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KOMIIO3NIIUN HHI'MBUTOPOB CXCR4 1 CITIOCOBLI IIOJIYYEHUA U
INPUMEHEHUA

OBJIACTb TEXHUKHA
[0001] Hacrosmee nzobpereHrne OTHOCUTCS K COSAMHEHHUSIM, KOTOPbIe HHTHOUPYIOT
peuentop THna 4 xemokuHa C-X-C (CXCR4). B Hactosmem H300peTeHHH TaKkKe
MPeUIOKEHB! (PapMALIEBTHYECKH MPUEMJIEMbIe KOMITIO3HLIUU, COAEPIKAIINE COEeIUHEHHS
COMJIACHO HACTOSIEMY H300pETeHHIO, U CIOCOOBI MPUMEHEHHUs YKa3aHHBIX KOMITO3ULINI

IUIS1 JISUeHUS] PA3JIMUHBIX PACCTPOUCTB.

NEPEKPECTHASA CCBLIIKA HA POJACTBEHHBIE 3ASAABKHA
[0002] Hacrosmas 3asBka UCHIpALIMBAET IPUOPUTET HA OCHOBAHUM NPEBAPUTEIILHOM
3asBku Ha mateHT CIIA Ne 62,726,010, momannoit 31 aerycra 2018 r. u Takxke
HCTIpAIIMBAaET TPHUOPHUTET Ha oOcHoBaHuu 3asBku Ha mareHT CIITA Ne 16/215,963,
nomanHoi 11 gexabps 2018 r.; comeprxaHue KOTOPHIX BKIIOUEHO B HACTOSIIEE OMHUCAHHE

NnoCcpeaACTBOM CCBLIIKH.

YPOBEHb TEXHUKU
[0003] Penenrop tuma 4 xemokuHa C-X-C (CXCR4), Takke u3BecTHBIN Kak (pycuH
win knacrep auddepenumporku 184 (CD184), npencrasisier co00H CeMHCITUPATBHBIN
TpaHcMeMOpaHHBIH pelentop, conpsikeHHbi ¢ G-6enkom (GPCR), mpuHamiexamuii K
kmaccy I GPCR wnmu cemetictBy poaorncuHononoOuerx GPCR. Ilpu HOpMaabHBIX
¢usuonornueckux yciopusx CXCR4 BhINOSHSET HECKOJBKO (YHKIHA U B OCHOBHOM
IKCIIPECCUPYETCsl B KpoBeTBOPHOH 1 mMMyHHOU cucTeMax. CXCR4 Obut mepBoHAYATBHO
oOHapy»XeH Kak OJWH M3 KOPEeLEeNTOpPOB, YYaCTBYIOIIUX B IPOHUKHOBEHWU BHpPYyCa
nmmyHonedunura yenoseka (BHUY) B kierku. Ilocnenyromue nccienoBanys MOKa3aiy,
YTO YKA3aHHBIM PELENTOp SKCIPECCHPYETCsl BO MHOTHX TKAaHSX, BKJIIOYAs TOJIOBHOM
MO3T, TAMYC, TUM(aTHUYECKIe TKaHHU, CEJIE3SHKY, KeTYA0K U TOHKHI KHUIIEUHHUK, a TAKKE
OMpeneNieHHbIe THIBI KJIETOK, TaKue Kak reMornoisThdeckue ctosioBble kietku (HSC),

spensie ymMmormtel u ¢Gudbpodmacte. CXCL12, panee oGosnauaembiii kak SDF-la,



sABiseTcs enuHCTBeHHbIM u3BecTHBIM nuradnoM s CXCR4. CXCR4 omocpenyet
MUTPALIMIO CTBOJIOBBIX KJIETOK BO BpeMsl SMOPHOHAIBHOTO PAa3BUTHS, a TaKXKe IPHU
TpaBMax u BocrnajeHuW. beiio mokazaHo, 410 CXCR4 wurpaer pasjauuHble POJIA B
3a00JIeBaHUAX Y JIIOJEH, TaKUX Kak KJIETOYHble mposrdepaTiBHBIE PacCTPOICTBA,
6one3np Aunburerimepa, BHUY, peBmarounHslii aptput, (uOpo3 JIErkux H Apyrue.
Hanpumep, skcopeccnss CXCR4 u CXCL12 HaGmopanack TpU HECKOJBKHUX THIAX
onyxoneir. CXCLI12 skcrpeccupyeTcss acCOLMUPOBAHHBIMH ¢ pakoMm (udpodiacTamMu
(CAF) m yacTO OpPUCYTCTBYET B BBICOKHX COIEPKAHUSX B MHKPOOKPYKEHHH OIyXOJH
(TME). B xJmHMYECKMX HCCIEAOBAHMSAX IIHPOKOIO CIIEKTPA THIIOB OIyXOJeH, B TOM
YHUCJie OMyXOJISIX MOJIOYHOM JKeJe3bl, SUYHUKOB, MOYEK, JIETKMX W TP MeJaHOMe,
skcnpeccust CXCR4/CXCL12 accouuupyeTrcsi ¢ IUIOXHUM TPOTHO30M M TOBBIIIEHHBIM
PHCKOM TOSIBJIEHHSI METacTa30B B JUM(ATHUECKHX y3JaX, JErKHX, MeYeHH U MO3re,
kotopele sBisitoTes caiitamu dkcrpeccun CXCL12. CXCR4 gacto skcmpeccupyercs B
KJIETKaX MeJlJaHOMBbI, ocobenHo B momyysiumu CD133+ koTopas, kak cuuTaercs,
npencrasisier coOOH CTBOJIOBBIE KJIETKH MEJIAHOMBI. OKCIIEPUMEHTHI il Vilro U B
MOZeNAX Ha Meimax npoaeMoHcTpupoBaiy, yto CXCL12 sBisieTcss XeMOTaKCHYECKUM
IUTSL TAKUX KIIETOK.

[0004] Kpome TOro, Ha CerogHSIIHWI JI€Hb CYLIECTBYIOT JOKa3aTejbCTBA
npuyactHocTH ocu CXCL12/CXCR4 k moTepe WM OTCYTCTBHIO PEAKIIHH OITyXOJIM HA
UHTUOUTOPBI aHTHOTeHe3a (Tak)Ke Ha3bIBAEMOW «aHTMOTE€HHBIM YCKOJIb3aHuEM»). B
MOJIENISIX paka Ha JKUBOTHBIX TMOKa3aHO, uTo BMemarenbctBo B (ynkumio CXCR4
mmensser TME © TOBBIIIAET YyBCTBUTENBHOCTH OIYXOJU K HMMYHHOM arake ¢
TOMOIIIBIO0 MHOKECTBA MEXaHMN3MOB, TAKHX KaK YCTPAHEHHE PEBACKYJISIPU3ALIMH OITyXOJIH
u yBenudenne otHomienuss CD8+ T-kierok k Treg-kimetkam. 3tu 3G GEKTh MPUBOIAT K
3HAYUTENILHOMY  CHIDKEHHIO  OITyXOJIGBOM  HArpy3Kd HW  yBEJIMUEHUIO  oOmei
BBDKMBAEMOCTH B KCEHOTPAHCIUIAHTATHBIX, CHHI€HHBIX U TPAHCT€HHBIX MOJEJSX paka.
Cwm. 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  pgaHHBIE  TIOAYEPKUBAIOT  3HAYUTENBHYKD  HEYIOBIETBOPEHHYIO
notpebnocTh B nHrHOuTOpax CXCR4 nyist neveHuss MHOTHX 3a00JIEBAaHUH U COCTOSHHM,
OTIOCPEeIOBAHHBIX abePPAHTHOM HIIN HEXeJIaTeIbHON SKCIIPECCHEeN pelienTopa, HarpuMep

MPU KJIETOYHBIX TPOJU(EPATHBHBIX PACCTPOHCTBAX.

KPATKOE OITMCAHUE U3OBPETEHUA
[0006] B nHacrosmem nzoOperennu Obuto OOHapyskeHO, uTo kommoszummu X4P-001
COTJIACHO HACTOSIEMY M300pETEeHHIO U UX (hapMaLleBTUYECKH MPUEMIIEMbIE KOMITO3HULIUU
a¢dexTuBHbl B KauectBe MHruOutopoB peuentopa CXC tuma 4 (CXCR4). B omHom
acrieKTe B HACTOsLIeM H300peTeHHH mpenioskeHa kommnosuuusi X4P-001, comepxamas

coenunHenue Gpopmys I:
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WK ero (papMaLeBTHYECKH IPUEMIIEMYIO COJIb.

[0007] Kommosuumu  X4P-001 cormacHo HactosmeMmy H300peTeHHIO H  HX
d)apMaLIeBTI/I‘IeCKI/I MNPHUEMJIEMBIC KOMITOSULIMH ITOAXOOAT IJId NPUMCHCHUS IJIA JICUCHUSA
Pa3IMUHBIX 3a00JI€BaHKH, PACCTPONCTB WK cOCTOSHUH, cBa3aHHbIX ¢ CXCR4, Takux Kak
runepnposrdpepaTUBHbIE COCTOSHUS, BKJIIOYAs pa3IndHbIe pakoBbie 3a0osieBaHus. Takue
3a00JIeBaHMs, PACCTPONCTBA WM COCTOSIHUS BKJTIOYAIOT 3a00JIeBaHMs, pacCTPONCTBA WITH

COCTOsAHMS, OIMMCAHHBIE B HACTOAIIEM OJOKYMCHTE.

KPATKOE OITUCAHUE YEPTEXEM
[0008] Ha OUI'. 1 mpuBeneHO KpaTkKoe OIMMCAHHUE IIPOLecca MOJyYeHHs! KarCyl,
cofep Kaux TBepAyr (GOpMy JeKapCTBEHHOTO NPOAYKTa (EOUHUYHAS JIEKapCTBEHHAs
dopma) X4P-001.
[0009] Ha ®UTI". 2 npuBeneHa cxema UCXOAHOTO criocoda cuHTe3a (Bepcus criocoba 2
win  crnocod 2), wucnonbdyemas st nonyuyenus X4P-001  mns  KIMHUYECKHX

HUCCIIENOBAHUI.



[0010] Ha ®UI'. 3 mpuBeneHo cpaBHeHue crocoba 3 (coryiacHO H300peTeHHIO,
YJIyUIIeHHBIH CHHTE3) U crocoba 2 (MCXoaHbIi criocob) ms nonydenus X4P-001.

[0011] Ha ®UI'. 4 npuseneno noxpobHOe cpaBHeHHe Bepcuil criocoba 2 u 3 mns
MOCJIEAOBATEIbHBIX HUCXOASIINX ONEpavii 1O BRIAEISHUIO U n3Biedenno AOU.

[0012] Ha ®UI'. 5 npusenens! nannsie BOXXX u MC mis X4P-001, PTL/ST/0511,
naptiud 3-1 (monyueHHOM ¢ mpuMmeHeHueMm crocoba 2), 25°C/OB 60%, t=3 wmecsua.
Venosust BOXKX 1 (mogpo6Ho ommcans! Huxke); 1 Mr/mut B MeTaHose, 00beM BBOIUMON
npo6s1 100 mMKJ1.

[0013] Ha ®UI'. 6 npusenens! nannsie BOXXX u MC mis X4P-001, PTL/ST/0511,
naptuu 3-1 (monyueHHol ¢ mpumeHenuem crocoba 2), 25°C/OB 60%, t = 3 mecsua.
Venosust BOXKX 2 (mogpoGHO omucansl Hike);, 1 Mr/mut B MeTaHosie, 00beM BBOIUMOM
npo6sr 100 M.

[0014] Ha ®UI'. 7 npusenens! nanasie BOXX u MC s X4P-001, PTL/ST/0511,
naptuu 3-1 (mostydeHHOU ¢ mpumeHeHueM criocoba 2), 25°C/OB 60%, t = 3 mecsua.
Venosus BOXX 2 (moapoOHO ornumcaHsl HYDKe), KOHLEHTpauus obpasua B Metanose 10
Mr/mJ1, 06beM BBOAUMO# mpoOsl 100 MKJL.

[0015] Ha ®UI". 8 mpusenens! nanusie BOXKX u MC mns X4P-001, obpasew mocie
paznoxenus: 80°C/OB 80%, t = 1 cytku. Ycnosus BOXKX 2 (moxpo6HO onvicaHbl HIDKE);
KOHIIeHTparus oOpasia B Meranosie 10 mr/mit, 00beM BBOauMOI mipoOsr 100 MK,

[0016] Ha ®UI". 9 npusenenst nanusie BOXKX u MC mns X4P-001, obpasen mocie
paznoxenus: 80°C/OB 80%, t = 7 cytok. Ycnosus BOXX 2 (monpo6HO onucaHbl HEKe);
KOHIIeHTpalys oOpasia B Meranosie 10 mr/mut, 00beM BBOauMOI mipoOsr 100 MK,

[0017] Ha ®UI". 10 npusenens! ganusie BOXX u MC ms X4P-001, PTL/ST/0511,
naptu 3-1 (mosydeHHOU ¢ mpuMmeHeHueMm crocoba 2), 25°C/OB 60%, t = 3 wmecsua.
Yenoeust BOXXX 3 (moapoOHO omucaHbl HIKe), KOHLEHTpalus o0pasua B metaHosie 10

Mr/mut, 00beM BBOAMMOK TpoOs! 100 MK



NOAPOBHOE OINIMCAHUE U30BPETEHUA

1. 06mee ONRUCAHUE HEKOMOPHIX ACREKNI08 HAcmoAaluleco u306pemeuu}l

[0018] B omHOM M3 acmeKkTOB HACTOSAIIErO W300pEeTeHHs MPEmJIOKeHbl COSTUHEHUS U
UX KOMITO3HULIMY, TIOJXOMSIIINE JJIsi IPUMEHEHHsI ISl JISYSHUs], TTPEIOTBPALICHHS /TN
CHI)KGHUSI PUCKa pa3BUTHS 3a00JeBaHUs, PACCTPONCTBA WM COCTOSHUS, B IaTOre€HEe3e
kotoporo yuacteyer CXCR4. B HeKOTOPBIX BapUaHTaX peau3alvyl TaKue COSOUHEHUS
BKJIFOYAIOT COeNMHEHUs (OPMyJ, OMMCAHHBIX B HACTOSILIEM H300pPETeHUH, WM HUX
(dapmarieBTUYEeCKH TPHUEMJIEMBIE COJIH.
[0019] B pgpyrom acmekTe HACTOSIIErO H300peTeHHs MPEeAJIOKEeHbl KOMITO3WLINY,
BKJIIOYAs] COCTABBI U €AUHHYHBIE JIeKapCTBEHHbIE (opMbl, comepxamue X4P-001 (t.e.,
coenuHenne Qopmyasl I, CTpykTypa KOTOpOro TMpeAcTaBjieHAa HIDKE) WA ero
(dapmareBTUYeCKH TPUEMJIEMYIO COJIb, MPU 3TOM TaKHE KOMIIO3ULHH AEMOHCTPHUPYIOT
Yy ULIEHHBIH MPOQIIb YUCTOTEL. B HEKOTOPHIX BapHUaHTaX peaM3alyH peayioKeHHas
xoMnosuius X4P-001 neMOHCTpUpyeT NOHMKEHHOE COMep KaHHe M3BECTHBIX IPUMeceH,
TAKUX KaK IPHUMECH, OIMCAHHBIE B HACTOSLIEM H300peTeHHH, W/HIHM TOHKEHHOE
CoJiep KaHUe HEU3BECTHBIX MPUMecel MO0 CPABHEHUIO C AHAJIOTMUHBIMH KOMIO3ULIMSIMH,
TMOJTyYeHHBIMU TPAAULIMOHHBIMU CITOCOOAMH.
[0020] B mpyrom acriekte HACTOSIIErO M300peTeHUs MpeIoKeHa KoMIo3uus X4P-
001, comep:xammast coenurenure GopmyJs I:
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2. Onpedenenus
[0021] CoenuHeHus COTJIACHO HACTOSIEMY H300PETEHUIO BKITIOYAIOT COSAUHEHUS, B

o0mmeM cilyuyae OMNMHMCAHHBIE BBINIE, U JOMOJIHUTEIBHO MPOUJUIIOCTPUPOBAHBI KIIACCAMH,
nmoaKjIacCaMM W BUAaMM, OIKMCAHHBIMH B HACTOAIIEM OIIMCAaHHH. B koHTekcTe
HACTOSIIEro OIMUCAHUS JOJDKHBI HCIOJIB30BATHCS CIEAYIOIIME OIPENesIeHUs, €ClIH He
ykazaHo wuHoe. [lns 1enmeld HacTosmero M300peTeHHs XUMHUYECKHUE JJIEMEHTHI

OTpeneNieHbl COMIAcHO TMepuoanveckon tadmuue 3nementoB, CAS-sapuant, Handbook



of Chemistry and Physics, 75" Ed. Kpome Toro, o6I1e IpHHITHITE OPraHHYecKOH XUMHH
ormucanbl B uctouHukax «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, nonHoe comeprkaHue KaKaoro
M3 KOTOPBIX BKJTIOUEHO B HACTOSIIEE OMUCAHUE TIOCPEACTBOM CCBLIKH.

