr go npumepHo 600 mr, ot mpumepHo 400 mr go npumepHo 800 mr, ot
npumepHo 600 mr no npumepro 1000 mr mm ot npumepHo 800 mr no mpumepHo 1200
MT B CYTKH.

[00231] B oxHOM acmekTe HACTOSIIEr0 M300PETEHHS MPEINIOKEH CIOCO0 JIeueHus
paka, TaKoro, Kak ONHCAHO B HACTOSAIIEM HW300pETEeHUH, TMyTeM BBEIECHHS

HY)KIJAIOIEMyCsl B OTOM MAalHeHTy 3(P(eKTHBHOro KOJMUYECTBA MPEIJIOKEHHOM
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komrno3unun X4P-001. B HekoTOphIX BapuHaHTaX peaju3alud CHocod BKIIOUYAET
COBMECTHO€ BBEJIEHHE OJJHOBPEMEHHO I MOCIEA0BATENBEHO 3()PEKTUBHOIO KOJTHYECTRA
OJHOT'O MJIM 0oJiee NOMOJIHUTENIBHBIX TE€PANeBTUUYECKHX AreHTOB, TAKWE KaK OMHCAHO B
HAcTOsieM Hu300peTeHHH. B HEKOTOPBIX BapHaHTAX peaHu3alHud CIoco0 BKIIIOUAET
COBMECTHOE BBEIEHHE C OIHUM JONOJHUTEIbHBIM TEPAaNeBTUUECKUM areHToM. B
HEKOTOPBIX BAapHAHTAX pPEAJM3ALHH CIOCOO BKJIIOYAET COBMECTHOE BBEIEHHE C JIBYMSI
JOTIOJIHUTEJIbHBIMU TEPAaNeBTUYECKUMU areHTaMu. B HeKOTOPhIX BapHaHTaX peaiu3aluu
KOMOMHAIUS TPEAJIOKEHHOIO COEOMHEHUS MM KOMIO3WLHMH M JOMOJHUTEIBHOTO
TeparneBTHYEeCKOro areHTa I areHTOB JeHCTBYeT CHHEPTUUeCKH Ul MPeIOTBpPaLeHus
WIA CHUJKEHHS YCKOJIb3aHUSI paka OT MMMYHHOIO OTBETA W/WIHM YCKOJb3aHHS OT
AHTHAHTHOT€HHOW Tepamuu. B HEKOTOpRIX BapHaHTaX peau3allid NAlUeHT paHee
IoJIy4yaJl JpYrod IpPOTHBOPAKOBBIM areHT, Kak TO AaJbIOBAaHTHAs Tepamnus WU
UMMyHOTepanusi. B HEeKOTOpbIX BapHaHTaX peau3alid YKa3aHHBIA pak sBJsSeTCs
pedpaxTepHbIM.

[00232] B HeKOTOpBIX BapuaHTaX peau3aluu 3a00JeBaHHE, PACCTPOMCTBO WM
cocrosiuue, cps3aHHbie ¢ CXCR4, BbpIOpaHbl W3 KJIETOYHBIX MNpOsUdepaTHBHBIX
paccrpoiicte, Oonesnn Aunbureiimepa, BUY, peBmaroumHoro aprtputa uian ¢GudOposa
Jerkux. B HEKOTOphIX BapuaHTax peaim3anuu 3aboJeBaHUE, PACCTPONCTBO HJIH
COCTOSIHHE TIPEACTABIIsIET cOOOI runepnposrdepaTiBHOE PACCTPORCTBO, TAKOE KaK Pak.
B HekOTOpBIX BapuMaHTaX peaJM3aldd YKa3aHHBIA pak TMpPEacTaByisieT coOoi pak
MOJIOYHOH JKeJie3bl, STMYHUKOB, MOYEK, JIETKOrO MM MeJIJaHOMY. B HeKOTOphIX BapraHTax
peanmusanui pak BbeIOpaH w3 modeuHo-kiaeTounoi kapuuHombl (ITKK), pedpakxreproii
ITKK wumu ceernoxserounoit [TKK (ccRCC).

[00233] B HekOTOpBIX BapHaHTAX pean3alii B HACTOSIIEM H300PETEHHH MPEIIOKEH
croco0 JieueHus: MAlMEeHTOB C PAKOM, MPEACTABJISIOUIUM COOOW CONMIHYIO OMyXxoJib. B
HEKOTOPBIX BApHAHTAX peAH3alUi MANUEHT HMEeeT paK IOYKH, OMyXOJb IOYeK,
KapLHHOMY MOYeK (BKJIIOYAs CBETIIOKJIETOYHYIO U MANMUUIIPHYIO KapILHHOMY MOYEK), paK
SIMYHUKOB MJTH MEJTaHOMY.

[00234] TIpemnoskeHHbIe COoemuHEHUs1 mpeAcTaBisitoT coboit uarudutoper CXCR4 wu,

TaKUM 00pa3oM, MOAXOAST [Jisl NPUMEHEHHs [UIsl JIeYeHUsT OAHOro Wik Oosee
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paccTpoiictB, cBsizaHHBIX C akTUBHOCThIO CXCR4. Takum o00pa3om, B HEKOTOPBIX
BApHAHTAX peaJM3alMH HACTOSINEr0 H300peTeHns TMPEeUIOKEeH CIocCo0 JIeueHHs
onocpenoeannoro CXCR4  paccTpoiicTBa, BKIIOYAIOIIUNA  CTAJUIO  BBEIECHUS
HYXOAIoLleMyCcss B 3TOM MalMeHTy mnpemiokeHHoW kommosuuuu X4P-001 unu ee
(bapMaLeBTHYECKH TPHEMIIEMON KOMITO3HLIUH.

[00235] B omHOM acmekTe HACTOSILEro H300pEeTeHUs MPEeIOKEeH CHoco0 JeueHHs
paka y Hy»KJQIOLIerocsi B TOM MAalMEHTa, Ie YKa3aHHBIH Crnoco0 BKJIIOYAET BBEIEHHE
YKa3aHHOMY MalMeHTy MpemiokeHHon komno3uiuu X4P-001 B koMOWHALIMK C OTHUM
wi Oojiee MOTOJHUTENIBHBIMA TEPANEeBTUYECKUMU areHTaMH, TAKHUMH KakK OJHO HWJIH
Oosiee UMMYHOCTHMYJIM PYIOIIUX TEPANEBTHYECKUX COSAMHEHUH.

[00236] B HEKOTOPBIX BapUaHTax peanus3anuu OIHO UJH Oonee
UMMYHOCTHMYJIHPYIOIIUX TEPANEeBTHUYECKUX COEOUHEHHH BBIOpAHBI W3 3JOTy3yMalda,
Mu(aMypTHIa, ArOHUCTA WK aKTHBATOPA TOJUI-IOJOOHOTO PELenTopa Wik aKTHBATOpPA
RORyt.

[00237] B HekOTOpBIX BapHAHTAX pPEATU3ALHUH CIOCOO MOMOJHUTENHFHO BKJIIOUYAET
BBEJICHUE YKAa3aHHOMY HAIHEHTy TPEeTbero TEepaleBTUUECKOro AareHTa, TaKoro Kak
HHTHOMTOP MMMYHHBIX KOHTPOJIBHBIX TOYeK. B HEKOTOpBIX BapHaHTaX peai3aliu
croco0 BKJIIOYAET BBEIEHHE HY)KJAIOLIEMYCS B 9TOM MALMEHTY TPEX TEPANEeBTHUECKHX
areHToB, BbIOPAHHBIX u3 MPeIOKEeHHON KOMITO3ULIUH X4P-001,
UMMYHOCTHMYJIUPYIOLIETO TEPANIEBTHUYECKOTO COEOHHEHUS U HWHTHOHUTOpa MMMYHHBIX
KOHTPOJIBHBIX TOUEK.

[00238] B HekOTOpBIX BapHaHTAX peaM3alUd UHTMOUTOP UMMYHHBIX KOHTPOJIBHBIX
TOUeK BbIOpaH U3 HHUBOJAyMaba, memOponu3ymaba, wumuimMymada, asenyma0a,
nypeanymaba, ate30u3yMada Uil muamim3ymada.

[00239] B npyrom acmekTre HACTOSIIErO M300PETEHHS MPEMIOKEH CIOCOO JICYEHHUS
paka y Hy»KAAIOLIErocsi B 3TOM MAaIlMEHTA, IJe YKa3aHHBIH Crnoco0 BKJIIOYAET BBEIEHHE
YKa3aHHOMY MAalMEeHTy MpPeIoKEeHHOW KoMno3uiuu X4P-001 B koMOWHAIIUK C OIMHUM
wi 0ojiee  JOMOJHUTENPHBIMUA TEPANEeBTHUECKUMH AareHTaMH, BbIOPAHHBIMH U3
uHrubuTopa nHaoaamun-(2,3)-auokcurenassl (IDO), unrudurtopa nosmu-(AJ®-pudo3a)-

nosumepasbl  (PARP), wunrubutopa rucrongeauerunassl (HDAC), wunruburopa
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CDK4/CDK6 nnu uaruburopa pochatuananao3utos-3-kuHassl (PI3K).

[00240] B wHexoroprix BapuaHTax peanu3auuu uHruOuTop IDO BEIOpaH ©3
sMaKajocTara, HHIokcumona, kanMmaautuda, GDC-0919, PF-06840003, BMC:F001287,
Phy906/KD108 unu pepmenTa, KOTOpBIil pa3pyliaeT KHHYPEHHUH.

[00241] B Hekoropeix BapuaHTax peanuszauud uHruOutop PARP BeiOpan wu3
onanapuba, pykanapu0Oa v Hupanapuoda.

[00242] B mHekoropbix BapuanTax peanu3auun uHrHOutop HDAC BRIOpaH U3
BOPUHOCTATA, POMUIENICHHA, TAHOOMHOCTATa, OETMHOCTATA, SHTUHOCTATA HJIH YU JAMH/IA.
[00243] B HekoTopeix BapuaHTax peanmusanun uHruOutop CDK 4/6 BBIOpaH U3
nandoruknbda, pudonnknda, abemManukInba WM TPIIALHKINOA.

[00244] B HekOTOpHIX BapHAHTAX pPEATU3ALHUH CIOCOO MOMOJHUTENHFHO BKJIIOUYAET
BBEJICHHE YKA3aHHOMY IALUEHTy TPEThEro TEepaNeBTUYECKOro0 areHTa, TaKoro Kak
UHIUOUTOP HMMMYHHBIX KOHTPOJIBHBIX TOUeK. B HEKOTOpPBIX BapHaHTaxX peaU3aliu
Croco0 BKJIIOYAET BBEISHHE HYXKAAIOIIEMYCS B 3TOM MAIMEHTY TPEX TePareBTHUECKHX
areHToB, BbIOPaHHBIX W3 HOpeIoKeHHOW  kommosuimmu  X4P-001,  BTOporo
TEPaNeBTUYECKOro areHTa, BELIOPAHHOr0 M3 HHrUOUTOpa HHAONIAMIH-(2,3)-IHOKCUT €HA3bI
(IDO), wuuruburopa  nonu-(AAD-puboza)-nmomumepasst  (PARP),  unruburopa
rucronneanernwiasel  (HDAC), wunru6bmropa CDK4/CDK6 wmm  uHruburopa
dbochatumumunosuTon-3-kuHa3el  (PI3K) wu Tpethero TepameBTHYECKOro areHTa,
BBIOPAHHOTO M3 MHTHOUTOPAa MMMYHHBIX KOHTPOJIBHBIX TOUEK. B HEKOTOpPBIX BapHaHTax
peann3aliil WHTHOMTOP HWMMYHHBIX KOHTPOJBHBIX TOYEK BBIOpaH W3 HHBOJymala,
nemOponusymaba, wummimMmymaba, aBeiaymaba, aypsaidymada, are3onmsymada HiH
nuM3ymaa.

[00245] B mHekortopeix BapuaHTax peamusaiuu  uHruOutop PI3K BeIOpan wu3
unenanucuba, anmenucudba, Tacenucuba, NUKTWIN3MOA, Komaujmcuba, myBenucuOa,
PQR309 unu TGR1202.

[00246] B nopyrom acrmekTte HACTOSIIEro M300peTEeHHUs] MPEmJIOKEH CIOco0 JieueHus
paka y Hy»KAAQIOLIErocsi B 3TOM MAalMEHTa, IJe YKa3aHHbIH Crnoco0 BKJIIOYAET BBEIEHHE
YKa3aHHOMY MAaIMEHTy MpeIoKeHHOW KoMno3uiuu X4P-001 B koMOWHAIIUK C OIMHUM

i  donee AOMOJHUTCIIBHBIMU  TCPAIICBTUYCCKUMU arc¢HTaMu, BI:I6paHHI:IMI/I u3
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TEpaneBTHYECKUX areHTOB Ha OCHOBE IUIATHHBI, TAKCAHA, HHIHOUTOpA HYKJICO3UOA HJIH
TepaneBTHYEeCKOr0 areHTa, NpersiTCTByromero HopMmanbHoMy cuHTedy JIHK, cunTesy
Oenka, pelJIMKALMK KIJIETOK WM OyZeT HHbIM 00pa3oM HHruOMpPOBAaTH OBICTPO
npoau(epHPYIOLIHE KIETKH.

[00247] B HexOTOpbIX BapuaHTax peaju3alii TEepPaneBTHUYECKUNH areHT Ha OCHOBE
IUIATHHBL BbIOpAaH M3 LHUCIUIATHHA, KapOOIUIATHHA, OKCAJMIUIATHHA, HENAIUIaTHHA,
MUKOIJIATHHA WJIM CaTpaIrjiaTHHA.

[00248] B HekoTOpHIX BapHaHTaX peajU3alM TAaKCaH BBIOPAH W3 MHAKIHTAKCea,
IOLIETAKCENa, CBA3aHHOIO ¢ albOYMUHOM MakauTakcena, kabasurakcena wm SIDS30.
[00249] B  HekoTOpBIX  BapHaHTax  peaju3aluyd  TEePaleBTHUUYECKUH  areHrT,
npensTcTByoLit HopMaigsHomy cuHtesy JIHK, cunTedy Oenka, pernmkaunuu KIETOK
WIM, B [OPOTHBHOM CjydYae, OyZeT NpPemsiTCTBOBATh  pEIUIMKALMH  OBICTPO
nposu(eprpyroUX KIeTOK, BEIOpaH U3 TpabeKkTeanHa, MeXJIOpeTaMiHa, BHHKPUCTHHA,
TEMO30JIOMHUA, HUTapabuHa, JIOMYCTHHA, a3alUTHANHA, OMAL[ETAKCHHA MEMEeCyKIMHATA,
acmaparuHasel  Erwinia  chrysanthemi,  »>puOynmuH  Me3wiarta,  KalaueTpUHA,
OenmamyctiHa, uWKcaOemwyioHa, HenapaOuHa, kiopadabuna, TtpudaypuauHa WM
TUITUPALIAIIA.

[00250] B HekoTOpBIX BapHaHTaX peajM3alMd CHOCO0 MOMOJHHTENBHO BKIIKOUAET
BBEJCHHE YKA3aHHOMY TNAIMEHTY TPEThero TEePANeBTUUECKOrO AareHTa, TaKOro Kak
HHrUOMTOP MMMYHHBIX KOHTPOJIBHBIX TOYeK. B HEKOTOpBIX BapHaHTaX peasi3aliu
croco0 BKJIIOYAET BBEIEHHE HY)KJAIOLIEMYCS B 3TOM MALMEHTY TPEX TePAneBTHUECKUX
areHToB, BHIOpaHHBIX W3  MpemiokeHHOW  kommosuimu  X4P-001,  BTOpOrO
TEpareBTHUYECKOr0 areHTa, BBIOPAHHOTO U3 TEPANEBTUUYECKOrO AareHTa Ha OCHOBE
IUIATHHBI, TaKCaHa, MWHIHOMTOpPAa HYKJIEO3WJAa WJIM TEPAaNeBTHUYECKOr0 areHTa,
npensaTcTByouero HopmansHomy cuntedy JIHK, cuHTe3y Oenka, peruMkanud KIETOK
WM WHBIM 00pa30M MHTHOMPYIOMIErO OBICTPO MPOJM(EPUPYIOIINE KIETKH, U TPETHETO
TEPaNeBTHYECKOr0 areHTa, BEHIOPAHHOTO M3 HHTHOMTOPAa HMMYHHBIX KOHTPOJIBHBIX TOYEK.
[00251] B HekoTOpBIX BapHaHTAX pEATU3ALUN UHTHOUTOP UMMYHHBIX KOHTPOJIBHBIX
TOueK BbIOpaH u3 HuUBOJAyMaba, memOponu3ymaba, wunuimMymada, aBenyma0a,

nypeanymaba, aTe30u3yMada Witk muauin3ymada.
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[00252] B HekOTOpbIX BapHaHTAX peaju3aLMuU JIOOOW OIUH M3 BBIIIEYKA3aHHBIX
CrocOoOOB IOMOJIHUTENBHO BKJIIOUAET CTAAHMIO MOJIYUYEeHHs OHOJIOTHYECKOro o0pasua ot
NALMEeHTa U ONpPeeNIeH!s] KOJIMYEeCTBa CBA3aHHOTO C 3a00/ieBaHEM OHoOMapKepa.

[00253] B HekOTOpPBIX BapuaHTAX peas3alii OHOJIOrHYeCcKiii 00pas3en npeacTaBiseT
coboii oOpaser KpOBH.

[00254] B HekoTOpPHIX BapUAHTAX pEAIHM3ALUU CBSI3aHHBIH C 3a0oJieBaHHEM
ouomapkep BbiOpaH u3 mupkyaupyomux CD8+ T-knetok umm otHomenus CD8+ T-
kieTku: Treg-kieTku.

[00255] B HeKkOTOpBIX BapHaHTaX PEATH3ALUU PaK BBHIOpAH M3 TemnaTOLEIUTIONS PHOM
KapUUHOMBI, paka SUYHUKOB, paKa JIHTENUS SIMYHUKOB, paka (asutonueBsix TpPyoO;
NaNUJUIIPHON CepO3HOM LMCTaAeHOKAPLUHOMBI WM MalWUBIPHO-CEPO3HON KapIUHOMBI
matku (UPSC); paka mpencraTenbHON jKesle3bl, paka sIMYeK, paka KeTUHOrO My3bIps;
renaToXOoJAHTMOKAPLUUHOMBI, CHHOBHAJIBHOM CAapKOMBI MSTKHMX TKaHell U KOCTH;
PabIOMHOCAPKOMBI, OCTE0CAPKOMBI; XOHJIPOCAPKOMBI, CapKOMBI Owumra,;
AHAIUIACTMYECKOr0 paka IIMTOBUIHOW >KeJe3bl, aJpeHOKOPTHUKAJIBHOW aJleHOMBI;, paka
MOKENTyIOYHON  JKeJe3bl, NPOTOKOBOM KapLUHOMBI IODKENTyAOYHOW JKeNe3bl WU
aJICHOKAPLIMHOMBI MOKETYIOYHOH  JKEeJIe3bl, paka  JKeJlyTOYHO-KHULIEYHOTO
tpakTa/kenyaka (GIST); mumdoMBbI, MIOCKOKIETOYHOH KapLUUHOMBI T'OJIOBBI U LIEH
(SCCHN), paka CIOIOHHOW »JKeje3bl; T[JIMOMBI WJIH paka TOJOBHOTO MO3ra;
ACCOLIMMPOBAHHBIX C HeHpohuOpoMaTo3oM-1 3JI0KAUECTBEHHBIX OIMyXOJIeH O000JOUKH
nepupepuueckux HepsoB (MPNST); wmakpornoOynmunemun BanmpaeHcrpema wiu
MeIyJUT00IaCTOMBI.

[00256] B HekoTOpBIX BapHaHTax peajH3alii PaK BbIOpAH W3 remnaToLEesUTIOJISIPHOM
kapuuaombl (I'T[K), renato0aacToMbl, paka TOJICTOW KHUIIKH, paKa MPSIMON KHUIIKH, paKa
SIMYHHUKOB, PaKa 3MUTENHs SUYHUKOB, paka (payutonueBsix TPyD, MaNUUIAPHON CEPO3HOM
LUCTAEHOKAPIIHOMBI, MAaTOYHON mNamwuIsspHOi ceposHoit kapuuHomel (UPSC),
renaToXOJIAHTHOKAPLUUHOMBI, CHHOBHAJIBHOH CapKOMBI MSTKHX TKaHed W KOCTH,
pPabIOMUOCAPKOMBI, OCTEOCAPKOMBI, AHATUIACTHYECKOrO paka IIUTOBHAHOW JKENe3bl,
aIPeHOKOPTUKAJIFHON  aJICHOMBI, paka IMOJDKEyJOYHOW  JKEe3bl, MPOTOKOBOMU

KapIUHOMBI TIODKETYIOYHON >KeJie3bl, aJeHOKAPIUHOMBI TOMKETYTOUYHON KEeJIe3Hl,
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[JIMOMBI, ACCOLMHUPOBAHHBIX C HeWpopuOpomMaTo3om-1 370KaUYEeCTBEHHBIX OMyXOJICH
obonouku nepudepuueckux HeppoB (MPNST), makpormoOymunemun BanmeneHcrpema
WA MeAyJU1001acTOMBI.

[00257] B HekOTOpBIX BapuaHTAX Pea3allH HACTOSIIEr0o W300pPETeHUs MPeaIoKeH
crnoco0 JieYeHus paka, NPEACTABJSIOMIEr0 COOOW COJMIOHYKO OMyXOjb, TAKYIO Kak
capkoMa, KapIuHOMa WK JuM(pOMA, BKIIOUAIOLINHA CTAAMIO BBEICHUS MPEUIOKEHHOU
komnosunun X4P-001 nmyxmatomemycst B 3ToM mnanuenty. ConuaHbple OMyXOJiH, Kak
NPABHJIO, COAEPKAT AHOMAJBHYIO MAacCy TKaHH, KOTOpas OOBIYHO HE BKJIIOYAET IHCTHI
wi o0JacTu JKUIOKOCTeH. B HEKOTOpBIX BapHaHTaX peajn3alld pak BeIOpaH U3
MOYEUHO-KJIETOYHON KapLUUHOMBI WJIM paka IMOYKH, I'eNaTOLEJUTIOJISIPHON KapIUHOMBI
(TIK) mnu rematobsacTOMbl WM paka MEYEHH, METaHOMBI, paka MOJIOYHOM JKeJe3bl;
KOJIOPEKTAJIbHOM KapLUHOMBI MJIM KOJIOPEKTAJIBHOIO paka, paka TOJCTOM KMILIKH, paka
NPsIMOM KHILIKH;, PaKa aHAJILHOTO KaHAJA;, paKa JIErKOro, TAaKOro Kak HeMeJIKOKJIETOUHBIN
pak serxkoro (HMPJI); wmenkoknerounoro paka userkoro (MPJI); paka snurenus
SUYHUKOB, KapLUUHOMBI SUYHUKOB, paka (auIonHeBbIX TPyO; NANMUISPHOH CEpO3HOM
UCTAIEHOKAPIHOMBI HJIA MATOYHOW ManujuiapHoi ceposnoit kapumaomsr (UPSC);
paka  TNpEACTaTeNbHOH  JKeJe3bl, paka  suYKa, paka MOYEBOrO  IY3bIpPS;
renaToXOJAHTMOKAPUUHOMBI, CHHOBHAJILHOH CApPKOMBI MSTKHX TKaHEH W KOCTH,
pabIOMUOCAPKOMBI; OCTEO0CAPKOMBI; XOHJIPOCAPKOMBI, CapKOMBI FOwunra,
AHATUTACTHYECKOTrO pPaKa IUTOBUIHOW JKeJe3bl; apeHOKOPTHKAIBHONW KAPLUUHOMBI; paKa
MODKEIYIOYHON  JKeje3bl; IMPOTOKOBOM  KAPLUUHOMBI  IMOJDKEIYIOYHOW  JKeJe3bl;
AICHOKAPUMHOMBI  TODKENyIOYHOM  JKeNle3bl;  paka  JKeJyJIOYHO-KHUIIEYHOTO
tpakTa/kenyaka (GIST); mumdoMbI, MIOCKOKIETOYHOH KapLUUHOMBI TOJIOBBI U LIEH
(SCCHN), paka CIOIOHHOW JKejie3bl; TJIMOMBI WJH paka TOJOBHOTO MO3ra;
ACCOLIMMPOBAHHBIX € HelHpodhuOpoMaTo3oM-1 3JI0KAUECTBEHHBIX OIMYyXOJIeH O000JOUKH
nepudpepuueckux HepsoB (MPNST); wmakpornoOymunemun BanmpaeHctpema —wiu
MeyJUTO0IaCTOMBI.

[00258] B HekoTOpBIX BapHaHTaX peAM3aLUU PaK BbIOpAH M3 MOUEYHO-KJIETOUHOM
KapIHHOMBI, renaToesUTIOJIAPHON KapIMHOMBI (TLK), renato0J1acTOMBI,

KOHOpeKTaJII:HOfI KapuouHOMEBI, KOJIOPCKTAJIBHOI'O paka, paka TOJICTOM KUIOKH, paka
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TOJICTOM KHWIIKH, paka aHAJIFHOTO KaHajla, paKa SMYHUKOB, paka SIUTEHS SUYHHKOB,
KapUUHOMBI ~ SMYHHKOB, paka (dauionueBblx TpyO, MANMUIAPHOH  CEPO3HOI
IICTAACHOKAPIIMHOMBI, MAaTOYHOH HNamwjuiipHOd cepo3Hod kapuumHomsl (UPSC),
renaToXoJaHTMOKAPLUUHOMBI, CHHOBHAJIBHON CapKOMBI MSTKHX TKaHeH © KOCTH,
pabIOMUOCAPKOMBI,  OCTEOCAPKOMBI,  XOHAPOCAPKOMBI,  AQHAIJIACTHYECKOTO0  paka
IMATOBUIHON JKeJie3bl, AaJIpeHOKOPTHKAJIBPHON KApIUHOMBI, paka ITOMKEIYIOUHON
JKeJe3bl, TMPOTOKOBONW KAPLMHOMBI IOUKEIYJOYHOM JKeNe3bl, AaJeHOKAPLUHOMBI
MO/KENTyIOYHOM JKeJjie3bl, TIJHOMBI, paka TOJIOBHOTO MO3ra, aCCOLHUPOBAHHBIX C
HelpopudpoMaTo3oM-1  370KaYECTBEHHBIX OMyXojed 000JIouKd nepudepuuecKux
HepBoB (MPNST), makporiobynunemun Bansnenctpema ninu Menysuio01acTOMBL
[00259] B HekOTOpHIX BapHaHTaX peaM3aldd PaKk BBIOpAH W3 reNaTOLEIUTIOJSPHOM
kapuuHoMmsl (['TIK), remato6nactombl, paka TOJICTON KHIIKH, PaKa MPSMON KHIIKH, PakKa
SUYHUKOB, PaKa SIUTENUs STMUYHHKOB, KaPLIHOMBI SIMYHHKOB, paka (haJIONHeBLIX TPyO,
NAaNUJUISPHOM CEepO3HON LUCTAaAeHOKAPLUUHOMBI, MAaTOYHOW MNaNUWJUBIPHON CEepO3HOU
kapuuHoMbl (UPSC), rematoxonaHrMOKapLHHOMBI, CHHOBHAJBHOH CAPKOMBI MSTKHX
TKaHeW W KOCTH, pabIOMHOCAPKOMBI, OCTEOCAPKOMBI, AHAIUIACTHYECKOrO paka
IMATOBUIHON JKeJie3bl, aJIpPEHOKOPTHKAJIBHON KApPIUHOMBI, pakKa IMTOMKEIYTOUHON
JKeJe3bl, TMPOTOKOBOW KAPLUHMHOMBI  MOKETYAOUYHOW JKeJNie3bl, aJeHOKAPLHMHOMBI
NOKENTYIOUHOM JKeJie3bl, TJIHOMBI, AaCCOLMHPOBAHHBIX C HeiipopudpomaTozom-1
3JI0KAYECTBEHHBIX  omyxoyieli  obOoyouku  mnepudepuueckux HepeoB (MPNST),
MakporyiodynnHemun BajbaeHcTpema uiti MenyJiIo01acTOMBIL.

[00260] B HekOTOpBIX BapHaHTaX peaJM3aldd paK MpeAcTaBiser  CcoOoi
renaroue/unossipayio kapuuHomy (I'LIK). B HekoTOphIX BapuaHTax peaau3alii pak
npencraeyiser coboil remarobsacToMy. B HEKOTOpBIX BapuaHTaX peaM3aldi  pak
npencraeyisier co0Oi pak TOJCTOW KHINKH. B HEKOTOPBIX BapHaHTAX peaH3alii Pak
npencTaByisseT COOOM pak MpsIMOW KHIIKH. B HEKOTOPBIX BapHaHTaX pean3aluH pPak
npencTaBiisieT coOOi paK SHYHUKOB UJIM KAPLHHOMY SIMUHHKOB. B HEKOTOPBIX BapHaHTax
peay3aluy pak NpeacTaBisieT coOOi pak SMUTENUs SUYHUKOB. B HEKOTOPBIX BapraHTax
peanu3aiiyi paK npeacTaBiseT codoit pak datonueBsix TpyO. B HekOTOPBIX BapraHTax

peann3anuy pak nIpeacTaBiseT COOON MaMMUISPHYIO CEPO3HYIO LICTaAeHOKapIHHOMY. B
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HEKOTOPBIX BapHAHTAX PEATH3alUH PaK MPEACTABISET COOOH MATOUHYIO MAMHJUIPHYIO
cepo3nyto kapuuaomy (UPSC). B HEKOTOPBIX BapHaHTaX peasU3alliil PaK MPeacTaBisieT
cOOOW TremaToXoJaHTMMOKAPIMHOMY. B  HEKOTOphIX BapuHaHTAaxX peajH3allH  pPak
NpenCTaByisseT COOOW CHHOBHAJBHYIO CAPKOMY MSTKHX TKaHEH M KOCTH. B HeKOTOphIX
BapHAHTaX peajM3alli pPaK MpeacTasisier cobol pabmomuocapkomy. B HekOTOpBIX
BapHaHTaX peaju3alMu pPaK MpeacTaByseT coboil octeocapkomy. B HekoTOpbIX
BapHaHTaX peajM3allid pak MpencraBisieT coOOW aHAMIACTHYECKHH pakK IIUTOBHIHOU
Jkene3bl. B HEKOTOpBIX  BapHaHTaxX pealu3aludl  paK MPEACTaBisieT  CcoOoi
aIPEHOKOPTUKAJBHYIO KapUUHOMY. B  HEKOTOphIX BapHaHTaxX peau3aliud paK
npencraBisier coOOM pak MOMKETyAOYHOH JKesie3bl WM MPOTOKOBYIO KapIHHOMY
MO/KETYIOUHOM kene3bl. B HEKOTOpBIX BapHaHTAX peaqu3alud pakK MpeAcTaBIseT
co00it aIeHOKAPLUUHOMY MODKETYA0UYHON JKefie3bl. B HEKOTOPBIX BapHAHTAX peasTH3aluu
pak mpencrasisier Cco0OH rimoMy. B HEKOTOPBIX BapHaHTaxX peajM3aldd  pak
npencTaBiser coOOW 3JI0KAYeCTBEHHBIE OMYXONH OOOJOYKH Mepr(epHUecKHX HEPBOB
(MPNST). B HexkoTOpbIX BapHaHTaxX peajM3alUdd paK M[OpeacTaBiser coOou
accouuupoBaHHbie ¢ Helipopudbpomarozom-1 MPNST. B HekoTOphIX BapHaHTax
peanuzaii  pakK TMpencTaBiseT co0oi MakporioOynuHemuro Banbnencrpema. B
HEKOTOPBIX BapHAHTAX PEAM3ALUU PaK MPEACTABIISIET COOO0H MeayLI00acTOMY.

[00261] B HekOTOpHIX BapuaHTAaX peai3alii HACTOSIIEr0 H300pPETEHUs MPENIOKEH
croco0 JieueHHss paka, BBIOPAHHOrO M3 JIEHKO3a HJIM paka KpPOBH, BKJIFOYAIOLIHIA
BBeJEHHE HYKIAIOWEMYCS B 3TOM MalueHTy 3()PEKTHBHOrO KOJHMUECTBA MPEIIOKEHHOM
komnosuuun  X4P-001, HeoOs3aTenpHO0 B KOMOMHAIMU ¢ JOIOJHUTEILHBIM
TEpareBTHYECKUM areHTOM, TAKHM KaK areHThbl, OMCAHHbIE B HACTOSIIEM H300pPETEHUH.
B HekoTOphIX BapuHaHTaX peajn3ally pPak BBIOPaH U3 OCTPOr0 MHENIOHAHOTO JIEHK03a
(OMJI), xponmueckoro muenougHoro jeikoza (XMJI), ocrporo numdoruTapHOro
neiikoza  (OJUJI), xponumyeckoro  jumbouutapHoro  Jeiikoza (XJIJI)  wm
WHIYLIHPOBAHHOI'O BUPYCOM JIEHKO3a.

[00262] B HekOoTOpBIX BapUaHTaX peAIM3aLUN MALMUEHT HMeeT OonepadebHYIo
COJMMIHYIO OMyXOJjib. DTO O3HAYaeT, YTO OMyXOjb MAalHeHTa MOXKET OBbITh yAajieHa

XUPYpruueckuM mnyteM. B Apyrux BapuaHTax peaju3alidl y NalHeHTa HMeeTcs
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HeomnepabesbHAST COJIMAHAS OMYyXOJib, MPH KOTOPOW OMyXOJIb MALMEHTA CUHTAETCS HE
MOANAIOLIEN CSI XUPYPTUUECKOMY YAAJICHUIO MOJTHOCTHIO HITH YaCTHUHO.

[00263] B HekOTOpBIX BapHaHTaX peaM3aldd paK MpeAcTaBiser  coboi
pacopoCTpaHEeHHBIM  pakK, TakOM Kak pacnpOCTpPaHEHHBIM paKk IOYKH WU
pacnpoCTpaHeHHas MOYeUH O-KJIeTOYHAs KapIHHOMA.

[00264] B HexOTOPBIX BapHaHTAX PeaJHM3alMH HACTOSIIEr0 W300pPETeHUs MPeaioKeH
cnocob JsiedeHuss pedpakTEPHOrO paka Yy HYKOAIOMErocs B 3TOM MAIlMEHTa,
BKJIIOUAIOIINN BBEJEHHE HYKJAIOIIEMYCsl B 3TOM HalueHTy 3()(PeKTHBHOrO KOIM4YeCTBa
npemiokeHHoll komnosunuu X4P-001 wymm ee (dapmaneBTHUECKOW KOMITO3UIUH,
HeoOs3aTebHO B KOMOMHALUU C JOMOJHUTENIFHBIM TEPANEBTHUYECKAM areHTOM, TAKHM
KaK OMUCAHO B HACTOSIIEM H300PETEHHH.

[00265] B HekoTOpBIX BapHaHTaX peajM3alMy MALHEHTY paHee BBOIWIM HMHTHOUTOD
IPOTEUHKHHA3bl. B HEKOTOpBIX BapHaHTAX peau3aluy NalueHTy paHee BBOIMIN
antaronnct VEGF-R. B HekoTOphIX BapuaHTax peajn3anuy NALUEHTy paHee BBOAMIIH
UHIUOUTOP MMMYHHBIX KOHTPOJILHBIX TOUeK. B HEKOTOpBIX BapHaHTaxX pean3aliu
HNalMEeHTy paHee BBOIIJIN MHTHOUTOP MMMYHHBIX KOHTPOJIbHBIX TOYEK, BHIOPAHHBIN U3
nusosiybama (Opdivo®, Bristol-Myers Squibb), nembponmzymabda (Keytruda®, Merck),
wm unmmmymaba (Yervoy®, Bristol-Myers Squibb).

[00266] B HEKOTOpHIX BapHAHTAX peasM3ANH NMPEUIOKEHHYI0 KoMmo3unuo X4P-001
BBOJISIT AIIMEHTY HATOLIAK.

Knemounvsie nponugepamugnsie paccmpoiicmea

[00267] B wHacrosimeM H300peTEHHH MPENIOKEHBI CIOCOOBI M KOMITO3HIIMH ISl
OUArHOCTUKA ¥ MPOTHO3MPOBAHUS KJIETOYHBIX MHPONU(EpPaTUBHBIX PAaCCTPOICTB
(HampuMep, paka) W JIeYeHHs TaKuxX paccTporctB myTem HauennBanus Ha CXCRA4.
Krnerounsie nposugepaTHBHBIE PACCTPOWCTBA, OMHCAHHBIE B HACTOSLIEM H300pETEHHUH,
BKJIIOUYAIOT, HAMPHMEP, PakK, OXKUPEHHE W CBsi3aHHbIe C mposmdepanreln 3a00eBaHuS.
Takme paccTpoiicTBa MOTYyT OBITH OHATHOCTUPOBAHBI C HCIOJB30BAHHEM METOJIOB,
W3BECTHBIX B JAHHOW 00JIACTH TEXHUKH.