[0022] B koHTekcTe HacTOsImero OmucaHus TepMuH «kommosuims X4P-001» wmu
«mpemnoxkeHHass kommosuimss X4P-001» OTHOCHTCS K KOMITO3ULIUM, COJEp Kallen
coenunenue ¢opmysl I (T.e., X4P-001) mu ero papmanieBTHUECKH MPUEMIIEMYIO COJIb B
KOMOWHAIIMHU C IO MEHbIeH Mepe OJHUM JOTIOJTHUTEIBHBIM COSIUHEHUEM, BEIOpaHHBIM
w3 I-1, 1-2, 1-3, I-4, I-§, 1-6 v I-7. Bo usbexanue pasHoutreHuii «dapmareBTrueckas
KOMIO3ULIMS» mpemioxkeHHor kommosummn  X4P-001 oTHOCHTCS K KOMITO3HLIHH,
conepxanieii coenuuenue ¢opmynsl I (t.e, X4P-001) wiu ero ¢apmaieBTHUECKH
MPUEMJIEMYIO COJIb B KOMOHMHAIMM C IO MeHbIIeld Mepe OTHHM JOIMOJHUTETbHBIM
coenunenveMm, BbiOpanHeiM u3 I-1, I-2, I-3, 1I-4, I-5, I-6 wiu I-7, coBMecTHO ¢
dapMalieBTUYECKH  MPHEMJIEMBIM  BCIIOMOTATEJIbHBIM  BELIECTBOM,  HAlpUMEP
aABIOBAHTOM, HAMOJIHUTEJIEM, CBS3YIOIIMM BEUISCTBOM, HOCUTEJIEM WU MEPEeHOCSIIen
Cpemon.

[0023] Bo uzbexaHue pasHOUYTEHHH, U HE OTPAHHYHMBASICh TEOPHEH, IMOJIArAI0T, YTO
coenurenue I-1 mo MeHblIeH Mepe YAaCTHYHO CYyLIECTBYET B HM30MEPHBIX (HArpUMep,
TayTOMEpHBIX) (opmax; Hampumep, moyararot, 4to coeauHeHwe I-1 moxgBepraercs

CIEAYIOIEeMY B3aUMOIIPEBPAIEHHUIO B COeUHEeHNEe CTPYKTyphI I-1a:
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Taxum oOpa3om, clieqyeT MOHUMATh, YTO OTAEIbHBIE H30MEpPHI, a TaKKe TayTOMEpPHbIe U
npyrue nsomepueie Gopmer I-1 u I-1a BXoasT B 00beM HACTOSIIETO U300PETEHHUS.

[0024] B mpeanoxenHodt  xommnoszuimu  X4P-001  Moryr npucyTCTBOBAThH
JOTIOJTHUTEIbHbIE HM3BECTHBIC WJIM HEW3BECTHBIE NMPUMECH. B KOHTEKCcTe HacTOSIIero
ONMCAaHUSI TEPMUH «IIPUMECH» BKJIIOUAET OJUH WM Oojiee NMPOAYKTOB Pa3JIOKEHUs,
KOTOpBIE MOSBJSIOTCS B nporiecce xpanenns X4P-001, w/unu onux nmu 0osiee moOOYHBIX
MPOAYKTOB, OOpa3yOIIMXCs B XUMHYECKOM peakluy, NMPUMEHSIeMOH B IPOU3BOICTBE
X4P-001. B HexkoTOphIX BapuaHTax peaju3alid IIPUMECh BO3HUKAET B pesyJibTare
OKHCJIGHUS, WHHULMUPOBAHHOTO CBETOM pAa3NIOKEHHs, PEaKIUH C OCTATOYHBIM
pacTBOpUTENIEM, TAKUM KaK BOJA HUIM H3OMPOIMMIALIETAT, MOOOYHON peakLyH, KOTopas
MPOUCXOAUT MPU OCYLIECTBIEHUH Croco0a, mpumeHseMoro mis nojyueHus X4P-001,
wm  peakiyun  X4P-001 co BcromoraTenbHBIM —BEIECTBOM, IIPUCYTCTBYIOIIUM B
dapmarieBTrueckoi kommnosuuua X4P-001.

[0025] B xoHTekcTe HACTOAIIEero ONMMCAHUS TEPMUH KUHTHOUTOPY OMPEAEseTCs KaK
coenunHenue, kotopoe cesizbiBaeTcsi ¢ CXCR4 w/umu UHrHOHpyeT ero ¢ MoagarouuMCs
M3MEPEHUIO CPOACTBOM. B HEKOTOpBIX BapuaHTax peanmzauuu MHruoutop mmeer ICso
W/WITM KOHCTAHTy CBsi3bIBaHHs MeHee mpumepHO 100 MxM, menee mpumepHo 50 MKM,
MeHee npumepHo 1 MkM, menee npumepro 500 HM, menee nmpumepHo 100 HM, menee
npumepHo 10 HM nnn menee npumepro | HM.

[0026] B  KkOHTEKCTe HACTOSIIIErO OMHCAHHS TEPMHH  «(papMaleBTHUECKU
npueMJieMasi COJIb» OTHOCHTCSL K COJISIM, KOTOpbIe IO pe3yJibTaTaM TIIATeJIbHON
MEIULMHCKON OLIEHKU TOIXOMAT Ui NMPUMEHEHHs B KOHTAKTe C TKAaHSIMU JIFOAEH M
HU3IINX JKUBOTHBIX 0€3 HEeHaIekKalled TOKCHYHOCTH, PasApaXEHUs, aJlJIeprH4ecKon
peaKumMu W TOMYy TMOAOOHOTO H COOTBETCTBYIOT TMPHEMJIEMOMY COOTHOIICHHIO
noJib3a/pruck. dapmarieBTUYECKH MPUEMJIEMbIE COJIM XOpPOIIO H3BECTHBI B JaHHOU
obmactu TtexHuku. Hampumep, S. M. Berge et al. moapoGHO OMNKCHIBAIOT
dapmarieBTruecku npuemiemsie coiau B J. Pharmaceutical Sciences, 1977, 66, 1-19,
BKJIIOYEHHOM B HACTOSIIEe ONUCAaHHE TIOCPEACTBOM CChUIKH. {DapmaneBTHdecku
TIpUEeMJIEMBIE COJIU COSAMHEHHH COTIACHO HACTOSIIEMY H300pPETEHHIO BKIIIOUAIOT COJIH,

MOJIYUYEHHBIC U3 MOAXOOAININX HECOPTraHMYECKUX W OPraHuYCCKUX KUCIIOT U OCHOBAaHUH.



IIpumeps! papmarieBTHIECKH MPHUEMIIEMBIX, HETOKCHUHBIX KHUCIIOTHO-aUTUBHBIX COJIEH
BKJIFOYAIOT COJIM OCHOBHOWM Tpymmbl (HAMpUMep, AaMHHOTPYIIBI), TMOJyYEeHHBIE C
NMPUMEHEHHEM HEOPraHHYeCKUX KHCJIOT, TaKUX KakK XJIOPUCTOBOJOPOAHAS KHUCJIOTA,
OpPOMHUCTOBOOPOAHAsL KHUCIOTA, (ocopHas KUCIOTA, CepHAas KUCIOTAa U XJIOpHAas
KHCJIOTA, WIA C MPUMEHEHHWEM OPraHWYeCKHX KHCJIOT, TaKUX KaK YKCYCHas KHUCIIOTA,
IIaBeJjieBasl KUCJIOTA, MAJEMHOBAas KHUCJIOTA, BHHHAs KHCJOTA, JIAMOHHAS KHCJIOTA,
SHTApHAs KHUCJIOTA WIH MAJOHOBAas KHCJIOTA, WIH C IHOMOLIBI IPYTrUX CIOCOOOB,
MPUMEHSEMBIX B JaHHOW OONAcTH TeXHHWKH, TaKuX Kak HOHHBIM oOMmeH. [lpyrue
(dapmarieBTUYECKH TPUEMJIEMbIE COJIM BKJIIOYAIOT COJIM QJMIIAT, albCHHAT, ackopobar,
acriaptar, OensosncynbdoHart, 6e3mnar, Oenzoar, 6ucynsdar, 6opar, Oytupar, kamdopar,
kaM(popcysib(OHAT, LUTPAT, LUKJIOMNEHTAHIPOIMOHAT, AUIIIOKOHAT, IOAeLUJICYIbdar,
sraHcyabpoHat, Qopmuar, (dymapar, riarOKorenToHat, ruuiepodocdar, TIIOKOHAT,
reMucynb(ar, TrenTaHoaT, TreKCaHoaT, TUAPOHMOAWA, 2-TUAPOKCH—3TAHCYJIb(OHAT,
JaKTOOMOHAT, JIAKTAT, Jaypart, Jaypwicyiabdar, Manar, Majear, MaJOHAT, Me3Watr, 2—
HadranuHCYyTb(GOHAT, HHUKOTHHAT, HHUTPAT, OJieaT, OKCajaT, MaJbMHUTAT, I1aMOar,
neKTUHar, nepcyibdar, 3—denmmponuonar, ¢ocdar, nuBajgar, MPOMHOHAT, CTeapar,
CYKLMHAT, CyJb(aT, TapTpaT, THOLHAHAT, N—TOJyOJICYIb(OHAT, YHAEKAHOAT, Balepar 1
TOMY TIOZIOOHOE.

[0027] Couty, Mosly4YeHHbIe U3 MOAXOASIINX OCHOBAHHH, BKITIOUYAIOT COJIU IIETIOYHBIX
METAJUIOB, MIEJOYHO3eMENbHBIX MeTauioB, amMouuss U N'(Ci4 ankwia)s. Tunuunbie
COJIM LIEJIOYHBIX HJIA INEJIOYHO3EMENIbHBIX METAJUIOB BKJIIOYAIOT COJIU HATPHS, JIUTUS,
KaJiusl, KajblLiksl, MarHusi 1 Tomy mnoao6Hoe. [pyrue dapmaieBTHUeCKH MpUEMIIEMbIe
COJIM B MOAXOSINUX CAyYasX BKJIFOYAIOT HETOKCUYHBIE COJIM AMMOHHS, Y€TBEPTUYHOTO
AMMOHHS U aMUHOBBIX KATHOHOB, MOJIy4YeHHbIE C MPUMEHEHHEM MPOTHBOMOHOB, TAKHUX
KaK TaJloreHuja, THAPOKCHA, KkapOokcuiar, cynbdar, ¢ocdar, uurpat, (Cis
ANTKWI)CyIb()OHAT U apUIICYJIb(OHAT.

[0028] Taxxe mnompasyMeBaeTcs, 4YTO €CJIM HE YKa3aHO WHOE, CTPYKTYpBHI,
MpeACTaBJIeHHbIE B HACTOSILEM H300pPETEHHH, BKJIOYAIOT BCE H3OMEpPHBbIE (HAmpUMep,
SHAHTHOMEpPHBIE, NHACTEPEOMEpPHbIE K TeoMeTpHuueckue (Win KOH(QOPMALIMOHHEIE))

(dOpMBI yKa3aHHBIX CTPYKTYp, Hampumep R- u S-koHuUrypamuu mis Kaxaoro LEeHTpa
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acumMertpud, Z- u E-u30Mephl N0 IMOJOKEHHUIO 3aMECTHUTENEN OTHOCHUTEIBHO JIBOMHOM
cBsis3u U koH(popmarmonHeile Z- u E-uzomeprr. Takum 00pa3oM, OTIeapHBIE
CTEepEOXUMHMYECKHE H30MEphl, a TaKXKe CMeCH DJHAHTHOMEpPOB, IUACTEPEOMEpPOB H
reoMeTpu4eckux (Wi  KOH(QOPMAIIMOHHBIX) HM30MEPOB  COENWHEHHH  COTJIACHO
HacTOsAIEMY U300pETeHHIO BXOISIT B 00beM HacTosmero uzooperenus. Ecian He ykazaHo
WHOE, BCE TayTOMepHble (OPMBI COENMHEHWH COTJIACHO HACTOSLIEMY H300pETEeHHUIO
BXOZAT B 00bEM HACTOSIIEero n300peTeHus.

[0029] B KOHTekcTe HACTOSIIEr0 OMNHCAHUS «TepareBTHYeCKU 3¢ (eKTHBHOE
KOJIMYECTBO» MIH «I(P(PEKTUBHOE KOJIMYECTBO» O3HAYAET KOJUYECTBO BEIIEeCTBA
(HarpuMep, TeparneBTUYeCKOro areHTa, KOMIO3HULNH /WA COCTaBa), KOTOPOE BBI3BIBAET
JKellaeMblii  OMOJIOTHYEeCKHUH  OTBET. B HEKOTOpBIX  BapHaHTax  pealu3aliu
TeparneBTHYeCKH YPPEeKTHBHOE KOJIMYIECTBO BEIIECTBA MPENCTABISAET COOON KOJIHYECTBO,
KOTOpOE SIBJISIETCSl JNOCTATOYHBIM NPU BBEACHMM B KaueCcTBE 4acTU pekuMa Ipuema
cyObekTy, crpamaromeMy oOT 3a00JieBaHHs, COCTOSIHHS WIH pPacCTPOWCTBA HWIIH
BOCIIPUMMYUBOMY K HeMy, Uil JIeUSHHs, JUArHOCTHUKU, TPEeIOTBPAILEHHS W/HIN
3aMeNJIeHHs] HACTYIUISHHs YKa3aHHOTO 3a00JIeBaHUs, COCTOSIHUS HUIH paccTpoiicTea. Kak
Oyner MOHSITHO CIELHATUCTAM B JAHHOM OOJMACTH TEXHUKH, dPPEKTUBHOE KOJIMUYECTBO
BEIIECTBA MOXET BapbHUPOBATHCS B 3aBHCHMOCTH OT TaKMX (PaKTOPOB, KaK JKETaeMbIi
OHMOJIOTMYECKHI Pe3yJIbTaT, JOCTABJISIEMOe BEIIECTBO, KJIeTKa- WIN TKaHb-MUIIEHb U T.1I.
Hampumep, 3¢ ek THBHOE KOMUYECTBO COSIUHEHHS B COCTABE IS JIeueHHsl 3a001€BaHMs,
COCTOSHUSL WJIM PacCTPOMCTBA MPEACTAaBISsIET COOON KOJIMYECTBO, KOTOpOe oObJerdaer,
CMsITYaeT, Oocyabiiser, MOAAaBIsSeT, MPEAOTBPAINAET, 3aMeUIIeT HACTYIUIEHHEe, CHIIKAET
TSKECTh W/WIN CHIXKAET YaCTOTy BO3HHUKHOBEHHUs OJHOTO WM 0OJiee CUMIITOMOB WU
MPU3HAKOB YKA3aHHOTO 3a00JIEeBaHHUs, COCTOSHUS WM PaccTpoiicTBa. B HEKOTOPBIX
BapHAHTAX peEATU3aALUKA «TepaneBTUUeCKH 3(PPEeKTUBHOE KOJHUUYECTBO» TMPEACTABISIET
co0oil Mo MeHbIIeW Mepe MHUHHUMAJIBHOE KOJIMYECTBO COSAMHEHHS UM KOMIIO3HIINH,
cozepKalieil COeqUHEeHHe, KOTOPOe SIBJISICTCS MOCTATOYHBIM IS JIYEHUS OIHOTO HWJIH
Gosiee CUMITTOMOB 3a00JIeBaHUs WITH PACCTPOUCTRA.

[0030] B xoHTekcTe HAaCTOSIIEro ONHMCAaHWS TEPMUHBI <JIEUEHHEe», «JICUUTH» H

KOCYIICCTBJICHUE JICUCHUS» OTHOCATCA K YaCTUYHOMY HJIM ITIOJIHOMY O6J'Iel"quI/IIO,
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MOJABJIEHUIO, 3aMeIJICHHI0 HACTYIUIGHHs, NPEAOTBPALICHUIO, CMSATYEHHIO H/WIH
ocnabneHn0 3a00JeBaHUsl WJIM PACCTPOMCTBA WM OAHOTO WM 0OoJjiee CHMITTOMOB
3a00JIeBaHNsl WIN PACCTPOHCTBA, OMMMCAHHOTO B HACTOSIIEM H300peTeHuH. B HekoTOphIX
BapHAHTAaX peaJM3alliM JIeUeHUE MOXeT ObITh MPOBENEHO IOCJE PA3BUTUSI OJHOTO WJIH
Oonee cuMNTOMOB. B HEKOTOpBIX BapuUaHTaX peATU3aLMH TEPMHH «OCYIIECTBIIEHHE
JIEYeHUs)»  BKJIIOYAeT IMPEeJOTBpAllleHHe WM TMpeKpalieHHe IPOrpecCUpOBaHUS
3a00JIeBaHNs UJIM PACCTPOMCTBA. B Apyrux BapuaHTax peau3aliy JiedeHHe MOXKeT ObITh
MPOBEJIEHO MPU OTCYTCTBUU cUMNTOMOB. Hanpumep, jeueHne MoxeT ObITh TPOBEIEHO B
OTHOWIEHHUH BOCIPUUMYHBOTO WHAMBHIyyMa MO TMOSBJICHUS CHMIITOMOB (HArpuMep, B
CBeTe CHMITOMOB B aHAMHE3e¢ W/HWJIM B CBETe I'eHeTUYeCKHX (PakTOPOB WIIM NPYTHX
(dakTopoB BOCHPUUMYHBOCTH). JleueHune Takke MOXKET OBITH MPOJOJDKEHO [OCIE
yCTpaHeHUs CUMIITOMOB, HallpuMep, AJIsl MPeIOTBPAIleHHs] WM OTCPOUYKH UX PELUIUBA.
Takum 00pa3oM, B HEKOTOPBIX BapHaHTaX peATU3alUdd TEPMHUH «OCYIIECTBJICHUE
JIeUEeHUsD» BKJIIOYAET NMPENOTBPALICeHHe NMOBTOPEHMs WIM peLuauBa 3a00JeBaHUS WU
paccTpoicTaa.