Pax
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[00268] Pak BkiOuUaeT, B OJHOM K3 BapPHAHTOB peajH3aluu, 0e3 OrpaHHuYEHHS,
JIeHKO3bl (HAmpuUMep, OCTPBIH JIEWKO3, OCTPBIH JIUM(MOLMTAPHBIN JIEHKO3, OCTpPBIi
MUEJIOLUTAPHBIN JIEHKO3, OCTPBIil MUEIOOJACTHBIN JIEHKO3, OCTPBIA MPOMHEIOLUTAPHBIH
JIEWKO3, OCTPBIM MUEJIOMOHOLIUTAPHBIN JIEHKO03, OCTPbIH MOHOLMTAPHBIN JIEHKO3, OCTPBIN
SPUTPOJIENKO3, XPOHUUECKHIH JIEWKO3, XPOHHYECKHII MHEeJOLMTApHBIA JEeHKO3,
XPOHHYECKUH  JIUM(OLUTAPHBIA  JIEWKO3), HCTHHHYK TMOJHLUTEMHIO, JHUM(POMY
(mampumep, 60sie3Hb XOMKKAHA WA HEXOLKKHHCKYIO JIUM(POMY), MAKPOTJIO0YIHHEMHUIO
Banpnencrpema, MHOXXECTBEHHYIO MHEJIOMY, OOJIE3Hb TSDKENBIX IeNed U COJNUIHBIE
ONMyXOJi, TaKhe KaKk CapkOMbl M KapuumHOMbI (Hampumep, (ubpocapkoma,
MHUKCOCApKOMa, JIMIIOCAPKOMA, XOHIPOCAPKOMAa, OCTEOreHHAas CapKoMa, XOpIAOMa,
AHTHMOCapKoMa, SHAOTENNOCAPKOMA, mumMpaHTHOCAPKOMa,
nuM(paHrHOPHAOTEMOCAPKOMa,  CHHOBHOMA,  Me30Teianoma, omyxons  FOwuHra,
JefioMuocapkoMa, padbaoMuocapkoma, KapiuHOMa TOJICTON KUIIKH, PaK MMOIKENYI0YHOM
JKeJe3bl, paKk MOJIOYHOM JKeJie3bl, pak SIMUYHUKOB, paK IpeACTATEeNbHON JKeJe3bl,
IUTOCKOKJIETOUHAsI KapLUHOMA, 0a3aibHO-KJIETOYHAS KapLUUHOMA, aJeHOKApLHHOMA,
KapLUHOMa NOTOBOM ’Kesle3bl, KAPLUHOMA CaJIbHOM >KeJie3bl, NanwuIspHas KapLHUHOMA,
NanuJUIApHAs AJeHOKAPIMHOMA, LHCTAJACHOKAPIUHOMA, MEAYJUIApHAs KapIHHOMA,
OpOHXOreHHasi KapIUHOMA, MMOYEYHO-KJIETOYHAsT KapIHUHOMA, rermaToMa, KapluHOMa
JKETYHOTO  MPOTOKA, XOPUOKAPLHUOHOMA, CEMHHOMA, ASMOpHOHANbHAs KapLUUHOMA,
onyxojr BuibMca, pak IIeHKH MaTKH, paKk MaTKH, paK SIMYKa, KapIUHOMA JIETKHX,
MEJIKOKJIETOUHAsT KapLUUHOMA JIETKHX, KapUHHOMA MOYEBOrO MY3bIps, SMUTEIHAJIbHAS
KapuuHOMa, T[JIMOMAa, acTpouuToMa, MyJabTH(opMmHas rimobmactoma (GBM, Taxxke
W3BECTHAsl Kak riuobiacroma), MeaysuiodgacTtomMa, KpaHuO(papuHruoma, SMeHANMOMAa,
nUHeaioMa, TeMaHrnobJacToMa, aKyCTHYecKas HEBpPOMa,  OJIMIOJEHIPOrIHoMa,
LIBAaHHOMA, HeiipopubpocapkomMa, MEHMHTHOMa, MeJlaHOMa, HelpobiactomMa |
petuHoOIacTOMA).

[00269] B HekoTOpBIX BapuUaHTaX peajH3alMH PaK MPEACTaBJSIET COOOW TJIHOMY,
acTpouuTomMy, MyabTHGOpMHYKO rmobmacromy (GBM, Takke U3BECTHYIO Kak

rIMo0IacTOMyY), MenyJuio0JacToMy, KpaHHO(APHHTHOMY, SHEHANMOMY, MHHEAIOMY,
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reMaHrno0JacToOMy, aKyCTHYECKYID HEBPOMY, OJIMTOACHIPOIJIHOMY, IIBAHHOMY,
HelpopudpocapkoMy, MEHUHTHOMY, MEIAHOMY, HEHPOOIACTOMY HJIH PETHHOOIACTOMY.
[00270] B HekOTOpBIX BapUaHTAX peaTM3alMH YKA3aHHBIA PaK MPEACTaBsIeT COOOi
AKyCTHUYECKYK0 HEBPOMY, acTpouuTOMy (Hampumep, creneHb | — mHIOmHTApHAS
actpounToma, creneHs Il — acTpounTOMa HU3KOW CTENEHH 3JI0KAYECTBEHHOCTH, CTEIEHb
I — amamymactmyeckass actpouutToMa WM creneHbs IV — rimobnacroma (GBM)),
xopaomy, mumbpomy IHHC, kpanmodapuHruomy, riimomMy CTBOJIA MO3ra, SIEHAUMOMY,
CMEIIaHHYIO TJIMOMY, TJINOMY 3PUTEIBHOTO HEepBa, CyO3MeHAMMOMY, MeayJUI00JIacToOMYy,
MEHUHTHOMY, METaCTaTHUECKYIO OIyXOJIb TOJIOBHOTO MO3ra, OJIUIOJEHIAPOTIMOMY,
omyxonu runodusa, TPUMUTHUBHYIO HelpodskroaepmanbHyo (PNET) onyxome wnm
LIBAHHOMY. B HEKOTOpBIX BapHaHTAX peaM3alHMU PaK MPEACTAaBJSIET COOON THI paka,
Ooyilee 4acTO BCTPEUAIOLIHUIICS Y JAETel, YeM Yy B3POCIBIX, TAKOH Kak IJIMOMa CTBOJIA
Mo3ra, KpaHuo(apuHIHOMa, SMEHIUMOMA, IOBEHHJIbHAS MUJIOLUTAPHAS AaCTPOLMTOMA
(JPA), wmenymiobmacTomMa, TJMOMa 3pPHTENBHOrO HEpBAa, ONyXOJb dnudusa,
NPUMHTHBHBIE HelpodkToaepmaibhbie onyxonu (PNET) wnm pabmounnast omyxoss. B
HEKOTOPBIX BAPHAHTAX pEATH3alMU MALUEHT MpeacTaBiseT co00i B3POCIOro YeoBeKa.
B HekoTOpBIX BapHaHTaX peaJM3aldd TAIlHEeHT MPeaCTaBiseT co0oi pebeHka WITH
nanueHTa neauarpa.

[00271] B ongpyrom BapuaHTe peajH3alMi paKk BKJIOUaeT, Oe3 OrpaHHYEHUs,
ME30TEeIMOMY, renatoOuIrapHbiii pak (pak MEYEHOUHOrO W JKETYHOrO MPOTOKA), Pak
KOCTH, PaK TOJUKETYAOUYHOU JKeJe3bl, paK KOXKH, PaK TOJOBBI WJIHM IIEH, KOXKHYIO HJIA
BHYTPHIJIA3HYIO MEJIAHOMY, paK SMYHUKOB, PaK TOJICTOM KHIIKH, pPaK MPSIMON KHIIKH,
paK aHaJIbHOM 00JIACTH, pak »KeNyaKa, PaK JKeIyJOYHO-KUIIEUHOrO TpakTa (pak sKeIyaKa,
KOJIOPEKTAJIbHBIA paK, paK ABEHAALUATHIEPCTHON KHINKH), paK MATKH, KapPILHHOMY
dannonueBsix TPyO, KAPUUHOMY SHAOMETPHS, KAPLUUHOMY LIEHKH MATKH, KAPLUHOMY
BJIATAJIMIIA, KAPLUUHOMY BYJbBBI, OONe3Hb XOKKWHA, paK MHUINEBOJA, PAaK TOHKOM
KHIOKH, PaK SHIOKPHHHOW CHCTEMBI, pPaK LIUTOBHIAHOHN >KeJe3bl, PaK MaparlyTOBHIHON
JKeJIe3bl, paKk HaJIMOUYeUHNKA, CAPKOMY MATKHAX TKAHEH, paK ypeTpsl, paK MOJOBOrO YJIeHA,
paK mpeAcTaTeNbHOW JKENe3bl, pPaK SHUYEeK, XPOHWUYECKHH WM OCTPBIH JIEMKO3,

XPOHHYECKUH MHUENOUIHBIH JIEHKO3, TUMQOLHTAPHBIE TUM(POMBI, paK MOYEBOT'O My3bIPS,
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paK MOYKH WJIM MOUYETOYHHUKA, MOYSUHO-KJIETOYHYIO KAPLHUHOMY, KApLUHOMY MOYEYHOH
JIOXaHKH, HEXODKKUHCKYIO JIMM(OMY, OMYXOJIM OCH MO3BOHOYHHKKA (Spinal axis), riauomy
CTBOJIA TOJIOBHOT'O MO3ra, aIecHOMY rUnodu3a, aIpeHOKOPTHKAIBHBIN pakK, pak MOYEBOTO
ny3bIps,  MHOXKECTBEHHYKO  MHEJIOMY,  XOJIAHTHOKapuuHoMy,  (ubpocapkomy,
HelpoOIacTOMy, PeTHHOOIACTOMY MJIH KOMOWHAILIUIO OJHOTO WK OOjee W3 yKa3aHHBIX
BBIIIIE BU/IOB PaKa.

[00272] B HacTosimeM U300pEeTEHHH IOMOJHUTENBHO TPEIJIOKEHBl CIOCOOBI |
KOMITO3MLIUU JUIsl JUArHOCTUKH, MPOTHO3HPOBAHMS M JICUEHHUS ACCOLUHPOBAHHBIX C
BUPYCOM BHJOB paka, BKJIKOYas ACCOLMHPOBAHHBIE C BUPyCcOM uMMyHonedumnuta (BHY)
COJIMJIHBIE ONYXOJIM, MOJIOKUTENIbHBIE MO BHPYCy mnammuioMbel dYenoseka (BITY)-16
HEU3JIeUMble COJIMIHBIE ONMyXOiau U T-KJIeTOUYHBIN JIeHKO3 B3POCIBIX, KOTOPBIM BBI3BAH
Bupycom T-knerounoro gseiriko3a wuenmoBeka tuma | (HTLV-I) wu sensercs
BeICOKOarpeccuBHOi  ¢opmoit CD4+ T-kiierouHoro Jewkosa, XapaKkTepH3yeMoro
KJIOHAJIHOM UHTerparnuein HTLV-I B JIENKO3HBIX KJIETKaxX (om.
https://clinicaltrials. gov/ct2/show/study/NCT02631746); a TaKKe BUPYC-
ACCOLMUPOBAHHBIC ONYXOJHM IPH paKe >KeIyaKa, HOCOIIOTOYHOH KapLUHOMeE, pake
LIEWKH MATKH, BATHHAJILHOM PaKe, pake BYJbBBI, JIOCKOKJIETOYHON KapLUHUHOME TOJIOBBI
U [Ied W KapuuHOMbl H3 KjeTok Mepkens (cm. https://clinicaltrials.gov/ct2/show/
study/NCT02488759; cm. taxke https://clinicaltrials.gov/ct2/show/study/NCT0240886;
https://clinicaltrials. gov/ct2/show/NCT02426892).

[00273] B HekOTOpBIX BapuaHTAaX peaiH3alii HACTOSIIEr0 H300pPETEHUs MPEaIOKEH
croco0 JIeYeHUs: OMyXOJIH Y HYKAAIOLIErocsi B 3TOM MalMEHTa, BKIIIOUAIOIINN BBEICHHE
NaureHTy npennokeHHor komno3umuu X4P-001. B HekoTOphIX BapuaHTax pean3anuu
OMyXOJIb BKJIFOYAET JIOOble BHIBI paka, OMHCAHHBbIE B HACTOseM H300peTeHuu. B
HEKOTOPBIX BapHaHTAX peaM3alli OMyXOJIb BKJIOYAET PaK MO THUIY MeJaHOMBL B
HEKOTOPBIX BApUAHTAX PEeAT3al[ii PaK BKJIKOYAET PaK MOJIOUHOM Keye3bl. B HEeKOTOphIX
BapHaHTaX peaju3alliil OMyXOJib BKJIIOYAET pakK JIErKOro. B HEKOTOPBIX BapHaHTax
peayM3aluy OIyXOJlb BKJIFOYAeT MENKOKJIeTOuHblH pak jerkoro (MPJI). B HekoTopbIx

BapHaHTaX PeaU3alliU OMYyXOJb BKIIFOYAeT HEMENKOKJIETOUHbIH pak jerkoro (HMKUJI).
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[00274] B HeKOTOPHIX BapHaHTAX PEANM3aLUU OMYXOJb JIeYaT IMYyTeM NPUOCTAHOBKHU
JNaJIbHEHIIer0 poCTa OMyXOJM. B HEKOTOpBIX BapHaHTAX peajM3alHH OMyXOJb JieuaT
nyTeM yMEHbLIEHHs pa3Mepa (Hampumep, oObeMa WM MAacChl) OMYyXOJU MO MEHBLIEH
Mepe Ha 5%, 10%, 25%, 50%, 75%, 90% wmu 99% OTHOCHUTENBHO pa3Mepa OMyXOJu J0
JedeHusi. B HEKOTOpBIX BapuUaHTAX peAHM3ALHMU OMYXOJH JieuaT MyTeM YMEHbLICHHS
KOJIMUECTBa OMyXojied y TmalueHTa mo MeHbined mepe Ha 5%, 10%, 25%, 50%, 75%.,
90% i 99% OTHOCUTENTLHO KOJTMYECTBA OMYXOJIeH JI0 JICUESHHUS.

Iepeuunviii ummyHooepuyum

[00275] B HexOTOpBIX BapHaHTAX PeaJH3ALMH HACTOSILIEro M300pPETeHUs MPeaoKeH
Croco0 ayIst JIeYeHus: OJHOrO Wi Oojiee pacCTpOCTB, 3a00I€BaHUIA /M COCTOSTHH,
rIe YKa3aHHOE pPAacCTPOWCTBO, 3a00/ieBAHWE WM COCTOSHHE BKJIIOYAET, HO HE
OrpaHMYMBAETCS UIMH, IEPBUYHOE HMMYHOAeDUIUTHOE 3a00JI€BaHIE HIIH PACCTPOM CTBO,
BKJIFOYAIOIIEe BBEICHUE HY)KJAIOIIEMYCsS B 3TOM MAlMeHTy 3(PQPEKTHBHOTO KOJMYECTBA
npemioxkennoi kommnosuuuu X4P-001. IlepBuunbie UMMYyHOOEDUIIUTHI, MOIEKALIHE
JIEYEHUIO CrnocobaMu COTJIaCHO HACTOSIIEMY H300PETEHHIO BKIIIOUYAIOT. OOPOIAaBKH,
rUnoraMMaryiooyiuHeMuio, HHpeKn, cuaapom muenokarekcuca (WHIM), Tsokenyro
Bpoxxaennyio HeiTpornenuto (SCN), ocoOeHHO B TexX Ciay4asx, KOrjJa OHHU BBI3BAaHBI
nedumurom G6PC3 (McDermott et al. (2010) Blood 116:2793-2802); neduuutom
GATA2 (cunapom MonoMAC) (Maciejweski-Duval et al. (2015) J. Leukoc. Biol.
SMAO815-288R (anmexTpoHHas myOsukanus A0 medatw), uauonatuueckyro CD4+ T-
mumpouurtonenuto (ICL) u cunapom Buckorra-Ongpuya.

[00276] B ppyrux BapuaHTax peajM3alUM HACTOSINEEe H300pPETEeHHE OTHOCUTCS K
cnocoOy wunrubuposanusi axktuBHoctH CXCR4 B Ouosmormyeckom  oOpa3sie,
BKJIIOUAIOIIEMY CTa[HIO MPUBEAECHUS YKA3aHHOTO OMOJIOTHYECKOro o0pasia B KOHTaKT C
npemIoxkeHHoN kommnozumuen X4P-001.

[00277] B cooTBETCTBHM C APYTHM BapHAHTOM peajM3ally HACTOsILIee M300peTeHne
otHocHTCs K cnocoOy wunrubupoBanus aktuBHOCTH CXCR4 wumm ero MyrtaHta B
OuonornueckoM  oOpasue, BKJIIOYAIOMIMKA  CTAOUIO  OPUBENEHHS  YKa3aHHOTO
Ouosiornueckoro oOpaslua B KOHTAKT C OpeIoKeHHOH kommosunuedn X4P-001. B

HEKOTOPBIX BapHAHTaX peajiM3alid HACTOsIee H300peTeHHe OTHOCHUTCS K CHocoOy
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uarubupoanus aktuBHOoCTH CXCR4 wunmu ero MyranTa B OMOJOrHYecKOM oOpasiie,
BKJTIOYAIOIIEM CTAIUIO MPHUBEICHHUS YKA3aHHOTO OMOJOrHYECKOro odpasia B KOHTAKT C
npemIoxKeHHoN komnozumuen X4P-001.

[00278] Tepmun «Ouonormueckuii obpaser» B KOHTEKCT€ HACTOSIIETO OIMHUCAHUS
BKJTIOYAeT, 0€3 OrpaHUUEHHs], KYJIbTYPbl KJIETOK HJIA HX SKCTPAKThI, MaTepras OHOMCHH,
MOJYYEHHBIH OT MJIEKOMWTAIOIIEr0, WJIH €r0 dKCTPAKThl, U KPOBb, CIIIOHY, MOUY, Ka,
CIiepMy, CIIe3bl HJTH IPYTUE KUAKOCTH OPraHUu3Ma WJIH X SKCTPAKTEHIL,

Coemecmuoe égedenue ¢ 0ONOITHUMELbHBIMU MEPANECMUUECKUMU AZEHMAMU
[00279] B omHOM acmekTe HACTOSINEro H300pPEeTeHHUsl MPEUIOKEH CIoco0 JeueHHs
paka, TAaKOro Kak BHJbI paka, ONMHCAHHBbIE B HACTOSIIEM H300PETEHHH, TyTEM BBEIEHHS
HY)KJAIOLIEMYCsl B 3TOM MalUeHTy npeioxkeHHon komnosunun X4P-001. B HekoTopeix
BapHaHTaxX peai3allii YKa3aHHBIH CIIOCOO BKIIIOYAET COBMECTHOE OJHOBPEMEHHOE HJIH
[OCJIenoBaTeNibHOe  BBeldeHHe J(PQPEeKTHBHOrO KOJIMYECTBA OOHOrO WM  Oojee
IOTIOJIHUTENIbHBIX ~ TEPaneBTHYECKMX  areHTOB, TaKWX KaKk  JOMOJHUTEIbHBIE
TEpaNeBTHUYECKHE AareHThl, OMMCAHHBIE B HACTOSIIEM H300peTeHHH. B HEKOTOphIX
BapHaHTaX peaju3alld  CrIocod  BKJKOYAET COBMECTHOE  BBEIAEHHE  OJHOTO
TOTIOJIHUTENIBHOIO TEPariEeBTUUECKOro areHta. B HEKOTOPBIX BapHaHTaxX peau3aluu
Croco0 BKJIIOYAET COBMECTHOE BBEIEHHE OBYX MOMOJIHUTEIbHBIX TEPAEBTHUECKUX
areHToB. B  HEKOTOpBIX BapHaHTAX peaju3allid KOMOHHAIMS  MPEUIOKEHHOH
kommosuiuun X4P-001 u mOmMOTHUTENBHOTO TEPANIEBTHUECKOTO areHTa WJIM areHTOB
NEeNCTBYeT CHHEPreTHUecKH, NpPeNoTBpallias WM CHIKAs YCKOJb3aHHE paka oOT
HMMYHHOTO OTBETA W/WJIM YCKOJb3aHHE OT AHTHAHTMOI'E€HHOW Tepamuud. B HEKOTOPBIX
BapUaHTaX pealn3alliy MAallieHT paHee Moydall APYrod MPpOTUBOPAKOBBIM areHT, KaK TO
aIbIOBAHTHAS Tepanus WM HMMYHOTepamnusi. B HEKOTOpBIX BapHaHTax peau3aliuu
yKa3aHHBIA PaK ABISETCS pehPaKTEPHBIM.

[00280] Hexoropeie cmocoObl JjeueHusi 3a00JIEBAHUS HJIM PACCTPONCTBA MyTEM
coemectHoro BBemeHusi X4P-001 ¢ omHum wim Oosiee MOMOJHUTEIbHBIMUA AareHTaMu
omucanbl B 3aseke PCT Ne PCT/US2018/038776, momammoii 21 uroms 2018 roma,
COZIepKaHNEe KOTOPOW TOJHOCTHIO BKJIFOUEHO B HACTOSINEE ONHMCAHHUE IOCPEACTBOM

CCBIJIKH.
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[00281] B 3aBHCHMOCTH OT KOHKPETHOT'O COCTOSTHHS WM 3a00JI€BaHuUs, MOIIEKALIETO
JICUCHHIO, B KOMIIO3UIMSX COIJIACHO HACTOSINEMY H300pPETeHHIO TaKKe MOTYT
OPUCYTCTBOBATh  JOMOJIHUTENbHBIE TEPANEBTHYECKHE AareHThI, KOTOpPbIE OOBIUHO
OPUMEHSIOT JJISl JIEUEHHsI 3TOrO COCTOSHHUS. B KOHTEKCTE HACTOSIIEr0 OMHUCAHHUS
NOTOJIHUTENIbHBIE TEPATIEBTHYECKUE AT€HTHI, KOTOPbIE OOBIYHO MPUMEHSIOT IS JICUEHHUST
KOHKPETHOrO 3a00JIEBaHMSI WJIH COCTOSIHUS, HA3BAHBI (IIOIXOMSIIIUMHE sl 3a00sIeBaHMst
WJIA COCTOSIHHUS, TTOAJIEIKAILErO JICUSHHION.

[00282] B HekOTOpPHIX BapuaHTaxX peaju3alud NONOJHHUTEIbHBIM TepaneBTHUUYEeCKUN
areHT npeacTasisier codoi nHruduTop kuHasel wiu antaronuct VEGF-R. Paspemennsie
k nupumenenuto wuHruHOuTOpel VEGF u WHrHOMTOpBI KHHA3, MOAXOSIIHE JUIS
OPUMEHEHHs] B HACTOSIIEM H300peTeHny, BKIOYAOT. OeBauuzymad (Avastin®,
Genentech/Roche), monoksonansaoe antureno k VEGF; pamyuupymad (Cyramza®, Eli
Lilly), antuteno x VEGFR-2, u 3uB-aduubepuent, takxke u3BectHoii kak VEGF Trap
(Zaltrap®, Regeneron/Sanofi). HWuruburopsr VEGFR, takue kak peropaderHud
(Stivarga®, Bayer); Banneranut (Caprelsa®, AstraZeneca); akcutunu6 (Inlyta®, Pfizer)
u nenBatiauO (Lenvima®, Fisai);, unruburtopsr Raf, takue kak copadenud (Nexavar®,
Bayer AG u Onyx), mabpadenut (Tafinlar®, Novartis) u Bemypadenud (Zelboraf®,
Genentech/Roche); wunrubutopsr MEK, Ttakne kak kobumerunud (Cotellic®,
Exelixis/Genentech/Roche);  tpamernnun®  (Mekinist®, Novartis);  HHruOUTOpEI
THpO3uHKUHA3bl Bcr-Abl, takue kak umaruHub (Gleevec®, Novartis), HHUIOTHUHHO
(Tasigna®, Novartis); npasatuaud (Sprycel®, BristolMyersSquibb); 06o03yTunHO
(Bosulif®, Pfizer) u nonatunut (Iclusig®, Ariad Pharmaceuticals); naru6uropsr Her2 u
EGFR, rtakune kak redputunud (Iressa®, AstraZeneca), ospaorunu6b (Tarceva®,
Genentech/Roche/Astellas); nmamatunu® (Tykerb®, Novartis), adatunutd (Gilotrif®,
Boehringer Ingelheim), ocumeptunu® (HaueneHnusiii Ha EGFR mpu akTHBHpPYOLIHX
myTtanusx, Tagrisso®, AstraZeneca) u 6puratunud (Alunbrig®, Ariad Pharmaceuticals);,
unrubutopel c-Met 1 VEGFR2, takune kak kabozantunu® (Cometriq®, Exelixis); a
TaK)Ke MYyJbTUKHHA3HbIE HHrUOMTOpPBI, Takhe kak CyHuTHHHO (Sutent®, Pfizer);
nazonanud (Votrient®, Novartis); uaruduropsr ALK, takne xak kpuzotuaubd (Xalkori®,

Pfizer); nueputunutd (Zykadia®, Novartis) u anextuaud (Alecenza®, Genentech/Roche);
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UHTHOMTOPBl TUPO3MHKHMHA3bl bpyToHa, Takume kak wuOpytuHu®O (Imbruvica®,
Pharmacyclics/Janssen); u wunrubutoper peunentopa Flt3, Takue kak MuIOCTaypHH
(Rydapt®, Novartis).

[00283] [pyrue uarudburoper kuHa3 u antaronuctel VEGF-R, kotopeie HaxonsaTcs Ha
CTamuu pa3pabOTKHM M MOXKHO TPUMEHSTh B HACTOSIIEM H300PETEeHHH, BKJIIOYAIOT
tuBo3anu® (Aveo Pharmaecuticals); Baramanu® (Bayer/Novartis), mroruranub (Clovis
Oncology); mosutuu6 (TKI258, Novartis); Chiauanib (Chipscreen Biosciences); CEP-
11981 (Cephalon); muaudanud (Abbott Laboratories), mepatuau® (HKI-272, Puma
Biotechnology), panotnau6 (Cynekt (Supect®), IYS511, Il-Yang Pharmaceuticals, FO.
Kopest); pyxcomuturun® ([Ixaxasu (Jakafi®), Incyte Corporation), PTC299 (PTC
Therapeutics); CP-547,632  (Pfizer); doperunub (Exelixis, GlaxoSmithKline);
kBusaptunud (Daiichi Sankyo) u motecanu6 (Amgen/Takeda).

[00284] B HekOTOpPHIX BapHaHTAX peaM3alUH JONOJHUTEIBHBIA TepaneBTUYeCKUn
areHTt npencraeiser coboit uarnoutrop mTOR, momapnsroWMit MPOSU(pEPALIHIO KIIETOK,
AQHTHOTeHe3 W 3aXBaT IJIIOKO3bL. PaspemeHHele Kk mpuMeHeHni0 HHruOuTopsl mTOR,
HOAXOMAINME JUIl MPUMEHEHUS] B HACTOSIIEM H300peTeHHH, BKIIIOYAIOT 3BEPOJIUMYC
(Afinitor®, Novartis); temcuponumyc (Torisel®, Pfizer) u cuponumyc (Rapamune®,
Pfizer).

[00285] B HekoTOpBIX BapuaHTaX peAM3aLUN IONOJIHHUTEIBHBIA TepaneBTHYEeCKUN
areHT mnpencrapiser coboi wuuruOutop moau(AdD-pudosza)-nmonmumepassr (PARP).
Paspernennbie k npumeHeHuio uHruOuTOpel PARP, momxonsinue mis mpuMeHEHUs B
HacTosIIeM u300peTeHun, BKmoyaroT onanapud (Lynparza®, AstraZeneca), pykanapubd
(Rubraca®, Clovis Oncology) u Hupamapu6b (Zejula®, Tesaro). [pyrue uccriemyemsie
uHruouTOpsl PARP, KOTOpBIE MOYKHO MPUMEHSTh B HACTOSIIIEM H300PETEHUH, BKITIOYAIOT
tanazonapud (MDV3800/BMN 673/LT00673, Medivation/Pfizer/Biomarin); Benunapu6
(ABT-888, AbbVie) u BGB-290 (BeiGene, Inc.).

[00286] DB HexoTOpBIX BapuaHTaX peAM3ALUN JONOJHHUTEIBHBIM TepaneBTHUYECKUN
areHT TMpeacTaBisieT coboi wuHruburop docharuauminosuton-3-kunasel (PI3K).
Paspernennbie k npumeHeHnro uHruOutopel PI3K, moaxonsiuue s mpuMeHEHHs B

HacTosimieM u300pereHuy, BkouaroT wuaenanucud (Zydelig®, Gilead). [pyrue

89



uccienyemeie uHruOuTOopel PI3K, koTOpble MOKHO TNPHUMEHSTb B HACTOALIEM
uzobperenun, BriarovaroT amnemncud (BYL719, Novartis); Tazenmucud (GDC-0032,
Genentech/Roche);, muktmmucn6 (GDC-0941,  Genentech/Roche);  komanmucu6
(BAY806946, Bayer), nysemucu® (panee IPI-145, Infinity Pharmaceuticals), PQR309
(Piqur Therapeutics, [Ipeiinapus) u TGR1202 (panee RP5230, TG Therapeutics).
[00287] B HeKOTOpPBIX BapuaHTax peaJu3alUyd JONOJHHUTEIBHBIM TepaneBTUUEeCKUN
areHT MpeAcTaBisieT coOoW HMHruOMTOp mpoTeacoM. PaspelneHHble K NPHMEHEHHIO
UHTUOMTOPBI MPOTEACOM, MOAXOMALINE Ui MPUMEHEHHs] B HACTOSIIEM H300peTeHuH,
BmouaroT Ooprezomud (Velcade®, Takeda); xapdmmomutb (Kyprolis®, Amgen) u
nkca3zomud (Ninlaro®, Takeda).

[00288] B HekOTOpPHIX BapHaHTAX peaM3alMH JONOJHUTEIBHBIA TepaneBTUYeCKUn
areHT npezcrasiser coboir mHrHOuTop rucronpeanerwiaz (HDAC). Paspewennsie k
npumenennto uaruOutopsl HDAC, moaxopsiiue i NPUMEHEHHS B HACTOSLIEM
u300peTennu, BKJIHOYAOT BopuHOCTaT (Zolinza®, Merck); pomupencun (Istodax®,
Celgene); manobunocrat (Farydak®, Novartis) u Oemunocrat (Beleodaq®, Spectrum
Pharmaceuticals). [pyrue wuccnenyembie wuHruoutopsr HDAC, KkOTOpble MOXKHO
NPUMEHSTh B HACTOAIIEM H300peTeHuHu, BKIOUaoT sHTHHOCTAT (SNDX-275, Syndax
Pharmaceuticals) (NCT00866333) u xumamupn (Epidaza®, HBI-8000, Chipscreen
Biosciences, Kurait).

[00289] B HekOTOpPHIX BapuaHTaX peaM3ALUU JIONOJHHUTEIBHBIA TepaneBTHUYEeCKUN
areHT mnpexacraBisier coboit umuHrmOutop CDK, Ttakoii kak unrmbutop CDK 4/6.
Pasperuennbie k npumerennto uarudutopsl CDK 4/6, nonxonsiiue i TpuMEHEHUS B
HacTosieM u3o0pereHnu, BKIOUYarOT nandouukand (Ibrance®, Pfizer) u pubounkinbd
(Kisqali®, Novartis). Jpyrue uccienyemsie unruOutoper CDK 4/6, kOTOpble MOKHO
NPUMEHSTh B HACTOSALIEM H300peTeHnH, BKMoUaroT abemaunkmub (Ly2835219, Eli Lilly)
u Tpunauukinbd (G1T28, G1 Therapeutics).

[00290] B HexOTOpPHIX BapuaHTaX peAM3ALUN JONOJHHUTEIBHBIM TepaneBTHUYECKUN
areHT TMpeAcTaBisieT co0oi uHruburop wuHAONAMUH-(2,3)-muokcureHassl  (IDO).
Hccnenyembie wunrubutoper IDO, KOTOpble MOMKHO MPHUMEHSTH B  HACTOSILIEM

u3obpetenuu, BriouaroT snakagoctat (INCB024360, Incyte); unmokcumon (NLG-8189,
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NewLink Genetics Corporation); xanmatuau® (INC280, Novartis), GDC-0919
(Genentech/Roche), PF-06840003 (Pfizer); BMS:F001287 (Bristol-Myers Squibb);
Phy906/KD108 (Phytoceutica) u ¢epment, pacmemsromui kunyperans (Kynase, Kyn
Therapeutics).

[00291] B HekOTOpHIX BapuaHTax peaju3aluy ONOJHHUTEIbHBIM TepaneBTHUUYEeCKUN
areHT MPeJCTaBIsieT OO0 aHTarOHUCT (haKTOPOB POCTA, TAKON KaK aHTArOHHUCT (hakTopa
pocra tpombouutoB (PDGF), wnu snupepmansHoro ¢akropa pocra (EGF), wmm ero
peuentopa (EGFR). Paspemennsie k npumenenuro antaronuctel PDGF, kotopeie
MOKHO MPHUMEHSTh B HACTOSIIEM M300peTeHnu, BKIoYaT omapatymad (Lartruvo®; Eli
Lilly). Paspewmennsie k npumenennto antaroHuctel EGFR, KoTOpBIe MOKHO TPUMEHSTH
B HACTOsAIIEM M300peTeHny, BKIroUaroT rerykcumad (Erbitux®, Eli Lilly); Heuurymymab
(Portrazza®, Eli Lilly), namutymymab (Vectibix®, Amgen) u ocumepTuHHO
(nanenennsniit Ha EGFR npu aktuBupyromux mytauusx, Tagrisso®, AstraZeneca).
[00292] B HeKOTOpPHIX BapHaHTAX peaM3alMH JONOJHUTEIbHBIA TepaneBTUYeCKUn
areHT IMpejacTaBiisieT COOOH MHrubuTOp apomartassl. PaspelnieHHble K MPUMEHEHHIO
UHCUOUTOPBI  apoMaTas3bl, KOTOPbIE MOXKHO TNPHMEHSTh B HACTOSIIEM H300pETeHuH,
BKJIIOUArOT dKcemectan (Aromasin®, Pfizer), anactposon (Arimidex®, AstraZeneca) u
netpo3oi (Femara®, Novartis).

[00293] B HekOTOpHIX BapuaHTaX peaM3aLUU ONOJHHUTEIBHBIA TepaneBTHUYEeCKUN
areHT mpeacTaBiisieT coboi antaronuct nytu Hedgehog. PaspelneHnHbie k MpHMEHEHUIO
HHrUOUTOPBI curHaimpHOro nmytu Hedgehog, koTOpeie MOXKHO MPUMEHSATh B HACTOSLIEM
nzobperennu, BkiovaoT connaernd (Odomzo®, Sun Pharmaceuticals) u Bucmonerud
(Erivedge®, Genentech), koTOpble MpeaHAa3HAUEHBI [UTsS JIYeHUsT 0a3ayibHO-KJIETOUHON
KapLHHOMBIL.

[00294] B HexOoTOpHIX BapuaHTaX peaM3aLUU JONOJHHUTEIBHBIM TepaneBTHUYECKUN
areHT npeacTtaeyser coboil HHruObuTOp QosreBoit kucaoTel. OnoOpeHHbIE HHTHOUTOPEI
(GomueBoll KUCIOTHI, MOAXOMAIIME [Jii NPHUMEHEHHS B HACTOSLIEM H300PETEHHH,
BKIIOUatOT nemerpekcen (Alimta®, Eli Lilly).

[00295] B HekOTOpHIX BapuaHTaxX peaU3alUU ONOJHHUTEIBHBIM TepaneBTHUYECKUN

areHT mnpexacraBiser coboit uHruOutop peuentopa 4 xemokuHa CC (CCR4).
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Hccnenyembie unarnbutopsr CCR4, koTopeie MOryT MOAXOAWTH [Jisl MPUMEHEHUS B
HacTosimeM u300peTeHuu, BkmodaroT moramynusymad (Poteligeo®, Kyowa Hakko
Kirin, Anonwus).