[0031] B konrtekcte Hactosimero ormmcanus TepMuH «CXCR4-omocpenoBaHHBII B
OTHOLIEHHWH PACCTPOHCTBA, 3a00JeBaHHs W/WJIM  COCTOSIHMS  O3HAuaeT Jiroboe
3a00JieBaHNE, PACCTPOMCTBO HUIM COCTOSIHHE, B KOTOPOM, KaK HM3BECTHO, MIPAaeT pOJib
CXCR4 wnu ero mytanT. COOTBETCTBEHHO, APYIOM BapHAHT peal3alldd HACTOSIIETO
M300peTeHnst OTHOCUTCS K OCYLIECTBJICHHUIO JISUSHUS UJTH YMEHBIISHHIO TSKECTH OJHOTO
i Ooyiee 3a0oyieBaHUI, B KOTOPBIX, Kak H3BecTHO, urpaer posb CXCR4 wmum ero
myTaHT. «CXCR4-omocpenoBaHHBIN) Takke BKIIIOYAeT 3a00JIeBaHUs, PACCTPOICTBA H
cocrosiHus, B KOTOphIX yyactByeT ock CXCR4/CXCL12.

[0032] B xoHTekcTe HACTOSIIEro ONMUCAHUS TEPMHUH «EOUHUYHAs JIeKapCTBEHHAS
dopma» OTHOCHTCA K (PU3MUYECKH AWCKPETHOW EIHHHLIE TEPareBTHYECKOTrO COCTaBa,
MOIXOASIIeH st cyObekTa, moayiexamero JyiedeHuto. OnHako cienyer MOHUMAaTh, 9TO
obmee cytounoe TmioTpeOnenne kommosurmi X4P-001 cormacHo HacTosIeMy
n3obpereHnto OyaeT ompenensTbCs JICHAllUM BpPAuoOM IO Pe3yJIbTaraM TINATeJILHOM
MequIMHCKON oreHku. KonkpetHas BenmuunHa 3(QeKTHBHON M03bI UIA JIIOOOTO

KOHKPETHOTO CyOBeKTa WM OpraHm3Ma OyIeT 3aBHCEeTh OT LEJOoro psina (akTopos,
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BKJIKOYas paCCTpOfICTBO, noaJiCKalee JCUCHUIO, U TAXKECTE YKa3aHHOIO paCCTpOI\/'ICTBa;
AKTUBHOCTB KOHKPETHOTO MMPpUMEHICMOTO AKTHUBHOT'O arcHra, KOHKPCTHYIO
MNPUMCHACMYKO KOMITIO3ULIWIO, BO3pacT, MacCCy TeElia, 061.[[66 COCTOAHUE 300POBBA, IO U
palrOH IHUTaHUA Cy6’beKTa; BpeMs BBCACHHA H CKOPOCTH BBIBECACHHS KOHKPETHOTO
NPUMECHACMOTO AaKTHUBHOI'0 arcHra, IMNIPOAOJIKHUTCIIbHOCTE JICUCHHUS, JICKAPCTBCHHBIC
cpeacrea A/ JOIIOJIHUTCIIEHBIC CITOCOOBI TEpaInn, MIpUMEHsICMBIC B KOM6I/IHaI_II/II/I WA
napajiejibHO € KOHKPETHBIM IMPUMEHACMBIM COCOUHCHUEM (COQJII/IHeHI/ISIMI/I), U HUHBIC

no100HbIE (PaKTOPBI, XOPOIIO U3BECTHBIE B 00JACTH MEIULIUHBL

3. Onucanue wiiloCmpamueHslx COeOUH eIl

[0033] B nacrosimem u3o0pereHnH ObUTO OOHAPYKEHO, YTO COSIUHEHHS COTJIACHO
HACTOSIIIEMY M300PEeTeHHIO U UX KOMITO3ULMH MOAXOIST ISl IPUMEHESHHUS [Tl JICUSHHUS,
NPENOTBPALIEHNs] W/WIN CHIDKEHHE PHCKA PasBUTHs 3a00JieBaHUs, PAcCTPONCTBA HIIH
cocrosiHus, cBsa3aHHOTO ¢ CXCR4, mmm B cimydae xotoporo CXCR4 cBsizan ¢
NAaTOT€HE30M.

[0034] B onHOM M3 acrekToB HACTOSIIEr0 M300peTeHHs MpeIoKeHa KOMITO3ULIUS,
comepaxkarnas X4P-001 wnmu ero ¢apManeBTHUECKHU MPUEMIIEMYIO COJIb ¢ YHCTOTOM IO
MeHbmed Mmepe 98,5%. B Hekoropeix BapmanTax peanusaiuu X4P-001 B ykazaHHO#
KOMITO3ULIMKA UMEET YHUCTOTy MO MeHbIner mepe 98,5% wu comepxkur menee uem 1,5%
Macc./macc. npumeceii. B HEKOTOPBIX BapHaHTaX peaU3alliK yKa3aHHAs KOMIIO3ULIKS
comepxutr X4P-001 wnm ero dapmareBTHUECKH MPUEMIIEMYIO COJIb C YHCTOTOM TIO
MeHbemed 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% i 99,9%.

[0035] B onHOM M3 acreKTOB HACTOSIIEr0 HU300peTeHHUs MPemIONKeHa KOMITO3HIIHS

X4P-001, conep:xarias coenuuenue dpopmyis I:
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N : OH

I-4
wiu ero (papMarieBTUYeCKH MPUEMIIEMYIO COJIb.
[0036] B HekoTOphIx BapumaHTax peanusauuy kommnosunus X4P-001 comepxut
kaxmoe u3 I-1, I-2, I-3, I-5, I-6 u I-7 win ux papmaneBTHYECKH PUEMIIEMBIX COJIEH.
[0037] B HexoToprix BapmaHTax peanuzaimy kosmdectBo I-1  wimm  ero
(dapmarieBTHYECKH MPUEMIEMON COJiu cocTaBiisieT MeHee mpumepHo 0,5% macc./macc.
koMmmnosuumu X4P-001.
[0038] B HexkoTOprIXx BapuaHTax peanmszaupu  kosudectBo -2 wimm  ero
(dapmarieBTHYECKH MPUEMIIEMOH Cofiu cocTaBiisieT MeHee mpumepHo 0,3% macc./macc.
xoMmmnosuumu X4P-001.
[0039] B HexoTophIx BapuaHTax peanuzauuyd kojudectBo I-3  wmwim  ero
(dapmarieBTHUECKH TPUEMIIEMOM COJiu cocTaBiisieT meHee npumepno 0,4% wmacc./macc.
komnozuumy X4P-001.
[0040] B HexoTophIx BapuaHTax peanuzauuyd kojuuectBo I-S  mm  ero
(dapmarieBTHUECKH TPUEMIIEMON cOJiu cocTaBiisieT meHee mpumepHo 0,4% wmacc./macc.
komnozuumy X4P-001.
[0041] B HexkoTophIX BapuaHTax peanuzauuyd kojudectso I-6 wmwim  ero
(dapmarieBTHUECKH TIPUEMIIEMOI coyiu cocTaBiisieT meHee mpumeprno 0,4% wmacc./macc.
komnozuumy X4P-001.
[0042] B HexoTophIX BapuaHTax peanuzauuyd koiudectso I-7  wmwim  ero
(dapmarieBTHUECKH TTPUEMJIEMON COJIU cOcTaBisieT MeHee mpumepHo 0,25% wmacc./macc.

xoMmriozumu X4P-001.
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[0043] B HexoTophIx BapuaHTax peanuzauuyd kojudectso I-1  wim  ero
(dapmarieBTHYECKH PUEMJIEMON COJTA cOCTaBIisieT OoT npuMepHo 0,02 no mpumepHo 0,5%
macc./macc. kommnosurmu X4P-001.

[0044] B HexoTophIX BapuaHTax peanuzauud kojudectBo I-2  wim  ero
(dapmarieBTHUECKH pUeMJIEMO coyi cocTapiisieT ot nmpumMepHo 0,01 no mpumepHo 0,3%
macc./macc. kommnosurmu X4P-001.

[0045] B HexoTophIX BapuaHTax peanuszaupyd kojudectso I-3  wim  ero
(dapmarieBTUUECKH MTPUEMIIEMOI coyi cocTaBiisieT oT mpuMepHo 0,01 mo mpumepHo 0,4%
macc./macc. kommnosurmu X4P-001.

[0046] B HexoToprix BapuaHTax peanuzammy kosmdectso I-S  wimm  ero
(bapmarieBTHYeCKH TPUEMIIEMOI costn coctariisieT oT npuMepHo 0,01 mo mpumepro 0,4%
macc./macc. kommnosupu X4P-001.

[0047] B HexkoTOprIXx BapuaHTax peanuzalmy kosudectBo I-6  wimm  ero
(dapmarieBTHYECKH MPUEMIIEMO cosii cocTapiisieT ot puMepHo 0,01 no mpumepno 0,4%
macc./macc. kommosuipin X4P-001.

[0048] B HexoTophIX BapuaHTax peanuzauuyd kojudectBo I-7  wmwim  ero
dapmarieBTHUECKH TIpUEMJIEMO COJH coctaBisier or mpumepHo 0,01 mo mpumepHO
0,25% macc./macc. kommosurmu X4P-001.

[0049] B oxHOM acriekTe HacTOSIIErO H300PETEHHS TPeUIOKeHa (papMarieBTUIecKas
KOMITO3UIIMS, COAepIKaIas npemioxkennyo kommosuipo X4P-001 u dapmanestuyecku
MPUEMJIEMBIA aTBIOBAHT, HOCUTEJb WIH TIEPEHOCSIIYIO CPEy.

[0050] B HekoTOpBIX BapWaHTaxX peaiu3alyi (papMalleBTUYECKH MPHEMIIEMBIH
aIbIOBAHT BKJIIOYAET IO MEHbIIEH Mepe OOWH pa30aBUTeNb, pPa3pBIXJIUTENb,
CMa3bIBAIONIEe BEIECTBO U OOABKY TSI IIOBBIIISHHS TEKYUECTH.

[0051] B npyrom acrniekte HacTosiero u300peTeHus nmpeioxkeHa KoMrmosunus X4P-
001 wnu ee papmarieBTHYECKAS KOMIIO3ULIUS, TE:

(a) xomuuectro I-1 wu ero papMaleBTHUECKH MPUEMIIEMOI COJIH COCTABJIIET MEHeE YeM
npumepHo 0,5% macc./macc. kommosuiu X4P-001;

(b) xomuuectBo I-2 wan ero ¢apmaLeBTHUECKH MPHEMJIEMOMN COJIH COCTABJIIET MeEHee

yem rpumepro 0,3% macc./macc. kommosurmu X4P-001;
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(c) xosmmuectro I-3 mn ero papMaieBTHUECKH MPUEMIIEMOM COJIH COCTABJIIET MEHee YeM
npumepro 0,4% macc./mace. kommo3suimu X4P-001;

(d) xommuectBo I-S wam ero ¢apmaneBTHUECKH MPHEMJIEMOM COJIM COCTABJIET MEHee
yem ripumepro 0,4% macc./macc. kommosurmu X4P-001;

(e) rme xommmuectso I-6 ym ero gapmarieBTHIECKH IPUEMIIEMOH COJI COCTABISIET MEHee
yem ripumepHo 0,4% macc./macc. kommosurmu X4P-001; u

(f) komuectso I-7 wm ero dpapmaneBTHYSCKH IPUEMIIEMOM COJIM COCTABIISIET MEHee YeM
npumepHo 0,25% macc./mace. komnosuruu X4P-001.

[0052] B ogHOM acriekTe HacTosIIero n3o0peTeHus npemIoxKeHa KoMno3unus X4P-
001 mnu ee papmaneBTHUYeCKast KOMIIO3HULUS, TAE:

(a) xommuectBo I-1 wim ero QapmaneBTHUYECKH MPUEMJIEMON COJIH COCTABIISIET OT
npumepno 0,02 no npumepso 0,5% macc./macc. kommosuuuu X4P-001;

(b) xomnuectBo I-2 mnmm ero ¢dapmauneBTUYECKH NPUEMIIEMOH COJHM COCTaBISET OT
npumepso 0,01 go npumepno 0,3% macc./macc. kommosuuuu X4P-001;

(c) xommuectBo I-3 win ero QapmaneBTHUYECKH MPUEMJIEMON COJIH COCTaBIISET OT
npumepto 0,01 mo mpumepro 0,4% macc./mace. kommosuiun X4P-001;

(d) xomuwuectBo I-S5 wnu ero QapmMaleBTHUECKH MPUEMIIEMONM COJH COCTABIISET OT
npumepro 0,01 mo npumepro 0,4% macc./mace. kommosuiun X4P-001;

(e) xommyectBo I-6 wim ero QapmaleBTHYECKH NPUEMIIEMONM COJIM COCTABISET OT
npumepro 0,01 mo mpumepro 0,4% macc./mace. kommosuiuu X4P-001; u

(f) xommuectBo I-7 wnm ero ¢apManeBTHYECKH NPUEMIIEMON COJHM COCTaBJSIET OT
npumepto 0,01 mo mpumepHo 0,25% macc./macc. kommnoszunmu X4P-001.

[0053] B onHOM acrekTe HACTOSAIETrO U300PETEHUs MPEMIIOKEHA KOMIO3HUINA X4P-
001, rme:

(a) xommyectBo I-2 wim ero QapmaneBTHYECKH NPUEMIIEMON COJIM COCTABISET OT
npumepto 0,01 mo mpumepro 0,2% macc./mace. kommosuiun X4P-001;

(b) xomumuectBo I-3 wnm ero QapmManeBTHUECKH MPUEMIIEMON COJIU COCTABJISET OT
npumepro 0,01 mo mpumepro 0,2% macc./mace. kommosuiun X4P-001;

(c) xommyectBo I-5 wim ero QapmaneBTHYECKH NPUEMIIEMON COJIM COCTABJISET OT

npumeptro 0,01 mo mpumepro 0,2% macc./mace. kommosuiun X4P-001;
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(d) xonwmuectBo I-6 wnm ero QapmManeBTHUECKH MPUEMIIEMON COJU COCTABJISET OT
npumepro 0,01 mo mpumepro 0,4% macc./mace. kommosuiun X4P-001; u

(e) xommuectBo I-7 wmnm ero QapmaueBTHYECKH NPUEMIIEMON COJH COCTABJISIET OT
npumepHo 0,01 mo mpumepHo 0,25% macc./macc. komnosunmu X4P-001.

[0054] B HexoToprIx BapmaHTax peanmzanuu kommnosuius X4P-001 neoGs3arensHO
JOTMOJHUTENBHO coaepxuT I-1 wim ero (apManeBTHUECKH MPUEMJIEMYI COJIb B
koaudectBe oT puMepro 0,02 no mpumepHo 0,5% macc./mace. kommosumu X4P-001.
[0055] B npyrom acmexkrte HacTtosmiero u300peTeHus IpeIoKeHa eXUHUYHAsS
nexapcTBeHHas ¢popma, copepskamast GapMaeBTHUSCKYI0 KOMITO3ULIMIO, COEPKAITYIO!
(a) mpennoxennyro kommnosupo X4P-001 B konuuectse nmpumepHo 10-20% oT maccel
KOMITO3ULINH;

(b) MHKPOKPHUCTALIMYECKYIO LEJUTIOJI03y B KonudectBe mpuMepHo 70-85% oT maccer
KOMITO3ULIMH;

(c) kpockapMeIo3y HATPHUs B KOJIMYeCTBe MpuMepHo 5-10% OT Macchl KOMITO3ULINH,

(d) creapundymapar Harpust B kosuuecTBe npumepHo 0,5-2% OT Macchl KOMIIO3HULIMH;,
(e) xoJutoMIHBIN OUOKCHI KpeMHHsi B koymdectBe rnpumepHo 0,1-1,0 % ot maccer
KOMITO3HLIVH.

[0056] B npyrom acrekte HacTOSIIEro W300peTeHUs TPeUIOKEHA eIUHUIHAS
nexapcTBeHHas Gopma, coaeprkamas GapMareBTHIECKY KOMITO3HLIMIO, COIEPIKAITYIO!
(a) npennoxennyo kommosuipo X4P-001 B konmuuectBe mpumepHo 35-75% 0T Macchl
KOMITO3ULIVH;

(b) MHUKPOKPHCTAINIHYECKYIO LIEJUTIOJIO3Y B KOJHUYECTBe mpuMepHO 5-28% OT Macchl
KOMITO3UILINH;

(c) muruapat rugpodochara Kamblus B KonuyectBe mpumepHO 7-30% OT Maccel
KOMITO3ULINH;

(d) kpockapmeo3y HATPUs B KOJUUeCTBe MpUMepHO 2-10% OT MacChl KOMITO3HULINH;

(e) creapundymapar HaTpus B kosmuectBe npumepHo 0,3-2,5% OT MacChl KOMITO3HULINH;
(f) xommommHeli nuoOkcHn KkpemHHs B KonmdectBe mnpumepHo 0,05-1,2% ot maccer
KOMITO3UIINN U

(g) naypuincynbdat HaTpus B kKonndecTBe npumepro 0,2-1,2% 0T Macchl KOMITO3ULHH.
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[0057] B omHOM m3 acmekToB HACTOSIIEro H300peTeHus TMpemIoKeH CIocod
JICUCHUS, IPECOOTBPAICHUA WIHN CHUXKCHHA PUCKA PAa3BUTHUA 336OJIeBaHI/I$I, paCCTpOfICTBa
mwm  cocrosiHUs, cBs3aHHOro ¢ CXCR4, y cy0Owekra, HyXnmawomerocs B 3ITOM,
BKJIIOYAIOIIWH  BBEAEGHHE  YKA3aHHOMY  CyObeKTy 3(QeKTHBHOrO  KOJIWYECTBA
npeIoskeHHON koMmo3unu X4P-001.

[0058] B HexoTOpBIX BapHaHTaxX pealn3aluy yKazaHHOe 3a00JieBaHUe, pacCTPOMCTBO
WIM COCTOSIHUE TIPENCTaBiseT coOOOM pak, BHIOPAHHBIM U3 paka MOYKH, OMyXOJH MOYKH,
KapIIUHOMEI IIOYKH, paKa AMYHUKOB UJIHN MEJIAHOMBIL.

[0059] B onsoM acriekte B HaCTOSIIIEM H300peTeHHH NpemioxkeHa KoMrosunus X4P-

001, comep:xamas coequnaenne Gopmys I:

N
J:N\/\/\NH2
7

NH

I
WK ero (papMarieBTHUYECKH MPUEMJIEMYIO COJIb, U 110 MEHBIIEH Mepe OMHO COENUHEHHE,

BBIOPAHHOE U3 CIIEAYIOIUX:

N N | N
N7 NT o :
H
4
N?Z  NH N? “NH N™ N NH
I-1 I-2 I-3



A 0 X
» L.
N7 Y OH N7 0
J:N\/\/\N/\O J:N\/\/\NJ\
H H
N“ "NH N“ "NH
I-4 I-5
B
»
N -
NMO
L S
N7 "NH | _
& "
HN\/\/\NH2
I-6 1-7

WK UX (papMarieBTHYeCKH MPHUEMIIEMYIO COJIb.
[0060] B npyrom acnekte HacTosmiero wu3oOpereHust mnpemioxkena X4P-001
KOMIIO3HIIMSA, Cofepaxkaiias coenuHerre gopmysr I:
| AN
b
N z
N
J: \/\/\NH2
7

N~ NH

O

WK ero (hapMareBTHYECKH MPUEMIIEMYIO COJIb, U 110 MEHBIIEH Mepe OMHO COENUHEHHE,

I

BBIOpAHHOE U3 CIIEAYIOMUX:
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| ~ ~ N/
LN\/\/\Né LN\/\/\NJ J: N NH,
H
N7 NH N7 NH N~ N/ﬁrNH
O & & O
I-1 I-2 I-3
X N
» »
N7 0 N7
N\/\/\N)J\ NMO
X L S
N7 “NH N” "NH | _
& O "
HN\/\/\NH2
I-5 I-6 I-7

WK ero (papMaLeBTHYECKH IPUEMIIEMYIO COJIb.

[0061] B HekOTOpPHIX BapHaHTAX peaTH3aLMH HACTOSLIETO M300pETEHUs MpenyIoKeHa

koMmmosurust X4P-001, conepskarnas coequuenue Gopmysr I:

N

X

o

N
L \/\/\NH2
Z

NH

4

LK

I

Wy ero papMaLeBTHYECKH PUEMIIEMYIO COJIb; U COSAMHEHHUE CIEAYIOMIeH CTPYKTYPBI:
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J:N\MO
N“ °NH
I-6

Wi ero (papMaLleBTUYECKH MPUEMIIEMYIO COJIb. B HEKOTOpPBIX BapHaHTaX peaHu3aLiH
obmas macca I-6 1 M06BIX NPUCYTCTBYIOMUX TOMOJHUTEIBHBIX IMPUMECEH, COCTaBIISET
He Ooniee yem npumepHo 0,8% macc./macc. kommnosuiuu X4P-001.

[0062] B Hexortopeix BapuaHTax peanuszanuu kommoszuuus X4P-001 comepxur I-6
Wik ero (apMaleBTUYeCKd MPUEMJIEMYIO COJIb B [0 MEHbINEH Mepe AEeTEeKTHPYEeMOM
KOJINUECTBE.

[0063] B nexoTopbIx BapuaHTax peanusaimu kommozuuus X4P-001 comepsxut nBa,
TPH WM YeThipe coenunenus, BeiOpanHbix u3 I-1, I-2, I-3, 14, I-§, I-6, v I-7, win ux
(dapmalieBTHUECKH TMPUEMIIEMBIX COJiel. B HEKOTOpBIX BapuaHTax peajr3aluu
komnosutms X4P-001 comep>kuT mo MeHbIIeW Mepe NEeTeKTHPYeMOEe KOJMYECTBO JIBYX,
TpeX WK 4eThIpex coeauHeHui, BeiOpanubix u3 I-1, 1-2, I1-3, 14, I-5, I-6, wiu 1-7; wiu
uXx (hapMareBTHUYECKH PHEMIIEMBIX COJIEH.

[0064] B HexoToprix BapuanTax peannzanuu kommosunus X4P-001 comepxur tpu
coenunenus, BuiOpanHeix u3z I-1, I1-2, I3, 14, I-5, I-6, wm I-7, wm wux
dapMalieBTUUECKH TMPUEMJIEMBIX COJiell. B HEKOTOpBIX BapHaHTax peaTH3al|H
kommosutiusg X4P-001 comepxuT 1o MeHbIIeH Mepe ASTEKTUPYEeMOe KOJHUUYECTBO TPEeX
coenuHenudi, BuIOpaHHbeIx w3 I-1, 12, I-3, I-4, IS5, I-6, wiu I-7, win wux
(dapMarieBTUYECKH TPHUEMJIEMBIX COJIEH.

[0065] B mHekoropelx BapuaHTax peanuzauuu komnozuuusi X4P-001 conmepxut
kaxnoe u3 I-1, 1-2, I-3, I-5, I-6 u I-7 vnu ux dapmMareBTHYECKH ITPUEMIIEMBIX coieil. B
HEKOTOPBIX BapuaHTax peanuzaimu kommnosunusi X4P-001 cogepxuTt o meHslIel mepe
nerektupyemoe kommuectBo kaxkaoro w3 I-1, 12, I-3, I-5, I-6 u I-7 mwm wux

(dhapmarieBTHUeCKH MPUEMJIEMBIX COJIEH.
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[0066] B onHOM acriekTe B HACTOSIIEM H300pETEeHUH NPEIJIOKeHa KOMITO3UIUs X4P-
001, comep:xaras coequuenne Gopmysl I:
| X
~
N z
N
J: \/\/\NH2
/4

N NH

O

Win €ro Q)apMaHEBTI/I‘IeCKI/I NpueMIIEMYKO COJIb, U HACTCKTHUPYEMOEC KOJIUYECTBO II10

|

MEHBIIeH Mepe OJJHOTO U3 CIEAYIOIINX COSAMHEHUI:

N B
- N7
NI ] N
N\/\/\NJ NNONH,
J§ Voo
NP NH N N/HI/NH
& O YO
1-2 I-3
X X
» P
N7 o} NT Y
LN\/\/\NJ\ J:N\/\Ao
H
N“ "NH N“ "NH
I-5 1-6
X
»
N Z
HN\/\/\NH2
1-7

WK uX (hapMareBTHYECKU TPUEMJIIEMBIX COJIEH.
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[0067] B HexoTophix BapuaHTax peanuzauuud kommosunus X4P-001 He conmepxut

CIeayrmee COCAMHCHNUE B JICTCKTUPYEMOM KOJIMYCCTBE!

A
»
N Z
/[N\/\/\N¢
N“ "NH
I-1

win ero papMaLeBTHYECKH IPUEMIIEMYIO COJIb.
[0068] B nexoTophix BapuaHTax peanuzauuu kommosuimsi X4P-001 ne comepxur

cienyrigee COCAUHCHHE B JCTCKTUPYCMOM KOJIMYECCTBEC!

X 0
P
N7 OH
N\/\/\”/\o
NZ “NH
I-4

win ero papMarieBTHYECKH MPUEMIIEMYIO COJIb.

[0069] B wHexoTOprIX BapuaHTax peanm3amu oOmee kojgudectBo I-6 wmm ero
(dapmarieBTUUECKU TPHEMJIEMOI COJIM TIPENCTaBJiseT COOOM He Oojiee YeM IPHUMEPHO
0,2% macc./mMacc. komnosuuuu X4P-001 otHOCUTENEHO OO0MIEH Maccel B KOMIIO3ULIUMU
X4P-001 coenunenus popmyast I u ogHOro wau Gosiee coequHeHwi, BeIOpaHHbIX u3 I-1,
I-2, I-3, 14, I-5, 1-6, win I-7; win ux QapmaieBTHYECKH MpUEMIIEMBIX coyieli. B
HEKOTOPBIX BapuaHTax peanuzanmu kommosunusi X4P-001 cogepxuTt o meHslIei mepe
neTekTupyemoe komuecTBo I-6 win ero hapManeBTHUECKH PUEMIIEMO COJIH.

[0070] B nHexoToprix BapuaHTax peanusaunud xommnosuuus X4P-001 comepxut He
6oiee yem 0,15% macc./macc. I-6 oTHOcHTELHO 00LIE Maccel B koMmmosuuui X4P-001
coenuuenust ¢popmyaisl I 1 ogHOro win 6osee coenuuenunii, BeiOpanubix u3 I-1, 1-2, 1-3,
I-4, 1-5, 1-6 wu I-7; win ux QapmaleBTHUECKH MpUeMJIeMbIX coJsieli. B HekoTophix
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BapuaHTax peanuzauud kommoszumusi X4P-001 comepxur mno MeHbleld wMepe
neTekThpyemMoe KoyinuectBo I-6 wiu ero hapmarnieBTHYECKH PUEMIIEMOH COJTH.

[0071] B mHexoToprIX BapuaHTax peamsaimu obmee koymdectso I-6 wmmm ero
(dapmarieBTUUECK TPHEMJIEMOH COJIU TPEACTaBJIsIET COO0M He 0ojiee YeM MPUMEPHO
0,2% wmacc./mMacc. kommosuiuu X4P-001 otHOocHTENnbHO OOIMIEH MacChl B KOMITO3ULIMU
X4P-001 coequnenus ¢popmyssl I u ogHoro win 6onee coearHeHuil, BeIOpaHHbIX U3 I-2,
I-3, I-5, I-6 wm I-7; win ux ¢apmarneBTHUECKH MpUeMJIeMBbIX coyieli. B HekoTophix
BapuaHTax peanusauuyd kommosunusi X4P-001 comepxur mnmo MeHblIed Mepe
neTekTupyemoe koyndectso I-6 wiu ero hapmanieBTHYECKH PUEMIIEMOT COJTH.

[0072] B HexoTophIx BapuaHTax peanuzauuu komnosuuus X4P-001 comepxut He
6omee uem 0,15% macc./Mace. I-6 otHOCUTENBEHO 00ImIEl Maccel B KoMIto3uimu X4P-001
coenurenust popmysiel I 1 oxHOro WM Oosiee coemuHeHui, BeIOpanHbiX 3 I-2, I-3, 1-5,
I-6 wn I-7; win ux (apMareBTHYECKH NMPHUEMJIEMBIX coJiell. B HeKOTOpBIX BapuaHTax
peanmzatmu  komnosuius X4P-001 comepxutr mo MeHblnell Mepe AETEKTHPYyEMOe
kosn4ecTBo 1-6 min ero hapmanieBTHUECKH MMPHUEMIIEMO COJIH.

[0073] B HekoTOpLIX BapuUaHTaX peaTU3alUd OJHO WK Oojiee COEAMHEHUM,
BoiOpanubix w3z I-1, 1-2, I-3, 14, I-5, 1-6 wm I-7, wm wux dapmareBTHUIECKH
MPUEMJIEMBIX COJIEH COBMECTHO TMPEACTABISIOT coOOl MeHee ueM mpumepHo 3,0%
macc./macc. kommnosunmu X4P-001 otTHOCHTEIBHO 0011l Macchl B komriouiinud X4P-001
coequaenust popmyasl I 1 ogHOro wim 6osee coenuuenuii, BeiOpanueix u3 I-1, 1-2, 1-3,
I-4, 1-5, 1-6 wiu I-7; win ux QapmaleBTHYECKH MpPUEMJIEMBIX coJieii. B HekoTophIx
BapUaHTaX peaju3alvu OJIHO WK OoJiee coenuHeHul, BeiOpanHbix u3 I-1, I-2, I-3, 1-4, I-
5, 1-6 wiu 1-7, win wux ¢apMaleBTHUECKH MPUEMJIEMBIX COJIEH MPHUCYTCTBYIOT B
komnozutmd X4P-001 B o meHbIIel Mepe AETEeKTHPYEeMOM KOJIMYeCTBe. B HEKOTOPBIX
BapuaHTax peanusauuu kommosuiusi X4P-001 comepxkut coenuuenue dopmyisl I mim
ero (apMaleBTUUYECKH MPUEMJIEMYIO COJIb U HE COAEPIKUT coenuHenus Gopmyinl I-4 wnn
ero (apMaleBTUIeCKH MPUEMJIEMOM COJIA B IETEKTUPYEMOM KOJINYECTBE.

[0074] B HekoTOpBIX BapuaHTaxXx pean3anmuu oOmIee KOJMYECTBO OPraHHYECKUX

TpUMecel, BKITIOUas OJHO Wi Ooniee coenuHeHu, BeiOpannbiX u3 I-1, I-2, I-3, 14, I-5,
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I-6 wm I-7; win ux apManeBTHUECKU MPUEMJIEMBIX COJIEH, COCTaBJISIET MEHee 4YeM
npumepHo 4,0% macc./macc. kommnosuunu X4P-001.

[007S] B HekoTOpBIX BapuUaHTaX peaTH3alMy OJHO WK Oojiee COENUHEHUH,
BeiOpanHbIX u3 I-2, I-3, I-5, I-6 wn I-7; win ux ¢papMarieBTHUECKH MPUEeMIIEMBIX COJIeH
COBMECTHO COCTABIISAIOT MeHee ueM npumepHo 3,0% macc./macc. kommosutmn X4P-001
OTHOCHTENNBHO 00uIeit maccel B komnosumn X4P-001 coequnenust popmysl I 1 ogHOrO
win Oomee coemuHeHuit, BeiOpaHHbIX w3 [-2, I-3, I-5, I-6 wm I-7, wmm wux
(dapmarieBTHUECKH TPUEMIIEMBIX COJIeH. B HEKOTOPBIX BapHaHTaX pealM3alyy OHO HIIH
Oonee coenuHenui, BeiOpaHHbixX U3 I1-2, 1-3, I-5, 1-6 wnu I-7; win ux dapmaneBTHUECKH
MpUEeMJIEMBIX COJIeH NPUCYTCTBYIOT B Kommosumuu X4P-001 B mo menbiueili mepe
JNETEeKTUPYEMOM KOJIMYecTBe. B HEKOTOpPBIX BapHaHTaX pealu3anuu komrozuuys X4P-
001 comepxut coenunenue Gopmyssl I win ero papmareBTHYECKH IPUEMIIEMYIO COJIb H
He comepxur HU coenuHenus I-1, vu coemuHenus I-4, HE ux (apmareBTHUECKH
MPUEMJIEMBIX COJIEH B IETEKTUPYEMOM KOJIMUYECTBE.

[0076] B HekoTOpBIX BapHaHTaxX peajqu3auuy o0mee KOJIMYECTBO OPraHHUYECKUX
npuMecel, BKIYas oaHO win Oosee coequHeHud, BeiOpanubix u3 1-2, I-3, I-§, 1-6 win
I-7; wnn ux (apmaleBTHYECKH MPHUEMIIEMBIX COJIEH, COCTABJISIET MEHEE YeM MPHUMEPHO
4,0% macc./macc. kommoszuimu X4P-001.

[0077] B HekoTophIX BapuwaHTax peamuzauun konumuectso I-1  wmwim  ero
(dapMarieBTUUECKH MPUEMJIEMON COJIM  COCTaBisieT MeHee ueM mpumepro 0,5%
macc./macc. kommnosurmu X4P-001.

[0078] B HekoTOophIX BapuaHTax peamuzauuu konuuectso I-2  mwim  ero
(dapMalieBTUUECKH TPHUEMJIEMOM COJIM COCTaBiisieT MeHee ueM mpumepHo 0,3%
macc./macc. kommnosurmu X4P-001.