[00296] DB HekOTOpPHIX BapuaHTax peau3alUy ONOJHHUTEIBHBIM TepaneBTUUeCKUN
areHT mpeacTaBiisieT coboil marndbutop mzouutpataeruaporenassl (IDH). Uccnenyemeie
uHrubuTopsl IDH, KOTOpBIE MOYKHO MPUMEHSTh B HACTOSIIEM HU300PETEHUH, BKIKOYAIOT
AG120 (Celgene; NCT02677922), AG221 (Celgene, NCT02677922; NCT02577406),
BAY1436032 (Bayer, NCT02746081);, IDH305 (Novartis, NCT02987010).

[00297] B HeKOTOpPBIX BapuaHTaxX peaju3aluy IONOJHHUTEIBHBIM TepaneBTUUYEeCKUN
areHT MpenacTaBiisieT co00N HHruOUTOp apruHasel. Mccnenyempie HHTrHOUTOPBI apPrUHA3KL,
KOTOpble MOXKHO TPHUMEHSTH B HAcTosieM u3o0perenun, BiiaouaoT AEB1102
(meyrunupoBaHHYIO pekomMOuHaHTHYIO apruHasy, Aeglea Biotherapeutics), kotopas
OPOXOOUT KJIIMHHYECKHE wuccienoBanuss ¢Gaspl 1 B OTHOIIEHHH JIEYEHHSI OCTPOro
MHEJIONZHOrO Jieiiko3a u Muenomuciuiactuueckoro cuuapoma (NCT02732184) u
comuanbix onyxoser (NCT02561234); u CB-1158 (Calithera Biosciences).

[00298] B HekOTOpHIX BapuWaHTaX peaM3alUd ONOJHHUTEIBHBIA TepaneBTHUYEeCKUN
areHT MpencTaBjsieT co0oil HHruOMTOp riIyTamMuHasel. MccnenyeMble HHTHOUTOPSI
[JIyTaMHAHA3bl, KOTOPbIE MOKHO MPHUMEHSTh B HACTOSIIIIEM H300peTeHu , BKiIoyaioT CB-
839 (Calithera Biosciences).

[00299] B HekOTOpPHIX BapuaHTaX peaM3ALUU ONOJHHUTEIBHBIA TepaneBTHUYEeCKUN
areHT TpeACTaBisieT COOOH aHTUTENO, KOTOPOE CBS3BIBAETCS C  OIMYXOJIEBBIMH
AQHTUTE€HAMH, KOTOpbIE TMPEACTABJIAIOT CcO0OW  OeNKH, OKCIPEeCCHPOBAaHHBIE Ha
MOBEPXHOCTH OMyXOJEBbIX KJIETOK. OmoOpeHHbIe aHTHTENA, KOTOPbIE CBS3BIBAIOTCS C
OIyXOJIEBLIMH AHTUT'€HAMHU U MOKHO MPUMEHSITh B HACTOSILIIEM U300PETEHHH, BKIIFOUAIOT
purykcumabd (Rituxan®, Genentech/Biogenldec); odarymymad (antuteno xk CD20,
Arzerra®, GlaxoSmithKline); o6unyty3ymab (antuteno k CD20, Gazyva®, Genentech),
ubputymomad (antuteno mupotue CD20 ¢ wurrtpuem-90, Zevalin®, Spectrum
Pharmaceuticals); naparymyma6 (anturtesno nporus CD38, Darzalex®, Janssen Biotech),
muHyTyKcuMad (anturtesno npotus rmukonunuaa GD2, Unituxin®, United Therapeutics);

tpactyaymab (antureno mporuB HER2, Herceptin®, Genentech); amo-tpacty3ymab
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smTtan3uH (antuteno npotuB HER2, konnmeHcupoBanHoe ¢ smrtaH3uHOM, Kadcyla®,
Genentech), u mnepry3symab (antuteno mnpotuB HER2, Perjeta®, Genentech); u
Opentykcumaba BenotuHa (koHbiorat antuteno npotuB CD30-nekapctso, Adcetris®,
Seattle Genetics).

[00300] B HekoTOpBIX BapuaHTax peaju3alud IONOJHHUTEIBHBIM TepaneBTHUUEeCKUN
areHT mnpencrtaBiser coboit MHrHOUTOp Tomom3omepasbl. OnoOpeHHbIE HHTHOUTOPEI
TOMOU30MEPa3bl, KOTOPbIE MOYKHO MPUMEHSTh B HACTOSIIEM H300PETEHHH, BKIIFOUAIOT
upunorekan (Onivyde®, Merrimack Pharmaceuticals); Ttonorekan (Hycamtin®,
GlaxoSmithKline). Hccnenyemble HHrHOMTOPBI TOMOM30MEpPas3bl, KOTOPBIE MOXKHO
OPUMEHSAT B HACTOSIIEM H300pereHnH, BKIOYAOT mukcaHTpoH (Pixuvri®, CTI
Biopharma).

[00301] B HekOTOpPHIX BapHaHTAX peaM3alHUH JONOJHUTEIBHBIA TepaneBTUYeCKUn
areHT NpeacTaByisieT cOOOW HYKJICO3HIHBIH HMHIHOUTOP WMJIM IPYrO# TepareBTHUECKHI
areHT, MPensTCTBYOHN HopMmansHOoMy cuHTedy JIHK, cuHTesy Oenka, perukaiuu
KJIETOK WJIH OyIeT WHBIM 00pa3oM HHIHOMPOBATH OBICTPO MPOSU(PEPUPYIOLIHE KIETKH.
Takue HykJI€03uIHBIE UHTUOUTOPHI WM OPYTHe TEPANeBTUYECKHE areHThl BKIIFOYAIOT
TpabektenuH (ryaHHAMHAJKWIMpyomuii aredt, Yondelis®, Janssen Oncology),
MexyiopatTamMut  (ankuiupyromuii - areHT, Valchlor®, Aktelion Pharmaceuticals),
sunkpuctuH (Oncovin®, Eli Lilly; Vincasar®, Teva Pharmaceuticals; Marqibo®, Talon
Therapeutics); Temozomomua (MPOJSIEKAPCTBO U ANKWJIMPYIOIIEro areHta S-(3-
Metuntpuaszen-1-win)-umunazon-4-kapooxkcamuma  (MTIC)  Temodar®,  Merck);
UHBEKIHOHHYIO (opmy nmtapabuna (ara-C, aHTHETaOONWYECKHN aHAJIOr LUTHAWHA,
Pfizer); nomyctun (ankunupytrommii areHT, CeeNU®, Bristol-Myers Squibb; Gleostine®,
NextSource Biotechnology), azauutumue (MHPUMUAMHOBBIA HYKJIEO3UIHBIH aHAJIOT
mutuauHa, Vidaza®, Celgene), omaumerakCHH MeNeCyKUHHAT (CIOXKHBIA 3dup
nedanorakcuHa) (uHruOutop cuHTe3a Oenka, Synribo®; Teva Pharmaceuticals),
acnaparunasy FErwinia chrysanthemi (pepmeHTa Ui yMEHBIIEHHS KOJIHYECTBA
acnaparuna, Elspar®, Lundbeck; Erwinaze®, EUSA Pharma); spuOynnna me3unat
(MHrHOUTOp MUKPOTPYOOUEK, aHTUMUTOTHK Ha OCHOBe TyOynuHa, Halaven®, Eisai);

kabasuTtakcen (MHCUOUTOP MHKPOTPYOOUEK, AHTHMUTOTHK HA OCHOBE TyOyJiHHA,
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Jevtana®, Sanofi-Aventis); kamauerpuH (MHrHOMTOP THUMHOMIATCHHTa3bl, Xeloda®,
Genentech), Oenmamyctun (OudyHKIHOHATBPHOE MPOU3BOJHOE MEXJIOPETAMHUHA,
KOTOpOE, KaK Mpenanoaraercs, oopasyer Mexienodeunsie nonepeunbie ciuBku JIHK,
Treanda®, Cephalon/Teva); ukcabenuoH (MOJYCHHTETHYECKHI aHAJIOr 3MOTHJIOHA B,
UHTHOMTOP MHUKPOTPYOOUEK, aHTHMHUTOTHK Ha OCHOBe TyOyimHa, Ixempra®, Bristol-
Myers Squibb); Henapabun (IposIeKapCTBO aHAIOra €30KCUTYaHO3HMHA, HYKJIEO3UIHBIH
Metabonmumyecknit uHruOutop, Arranon®, Novartis), kinodapabun (mponekapcTBo
UHrUOUTOpPa PUOOHYKIEOTHAPENYKTA3bl, KOHKYPEHTHBIH HHIHMOUTOD AE€30KCHIMTHANHA,
Clolar®, Sanofi-Aventis); u Tpudypuaus, U THIHPALII (AHAJIOT HYKJISO3U1a HA OCHOBE
TUMHAWHA 1 uHruOuTOop TMuuH(pochopunassl, Lonsurf®, Tatho Oncology).

[00302] B HekOTOpPHIX BapHaHTAX peAM3alMH JONOJHUTEIBHBIA TepaneBTUYeCKUn
areHT MpencraBisieT COOOH TepameBTUYECKHH AareHT Ha OCHOBE IUIATHHBI, TAKKe
Ha3piBaeMblil IaThHOM. IlnmatwHel BBI3BIBAIOT TomepedHoe cws3eiBanne JIHK, u
omaromapsi sroMmy onu HHrHOUPYIOT penapaunto JJHK w/wmu cunres [JJHK B ocHOBHOM B
OBICTPO PENmPOAYLUPYIOIINXCS KJIETKaX, TAaKUX Kak pakoBble KkieTku. OmoOpeHHbIE
TepameBTUYEeCKHE AareHThl Ha OCHOBE IUIATHHBI, KOTOPbIE MOJKHO IPUMEHSTH B
HacTosieM u300perenuu, BarOYaroT mucmiatud (Platinol®, Bristol-Myers Squibb);
kapbomiatud (Paraplatin®, Bristol-Myers Squibb; a takske Teva; Pfizer); okcamunnatun
(Eloxitin®  Sanofi-Aventis) u  Hemammatia  (Aqupla®, Shionogi). [pyrue
TEpANeBTUYECKUE AreHThl HA OCHOBE IUIATHHY, KOTOPBIE TPOLLIH KIMHUYECKHUE
UCIBITAHUS U MOKHO TIPUMEHSATh B HACTOSIIEM H300PETEHWH, BKJIIOYAIOT MHUKOIJIATHH
(Poniard Pharmaceuticals) u catpamnatun (JM-216, Agennix).

[00303] B HexoTOpBIX BapuaHTaX peaM3aLUU ONOJHHUTEIBHBIA TepaneBTHUYECKUN
areHT MPENCTABIIET COOOM TAKCAHOBOE COENMHEHHE, KOTOPOE BBI3BIBAET pa3pyIIEHHE
MHUKPOTPYOOUEK, KOTOPbIe HEOOXOMUMBI ISl AesieHust KiaeToK. Ono0peHHbIe TAKCAHOBBIE
COEIIMHEHUS, KOTOPbIE MOYKHO MPHUMEHSTH B HACTOSIIEM H300PETEHHH, BKIIFOYAIOT
naxyutakcen (Taxol®, Bristol-Myers Squibb), nouerakcen (Taxotere®, Sanofi-Aventis;
Docefrez®, Sun Pharmaceutical), cBs3annsblii ¢ anpOymunom nakautakcen (Abraxane®;

Abraxis/Celgene) u kabasutakcen (Jevtana®, Sanofi-Aventis). [pyrue TakcaHOBBIE
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COEIMHEHHUs, KOTOpbIE€ MPOLLIH KJINHUYECKHE WCIBITAHUS W MOXKHO TNPUMEHSTh B
HacrosmeM nzobperennn, skmodaroT SID530 (SK Chemicals, Co.) (NCT00931008).
[00304] B HekOoTOpBIX BapuaHTax peaJu3aluy IONOJHHUTEIBHBIM TepaneBTHUUeCKUN
areHT NmpencTasisieT coOON MHrHONTOP aHTHANONTOTHYECKUX OenkoB, Takux kak BCL-2.
OnoOpeHHble HHIHOUPYIOIINE AHTHAMIONTOTHYECKHE OENKH CPEACTBAa, KOTOPHIE MOYKHO
NPUMEHSTH B HACTOSINEM H300peTeHuH, BKIOUAIOT BeHeroknake (Venclexta®,
AbbVie/Genentech) u 6munarymomab (Blincyto®, Amgen). [Ipyrue tepamneBTHYECKHE
AreHThl, HALIEJICHHbIe HA QHTHAMONTOTHYECKHE OeNIKH, KOTOpbIe MPOLUTH KIMHUYECKUE
UCMBITAHKUSI M1 MOKHO IPUMEHSTh B HACTOSINEM H300PETEHHH, BKJIIOUAIOT HABUTOKJIAKC
(ABT-263, Abbott), uaruburop BCL-2 (NCT02079740).

[00305] TepmuH «HMHrHOHUTOpP KOHTPOJBHBIX TOUYEK» B KOHTEKCTE HACTOSLIErO
OIUCAHMSI OTHOCHTCS K areHTaM, IMPUTOJHBIM U MPEIOTBPAILCHUSI «YyXOAa» PaKOBBIX
KJIETOK OT HMMMYHHOM cucrembl mnanueHTa. OOMH M3 OCHOBHBIX MEXaHH3MOB
nectabuin3aliil UMMYHHOH CHCTEMBI MPOTHB OIyXOJH H3BecTeH Kak «T-kietouHoe
HCTOLICHNE)», KOTOPOE MPOUCXOIUT BCIEACTBUE XPOHUYECKOTO BO3EHCTBHS AHTUT€HOB,
YTO NMPHUBOAUT K IMOJIOKUTENBHOW PEryJisiiud HHIUOMPYIOUMX penentopos. [laHHbIe
HHTHOMPYIOIIHME PELENTOPhl CAYKAT KOHTPOJBHBIMH TOUYKAMH HMMYHHOTO OTBETa IJIsI
PEeIOTBPALLEHUST HEKOHTPOJHPYEMBIX UMMYHHBIX PEAKIIHIA.

[00306] PD-1 wu kouHrHOWpyMOIIHE pEUENnTOpbl, Takue Kak aHTureH 4,
ACCOLIMUPOBAHHBIM ¢ wnutorokcndeckumu T-mumdpoumtamu (CTLA-4, B- u T-
mumpouutapueiii arreHoatop (BTLA; CD272), Genok 3, comepskaimii gomMeHbl T-
KJIETOYHOTO UMMYHOTI00yiHa 1 myiuHa (Tim-3), ren aktuBauuu gumdorutos 3 (Lag-
3; CD223) u ppyrue YacTO HA3bIBAIOT PETYJSITOPAMH KOHTPOJBHBIX Touek. OHu
NEWCTBYIOT KaK MOJIEKYJISIPHbIE IPUBPATHUKUY», KOTOPBIE pPa3pEIlalOT BHEKJIETOUYHOM
uH(pOpPMALMK TUKTOBATh, CIEAYET JIU MPOXOAUTE Aajiee MPOrPECCUH KJIETOUHOrO LUKJIIA U
WHBIM BHYTPHKJIETOUYHBIM MPOLIECCAM MepPeIayn CUTHAJA.

[00307] B onmHOoM acnekTe HHTHOMTOpP KOHTPOJIBHBIX TOYEK MPEACTaBIsIET COOOi
OHMOJIOrHUYECKOe TepaneBTHUECKOEe CPEICTBO MM MAaJylO MOJieKyny. B apyrom acmekte
UHTUOMTOP KOHTPOJIbHBIX TOUEK MPEACTABISAET COOOH MOHOKJIOHAJIBHOE AHTHUTENO,

T'YMaHU3UPOBAHHOC aHTUTECIO, MOJTHOCTHIO YECIIOBECUCCKOEC aHTUTEIIO, CIIUTHIN OENIOK WH
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uX KoMOWHauupO. B [OMOJHUTENHPHOM acmeKkTe HHTHOMTOP KOHTPOJBHBIX TOUEK
UHrHOUpyeT OeJI0K KOHTPOIbHOU ToukH, BeiOpanubiii u3 CTLA-4, PDLI, PDL2, PDI, B7-
H3, B7-H4, BTLA, HVEM, TIM3, GAL9, LAG3, VISTA, KIR, 2B4, CD160, CGEN-
15049, CHK 1, CHK2, A2aR, jmuraumoB cemeiictBa B-7 wm ux komOmnamuu. B
JOMOJIHUTEJIFHOM ~ aClleKTe WHTHOUTOP KOHTPOJBHBIX TOYEK B3aUMOIEHCTBYET C
nuranaom Oenka KOHTpOJbHOH Touku, BeiOpanueiM u3 CTLA-4, PDLI, PDL2, PDI, B7-
H3, B7-H4, BTLA, HVEM, TIM3, GAL9, LAG3, VISTA, KIR, 2B4, CD160, CGEN-
15049, CHK 1, CHK2, A2aR, nurannos cemeiictea B-7 wnn nx xomOunanuu. B omHoMm
aCIeKTe HHrUOUTOP KOHTPOJIbHBIX TOYEK MPEACTABISIET COOOH HMMYHOCTHM YJIU YOI
areHT, (paktop pocta T-KJeTOK, HHTEPIEHKHUH, AHTHTENIO, BAKIMHY MM UX KOMOWHALHIO.
B nmononHMTENEHOM acrekTe WHTepiedkuH npexacrasisier codor MJI-7 wmum UJI-15. B
KOHKPETHOM aCIeKTe MHTEPJICHKUH npeacTasiser codoi riukosuanpoBanusii UJI-7. B
NOIOJHUTEIPHOM — ACIeKTe yKas3aHHAas BakIMHA [PEACTAaBIsieT COOOH  BaKUUHY
nenaputHbIX Kietok (DC).

[00308] MHruOuUTOpHI KOHTPOJBHBIX TOYEK BKJIIOYAIOT JIIOOOH areHT, KOTOPBIH
CTATUCTHYECKHA 3HAYMMBIM OOpa3oM OJIOKHPYET WJIH MHIMOMPYEeT MHIHOUTOpPHBIE MYyTH
UMMYHHO# CHCTeMbl. Takue HHrHOUTOPBI MOT'YT BKJIFOYATh B CE0Sl HU3KOMOJIEKYJISIPHBIE
HHrUOMTOPBI MJIH MOTYT BKJIIOYaTh B CeOsl aHTHTENA, WM WX aHTUME€HCBS3bIBAIOLIHE
(GbparMeHTbI, KOTOpbI€ CBSI3BIBAIOTCS W OJIOKMPYIOT WM HHTHOMPYIOT PELEeNTOPSI
UMMYHHBIX KOHTPOJIBHBIX TOUEK, HJIH aHTUTENA, KOTOPbIE CBS3BIBAIOTCS U OJOKHPYIOT
WIA HWHCUOMPYIOT  JIMTaHAbl  PELENTOPOB  HMMMYHHBIX  KOHTPOJBHBIX  TOYEK.
WnmtocTpaTiBHBIE  MOJIEKYJIBI  KOHTPOJIBHBIX — TOYEK, KOTOpPbIE  MOrYT  OBITh
cneuu(pUUHBIMU  jIsi  OJIOKHPOBAaHUS WJIM WHTHOMPOBAHUS BKJIOYAIOT, HO HE
orpannuuBatorcs umu, CTLA-4, PDL1, PDL2, PDI1, B7-H3, B7-H4, BTLA, HVEM,
GAL9, LAG3, TIM3, VISTA, KIR, 2B4 (npunamnexut cemeiictey monekyn CD2 u
skcmpeccupyercs Ha Bcex HK, yd u T-xnerkax mamstu CD8 (0f)), CD160 (taxske
HaseiBaembie BYSS5), CGEN-15049, CHK 1 u CHK2 kunasei, A2aR u pasnudHbie
muraaael cemeirictea B-7. CemelictBo mmranaos B7 Bkimodaer, HO He OrpaHUYNBAETCS
umu, B7-1, B7-2, B7-DC, B7-H1, B7-H2, B7-H3, B7-H4, B7-HS, B7-H6 u B7-H7.

I/IHFI/I6I/ITOpLI KOHTPOJIbBHBIX TOYCK BKIIHOYAKOT aHTUTEJIA HUJIM UX aHTHUI'CHCBA3BIBAIOILINEC
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(dbparMeHThI, APyrU€e CBS3bIBAIOIHE OENKKM, OMOJIOTHYECKHE TEPANEBTHUECKHE CPENCTBA,
WIA Majible MOJIEKYJIbI, KOTOpbI€ CBSI3bIBAIOTCS W OJIOKHPYIOT HJIM HHTHOHPYIOT
akTHBHOCTH oxuoro uiu 6onee u3 CTLA-4, PDL1, PDL2, PD1, BTLA, HVEM, TIM3,
GALY9, LAG3, VISTA, KIR, 2B4, CD 160 u CGEN-15049. WnmocTtpaTuBHEIE
UHTUOMTOPHl ~ MMMYHHBIX ~ KOHTPOJIBHBIX ~ TOYEK  BKJIIOYAIOT  TpeMeaumMymad
(6nokupyromee CTLA-4 antuteno), antu-OX40, moHOkIOHanMbHOE aHTHTENO0 PD-LI
(artu-B7-Hl;, MEDI4736), MK-3475 (6noxatop PD-1), muBonymab (Opdivo®, BMS-
936558; antureno k PDI), CT-011 (artuteno x PDI), monoknonansHoe antuTeno BYSS,
AMP224 (antureno x PDLI), BMS-936559 (antureno x PDLI), MPLDL3280A
(antureno x PDLI), MSB0010718C (antuteno k PDLI) u unumumymad (uHruburop
KOHTPOJIbHOW ToukH, neiictByromuii npotus CTLA-4). Jluranasr Oenka KOHTPOJBHOM
TOYKH BKJIIOHYAIOT, HO He orpanuuuBarorcs umu, PD-LI1, PD-L2, B7-H3, B7-H4, CD28,
CD86 u TIM-3.

[00309] B HexOTOpBIX BapHaHTAX peaju3alUd HWHTHOUTOP UMMYHHBIX KOHTPOJIBHBIX
To4yek BeIOpaH u3 antaronucta PD-1, antaronucra PD-L1 unu antaronucra CTLA-4. B
HeKOTOpbIX BapuaHTax peanu3anuu aHtaroHuct CXCR4, takoit kak X4P-001 wnmm ero
(dapMaleBTHYECKH TpHEMIIEMAst COJIb, BBOIST B KOMOWHAIIMK C HUBOJYMaOOM (aHTHTEIO
Kk PD-1, Onmuso (Opdivo®), Bristol-Myers Squibb); nemOponuzymabom (aHTUTENO K
PD-1, Kutpyna (Keytruda®), Merck); unumumymabom (antuteno k CTLA-4, Epsoii
(Yervoy®), Bristol-Myers Squibb); nypsanymabom (antureno k PD-L1, Umdunzu
(Imfinzi®), AstraZeneca) wmm ate3onmusymabom (antureno k PD-L1, Teuentpux
(Tecentriq®), Genentech).

[00310] [Ipyrue HUHrHOMTOPHI MMMYHHBIX KOHTPOJIBHBIX TOYEK, MOIAXOMASALINE JIJIsl
NpUMEHEHHs B HacTosIeM n3o0perenun, Bkarodator REGN2810 (Regeneron), anTtuTteno
k PD-1, mpoiueninee MCObITAaHHS y MALHMEHTOB C 0a3aibHO-KJIETOYHON KapLUHOMOI
(NCT03132636); HMPJI (NCT03088540); mMIOCKOKJIETOYHOH KAPLUUHOMOW KOXKH
(NCT02760498); mumdpomori (NCT02651662) u wmenanomoiri (NCTO03002376);
numumzymad (CureTech), Taxke wmsBectHsiii kaxk CT-011, anTHTENno, KoTOpOE
ces3piBaeTcst ¢ PD-1, usydaemoe B KIMHHYECKUX HCCIIEMOBaHHUSX mpu aud y3HOH

KPYIMHOKJIETOYHOH B-KkjieTouHOl JuMQpOoMe W MHOXKECTBEHHOW MHENIOMe, aBeayMmad
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(baencuo (Bavencio®), Pfizer/Merck KGaA, Taike usBectHsiii kak MSB0010718C),
noyHOCTRI0 uenoBedeckoe aHtuTeno IgGl x PD-L1, u3ywaemoe B KIMHHYECKHX
MCCJIETIOBAHUSX MTPH HEMEJIKOKIJIETOUHOM PaKe JIErKOro, KapluHOMe U3 KJIeTOK Mepkes,
ME30TeJIOME, COJHAHBIX OIyXOJsiX, paKe MOYKH, paKe SUYHUKOB, pPaKe MOYEBOIO
ny3bIpsi, paKe TOJOBBI U wien U pake >xenyaka, 1 PDROO1 (Novartis), unrubupyroree
AHTUTENO, KOTOpoe cBs3biBaeTcs ¢ PD-1, n3yyaemoe B KIMHUUECKUX UCCIENOBAHUSX NIPU
HEMEJIKOKJIETOUHOM paKe JIETKOro, MeJIAHOME, TPU Kbl HETaTHBHOM paKe MOJIOYHOU
JKele3pl M PacHpOCTPAaHEHHBIX MJIM  METACTATUYECKUX  COJHMAHBIX  OIMyXOJIsiX.
Tpemenumymad (CP-675,206, Astrazeneca) mnpeactaBisieT COOOW  HOJHOCTBIO
yenoBeyeckoe MOHOKIOHANbHOe aHTuTeno k CTLA-4, xoropoe ObulO H3y4eHO B
KJIMHUYECKUX HCCIIeIOBAHUSX TPU psie T[OKa3aHUM, BKIIOUAs: ME30TeUOMY,
KOJIOPEKTAJIbHBIM paK, pakK TIIOYKHM, pak MOJIOYHOW JKeje3bl, pakK JEerkoro u
HEMEJIKOKJIETOUHBIM pakK JIerkoro, HPOTOKOBYIO AaJeHOKAPLUMHOMY IODKENyA0YHON
JKeJe3bl, paK IMOJUKENTYAOUHON Kesle3bl, TePMUHOTEHHYIO OIyXOJb, MJIOCKOKJIETOUHBIN
PaK roJIOBBI U IIeH, MeNaTOLIUTIONSIPHYIO KapLIUMHOMY, pPaK NMPeACTaTEIbHOMN XKeye3bl, paK
SHAOMETpHS, METACTATUYEeCKMH pakK IEeYeHH, paK IMedYeHH, B-KpyIMHOKJIETOUHYIO
auM(pOMy, paK SUYHUKOB, PaK IIEHKH MATKH, METACTATHUYECKHI aHAMJIACTUYECKUI pak
LHIMTOBUAHON OKENe3bl, paK ypoTenus, pak (GauionueBbiXx TPyO, MHOKECTBEHHYIO
MHUEJIOMY, paK MOYEBOTO My3bIps, CApKOMY MSTKux TkaHed m MemaHomy. AGEN-1884
(Agenus) npencrasnsier coboit antureno k CTLA4, uzyuyaemoe B aze I xkimHHUYECKHX
HCCIIEIOBAHUI MPHU pacpoCTpaHEHHbIX cOMUaubIX omyxomsx (NCT02694822).

[00311] Husoaymab (Opdivo®, BMS-93568/MDX1106; Bristol-Myers Squibb)
NpencTaByisieT CcoOOW MONHOCTBIO YEIOBEYECKOE MOHOKJIOHAJIbHOe aHTuTeno IgG4,
KOTOpOE NEeHCTBYET KaK MMMYHOMOIYJIATOP MOCPEICTBOM CBSI3BIBAHHUSI C PELIEITOPOM
3anporpammupoBanHoi rudenn kietok 1 (PD-1) u uzbuparenbHOro GJIOKUPOBAHHS €rO0
B3aumonericteuss ¢ Jjurangamu PD-L1 m PD-L2. Crpykrypa m npyrue cCBoiicTBa
HUBOJIyMaba MpeacTaBiieHbl Ha caite http://www.drugbank ca/drugs/DB09035, nanubie
¢ Kotoporo Oblmu monydeHnbl 14 mapra 2016 roma, W WX COIEpP/KAHHE BKIIIOUEHO B
HacTosilee onucanue. Huponymad paspelineH i mpuMeHEHHsl [UIs JISYSHHsI TallHeHTOB

C pacOpoCTPAaHEHHONW MOYEYHO-KJIETOUHON  KAapLUUHOMOH, KOTOpBIE  MOJydYaliu
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MPEALIECTBYIOUTYIO aHTHAHTHOT€HHYIO TEPAINUIO, B KAUeCTBE eMHCTBEHHOTO areHTa Mpu
HEKOTOPBIX THUMAX HeomepabeNbHOW WM METACTATHYECKOW MEJIAHOMBI, IS JIeUEHHS
HeonepaOenbHOM WM METAaCTAaTUYECKOW MENaHOMBbl WM B KOMOWHAIMH  C
UIIIUMYMaOOM [Jisl JIeueHHsl HeonepaOesbHOW HJIM METaCTATUYECKOW MEJaHOMBI, a
TaKKe MU JIEYEHHs] MEeTaCTaTHYeCKOr0 HEMEJKOKJIETOUHOrO paka JIeTKOTO H
IPOrPEeCCUPOBAHUSI BO BpeMs MM IOCHe XUMUOTEPAlUU IIpernapaTtaMu IUIATHHBL
ITomumo »Toro, HuBONyMAd NpOIIET WCHBITAHHS MM OBUT YIOMSHYT B KaueCTBE
BO3MOXKHOT'O CpEICTBA JIEUGHHUs NMPH APYTUX OHKOJOTMYECKUX MOKA3aHUSAX, BKIIIOUAs
COJMIHBIE OMYXOJIM, MEJIaHOMY KOXH, TJIHOOJACTOMY, TIJIMOMY; TJIHOCAPKOMY;
aCTPOLUTOMY, paK TOJIOBHOTO MO3ra;, JIeHKO3;, OCTpPhIM MHEJOUIHBIM JIEWKO3;
XPOHUYECKUH  MHUEOMAHBIN  JIEWKO3, XPOHHYECKHH JuMQOUMTAPHBIA  JIEHKO3,
pacIpOCTpPaHEHHbIN paK MEYeHHW WJIM TeNaTOLEeUTIONIIPHYIO KapLUHOMY, YBEJIbHYIO
MEJIAHOMY; PaK MPEACTATENbHOM JKeJle3bl, HOBOOOPA30BAHKE ITOKENTYTOUHOM JKeJIe3bl U
paK MOKENyIOYHOM JKele3bl, paK MOYEBOrO Iy3bIps; KOJOPEKTAJIBHBIN pak;
MUEJIOUCIIIIACTHYECKUH CUHAPOM; JuMpoMy XOKKHHA, HEXOKKUHCKYIO JHMpoMmy;
MHOKECTBEHHYIO MHEJIOMY, paK IIeWKH MaTK{, paK SHIOMETPHS;, pPaK MaTKH, pak
SIMYHUKOB M KAPLUUHOMY SIMYHHKOB, MEPUTOHEATBHYIO KApPLHHOMY, IJIOCKOKJIETOYHBIN
paK rOJIOBBI U III€U; paK >KeNyaKa, pak muiieBona; capkomy Kamorn; HoBooOpa3oBaHue
MOJIOYHOHM >KeJie3bl, aJeHOKAPLUHOMY MOJIOUHOW JKeJie3bl M PaK MOJIOUHOM >KeJe3bl;
CapKOMy KOCTEH; CAapKOMY MSATKHX TKAHEW; MEHHHTHOMBI U ME30TETHOMY.

[00312] B wuccnemoBanuu ¢aser 3 ¢  yuactmem Oosiee 800 mAaUMEHTOB C
pPacCIpoOCTpaHEHHOW CBETJIOKJIETOYHOW MOYEYHO-KJIETOUHOU KAPIMHOMOM, B CBSI3H C YeM
OHH TOJIy4aJIl TPEIIECTBYIOIIEe JIeUeHHEe C NMPUMEHEHHEM OJHON WM JBYX CXeM
AHTHAHTHOI'€HHON Tepanuu, MAlUeHTOB CIydaiiHbIM 00pa3oM pachpenesisuii B TPYIIIbI
IUTsL TIOJIy4YeHus 3 M HUBOJIyMaba Ha Kr MacChl Tejla BHYTPUBEHHO KaKIble JBE HEIesH
umm 10 Mr spepojmmyca mepopaibHo B (opme Tabierku exemHeBHO. IlarueHTsl,
MOJIyYaBIIIME HUBOJIYMAO, IEMOHCTPUPOBANIM OOJiee IIMTENBHYIO METHAHHYIO OOIIYIO
BBDKHBAEMOCTb, CHIDKEHHOE OTHOLIEHHE DPHUCKA CMEPTH U Oojiee BBICOKYIO YaCTOTY
OOBEKTHBHOT'O OTBETA, YeM MALMEHTHI, MOJyUaBiiine HUBoJyMad (25%) mo cpaBHEHUIO C

nanueHTaMu, noiydaBmuMu dBepoiumyc (5%) (P<0,001), npu Oosiee HHU3KOW YACTOTE
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CBSI3aHHBIX C JICUEHHEM HeKeJIaTeNIbHBIX siBjieHui 3 uiu 4 crenenu tsokectn (Motzer et
al. (2015), New England Journal of Medicine, 373:1803-1813). CooTBETCTBEHHO, B
HEKOTOPBIX BApUAHTAX peaM3alli HACTOSINEr0 H300peTeHHs] MPEeUIOKEeH CIocod
JICUeHHUS PACIHPOCTPAHEHHOW CBETJIOKJIETOUHON IMOYEYHO-KJIETOYHONH KapPIUHOMBEI,
BKJIIOUAIOIINN BBEJEHHE HYKJAIOLIEMYCs B 3TOM HalueHTy 3()(PeKTHBHOrO KOJIN4YecTBa
antaronucra CXCR4, takoro kak X4P-001 wnm ero dapmaieBTHYECKH MpUeMJieMast
COJIb, UJIK ero (papMaleBTHYECKOW KOMIO3UIMH B KOMOHHAIIMH C HUBOJYMaOOM HIJTH
9BEPOJMMYCOM, TMPU OTOM  YKAa3aHHbIH  MalUMEHT HeoOsA3aTeNbHO  MOJIydYas
MpeIUIeCTBYIOLIee JIEUEHHUE C IPUMEHEHHEM CXEeMbl AHTUAHTMOT€HHON Tepanuu.

[00313] Kak npaBmio, KOJIHYECTBO HUBOIyMada WIIH APYroro HHrHOUTOPa HMMYHHBIX
KOHTPOJIbHBIX TOYEK, MPUTOJHOrO IJIsi IPUMEHEHHsI B HACTOSLIEM H300peTeHun, Oyaer
3aBUCETh OT pa3Mepa, MacChl Telda, BO3pacTa M COCTOSHHMS MNALMEHTA, MOMJIEKALIEro
JIEYEHUIO, TSKECTU PacCTPONCTBA WIIM COCTOSIHMSI, & TaAKXK€ OT MHEHMS Jiedalllero Bpayva.
Hanpumep, cornacHo NpuHATON B HACTOsIIIEe BpeMsl HHCTPYKLUH MO MPUMEHEHUIO, IS
JieueHHsT HeonepadespbHONH WM MEeTaCTATHYECKOH IOYEYHO-KJIETOYHOH KapLUHOMBI
PEKOMEHIOBaHHBI KypC BBeIeHHs HHUBOJyMaba cocTaBiser 3 MI/KT B BHIE
BHYTPUBEHHOH HH(Y3uH B TedeHne 60 MUHYT KasK/Ible BE HEMENN BIUIOTh J0 BBISBIICHHS
POrPECCHPOBaHKs 3a00JIEBAHHUS WM HEMPHEMJIEMONH TOKCHYHOCTH. I10 yCMOTpeHHIo
Jievalero Bpavya, B 3aBUCHMOCTH OT WHAWBHAYAJILHOW IMEPEHOCHMOCTH, Ha3HAUYEHHAs
n03a HUBOJNyMaba MOKET ObITh yBENIMYEHA, HANPUMEp, MYyTEM YBEJIHUYEHHS BBOIUMOI
O3Bl W/WIM YacTOThl BBedeHus. [lo yCMOTpeHHMIO Jieyalero Bpaua, HapsAay cC
NpPeaynpeKIeHUSIMA, TPUBEASCHHBIMA B HWHCTPYKIUH TO NPUMEHEHHUIO, NPUMEHEHUE
HUBOJIyMaba MOKeT ObITh MPEKPALIEHO WM €ro 103a MOKET ObITh CHIDKEHA B Cydae
BO3HHKHOBEHHsSI 3HAYMMBIX HeXeNaTeabHbIX 3(dekToB. B HekoTOprIx BapHaHTax
peamu3ani HUBOJYMad BBOAAT C MPUMEHEHHEM CIIOCOOOB COIJIACHO HACTOSILEMY
HU300pPETEHHIO B COOTBETCTBHH C YKA3aHHBIMH BBILIE PEKOMEHIALMSIMHE 110 MPHMEHEHHIO.

[00314] B HekOTOpPBIX BapHaHTAX pean3alii B HACTOSIIEM H300pETEHHH MPEIOKEH
cnocob neyenus nanuenTta nyrem BBenenus antaronucra CXCR4, takoro kak X4P-001
WUITH ero (dbapManeBTHYECKH npueMisieMasi  COJlb, B KOMOHHALINU c

HMMYHOCTUMYJIMPYIOLIUMH  TEPAlEeBTHUECKUMH  CpeACTBaMU.  PaspelieHHble K
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IPUMEHEHUIO0 MMMYHOCTUMYJIHPYIOIIHE TepaneBTUYeCKHe CPEACTBA, KOTOPHIE MOXKHO
NPUMEHSITh B HACTOSIIEM H300pETeHHH, BKIIIOYAIOT 3710Ty3yMab (antuTeno k SLAMF7,
OMIUTUCUTH (Empliciti®), Bristol-Myers Squibb). Hccnenyembie
UMMYHOCTHMYJIUPYIOLUE COEOMHEHUs, KOTOPbIE MOJYKHO MPHMEHSATh B HACTOSLIEM
nu3obpetennu, BrarovaoT Mmupamypria (Menakt (Mepact®), Takeda Oncology).

[00315] [lpyruM HMMYyHOCTUMYJIHMPYIOIIUM TEPANeBTUUECKHUM CPEACTBOM, KOTOPOE
MOXKHO TPHMEHSTH B HACTOSIIEM H300pPETeHUH, SBISETCS PEKOMOWHAHTHBIM
uHTepneiikua 15 uenosexa (rhlIL-15). rhIL-15 mpommen ucnbITaHuS B KIMHUYECKOH
NpPAaKTHKE B KAYeCTBE CPEICTBA TEPAITMH MEJAHOMBI U MOUYEYHO-KJIETOUHOW KapIUHOMBI
(NCTO01021059 u NCTO01369888), a Taxxe useiiko3oB (NCT02689453). pyrum
UMMYHOCTHMYJIUPYIOLIUM TEPANEBTHYECKUM CPEACTBOM, KOTOPOE MOXKHO NMPHMEHSTH B
HACTOSILIEM M300PETEHNUH, SIBISIETCS PEKOMOUHAHTHBINA HHTepselkuH 12 uenoseka (rhlL-
12). [dpyruM NOOAXOISIIMM HMMYHOTEPANEBTHUYECKHM CPEeICTBOM Ha ocHoBe IL-15
sBisiercst rerepoaumepnblit [L-15 (hetIL-15, Novartis/Admune), ruOpuHbIii KOMILIEKC,
COCTOSIIIUI U3 CHHTETHYEeCKOH (Gopmbl sHAoreHHoro IL-15 B koMIuIekce ¢ pacTBOPUMBIM
ceaspiBatoruM  IL-15 Oenmkom, anbda-uensio penentopa IL-15 (IL15:sIL-15RA),
KOTOPBIN MPOLIET UCIBITAHHS B KIMHHYECKUX HCCaenoBaHusx ¢asel [ mpu MemaHome,
MOYEeUHO-KJIETOYHOH KapLUUHOME, HEMEJIKOKIETOYHOM PaKe JIETKOro M IIOCKOKJIETOYHOM
kapuuHoMe ronoBel U mmen (NCT02452268). PexomOuHaHTHBIN uHTEpieWkuH 12
yenmoBeka (rhlIL-12) mnpormen wucnobpiTaHHS B KJIMHAYECKOW TMPAKTHKE MPH MHOTHX
OHKOJIOTMUECKUX ITOKA3aHMSIX, HAINpUMep, B KadyeCTBE CPeACTBA Tepamud JHUM(OMbI
(NM-IL-12, Neumedicines, Inc.), (NCT02544724 u NCT02542124).

[00316] [lpyrum momxoaoM K CTUMYJISIIUHM MMMYHHOI'O OTBETA SIBJISIETCS] IPUMEHEHHE
OHKOJIMTHYECKHX BHPYCOB. B HEKOTOpBIX BapHaHTaxX peTH3alld B HACTOSIIEM
N300pEeTeHNN MPEIIOKEH CIOCOD JieueHHs MAalMeHTa IMyTeM BBENSHHsS MPEeUIOKEHHOH
komno3unun X4P-001 B kOMOMHALMHM C MMMYHOCTUMYJHPYIOLIMM TEPaneBTUYECKHM
CPEeICTBOM, TaKMM KaK OHKOJUTHYECKHE BHUPYChl. Pa3pellieHHble K NPUMEHEHHUIO
UMMYHOCTHMYJIUPYIOLIHE OHKOJHTUYECKHE BUPYCHI, KOTOpPbIE MOYKHO MPHMEHSTh B

HACTOsIIEM H300pEeTeHWH, BKJIOYAIOT TAJUMOreH JarepmapenBek (talimogene
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laherparepvec, kHBOW aTTeHYMpPOBaHHBIH BHUPYC MPOCTOro repreca, WMIHMruk
(Imlygic®), Amgen).

[00317] TepmuH «HHTHOUTOp apoMarTa3bl» B KOHTEKCTE€ HACTOSILErO OMUCAHHS
OTHOCHTCS K COEOMHEHHUIO, KOTOPOe WHTHOMpyeT BBIPAOOTKY 3CTPOreHOB, HaIpuMEp
npeBpalleHne CyOCTpaTOB aHIPOCTEHIMOHA W TECTOCTEPOHA B 3CTPOH M 3CTPAIHOJ,
COOTBETCTBEHHO. YKa3aHHBIN TEPMHH BKJIIOUAET, HO HE OTPAHUYMBAESTCS HMH, CTEPOHIbI,
B YACTHOCTH aTaMecTaH, dK3eMecTaH U (opMecTaH W, B UYACTHOCTH, HECTEPOHIHBIE
COeIMHEHUs, B YaCTHOCTH AaMHUHOIJIYTETUMUJ, POIJIETUMHJ, ITHPUIOTIYTETUMUT,
TPUJIOCTAH, TECTOJAKTOH, KETOKOHA30J, BOPO30J, (aapo30i, aHACTPO3O0T H JIETPO3OIL
DK3eMeCTaH MPeCTaBjIeH Ha PhIHKE MO TOProBbIM Ha3BaHueM Aromasin™. dopmecran
IPEeACTABJIEH Ha PbIHKE IOJ| TOProBbIM HaszBaHueM Lentaron™. danpo3on nmpencTaBiieH
Ha PBIHKE IO/ TOProBuiM HasBaHueM Afema™. AHAacTPO30J MpPEACTaBieH HAa PBIHKE MO
ToproBeiM HasBaHueM Arimidex™. JleTpo30sa HmpeacTaBieH HA PBIHKE MMOJ TOPTrOBBIMH
HaszeaHusMH Femara™ wumn Femar™. AMHHOINIIOTETUMHJ NPEACTABIEH HA PHIHKE MOA
toproeeiM HazBaHuem Orimeten™. KomOuHaIMs COTJIACHO HACTOSIIEMY H300PETEHHIO,
cozeprKalas XUMHOTEPANIEBTHUYECKHI areHT, KOTOPhIN MPEACTaBsieT COO0NH UHrHOUTOP
apoMarasbl, TOAXOAUT, B YACTHOCTH, JUIS JIEYEHUS TOPMOH-PELENTOP-TOIOKHTETbHBIX
OIMyXOJieH, TAKMX KaK OMyXOJId MOJIOYHOH JKeJTe3bl.

[00318] TepmuH «aHTHACTPOTEH» B HACTOSIIEM H300PETEHHH OTHOCHUTCS K
COEIMHEHUIO, KOTOPOE MPOTUBOAEHCTBYET 3((HEKTY 3CTPOreHOB Ha YPOBHE PELENTOPOB
ACTPOreHOB. YKa3aHHbIA TEPMUH BKIIIOUYAET, HO HE OrPAHHUYMBAETCS MMH, TAMOKCH(EH,
dbyneectpanT, panokcuden u ruapoxiopun paisokcudena. Tamokcuden mpeacrasieH Ha
peIHKE TOx TOproBeiM HasanueMm Nolvadex™. Tmapoxiopupn —paiokcudena
MPENCTABJIEH HA PBIHKE MO TOProBbiM Ha3BaHueM Evista™. dynBecTpaHT IOCTYIEH IS
BBeleHHs oA TOproBeiM HasBanueMm Faslodex™. KomOuHAIHs COTJIAaCHO HACTOSIILEMY
U300pETeHHIO, COAepIKalas XHMHUOTEPANEBTHYECKUN AareHT, KOTOPBIH MPEaCTaBIISET
co0OW aHTHAICTPOreH, SIBJISIETCS OCOOEHHO MOAXOMSALIECH/ IS MPUMEHEHUs ISl JICUSHHUs
OITyXOJieH, TOJIOKUTENILHBIX B OTHOIIEHHH PELENTOPOB 3CTPOTEeHOB, TAKUX KaK OIYXOJIH

MOJIOYHOH JKeJIe3bl.

102



[00319] TepmuH «aHTHAHAPOTEH» B HACTOSIIEM H300PETEHHUH OTHOCHTCS K JIIOOOMY
BELIECTBY, KOTOpPOe CIOCOOHO MHruOupoBaTh Ouojorunueckue 3¢G(HeKTbl aHAPOreHHBIX
TOPMOHOB, M BKJIIOUaeT, HO He orpaHuumBaercs um, Oukamytamup (Casodex™). B
HACTOSIIIEM H300peTeHHH TEPMUH «ArOHHUCT TOHAJOpPEIMHA» BKJIOYAET, HO He
Or'paHUYMBAETCS UMH, a0apesMKC, TO3epPEH U rO3epesIiHa areTart. | 03epesnH 10CTyneH
IUTSl BBEZIEHHS T10]T TOPTOBbIM Ha3BaHueM Zoladex™.

[00320] TepmuH «uHrHOMTOpP TOMOM3OMEpa3bl I» B HaAcCTOsIIEeM W300peTEHUH
BKJIIOYAET, HO HE OrpaHHYMBAETCS WMH, TOINOTEKAaH, TI'UMaTeKaH, HPUHOTEKaH,
KaMIITOTELMH U €r0o aHaJOrH, 9-HUTPOKAMOTOTELIMH U MaKpPOMOJIEKYJISIPHBIN KOHBIOTaT
kamnrorenuHa PNU-166148. HpuHoTekaH HOOCTyHneH [Uisl BBEIEHHUS, HAIpuUMep, B
dopMe, B KOTOPOW OH MpPENCTABJIEH HA PHIHKE, HANMPHMEP, IMOA TOPrOBOM MapKOWM
Camptosar™. TomoTekaH TmpEACTaBIEH HA pbBIHKE IMOA TOPIOBBIM HA3BAHHEM
Hycamptin™.

[00321] Tepmun «unruOuTop Tomomsomepasel II» B HacTosimeM u300peTeHHH
BKJIFOYAET, HO HE OrPAHMYMBAETCS WUMH, AHTPALUKIMHBL, TaKHe KaK JIOKCOPYOHUIMH
(BKJIFOUAsi JIMITOCOMHBINA coctaB, Takoir kak Caelyx™), nayHOpyOHLMH, SmHPYyOHIUH,
UIapyOHIIMH W HEMOPYOHIMH, AHTPAXWHOHBI, MHTOKCAHTPOH M JIO30KCAHTPOH W
noO(PHIIOTOKCHHBI JTOMO3U U TEHHUIO3U. JTOMO3MI MPEACTABIEH HA PHIHKE IO
TOproeeiM HazBanueM Etopophos™. TeHunos3ua mpencTaBiieH Ha PHIHKE MO TOPTOBBIM
HazBaHueM VM 26-Bristol. JlokcopyOMLIMH TpENCTAaBIE€H HA PBIHKE IO TOPTOBBIM
HaszeaHueM Acriblastin™ wmn Adriamycin™, DnupyOHIIHH NPEACTaBIeH HA PHIHKE MO
TOProBeiM HaszBanueM Farmorubicin™., WpapyOuuuH mTpencTaBieH Ha PBIHKE MO
ToproeeiM HazBaHueM Zavedos™. MUTOKCAHTPOH MPENCTABJIEH HA PBIHKE MO TOPTOBBIM
Ha3BanueM Novantron.

[00322] TepmuH «areHT, 00JIaNAOLIMI AKTHBHOCTBIO B OTHOLIEHHH MUKPOTPYOOUEK
OTHOCHTCSl K COEIMHEHHSIM, CTAOHIM3UPYIOIUM MUKPOTPYOOUKH, AeCTaOUIH3UPYIOLIHM
MHUKPOTPYOOUKH, U MHTUOUTOpAM MOJMMEPH3ALUH MUKPOTPYOOUEK, BKJIFOYAIOIIUM, HO
HE OrpPaHWYMBAIOIINMCS HWMH, TAaKCaHBI, TaKWe KaKk MAKIHUTAaKCeJl W JOLETaKCell,
asjkanonabl OapBHUHKA, TaKWe KaK BUHOJACTHH WM BHHOJACTHHA CyJib(haT, BUHKPUCTHH

HUJI1 BUHKPpUCTHHA cym:(baT u BI/IHopeJ'I6I/IH; AUCKOOCPMOJINABI, KOJIXUIWH U 3IIOTUJIOHBI U
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ux mnpoms3BoaHble. Ilaknmrakcen mpeacTaBiieH HA PBIHKE IIOJ TOPTrOBBIM HA3BAaHUEM
Taxol™. JloueTakcen MpPEACTaBJIEH Ha PBIHKE MOA TOPrOBbIM HasBaHueM Taxotere™.
BunOnactuHa cynaedar mpencTaBiieH Ha pbIHKE MOJ TOPrOBBIM Ha3BaHHeM Vinblastin
R P™. BunkpuctuHa cyib(aT NpPEACTABISH HAa pPBIHKE MOJ TOPTOBBIM HAa3BAHUEM
Farmistin™,

[00323] TepmuH «aJKHUIMPYIOLIHI areHT» B HACTOSIIEM H300PETEeHHWH BKIIIOYAET, HO
He orpaHuuumBaeTcs umu, wukiaopochamun, wudochamun, wmendanaH — wIM
HutposzomoueBuny (BCNU wmwmm Gliadel). Huknodochamun npeacrasieH Ha peIHKE MOA
toproeeiM HazBanueMm Cyclostin™. Hdochamua npencrasies Ha peIHKE MOA TOPrOBBIM
Ha3zeaHueMm Holoxan™.

[00324] TepmuH «MHrHOMTOpBI THCTOHIEAlETHIA3bDy WK «UHruOutopsr HDAC» B
HACTOSILEM H300pETeHHH OTHOCHUTCS K COEIMHEHHUSIM, KOTOpble HHTHOHPYIOT
THCTOHZEAIETHIa3y U KOTOpble O0JIaNalOT aHTHIPOIU(EPATUBHON aKTHBHOCTBIO. OHHU
BKJIFOYAIOT CyOepOHIaHHIMAruAPOKCaMOBYIO KUCIOTY (SAHA), HO He OrpaHHYHBAIOTCS
el

[00325] TepmuH «IPOTHBOOMYXOJIEBbI AHTUMETAOOIUT» B HACTOSLIEM M300PETEHUH
BKJIIOYaE€T, HO HE OrpaHHuYUBaeTCs HMH, S-propypaumn win S5-OY, kanenurtaOuH,
remiuTabuH, coenuHenus, nemerunupyromue JHK, takwe kak S-azauuTuamH u
neunutabuH, METOTPEKCAT M 3ATPEKCAT U aHTArOHUCTHI (DOTMEBOI KUCIOTHI, TAKHE KaK
nemerpekcen. KaneuutaOuH mpencTaBieH Ha pPbIHKE TMOA TOPrOBBIM Ha3BaHHEM
Xeloda™. I'emuuTabKH MpeaCTaBIIeH HAa PHIHKE MO TOProBbIM Ha3BaHueM Gemzar™,
[00326] TepmuH «coeAMHEHHE IMJIATHHBIY B HACTOSIIEM H300PETEHHH BKJIIOYAET, HO
HE OrpaHMYMBAETCS WMH, KapOOIUIATHH, UMCIUIATHH, UUCIUIATHH U OKCAJUIUIATHH.
KapOormnatua MoskeT ObITh BBEIEH, HAIPUMED, B (GOpME, B KOTOPOH OH IPENCTaBJIEH HA
pbIHKE, Hampumep, moj TOproBbiM HaszeaHueMm Carboplat™. OxcanumiaTHH AOCTYIEH
IUTs. BBEIEHUs, Hanpumep, B (opMe, B KOTOPOil OH MPEACTABJIEH HA PBIHKE, HAMIPUMED,
o TOproeeiM HazBanueM Eloxatin™.

[00327] B HacrosimeM  H300pETEHMH TEPMHH  «COENMHEHWs,  HalEJEHHbIE
Ha/yMEHBIIAIOIINE AKTUBHOCTh MPOTEWHKWHA3bl WJIM JIMIIHIKAHA3BI, HJIA AKTHBHOCTBH

nporenndocharassr  wim  jmnuadocdaraspl;  HWIM  APYTHE  AHTHAHTHOTE€HHBIE
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COeNMHEHUs»,  BKIIOYAaeT, HO HE  OrpaHUYHBAETCS  HUMH, UHTHOUTOPBI
NPOTEHHTUPO3UHKHHA3BI, W/WJIM HWHTHOWUTOPBI CEpHH-, W/HJIA TPEOHWHKUHA3BI HJIH
UHTUOMTOPBI JINMHIKHHA3BI, TAKHE KaK a) COSIMHEHNUs, HALEJICHHbIE HA, YMEHbBIIAIOLIHE
WM UHTHOMPYIOIME AaKTHBHOCTh PELENnTOpOB TpomOoiuTapHoro ¢Gakropa pocra
(PDGFR), Takue kak coequHEHHUsI, KOTOPbIE HALIEJICHBI HA, YMEHBILIAIOT HJIH HHTHOUPYIOT
aktuBHOCTb PDGFR, B yactHOCTH, coeauHeHus, KOTOpble HHTUOHPYIOT penentop TPO,
Takhe Kak mpou3BoAHOe N-(heHua-2-mupuMHuIdHAMAHA, Takoe Kak mmatuHuO, SU101,
SU6668 u GFB-111; b) coenuHeHus, HaleleHHble HA, YMEHBIIAOINE MU
UHrUOMpPYIOIIME AaKTUBHOCTh perentopoB (akropa pocra ¢udpodaacro (FGFR); c¢)
COEIMHEHHUs, HAIeIEHHble HA, YMEHBINAIOIINE WM HWHTHOUPYIOIIHE AaKTUBHOCTh
peuenrtopa | uHCcymuHOmomoOHoro (akropa pocra (IGF-IR), takue kak CoeauHEHUs,
KOTOpBIE HAIIEJICHbI HA, YMEHBLIAIOT Wi HHruOupytoT aktuBHOCTh IGF-IR, B yactHOCTH,
COEIMHEHHUs, KOTOpble HMHTHOMPYIOT KHHA3HYKO aKTUBHOCTH peuentopa | UDP, wmm
AaHTHTENa, KOTOpble HalleJleHbl Ha BHEKJIeTOUHbIM nomeH penentopa I M®P umm ero
daxTopsl pocrta;, d) coeauHEHMs, HAllEJIEHHbIe HA, YMEHBIIAIOIINE WIH WHrUOUpyoImme
AKTUBHOCTb TIpeICTaBuUTENel cemeiicTBa Trk-penenTopHbIX THPO3UHKHHA3, HJIH
uHrubuTOpel d¢ppuHa B4; e€) coenuHeHus, HalleJE€HHbIE HA, YMEHBIIAMOIINE WJIIH
UHrUOMpYIOIIMEe  AKTUBHOCTh  NpEACTaBUTENEH  cemelictBa  AxI-pelenTopHbIX
THpO3WHKUHA3; f) coemuHeHWs, HalleJeHHbIE HA, YMEHbINAIOIIHE WA HHTHOHPYIOLIHe
aKTUBHOCTb Ret-penenTopHON THPO3WHKHWHA3BL, &) COCOUMHEHUsS, HAIeJIeHHbIe Ha,
YMEHBIIAIOIINE WM WHTHOHPYIOIIME aKTUBHOCTh PELENTOPHOW THPO3UHKHHA3HI
Kit/SCFR, takue kak umatunHu0, h) coenuHeHwus:, HAlleJIEHHbIE HA, YMEHbBIIAIOIINE HJTH
HHrUOMPYIOIIME aKTHBHOCTh PELENnTOpPHBIX THpo3uHkuHA3 C-kit, KOTOpbIE SBISIOTCS
yacTeio cemerictea PDGFR, takne kak coequHEHMs, KOTOPBIE HALIEJIEHBI HA, YMEHBIIAIOT
WA MHTHOHPYIOT aKTHBHOCTh MPEACTABUTENEH CEMENCTBA PELeNTOPHBIX THPO3UMHKHUHA3
c-Kit, B 4acTHOCTH, COemMHEHHUs, KOTOpble MHrHOMPYIOT peuentop c-Kit, Takue kak
UMATHHHUO, 1) COEOWHEHUs, HalleJIeHHblE HAa, YMEHBIIAIOIINE WIH HHTHOUPYIOLIHe
AKTUBHOCTb TMpEACTaBUTENEN cemeiicTBa C-Abl, HpPOAYKTOB CIMSHUST HUX TEHOB
(nampumep, kuHazel BCR-Abl) U MyTaHTHBIX BapHaHTOB, TaKWe KaK COEIUHEHWS,

KOTOPBIC HALCJICHBI HA, YMCHBIIAKOT HIJIA I/IHFI/I6I/IPYIOT AKTHBHOCTD HpeI[CTaBI/ITeJ'IeI\/'I
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cemeiicTBa c-Abl U MPOAYKTOB CIMSIHUSI UX T€HOB, TaKHe Kak mpousBoaHoe N-deHwmn-2-
NUPUMUMHAMUAHA, Takoe Kak uMaThuHUO wim HuiaotuHu® (AMNI107);, PD180970;
AG957, NSC 680410; PD173955 ot ParkeDavis, mmm macatuau6 (BMS-354825); j)
COEeIMHEHUs, HALEJICHHbIE HAa, YMEHBIIAIOIINE WM HWHTHOMPYIOIIHEe aKTUBHOCTD
npencrasutenedn  cemeiictea  nporemHkmHazsl C  (PKC) wm  cemeiicTBa
cepun/TpeonnnkuHa3 Raf, npencrasureneii cemeiicte MEK, SRC, JAK/pan-JAK, FAK,
PDK1, PKB/Akt, Rass/MAPK, PI3K, SYK, TYK2, BTK u TEC w/unu npencraButenei
cemeiicTBa nukianH3aBUCHMbIX kuHA3 (CDK), BKirOYasi mpoOu3BOIHBIE CTaypPOCHOPHUHA,
TaKue KaKk MUJOCTAypUH; pUMepsl Apyrux coenuHenuit Bkiaroyaror UCN-01, cadunrom,
BAY 43-9006, 6puoctatun 1, nepudosun; unmodozun, RO 318220 u RO 320432; GO
6976; Isis 3521; LY333531/LY379196; uzoxunonunossie coemunenus; FTI; PD184352
wim QAN697 (uaruburtop P13K) wnmu AT7519 (uaruburop CDK); k) coenunenws,
HAaLeJIeHHble HA, YMEHBIIAIOIUME WM WHIHOUPYIOUHEe AaKTUBHOCTh HHTHOMTOPOB
NPOTEHHTUPO3UHKHHA3BI, TAKHE KAK COeNMHEHMs, KOTOPble HALEJIEHbl HA, YMEHBIIAIOT
WK UHTUOUPYIOT aKTHBHOCTh HHTHOUTOPOB MPOTEHH THPO3MHKUHAZKI, BKIIOYAS ME3UJIAT
umatuanba (Gleevec™) wiu tupdoctun, Takoit kak Tyrphostin A23/RG-50810; AG 99;
Tyrphostin AG 213; Tyrphostin AG 1748; Tyrphostin AG 490; Tyrphostin B44; (+)-
sHantuomep Tyrphostin B44; Tyrphostin AG 555; AG 494; Tyrphostin AG 556, AG957
" anadoctuH, aZlaMaH THJIOBBIN CJIO>KHBIH a¢up (4-{[(2,5-
IUTHAPOKCH(pEHIT)MeTr [aMuHO } OeH3oiiHoN kucaotel, NSC 680410, amadoctun), 1)
COENMHEHHUs, HaLEJEHHblE Ha, YMEHBIIAIOIINE WJIH HWHIHOMPYIOIIHEe aKTHBHOCTD
IpeACTaBUTeNed CeMelCTBa TUPO3MHKHHA3 PEeLenTopa MUAePMAIBHOrO (hakTopa pocTa
(EGFR1 ErbB2, ErbB3, ErbB4 B BHIOE romMo- WM reTepOOMMEpPOB) U UX MYTAHTHBIX
BAPUAHTOB, TaKWe KAaK COEIUHEHHs, KOTOpbIe HaleJNeHbl Ha, YMEHBLIAIOT WJIH
HHTUOMPYIOT aKTUBHOCTH TMPEACTABUTENIEH CEMENCTBA PELENTOPOB SMUAEPMATBEHOTO
dakropa pocra (EGF), B wactHOCTH, coemuHeHus, O€NKM WM AHTHTENA, KOTOPHIE
WHTHOMPYIOT TMPEACTABUTENEH ceMeiicTBa TUpo3uHKHHA3 perentopoB EGF, takmx kak
peuentop EGF, ErbB2, ErbB3 u ErbB4, unu cesseiBatorcs ¢ EGF umu nmuranmgavu,
poacteenneivu EGF, CP 358774, ZD 1839, ZM 105180.; tpacty3ymab (Herceptin™),
nerykcumab (Erbitux™), Iressa, Tarceva, OSI-774, Cl1-1033, EKB-569, GW-2016, E1.1,
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E2.4, E2.5, E6.2, E6. 4, E2.11, E6.3 wiu E7.6.3 u npoussomusie 7H-mmuppono [2,3-
d]mupumuanHa; m) COeNWHEHHs, HaIEJeHHble HAa CHIDKEHHE WJIM HHrUOMpOBaHHE
AKTUBHOCTH peuentopa c-Met, Takue Kak COEIWHEHHs, KOTOpbIe HAalleJIeHbl Ha,
YMEHBIIAIOT HJIM WHIHOUPYIOT aKTUBHOCTH C-Met, B YACTHOCTH COEIMHEHHs, KOTOpPbIE
UHTUOMPYIOT KHHA3HYKO aKTHBHOCTh pelentopa c-Met Wium aHTHTeNa, KOTOpBIE
HalleJIeHbl BHEKJIETOUHbIH AomMeH c-Met wim cBszeiBanne ¢ HGF, n) coemunenwus,
HalleJIeHHbIe, YMEHbBIIAIOIINE HJIH MHIHOUPYIOLHe KHHA3HYI0 aKTHBHOCTh OIHOTO WJIH
Heckonbknx wieHoB cemelicta JAK (JAK1/JAK2/JAK3/TYK2 w/mma pan-JAK),
BKJIIOYAs, HO He orpaHuumBasce wumu, PRT-062070, SB-1578, OapuuuTuHHO,
nakpuTaHuO, MomenotuauO, VX-509, AZD-1480, TG-101348, rtodamutuHud wu
pykcomMTUHHO, O) COENWHEHHWs, HAlleJIeHHbIe HA CHIDKEHHE WM WHrHOupoBaHUe
kuHa3HOH aktuBHOCTH KnHa3bl PI3 (PI3K), Biouasi, HO He orpannumBascs umu, ATU-
027, SF-1126, DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oynapau3uo,
nuktpenucud, PF- 4691502, BYL-719, naktonmus3ud, XL-147, XL-765 u unenanusuo; u;,
U () COeNUHEHUs, HAalLEJEeHHble, YMEHbIIAIOIUE WJIH HHTUOMPYIOLIHME CUTHAJIbHBIE
a¢pdexter myreit O6enka hedgehog (Hh) umu crnaskennoro peuenropa (SMO), Bkimouyasi,
HO HE OTPAHWYHBASCH MMM, IUKJIONMAMUH, BUCMOIETHO, MUTPAKOHA30J, dPU3MOIETUO |
IPI-926 (capunerud).

[00328] Tepmun «uurubutop PI3K» B Hacrosiem u300peTeHHH BKIIOYAET, HO HE
OrpaHUYMBAETCS HMH, COEAMHEHUs, O0Jafalolie HHIUOUPYIOUEH aKTHBHOCTBIO B
OTHOLIEHHH OAHOrO WM Oojee (epMEeHTOB U3 cemeicTBa (hochaTuIUINHOZUTON-3-
KWHA3, BKJIOYas, HO He orpanununBaschk umu, PI3Ko, PI3Ky, PI3KJ, PI3Kp, PI3K-C2a,
PI3K-C2B, PI3K-C2y, Vps34, pl10-a, pl110-B, p110-y, pl110-3, p85-a, p85-B, p55-y,
pl150, pl01 u p87. Ilpumeps: uaruOuopo PI3K, kOTOpble MOXKHO MPUMEHSTH B
HACTOSIIIIEM H300pETEeHNH, BKIIFOYAIOT, HO He orpannuuBaroTcs umu, ATU-027, SF-1126,
DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oymapaucub, nukrepnucud, PF-
4691502, BYL-719, makromucu6, XL-147, XL-765 u unenamicud.

[00329] Tepmun «uurubutop Bcl-2» B HacTosiem n300peTeHHH BKIIIOYAET, HO HE
OrpaHUYMBAETCS HMH, COEAWHEHHs, O0Jafalolue HHrUOUPYIOWEH aKTHBHOCTBIO B

otHowennn Oenka B-knerounoi nmumdbomsr 2 (Bcl-2), Bkiroyas, HO He OrpaHUYHBASICH
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umu, ABT-199, ABT-731, ABT-737, amoroccunon, mnaH-Blc-2-unrubutopsr Ascenta,
KYpkyMuH (M ero aHaioru), uHruOutopsl nsoitHoro aericteus Bcl-2/Bcl-xL (Infinity
Pharmaceuticals/Novartis Pharmaceuticals), Genasense (G3139), HAl4-1 (u ero
anayorn; cM. WO2008118802), nasutokiakc (u ero anajoru, cMm. US7390799), NH-1
(Shenayng Pharmaceutical University), o0aTtokjmakc (4 €ro aHaJioTH, CM.
W02004106328), S-001 (Gloria Pharmaceuticals), coemunenust cepun TW (Univ. of
Michigan) u BeHetokyiakc. B HekoTOpbIX BapmaHTax peajm3anuu UHruoutop Bcl-2
npencTaBiseT CoOOH JIeKapCTBEHHOE CpPEACTBO-MAIYI0 MOJEKyldy. B HeKoTopbIX
BapHaHTaX peanu3anuu uHruouTop Bcl-2 npencrasisier co0oii menTHIOMUMETHK.
[00330] Tepmun «unarubutop BTK» B Hacrosiimem u300peTeHHH BKJIIOYAET, HO HE
OrpaHUYMBAETCS WMH, COEIUHEHHs, OO0Jamarolie HHrUOUPYIOIIeld AaKTHBHOCTBIO B
oTHOWEeHNH Tupo3uHkuHA3bl bpyrona (BTK), Bkirouas, HO He OrpaHHYHBASCH HMH,
AVL-292 u ubpytunuo.

[00331] Tepmun «unarubutop SYK» B HacrosimeM u300peTeHHH BKJIIOYAET, HO HE
OrpaHUYMBAETCS WMH, COEOUHEHHs, OOJajarollie HWHrUOMPYIOIIeld AaKTHBHOCTBIO B
OTHOLIEHUH THPO3UHKHHA3KI cene3eHku (SYK), BkirOuas, HO HE OrpaHUYHMBASCH HMH,
PRT-062070, R-343, R-333, Excellair, PRT-062607 u pocramatunud.

[00332] J[dpyruenpumepsr uarubupyomux BTK coemuHeHuii 1 COCTOSHUMN, KOTOPbIE
MOJKHO JIEYHTh TAKUMH COEOUHEHUSIMHU B KOMOWHALUH C COEOUHEHUSMH COTJIACHO
HACTOSIIIIEMY H300peTeHHIO, MOTYT ObITh HalimeHsl B W(02008039218 1 W0O2011090760,
NOJIHOE COIEpIKaHWE YKAa3aHHBIX HCTOYHUKOB BKJIIOYEHO B HACTOSIIEE OIMHUCAHUE
HOCPEICTBOM CCBLIKH.

[00333] [pyrue npumeps! uarudupyomux SYK coequHeHuit U COCTOSIHUN, KOTOpPbIE
MOJKHO JIEYHTh TAKUMH COEOUHEHUSMHU B KOMOWHALUH C COEOUHEHUSMH COTJIACHO
HACTOSIIIIEMY H300peTeHHIO, MOTYT ObITh HalimeHsl B W(02003063794, W02005007623 u
WO02006078846, mosHOE copepkaHUe YKA3aHHBIX HCTOYHHKOB BKJIFOYEHO B HACTOSIIEE
OIHCAHKE MOCPEACTBOM CCHLIKH.

[00334] [pyrue mpumepsl unrubupytomux PI3K coennHeHuit 1 COCTOSIHHIN, KOTOPbIE
MOJKHO JIEYHTh TAKUMH COEOUHEHUSMHU B KOMOWHALUH C COEOUHEHHUSMH COTJIACHO

HACTOSIIIIEMY HM300peTeHnt0, MOryT ObITh HaiaeHsl B W02004019973, W(02004089925,
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WO02007016176, US8138347, W02002088112, W02007084786, WQ0O2007129161,
W02006122806, W02005113554 u WO2007044729, nonHoe comepkaHWe YKa3aHHBIX
HMCTOYHUKOB BKJIFOYEHO B HACTOSIIIEe ONUCAHNE TOCPEICTBOM CChUIKH.

[00335] [dononnutenbHO mpumepsl nmHruOupyromux JAK coennHeHuit U COCTOSHUIA,
KOTOpbIE MOXKHO JICUUTh TAKUMH COEIMHEHHSMH B KOMOMHALIMH C COEAWHEHUSIMH
COMIaCHO HACTOSIIEMY H300peTeHnio, MoryT ObiTh Haiimenst B WO02009114512,
WO02008109943, WO02007053452, WO02000142246 u WO2007070514, mnomHOE
coneprkaHMe YKa3aHHBIX MCTOYHMKOB BKJIIOUEHO B HACTOSIIEe ONMUCAHHUE MOCPEICTBOM
CCBLJIKH.

[00336] /[lpyrme mNpOTHBOONYXOJEBbIE COSOUHEHHS  BKJIIOYAIOT  COEAMHEHHS,
AKTUBHOCTb KOTOPBIX ONOCPENOBaHA APYTMM MEXaHW3MOM, HalpuMep, He CBSI3aHHBIM C
UHrUOMPOBAHMEM TNPOTEMHKWHA3bl WM  JIMIHIKAHA3BI, HAMpPUMEp, TaJIUIOMH]
(Thalomid™) u TNP-470.

[00337] Ilpumepsl HHrHOMTOPOB MPOTEACOM, MOAXOASAIIMX [JIsi MPUMEHEHUs B
KOMOMHALIUYN C COEMHEHHSIMU COIJIACHO HACTOSIIEMY H300pETEeHHIO, BKIIIOYAIOT, HO HE
OrpaHHYMBAIOTCS MMM, Oopre3omMud, AuMCynb(upaMm, SMUTAIOKATEXHH-3-rajiat
(EGCQG), canunocnopamun A, kapdpunzomud, ONX-0912, CEP-18770 u MLN9708.
[00338] CoenuHeHus, KOTOpbI€ HALENEHbl HA, YMEHBILIAIOT WJIH WHTHOUPYIOT
akTUBHOCTh mporerHpocharassr wimn  Junuadocdarassl, MOPEICTABIAIOT  COOOIA,
Hanpumep, uHrHOUTOpHl (ochatassr 1, ¢ocdaraser 2A umm CDC25, Takme Kak
oKajaeBasi KUCJI0Ta UJH €€ IPOU3BOJHOE.

[00339] CoenuHenust, KOTOPble UHAYLHPYIOT mpoueccsl auGHepeHInpPOBKH KIIETOK,
BKJIIOYAIOT, HO HE OTPAHHYHBAIOTCS UMHU, PETHHOEBYIO KHCIIOTY, (- Y- UJIH O-TOKO(hEPOIT
WK O~Y- HJTH O-TOKOTPUEHO.