[0079] B HekoTOophIX BapuaHTax peanuzammu  kommuectso I-3  wmwim  ero
(dapmarieBTUUECK TPHEMIIEMON COJIM COCTaByisseT MeHee uem mpumepao 0,4%
macc./macc. kommnosurmu X4P-001.

[0080] B HexoTOphIX BapuaHTax peanuzaimu komnosuuus X4P-001 we comepxur I-4

WM ero (papMarieBTHYECKH MPUEMIIEMOM COJIA B IETEKTHPYEMOM KOJIMYECTRE.
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[0081] B HekoTOophIX BapuaHTax peamuzauuu konuuectBo I-S wmm  ero
(dapmalieBTUUECKH MPUEMJIEMOM COJIM COCTaBisieT MeHee dveM mnpumepHo 0,07%
macc./macc. kommnosurmu X4P-001.

[0082] B HekoTOphIX BapuaHTax peamuzauuu konuuectso I-6 wim  ero
(dapMaiieBTUUECKH TPHEMIJIEMON COJIM  COCTaBJIsIeT MeHee ueM mnpumepno 0,4%
macc./macc. kommnosurmu X4P-001.

[0083] B HekoTOophIX BapuaHTax peanuzauuu konuuectBo I-7  wnmm  ero
(dapmalieBTUUECKH TMPUEMJIEMONM COJIM  COCTaBiissieT MeHee ueM mnpumepHo 0,25%
macc./macc. kommnosurmu X4P-001.

[0084] B nHexoTOpBIX BapuaHTax peanuzauyu B komrnosuunn X4P-001 mpucyrcreyet
1Mo MeHblel Mepe nerektupyemoe komuuectso I-1, I-2, 1-3, I-S, 1-6 wiu I-7; wnu ux
(bapmareBTUYECKH TIPUEMJIEMBIX COJIEH.

[0085] B HekoTophIX BapuaHTax peanusauuu kojmumdectso I-1  wim  ero
(bapmarieBTHYeCKH IPUEMIIEMO conn cocTtaBisier oT npumepHo 0,02 mo npumeptro 0,5%
macc./mMacc. komnosurmu X4P-001.

[0086] B HexoTophIX BapuwaHTax peamuzauuu koguuectso I-2  wmwim  ero
(dapmarieBTHUECKH IPUEMIIEMO costi cocTassier oT npumepro 0,01 mo mpumepHo 0,3%
macc./macc. kommnosurmu X4P-001.

[0087] B HekoTOophIX BapwaHTax peanuzaunu kojgmdectso I-3  wmwm  ero
(dapmarieBTHUECKH MPUEMIIEMO coyii cocTassieT oT npumepro 0,01 no mpumepHo 0,4%
macc./macc. kommnosurmu X4P-001.

[0088] B HekoTophIX BapuaHTax peamuzauun konuuectso I-S  mm  ero
(dapmarieBTUUECKH TPHEMJIEMON COJH cocTtaBisier oT mpumepno 0,01 go mpumMepHO
0,07% macc./mMacc. koMo X4P-001.

[0089] B HekoTOphIX BapuaHTax peanuzauuu konuuectso I[-6 wmwmm  ero
(dapmarieBTHUECKH ITPHUEMIIEMOI cosn cocTtaBisieT oT rpumepro 0,01 mo mpumepro 0,4%
macc./macc. kommnosurmu X4P-001.

[0090] B HekoTOophIX BapuaHTax peamuzauuu konuuectso I-7 wmm  ero
(dapmarieBTHUECKH TpHEMJIEMO cojiu coctaBisier oT mpumepro 0,01 mo mpumepHO

0,25% macc./macc. kommosum X4P-001.
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[0091] B mHekoTopbIx BapuaHTax peanuszauuu kommnoszumust X4P-001 coxmepxut
coequHeHue Gopmyibl I win ero gpapManeBTHUECKH MPUEMIIEMYIO COJIb C YHCTOTOM MO
menemedn mepe 99,3% cormacao BOXX u comepxxut menee wem 0,7% B oOmeit
CIIO’KHOCTH JTOTIOJTHUTENILHEIX coenuHeHul, BeiOpannHbix u3 I-1, 1-2, I-3, I-5, 1-6 v 1-7,
Wik ux (apMalleBTHUECKH MPUEMJIEMBIX COJIeH, KaKk u3MepeHo ¢ momompio BOXX. B
HEKOTOPBIX BApUAHTAX PEATH3ALM{ MPHUCYTCTBYET IO MEHBIIEH Mepe HEeTeKTHPYeMOoe
KOJIMYECTBO OAHOTO WK O0Jiee U3 JOTIOTHUTENIBHBIX COSIUHEHNH.

[0092] B mHekoTophlx BapuaHTax peanuszauuu kommnoszumus X4P-001 comepxut
coenunenue dopmyisl I win ero dpapManeBTHUECKH MPUEMIIEMYIO COJIb C YUCTOTOM IO
menbinerr mepe 99,3% cormacHo BOXX u comepxutr menee yem 0,7% B oOmen
CIIOKHOCTH JOTIOTHUTEIBHBIX coequHeHuH, BeIOpaHHbiX u3 I-2, I-3, I-5, 1-6 wnu I-7; v
ux (apMaLeBTUYECKH MPHEMJIEMBIX COJieH, Kak u3MepeHo ¢ mnomombio BIXX. B
HEKOTOPBIX BApUAHTAX peaIN3al{ MPUCYTCTBYET IO MEHbIIEH Mepe AeTeKTHPyeMoe
KOJIMYECTBO OAHOrO wWin Oojiee M3 IOMOJHHUTENBHBIX COEAMHEHHH. B HekoTopbIxX
BapUaHTaX peaJM3aliM MPUCYTCTBYET MO MEHbLIEH Mepe NeTeKTHpyeMOe KOJUUYECTBO
kaxmoro us I-2, I-3, I-5, 1-6 u I-7 wiu ux ¢apMarieBTUUECKH MPUEMIIEMBIX COJIeH, Kak
n3MepeHo ¢ momourso BOXKX.

[0093] B omgHOM U3 acMeKTOB HACTOSIIEr0 M300PETEHUS IPEMIOKEHA KOMITO3UITHA

X4P-001, conepaxamias coenunenue Gpopmyisl I:

N

N
L \/\/\NH2
7

N“ NH

I
win ero (apMaleBTHUECKH MPUEMJIEMYIO COJIb, U OJHO WM Oojiee COeIUHEHHIA,

BBIOPAHHBIX U3 CIIENYIOIINX COSTUHEHHIT:
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~
N Z
LN\/\/\Né
NZ "NH
(a) @
I-1

win ero (apmareBTHYecKH IpUeMiieMasl CoIb B KOJIMUYECTBE, COCTABISIOIEM He Oosee

yem rpumepHo 0,5% macc./macce. kommnosuumu X4P-001;

(b)
I-2
WK ero (apmaneBTHYeCKH MpUeMiieMasl COJIb B KOJIMYECTBE, COCTABISIOIIEM He OoJiee

npumepHo 0,3% macc./macc. kommosurun X4P-001;

I-3
Wiy ero (apmarneBTHYecKH NpHUeMiieMasl COJIb B KOJIMYECTBE, COCTABISIOIIEM He Ooee

npumepHo 0,4% macc./macc. kommosurur X4P-001;
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NT o)
J:N\/\/\NJ]\
H
N“ "NH
(d) @
I-5

win ero (apmareBTHYecKH IpUeMiieMasl CoIb B KOJIMUYECTBE, COCTABISIOIEM He Oosee

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

AN
»
N™
LNMO
N“ "NH
(e) @
I-6

WK ero (apmaneBTHYeCKH MpUeMiieMasl COJIb B KOJMYECTBE, COCTABISIOIEM He OoJiee

npumepto 0,4% macc./macc. kommosuunna X4P-001; ntu

O
L

N Z

(f) NH,»

I-7
win ero (papmMaLeBTHYECKH MPUEMJIEMAast COJIb B KOJIMYECTBE, COCTABISIONIEM He OoJiee
npumeprao 0,25% wmacc./macc. kommosuiun X4P-001; roe kaxnmenii % wmacc./macce.
U3MEpPEH OTHOCHTENBHO 001Ier Macchl B kommosuuu X4P-001 coenunenus gopmyiier I
U ogHOTO WM Oonee coenuHenwd, BeiOpanHeix u3 I-1, I-2, I-3, I-5, I-6 wm 1I-7. B
HEeKOTOpPBIX BapuaHTax peamm3anmu kommosumus X4P-001 copepxkut coenmHeHHe
dopmyinel I wmu ero gpapmManeBTUYECKH TPHEMJIEMYIO COJIb U HE COAEPIKUT COSTUHEHHS
dopmyner I-4 wim ero QapMareBTUYECKH MPHEMIIEMOW COJIM B JIETEKTHPYEMOM

KOJIMYCCTBEC.
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[0094] B oxgHOM U3 acmeKTOB HACTOSAIEr0 W300peTeHUs TPEeIOKEHA KOMITO3UITUS
X4P-001, conep:xarias coenuHenue GpopmyJisl I:

N

/

J:N\/\/\NH2
4

=z

NH

@

win ero (apMaleBTHUSCKH MPUEMIEMYI COJb, U OAHO WM Oojiee COeINUHEHHH,

BEIOPAHHBIX U3 CJIEAYIOMIHNX COSTUHEHHH:

OO
@

ZII
\=o

Wik ero (apMaLeBTHYECKH MPUEMJIEMON COJIM B KOJIMUECTBE, COCTABIIAIOIIEM He Ooiee

npumepro 0,3% macc./macc. kommosuipn X4P-001;

I-3
Wy ero (apmarneBTHYecKH IpHUeMiieMasl COJIb B KOJIMYECTBE, COCTABISIOIEM He Ooee

npumepHo 0,4% macc./macc. kommosuruu X4P-001;
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I-5
win ero (apmareBTHYecKH IpUeMieMasl COJib B KOJIMUECTBE, COCTABIISIOIEM He Ooee

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

AN
»
N™
):NMO
N“ "NH
(d) @
I-6

WK ero (apmaneBTHYeCKH MpUeMiieMasl COJIb B KOJMYECTBE, COCTABISIOIIEM He OoJiee

npumepto 0,4% macc./macc. kommosuunna X4P-001; ntu

X
(O
N -
(e) HN\/\/\NHz
I-7
win ero (papmMaLeBTHYECKH MPUEMJIEMAast COJIb B KOJIMYECTBE, COCTABISIONIEM He OoJiee
npumeprao 0,25% wmacc./macc. kommosuiun X4P-001; roe kaxnmenii % wmacc./macce.
U3MEpPEH OTHOCHTENBHO 001Iel Macchl B kommosuuu X4P-001 coequnenus gopmyisr I
Y OJTHOTO WK OoJiee coenuHennt, BeiOpannbix u3 I-2, 1-3, I-5, 1-6 v I-7.

[0095] B HexoTOpBIX BapHMaHTax pealn3alyd XUPATbHAS YUCTOTA KOMIIO3ULIMH X4P-

001 cocraBnsieT o MeHbILIeH Mepe puMepHO 97% sHaHTHOMepHOTO M30bITKA (%0 ee).
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[0096] B HexoTopbIx BapuaHTax peanuzauuu komnosunus X4P-001 comepsxur 7000,
6000, 5000, 4500, 4000, 3500, 3000, 2500, 2000, 1750, 1700, 1650, 1600, 1550, 1500,
1450, 1400 ynu 1350 ppm unu MeHee TOJyoJIa.

[0097] B HekoTOpBIX BapUaHTax pealn3alyyd TOJIYyOJ MPUMEHSIOT B KauecTBe
KPUCTATU3YIOLEero pacteoputens A BoiaeneHuss X4P-001. B HekoTopsix BapuaHTax
peanuzalMM TEeXHU4Yeckue TpeOOBaHMs MJIsi OCTATOYHOrO TOJyoJa B CBOOOJHOM
ocHoBannu X4P-001 taxoBel, uyto kommnosuuus X4P-001 conepxur He 6omee uem 4500
ppm. B napyrux Bapuanrax peanusauun kommnosuuus X4P-001 conmepxur He Oosee yem
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 wmu 1350 ppm Tonyona. B
HEKOTOPBIX BapUaHTaxX peajn3aluy NPUMEHSIOT NOAXOH AOINYCTHMOIO €XEeIHEBHOTO
BosneiictBuss  (PDE). Tepmun «momyctumoe exenneBHoe Boszzaeiicteue» (PDE)
ompenensercss Kak (apMaLeBTHYECKH TNpUeMiIeMOe MOTpPeOJieHHe OCTAaTOYHBIX
pactBopuTenieil B JiekapcTBeHHOM cpenctBe. Cwm., Hanpumep, ucrounuk Guidance for
Industry: Q3C Impurities: Residual Solvents, onyOmukoBaHHBIH YTpaBJIeHHEM IO
KOHTPOJIFO KauecTBa IHIIEBBIX IPOAYKTOB U JieKapCcTBeHHbIX ImpenaparoB (FDA)
MuHucTepcTBa 3MPaBOOXPAHEHUS U COLMATBHBIX Ciryk0 CIIIA.

[0098] B HexorophIx BapwaHTax peanmu3amu % uYnucTOTHI Kommozuumu X4P-001,
m3MepeHHor ¢ momompio BOXKX, cHmxkaercs meHee uemM Ha 1% mnpu XpaHeHUH
kommosuimu X4P-001 B Teuenue tpex mecsueB npu 25°C/OTHOCHTENBHON BIAXKHOCTH
60%.

[0099] B Hekotoprix BapuaHTax peanu3auuu kommosuuus X4P-001 gomomHuTensHO

COZIEP KUT OJTHO WK OoJiee U3 CIEAYIOMUX COSAMHEHNN
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N \

Boc

RM-396 AMD-2890
1-8 19

u nipu 3tom coenunenust 1-8, I-9, I-10 u/wmu I-11 npucyTCTBYIOT B KOJHYECTBE MEHEe
4yeM IpUMepHO 25 yacTedl Ha MIUUTHOH (ppm) kommosuumu X4P-001.

[00100] B nHexoTOphIX BapuaHTax peanusauuu coenuHenus I-8, I-9, I-10 w/mmm I-11
MPUCYTCTBYIOT B KOJIMUecTBe MeHee yeMm npumepro S0, 40, 30, 20, 15, 10, 5, 4, 3, 2 nnn
1 ppm xomnosuumu X4P-001. B HekoTOphIX BapuaHTax peaJu3allMi Kakiaoe U3
coenurenuii I-8, 1-9, I-10 w/umu I-11 He3aBUCHUMO MPHUCYTCTBYET B KOJHUYECTBE OT
npumepHo 1 ppm po mpumepHo 25 ppm wmm oT npumepHo 100 gacreit Ha MULIHAPA
(ppb) mo 4 ppm. B HexoTOphIX BapuaHTax peanusaipn kommnosuius X4P-001 comepxur
coenunenve Gopmynel I wim ero ¢apmaleBTHUECKH NPUEMIIEMYIO COJIb U HE
comepxkut coenunenus Gopmyssl I-4 win ero ¢apManeBTUYECKH MPUEMIIEMOI COJIM B
JIETEKTUPYEMOM KOJIMYECTBE.

[00101] B omHOoM W3 acmeKTOB  HACTOSIIEro  H300peTeHus  MpemjiokeHa
(dapmarieBTHUECKass KOMITO3HLIMS, COIEp KAIas MpemIoKeHHyo kommosuimoo X4P-001 u
(dapMarieBTHYECKH MPUEMJIEMBIH aTbIOBAHT, HOCUTEJb MJIH HECYIIYIO CPENY.

[00102] B omHOM H3 acmeKTOB HACTOSIIETO H300pEeTeHHs NpPemNIOXKeHa TBepaas
eNWHUYHAs JIeKapCTBeHHAash (OpMa, MPUTCOTOBJEHHAS [JIsi MEPOPAbHOrO BBEIEHUS,
coleprkamiasi TpeANIoKeHHyr kommosuimio X4P-001 wnu  ¢apmaneBTHYECKYIO
KOMITO3ULIHIO.