[00340] TepmuH «HUHTHOUTOP LHMKJIOOKCHTE€HA3bl» B HACTOSIIEM H300pETEHUH
BKJIIOYAET, HO HE OTPaHHYMBAETCS MMH, HHrHOUTOpBl COX-2, S-ajKui3aMelneHHyw 2-
apuJIaMHHO(MEHITYKCYCHYIO KHCIIOTY W €€ MPOU3BOAHBIE, TaKHe Kak IEeIeKOKCUD
(Celebrex™), >TopuKOKCHO, BaJAEKOKCHO WM S-ajKui-2-apujiaMHHODEHUTYKCyCHAs
KHCJIOTa, Takas Kak S-metui-2-(2'-xyop-6'-propanunuHo)peHnaykcycHas KHCIIOTa,

JYMHPAKOKCHO.
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[00341] Tepmun «OuchocdoHaTel» B HACTOSIIEM H300PETEHHWH BKIIIOUAET, HO HE
OrPaHUYMBAETCS WMH, STPUIOHOBYIO, KIIOAPOHOBYIO, THUJIYAPOHOBYIO, MaMHAPOHOBYIO,
aJIeHIPOHOBYIO, HMOAHOPOHOBYIO, PH3EAPOHOBYKD W  30JIEIPOHOBYIO  KHCIIOTHI.
DTpUIOHOBAs KHCJIOTA MPEACTaBJIeHA HAa PhIHKE MOJ TOProBbiM Ha3zpaHueM Didronel™.
KnonponoBasi kucioTa mpeAcTaBlieHa Ha PbIHKE MO TOProBeiM HaszBanueMm Bonefos™.
TunynpoHoBasi KHCJIOTa MPEACTABJIEHA HA PBIHKE MOJ TOProBbIM Ha3paHueMm Skelid™.
INamMupoHOBasi KMCJIOTA MPEACTABICHA HA PBIHKE MOJA TOProBbIM HasBaHueM Aredia™.
AneHnpoHOBast KUCIOTA IPEACTABJIEHA HA PBIHKE MOJ TOPrOBBIM Ha3BaHueM Fosamax™.,
HbannpoHoBass KuCIOTa TMPEACTABIEHA HA pPbIHKE IOA TOPrOBBIM HAa3BAHUEM
Bondranat™. PusenpoHoBass KHCIOTa MpPEACTABJIEHA HA pPbIHKE @OA TOPTOBBIM
HasBanueM Actonel™. 3onenpoHOoBas KHUCJIOTA MPEACTABJIEHA HA PBHIHKE MOJ TOPrOBBIM
HasBanueM Zometa™. Tepmun «uaruOutopsi mTOR» OTHOCHTCS K COeIMHEHHSIM,
KOTOpble MHIHOMPYIOT MHUIIEHb pamamMuunuHa B kieTkax miekonutaroumx (mTOR) u
KOTOpble O0JafaroT AaHTUMPOJH(EPATUBHONW AKTUBHOCTHIO, TAKUM KaK CHPOJIUMYC
(Rapamune®), speponumyc (Certican™), CCI-779 u ABT578.

[00342] TepmuH «UHrHOHTOP remapaHasbl» B HACTOSIIEM M300PETEHHH OTHOCHTCS K
COEMHEHUsIM, KOTOpbI€ HAIleJIEHbl HA, YMEHBIIAIOT WJIM WHCHOMPYIOT Jerpamaiuio
cyis(ara remapuna. TepmuH BKJIOYaeT, HO He orpanuuuBaercs uMm, PI-88. Tepmun
«MO(PHUKATOP OUOJIOTHYECKOrO OTBETa» B HACTOSIIEM H300pPETEHHH OTHOCHUTCS K
TUM(pOKHHY HITH HHTEPPEPOHAM.

[00343] Tepmun «unrubuTop OHKOreHHbx uzodopm Rasy, Takux kak H-Ras, K-Ras
wm N-Ras, B HacTositemM n300peTeHNH OTHOCUTCS K COEIMHEHHSIM, KOTOPbIE HALlEIEHBI
HA, YMEHBIIAIOT WJIH WHIHOUPYIOT OHKOT€HHYIO aKTHBHOCTH Ras; mpuMepoM sBIseTCs
«uHrHOUTOp (apHesunrpanchepass», Takon kak L-744832, DK8GS57 umu R115777
(Zarnestra™). B HacrosieM H300peTEHHH TEPMUH KMHTHOUTOP TEIOMEPAa3bl» OTHOCHTCS
K COEIWHEHHSIM, KOTOpbI€ HAIEJeHbl HA, YMEHBILIAIOT WJIH HHTHOMPYIOT aKTHBHOCTb
tenomepasbl. CoenMHEHUs, KOTOpble HALENEeHbl HAa, YMEHBIIAIOT WM HHCHOHPYIOT
AKTUBHOCTb TEJIOMEpasbl, MPEACTABNISAIOT COOOW, B YaCTHOCTH, COEOMHEHHS, KOTOpBIE

UHTHOMPYIOT PELENTOP TENOMEPA3bl, TAKOH KaK TEJIOMECTATHH.

110



[00344] TepmuH  «MHrHOMTOP  METHOHHHAMHHONENTHAA3bD» B  HACTOALIEM
U300pETEeHNH OTHOCUTCS K COEOMHEHUSM, KOTOpPbIE HALEJEHbl HA, YMEHBINAIOT HJIH
UHTUOMPYIOT AaKTUBHOCTh METHOHUHAMHUHONENTHAa3bl. COeTMHEHN s, KOTOPbIE HAIEIEHBI
HA, YMEHbBINAIOT WA WHTHOUPYIOT aKTHBHOCTE METHOHHHAMHHOMENTHAA3BI, BKIIIOYAIOT,
HO HE OIPaHUYHMBAIOTCS UMHU, OEHraMU] HJTH €ro MPOU3BOIHOE.

[00345] TepmuH «MHrHOMTOP MPOTEACOM» B HACTOSILIEM H300PETEHHH OTHOCHTCS K
COEeMHEHUSIM, KOTOpbIe HALEIMBAIOTCS HA, YMEHBIIAIOT WM HHTHOUPYIOT aKTUBHOCTB
nporeacoM. CoeanHeHHs, KOTOPbIE HAIENUBAIOTCS HA, YMEHBIIAIOT WM HHTHOUPYIOT
AKTUBHOCTb IIPOTEACOM, BKJIIOYAIOT, HO HE OrPaHUYHMBAIOTCS UMH, bopre3omud
(Velcade™) u MLN 341.

[00346] TepmuH «MHrHOMTOP MATPHUKCHON METAJLUIONPOTEMHA3BD» MM (CKHHTHOUTOD
MMP») B HacrosimneM H300peTeHHH BKJIKOYAET, HO HE OrPaHHYMUBAETCS WMH,
UHIUOUTOPBI KOJUTareHa U3 Kjacca MNEeNTHAOMHMETHKOB W HENEeNTHIOMHMETHKOB,
IPOU3BOJHBIE TETPALMKIIMHA, HANPUMEP THAPOKCAMATHBIA HHIMHOMTOpP M3 KJjacca
HNEeNTUAOMUMETHKOB OAaTHMMACTAT M €ro aHayor, o0JaJarouiii OMOTOCTYIMHOCTBIO MPU
nepopajibHOM BBemeHun, mapumacrat (BB-2516), npunomacrat (AG3340), meracrat
(NSC 683551), BMS-279251, BAY 12-9566, TAA211, MMI270B umu AAJ996.

[00347] TepmuH «CoeoWHEHHs, MNPUMEHSEMbIE NPH JIEYSHHH TI'eMAaTOJOIHYECKUX
3JI0KAYECTBEHHBIX HOBOOOPA30BAaHUI» B HACTOSIIEM H300PETEHHU BKJIFOYAET, HO HE
OrpaHUYMBAETCS WMH, HHrUOUTOpbl FMS-mogoOHON THPO3WHKHHA3BI, KOTOPBIE
OPENCTABNAIOT  COOOM  COeNMHEHWs, HalEeJeHHble HA, YyMEHBbLIAIOIIHE  KJIH
UHrUOMPYIOIIME aKTUBHOCTH peuentopo FMS-nmomobuoi tuposunkunassl (Flt-3R);
unteppepon, 1-B-D-apabunodypancunuutosun (ara-c) u Oucynbdan; U HHrHOUTOPEI
ALK, KOTOpBIE€ MPEICTABISIOT COOOW COENMHEHHs, KOTOPhIE HALEJIEHbI HA, YMEHBIIAIOT
WA UHTUOMPYIOT aKTHBHOCTh KMHA3bI AHATIACTHYECKOH JTUM(POMBIL.

[00348] CoenuHeHus, KOTOpbIe HALENEHbl HA, YMEHBLIAIOT WJIH WHTHOHPYIOT
akTUBHOCTb peuentopoB FMS-monobuoit tuposunkunaszel (FIt-3R), mnpencrasasiror
co0Ol, B 4YACTHOCTH, COEOUHEHHUs, O€JKH WM AaHTHTENa, KOTOpble HHIHOUPYIOT
npeacTaBuTenell  cemeiictBa penentopHbix kuHa3 Flt-3R,  Takme kak PKC412,

MUIIOCTAypHH, Tpou3BoAHOe cTaypocnopunHa, SU11248 m MLNS518.
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[00349] Tepmun «unrubutopst HSP90» B HacTosIeM H300pETEHUH BKJIFOYAET, HO HE
OTpaHMYMBAETCS] HMMH, COCOWHEHHWs, HaleJeHHble Ha, YMEHBINAINHE WU
uarubupyromue AT®aznyio aktuBHOCTh, mnpucyimy HSP90; yuactByromue B
Jerpajalii, HalelleHHble HA, YMEHbBINAIONIHEe KOJMYECTBO WM WHTHOHPYIOIIHE
3apucuMbie oT HSPO0 Oenkm mnocpeAacTBOM yOMKBUTHHHH-TIPOTEACOMHOT'O MYTH.
CoenuHeHnns, HaleJieHHblE HA, yMeHbLIAOUMe wid uHruoOupywomme ATdaznyro
aKTUBHOCTB, mpucywyo HSPO0, npencrasisiroT coO0H, B YaCTHOCTH, COSTUHEHHS, OeJKH
Wi aHTuTena, koropeie HHruOupyroT AT®asnyro aktuBHOocTe HSPOO, Takme kak 17-
ajummnaMuHo, 1 7-nemerokcurennanamMuine  (17AAG), npou3BOAHOE TefAaHAMUIINHA,
ApyrHe pOACTBEHHBIE IeJIIAHAMULIMHY COeANHEeHUs; paaquuukos u uarudoutopst HDAC.
[00350] Tepmun «antunponudepaTuBHBIE AHTUTENA» B HACTOSIIEM H300pETEHHH
BKJIFOYAET, HO He OorpaHnuuBaercs uMu, Tpactydymad (Herceptin™), Tpactysymad-DMI,
apbutykc, Gesarmsymab (Avastin™), putykcumab (Rituxan®), amtureno PRO64553
(mpotuB CD40) u 2C4. ITox aHTHTENAMH MOAPA3YMEBAIOT UHTAKTHBIE MOHOKJIOHAJILHEIE
aHTUTENA, OJUKIIOHAJILHBIE aHTUTENA, Tonucnennduyeckue aHTHTENA, TOTyUYEeHHbIE IO
MeHbLIeH Mepe 13 2 HHTAKTHBIX aHTUTEN, U (PparMeHThl AHTUTEJ NP YCJIOBHH, YTO OHU
JEMOHCTPUPYIOT JKeJIAeMYIO OHOJIOTMYECKYIO AaKTHBHOCTb.

[00351] [nst meuenust octporo muenounHoro Jeiikoza (OMJI) coemuHeHust COracHo
HACTOSIIIEMY H300PETEHHUI0 MOKHO MPUMEHSITh B KOMOWHAIMH CO CTaHAAPTHBIMH
criocobamMu JieueHHsl JIeiiKo3a, B YACTHOCTH B KOMOMHAIMU CO CIOCOOAaMHU JIEUEHHs,
ucnosb3dyembiMu i gedennss OMJL. B wacTHOCTH, COeTMHEHUsI COTJIACHO HACTOSIIEMY
U300pETEeHHI0O MOKHO BBOAWTE B KOMOWHALMKM C, HANpuMep, HWHIHOUTOpaMU
dapraesunaTpanchepassl HW/HIH OPYTHMH JIEKAPCTBEHHBIMH CPENCTBAMHM, MOIXOIAIIHMHE
st npuMmenenust s edenus OMJL, takumu kak nayHopyOuuuH, aapuamuiuH, Ara-C,
VP-16, Tenuno3una, MUTOKCAHTPOH, Haapyouy, kapoormtatud u PKC412.

[00352] [Ipyrue mnpOTHBOJIEHKO3HBIE COENMHEHHWs BKIIIOUAlOT, Hampumep, Ara-C,
aHAJIOr MHUPHMHAWHA, KOTOPBI mpencraBiser coboit 2'-anbda-ruapokcuprubo3HOe
(apaOuHO3UAHOE) TMPOU3BOOHOE HE30KCHIMTUAMHA. Takyke BKJIIOYEHBI MYPHHOBBIH
aHaJIOT THIOKCAHTHHA, 6-MepkanTonypuH (6-MP) u ¢pnynapabuna dpochar. Coenunenus,

KOTOPBIC HALICJICHBI HA, YMEHBIIAIOT HUJIN I/IHFI/I6I/IPYIOT AKTHUBHOCTh THCTOHACAICTHJIA3bI
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(HDAC), takme kak OyTupar HaTpus U CyOepOMJIAHHJIMAATHOPOKCAMOBAS KHCIIOTA
(SAHA), uHrubupyrT akTHBHOCTh (PEPMEHTOB, M3BECTHBIX KaK T'MCTOHJIEAIETHJIA3bI.
Konkpernbie wunrubutoper HDAC Brmouator MS275, SAHA, FK228 (panee
FR901228), tpuxocratun A u coemuHeHusi, onucanneie B US 6,552,065, Brimouaromue,
HO He OrpaHHuMBarolmecss UMH, N-ruapokcu-3-[4-[[[2-(2-metun-1H-unmnon-3-
wi)atui|amuao|merui|pennn|-2E-2-nponenamu WU ero (bapmareBTHUECKH
IPHEMIIEMYIO COJIb " N-runpoxcu-3-[4-[(2-runpoxcustin) { 2-(1 H-ungon-3-
wi)atuii|amuao|merui|pennn|-2E-2-nponenamu UJTu ero (apmareBTUUECKH
NpPUEeMJIEMYIO COJib, B YaCTHOCTH JIAKTATHYIO CcoJib. B Hacrosimem wu300pereHuu
aHTarOHUCTBI pPELEeNnTOopa COMATOCTATHHA» OTHOCSTCS K COEAMHEHUSIM, KOTOpBIE
HaLeJIeHbl Ha, BO3AEHCTBYIOT HA WJIM HHTHOUPYIOT PELENTOP COMATOCTATHHA, TAKUM Kak
oktpeorun u SOM230. «Ilogxompl, OCHOBaHHBIE HA MOPAKEHUH OIMYXOJIEBOW KJIETKI
OTHOCATCS K TaKHUM [OAXOJAaM, KakK HOHM3HpYIOIIee H3JIy4eHue. 1epMHH
KMOHU3UPYIOLIee U3JIyuyeHHe», YIOMSHYTBIH BBIIIE U Jajiee, O3HAUAeT HMOHH3UPYIOIIee
U3JIy4eHHe, KOTOPOe UMEET MECTO B BUE JINOO AJIEKTPOMATHHTHOI'O H3JIyUeHHs (TaKoro
KaK PEHTreHOBCKHME JIy4d W TraMMa-jiydu), JuOo uactui (Takux Kak ajabga- u Oera-
yactuipl). MOHU3MpYIOIIee H3TydeHne MPEIIOKEHO i, 0e3 OrpaHHYeHus, JIydeBOM
TEpanul U U3BECTHO B maHHOU obmactu texuuku. Cm. Hellman, Principles of Radiation
Therapy, Cancer, B Principles and Practice of Oncology, Devita et al., Eds., 4th Edition,
Vol. 1, pp. 248-275 (1993).

[00353] Takke BKIKOYEHBI BellecTBa, CBs3piBaoiine EDG, u  HHTHOUTOPSI
pubOHYyKJIeOTUApEenyKTa3bl. TepMHH «BelecTBa, cBsspiBaroine EDG» B HacrosimeMm
HU300pETEeHUH OTHOCHTCS K KJAcCy HMMMYHOCYNPECCOPOB, KOTOPbIE MOAYJIHPYIOT
permpkysnuo  auMmbonuTo, Takux kak FTY720. TepmMuH  «HHTHOMTOPBI
pUOOHYKJICOTUAPEAYKTA3b»  OTHOCHTCS K NHPUMHOAHOBBIM  HJIH  IYPHHOBBIM
HYKJIEO3UIHBIM aHAJIOraM, BKJIFOYAIOIIUM, HO HEe OrPAaHHUYUBAIOLIMMCS UMH, (QiynapaOuH
u/umm  uurtosuHapabunosun (ara-C), O-tuoryanuH, S-dropypaumn, kiaaapuOuH, O6-
MepkantonypuH (B dYactHOCcTH, B komOmHauumu c ara-C mnporus OJIJI) w/mmm

neHTocTaTH. HWHruOuTOpel pHOOHYKIIEOTHAPENYKTa3bl MPEACTABISIOT CO0OH, B
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YaCTHOCTH, THUJPOKCUMOUYEBHHY WJM Npou3BoiHble 2-ruapokcu-1H-uzounnon-1,3-
IMOHA.

[00354] Takke BKIIOUEHBI, B YAaCTHOCTH, TAaKW€ COEOUHEHHs, OCJKH HWJIH
MOHOKJIOHAJIbHBIE aHTHTEIA NPOTHB (hakTopa pocta sumorenus cocynos (VEGF), kak 1-
(4-xnopaHnymHO)-4-(4-nupuaunMeTn)d TanasuH 0%} ero dbapmaneBTHUSCKH
npueMsemas Cojb, CyKUMHAT 1-(4-xmopaHuianHo)-4-(4-nupunuimerni)draaasuna,
Angiostatin™; Endostatin™; amuabl aHTpaHUIOBOW KuCIOTh, ZD4190; ZD6474;
SU5416; SU6668; Oepaumzymad; unu antutena npotuB VEGF unu anturtena mpoTus
peuentopa VEGF, takue kax thuMAb u RHUFab, antamep VEGF, takoii kak Makyron
(Macugon); uarudurtopet FLT-4, uaru6uropst FLT-3, anturteno IgGI npotus VEGFR-2,
anrnosuM (RPI 4610) u Gearusymad (Avastin™).

[00355] dortonuHamMuueckass Tepamus B HACTOSINEM H300pPETEHHH OTHOCHUTCS K
Tepamuy, B KOTOPOW [UIs JIeueHHs WJIH MPENOTBPALLEHHUs pPAKOBBIX 3a00JIeBaHHi
HIPUMEHSIOT HEKOTOpPbIEe XUMHYECKHE BEIIEeCTBA, M3BECTHBIE KaK
doroceHcubOmm3upyomye coequHeHus. [lpumepsl  (GOTONMHAMHUYECKOW Tepanuu
BKJIIOYAIOT JIEYEHUE TAKUMH COeqUHEHUsIMH, Kak Visudyne™ u nophumep HaTpus.
[00356] AmnruocratHyeckre CTEPOUIBl B HACTOSINEM H300PETEHHH OTHOCATCA K
COEMHEHUSAM, KOTOpble OJIOKUPYIOT WJIH WHTCHOMPYIOT aHTHOTeHE3, TaKHM Kak,
HAalpUMeEp, AaHEKOPTaB, TPUAMIMHOJOH, THAPOKOPTH30H, 110-3MUrHIpOKOPTH30I,
KOPTEKCOJIOH,  170-THAPOKCHUIIPOreCTEPOH, KOPTHKOCTEPOH, IE30KCHKOPTHKOCTEPOH,
TECTOCTEPOH, 3CTPOH H JIeKCAMETa30H.

[00357] HMmmnnaHTathl, coAepKamye KOPTHKOCTEPOUIBbI, OTHOCATCS K COCOUHEHUSIM,
TAKUM Kak (DIyOLIHHOJIOH U I€KCAMETA30H.

[00358] /[lpyrue XWUMHUOTEpPANEBTUUECKHE COEOMHEHWs  BKJIIOYAIOT, HO  He
OrPaHWYMBAIOTCS HMMH, AaJIKAJIOWbl PACTEHHI, TOPMOHAJbHBIE COEOUHEHHUS U
AHTArOHUCTHI; MOAU(DUKATOPBI OUOOTHYECKOTO OTBETA, MPEANOYTHTENBHO JTUM(POKHUHEI
Wi  WHTePGEPOHBI, AHTUCMBICJIOBBIE  OJIMTOHYKJIEOTHABI WM  [POWU3BOJAHBIE
omuronykieotnno; KIPHK win MmuPHK; nnm npoune coennHeHus: UM COENUHEHHUS C

APYyruM UM HCU3BCCTHBIM MEXaHHU3MOM I[eI>'ICTBPI$I.
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[00359] CrpykTypy aKTHBHBIX COEOUHEHHH WACHTH(QUIHPOBAIM MO KOIOBBIM
HOMepaM, HEeMaTeHTOBAHHBIM HAaNMEHOBAHMSM WJIM TOBAPHBIM 3HAKAM, KOTOpPHIE MOTYT
OBITh B3STHI M3 AKTYAJIBHOTO M3JaHUsi cTaHmaptHoro pykooxactBa "The Merck Index"
wii u3 0a3 pnaHHbX, Hampumep, Patents International (mampumep, IMS World
Publications).

[00360] CoenuHeHHe COrJIACHO HACTOSIIEMY H300PETEHHIO TAK)KEe MOXKHO MPHUMEHSTh
B KOMOWHAIIMM C W3BECTHBIMH TEPANEBTUYECKHMH MPOLECCAMH, HAIpPUMeEp BBEIECHHEM
TOPMOHOB WJIM OOJy4YeHHeM. B HEKOTOpBIX BapHUAHTAX pPEATU3AUN MPEUIOKEHHOEe
COeIMHEHNEe MPUMEHSIOT B KaYeCTBE PaaiOCEHCUONIN3aTOPa, B YACTHOCTH IS JICYSHHSI
ONyXOJIeH, MPH KOTOPBIX MPOSIBIISETCS Ciadasi 4yBCTBUTENBHOCTD K PAIHOTEPAIIHH.
[00361] Coenunenne COrJIaCHO HACTOSIIEMY H300PETEHHIO MOXET OBITh BBEIEHO
OTOAENbHO WJIM B KOMOMHAUMK C OOHMM WM OoJjiee [OPYrHX TepareBTHUECKHX
COEIMHEHHH, MPU STOM BO3MOKHAST KOMOWHHPOBaHHAsI Tepamus NpHHUMAeT (GHopmy
(UKCHPOBAHHBIX KOMOWHAIIMIA WM BBENEHUS COEQUHEHHs COIJIACHO HACTOSIIEMY
U300pEeTEeHHI0O W OOHOr0 WM 0Oojiee APYIMX TeparneBTHUECKHX COEOUHEHHH C
IPOMEKYTKOM MO BPEMEHH HE3aBHCHMO OPYr OT Jpyra HJIH KOMOWHHPOBAHHOI'O
BBelneHHs (PUKCUPOBAHHBIX KOMOWHALIMN M OJHOTO Wi OOJiee APYrHX TepParneBTHUECKUX
coemuHenuii. CoelMHEHHE COrJIACHO HACTOALIEMY H300PETEHHIO B KAUECTBE 3aMEHBI HUJTH
n00aBKH MOXKET OBbITh BBENEHO, B YACTHOCTH JIOS JIEYEHHSI OMYXOJHM B KOMOWHAILIUH C
XUMHOTEpANUel, pamnorepanueli, UMMyHOTEpanuei, (GHoToTepanueii, XupyprudyecKium
BMELIATEIbCTBOM MJIH WX KoMmMOuHauueil. JlonrocpouHasi Tepamus Takke BO3MOJKHA,
MPUMEPOM SIBJIIETCS aBIOBAHTHAS TEpanusi B KOHTEKCTE NPYTUX CTPATETHH JICUEHUs,
KaK OMHCAHO BbIIIE. J[pyruM BO3MOXHBIM BHIOM JICYEHHS SBJISIETCS Tepamus s
nopaep-KaHus COCTOSTHHUS NanueHTa nocie perpecca OIlYXOJIU U
XUMHONPO(PUIAKTHYECKAs TEPAITHsl, HAIPUMEp Y MALKUEeHTOB U3 FPYIIIbI PUCKA.

[00362] VYkazaHHbIE [ONOJHUTENBHBIE AareHThl MOXXHO BBOOUTH OTHENBHO OT
npemioxkenHod komno3uiun X4P-001, B kauecTBe 4acTH CXeMbl C MHOTOKPATHBIM
BBelneHHeM. B kauecTBe ajbTepHATHBBI, yKa3aHHbIE areHTbl MOTYT OBITh YaCTBIO E€OHHOM
JIEKAPCTBEHHOM (hOPMBI ITPH MX CMEIIMBAHUK C MPEIJIOKEHHOM Kommo3uiuein X4P-001 ¢

IMOJIYYCHUEM eI[HHOfI KOMITO3HUIIUH. HpI/I BBCIACHHUHN B Ka4eCTB€ 4YaCTH CXEMBI C
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MHOT'OKpPaTHBIM BBEJIGHHEM YyKa3aHHble [Ba AKTHBHBIX AareHTa MOKHO BBOJUTH
OTHOBPEMEHHO, MOCIEIOBATEIbHO HJH C MPOMEXKYTKOM, OOBIYHO HAXOMSLIMNMCS B
npezesnax MsaTi 4acos.

[00363] B  KkOHTekCcTe  HACTOSILErO  OMHCAHHS  TEPMHUHBI  KKOMOHMHALUSY,
«KOMOWHHPOBAHHBINY» M COOTBETCTBYIOLIHE TEPMHHBI OTHOCITCS K OJHOBPEMEHHOMY
UM TOCIEAOBATEIbHOMY BBEAEHHIO TEPANEBTUUECKUX AareHTOB B COOTBETCTBUHU C
HacTosMM ~ u300perenneM. Hampumep, coeaMHEHHWE  COTJIACHO  HACTOSILEMY
U300peTeHn0 MoOkeT ObITh BBENEHO C JPYTHMM TEPalneBTUYECKHM areHTOM
OTHOBPEMEHHO HJIM TOCJIeIOBATENILHO B JIEKAPCTBEHHON (hopMe C pa3esIeHHbIMU JO3aMHU
WIA COBMECTHO B €AWHOW JiekapcTBeHHOH (opme. COOTBETCTBEHHO, B HACTOSLIEM
U300peTeHNN TpPeIOKeHa euHasi JieKapcTBeHHass (hopma, copepikammasi COeAUHEHHE
COIJIACHO HACTOSIIIEMY H300PETEHHIO, MOMOJHHUTEIbHBIN TEPareBTHYECKHH areHT Hu
(bapMaLeBTHYECKH TPHEMJIEMbIA HOCUTENb, AABIOBAHT HIIH TIEPEHOCSIIYIO CPEny.

[00364] KomuuectBo mnpennokeHHoM kommnosunuun X4P-001 u nomonmHHTENBHOrO
TEPaNeBTUYECKOr0 areHTa (B KOMIIO3ULHSX, KOTOpbIE COAEP)KaT IOMOJHHUTEIbHBIH
TEpANeBTHUYECKUI areHT, OMUCAHHBINA BBILIE), KOTOPOE MOKET OBITh OOBEIMHEHO C
MaTepuaJaMU-HOCHTEIMA C TIOJyYEHHEM EOHHON JIEKAPCTBEHHOH (HOPMBI, MOMKET
MEHSITBCS B 3aBUCHUMOCTH OT XO3SIMHA, KOTOPOrO JieYaT W KOHKPETHOTO MyTH BBEICHHSL.
IIpenmnouTUTENNEHO KOMITO3UIMK COTJIACHO HACTOSIIEMY H300PETEHUIO MOJIKHBI OBbITh
NPUTOTOBJIEHBI TAaKUM O0pa3oM, 4ToObl MOXHO OBLJIO BBOAWTH 03y COEIUHEHHS
coracHo HacrosieMy uzooperenuto 0,01 - 100 Mr/kr Macchl TeNa/CyTKH.

[00365] B xommosuiusx, coAep Kallux AOMOJIHUTEIBHBIA TEPAIeBTUUECKAN areHT,
yVKa3aHHBIA JONOJIHUTENIbHBIA TEpalmeBTHUYECKUN AareHT M COEOUHEHHE COTJIACHO
HACTOSILIIEMY H300pETEHHIO MOTryT JMEeWCTBOBaTh CHHEPruueckd. Takum oOpasom,
KOJIMYECTBO JIOMOJIHUTEILHOTO TEPANIEBTHUECKOrO areHTa B TAKMX KOMIIO3HMLHIX OyaeT
MeHbIlle, YeM TpeOyercss MnpU MOHOTEpanmuu C TMPUMEHEHHEM TOJBKO 3TOro
TEPaleBTUYECKOr0 areHTa. B Takux KOMIO3ULHUSX MOKHO BBOIOUTH O3y
TOMOJHUTENLHOTO TepaneBTrueckoro aredta 0,01 — 1000 MKr/Kr Maccel Teia/CyTKH.
[00366] Kommuectso JONOJTHUTENIBHOTO TEPaneBTHYECKOTO arexTa,

IPUCYTCTBYIOIETO B KOMIIO3HLHHU COTJIACHO HACTOsIIeMYy H300peTeHuto, Oyner He
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Oonbimie, uyeM OOBIYHO BBOAWIM ObI B KOMIIO3HMLHUH, COHAEpKAaIled yKa3aHHBIN
TEepameBTHYEeCKUIl  areHT B  KaueCTBe EeOWHCTBEHHOrO  AKTHBHOIO  areHTa.
IIpennouTuTeNnbHO KOJWUYECTBO AOMOJHHUTENIBHOTO TEPaleBTUYECKOrO AareHTa B
npemiokeHHbIXx komnozunusx X4P-001 Gyner cocraBnsate ot mpumepro 50% mo 100%
KOJIMYECTBA, OOBIYHO MPHCYTCTBYIOLIETO B KOMIIO3UIIMH, COIEpIKalledl TaKOH AareHr,
KOT'ZIa OH SIBJISIETCS] €AMHCTBEHHBIM TE€PAIEeBTHYECKH AKTUBHBIM areHTOM.

[00367] Coenunenus COIJIACHO HACTOSIIIEMY N300PETEHU IO 158) 051 1504
(dapManeBTHYeCKHEe KOMITO3UINH TAaK)Ke MOTYT ObITh BKJIFOUEHBI B COCTAB KOMIO3HIIMI
JUTSL TIOKPBITHSI UMIUTAHTHPYEMOTO MEIUIIMHCKOTO YCTPOMCTBA, TAKOrO KakK IMPOTE3HI,
UCKYCCTBEHHbIE€ KJIANAHBI, COCYIHCTbI€ TPAHCIUIAHTATBI, CTEHTBl U KaTeTepsl.
CocynucTbie CTEHTBI, HANPUMED, MPHMEHSIOT Ui TOro, 4ToObl HM30€KaTh PECTEeHO3a
(MTOBTOPHOTO Cy’KEeHHsI CTEHKH COCyna nocie moBpexkaeHus)). OQHAKO y MAIlHEHTOB CO
CTEHTAMHU WJIH APYTUMHU MMIUIAHTHPYEMBIMH YCTPOWCTBAMHU MMEETCS PUCK 00pa3OoBaHUs
CTYCTKOB HWJIM aKTuBanuu TpoMOoruToB. Takume HexenateabHble 3PQPEKTHI MOKHO
NPEeAOTBPATUTh HJIM YMEHBIIUTh IyTEM IIPEABAPUTEIBHOIO IOKPBITUS YCTPOMCTBA
dapMaleBTHYECKH TMPHEMJIEMON KOMITIO3HLUEH, ComepKalieil HHrUOMTOp KHHA3.
HmMnnanTtupyeMble yCTPOWCTBA, TOKPBITHIE COCOUHEHHEM COTJIACHO HACTOSIIEMY
U300pEeTEeHHIO, TMPENCTABISIIOT CO0OM  APYroil BapuaHT peaJM3ally  COrJIACHO
HACTOSIIIEMY H300PETEHHIO.

[00368] [lns Ooyiee MOMHOrO TMOHUMAHHS HW300PETEHHMs], OMMCAHHOTO B HACTOSIIEM
n300peTeHnH, MpUBeneHs! cheayromre npumepsl. Clenyer MOHUMATh, YTO STH MPHUMEPSI
NPUBEACHBl HMCKIIOUUTENBHO IS WJUTIOCTPATUBHBIX I€Jed W HEe MPEeanoJiararor

OrpaHUYeHHE UMH H300peTEeH s KaKuM-JIH00 00pa3oM.

MNMPUMEPBI
[00369] Kax mnoka3aHo B NPUBEACHHBIX HIDKE MpPUMEpPax, B HEKOTOPBIX
WJUTFOCTPATUBHBIX BAPHAHTAX PEANHU3ALUHA COCOUMHEHHUsS MOJIY4YalOT B COOTBETCTBHH CO
creayromumu odmmu ciocodbamu. Criefyer mOHUMATh, YTO HECMOTPS Ha TO, YTO odine
CIocOObI MJUTIOCTPHPYIOT CHHTE3 HEKOTOPBIX COEOUHEHHH COTJIACHO HACTOSIIEMY

U300pETeHNIO, MPHUBEAEHHbIE HIKe O0Lie CrocoObl W Apyrue CrnocoObl, M3BECTHBIE
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CTIEeLHANCTy B JAHHOW OOJNACTH TEXHUKHU, MOTYT IPUMEHSTHCS KO BCEM COEIMHEHUSM H
NOJKJACCAaM M BHIAM KaKIOTO M3 3TUX COEAWHEHWH, OMHCAHHBIX B HACTOSLIEM
U300peTeHNN.

[00370] CnoocoObl mosyueHHsi, TPUMEHHMbIE K HEKOTOPBIM COEIWHEHHSIM COTJIACHO
HacrosmeMy u3obperenuto, onucansl B ncrounnke Crawford et al. (2008) Org. Process
Res. Dev. 12:823-830; mareute CIIIA Ne 7354934, ucrounukax WO 00/56729, USSN
60/232891 u USSN 60/234510, a takke An, H.; Wang, T.; Mohan, V.; Griffey, R. H ;
Cook, P. D. Tetrahedron 1998, 54, 3999-4012; conmeprkaHue KaKIOTO K3 KOTOPBIX
NOJTHOCTBIO BKJIFOYEHO B HACTOSIIIHMN JOKYMEHT HMOCPENCTBOM CChUIKH. CrHenuaaucT B
OaHHOW OOJACTH TEXHUKH CHOCOOEH MOAM(pHUIHPOBATH TaKHE OMHCAHHBIE CIIOCOOBI,
UCIOJIB3YSI JIMIb OOBIYHBIE SKCIEPUMEHTHI, C LEJbI0 O0ecreveHus albTePHATHBHBIX
nyTell MOJIydyeHHs, HCCISAOBAHUS W aHAJINW3a COEAWHEHUH COIVIACHO HACTOSIIEMY

U300 PETEHHUIO.

TIpumep 1: Ilpumech METHJIHMHHA

[00371] Tlo paHHBIM aHaKW3a TOCPENCTBOM BBICOKOI(P(MEKTHBHON >KUIKOCTHOM
xpomaTtorpagun-macc-crekrpomerpun (BOXKX-MC), muk ¢ OTHOCHTENBHBIM BpPEMEHEM
ynepxusanust (RRT) 1,13 coorsercreoBan [M+1]", umeromnemy m/z 362 (ua 12 equuun
maccel Oosbiie, yeM X4P-001). Vka3aHHBINA MUK HCYe3al Yyepe3 HECKOIBKO YacoB, €CIIH
X4P-001 comro0nnmmu3upoBaid B KUCIOW BOOHOU cpene. MoJiekyisipHas Macca MPHUMECH,
B COYETAHHH C €€ XHMHYECKHMH CBOHCTBAMH, YyKa3bplBajia Ha METHJIUMHHOBYIO
CTPYKTYpYy, OOpa3oBaBLIYIOCS BCJEACTBUE IPEBpAINEHHUs] TMEPBUYHOrO aMmuHA. bes
OPUBSI3KA K KaKOW-TMOO KOHKPETHOH TEOPHH, aBTOPbI HACTOSIIErO H300peTeHHs
CUMTAIOT, YTO coenuHeHune I-1 0Opa3oBBIBAIOCH B MPHUCYTCTBHU (DOpMANIbIETHAA HIIH
ucrounnka Qopmanmpaeruaa. llpumecs umuHa I-1 U BeposSTHBIN MyTh OOpa3OBaHHS

mokazaHel Ha cxeme 1 HUKe.
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Cxema 1l

N* N

: CH,CI,
N~ No~~y#
I NH, - N
N’ NH _—H+I‘H20 N/ NH
&) O
X4P001 — MM 349 Mpumeck ¢ RRT 1,13

IIpumep 2: Ilpumecs N-hopmuna

[00372] TIlo nmanmbiM aHamu3a mnocpenctBoMm BIXKX-MC, muk ¢ RRT 1,28
cootBercTBoBaN [M+1]", umeromemy m/z 378 (ua 28 emunui Mmaccel Oosbiue, yem X4P-
001), uro ykassiBAIO Ha N-popmmibHOe mpousBogHoe X4P-001. 3to ObLIO
MOATBEPKAEHO C IOMOIIBIO He3aBucHUMOro cunresa. lIpsmas peaxumss X4P-001 ¢
ATIAhOPMUATOM MPHUBOAWIA K 00pa3oBaHui0 N-popmuiibHOro coeaunenus I-2, kotopoe
ObUTO MJEHTUYHO NPHUMECH B HCCIIENOBAHHOM HapTuu Ha OcHOBaHUM HaHHBIX MC u

B3XX. O6pa3zoeanue popMuaTa moKa3aHO Ha CXeMe 2 HIKE.

Cxema 2
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IIpumep 3: Ilpumecsh aabaernga

[00373] TIIux ¢ RRT 1,14 Ot oxapaktepusosaH kak I1-6. be3 npuBsizku Kk kakoi-1u0o
KOHKPETHOH TEOPHH, aBTOPbI HACTOSAIIErO0 H300pETEHHsT CUMTaoT, 4to I-6
00pa30BBIBAIOCH B PE3YJITATE OKMCIIEHHUST aMHHOTPYIIBI B alKmiIbHON mermu X4P-001,

KaK [IOKa3aHO Ha cXxeMe 3 HIKE:
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Cxema 3
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TIpumep 4: IlpuMech aneraMmHuaa

[00374] Ilo nammeiM anHamm3a mnocpenctsom BIXX-MC, muk ¢ RRT 1,39

cootBercTBoBasl [M+1]", umeromemy m/z 392 (Ha 42 equHULBI MACChI OOJIBLIE, YEM
X4P-001), xoroperii Obw1 OXapakrepuzoBan kak aneramun X4P-001. On oOpa3oBbiBaCs
IIPU IOBBILIEHHBIX TeMIlepaTypax B pesyibrate peakuuu X4P-001 ¢ pactBopurenem ans
KpUCTAJUIN3AalMK N30 PONUIIALIETATOM, KaK MoKa3aHo Ha cxeme 4. He3aBucumblil cuHTE3
MpUMecCH aleTaMuia MOATBEPAU AaHHYIO CTpykKTypy. Peaxumsi X4P-001 ¢ ykcycHbIM
AHTHAPHIOM NPHBOAWJIA K MOJy4YeHHIO aneramuma I-5, KOTOpbI ObUT HIECHTHYEH
NpUMECH B HCCIEOOBaHHOW maptuum Ha ocHoBaHmu maHHBIX MC u BIXX
HzonponunaneraT NPpUMEHSIOT TSk HEKOTOPBIX crioco0oB nmonyueHus X4P-001 B ¢opme
CBOOOIHOTO OCHOBaHHWs, KOTOpBbIE MpeanojararoT ucnojbs3oBanune X4P-001 B dopme

COJIH C N-THAPOKCHOEH30MHON KHCIIOTOM.

Cxema 4
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IIpumep S: Ilpuvecs GeH3uMHIA30J1A
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[00375] Ilo mamueM anamu3a nocpenctsoM KX-MC, nuk ¢ RRT 1,67 cootBercTBOBaN
[M+1]", umeromemy m/z 481 (wa 131 emununy maccel 6osbine, uem X4P-001), kotopsbrii
ObLT OXapakTepu3oBaH kak M’ coemuuenus Oensumunasona I-3. Ono 06pa3oBbIBaIOCH B
BUJIE TIPUMECH B MPOLECCE PEAKLUU 3aLIUTHI 2-XJIOPMETHIOEH3MMHUIA30J1a C TOMOIIBIO
mpem-Oytokcukapbonmuna (rpynmnsl Boc), kak mokazaHo Ha cxeme S Huxke. B mpouecce
peakunn N-ankuiaupoBanusi (ctamuss 2 cuHTesa X4P-001) mpumech mnonBepraiach
AJKUIMPOBAHUIO U, KaK CJIEJICTBUE, IPUCYTCTBOBAJIA HA MPOTSLKEHUN OCTaBLIEHCS YacTH

nponecca nmoJIyuyCHus.
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Cxema 5
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[00376] HezaBucuMBbIil CHHTE3, BKJIIOUAIOLIUN pEaKkLMIO BTOPUYHOro amuHa 2918 c
Boc-2-xnopmerundensumumazonom 2890 (I-9) ¢ mocnenyomym yaaJeHHEM 3alMTHOM
TPYIIBI, TPUBOIII K oNyueHuto I-3, koTopoe ObUT0 HAEHTHYHO HAOII0IaeMO PUMECH

Ha ocHOoBaHUM naHHbIX MC u BOXKXX.

IIpumep 6: Ilpumech, aMmuHAIA

[00377] TIpumechr amunais Bo3HHKaja npu noiayuenunn X4P-001 B dopme conu ¢ n-
THAPOKCHOEH30WHOM KHCIOTOW B pe3yJbTaTe peakiuu TMpPUMECH HMHHA C H-
THIPOKCHOEH30WHOM KUCIOTON. DTa MPHUMECh HMEET OTHOLIEHHE K CIIOCO0aM MOy YeHHsI
X4P-001, B kortopeix ucnoib3yioT X4P-001 B ¢opme comu ¢ n-ruapOKCHOEH30HHOM
KHUCJIOTON WJIH €ro MPOMEXKYTOUHbIE COSANHEHUSI.

[00378] CrpykTypa mpumecu amuHais I-4 u ee mpoucxokeHne MOKa3aHbl HIDKE Ha

cxeme 6.
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Hpnmep 7: OcHoBaHHe AJIS VCTAHOBJICHHA KPDHTEPHEB IIPHEMJIEMOCTH

OPraHHYecKHX NpPHMeceH

[00379] PesynbraThl onpeneneHus COAEpKaHUS NpPUMeECed Uil COOTBETCTBYIOLIMX
naptuii X4P-001 u ero comu ¢ n-ruapoxcudensoiinoi kuciotoit (III'BK) npencrasnensr
Hwke B Tadamue 2. Ilaptum X4P-001, B3siThIe IS MEPBHYHBIX TOKCHUKOJIOTMUYECKUX
HCCJIEIOBAHUH, CHAauYaJia MCHOJIb30BAIM JIsl COCTABJIEHHUS crielu(uKanuil Ha MPUMECH.
Maptuu comu X4P-001 ¢ n-ruapokCuOEH30WHOW KHCIOTOW  HCIOJb30BAIUA B
JOJITOCPOUYHBIX TOKCHKOJIOTMYECKHMX HCCIENOBAHUSAX, W OHHM TAaK)Ke IPEICTaBJIEHBI B
Tabauue 2. O0Lee KOJINYECTBO MPUMECEH B ATHX IIECTH MAPTHIX COCTaBIsio OT < 0,05
% no 1,4 %, npu 3TOM WHAMBHAYaJbHbIE HEYCTAHOBJICHHBIE MPUMECH B KOJIHYECTBE >
0,05 % mpucyTCTBOBAJIM TOJLKO B €NWHCTBeHHOHN maptun Ha yposHe 0,1 %. ITpuanmas
BO BHHMAaHHE OFPAHHYEHHOE KOJUYECTBO MOJYUYEHHBIX MApTUH U npoduiu npumeceii B
maptusix X4P-001, wWCHONBb30BaHHBIX IS TOKCHKOJOTHYECKUX W  KIMHUYECKHX
HCCIIeIOBaHUH, B Ccrenu(HUKalUi Ha BBIMYCK JIEKAPCTBEHHOW CyOCTaHIUU oOIiee
comepkaHue mpumeceir ObLo mpuHATO Ha ypoBHe < 3,0 % mMacc./macc., mpu 3TOM
colieprKaHNe HEYCTAHOBJIEHHOW MPUMECH M3 €IUHCTBEHHOW MapTHH HE JOJKHO OBLIO
npesbimate 0,2 % macc./macc. (0,5 % pns crabunpHocTH) (TaGauua 2). ConepkaHue
BCEX YCTAHOBJICHHBIX WHAMBHAYAJBHBIX MPHUMECEH W A-THAPOKCHOEH30MHON KHCIOTHI
no/kHO ObuTo coctaBiate < 0,5 % macc./mMacc. 3a MCKIIIOYEHHEM MPUMECH HMHHA,
comepskaHre KOTOPOH ObLI0 MpUHATO Ha ypoBHE 1,1 % Ha OCHOBaHMH KOJHYECTBA 3TON
MPUMECH, BBOAUMOI'O MPU TOKCHUKOJIOTHYECKUX HCCIIeNOoBaHUsSX. B oTaensHON maptum
nponykTa (He mokaszaHa B TaGuamue 2), a umeHHO maptuu 3-1 X4P-001 (tadmuna 4),
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Obuta obecrieueHa JieKapCTBEHHAss CyOCTaHIMsI BBICOKOH CTEMEHH YHUCTOTHI C OOLIMM

conepskannem mpumeceir 1,20 % macc./mMacc., mpu 3TOM COIEp)KaHWE HHU OIHOW W3

YCTaHOBJIGHHBIX npuMeceir He mnpesbimano 0,07 % wmacc./Macc. 3a HCKIIOUEHHEM

npuMecHd UMHHA, KoTopas coctaBisuia 0,62 % macc./macc. Pe3ynbTaT aHanusa mapTUA

nexkapctBeHHoi cybOctaniiun X4P-001 mns KJIMHUYECKOro MPUMEHEHHS COCTaBisul 99,3

% wmacc./Macc., U XHpajibHasi YHCTOTa COCTaBisua > 99 % sHaHTHOMEpHOro H30BITKA

(>.m.).
Tabimuna 2
Homep napTun 2-1 2-2 2-3 2-4 2-5 2-6 2-7
Tun nexapcTBeHHOM CBo6o | Ceobox | Ceobo | Ceoboxn | Ceobon | Comp | Cob
cy0cTaHIul IHOE HOE JHOE HOE HOE III'b | III'BK
OCHOBa | OCHOBa | OCHOBa | OCHOBa | OCHOBa K
HHE HHE HHE HHE HHE
NuauBuayanbHbie
NPHMECH MO JAHHBIM
BIXKX (% macc./macc.) Pe3yabTars! necnenoBanust
B mepecuere HA
0e3BO/IHOE BEIeCTBO
HNmun (I-1) 1,1 0,5 0,1 0,49 0,65 0,02 0,02
®opmu (I-2) 0,2 0,1 0,1 0,13 0,13 HO. | HO.
Aneramupg (I-5) 0,1 0,1 0,1 0,10 0,06 - -
Amunans (I-4) - — - - — 0,01 H.O.
Bensumupaasoa (I-3) 0,012 HYV. 0,2 <IIKO 0,11 0,01 0,01
HeycranoBjieHHBIE B
ennHCTBeHHOHW maptun | HY. HY. 0,1 H.O. HYV. HO. | HO.
Conep:kanne III'BK — — - - — 28,1 28.4
CymmapHoe 1,4 0,7 0,5 0,72 1,01 < <0,05
coep:RKaHue nmpumMecei 0,05
(% macce./mace.)’
% ».1. (R)- >99 > 99 >99 >99 >99 >99 | >99
IHAHTHOMEPA MO
maaabiM BYKX

Hcnonb3yemeie COKpalieHust:
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3nauenue Hwke [1IKO (mpenena KOIMUECTBEHHOTO ONPENETICHNUs)

PCrnenndukanus OTHOCHTCS TONBLKO K JIEKAPCTBEHHON CyOCTAHIMM IS KJIHHHYECKOTO
npuMeHeHns: B (hopmMe CBOOOAHOrO OCHOBAHMS, MOJYYEHHOH MPH UCIOb30BaHHH X4P-
001 B hopme comnu ¢ n-ruAPOKCHOEH30MHON KUCIOTON B KAYECTBE HCXOAHOTO BEIECTBA
—= He npumenumo

H.O. = He onpeneneno

H.M. = He menee

H.b. = He Oonee

H'Y. = He ykazano

[00380] Kaxk npaBuiio, macc. % KakIoW mpuMecH onmpenenstor nocpeactsom BOXKX,
U U3MEpPEHHs POBOIAT JInOO U3HAYAIBHO, MO0 MOC/e XpaHEeHus], U, HeOOsI3aTeIbHO, Ha
IOCTOSIHHON OCHOBE B TeueHue cpoka xpaHeHus komnosuimu X4P-001. B HexoTopsix
BapHaHTaX peaJu3alud CcoAepkaHHe TIpPUMECH OINpeAeNsIOT IOCie XpaHEHUs
KOMITO3ULIMKA B YCJOBUSX HCHBITAHUHA, KOTOpPbIE MPENCTABISIIOT COOOH  YCIIOBHS
MOBBIIIEHHON TeMIepaTypbl, BJIAXXHOCTU WJM U TO, U JPYroe, MCIOJb3yeMble AJis
umuTanuu  3QQexkra UMTENLHOrO XpaHEHHs B YCJIOBHSIX OKPYIKAIOLIEH Cpempl.
CoOTBETCTBEHHO, B HEKOTOPBIX BapHaHTaX peaJM3aldd HACTOALIErO H300pEeTeHus
npemioxkena komnosunust X4P-001, conepskatuas ue 6onee 1,1 % umuna (I-1); e 6omee
0,3 % dopmuna (I-2); e 6onee 0,4 % OGenzumuaazona (I-3); ve 6onee 0,5 % amunans (I-
4); ne 6onee 0,5 % aueramupa (I-5); e 6onee 0,4 % anvneruma (I-6); ne 6onee 0,3 %
NT-316 6e3 rpymnsl Boc (I-7); u He Gonee 0,2 % HeyCTAaHOBIEHHOW NpPHUMECH H3
equHCTBEHHONW mapTuu. Kpome TOro, Koraa JIEKAPCTBEHHYIO CyOCTaHLMIO IUist
KJIMHMYECKOTO TpUMeHeHHss B (¢opMe CBOOOAHOrO OCHOBAaHHUS MOJYYalOT C
ucnonb3opanneM X4P-001 B dopme comu ¢ n-ruapokcubensoitHoi kucimotoi, IITBK
NPUCYTCTBYET B KOMIO3HMIMHU B KonndectBe He Oosiee 1,0 %. B HekoTOpBIX BapuaHTax
peanuzaiii o0Iee KOJMYECTBO MPUCYTCTBYIOIIUX MPUMeECE cocTasisieT He Oonee 3,0
%. B HekoTOpbIX BapuaHTaX pean3anuy SHaHTHOMepHBI u30bITOK (% 3.1.) R-

SHaHTHOMEpa cocTasisieT He MeHee 97,0 %.

IIpumep 8: UnenTndukanusa npumMecei, 00pa3yrOIHXCs NOCae XPAHEHU S
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[00381] IIpu anammze crabunbHOocTH mocpencteom MET/CR/1448 obpasor X4P-001

(PTL/ST/0511), xoropsle xpanunu npu 25 °C/oTHOCHTeNnsHON BriakHoctd 60 % (25/60)
B TEUCHHE TPEX MecsIeB, ObUIO MOKa3aHO 00pa30BaHUE IBYX HEN3BECTHBIX IPUMeECei.
Heunszsectnas npumecs 1 - RRT 1,14
Heunszsectnas npumecs 2 - RRT 1,24

[00382] IIpumecr ¢ RRT 1,14 rtakke mnpeacrasisia COOOH OCHOBHOH HPOAYKT

nerpanaiun B PTL/DA/0175 B ycioBusIX MOBBILIEHHOH TeMmepaTypbl U BiaakHOCTH (80
°C/OB 80 %).
Kparxue cBenennst

[00383] [IBe mpumecu, oOpa3oBaBIIKeCs B XOfe HcciaenoBaHusi crabuinbHOoCTH X4P-

3 mecsma mpu 25 °C/OB 60 % u B xon;e

001 B TeueHue mepuoja BpeMeHHU t

HUCCJICOOBAHU S HpHHyZ[HTCJ'IBHOﬁ Acrpaganyuu npu MTOBBIIIIEHHOM

TeMIepartype/BiakHocT, Obutn naeHTuuIIpoBaHs! nocpencrsom KX-MC.

X X
P P
N7 N7 o)
J: N \/\AO N~ N JJ\
H
N” “NH N7 "NH
I-6 I-S
ITpumecrs ¢ RRT 1,14 ITpumecs ¢ RRT 1,24
MET/CR1448 MET/CR1448
Anbaeru — NpoayKT OKUCIEHUS IIpumecs aneramuaa
Ommnupuueckas popmysa = Omnupuueckas hopmyna =
C21H24N4O C23H29N50
Monomn3zoronnas macca = 348,195 Monoun3oromHas macca = 391,237

IKCnepUMEHTAJIbLHAS YACTh

THapamempor npubopoe
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[00384] PabGora Oblia BBINOJHEHA B COOTBETCTBHH C TpeOoBaHusMu I[IpaBui
Hagnexamei npousBoacTeeHHoil mnpaktuku (GMP) B cucreme mis BOXX Waters
Alliance HPLC, coemuHeHHOI C OJHOKBAAPYIMOJBHBIM Macc-cnektpomerpom ZQ 2000.
Jannbie ObLTH COOpaHbI ¢ TOMOLIBIO TporpaMmMHoro obecnedyenuss Empower 2.

[00385] Merton ananuza u onpenenenus npumeceit s X4P-001 (MET/CR/1448) ue
UAEabHO MOOXOOUT Ui MACC-CIIEKTPOMETPHH, MOCKOJBbKY OH MPEANoiaraet
ucnojs3oBanne TOY B kauecTBe MOOU(DHKATOPA B JIIOEHTE, YTO MOXKET 3HAUMTENBHO
momaBisaTh noHuzanupo. Msnauvamsno TOY wucnonesoamm BMecto 0,15 % 00./00.
MYypaBbUHOW KHCIOTHL Taike ObUla M3MEHEHa CKOPOCTh IMOTOKA i OOecreueHwus
NpPSIMOTrO MOIKJIIOYEHUs] K Macc-CHeKTpOMeTpy (MakcuMaibHas cKopocTe moroka 0,3

MJI/MUH), ¥ TPAAREHT ObUT 3a7JaH COOTBETCTBYIOIIUM 00pa3oM.

Yeaosus BIKX 1
Komonka: Zorbax Bonus-RP, 150 x 4,6 MM, 3,5 MkMm
O6rem BBOAMMOTO 0Opasma: 100 Mk
Herexkuus: Y@ nipu 220 am (190-400 uM)
MC 3P+ 100-700 [1a, 3P- 100-700 da
IMoneuwxkHas dasza A: 0,15 % MypaBbuHas KHCIOTa B BOJE

IMonewxkHas ¢asza B: 0,15 % mypaebunas kuciora B8 MeCN

Bpems (MuH) % A % B
0,0 95 5
6 95 5
51 5 95
60 5 95
60,1 95 5
75 95 5
Cxopocts motoka: 0,3 Mi/mMuH

Temmneparypa KOJOHKHU: TeMIIepaTypa OKPYy KaroIlell Cpepl

Bpewms BelllONHEHUs aHanu3a: 75 MUHYT
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Hactpoiiku MC 1

Bxnanka «MCTOYHHK HOHOBY 9P + P -
Hanpsokenne Ha kanmusipe (kB) 3,5 4
Hanpsokenne Ha xonyce (B) 25 25
Hanpsokenue Ha sxcrpakrope (B) 3 0
PamnodgacrorHas mmH3a 0,4 3
Temnepatypa ucrounuka (°C) 150 150
Temnepatypa neconbarauuu (°C) 150 150
CkopocTs nmoToka raza-ocymmTens (j/4) | 300 300
CkopocTh MOTOKA ra3a B KoHyce (J1/4) 50 50

Bxnanka «anamuzatop»

Pazpelnenne B HU3KOMOJIEKYJISIPHOM 15 15
QMANa3oHe

Pazpelnenue B BLICOKOMOJIEKYJISIPHOM 15 15
QMANa3oHe

DHeprusi HOHU3aLHH 1,8 2
YMHOKHUTEID 521 521

[00386] X4P-001 He coxpaHsyiCI B OJTHX VYCJIOBHUSX, IOCKOJBKY MJISI 3TOTO
TpeboBasiock oOpasopanue HOHHBIX map ¢ TOY. IonyyeHHbIE XpOMATOrpaMMBbl H Macc-
criekTpsl npencrasyiensl Ha OUT. 5.
[00387] bbeum mnosiydeHBl mpexanojaraeMbie Macchl Uil ABYX IpuMmecei. Bce
NpeNCTABIEHHbIE MAaCC-CIIEKTPbI OBLTH CKOPPEKTHPOBaHbI MO (oHYy (00JacTh, B3ATOM
HEMOCPEACTBEHHO Mepe] LEIEeBbIM ITMKOM H [TOCIIe HEro).
Heuspectnas npumecs 1 MET/CR/1448 RRT 1,14 [M+H] = m/z 349,2
Hewussectnas npumecs 2 MET/CR/1448 RRT 1,24 [M+H] =m/z 392,3
[00388] AprTOpbl HacTOSIIErO HM300PETEHHS MPEAMOJIOKUIIM, YTO PACCMATPUBAEMBIE
NPUMECH, BEPOSITHO, COBMECTHO  OJJIIOMPOBAJUCHE C  APYTHMH  IIPUMECSMH.
CootBercTBeHHO, 00pa3ibl OBLTH MOABEPTHYTHI AHAJIM3Y C HCIOJb30BAHHEM YCJIOBHI

npoBenenuss xpomarorpaduu corijacio MET/CR/1448. Konuentpanuud u OOBEMBI
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BBOAMMBIX 00pa3oB ObLIM YBEJIHUYEHBI C LEJbIO MPEMsSTCTBOBAHUS BbI3BAaHHOMY TOY

OAABJICHHUIO NOHU3ALIUU.

Ycaosus BOXKX 2
Kononka: Zorbax SB-C8, 150 mMm x 4,6 MM, 3,5 MKM
IIpenxononka: Zorbax SB-C8, 12,5 mm x 4,6 MM, 5 MKM
O6bem BBOAMMOTO 0Opasua: PaznuuHbrit
Herexuus: YO npu 270 Hm
IMonewxkHas ¢paza:  [lomewxknas daza A: 0,2 % TOY B Boze

IToneuskHas ¢aza B: 0,1 % TOV B aneronutpuse

I'papuenTHoOe 3/IOHpOBaHHE

Ckopoctb
Bpemsi (Mun) % A % B NMOTOKA

(Mma/muH)

0 92 8 0,8

5 90 10 0,8

15 89 11 0,8

25 80 20 0,8

28 80 20 0,8

37 55 45 0,8

44 20 80 0,8

47 20 80 0,8

48 92 8 1,2

53 92 8 1,2

54 92 8 0,8

55 92 8 0,8

[00389] HauanbhHas ckopocts mnotoka: 0,8 MI/MUH (OTHOCHTENBHO MPOrPAMMEI
rpaJueHTa), AejieHne noToka 4:1 Ha BXo/e B MacCC-CIIEKTPOMETP.

Temneparypa xononku: 25 °C
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Bpewms BelllONHEHUs aHanu3a: 55 MUHYT
[00390] TIlapamerper MC cooTBeTCTBOBaM NMpUBEAeHHBIM Bbile HacTpoiikam 1.
[00391] Pazmuunsie o6Opasubr X4P-001, B  kOTOpbIX OBl OOHApPYKEHBI
paccMaTpruBaeMble PUMECH, TOTOBUJIM B METaHOJIe B KOHIeHTparmu | wiu 10 mMr/mut:
PTL/ST/0511, maptus 3-1, 25/60, t = 3 mecsna
PTL/DA/0175, obpazen mis uccinenosanus nerpamauuu npu 80 °C/OB 80 %
(80/80), t=1 u 7 nueit.
[00392] llonyueHHble AaHHBIE npeAcTaBieHsl Ha OUI. 6-9.
[00393] Macc-ciekTpomMeTpuueckue OaHHble, MOJIydeHHble B ycioBusix BOXKX 2,
OBUIM IONTBEPIKACHBI:
Hewussectnas npumecs 1 MET/CR/1448 RRT 1,14 [M+H] = m/z 349,2
Hewussectnas npumecs 2 MET/CR/1448 RRT 1,24 [M+H] = m/z 392,3
[00394] Hakonen, ycioBusi mpoBeneHHs xpomarorpabuu ObUTM H3MEHEHBI TAKHM
obpaszoM, uToOBI OOecmeunTh BBOJX B MACC-CIIEKTPOMETp 0e3 paszeseHHsl IMOTOKa.

Pesynbrater st yenosuit BOXX 3 npencrasnenst Ha ®UI. 10.

Ycnosus BOXKX 3
Kononka: Zorbax SB-C8, 150 mM x 4,6 MM, 3,5 MKM
IIpenxononka: Zorbax SB-C8, 12,5 MM x 4,6 MM, 5 MKM
O6bem BBOAMMOTO 0Opasua: Pasmuunbrit
Herexmus: YO npu 270 Hm
IMomewxkHas ¢paza:  [lomemwkHas daza A: 0,2 % TOV B Boze

[MomeukHas dasza B: 0,1 % TOV B aneronutpuse

I'pagnenTHOe 3IIONpPOBaHHE

Bpems (MuH) % A % B
0 92 8
13,3 90 10
39,9 89 11
66,50 80 20
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74,48 80 20

98,42 55 45
117 20 80
125 20 80

125,10 92 8
140 92 8

Ckopocts notoka: 0,3 MJI/MUH, IPSIMOM BBOJ B MaCC-CIIEKTPOMETP

Temneparypa xosnonku: 25 °C

Bpewms BoinonHenus ananu3za: 140 MuHyT

ITapamerpsr MC cooTrBeTcTBOBaM mpuBeneHHbIM Beie Hactpoiikam 1.
O0cy:xaenue pe3yabTaToB
[00395] Bce nonyueHHbI€ CIIEKTPHI NOATBEPAIIIN ITEPBOHAYAIBHBIE PE3YJIbTATHI, JaKe
IIPU TOM YTO CHUTHaJIBI U pasperienue nukos X4P-001 Bapsuposanu.

Hewussectnas npumecs 1 MET/CR/1448 RRT 1,14 [M+H] = m/z 349,2

Heuspectnas npumecs 2 MET/CR/1448 RRT 1,24 [M+H] =m/z 392,3
Heunspecrnas npumecsh 1 ¢ RRT 1,14 (anbaernn)
[00396] Monekynsipuass macca 348 ykas3plBaeT Ha MOTEPIO aToMa a30Ta (KIPaBHIIO
azoTa»). OTO COOTBETCTBYET OKHCJIEHHIO AaMHUHOTPYINBI B AaJKWJIBHOW LEMH C

obpazoBanueMm anbaeruaa. [lpennonaraemas CTpyKTypa MoKa3aHa HIKeE.

I-6
Omnupuueckas popmyina = Cr1H2aN4sO
Monoun3zoromnHas Macca = 348,195

Henseecrnas npumecs 2 ¢ RRT 1,24 (aneramun)
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[00397] Monekynsapaas wMacca 391 coorBerctByer I-5, npumecu aneramuna
(obpasoBasieiics B pesyabtate peakiun X4P-001 ¢ 0CTaTOUHBIM KOJTHUYECTBOM

usonponunanerara). Crpykrypa I-5 nokaszana Hioke.

(\/O
P
N 0]

\/\/\NJ\
I N

N“ NH

I-5
Omnupuueckas popmyia = C3HaoNsO
Monou3oronHas macca = 391,237
BoiBoabl
[00398] OOCe HeusBecTHble NpUMecH ObUTH HACHTU(UIMPOBAHBI MO IMOJYYEHHBIM
nanHbIM Macc-cniektpomerpun. Ilpumecs ¢ RRT 1,14 mpencrasisuia coboit ansaerun —

npoayKT okucienus, a npumech ¢ RRT 1,24 npexncrassiia coboii mpumecs areramuna I-

S.

IIpumep 9: YcoBepumieHCTBOBAHHSA cniocoda noayyenus X4P-001 niast yMeHb IeHHS

H KOHTPOJIA COACPKAHHUA npnmeceii

Beeoenue

[00399] 3BakmOUMTENBPHYKD  CTAAWIO  MPEOIIECTBYIOMIErO  CIoco0a  MOJydYeHHUs
JIeKapCTBEeHHOM cyOctanuuu B coorBerctBur ¢ GMP mnst obecrneveHuss KIMHHYECKHX
uccnenoBanuil (Bapuant crnocoda 2; mokazaH Ha OUI. 2) HaumHAMM C UCIOJIB30BAHUS
coemuuenuii NT-316 u AMD-2890 (I-9). Ilocne wu3ydeHHS CTPYKTYpBl H
NPOMCXOXKIEHHsST HanOoJiee BBIPAKEHHBIX MPHMeCel, 0Opa30BBIBABIINXCS B XOJA€ 3TOTO
mporecca MoJiyueHusi, Obul pa3paboTaH HOBBI cmoco0 (BapuaHT cmocoba 3),
obecneunBaroimii  Oonee 3G(EKTUBHBIH KOHTPOJNL MPOGWIS NpUMeECced, a TakKe
kpucrtayuuzanuun A®U. bonee Toro, 3tTa paboTa mpHUBesa K 3HAYUTENLHOMY YIIYUIIEHHIO

BOCIIPONU3BOAUMOCTHU U HAOAC)KHOCTHU 3aKJIIOYHTENBHOU craguu crocooa.
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Onucanue nymu curnmesd U K1ioyesbix NPOMENCYMOYHbIX COeOUHEHILTL

[00400] A®U X4P-001 momyyasm B 2 cTaguu MyTeM KOHBEPreHTHOIO CHHTE3a
HauMHAas C JBYX KimoueBblX (parmentoB: NT-316 u AMD-2890. Ilpeamociennee
npoMexxyTouHoe coeauHeHue AMD-11070 He Bblmensu, a He3aMeMIUTEIBHO
npespamann B A®U, koTopelii moaBeprajM KpUCTAJUIM3ALHMHU TOCTE TMPOLEIYpPbhI
00paboTKH.

[00401] Ha cxeme 7 u cxeme 8 nmokasan cunre3 MmoJiekyiasl AOU X4P-001.

Cxema 7: HauansHble cTaguu cuaresa X4P-001

Et 3 cmaduu Boc< o

OEt Boc H
+ NZN
| N 5 cmaduii | N HCl.HN\/\/\N,Boc
R —— \
<z “ Boc
N N™ Y el NT-316
X NH;.
NT-272
CxeMma 8: 3akarounTesbHbIe cTAaAHH cHHTe3a X4P-001
| A
o
N™ % 3 ~ .
~N7 _B AN
— H |_||\/\/\,}| oc | P
cl Boc N Y
NT-316 r— NG Ny -Bo
+ H— I
H N Boc
\
N Cl N Cl J Boc
" — Ly - -
N N Tpn-Boc-AMD-11070
A
Boc
RM-396 AMD-2890
1-8 1-9
| AN
o
N™ Y
N N
@E S/ TN,
N
H
X4P-001

133



[00402] Kunroueoit pparment AMD-2890 cunTe3npoBanu 3a OAHY craauio u3 RM-
396 (I-8). Hecmotpst Ha TO, uto RM-396 sBisiercss KOMMEpPYECKH IOCTYIHBIM, €ro
YUCTOTA CHJIbHO BapbUpPyeT B 3aBHUCUMOCTU OT €ro MCTOYHHKA. UHCTOTa KOMMEpUEeCKH
JOCTYIIHOTO BEIeCTBA MOXET HMPEICTABIATHCS BBICOKOH (> 97 % OT miomaau muka)
coryacHo aHanu3y nocpenctBoM BIKX, omnako Obuto OOHApY>KEHO, YTO HCTHHHAS
ynctota B Macc. % coctaBmsuia ymmb 90 %. BepositHo, uro RM-396 nmoxsepraercs
CaMOAJIKWIINPOBAHHIO, IPUBOASIIEMY K OOpa30BaHUIO PA3MYHON CMECH OJIMIOMEPHBIX
npumeceil. Tonpko mocne npespawmenuss RM-396 8 AMD-2890 nonyuyamu ctaOuiibHOe
COeIMHEeHHE C XOPOIIO ONpeeNeHHbIM NPOoduIeM npuMeceH.

[00403] [pyroit ximoueBoii (parment mpencraBisier coboir NT-316, crabusbHoe,
KPUCTAJUINYECKOE M XOPOLIO OXapaKTEPHU30BAHHOE COCIUMHEHHE, KOTOPOEe BKJIIOUAET B
ceOst 3HAUUTENBHYIO YacTh CTPYKTYpbl ADOU. NT-316 nosnyyanu myTeM KOHBEPreHTHOIO
cunTe3a nocpeactsoM peakiuu NT-319 ¢ conpro xupaneHoro ammaa NT-272. NT-272
HpeACTaBIsIeT COOON CTaOMIbHOE KPUCTAIIIMYECKOE COSAMHEHHEe, KOTOPOe MOXKET ObITh
obecreueHo myTeM CHHTe3a 110 3aKasy.

[00404] NT-319 npexncraBisier coOoil Upe3BBIUANHO HECTAOHIILHOE MPOMEKYTOUHOE
COeIMHEHNe, KOTOPOe HEBO3MOXKHO BbIAEIHTH Oe3 pasnoxenus. Ero momyuamm 3a 3
cramuu (0e3 BbIZENEHHS MPOMEXKYTOUHBIX COENMHEHHH HAa KaKIOW W3 HHX) U3
komMmepuecku noctynHoro ABA. Kontpoms uuctorst ABA 3atpymHeH, HE TOJBKO
MOTOMY, 4YTO OH MPENCTaBJiseT COOOH Macjio, HO M IO NpHYHHE OTCYTCTBHS Y-
xpomodopa, YTO CEepbe3HO OrpaHUYMBAET CIIOCOOBI, MOAXOMAINNE Ui €ro TOYHOTO
AQHAJIMTUYECKOTO UCCIIEAOBAHHUS.

[00405] Ha ocHOBaHWH BBIMIEU3JIOKEHHOTO, UIMEHHO MPOQHIb MPUMeCel dTUX IBYX
¢dparmentoB, NT-316 u AMD-2890 (I-9), B codyeranuu C TOYHO OIpEHENICHHBIMU
YCIOBUSMH JIBYX 3aKIIOYUTENBHBIX CTAUHA XUMHUYECKOrO CHHTe3a (KOTOpbIE CIenyeT
NpoOBOIUTH moxa KoHTposeMm cootBerctBuss GMP) onmpenensiror nmpodunps npumeced u
kauectso ADU.

[00406] Takum oOpa3om, xumuyeckas © OSHaHTHOMepHas uucrota NT-316 wu
xumuueckass unctota AMD-2890 wmoryT ObITE HENOCPEACTBEHHO COOTHECEHBI C

XUMHYECKOH U s3HaHTHOMepHOH uncTtoToii ADU (X4P-001).
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Onucanue Ki104esulx NPespatetitii 6 COOmMeen cmeull co cnocoboMm

[00407] Ha ®UI'. 3 moka3aHo OTIMUNE HOBOrO criocoba (crmocoba 3) OT mpeaplayLero
BapuaHta (cmocoba 2). CormacHo BapumaHTy crmocoba 2, cHayajga ObLIO HEoOXOoauMo
BbiieuTe AU B BuAe ero 4-ruapokCuOeH30aTHON COJIH. 3aTEM 3Ty COJIb MPEBpAIIai
Ha OTAEJIbHOW CTaJHU B COOTBETCTBYIOIIEe CBOOOHOE OCHOBaHUE ¢ moyueHnem ADH.
[00408] Craguu XHUMHYECKOTO CHHTE3a COIJIACHO BapHAHTy crmocoba 3 OCTamCh
Hen3MmeHHbIMU. CoemuuHenuss NT-316 u AMD-2890 (I-9) BBOmuiM B peakiuio APYT C
OPYroM W HOJydYasid NpoayKT (Tpu-Boc), KOTOpBIM He BBIIENSIIN, a HE3aMEeTUTENIBHO
MOABEPrajii peaKkuy CHATHS 3aIUThl C mojiydeHueM HeouuineHHoro A®U. OmHako
crocod, nmpumeHnsiemblit yisi BeiaeneHunsst ADU, Obut 3HAUMTENHHO U3MEHEH B BapHAHTE
criocoba 3.