[00103] B HexoTOpHIX BapuUaHTaX peajr3aliy HACTOSIIEro H300peTeHHS PeJIoKeHa
npemioxenHas  kommosumms  X4P-001 B koMOMHANMKM € JIOTIOJHUTENBHBIM
TEparieBTUYECKUM areHTOM.
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[00104] B npyrom acrmekre HACTOSIIIErO H300pETEeHHs TNPeUIOKEeHA eIUHUIHAS
nekapcTBeHHas popma, comepxkamas GpapMaLeBTUIECKYIO KOMITO3ULUIO, COAEPIKAIIYIO:
(a) npennoxennyo kommnosuipo X4P-001 B xonuuectBe mpumepHo 10-20% ot
MacCChl KOMIIO3HLIUH;
(b) MHUKPOKPHUCTAIMYECKYIO LEJUTIOJIO3y B KOJudecTBe mnpumepHo 70-85% ot
MacCChl KOMIIO3HLIUH,
(c) kpockapmesuio3y HaTpus B KoJuuecTBe mnpumepHo 5-10% oT wmaccel
KOMITO3HLIH;
(d) creapundymapar Hatpuss B kosmuecTBe mnpuMepHO 0,5-2% OT Maccel
KOMITIO3HLIMU U
(e) KOJTOMAHBIN THOKCH KpeMHuUs B KosmdectBe npumepHo 0,1-1,0% ot maccer
KOMITO3HLIMH.
[0010S] B pgpyrom acmekte HAcTOSIEro H300pEeTEHUs MNPEUIOKEeHAa eIUHUYHAsS
nexapcTBeHHas popma, coaeprkamas (papMareBTUIECKY KOMITO3ULIMIO, COIEPIKAILYIO!
(a) mpemnoxxernyo kommosuipio X4P-001 B xonnuecte mpumepHo 30-40% ot
MacChl KOMITO3ULHH;
(b) MHUKPOKPHCTAJUTMYECKYIO LE/UTIOJIO3y B KojuuecTBe mpumepHo 20-25% or
MacCChl KOMIIO3HIINH;
(¢) nurunpar ruapodocdara kanpuus B komudecTse mpumepHo 30-35% ot Macchl
KOMITO3HLIH;
(d) xpockapmemnody HaTpusi B KosndectBe mnpumMepHo 5-10% ot macce
KOMIIO3HLINH,
(e) creapundymapar Hatpus B KojuuecTBe npumepHo 0,5-2% oT Macchl
KOMITO3HLIH;
(f) xommounHeI aroKcHa KpemHus B konndectBe mpumepHO 0,1-1,0% ot maccer
KOMITO3HLIMU U
(g) naypuicynedatr Hatpuss B kosnmuectBe mnpumepHo 0,1-1,0% ot maccer
KOMITO3HLIH.
[00106] B nmpyrom acrekTe HAacTOSIIEro W300peTeHus TMpemyioKeHa eIUHUYHAS

nexkapcTBeHHas popma, comepxkaias papMaLeBTHYECKYIO KOMIIO3HULIUIO, COIEPIKAIIYIO!
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(a) npennoxennyro kommnosuipo X4P-001 B xonuuectBe mpumepHo 35-75% ot
MacCChI KOMIIO3ULINH;
(b) MHUKPOKPHUCTANIMYECKYIO LIEUTIOIO03y B KOJMYeCcTBe HpuMepHO 5-28% ot
MacCChl KOMIIO3ULINH;
(¢) murugpar runpodocdara KanbLus B KoJaH4ecTBe mpuMepHo 7-30% OT Macchl
KOMITO3ULINH;
(d) xpockapmemno3dy Hatpusi B KoJgudecTBe mnpumepHo 2-10% ot maccel
KOMITO3ULINH;
(e) creapwindymapar Hatpus B KojuuecTBe npumepHo 0,3-2,5% or maccel
KOMITO3ULINH;
(f) xommonnHbI AHOKCHI KpeMHHsI B KomndecTse rpumMepro 0,05-1,2% ot maccer
KOMITO3ULIUY U
(g) naypuicynsdar Hatpus B kosnmuectBe mpumepHO 0,2-1,2% oT Maccel
KOMITO3ULIMH.
[00107] B HexkoTOpBIX BapuaHTax peaM3alMM yKa3zaHHas €IUHMYHAs JIEKapCTBEHHAas
dopma HaxoaUTCs B OPME KariCyJibl.
[00108] B HexkoTOpHIX BapHaHTaX peaH3alUd YKa3aHHAas KarcyJjia COAEepKHUT
npumepHo 25 wmr, mnpumepHo 100 mr wm npumepro 200 mr X4P-001 wmm ero
(hapMarieBTHUECKU ITPHEMIIEMO COJIH.
[00109] B apyrom acrekTe HACTOSIIETO H300peTeHHs TPEMIOKEH CIOCOO JedeHwus,
MPEeTOTBPALISHUSI WM CHIDKEHUS pHUCKA pasBUTUs 3a00jeBaHUs, PACCTPOHCTBA WIIH
coctosHus, cBsazaHHOro ¢ CXCR4, y cyObekTa, Hy KIAIOIErocs B 5TOM, BKITIOYAIOIIUH
BBEEHNE YKAa3aHHOMY CyOBeKTy MpeioKeHHOU kommosurmu X4P-001.
[00110] B HexOTOPBIX BapHaHTaX peaU3allK YKa3aHHOe 3a00JIeBaHue, pacCCTPOUCTBO
WJIH COCTOSIHUE TIPENICTaBIIseT COOOM pak.
[00111] B HexkoTOpBIX BapHaHTaX peaJM3allH paK BBIOPAH M3 paka MOYKH, OIyXOJIH
MOYKH, KAPLMHOMBI MOYKH (BKJIOUYAs CBETVIOKJIETOUHYK) U TMAMMJUIIPHYIO KapLUHOMY
MOYKH), paKa SUYHUKOB WJIA MEJTAHOMBI.
[00112] B HexkoTOpheIX BapuaHTax peanuzaimu kommosurusi X4P-001 comepxur

coenuuenve ¢Gopmynsl I win ero QapmaneBTHYECKH NPUEMIIEMYIO COJb H OIHO
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JOTIOJTHUTENIbHOE coequHenue, BeiOpanHoe u3 I-1, 1-2, 1-3, 1-4, I-5, 1-6 unu I-7; unu ero
(apMarieBTUYECKH TPHUEMJIEMYIO COJIb.

[00113] B HexkoTOphIX BapuaHTax peanuzaimu kommoszuimss X4P-001 comepxut
coenunenue (opmyner I wim ero QapmarneBTHYeCKH TPUEMIEMYK) COJIb M JABa
JIOTIOJTHUTETEHBIX coenuHenus, Beiopanneix u3 I-1, 1-2, 1-3, 14, I-5, 1-6 wiu I-7; wnu ux
(dapMarieBTUYECKH TPHUEMJIEMBIE COJIH.

[00114] B HexkoTOphIX BapuaHTax peanuzaimu komnosuuuss X4P-001 comepxut
coenunenue Qopmyner I wim ero ¢QapmaueBTHUYECKM NpPUEMIIEMYIO COJIb U TPHU
JOTIOJTHUTEJIEHBIX coenuHenus:, Beiopanueix u3 I-1, 1-2, 1-3, 14, I-5, 1-6 wiu I-7; wnu ux
(dapmarieBTUYEeCKH TPHUEMJIIEMBIE COJIH.

[00115] B HexoToprIx BapuaHTax peanuszaimu kommnosumms X4P-001 copepsxur
coenuHenne (opmynbl I Wi ero ¢apmaneBTHUECKH MPUEMIIEMYIO COJIb U YeThIpe
JOTIOJTHUTEIBHBIX coenuHeHus, BbiOpannbix u3 I-1, I-2, I-3, 1-4, I-5, 1-6 wiu I-7; vin ux
(bapmareBTUYeCKH IIPHUEeMJIEMbIE COJIH.

[00116] B HexoTOprIXx BapuaHTax peanuszauuu kommnosurus X4P-001 copepsxur
coenuHenne Gopmyasl | win ero ¢apMaueBTHYECKH MPUEMJIEMYIO COJb U He
comepxkut coequnenus Gopmysel I-4 win ero ¢gapManeBTUYECKH MPHUEMIIEMOI COJIU B
IEeTEKTUPYEMOM KOJIMYECTBE.

[00117] B HexkoTOpBIX BapUaHTaX peaju3aldd YyKa3aHHOE JIOMOJHUTEIBEHOE
COENMHEHNE WM COEOUHEHHMs MPUCYTCTBYIOT B IO MEHBIIEH Mepe NeTeKTUPYEeMOM
KOJINYECTBE.

[00118] B HexkoToprix BapuaHTax peanuzamu kommosuuuss X4P-001 comepxur
coenuHenue Gopmysnl I win ero papMaLeBTHUECKH PUEMIIEMYIO COJIb M Kaxkaoe u3 I-1,
I-2, I-3, 14, I-5, 1-6 u I-7 vnu ux dapMarieBTHUYECKH ITPUEMIIEMBIX COJIEH.

[00119] B HexkoTOpeIX BapuaHTax peanuzamu kommosuuuss X4P-001 comepxur
coenuHeHue Qopmynbl 1 win ero ¢apManeBTHUECKH MPUEMIIEMYK) COJIb U OIHO
JOTIOJTHUTENIbHOE coenuHenue, BeiOpannoe w3 I-2, I-3, I-5, I-6 wmwm I-7; wnu ero
(dapMarLieBTUYECKH TPHUEMIIEMYIO COJIb.

[00120] B HexkoTOpeIX BapuaHTax peanu3auun kommnosurus X4P-001 comepxur

coenuuenve ¢opmyasr I wmu ero ¢dapmareBTHUECKH IPHEMIIEMYIO COJIb H J(Ba
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JIOTIOJTHUTENTLHBIX coefquHenus, BoiOpaHHbix u3 I-2, 1-3, I-5, I-6 wmu I-7; wmm ux
(dapMarLieBTUYECKH TPHUEMJIEMBIE COJIH.

[00121] B HexkoTOpeIX BapuaHTax peanuzaimu komnosuuus X4P-001 comepxut
coenunenue Qopmyner I wim ero ¢QapmaueBTHUYECKM NPUEMIIEMYIO COJIb U TPHU
JIOTIOJTHUTENILHBIX coequHenus, BoiOpanHeix u3 I-2, 1-3, I-5, I-6 wmu I-7; wim ux
(dapMarieBTUYECKH TPHUEMJIEMBIE COJIH.

[00122] B HexkoTOphIX BapuaHTax peanuzaimu komnosuuuss X4P-001 conmepxut
coenunenue Qopmyner I mwim ero ¢apManeBTHUECKH NPUEMIIEMYIO COJIb M YeThIPE
JOTIOJTHUTENIEHEIX coeauHeHus], BoiOpaHHeix u3 I-2, 1-3, I-5, 1-6 wmu I-7; wm ux
(dapmarieBTUYEeCKH TPHUEMJIIEMBIE COJIH.

[00123] B HexkoTOprIXx BapuaHTax peanuszaimu kommnosurms X4P-001 comepsxut
coenuHenne Qopmyibl | win ero (¢apMaueBTHYECKH MPUEMJIEMYKO COJb U He
conepxkut coequrenunii opmya I-1 u I-4 wnu ux papMaleBTHUECKU IPUEMIIEMBIX COJIEH
B JI€TEKTUPYEMOM KOJINYECTBE.

[00124] B HexkoTOpBIX BapHaHTAaX peaju3aldd YyKa3aHHOE JIOMOJHUTEIBEHOE
COENMHEHNE WJIH COEOUHEHHs MPUCYTCTBYIOT B IO MEHBIIEH Mepe NeTeKTUPYEeMOM
KOJINYECTBE.

[00125] B HexkoTOprIX BapuaHTax peanuzaimu kommosuuuss X4P-001 comepxut
coenurenue Gopmysibl I win ero papMaleBTHUECKN PUEMIIEMYIO COJIb M Kaxkaoe u3 1-2,
I-3, I-5, 1-6 u I-7 wm ux ¢apMaLeBTHYECKU TIPUEMIIEMBIX COJIEH.

[00126] B HexkoToprix BapuaHTax peanuzammu kommosummsi X4P-001 comepxut
coenuuenve Gopmynsl I vau ero dgapmarieBTiyecku npuemiieMyro coib U I-1 wim ero
(dapMarieBTUYECKH TPHEMIIEMYIO COJIb.

[00127] B HexkoTOphIX BapuaHTax peanmzamu kommosuuuss X4P-001 comepxur
coenunenve Gopmynsl I vam ero dgapmareBTHYECKH MpUEMIIEMYIO coyib U I-2 wnu ero
(dapMarieBTUYECKH TPHEMIIEMYIO COJIb.

[00128] B HexkoTOpeIXx BapuaHTax peanuzamu kommnosuuuss X4P-001 comepxut
coenuuenve Gopmynsl I vau ero dapmarieBTHyecku npuemiieMyro coib U I-3 wnm ero

dapmareBTHYeCKH IPUEMIIEMYIO COJIb.
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[00129] B HexkoTOphIX BapuaHTax peanuzauun kommosurus X4P-001 comepxut
coenunenne Gopmynsl I wam ero gapmaiieBTHUYecKH mpreMIIeMyi0 coib U I-4 wnu ero
(dapMarieBTUYECKH TPHUEMJIEMYIO COJIb.

[00130] B HexkoTOphIX BapuaHTax peanuzaimu komnosuuuss X4P-001 comepxut
coenunenue ¢opmysisl I win ero ¢gapmaueBTuyecku npuemsiemyro cosib U I-S wim ero
(dapMarieBTUYECKH TPHUEMIIEMYIO COJIb.

[00131] B HexkoTOphIX BapuaHTax peanuzaimu komnosuuuss X4P-001 comepxut
coenunenue ¢opmyssl I wim ero ¢gapmaueBTudecku npuemiemyo cosb u I-6 wim ero
(dapMarieBTUYECKH TPHUEMIIEMYIO COJIb.

[00132] B HexoTOprIX BapuaHTax peamuszauyu kommosuuus X4P-001 comepsxur
coenunenue opmyssl I win ero gapmaneBTHYECKH MMPUEMIIEMYIO COJib B I-7 win ero
bapmareBTHYECKU TIPUEMIIEMYIO COJIb.

[00133] B HexkoTOprIXx BapuaHTax peanuszaimu kommnosurms X4P-001 copepsxur
coenunenue Gopmyssl I wim ero ¢papmauestiuuecku npuemsiemyio cojb u I-1, -2, 1-3, I-
4, I-5, I-6 u I-7 v ux papmaneBTHIECKH IPHUEMIIEMbIE COJIH.

[00134] B HexoTOpHIX BapHaHTaX pealn3alll BBIPAXEHHOE B % Macc./macc.
KOJINUECTBO COEOUHEHHsS B mpemyioxkeHHON kommo3uiuu X4P-001 um3mepsitor mytem
CpaBHEHHsI MPOLIEHTA TUIOIIAAN YKAa3aHHOTO COeIMHEHHs Ha xpomarorpamme BOXX c
JOOBIMH  IPYTUMH  CO€IUHEHUSMH, TPHUCYTCTBYIOIIMMH B kommo3uimu X4P-001.
Harnpumep, npu usmepennu ykasaHHeiM criocobom 0,2% macc./macc. coenunerus: 1-6,
npucyTcTByomero B komrnosuuuu X4P-001, coneprkameii I-6 u coenriHeHue (GopmyJibl
I, o3HauaeT, 4yTO yKazaHHAs KOMIMO3UIMA coaepkuT I-6 ¢ BeIpakeHHOU B % TUIOMAIbIO
muka 0,2% u coenunenue Gopmynsl I ¢ BeipakeHHON B % IUIOMIAABIO MHKA COTJIACHO
BOXX 99,8%. B npyrux BapuaHTax peammsanudd % Macc./MacC. H3MEPSIIOT C
MPUMEHEHUEM JAPYTUX CPEACTB, M3BECTHBIX CHELHAINCTY B JAaHHOW OOJIACTH TEXHHKH,
TaKHMX KaK CPEACTBA, OTNIFCAHHBIE B HACTOSIIEM H300pETEHUH.

[00135] B omHOM u3 acmeKTOB HACTOSIMIErO H300peTeHHs TPemyiokeH Crocod
MoJIyueHus: npeioxeHHod kommosuumn X4P-001, npuueM yka3zaHHYH KOMITO3HULIUEO

MOJIy4arOT IO CYIIECTBY, KaK OMHCAHO B MpuMepax U QUIrypax HACTOSIIETO JOKYMEHTA.
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[00136]

B APYyromM acCricKTe HaCTOAICTO I/I306pe’IeHI/I$I NpeIIOKEHO COCIUHEHUC,

BBIOpAHHOE U3 COSAMHEHHH, MMPEeICTaBIEeHHBIX B Tabmaune 1 Hioke.