[00409] HaubGosee BbeIpakeHHBIMH IPHUMECSMH, KOTOpble OOpasyrOTCs B Cliydae
BapuaHTa crnocoba 2, siysitorcst umuH A (RRT 1,08) u N-popmun B (RRT 1,28), kak
NOKA3aHO Ha cxXeme 9. BpUIO MOKA3aHO, YTO 3TH NPUMECH MOSBILIINCH BCIEACTBHE
UCIOJb30BAHMS IUXJIOPMETaHAa B KAauyeCTBE DPACTBOPUTENS B IPOLECCE OSKCTPAKIUH
Heouninennoro A®U. Kpome toro, obpasopanue nmpumecu auneramuaa C (RRT 1,37)
MOKET OBITh COOTHECEHO C HCIOJIb30BAHHEM H3OMPONKUIAeTaTa B KayecTBe

pacTBopuTeNs it KOHeUHOH Kpucrtayuuzanun ADH B hopme cBOOOIHOr0 OCHOBAHUSL.
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[00410] Takum oOpa3om, DUXJIIOPMETAH U HU3OMPONMMIIALIETAT, KOTOPHIE MCIIOJIb30BAJIH
npu nosyueHun u BoiaeneHnn X4P-001 coriacHo BapuaHTy 2, 3aMeHuM Ha 1-OyTaHOoN U
CMECh TOJYOJ/METAHOJ, COOTBETCTBEHHO, B BapuaHTe 3. ABTOpbl HACTOSIIErO
nu300peTeHns OOHAPYIKIIITH, YTO STH PACTBOPUTENN He BCTynanu B peakiuio ¢ AU, u,
COOTBETCTBEHHO, [0 MHEHHIO aBTOPOB, yKa3aHHAs 3aMeHa MpuBeia K HaOI0aaeMoMy
UMH 3HAYUTEILHOMY YMEHBIIEHHIO comepkanusi mpumecein A (umuHa), B (N-popmua)
u C (aueramuma).

[00411] Kpome Toro, ObuUT0 OOHAPYKEHO, UTO MPOOJIEMBI, CBA3aHHBIE C O0pa30BaHUEM
cmout u 3amaciuBanneM A®U B mpornecce KpUCTAUTU3ALHANA T'OTOBOTO MPOAYKTA B CITydae
BapHaHTa crocoba 2 ObLIM OOYCIOBIIEHBI KAUECTBOM MCXOAHOrO Bemectsa AMD-2890.

910 BCIICCTBO MOJYYAKOT H3 KOMMECPUCCKU OOCTYITHOI'O 2-XJ'IOpMeTI/IJ'I6eH3I/IMI/II[a3OJ'Ia
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(RM-396), kOTOpBIiI MOJKET MMEeTh HH3KYIO CTElleHb YHCTOTHI B Macc. %, maxe eciu
ynctoTa B % OT IUIOIIAAM TMUKAa MPEACTaBsieTcss BBICOKOH (> 98 %). Paspabotka
YCOBEPINEHCTBOBAHHON MeToauku BeifeneHuss AMD-2890 sensiercs HeoTheMJieMOU
YacThIO BapuaHTa crnocodba 3, W 3T0 HEM3MEHHO MPUBOAWIO K moydeHuto AMD-2890
BBICOKOI'0 KauecTBa, KOTOPBIN XapaKTepU30BaJCsl HE TOJbKO MPEBOCXOAHOW UYUCTOTOH B
%, HO u uncToTOM B % Macc./Macc.

[00412] [lanmpHeilimmass onTUMU3AIMS a’palid W o0pabOTKM yriieM B MpoOLEcCe
Boifieniennss A®U npuBena k JydimeMy KOHTPOJIO LBeTa BeiaeneHHoro A®U, u stu
OllepaLry TAKKe BKJIIOUEHBI B BAPUAHT criocoda 3.

[00413] Haxonen, ObuIM CTPOro OmpenesieHsl yciuoBusi kKpuctaumm3aunu ADOU B
dbopme CBOOOAHOrO OCHOBaHHMS W3 TOJAyOJa. bbUIM  YCTaHOBJIEHBI  00JaCTh
MeTacTaOMIBHOIO COCTOSIHHMSL M ONTHMAaJIbHAsE TOYKA BHECEHHUs 3aTPaBKH. ABTOpaMH
HACTOSILETO N300peTeHNs TakKe ObLiIa OMpesesieHa ONTUMAIbHAS CKOPOCTh OXJIAXKICHHUS
nocie (OPMHUPOBAHHS 3aTPABOYHOIO CJIOS M CO3JAH MOAXOSIIHHA MPOTOKON JUIs
IPOMBIBKH U CYIIKH.

[00414] Ha ®UI. 4 npencraBaeHo MOaAPOOHOE CpaBHEHUE BapHaHTOB crocoba 2 u 3
IUTSI TOCJIeIOBATEIbHBIX ONepaluil Mpy MoJyYeHnn U Bbiaenennn ADOU.

[00415] HapexHocTs ¥ BOCHPOM3BOAMMOCTH BapuaHTa cmocoba 3 Obuia
OPOAEMOHCTPHUPOBAHA MYyTEM MNPOBEIEHHS TPEX HOEHTHUYHBIX  J1abOpaTOPHBIX
skcnepuMenToB B Macintabe 100 r. Kak mokassiBaroT naHHbie B Tabune 3 u tabmuue 4,
JEMOHCTpAIUsl YKa3aHHOro crocoba Obuia ycmemHo#. Jlasee aBTOPBI HACTOSILIETO
u300peTeHnss MacmtabupoBasd 3TOT cnocod no konmyectBa 10 kr. Bcero Obuio
nonyaero 9,75 xr X4P-001 B coorBercteun GMP B BHie OHOW MapTUH C MPAKTHUYECKA
UIEHTUYHBIME pe3ysibTatami. [ToapoOHoe 00CcyKaeHre STHX SKCIIEPUMEHTOB MPUBEIEHO
HUKE.

Onucanue eapuarnma cnocoba 3 u YCOBEPUICHCINBOBAHUI cnocoba 1 u cnocoda 2

[00416] B cneayromeM paszene TPeACTaBJIEHO KPATKOE OMHCAHUE Pa3IMIHBIX
omeparnvii Mo cuHTe3y W Bhifenennio AU Ha 3aKITIOUMTENBHOW CTAaJWHM BapHaHTA
criocoba 3.

Cunmes NT-316
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[00417] HauaneHble craguu Crocoba MOJIYYEHHs KIIIOUEBOrO HCXOAHOTO BEIECTBA
NT-316 u3 cuHTE3UpPOBAHHOTO MO 3aKkasy xupanbHOro ammaa NT-272 u ABA ocramuce
HEM3MEHHBIMU 10 CPABHEHHIO C MPEABIAYIIUMH LIHKJIAMHU MOJyYEHHS.

Cunmes AMD-2890
[00418] Kax Obuio ormeueHo  Beime, cuHTe3 AMD-2890 (I-9) Obun
YCOBEPIIEHCTBOBAH, B YAaCTHOCTH, €ro BBIJEJICHHE M KpPUCTAJUIM3AIUS, C Y4EeTOM
Pa3NIUYHBIX YHUCTOTHI M LIBETA KOMMEPUYECKH IOCTYIHOTO 2-XJIOPMETHIOEH3UMHUIA30J1a
(RM-396). D10 BemecTBo OOBIYHO HMEET IBET OT TEMHO-KOPUYHEBOTO IO HYEPHOTrO.
ITosTomy Oblnia BBemeHa 0OpabOTKAa OPEBECHBIM yIJIEM Ui OOECHEYEHHs JIydllero
koHTpoJs iBeta AMD-2890.
[00419] Takum obpasom, 2-xnopmerunden3umuaazon (RM-396) BBoauan B peakiuio
¢ 1,3 oaxB. pu-mpem-Oytunaukapbonata B 8,6 obOvema (00.) MDA (N,N-
mumerundpopmamuna) npu 40 °C B mpucyrcteum 0,1 skeuBamenta (3xB.) DIPEA
(mumzomponumaTiiamuna). Ilocne 3aBeprueHus: peakuuu 100aBIsIM 00eCHBEYUBAOIINAN
npesecHeld yroib. Ilocne BeimepkuBanust B TeueHwe 1,5 u mpu 40 °C cmech
¢bunbTpoBaK, U TBepabie BelnectBa npombiBau 1 obdvemom JIM®PA. K ¢unsrparam
MeieHHO no0aBisui BoAy (3,5 00.) ¢ mosiyueHneM HEMHOI'O MYTHOH CMECH, B KOTOPYIO
BHocwm 1 % AMD-2890 B xauectBe 3arpaBku. [Ipu BBIAEPKUBAHUU TPOUCXOIUIIO
o0Opa3oBaHHE CYCIEH3UH, KOTOPYIO OCTABIILIM Ul MeIyieHHOro octeiBanus 10 20 °C.
ITocne wmemneHHoro no0aBJieHHs OMOJHUTENBHOrO KoymyectBa Bomel (1 00.) wu
nanbHelmero oxnaxaenus mo 0 °C cycrnensuio GuiabTpoBajan. TBepIbie BeEeCTBa
cHauvaja mpombiBamu cMmechio 2:1 JIM®A wu Bombl, 3ateM Bomod (2 x 3 obOwbema),
ocymectsisis Bce mpombiBkd npu 0 °C. Ocagok Ha QuIIbTpe CYLIHIA B TOKE a30Ta C
MoJyueHneM cBetio-kentroro AMD-2890. DTo coenuHeHHe, KakK MPAaBUJIO, HUMENO
yuctoty > 99 % ot mnomany nuka (mo maHaeiM BOXX) u > 99 mace. % (mo maHHBIM
SIMP).

Cunmes u evioenenue X4P-001
[00420] Kak u panee, skBumossipabie komruectsa NT-316 u AMD-2890 Beomuim B
peakuuo B mpucytctBuu  aumzonpommndTiiamuHa  (DIPEA) wu diomuma

tetpabytunammonus (TBAI) B auneronutpmie mpu 60-65 °C. Ilocne 3aBepiieHwus
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PEaKIuu CMeCh OXJIAKIAJN 10 TEMIIEPATYPbl OKPY’KAIOIIeH CPebl, U PEaKIUIO TACHITH C
nomoteio 0,3 00. ammuaka, mociie yero modaessum 1 00. Boabl. Jlajmee monydeHHYIO
cMech 100aBsiIM K CMECH 2 00. KOHLEHTPHPOBAHHON COJITHOM KHUCJIOTHI U 3 00. BOIBI.
Brinep:xuBanue B TeueHHe HECKONBKHX 4acoB mpHu 35-40 °C B 3TOM KHCJIOM pacTBOpE
OPUBOAMJIO K YIOAJICHHWIO 3alUTHBIX TPYNN B 3alIUIIEHHOM IMPOMEKYTOYHOM
coemuHeHun c obOpasoBanueM A®U. 3ateM aneTOHUTPUI YAASUIH TMOCPEICTBOM
BaKyyMHOH IE€PEroHKU.

[00421] B stotr Mmoment nobaensm 2 obbema 1-Oyranona, u pH moBommmm no 12 ¢
nomotneio 20 % pactBopa NaOH. Tlonyuennyro nByxdasHyw cMmecs OapOoTHpoOBan
cmeceio 10 % xucnopona B azore B Teuenue 2 4 npu 20 °C. 3atem pH nosomumu no 3,0-
3,5 ¢ momompio pacteopa 18 % HCI B Bome. JIBe momyuennble Gasbl pa3fessuim, W
BOIHBIA cJoif mpomeiBamu 1-Oytanosmom (3 x 3 obwema). OpraHuueckue Ciou
O0BENUHSIIA U SKCTPArupoBasid 3 o0beMaMu BOBI. 3aTeM BCe BOAHBIE (pa3bl 00bETHHSIIH
u nodasysa 0,4 % (macc.) yriepoma. Uepes 1-2 vaca cMech QuabTpOBasiv, U TBEPAbIE
BELIEeCTBA MPOMBIBAIH 3 00beMaMU BOJIBL.

[00422] K oOwvemuuenHbIM (uibTpaTam nodapisui Toyos (7 00bemoB) u Metano (1
00BeM) U MoBbILIANK TeMepatypy a0 45-55 °C, nocne yero pH mosomunu 1o 9,5-10,0 ¢
nomoineio 20 % pactBopa ruapokcuma Hatpusi. Daspl pa3nessuid, W BOIHBIE CJIOU
AKCTPAardpoBaId €lle Ba paza 3 o0beMaMu TOIyoJIa.

[00423] Bce cnou Tonyosa 0ObEIMHSUTH U YACTUYHO KOHILEHTPHUPOBAJIH MOCPEACTBOM
BakyyMHOI1 neperonku npu 45-50 °C. Ilocne HECKOMBKUX TOOABIIEHHI CBEKUX MOPLHA
TOJIyOJIa M TPOJOJDKEHUs BaKyyMHOU neperoHku npu 45-50 °C mis ymaneHus Opyrux
JIETy4Yux pacTtBopuTenieir mosydanu pacteop ADU B mpubmuzurensHo 3 o0BeMax
Todyona. DTOT pactBop HarpeBanud A0 60 °C W ouMImand MOCPEACTBOM IMOTOYHOU
dunbTpanuu.

[00424] Tlo oxnaxknenuu no SO °C B 3TOT pacTBOp OCTOPOKHO BHOCHU a0 0,5 macc.
% X4P-001 B xauectBe 3aTpaBku. Ilocie oOpa3oBaHus 3aTPABOYHOrO  CJIOS
obecrneunBaji BO3MOKHOCTb PABHOBECHOM kpucTaumzauuu ADU B TeueHne 2-3 4acos,
MOCJIe Yero CYCHEH3WIO OCTaBUH Uil MemjieHHoro oxjaxaenus o 0 °C. s

CTUMYJIMPOBaHUA POCTa KPHUCTAJUIOB MOJIYYCHHYIO CYCIICH3UIKO NOCTCIICHHO HarpeBajid
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obpatHo mo 30-35 °C, a zarem cHoBa octaBsud oxnaxmatbes o O °C. Hakowmerr,
CYCHEeH3UI0 (PHJIbTPOBAIM, U MOJYYEHHBbIE TBEP/bIe BEIECTBA MPOMBIBAJIH TOJYOJIOM U
CyLIHd B (pUIIbTpe-CYIIMIKE MyTeM HarpeBaHus nmog Bakyymom npu 60 °C B Teuenue 16
Y C IepHONYECKUM OCTOPOKHBIM NEPEeMEeIINBaHN EM.
[00425] Hcnonbp3oBaHKME 3TOH METOAMKH OBLIO MPOAEMOHCTPUPOBAHO IS MaciiTada
10 kr, B pe3ysprare yero nonydanu X4P-001 ¢ uucroroit 99,0-99,5 % ot nnomany nuka
(> 99,9 % 5HAHTHOYMCTOTHI) U OCTATOYHBIM CONEpKaHHeM Tosyosa 1337 ppm
Cpaenenue cnocoba 2 u cnocoba 3
[00426] B rabnuie 3 mpencraBieHO CpaBHEHHE KJIFOYEBBIX MAapaMeTpoB Crocoda u
pe3ysbTaThI Ui MAapTHil, HEAABHO MOJIYUYEHHBIX C MOMOLIBI0 criocoboB 2 u 3. Kak Obuto
YIOMSIHYTO BBILIE, BapuaHT cmocoba 3 cHavajga OblT MPOJEMOHCTPHPOBAH B
nabopaTopHOM MaciuTabe W 3aTeM IMOABEPTHYT MACIITAOHPOBAHWIO HA 3aBOJE IS
nonyuenust X4P-001. B Ttabmune 4 npencrasieHo cpaBHeHue mnpoduiell mpumecel B
STUX MapTHUSIX.
[00427] Uto ocobeHHO BakHO, B TaOnuie 4 MOKa3aHO, YTO MEPEXOA OT BapHUaHTA
crocoba 2 K BapuaHTy crocoba 3 HEM3MEHHO MPUBOAUI K YMEHBIIEHHIO OOIIero
cogepkanus mnpumecedr B neaom Ha 0,5-1,1 % or momaau mnukKa, a TaKke K
3HAYMTEHPHOMY YMEHBIIEHHIO OOINEero OCTATOYHOTO CONEP)KAHHS PACTBOPUTENEH B
AOU 0Oe3 HeOMArOMpUSTHOrO BIUSHUS HA APYrd€ BaKHbIE  PE3YJIbTATHI,

obecrieunBaeMble JAHHBIM CIIOCOOOM.
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Tabanua 3: CpaBHeHHe KJII0YeBbIX NapaMeTPOB coco0a U roTOBBIX NAPTHH, MOJYy4YeHHBIX € IOMOIIbLI0O BAPHMAHTOB cnocoba 2 u 3.

Homep naptuu

3-1

3-2

3-3

3-4

3-5

3-6

BapuaHT cnocoba

2

2

3

3

3

3

BHemnui BHA

bnenHo-xenroe

BbaenHo-xkenroe

BbaenHo-xkentoe

BbaenHo-xkentoe

BbaenHo-xkentoe

BbaenHo-xentoe

TBEpIOE TBEpIOE TBEpIOE TBEpAOE TBEpIOE TBEpAOE
BEILECTBO BEILECTBO BEILECTBO BEILECTBO BEILECTBO BEIL[ECTBO
XupajabHasi YHCTOTA >99 9% >99 9% >99.9 % >99.9 % > 99,9 % >99.9 %
Taxenable MeTALIbI <20 ppm <20 ppm <5 ppm <5 ppm <5 ppm AHanus He
NPOBOAMIH
OctaTouHoe iPAc 4148 iPAc 7440 ppm | iPAc H.O. iPAc H.O. [ iPAc H.O. | iPAc H.O.
conepkanne ppm XM HO. | AXM H.O. AXM H.O. | AXM HO. | XM H.O.
E:EZ?&"&J)M (mo AXM 8 UIIC 52 UIIC 65 ppm | UTIC H.O. | UIIC 109 ppm | HIIC H.O.
ppm ppm Tom 2020 ppm | Tom 3022 Tom 2020 ppm | Tox 1337
121800 6 Ton H.O. ppm ppm
ppm
Ton H.O.
Copepxanue BoabI (1o <0,1 macc. % 0,2 macc. % 0,2 macc. % 0,2 macc. % 0,3 macc. % 0,2 macc. %

meroay Kapaa-®umepa)

Pacnpenesienue yacrui
no pasmepam (MeToaAOM
Ja3epHoi audpaxkuun)

D(50) 140 mxm

D(50) 118 mxm

D(50) 91 mxm

D(50) 169 mxm

D(50) 122 mxm

D(50) 48 mxm

H.O. = He onpeneneno; iPAc = uzonponumnanerat, JIXM = nuxnopmeran; UTIC = uzonponunossiii criupt; Tos = Toayour.

Ta6auua 4: CpaBHenue npoduiisi npumeceii no ganubiM BIYKX a5 mapTuii, motyueHHbIX ¢ IOMOIIbI0 BAPHAHTOB cnocoda 2 u 3.
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Homep napTun 3-1 3-2 3-3 3-4 3-5 3-6
Bapuanr cnocoda 2 2 3 3 3 3
Ananus (macc. %, B mepecuere Ha 993 97,9 99,9 96,7 97.8 98.4
0e3B0o/HOE BellecTBO)
Yucrora (%) 98,8 98,3 99,46 99,40 99,28 99,51
HNnenTudguuuposaHHbie NPUMECH
(%)
RRT 0,38 (NT-316 6e3 rpynmnbr H.O. H.O. 0,11 0,09 0,13 0,05
Boc) (I-7)
RRT 1,08 (umun) (I-1) 0,62 0,95 0,10 0,13 0,04 0,09
RRT 1,21 (anbaerun) (I-6) HHN.* HH.* 0,09 0,14 0,20 0,14
RRT 1,28 (popmua) (I-2) 0,03 H.O. 0,03 0,03 0,03 0,05
RRT 1,37 (aueramun) (I-5) 0,07 0,42 0,02 0,04 0,06 H.O.
RRT 1,93 (6en3zumunaszoa) (I-3) 0,01 H.O. 0,06 0,05 0,04 0,04
CymmapHoe coaep:kaHue 1,20 1,67 0,54 0,60 0,72 0,49

npumecei (%)

2

2

2

2

2

2

H.O. = He onpeneneno.

H.U. = He uccnenosaHo.

>l<l—IpI/ICYTCTBI/Ie KaKUX-IH00 HpHMeCGﬁ ajlpacruaa B OTHUX ABYX MAPTUAX HC YCTaHAaBJIHWBAJIH.
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Vayuwennoe ocmamounoe cooepcanue pacmeopumeneii 6 cnocobe 3

[00428] Bo Bpems mepeoro moaydenus X4P-001 (panee AMDI110170) mist KIMHHYECKHX
HCCJIEIOBAHUH JIEKAPCTBEHHYIO CYOCTaHLIUIO HEMMOCPEACTBEHHO BBIESUTH B JopMe CBOOOAHOTO
OCHOBaHHs C HCIOJB30BAHMEM OTIJIALIETATA B KAUECTBE PACTBOPHTENS IS KPUCTAIUIU3ALHH
(cmoco6 1). OmHako BO3HHKAIM TPYIHOCTH NPH YOAJEHUH dTHianeTata u3 roroporo A®U, npu
STOM TOJIyYeHHE HCCIEeAYEeMBIX MapTHH TPeOOBAIO TPYAOEMKHX MPOLECCOB, BKJIOYAIOIINX
U3MeJbueHue U 00pabOTKy ropsiYuM a30TOM JUIsl YMEHBLIEHHs €r0 COAep KaHUs HIDKE Mpererna,
YCTaHOBJIGHHOrO B TpeOoBaHHMAX MexayHapomHOW KOH(pEpeHUHMH IO TrapMOHHU3ALUU
TEXHUYECKHX TPeOOBAHUN K PETUCTPALINH JIKAPCTBEHHBIX CPENCTB Uil HPUMEHEHUs! Y YeJIOBeKa
(ICH), xoroperiii cocraBisier He Oosee S000 ppm. B mepseix momeiTkax monydenuss AMD-
110170 nna Heckonpkux maptuii ADU Taxke MCHONB30BAM H3OMPONMUJIALIETAT B KAUECTBE
pacTBOpUTEINS IS BBIAEIEHHUs COrJIacHO crocoly 1.

[00429] TlosmHee B mpolecce MOJYYEeHHS B KAa4eCTBE MPOMEKYTOUHOI'O COEIMHEHHUs ObLia
Bbieniena cojb AMD-11070 ¢ mapa-runpokcudensoiinoit kucinoror (IIIBK) ¢ mocnemyrormm
peBpalieHneM B CBOOOAHOe oOcHOBaHHE (crmoco® 2). ABTOpBI HACTOSINErO H300peTeHUs
UCIOJIB30BAIM ATOT CIOCOO [JIsi MPOU3BOACTBA JIEKAPCTBEHHON CYOCTAHIMH [JIsl HEJABHHUX
KIHHIUYeCcKuX wucnbiTanuid. CorjacHo crmocolOy 2, cBOOOAHOE OCHOBAaHWE BBIAEISUIA IOCIE
BBIZICJICHUsI COJIM C HCIOJIb30BAHMEM H3OMPONIIALeTaTa BMECTO dTuiarnerata. I9tor AOU
JIIEMOHCTPHPOBAJT CXOKE€E€ BBICOKOE OCTATOYHOE COJAep’KaHWe pacTtBoputenied, kak u AU,
noJiyueHHbI mocpenctBoM cmocoba 1. Kpome Toro, aBTOpbI HACTOSIIErO H300pETEHHS
OOHAPY)KUJIM, YTO H3OMPONMUJIALIETAT Y4YaCTBOBaJl B OOpa3OBaHWU MPUMECH aleTaMHaa B
nporiecce nonydenust. Takum oOpa3om, Oblia 000CHOBaHA 3aMeHA PACTBOPHUTEIS TS BbIAEIECHUS
rotosoro AOHU.

[00430] HenaBHee ycoBepiIEHCTBOBaHME Croco0a, MPEmIOKEHHOE aBTOPAMH HACTOSIIETO
nu300peTeHus, 00ECeUi0 METOIUKY HEMOCPEICTBEHHOI'O BbIIEJEHUs CBOOOTIHOIO OCHOBAHHS
(comp IITBK Gonblue He sBISIACE MPOMEKYTOUYHBIM COEIMHEHUEM B MPOLIECCE MOyYEHHs),
COTJIACHO KOTOPOH MCITONIB30BAIH TOJIYOJl BMECTO M30MPOIUJIAIIETaTa B KAYeCTBE PACTBOPHUTEIIS
IUTIs KOHEUHOW KpucTauiu3anui (cnocod 3). ABTOPHI HACTOSLIErO W300pETEHHs OOHAPYIKIIIH,
YTO TOJYyOJI He BCTymall B peakuuto ¢ X4P-001 u, cnenoBatenbHO, SBISIICS OOJiee MOIXOIAIIIM

pPacTBOpPUTEIICM [JIA BBIACJICHHUS. Kak Obuio oTMeueHo BBIIIIC, OTKa3 OT MHCIOJb30BAHHUA
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W30MPONUJIALIETATa TAaK)Ke NPUBOAWJI K YMEHBIIGHHWIO COAep kKaHUs npumeced. JlanHbIe MO
OCTATOYHOMY COIEpKaHHIO pactBoputeliel B mapTtusix X4P-001 u ocraTouHOMYy COAEpP KaHUIO

PaCTBOpHUTENEH IS KPUCTAJUIM3AIMN KPATKO PUBEIEHBI B TaOuIle S.

Tadommuna S: Ocrarounoe cogep:kanne pacTBopuTeJieH 1 Boigesenusi X4P-001 B nponecce

YCOBEpIIEHCTBOBAHHUS CIOC00a

Onpepensiemoe
PacTrBopuTens aas
coaep:kaHue
BbIACJICHHUSA
(ppm)
Crocod Nel
OTunanerat uiu
! 7219
U30MPOINHJIAETAT
OTUaneraT uin
! 9108
U30MPONHJIALIETAT
OTUaneraTt uin
! 1971
H30MPONHJIALETAT
OTunanerar uid
H 6820
U30MPONMJIALETAT
DTunanerar uim
! 9298
U30MPONMJIALETAT
Cnoco0 Ne2

Hsonpomnunamnerat 2500

Hzonponunanerat** | 4148%*

Hsonpomnunamnerar 7440

H.O. (iPAc)*
Wsonpomnunanerar u
Tomyon* 2280
(Tonyon)*
Cnoco0 Ne3
Tomyon 4487
Tomyon 2020
Tonyon 3022
Tomyon 2020
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Tomyon 1337

*[aptus A®U Oblna nepepaboTaHa U3 MAPTHH, KOTOPYIO MEPBOHAYAIBHO KPUCTAJLIH30BAN C

MCIOJIb30BAHMEM H3OMPONIUIALeTaTa, C HCIOJIb30BAHUEM TOJYOJa HA KOHEUHOW CTaauu
KPUCTAJUTU3AIMH, COOTBETCTBEHHO, 3Ty MAPTHIO MOABEpPrajid aHajJN3y Ha COAep’KaHue Kak
usonponunanerara (iPAc), Tak u Tonyosna.

**Maprtust 3-1.

[00431] Crauana B maptusix X4P-001 Obuto 0OHApPYKEHO CpemHee OCTATOYHOE COAEpPIKAHUE
pacTBOpHUTENs Ul NEePBUYHON KpHCTa/UM3auuu B auamnazoHe oT 1971 ppm no 9298 ppm.
ABTOpBI HACTOSIIIErO W300peTeHHs] HWCHOJIB30BAIM MOAXOA IOMYCTUMOH  €KEIHEBHOM
skcnosunun (JAIED) mis cocraBnenus crnenupuKauyl Ha OCTATOUHOE COAEp)KaHUWE TOJyoJia B
cBoboaHoM ocHoBanuu X4P-001.

[00432] Ha ocuoBanuu no3er X4P-001 600 mr B cyrku (50 % 3amac 0e30macHOCTH IO
CPaBHEHHIO C TUIMYHON KJIMHUYECKOH n030i 400 Mr B CyTKH), pacUeTHOE COIep KaHHe TOJyOJia
B AOU X4P-001 ne momxuo npeseimath 4500 ppm. CrnenoBaTenbHO, B HEKOTOPBIX BapHAHTAX
peajiM3anui HACTOSLIEro M300peTeHus crenuduKanys Ha OCTATOYHOE COIAEep)KaHUE TOJyOsa B
X4P-001 ponyckaer He Oonee 4500 ppm. COOTBETCTBEHHO, B HEKOTOPHIX BapHAHTAX
peanu3aiii HACTOSIIEro H300pereHust npemioskena kommosunus X4P-001, comepikaimast He
oomnee 4500 ppm Toayosa uma 1350 ppm Tonyosa.

Bv1600b1

[00433] B uenom, BBIIEYNOMSHYTBIC yCOBEPIICHCTBOBAHMS, NMPEACTABJIECHHBIE B BAPUAHTE
crocoba 3, obecneunBanu OoJiee HANAEKHYIO U BOCIPOU3BOIMUMYIO 3aKJIIOUYUTEIBHYIO CTaIHIO
cnocoba MO CpaBHEHHIO ¢ BapuaHToM 2. HamOojiee BaskHBIM SBJISIETCS TO, YTO YHCTOTA
BoienienHoro  A®M  X4P-001 Obuta 3HAYMTENBHO  YIIyYIIEHA IO CPAaBHEHHIO C
NPENUIeCTBYIOIIMM BapuaHTOM crocoba. BakHO OTMETHTh, YTO aBTOpPAMH HACTOSILIETO
u300peTeHnss ObUIO OOHAPYI)KEHO, UTO BBIOOP PACTBOPHUTENEH MPH MOJYYEHUH U BBIACIECHUH
X4P-001 sBnsiercss kiOoueBbIM (HAKTOPOM VISl YJyUILEeHHs Mpouisi mpumecel, OMUCAHHOTO
Bbllle. B YacTHOCTH, aBTOPbI HACTOSINErO H300pPETeHHs 3aMEHWId [OUXJIOPMETaH W
H3O0MPONUIIALETAT, KOTOPble MPUMEHSUINCh NMpU mnojiydeHnd u BeraeneHnn X4P-001 cormacHo
BapHaHTy crmocoba 2, Ha 1-OyTaHOJI U CMECh TOJYOJ/METAHOJ, COOTBETCTBEHHO, B BapHAHTE

cnocoba 3. ABTOpamMH HAacTOSIIEro H300peTeHuss ObLIO0 OOHApY)KEHO, UYTO B MNAPTHUSX,
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NOJIyYEHHBIX C MPUMEHEHHEeM BapuaHTa crnocoda 2, HEKOTOpbIe MPUMECH MPUCYTCTBOBAIU B
FOTOBOM MPOAYKTE B TOBBLIIIEHHBIX KONWUecTBaxX Bciencteue peakinmun ADOU, X4P-001, c
OUXJOPMETAaHOM U u3ompommianeratoM. FEime oauH oOHapy)KeHHBIH KJIFO4YeBOH  (akT
3aKJIIOUAJICS B TOM, 4TO oOpa3oBaHue cMoa U 3amaciauBanne ADHU B mporecce KpucTauTH3a UK
rOTOBOTO MPOAYKTA COTJIACHO BapUAHTy crnocoba 2 ObLIO CBS3aHO C HEMOCTOSHHBIM (M 4acTo
HEeBBICOKMM) KadecTBOM wucxomHoro semectsa AMD-2890. Kak ommcaHo BbIe, aBTOpamu
HACTOsIIero n300peTeHus: Obljla BBEIEHA yCOBEPLICHCTBOBAHHAS MeTOoAuKa BhieneHuss AMD-
2890, koropasi HeM3MEHHO obecmeuynmBajia MOJyYeHHE BbICOKOKauecTBeHHOro AMD-2890 u
Mo3BOJIsIa H30ekaTh 00Opa3oBaHus CMOJT U 3aMaciuBanus ADH.

TIpumep 10: OuesKa MyTareHHOCTH

[00434] Astopamu HacTtosiiiero u300peTeHHs ObLTa BBHIMOJHEHA OLIEHKA PUCKa 0Opa3oBaHMHsI
MYTareHHbIX BEIIECTB, CBS3aHHOIO C CHHTETHUECKHM crocobom moiydenuss X4P-001, Bcex
OTHOCSIIUXCS K JAHHOMY CIOCOOY TNPOMEXKYTOYHBIX COEIUHEHHH, BO3MOXKHBIX W
obHapyxeHHbIX npuMeceil. OeHKa BKJIIOYAia PACCMOTPEHHE BCEX BHIOB ChIPbs, BKIIIOYAS
KJIFOUEBbIe HCXOHBIE BEIECTBA, & TAK)KE BO3MOXKHBIX M OOHAPY)KEHHBIX ITPUMECeN U MPOIYKTOB
pasnoxeHus, 0Opas3yloLUXCsl B X0 MpoLecca noiy4deHus. Bce oueHku ObUTM MPOBENEHBI B
cootBercTBUH C TpeboBanusMu Pykosonctea ICH M7(R1).

[00435] Ha cxeme 10 u cxeme 11 HuKe peACTaBIEHbI CIOCOO CHHTE3a 2 U COCcO0 CHHTE3a 3,
cootBeTcTBeHHO, Wit X4P-001. Ha cxeme 12 mpencraBiieH CHHTE3 W IMOJIy4aeMble B €ro XOJe
npoMexyTounble coequaenus s NT-319 u AMD-2890.

[00436] B TaGamume 6 Hibke NPEACTaBIIEHBI OOHAPY)KEHHBbIE MOTEHIMAIBHO MYTareHHbBIE

npuMecu Ijisi ciocoba monydenust X4P-001.
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Cxema 10: Cnoco0 cunresa 2 naa X4P-001

Boc< O
| X - Boc H P
N :
N Craguata || N NT-319 N B
B _ V\/\N’ oC
NH, «2HCI N : Cragusa 1b éoc
NT-272 NH;
coeanHeHne 1
_ [MpomeskyTo4Hoe
UMUHHOE
— coeauHeHne -
AN
| B N ]
Cragusa 1b N Y Cragus 2 |
— >  HCleHN .Boc — “
Boc H— N Ne~_,-Boc
NT-316 N (:[ > N
\
Boc '\! Boc
AMD-2890 L Boc .
19 Tpu-Boc-AMD-11070
® ®
N7 Nig
z = X4P-001
N N
N, | CTaann 4 NN, Craans 5 B chopme
Cragusa 3 OH cBoboaHoro
- . NNH N“ "NH OCHOBaHUS
HeBbiaeneHHoe X4P-001 COOH
— npomMmexyroyHoe — B thopme
coeguHeHune conu NMrek
X4P-001
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Cxema 11: Cnoco0 cunresa 3 niaa X4P-001

H-ByTaHon BOC\N/\/YO
AN
)
| SN — - Boc H | _
N v
N Crapusi1a ||| N NT-319 N B
i ) V\/\N’ oc
NH #2HCI N z Cragua 1b éoc
NT-272 NH;
- coepmHeHue 1
- - [MpomeskyTo4Hoe
COeAMHEeHNE UMUHA
O
~
Cragusa 1b N Y Cragusa 2 | N
——  HCIeHN .Boc Z
\¢/~\V/A\N [:::I:N cl N H
Boc H— N N~_,,-Boc
NT-316 N @[ H— E
Boc N oc
AMD-2890 L Boc .
1-9 Tpn-Boc-AMD-11070
A SN
P |
N™ Y N
N =
Cragus 3a J: \/\/\NHQ Cragus 3b N\/\/\NH2
N? "NH

O

X4P-001 B hopme
cBo6oaHoro
OCHOBaHUA
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Cxema 12: Cunre3 NT-319 1 AMD-2890.

OEt Crtagusa 10a Boc OEt Cragus 10b Boc OEt
HoN _— > S
OEt OEt Boc OEt
ABA
4,4-0n3TOKCUOYTAH-1-aMUH CoeagunHeHue 2 CoeaguHeHune 3
Ctagunsa 10¢
- Boc< 0]
’\Il/\/Y
Boc H
NT-319

H cl
N Cl Crapus 6 N

oy == Oy
N \

Boc
RM-396 AMD-2890
-8 19

Tabauua 6: UnenTHpuHPOBAHHbIE NOTEHIHAILHO MyTAreHHbIE MPHMECH JJIf Cocoda

cunre3a X4P-001

@H Lo @:\%/CI

N \

Boc

RM-396 AMD-2890
I-8 1-9

§ | N |
\>_/
©: % ©:N
‘BOC
110 1-11
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[00437] Ockmpmaemass TPOAODKHTENBHOCTh  JIEUEHHS  MALMEHTOB, YYAaCTBYIOIIUX B
KIIMHUYECKUX HCMBITAHUSX, cocraBisser wmeHee 10 gjer. Jlomyctumoe moTpebieHue
JIEKAPCTBEHHOrO cpeacTBa mpu skcnosuiuu > 1-10 mer coctansier 10 nr/meHb MyTareHHOMH
npumecu, corjacHo Tabmuue 2 B Pykosonctee ICH M7(R1).

[00438] Ha ocuoBanum no3sl X4P-001 400 wmr/cytku, momycTum mpemen ao 25 ppm
NOTeHIHATbHO MyTareHHbIX npumecei (10 nr/cytku/400 mr = 25 ppm (1/r)).

[00439] Bosmoxnsie npumecu I-10 u I-11 e O6bun obHapyskensl B X4P-001. Kpome Toro,
TEOpEeTUYECKU pacueT KOA(pUIHEHTA OYHUCTKUA is crnocoba CHHTE3a 3, OCHOBAaHHBIA Ha
onyOJIMKOBAaHHBIX MCTOYHHMKAX, Takux kak Teasdale et al., (Org. Process Res. Dev. 2013, /7,
221), mokaszaj, 4YTO yKasaHHbBIH crnocod obecrneunBaer 3(GdexTuBHOE yCTpaHeHHe O00enx
Bo3MoxkHbIX mpumeceir I-10 u I-11, mpu 3ToM Teopernueckuil KOI(PGDHUUUEHT OUYNCTKH
coctapnset npumepHo 9 x 108 (I-10) u npumepno 9 x 100 (I-11).

[00440] Ha ocHOBaHWM BBIYMCIIEHHBIX KOI(P(DUIMEHTOB OUYMCTKA OBLIO PACCUUTAHO
Teoperuyeckoe ocratouHoe konmudectso I-10 u I-11 B X4P-001, cocrapisiiomee npuMepHo <
0,0001 ppm I-10 u npumepro < 0,000001 ppm I-11, uro cBuperenscTByeT 00 3hdeKTHBHOM
ycTpaHeHHH OOeNX IOTEHLHAJIbHO MYTareHHBIX IMPHUMECed C MOMOIIBIO 3TOro Crocoda u
OTCYTCTBHH HEOOXOAUMOCTH KOHTPOJIs YncTOThl X4P-001.

[00441] Bosmoxusie npumecu RM-396 u AMD-2890 (I-9) He Obut OOHapYysKeHBI (TIpenen
konuuecTBeHHoro ompenenenus, uwan I1KO, 2,5 ppm) B X4P-001, uro cBumeTenscTByeT 00
3¢ dexkTHBHOM yCTpaHeHHH O0EHX MOTEHLHAJIbHO MYTAr€HHBIX MPUMECEH C MOMOIUBIO 3TOrO

criocoba.

IIpumep 11: TBepablie cocTaBbl, coaepranme 25 mr, 100 mr u 200 mr

[00442] TIpu moayyeHHH COCTABa BCIIOMOTATENbHbIE BEIECTBA ObLIM BRIOpAHBI HA OCHOBAHUH
CKPUHHMHTOBBIX HCCJICNOBAHUN, BKJIIOYAIOIINX KPATKOCPOUYHYID COBMECTHMOCTH Pa3JIMUHBIX
BCIIOMOTaTEJIbHBIX BEIEeCTB. MHKPOKPUCTAJUTMYECKAsT LEJUTI0JI03a Obljia BhIOpaHa B KauecTBe
pa30aBUTENS/HATIONHUTENS JUIA KAINCyJl C MEHBbIIEH TO3UPOBKOM, comepskamux 25 wmr. s
MOBBILIEHUS] TEKY4YeCTH B Cllydae COCTaBOB C OoJbliel M03upOBKOI, comepkammx 100 mr, B
coctaB n00aBisM pa30aBUTENb/HAMIOJHUTENIb HA OCHOBE MUTHIpPATa JBYXOCHOBHOTO (hocdaTa

KaJIbI M. CooTHOIIIEHNE KOJMYECTB MHKpOKpHCTaJIJIH‘IeCKOﬁ HEJUIKOJIO3BI W auruapara
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IBYXOCHOBHOrO (pocara kampiius ObLIO BBIOpAHO TakMM O0pa3oM, 4YTOOBI OOECHEeUnTh

npuOIU3UTEILHOE COOTBETCTBHE OOBEMHON IUJIOTHOCTH JIEKAPCTBEHHOW CyOCTAHLIMH ISt

YMEHBIIIEHNs] BEPOSITHOCTH Cerperanuy B MPOIecce CMEIINBaHUs. B kauecTBe CMa3bIBAaIOLIEro

BelecTBa ObuT BeIOpaH creapwidymapatr Hatpus. Jlyis oOJerdyeHus: HAMOJHEHHs KarcCysl C

IMOMOIIBIO ABTOMATUYCCKOI'O HAIIOJHUTEIIA KAarCyJ B COCTaB Ll06aBJ'I$IJ'II/I TJIIMAOaHT — KOJ'IJ'IOHI[HI:IfI

AUOKCHU IO KPEMHUS — B KaUECTBE I[O6aBI(I/I AJIs1 TIOBBILICHUSA TEKYYCCTU. KpocxapMeJmosa HaTpua

ObL1a BLI6paHa B KAaUYCCTBC Pa3PBIXJIMTEIIA IS obecreueHnss aBTOMATHYECKOrO HAITOJIHEHHS

KarncyJi. I[J'ISI YMECHBIICHUS CIIUIIaHUA HeKapCTBeHHOﬁ Cy6CTaHI_[I/II/I IIPpU 3aKIIIOUYCHUU B KaIlCyJIbl

B COCTaB A00ABISLIIN JIaypUIICYIb(AT HATPUS B KaUeCTBE CMAUMBAIOIIETO AreHTa.

Ta6nuua 7: Komno3nnus B popme THNOBBIX Kancy.J, coaepsramux 25 mr X4P-001

CooTBercTBHE KoanuectrBo %
KomnonenT Ha3znauenune
CTAHAAPTY (Mr/kamcyaa) | macc./mace.
Kommosmuis X4P-001 CoOcTBeHHbII AXTHBHBI 25.0 14,7
CTaHIApT UHTPEIUEHT
MUkpOKPHCTAILIH HeCkas NF Pas6abuTens 132,7 78,1
LEJUTION03a
Kpockapmernosa NF Pazperxnurens 10,2 6,0
HaTpust
Creapungymapat NF CmasbIBaroliee 17 1.0
HATPHS BEII[ECTBO
. JloGaBka s
Konnonnniii uokenn USP TOBBIIIIEHUS 0,4 0,2
KpPEMHHS
TEKY4YECTHU
Bcero 170,0 100,0
TBepapie keNnaTHHOBBIE USP VIAKOBKa _ _
KarcyJiel, pasmep |

Tadomuna 8: Komno3nnus B popme kancyJi, cogep:xkamux 100 mr X4P-001

Komnounenr

CootBercTrBHE
CTAHAAPTY

Hasznauenune

100 mr
KoanuecTBo
macc./macc.
(Mr/xkamncyna)
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100 mr

K CooTBeTcTBHE
OMIIOHEHT cramapry Hasnauenue | Konmuecrro N
(mr/kancy.ia) ) ’
Kommosumus X4P-001 Cobersennbiii | AkTBHas 100,0 37.6 %
CTaHIAPT cyOcTaHIus
JluruzIpaT ABy3aMeIIEHHOro USP/NF Pas6asurens 843 31,7 %
dbocdara kaabIus
Mukpoxpucraumueckas NF/EP Pas6asurens 60,9 22,9 %
LEJUTION03a
Kpockapmemnnosa Hatpus NF/EP Pazpsixnurens 16,0 6,0 %
CwmasbiBaroriee o
Creapusymapat HaTpUs NF BEIIECTBO 2,7 1,0 %
Jlaypunicysbdat HaTpus NF/EP CmaunBaromuit 1,3 0,5 %
areHT
. JloGaska mis
Kognonesiit maoxcun NF/EP TTOBBIIICHUS 0,8 0,3 %
KPEMHHSI
TEKYYECTH

Bcero 266,0 100 %

TBepzpie keTaTUHOBBIE

KarcyJssl, pasmep 1
Oenprit/Oenpiii. KauecTBeHHBIH USP Saxmouenue b — -
. KarCyJibl
COCTAaB: JKEJATHH U JUOKCHU]T
THUTAHA.

Tadomua 9: Komno3nnus B popme kancyJ, cogep:kamux 200 mr X4P-001

200 mr
Teopernueckoe
IIpouenT B pacuere
HNnrpeanentsi HA OHY KAIC (%) KOJIM4eCTBO B pacyerte
y Yy Ha OHY KamncyJy (mr)
Komnozunms X4P-001 61,5 200,0
MHuKpOKpH CTAJUTMYECKAS LEJUTI0N03a,
NF/EP (Avicel PH 101) unu 12,9 41,93
SKBHBAJIEHT
Hurunpar npysamernennoro gochara
kanmeuysi, USP/NF 17.8 >7.85
KpocxapMemIosa.HanHs{, NF/EP (Ac- 6.0 19,50
Di-Sol)

152




Jlaypuncyibdat Hatpus, NF/Ph. Eur. 0,5 1,625

Konnonaabrit TMOKCHI KPEMHHS,

NF/Ph. Eur. (Cab-O-Sil M-5P) 0.3 0,9750
Creapundymapar Hatpusi, NF (Pruv) 1,0 3,250
Odree conep:kanue KancyJabl 100 325,0

[00443] CoBMecTUMOCTh HANOJHUTENEH ObUla MPOJEMOHCTPHPOBAHA C  MOMOIIBIO
NPOAOJDKAIOLINXCS TOJITOCPOYHBIX HCCIIENOBAHUI CTAOMIBHOCTH JIEKAPCTBEHHOI'O IMpenapara,
COTJIACHO KOTOPBIM IIperapar OTBe4as TPeOOBaHUSAM CTAOMJIBHOCTH B KOHKPETHBIX YCJIOBHSIX
XPaHEHHUs [IPU OXJIKIACHHUH, IPHU STOM OBLIM MCCIIENOBaHbI 3 MAPTHU KarcyJ, coaepskamux 100
Mmr. JIocTymHBI pe3ysbTaThl UCCIEAOBAHUS CTAOMIBHOCTH B TEYEHHE mepuona a0 24 MecsIeB
npu ycioBusix xpanHenus 5 °C £ 3 °C u 25 °C/OB 60 % mia kancyn mapruu 15K227,
comeprkamux 100 mr X4P-001, ynmakoBaHHBIX BO (DIaKOHBI U3 KENTOro creksa Ha 30 mTyk u
repMETHYHO 3aKPBITHIX B IMAKEThl U3 AMOMUHHEBOH (osbru. IIpu peKkOMeHIyeMBIX YCIIOBHSX
xpanenusi 5 °C + 3 °C pesynbTaThl CBHAETENBCTBOBAIM OO0 OTCYTCTBUH 3HAUHTENBHBIX
OTKJIOHEHUH KaKUX-THOO TMapaMeTpOB, OMpPENEesieMbIX B aHaM3e CTAaOMIIBHOCTH, B TEUEHHE
nepuona 1m0 24 wmecsueB (aHajaM3 AaKTHBHOCTH, COIEp)KAHHE TMPUMECEH, pPaCTBOPHMOCTH,
COAeprKaHKe BJIAr U MUKPOOHOJIOTHYECKHE TECTHI).

[00444] PesymeraThl HccienoBaHus CTAOWUJIBHOCTH B TE€YEHHWE MepHOIA M0 9 MeCsleB s
Karcys, comepxkamux 100 mr, moaBeprayThix xpaHeHuto npu S5 °C £ 3 °C u ymakoBaHHBIX BO
(JTaKOHBI U3 KEJITOrO CTEKJIA, TEPMETHYHO 3aKPBIThIE B MAKETHI U3 AJIFOMUHUEBOW (DOJBIH, UK
BO (hrmakonbl u3 noymdTUieHa Beicokor mioTHocT (HDPE) Oxy-Guard, ceuaerenscTeoBasiu 00
VBEJIMYEHUH MPHUMECH MMHHA C TEUEHHEM BPEMEHH, HO IpPH 3TOM COJEP)KaHHE OCTABAIOCH B
npenenax aonyctumoro B cnenudukanmun. Kakux-mm0o OTKIOHEHHH OT UCXOMHBIX 3HAYEHUH MO
JIOOBIM IPYTUM HapaMeTpaM aHau3a CTaOUIILHOCTH OOHAPYKEHO HE OBLIO.

[00445] PesynmetaThl HMcCleOBaHHs CTAOWJIBHOCTH B TE€UYEHHE MEPHOIA OO 3 MECSLEB st
Karcys, cogepskatmx 100 mr, mogseprayTeix xpanenuto npu S °C =3 °C u 25 °C/OB 60 % u
ynakoBaHHbIX BO (pyakonsl u3 HDPE Oxy-Guard, cBuaerenscTBoBaiu 00 YBEJTHUYEHUH TPUMECH
MMUHA C TEUEHHEM BPEMEHH, HO MPU 3TOM COAEpKaHHE OCTABAJIOCH B Ipeaesax JONYyCTHMOrO B
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cneunpukannu. Kaxux-mib0 OTKIOHEHHH OT HCXOOHBIX 3HAYEHHH MO JIIOOBIM JIPYrHM
napamMeTpaM aHaju3a CTaOMJIBHOCTH OOHApY’KEHO He ObLI0. DTH KarcCyJbl ObLIA MOJYYEHBI C
npUMeHeHneM JekapcTBeHHoW cybOcranimu X4P-001, mpu mnpous3BOACTBE KOTOPOH Oblia
HCIOJIb30BaHA METOIMKA 00pabOTKH C MPUMEHEHHUEM TOJIyOJIa.

[00446] lanbHeilliee UCIONB30BAaHUE XPAHEHHS C OXJIA’KIEHUEM B CUCTEME XOJIONOBOH Lenu
SIBJIIETCSl OKHJIAaeMbIM TpeOoBaHHeM Iyisi JiekapcTBeHHoro mpemnapata X4P-001. Emkocte mms
MEePBUYHON YNIaKOBKH JieKkapcTBeHHOro npenapata X4P-001, koTopyro cieayoT UCIOIb30BaTh B
dase 3 KIMHMYECKHMX UCHBITAHUMN, TPEACTaBseT coboi puakon Oxy-Guard oosemom 60 cm?® u3
HDPE c xppinkoit guamerpoM 33 MM C MHAYKIMOHHO 3alassHHOM NpPOKiIaAkod. B kaxmblid
(bakoH HaJ KamcyjaMH MOMEIIAIOT BHCKO3HYIO BaTy, M OJHY yHmakoBKy ¢ ocymutenem (0,5 r
Sorb-It miam ero sKkBHBajeHTa) MOMEIIAIOT B BEPXHIOK YacTh KAXAOTO (IaKOHA MEKIY
BUCKO3HOM BaTOH 1 KpbIIKOH (30 mTyK).

[00447] TlogpoOHoe onmcaHue crocoba mosyyenus npexacrasieno na OUL. 1.
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®OPMYVYJIA U30BPETEHUA

1. Kommnosunust X4P-001, conepskainas coenunenue hopmyssl L
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\/\/\NH2
I-7
i X papMaleBTUUECKH MPUEMJIEMBIX COJIe; U Mpu 3ToM kommozuius X4P-001 He cogepKuT

clenayrumee COCAMHCHHUE B JCTCKTUPYEMOM KOJIMYCCTBE!
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P
N OH

J:\/\/\N 0
H
Z

N“ NH

&

WK ero hapManeBTHYECKH IPUEMIIEMYIO COJIb.

)

I-4

2. Kommnozuumss X4P-001 mo n. 1, rae ykasannas xommosunusi X4P-001 conmepxut mo
MeHbIIIe Mepe aerektupyemoe kommuectBo kaxkmoro u3 I-2, I-3, I-5, I-6 u I-7 wmm mx

(dhapmMarieBTHYECKH TTPUEMIIEMBIX COJIEH.

3. Kommnozuuust X4P-001 mo nm. 1 wmu 2, rae komudectBo I-2 win ero apmaneBTUYECKH

pHEMIIEMON COJIi cocTarisieT MeHee mpumepHo 0,3% macc./mace. kommosuiuu X4P-001.

4. Kommnozuuust X4P-001 mo mrobomy u3 mm. 1-3, rme kommuectso I-3 wim  ero
(dapmaIrieBTHUECKH TPHEMIIEMON coid cocTtaBisier MeHee mnpumepHo 0,4% macc./macc.

xkomnozuna X4P-001.

5. Komnozuuust X4P-001 mo mrobomy u3 mm. 1-4, rme kommuectBo I-S wmm  ero
(dapmalieBTHYECKH TpPHEMIIEMON Ccold cocTtaBisser MeHee mnpumepHo 0,4% macc./macc.

xkomnosunna X4P-001.
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6. Komnozuuust X4P-001 mo mrobomy u3 mm. 1-5, rme kommuectBo I-6 wnmm ero
dapmalieBTHUECKH TMpHEMJIEMON Ccoii cocTaBiser MeHee mnpumepHo 0,4% macc./macc.

xkoMmozunnu X4P-001.

7. Komnozuuust X4P-001 mo mrobomy u3 mm. 1-6, rme kommuectBo I-7 wmm ero
(dapmalieBTHUECKH TPHEMJIEMOW cou cocraBisser Menee mnpumepHo 0,25% wmacc./macc.

komnozunuu X4P-001.

8. Komnozuuust X4P-001 mo m. 3, rme kommyectBo I-2 wim ero ¢dapmaneBTHYecKH
npuemieMon cosi coctaisieT ot npumepro 0,01 mo mpumepno 0,3% macc./mMacc. KOMIO3UIIUU

X4P-001.

9. Komnosurmss X4P-001 no m. 4, rme xomuuectBo I-3 wmm ero dapmaneBtryecku
npuemsieMoit cosn cocrasiisier ot npuMepHo 0,01 mo npumepno 0,4% macc./Macc. KOMIO3ULUH

X4P-001.

10. Kommnozuuust X4P-001 mo m. 5, rme komuyectBo I-S wuimm ero (dapmaneBTUUYECKH
npHEMIIEMON COJi cocTasisieT oT npumepHo 0,01 mo mpumepHo 0,4% macc./Macc. KOMIO3UIIUH

X4P-001.
11. Kommnozuuust X4P-001 mo m. 6, roe komuyectBo I-6 wiam ero (dapmaneBTUUYECKH
npueMIIEMOi coii coctasisieT oT npumepHo 0,01 mo mpumepHo 0,4% macc./mMacc. KOMIIO3UITHH
X4P-001.
12. Komnozuuust X4P-001 mo m. 7, roe konmuwyectBo I-7 wiam ero dapmaneBTUUYECKH
npuemiieMoi cou coctasisieT ot npumepno 0,01 mo nmpumepro 0,25% macc./Macc. KOMITO3UITHH

X4P-001.

13. Komnozunus X4P-001 o o. 1, rae:
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14.

Is.

(a) xomuuectBo I-2 mim ero ¢apManeBTUYECKH MPUEMJIEMON COJH COCTABJIIET MEHEe
npumepno 0,3% macc./macc. komnosuuuu X4P-001;

(b) xomuuectBo I-3 wim ero apmaneBTUUECKH MPUEMJIEMOI COJH COCTABJIIET MEHee
npumepro 0,4% macc./macc. komnosuiuu X4P-001;

(c) xomuuectBo I-5 mym ero ¢apmManeBTHYECKH MPUEMIIEMONH COJH COCTABJIIET MEHeEe
npumepno 0,4% macc./macc. komno3suuuu X4P-001;

(d) roe xommuectso I-6 wm ero apmManeBTUYECKH IPUEMIIEMOI COJIH COCTABJISIET MEHEE
npumepno 0,4% macc./macc. komnosunuu X4P-001; u

(e) xomuuectBo I-7 mym ero ¢apManeBTUYECKH MPUEMJIEMOH COJHM COCTABJIIET MEHee

npumepno 0,25% wmacc./macc. komnosunuu X4P-001.

Kommnozunusa X4P-001 mo n. 1, roe:

(a) xommuectBo I-2 wim ero QapmauneBTHUYECKH NPHEMJIEMOH COJIH COCTaBJSIET OT
npumepno 0,01 no npumepro 0,3% macc./macc. komnozunuu X4P-001;

(b) xomuuectBo I-3 wim ero dapmaneBTHYECKH NPHEMIIEMOIl COJI COCTABJSIET OT
npumepno 0,01 no npumepno 0,4% macc./macc. kommnozunuu X4P-001;

(¢) xomuuectBo I-5 wmm ero dapmaneBTHUECKH MPUEMIIEMON COJIH COCTABJIIET OT
npumepro 0,01 mo mpumepno 0,4% macc./macc. kommosuuu X4P-001;

(d) xommuecto I-6 wim ero dapmManeBTHUYECKH MPUEMJIEMON COJM COCTABJISIET OT
npumepro 0,01 mo mpumepno 0,4% macc./macc. kommosunuu X4P-001; u

(e) xomuuectBo I-7 wmm ero (QapmalneBTHUECKH TPUEMJIEMON COJM COCTABJISIET OT

npumepno 0,01 go npumepto 0,25% macc./macc. komnosurmu X4P-001.

Komnosunus X4P-001 nmo n. 1, rae:

(a) xomuuectBo I-2 wnm ero QapmaleBTHUECKH TPUEMJIEMON COJM COCTABJISIET OT
npumepro 0,01 mo mpumepno 0,2% macc./macc. kommosunuu X4P-001;

(b) xommuecto I-3 wim ero QapmaneBTHUYECKH MPUEMJIEMON COJM COCTABJISET OT
npumepro 0,01 mo mpumepno 0,2% macc./macc. kommosunuu X4P-001;

(¢) xomuuectBo I-S wnm ero QapmaleBTHUECKH NPHEMJIEMON COJIM COCTAaBJISIET OT

npumepno 0,01 go npumepro 0,2% macc./macc. komnozuuuu X4P-001;
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(d) xommuectBo I-6 wim ero QapmMaueBTHUYECKH NPHUEMJIEMON COJH COCTABJISET OT
npumepno 0,01 no npumepno 0,4% macc./macc. komnozuuuu X4P-001; u
() xomuuectBo I-7 mmm ero (QapmaneBTHUECKH TPHUEMJIEMON COJIM COCTABJISIET OT

npumepno 0,01 no npumepro 0,25% macc./macc. komnozummu X4P-001.

16. Komnozuuust X4P-001 mo mrobomy u3 mm. 13-15, HeoOs3aTenbHO IOMONHUTENBHO

coacpikamasa CJCaAyrmee COCAUHCHUEC!

X
w
N z
N“ “NH
I-1

WIN ero u30MepHyo (HopMmy, WK ero GpapManeBTHUECKH MPHEMIIEMYIO COJIb, B KOJIMYECTBE OT

npumepno 0,02 no npumepro 0,5% macc./macc. kommnozuuuu X4P-001.

17. dapmaneBTHYECKas KOMIO3HUIUS, comepskamas kommosunuio X4P-001 mo mobomy u3
nn. 1-16 u papMaleBTHYECKH MPUEMIIEMOE BCIIOMOTATEIbHOE BEIIECTBO, aIbIOBAHT, HOCUTEb

WJTA TIEPEHOCSIIYIO CPENY.

18. dapmarieBTHUECKass KOMIO3MIHMS MO M. 17, B KOTOPOH yKa3aHHBIN (hapMaleBTHUECKH
NpUEMJIEMBIH aJBIOBAHT BKJIIOYA€T MO MEHBIIEH Mepe OAWH pa30aBUTENb, Pa3PLIXJIHTEIb,

CMa3bIBAIOIIEE BEIECTBO M TOOABKY /ISl TIOBBIIIIEHHS TEKYYECTH.

19. Enmnuuunas nekapctBenHas ¢opma, copeprkamnas (apMareBTHYECKYI) KOMITO3UIIUIO,
coAepKaLIyo:
(a) xommozunuio X4P-001 mo mobdomy u3 mm. 1-16 B konuuectee npumepro 10-20% ot

MaCChbl KOMITIO3UITHH
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(b) MUKPOKPUCTAIUTMYECKYIO LEJUTION03Y B KonuuecTBe mpumepHo 70-85% ot maccel
KOMITO3HIINH,;

(c) kpockapMeIo3y HATPHs B KOJIMYeCTBE MPUMEpHO 5-10% OT MacChl KOMITO3HUIIHH,

(d) creapundymapat HaTpus B konudecTBe npuMepHo 0,5-2% 0T MacChl KOMITO3ULIUH; U
(e) xosutoMmHBIA OUOKCHI KpeMHHUs B kojmuectBe mnpumepro 0,1-1,0% or maccer

KOMITO3HUIIUH.

20. Enmnuuunas nekapctBeHHas ¢opma, copeprkamnas (apMaleBTHYECKYI) KOMITO3UIIHUIO,
cozmeprKalyro:
(a) komnosumuo X4P-001 mo mrobomy u3 mm. 1-16 B konmuuectse npumepro 10-20% or
MacChl KOMITO3HIINH,
(b) MHKPOKPHCTAJUTHYECKYIO LEJUTIONI03y B KonuuyectBe mpumepHo 70-85% ot maccel
KOMIIO3UIIUY;
(c) xpockapmeIutIo3y HaTpHsl B KOJIM4YeCTBe mpuMepHO 5-10% OT Macchl KOMITO3ULIUH,
(d) creapundymapat HaTpus B KosmyecTBe mpuMepHo 0,5-2% OT MaCChl KOMITO3UIIUH; H
(e) koJuTOMOHBIA OUOKCHA KpeMHHus B kojmuectBe mnpumepro 0,1-1,0% or maccer
KOMITO3ULINH.
21. Ennuuunas nekapcrBeHHas ¢opma, copeprkainas (apMareBTHYECKYI) KOMITO3UIIUIO,
comeprKaimyro:

(a) xommozuiuio X4P-001 mo mobomy u3 mm. 1-16 B konuuectBe npumepro 35-75% ot
MacCChl KOMITO3UIIUH,;

(b) MHKPOKPHCTAJUTMYECKYIO LEJUTFOJIO3y B KOJMYECTBE MpUMepHO 5-28% OT Macchl
KOMIIO3HLIHH;

(¢c) rumpodochar kampims TUrHApPaT B KonudecTBe mnpumepHo 7-30% oT maccel
KOMITO3HLIHH;

(d) xpockapmesio3y HaTpusl B KouuecTBe npuMepHO 2-10% OT MacChl KOMITO3ULIHH;

(e) creapundymapat Hatpus B kojruectBe npuMepHo 0,3-2,5% OT MacChl KOMITO3HIIHH,
(f) xommowpHelii muokcua KpemHus B konuuectBe npumepro 0,05-1,2% ot maccer

KOMITO3HUIIUH, U
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(g) maypuncynbsdat HaTpus B KosiuecTBe mpumMepHo 0,2-1,2% OT MacChl KOMITO3ULIHH.

22. Criocob nevenus 3a00JeBaHust, pACCTPOMCTBA MM COCTOsIHUSA, cBsizaHHOrO ¢ CXCR4, v
HY)KIAIOIIErocss B OTOM CyObeKTa, BKIIOYAKOIIHWN BBEIEHHE YKAa3aHHOMY CYOBEKTY

s dextuBHOro KOMMYecTBa kommosunuu X4P-001 mo arobdomy u3 mm. 1-16.

23, Crmoco6 mo m 22, raoe ykasaHHOe 3a0ojieBaHHE, PACCTPOWCTBO WJIM COCTOSHHE
NpenCcTaByisieT COOOW pak, BHIOpaHHBIM W3 mouevyHO-kjietouHou kapuuHoMmbl (ITKP), wmm paka
nouky; renaroueossipaoi kapuuHoMbl (I'LIK), wim rematoOmacToOMbl, WM paka IEeuYeHH,
MEJIaHOMBI; paKa MOJIOUHOW JKeJIe3bl; KOJOPEKTAIbHON KapUUHOMBI WJIH KOJIOPEKTAIBHOTO PaKa,
paxa TOJICTOM KMILIKH; paka MPsIMOW KHUIIKH, paka aHAJIbHOTO KaHAJIA; HEMEJIKOKJIETOUHOrO paKa
nerkoro (HMPJI), wmenkoknerounoro paka Jerkoro (MPJI); paka smuTenusi SUYHUKOB,
KapUUHOMBI  SIMYHUKOB,  paka  (awtomueBblx  Tpyd,  MANWUISIPHOH  CEPO3HOI
UCTAIEHOKAPIMHOMBI HJIA MATOYHON mNamwuisspHoi ceposnoit kapuuHombl (UPSC); paxa
NPENCTATENIbHON JKeJe3bl;, paKa SMYKa, paka MOYEBOrO ITy3bIPs, renaTOXOJAHTHOKAPLUHOMEL,
CHHOBHAJIbHOM CapKOMBI MSTKHX TKaHeW W KOCTH; pPabIOMHOCAPKOMBI, OCTEOCAPKOMEI,
XOHZIPOCAPKOMBI, capkoMbl HOWHra, aHamjIaCTHYECKOr0 paka I[IMUTOBHAHOW  IKEJIE3bI,
aIPEHOKOPTHKANBHOW KapIUHOMBI, paka MOMIKENTyIOUHON >KENe3bl; MPOTOKOBOW KapIHHOMBI
MOKENTYIOUHON JKeJie3bl, aJeHOKAPLHUHOMBI TMOKETyIOUHOW JKEJIe3bl, paka KenydodHO-
kuteyHoro tpakta/skenyaka (GIST); mumdomer; MIOCKOKIETOUHOM KapLUHOMBI TOJIOBBI U LIEH
(SCCHN), paka CIFOHHOH >KeJe3bl; IIMOMBI HJIH paka TOJOBHOTO MO3ra; aCCOLHHPOBAHHBIX C
HelpopuOpoMaTo3oM-1  3710KAUECTBEHHBIX OMyXOjeid O000J0UYKH mepudepuuecKuXx HEPBOB

(MPNST), makporso0ynmuHemun BansaeHcTpema wim Meaysuto01acTOMBIL.

24. Cnoco6 mo m 22, rae ykaszaHHOe 3a0ojieBaHHE, PACCTPOMCTBO WM COCTOSIHHE
npeacTaBisier coOoi pak, BRIOPaHHBIA U3 PACIPOCTPAHEHHOW MOYEUHO-KIETOYHONW KAPIIHHOMBI,
cBeTIokieTouHod  kapruumHombl mouek  (ccRCC), mnanmmuispHOH — KapumMHOMBI — OYEK,

METaCTaTHYECKOW MEJIAaHOMBI UJIH MaKporjao0ynruHemMun BanbsaeHctpema.
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25. Crmoco6 mo m 22, raoe ykasaHHOe 3a0ojieBaHHE, PACCTPOWCTBO HJIM COCTOSHHE

MPENCTABJIIET COOON MEePBUYHBIN HMMYHOIE(DHUIIHT.

26. Cnocob mo m. 22, rae ykazaHHoe 3a00jeBaHue, PAaCCTPOMCTBO MM COCTOSIHHE BBHIOPAHO
n3 OoponmaBok, rumorammarioOyinuHemun, wHpexkuuii, cuHzapoma wmuenokarekca (WHIM),
Tsokeson  BposkaeHHon HeWTponenun (SCN), nepuumra GATA2 (cumapoma MonoMAC),

uauonatuueckoi CD4 + T-mumdornuronennu (ICL) umn cunapoma Buckorra-Ongpuya.

27. Cnoco6 mo m. 22, rae yka3zaHHOe 3a00OJieBaHHE, PACCTPONCTBO WJIM COCTOSIHHE

npexncrasiisietr coboi cuaapom WHIM.

28. Cnocob6 mo m 22, rae ykasaHHOe 3a00JieBaHHE, PACCTPOMCTBO WIJIM COCTOSIHHE

npexncrasser coboit SCN.
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MpoceunBatoT %
MWKpOKpUCTannuyeckon
Liennionosbl Yepes pyyHoe
cnTto 30 meLw

1/16

OUur. 1

BHocaT X4P-001 ¢ npocestHHoOW MUKpOKpucTan. Lensto-

MpoceunBatoT %2
MUKpOKpUCTannyeckoim
Lennonosbl n
mapodocdart Kanbuna
yepes py4uHoe cuto 30 meLw

MpoceunsatoT
KpocKapMernmno3sy HaTpus u
naypuncynbdat HaTpus
yepes pyyHoe cuto 30 Mmewl

noson B 6apa6aHHb||7| cMecuTenb C HU3KUM yCcunnem casura

!

CmeLunBaloT ocTaTok I'IpOCGFIHHOVI MI/IKpOKpI/ICTaJ'IJ'II/I‘-IECKOVI
Lennno3bl CO cMmellaHHbIMXA MopoLlUKaMnu B 63p868HHOM
cMmecunTene ¢ HU3KMM ycunmem casura

L

CMeLmnBaloT NPOCESHHYIO KPOCKApMENo3y HaTpus co
CMellaHHbIMK MopolKaMu B 6apabaHHOM cMecuTene ¢

MpocenBatoT KONNOUAHbIA
JNOKCU] KpeMHUSA Yepes
py4Hoe cuto 30 meL

HU3KUM ycnunmem capura

|

CmewuBatot I'IpOCGFIHHbIVI KONMMOWAHbIA ANOKCUa KpEMHUA CO
> CMeLllaHHbIMN NMopoLWwKaMn B GapaGaHHOM cMecuTene ¢

MpoceunBatoT
cTeapundymapat HaTpus
yepes pyyHoe cuto 30 meww

HU3KUM ycunmem capura

)

YaansoT cMellaHHbIi nopollok u3 6apabaHHoro cmecuTens
C HU3KUM ycunuem casura. MpocenBaloT cMellaHHbIN
nopoLloK Yepe3 pyyHoe cuto 30 mew. MoBTOPHO BHOCST
npocesiHHble NopoLlkn B 6apabaHHblii CMeCUTENb C HU3KUM
yCUnMeMm cABUra u cMelumBaioT

|

CMeLunBaloT NPOCesHHbIN

cTeapundymapar HaTpuUs co CMeLlaHHbIMM
nopolkamu B 6apabaHHoOM cmecuUTene ¢

ObpaseL AN OLiEHKN
0JHOPOAHOCTM CMECH

HU3KUM yCcnunmem capura

v

WHkancynupyloT B Kancysbl pasmepa 2 ¢
1Cnonb3oBaHUEM JO3UPYIOLLENO AUCKOBOTO
WHKancynsaTopa

v

MponyckatoT 3anofHeHHble Karcyrbl Yepes MoNupoBLLMK, AeTeKTop
MeTannoB u 3atem npoBogat 100% oueHky macchl (£ 10% oT yeneBon

Macchbl 3anoNIHEHHOIO nopouma) >

v
YnakoBbIBaloT COOTBETCTBYIOLLUIA

OT6upatoT obpasubl

AN BbilyCKa n
XpaHeHnq

06BbEMHbIN NPOAYKT B MOAXOASLLNIA
KOHTENHep ¢ ABYMS NONINITUNEHOBLIMA
oTaenamm




2/16

OUr. 2

EtO\(\/\NH2

OEt
Cragusa 10a Crapms 10b Craaua 10c
HeBblgeneHHble NPoMeXXyTouUHble CoeaUHEHNA On-boc-anbaerng NT0319,
Aarnee 1Cronbayemblil B Buae
pacTBopa
A
P oo — | — [l _ E—
N™ Cragus 1a N™ 7y Cragus 1b N™ Craams 1b HN\/\/\N( boc)
NH, NH, NN b 2
(S)-THQ-ammH ( boc) , AMD11070 M6 co cagnu 1b,
avrngpoxnopug PacTBop cBoGojHoro MNMWHHOE npomeskyTouHoe coeguHeHue NT0318, BuineneHtoe
NT0272 ocHoBaHuA THQ-amuHa (NpomeXxyTouHOEe CoeAMHEHWE B peaKLm) MPOMENYTOUHOE COEANHEHNE
' cl
N=<IH N=2 Cragms 2
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