Tab6anna 1: Tunuuynbie COeAHUHEHHs COTJIACHO HACTOSIIIEMY H300peTeHHI0
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[00137] B HexOoTOpBIX BapHaHTaX peaN3aLH HACTOSLIErO U300peTeHNUs MPEIOKEHO
COEAMHEHUE, TMpencTaBJieHHOe B Tadaume 1 Beime, wuiau ero ¢apmaneBTHYECKU
npuemMJsieMasi COoJib.
[00138] B HexOTOpBIX BapHaHTaX PeATM3ALMHU HACTOSILIEro N300pETeHUs MPEJIOKeHa
(dapmarieBTHYeCKas KOMIIO3ULMSI, KOTOpasi CONEPKUT coenuHeHre Gopmyisl I wim ero
dapmareBTUYeCKH MPUEMJIEMYIO COJIb U [0 MEHbINed Mepe OIHO M3 COeqMHEHHH,
NpenCTaBieHHbIX B Tadmauue 1 Boinre, Wi ux (HapMaLeBTHUSCKH MPUEMIIEMBIX COJIEH.
VYkazaHHas KOMMO3WLMS MOXeT comepxkarb 1, 2, 3, 4, 5, 6 wnu 7 U3 yKa3aHHBIX
coenuMHEeHWH. B HEKOTOPBRIX BapHaHTaX peaTu3alud YKa3aHHAas KOMIIO3ULIUS He
comepkut coeauHeHus I-4 B neTeKTHUpPyeMOM KOJIMYEeCTBE. B HEKOTOPHIX BapHAHTaX
peanu3aumy yKa3aHHas KOMITO3HULMSI He comeput coenuHenus I-1 B metekTupyeMom
KoJInuecTBe. B HEKOTOPRIX BapHaHTaxX peann3alyy YKa3aHHAs KOMITO3ULUS HEe COAEPKUT
coenuHenuii I-1 u I-4 B meTekTHpyeMOM KOJIMYECTBE.
[00139] Kak mpasmio, % macc. Kaxaod nmpumecu ompeaessitoT cortacHo BOXKX u
M3MEPSIOT WM TIEPBOHAYAIBHO, WIH TIOCJIe XPAHEHHUSI U Heo0sS3aTeIbHO Ha MOCTOSIHHON
OCHOBE B TeueHHe cpoka rogHoctu kommosuruu X4P-001. B HexkoTophIX BapuaHTax
peanu3aumy CoAep KaHue MPUMECH U3MEPSIIOT MOCJe XPAHSHUs YKa3aHHOW KOMIIO3ULIUN
B CTPECCOBBIX YCJIOBUSIX, KOTOpBIE MPEACTABISIOT COOOW YCJIOBHS TOBBIIIEHHOMN
TEeMIepaTyphl, BIAKHOCTA WIA U TOTO, U APYroro, MpUMEHsIeMbIe i anlpOKCUMALIUN
s dexTa IIUTEILHOTO XPAHEHHS B YCJIOBUSX OKPYKAKOIIEH CPEIbL.
[00140] B HexoTOpBIX BapHaHTax peamusalmu coeavHeHue Qopmysel I win ero
dapmalieBTHUECKH TpHeMJieMas COJib MNPUCYTCTByeT B kommnoduumu X4P-001 B

KOJIMYECTBE M0 MEHbIen Mepe mpumepHo 96, 97, 97,5, 98, 98,5, 98,7, 98,9, 99,0, 99,1,

41



99,2, 99,3, 99,4, 99,5, 99,6, 99,7, 99,75, 99,8, 99,85, 99,9, 99,95, 99,97 unmu 99,999
MaCCOBBIX TMPOLIEHTOB, TIE TMPOLIEHTHBIE COAEpKaHUs IPUBEACHBI W3 pacuera Ha
cBOOOHOE OCHOBaHUE CoenrHeHus u oburyro maccy xkommnosuiuu X4P-001. B mpyrux
BapuaHTax peanuzaunn kommosumms X4P-001 coxmepxur He Oosee yem mpumepHo 2,0
npoLeHTa romany corsiacHo BOXKX B obmieli CiioXHOCTH OpraHYecKUX npuMeced Hin
B IPYTUX BapHWaHTaX peaju3aiuu He OoJiee yem mpumepHo 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 vt 0,001 mporieHTa roniaan coryiacHo
BOXX B 0o0meil CI0KHOCTH OPraHUYECKUX MPUMECEeH OTHOCHTENIBHO OOIIel Iuiomanu
xpomarorpammsl BOXKX.

[00141] B gpyrux Bapuanrax peanuzarmu kommnosuius X4P-001 cogepxur He Gonee
yem 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 uym 0,001 mpouenTa momanu (n3mepeHHoro ¢ nomomeo BOXX) coenunennit I-
1, I-2, I-3, I-4, I-5, 1-6 u I-7 otHOCUTENBHO O0IIel momanu xpomarorpammsl BOXKX.
[00142] B pgpyrux BapuaHtax peanuszammu kommosuums X4P-001  comepskur
coenuHenne Gopmyasl I wmn ero apmarneBTHYeCKH NPUEMIIEMYIO COJIb M OJHO HJIH
OoJiee MOTOMHUTENBHBIX coenuHeHui, BeiOpanHbix u3 I-1, I-2, I-3, 1-4, I-§, 1-6 wn I-7,
win ux (papmaleBTUYeCKU TNPUEMIIEMBIX COJIed U 10 MEHbIIeH Mepe OIuH
(dapMarieBTUUECKH TPHUEMIJIEMBbIM HOCHTEIb. B HEKOTOPBIX BapHUaHTaxX peaTu3alliu
kommosuiums X4P-001 comepxut coemunenvie opmyssl I win ero ¢dapmareBTHUECKH
MPUEMJIEMYIO COJIb B KOJIMYECTBE OT IMPUMEPHO | MAacCOBOTO MPOIEHTA A0 NMIPUMEPHO 99
MAaCCOBBIX TMPOLIEHTOB, TAE€ TMPOLIEHTHBIE COAEpP)KAaHUs TPUBEACHBI M3 pacuera Ha
cBOOOAHOE OCHOBAaHHE YKA3aHHOTO COENWHEHHUS W Ha OOMIyI0 Maccy KOMIO3uIuu X4P-
001. B mpyrux Bapmantax peanmzarmu kommosuuus X4P-001 compepxut He Gosee uem
npumepHo 2,0 mporeHTa miomanu cornacio BOXKX B o0meli ClIOXHOCTH OpraHUYeCKUX
npuMecel WM B APYIHMX BapuaHTaxX peanusanuu He 6osiee ueM mpumepHo 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 mpouenTta miomanu cornacio BOXKX B obmed cioxHOCTH
OpraHUYECKHUX NpUMecel OTHOCUTENIBHO o0mmeit miomanan xpomarorpammer BOXX.
[00143] B HexkoTOpBIX BapuUaHTaX peaM3alid OAHO WIH Oojiee COeIUHEHUH,

BeiOpanubix w3z I-1, I-2, I-3, 14, I-5, 1-6 wm I-7; wiu ux ¢dapmaieBTHIECKH
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MPUEMJIEMBIX COJIEll COBMECTHO MJIM IO OTHEIBHOCTH COCTaBisitoT nmpumepHo 0,01-0,20
npoLeHTa Iiomanu xpomarorpammbel BOXX otHOcHTensHO coemuHeHust ¢opmyiier |
win ero (apManeBTHUSCKH NMPUEMIIEMON coli. B HEKOTOPHIX BapUaHTaX pealn3aluu
onHo uiu Oonee coennHeHud, BeibpanHbix u3 I-1, 1-2, I-3, I-4, I-5, I-6 wnu I-7; unn ux
(dapMarieBTUYECKH TTPUEMJIEMBIX COJIEH COBMECTHO WJIM IO OTHEJIBHOCTH COCTABJISIOT
mpumepno 0,02-0,18, 0,03-0,16, 0,05-0,15, 0,075-0,13, 0,09-0,1, 0,1-0,2 nmm 0,15-0,2
nporneHTa miomanu xpomarorpammel BOXX otHOcuTensHO coemuHeHust ¢opmyier |
win ero (apManeBTHYSCKH IPUEMJIEMOH Coli. B HEKOTOPBIX BapHaHTaX pealn3aLud
BhIIIEyKa3aHHbIE TPOLIEHTHI IIomaau xpomarorpammel BOXKX mu3MepstoT OTHOCHUTEIEHO
obmeli mromanu xpomatorpammbl BOJXKX, a He OTHOCHTENBHO IUIOIIAAH MHKA
coenunenus popmyJisl I win ero gapmareBTHIeCKH IPHUEMIIEMOM COTH.

[00144] B HexoTOpBIX BapuUaHTaxX pealM3aldd OOHO WK OoJiee COeIMHEHUH,
BeiOpanabix w3 I-1, I-2, I-3, 14, I-5, 1-6 wm I-7; win ux ¢dapmaueBTHUECKU
MIPUEMJIEMBIX COJIEH COBMECTHO WJIHM IO OTAEIBHOCTU COCTABJISIIOT MEHEe 4eM IMPHUMEPHO
5,0 maccoBeix mpoueHtoB (% wmacc./macc.) win npumepno 0,01-5,0% wmacc./macc.
OTHOCHTENBHO coenuHeHust popmyibl I vtk ero gapmarneBTHUYECKH MpUeMyIeMOi con. B
HEKOTOPBIX BAPUAHTAX PeaIM3allii OJHO WK 00jiee coenuHeHui, BeiOpannbix u3 I-1, I-
2, 1-3, I-4, I-5, 1-6 wiu I-7; wnn ux dapmareBTUUECKH MMPUEMIIEMBIX COJIEH COBMECTHO
WIN TI0 OTAEIbHOCTH COCTaBJISIOT MeHee YeM mpumMepHo 3,0% macc./Macc. KOMIO3HULINH
X4P-001 unu cocrasasior mpumepuo 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 wnwm
npumepno 0,1-0,5% macc./macc. kommnosuipu X4P-001.

[00145] B HekoTOpBIX BapHWaHTaX peau3aliy O0Iee KOJIUYECTBO OPraHHYECKHX
TpUMecel, BKITIOUas OJHO Wiu Oonee coenuHeHud, BeiOpannbiX u3 I-1, 1-2, I-3, 14, I-5,
I-6 wm I-7; win ux ¢papManeBTHYECKH MPHEMJIEMBIX COJIEH, COCTaBJISIET MEHee 4YeM
npumepHo 0,05% wmacc./macc., mpumepuo 0,1, 0.5, 1,0, 2,0, 3,0 wmu npumepuo 4,0%
Mmacc./macc. win MeHee koMmmnosuipn X4P-001. B HexkoTOphIX BapHaHTaxX pean3aLyd
o0lllee KOJMYECTBO OPraHUYECKHUX MpUMecel coctaBiser npumepHo 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 wmu npumepno 0,1-0,5% macc./macc. kommosutimu X4P-001.

[00146] B HexkoTOpeIX BapuaHTax peanuzauuu kogudectso I-1  wumu  ero
(dapmarieBTUYECKH MNPUEMJIEMOM COJIM COCTaBIsieT MeHee 4yeMm mpumepHo 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% wmm 0,01% wmacc./macc. xommosurmu X4P-001. B
HEKOTOPBIX BapuaHTax peanmuszauuu I-1 wim ero ¢papMareBTHUECKU MPUeMJIeMasi COJIb He
SIBJISIETCS. IETEKTUPYEMOI.

[00147] B HexkoTOpRIX BapuaHTax peanuzauuu kogudectso I-2  wumum  ero
(dapmarLieBTUUECKH MPUEMJIEMON COJIM COCTaBisieT MeHee deMm mpumepHo 0,3%, 0,2%,
0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wmu 0,01%
macc./macc. kommnosuru X4P-001.

[00148] B HexoToprIXx BapuaHTax peanuzanmu kojumuectso I-3  wmmm  ero
(bapmareBTUYeCKH MTPUEMIIEMOH COJIM COCTaBisieT MeHee dyeM mnpumepHo 0,4%, 0,3%,
0,2%, 0,1%, 0,09%, 0,08%, 0,07%, 0,06%, 0,05%, 0,04%, 0,03%, 0,02% wmu 0,01%
macc./mMacc. komnosurmu X4P-001.

[00149] B HexkoTOpRIX BapuaHTax peanu3auuu koJymdectso I-4 wmm  ero
(dapmMarieBTHUECKH MPUEMJIEMOM COJIM COCTaBjsieT MeHee 4em mnpumepro 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% wnn
0,01% macc./macc. kommnosutmu X4P-001. B HekoTopeix BapuaHTax peanusaunu I-4 vmu
ero (apManeBTHUECKU MpUeMIIeMast COJIb He SIBIISIeTCS IETEKTUPY EMO.

[00150] B HexoTophIXx BapuaHTax peanuzamuu koynmdectso I[-S  wmm  ero
(dapMarieBTHUECKH MPUEMJIEMOM COJIM cocTaBiisieT MeHee 4yeMm mpumepHo 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% wn
0,01% macc./macc. kommosuu X4P-001.

[00151] B HexkoTOpeIX BapuaHTax peanu3auuud kojudectso I-6 wimm  ero
(dapmarieBTHUECKH MPUEMJIEMON COJIM cocTaBiisieT MeHee dem mpumepro 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% wnn

0,01% macc./macc. kommoswm X4P-001.
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[00152] B HexkoTOpeIX BapuaHTax peanuzauuud koaudectso I-7 wmum  ero
(dapmarieBTUUECKH MPUEMJIEMON COJIM COcTaBisieT MeHee deMm mpumepHo 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% wnm
0,01% macc./macc. kommosum X4P-001.

[00153] B HexkoTOpeIX BapuaHTax peanuzauuu kogudectso I-1  wumum  ero
(dapmarieBTHUECKH TIpHEeMJIEMON coyii cocTaBiseT oT mpumepHo 0,001 mo mpumepHO
1,1%, ot mpumepno 0,01 no mpumepno 1,1%, ot nmpumepno 0,01 no npumepno 0,8%, ot
0,01 no mpumepno 0,7%, ot npumepno 0,01 mo mpumepno 0,6%, ot 0,01 o mpumepHO
0,5%, ot 0,01 mo mpumepno 0,4%, ot 0,01 mo mpumepno 0,3%, ot 0,01 no mpumepHO
0,2%, ot 0,01 mo mpumepno 0,1%, ot 0,01 mo mpumepuo 0,09%, ot 0,01 go mpumepHO
0,08%, ot 0,01 go mpumepno 0,07%, ot 0,01 mo mpumepHo 0,06%, ot 0,01 1o nmpumepHO
0,05%, ot 0,01 mo mpumepuo 0,03% wmu ot 0,01 mo mpumepno 0,02% wmacc./macc.
xoMmmosuumu X4P-001.

[001S4] B HexkoTOprIX BapuaHTax peanuzanuu kojudectso I-2  wmm  ero
(dapmarieBTHYECKH TpHeMJIEMON coyii coctaBisieT oT mpumepHo 0,001 mo mpumepHO
0,3%, ot nmpumepHo 0,01 mo mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 no
mpumepno 0,1%, ot 0,01 mo mpumepHo 0,09%, ot 0,01 mo nmpumepro 0,08%, ot 0,01 mo
mpumepHo 0,07%, ot 0,01 go npumepro 0,06%, ot 0,01 mo mpumepuo 0,05%, ot 0,01 o
npumepro 0,03% v ot 0,01 go mpumepro 0,02% macc./mace. kommosuiu X4P-001.
[00155] B HexkoTOpeIX BapuaHTax peanu3auuud koymyectso I-3 wmm  ero
(dapmarieBTHUECKH TpHeMJIEMON coyii coctaBisseT oT mpumepHo 0,001 mo mpumepHO
0,4%, ot mpumepHo 0,01 go mpumepHo 0,4%, oT ipumepro 0,01 mo mpumepuo 0,3%, ot
0,01 mo mpumepno 0,2%, ot 0,01 mo mpumepno 0,1%, ot 0,01 mo mpumepnro 0,09%, ot
0,01 go mpumepno 0,08%, ot 0,01 mo mpumepHo 0,07%, ot 0,01 no mpumepuo 0,06%, oT
0,01 no mpumepno 0,05%, ot 0,01 no mpumepuo 0,03% wnu ot 0,01 mo mpumepno 0,02%
Mmacc./mMacc. komnosurmu X4P-001.

[00156] B HexkoTOpeIX BapuaHTax peanu3auuud kojudectso I-4 wnmm  ero
(dapmarieBTHUECKH TpHeMJIEMON coyii cocTaByisseT oT mpumepHo 0,001 mo mpumepHO
0,5%, ot mpumepno 0,01 no mpumepno 0,5%, ot mpumepno 0,01 no npumepno 0,3%, ot
0,01 mo mpumepno 0,2%, ot 0,01 mo mpumepnuo 0,1%, ot 0,01 mo mpumepno 0,09%, ot
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0,01 no mpumepuo 0,08%, ot 0,01 mo mpumepno 0,07%, ot 0,01 g0 mpumepuo 0,06%, ot
0,01 no mpumepno 0,05%, ot 0,01 mo mpumepuo 0,03% wnu ot 0,01 no mpumepuo 0,02%
Mmacc./mMacc. kommosurmu X4P-001.

[00157] B HexkoTOpeIX BapuaHTax peanuzauuu koaudectso I-S5 wmm  ero
(dapmarieBTHUECKH TIpHEeMJIEMON coyii cocTaBisseT oT mpumepHo 0,001 mo mpumepHO
0,5%, ot mpumepHo 0,01 go mpumepHO 0,5%, oT mpumepro 0,01 go mpumepHo 0,4%, OoT
npumepHo 0,01 no mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 o mpumepHO
0,1%, ot 0,01 mo mpumepuo 0,09%, ot 0,01 no mpumepno 0,08%, ot 0,01 o mpumepHO
0,07%, ot 0,01 go mpumepuo 0,06%, ot 0,01 no mpumepno 0,05%, ot 0,01 o mpumepHO
0,03% wmu ot 0,01 go mpumepno 0,02% macc./macc. kommosurmu X4P-001.

[001S8] B HexkoTOprIX BapuaHTax peanuzalmy kojgumuectso I-6 wmm  ero
(dapmarieBTHYECKH TIpHEeMJIEMON coyin coctaiseT oT npumepro 0,001 no mpumepHo
0,5%, ot mpumepuo 0,01 no mpumepno 0,5%, ot mpumepno 0,01 no mpumepno 0,4%, ot
npumepro 0,01 mo mpumepro 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 no mpumepHo
0,1%, ot 0,01 go mpumepno 0,09%, ot 0,01 no mpumepno 0,08%, ot 0,01 no mpumepHO
0,07%, ot 0,01 mo mpumepno 0,06%, ot 0,01 mo mpumepno 0,05%, ot 0,01 1o mpumepHO
0,03% wmmu ot 0,01 go mpumepro 0,02% macc./macc. kommosurmu X4P-001.

[00159] B HexkoTOpeIX BapuaHTax peanu3auun koyumdectso I-7 wimm  ero
(dapmarieBTHUECKH TpHeMJIEMON coyii coctaBisseT oT mpumepHo 0,001 mo mpumepHO
0,5%, ot mpumepno 0,01 no nmpumepno 0,5%, ot npumepno 0,01 go mpumepno 0,4%, oT
npumepHo 0,01 mo mpumepno 0,3%, ot 0,01 mo mpumepno 0,2%, ot 0,01 1o mpumepHO
0,1%, ot 0,01 mo mpumepuo 0,09%, ot 0,01 no mpumepnHo 0,08%, ot 0,01 mo nmprmepHO
0,07%, ot 0,01 no mpumepuo 0,06%, ot 0,01 mo mpumepuo 0,05%, ot 0,01 mo mpumepHO
0,03% wmu ot 0,01 go mpumepno 0,02% macc./macc. kommosurmu X4P-001.

[00160] B HexOTOPHIX BapHAHTAX PEATU3ALMH KOJUYECTBO JIFOOBIX AOTIOTHUTEIBHBIX
WJIN HeU3BeCTHBIX npumeceit B kommnoznuuu X4P-001 cocrasnsier ot mpumepno 0,01 o
npumepHo 0,2% macc./Macc. yKa3aHHOM KOMITO3HLIMH.

[00161] B HexkoTOpHIX BapUaHTaX peATU3ALHMH KOJUYECTBO M-THAPOKCHOSH30MHON
KHCJIOTHI, IPUCYTCTBYIOWEe B komno3unuu X4P-001, cocrasnser ot npumepno 0,01 go

npumepHo 0,5% macc./mMacc. yKa3aHHOW KOMIO3HWLMU. B HEKOTOpPBIX BapuUaHTax

46



pean3anyy yKa3aHHas KOMITO3ULIUS IO CYIIECTBY HE COAEPKUT N-TUAPOKCHOSH30MHOM
KUCJIOTHl. B HEKOTOpBIX BapHaHTax pealn3alud N-TUAPOKCUOEH30HHas KHCIOTa He
MPHUCYTCTBYET B YKA3aHHOW KOMITO3UIIMH B JIETEKTUPYEMOM KOJM4ecTBe. B HEKOTOpBIX
BapuaHTax peanusaunu kommosuiust X4P-001 comepxur coemuuenue ¢opmyssl I mim
ero ¢apmMaleBTHYECKH MPUEMJIEMYIO COJIb U HE COAEPIKUT coenunenus Gopmyisl I-4 wu
ero (apMaleBTUIeCKH MPUEMJIEMOH COJIU B IETEKTUPYEMOM KOJINYECTBE.

[00162] B HexoTOpBIX BapHaHTax peaju3aluy XupajibHas YUCTOTa KoMIo3uuuu X4P-
001 cocraBnsier o MeHbIel Mepe mpuMepHo 97% sHaHTHOMEpHOTO M30bITKA (% ee). B
HEKOTOPBIX BapHAHTAX pEAIM3ALMH XHPAIbHAas1 4YHCTOTa coeauHeHus (opmyser |
COCTaBJISIET MO MeHbIIeH Mepe 97% ee. B HEKOTOPBIX BapHaHTaX pean3aLry XUPAIbHAs
yrcToTa coenuHeHust popmyuiel I cocTapiser o meHbmeil Mepe 98% ee. B HeKoTOpBIX
BapUaHTAX pean3alyyl XHUpajbHas 4YUCTOTAa coenuHeHus Qopmyssl I cocrtaBisier mo
MeHbIIeld Mepe 99% ee. B HEKOTOpBIX BapHaHTaX peAM3aLUH XUPAIbHA YHCTOTA
coenunrenust popmyJsl I coctaBiser mo menbmeit mepe 99,1, 99,2, 99,3, 99,4, 99,5, 99,6,
99,7, 99,8 unu 99,9% ee.

[00163] B HexOTOPBIX BapHaHTaX PeATU3AMH HACTOSLIETO U300PEeTEHUS TTPEMITOKEHO
000€e CoeMHEHHE, OTIMCAHHOE BBIIIE U 30eCh, B M30JIMPOBAaHHON (opme. B kOHTEKCTE
HACTOSIIETO OMHUCAHHWS TEPMHH «H30JIMPOBAHHBIN» O3HAYAET, 4YTO COEOUHEHHE
obecrieuero B (Gopme, KOTOpas OTAeSeHa OT APYrUX KOMITOHEHTOB, KOTOPBIE MOLYT
MPUCYTCTBOBATH B OOBIYHOM Cpelie, OKpyXKalolel yKka3zaHHOe coequHeHne. B HeKOTOphIX
BapHaHTaX Peau3allii U30JUPOBAHHOE COEIUHEHHE HAaXOOUTCsS B TBepaoil ¢opme. B
HEKOTOPBIX BAPUAHTAX pPeaTHu3allyd H30JIMPOBAHHOE COSNHMHEHHE HUMEeT YHCTOTY I10
MeHbIIeH Mepe npumepHO 50%, OmpeneNieHHyH C MOMOINBIO IMOAXOISLIEr0 MEeToAa
B3OXXX. B HekoTOpIX BapuaHTaX peajH3alHiyd H30JUPOBAHHOE COENHHEHHE HMEET
YUCTOTY 1O MeHbInel Mepe mpumepHo 60%, 70%, 80%, 90%, 95%, 98%, 99%, 99,5%,
99,6%, 99,7%, 99,8%, 99,9%, 99,95%, 99,99% wumm 99,999%, omnpeneneHHyIO C
MoMOIbI0 noaxoaamero mMetona BOXXX. BripakeHHas B mMpOIEHTaX YUCTOTA MOJKET
OBITH M3MEpeHa M0 MAaCCOBOMY MPOLIEHTY skeflaeMoro coenuHenus (% macc./macc.), mo %
IUTOIIAAN OTHOCHUTENIbHO OO0med rromanu xpomatorpammel BOXX wmm gpyrumm

CIIoco6aMu, U3BECTHLIMM B HAHHOI 00JIaCTH TEXHUKH.
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[00164] Cnocobbl mony4eHHUs] U aHAN3a, NMPUMEHUMbIE K HEKOTOPBIM COEIMHEHHSM
COIJIACHO HacrosimeMy u3zo0peteHuto, ommcanel B US 7354934, WO 00/56729, USSN
60/232891 u USSN 60/234510, a takxe B An, H.; Wang, T.; Mohan, V.; Griffey, R. H
Cook, P. D. Tetrahedron 1998, 54, 3999-4012; monHOe coAep’kaHHE KaXIOTO M3
KOTOPBIX BKJIFOUEHO B HACTOSIIEE OMHCAHUE MTOCPEACTBOM CCHLIKH.

[00165] IlIpennoxeHHblE COEOUHEHUS MOTYT OBITH OYMIIEHBI JIIOOBIMH CIIOcO0aMHy,
W3BECTHBIMH B JAHHON OONMacTH TeXHHWKH. Takue crocoObl BKJIIOYAKOT, HAIMPUMED,
KOJIOHOUHYIO XpOMaTorpauio Ha CHIIMKAaresie; >KHAKOCTHYIO XpoMaTorpaduio cCpeaHero
nasieHust (QKXCJI); Bbicokod(hdeKTUBHYIO KUIKOCTHYIO xpomarorpaduro (BDXKX);
npenapatuBHyto BOXX (mpen-BOXKX), dmdm-xpomarorpadpuio (OX); KUIKOCTHYIO
xpomarorpaduro (KX), cepxkpurnueckyro ¢urounayo xpomarorpadpuio (COX);
toHkochoiHylo  xpomatorpaduro  (TCX); mpemaparuBayro TCX (mpen-TCX);
KUIOKOCTHYIO Xpomarorpaduro-macc-crnekrpomerputo (KX-MC, XKXMC umu XKX/MC);,
MEePEeKPUCTALIN3ALMIO, OCAKACHHWE;, pacTUpaHWe B  IOPOLIOK, JUCTHIUISLUIO;
NEePUBATU3ALMIO, KUCJIOTHO-IIEJIOYHYIO SKCTPAKLIMIO H TOMY ITOJI00HOE.

[00166] TepMuH «OUYHINEHHBINY», «B OUHINEHHOW (POpME» HIIH «B H3OJHUPOBAHHON U
OuUMINEHHONW (QopmMe» [UISI COEAMHEHUsS OTHOCUTCS K (DU3HYECKOMY COCTOSHHUIO
YKa3aHHOTO COEOUHEHHs TOCIe €ro BBIAENIEHHS B MPOLIECCE CHUHTe3a (HampuMep, U3
PEeaKIMOHHON CMeCH), WJIM W3 MPUPOAHOrO HMCTOYHHKA, WUJIM UX KOMOMHAMH. Takum
00pa3oM, TEPMHH «OUYHILEHHBIN», «B OYHMIIEHHONW (hOpMe» WIH «B H30JHPOBAHHOH U
OuUMINEeHHONW (QopMe» Uil COEAMHEHUs OTHOCUTCS K (DU3UYECKOMY COCTOSHHUIO
YKa3aHHOTO  coefuHeHWsi (WIM ero TayToMepa WIH CTepeou3oMepa, WM
dapmalieBTUYECKH TPUEMJIEMON COJIM  WJIM COJIbBaTa YKa3aHHOTO COEIUHEHUS,
YKA3aHHOTO CTepeoM30OMepa WM YKA3aHHOTO TayToMepa) IOCIe ero IONy4YeHUs B
MpOLIECCE OYNUCTKU MITH B PE3YJIbTATe MPOLIECCOB, OMMCAHHBIX B HACTOSIIEM H300pETEeHUN
WIA XOPOIIO HW3BECTHBIX CIELHAINCTY B MOaHHOH OONACTU TeXHUKU (HAmpuMmep,
xpomarorpaduy, MePeKpUCTALIM3ALUA U TOMY MOAOOHOr0), C AOCTATOYHOW YHUCTOTOM,
4T100BI MOAXOAUTH IJIs MPUMEHEHHUs In VIVO WIH MEIULUHCKOTO MPUMEHEHUs], H/Hin

YTOOBI €ro MOKHO OBLIO OXapaKTepU30BaTh € IMOMOIIBKO CTAHOAPTHBIX aHAJIUTHYCCKHX
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METOZIOB, OITMCAHHBIX B HACTOSIIEM H300pETEHNH W XOPOIIO U3BECTHBIX CIEIIHATCTY
B JAHHOU 00JIACTH TEXHUKH.

[00167] TepMuH «AETEKTUPYEMOE KOJMUYECTBO» B KOHTEKCTE HACTOSILEr0 OIMCAHUS
OTHOCUTCS K KOMIIOHEHTy, TPHCYTCTBYIOIeMy B oOpasie, Hampumep o0Opasie
npeasioxkeHHoNH koMnozuun X4P-001, koTOpeli NPUCYTCTBYET MO MEHbIIEH Mepe B
KOJIMYECTBE, KOTOPOe MOKET OBITh OOHAPY’KEHO C MOMOINBIO AHAJTMTHYECKUX CPEICTB,
M3BECTHBIX B JaHHOW oOnactu TexHuKU. Hampumep, B HEKOTOPBIX BapUaHTaX
peann3auy «IeTeKTUPYyeMOoe KOJIHYECTBO» MpenacTaBisieT coOoil Mo MeHblIed Mepe
KOJINUECTBO, AeTekTrpyemoe ¢ nmomoimsio BOXX, XKX-MC, macc-cnekrpomerpuu, AMP
WIH JPYT'HX aHAIUTUYECKHX METOAOB, M3BECTHBIX CIIELUAIMCTY B AAHHON objactu
TEXHUKU WJIH OMHCAHHBIX B HACTOSIIEM U300PETEHHH.

[00168] Cmecu nuactepeoMepoB MOTYT OBITh  pa3fefieHbl HAa  OTAENbHBIC
OMACTEPEOMEePbl UCXOMs M3 HX (PH3HKO-XUMHUYECKHX pasInduil crocobaMu, XOpOLIo
M3BECTHBIMH CHELUATUCTAM B MAHHOW OOJIACTH TEXHHWKH, TaKUMU Kak, Harpumep,
xpomarorpadust u/wim (PpakUMOHHAS KPUCTAUIM3ALMS. JHAHTHOMEPBI MOTYT OBITh
pasfeneHsl IMyTeM IPEeBpallleHUs CMEeCH SHAaHTHOMEpPOB B CMeECh QUACTePEOMEPOB B
pesysibTare peakurdy ¢ MOAXOMALINM ONTUYECKH aKTUBHBIM COEOMHEHHEeM (Hampumep,
XUPAJBHBIM BCIIOMOTATEJIbHBIM ~ BEIIECTBOM, TAKUM KaK XHPAJIBHBIA CIHPT WJIH
XJIOPAHTUAPUI KUCIOTEI Moimepa), pasmeieHus TUACTEPEeOMEPOB M TMPEBpPAIleHHUS
(HarpuMep, TyTeM THOPOJIN3a) OTHENBHBIX IHACTEPEOMEPOB B COOTBETCTBYIOLIHE
YUCTBIE DHAHTUOMEPHI. JHAHTHOMEPHI TAKKEe MOTYT OBITh pasleieHbl C TOMOIIBIO

KOJIOHKH JiJ1s1 XupanbHoi BOXKX.

4. Ipumenenus, npuzomoe/ienue u ggeoenile

Dapmayesmuyiecku npuemiemsie KOMROZUUUU
[00169] B onHOM M3 acmeKkTOB HACTOSAINIEr0 H300pEeTeHHsS MpeiosKeHa KOMITO3UIIUSA
X4P-001, comepkamias MpeIOKEHHOE  COeOUHEHHe, ero  (papmaleBTHYeCKH
OpUEMJIEMYIO  COJIb  WJIKM  (papMaLIeBTUYECKH TMpPUEMJIEMOE TMPOHM3BOOHOE WU
npemiokeHHyr0  kommosuimio  X4P-001  u  dapmaneBTHyecku — mpuemiieMoe

BCIIOMOI'aTC€JIbBHOC BCIICCTBO, HOCHUTCIIb, aABIOBAHT WJIHW HECYHIYIO Cpeay. Kommuectro
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COEMHEHNSI B KOMIIO3HMLIMSIX COTJIACHO HACTOSIIEMY H300pEeTeHHI0 TaKOBO, YTO OHO
spaisiercst 3 ekTBHBIM s moanarouierocs: u3mepenuo uHruouposanus CXCR4 vnwm
ero MyTaHTa B OuoJIorMueckoM oOpaslie WM y TauueHTa. B HEeKOTOPHIX BapHaHTax
peayM3ali  KOJMYECTBO COEAUHEHHST B KOMIO3UIMSIX COTJIACHO HACTOSLIEMY
n300peTeHuto sBisieTcs 3¢ PeKTUBHBIM Jisl MOAJAOIIErOCs U3MEPEHHI0 HHTHOUPOBAHUS
CXCR4 vnu ero myTtanTa B Omojiornyeckom obOpasie Wik y mamnueHTa. B HekOTOphIX
BapHaHTaX  pealn3aly  KOMIIO3WLIMS  COMVIACHO  HACTOsAIeMY  HM300peTeHHIO
MPUTOTOBJIEHA Ui BBEIEHHUS TNALMEHTy, HYXKOAIoUIeMycs B TakoW kommo3unmu. B
HEKOTOPBIX BapHaHTaX peaM3aldy KOMIIO3HIIUS COIJIACHO HACTOSIIEeMy H300peTeHHIO
MIPUTOTOBJIEHA JJIs1 IEPOPATILHOTO BBEICHUS ITALIUEHTY.

[00170] TepmuH «IMaUMEHT» B KOHTEKCTE HACTOSIIIErO ONMUCAHUS O3HAYaeT )KUBOTHOE,
MPEANOYTUTENIEHO MIIEKOTTUTAIOIee U HauboJiee MpeArnouYTUTENIEHO YeJIOBeKa.

[00171] Tepmun «dapmaleBTHYECKH MPUEMJIEMBIH HOCHUTENb, aABIOBAHT WU
MEPeHOoCcsIasl cpefa» OTHOCHUTCS K HETOKCUYHOMY HOCUTENIO, aabIOBAHTy WU
nepeHocsIiell cpene, KOTopas He HeWTpanmsyer (apMaKoJOrHYeCKyr AaKTHBHOCTh
COGAWHEHUS, B COCTaB C KOTOPBIM OHa BXOaWT. (DapMareBTUYecKu IpHEeMJIEMbIe
HOCHTEJIH, AIbIOBAHTBHl WJIM TEPEHOCSIIHE CPEeAbl, KOTOpPblE MOTYT NPUMEHSTHCS B
KOMITO3ULIUSAX COTJIACHO HACTOSIIEMY M300pETEeHHUIO, BKITIOYAIOT, HO HE OTPAaHHUYHUBAIOTCS
MMH, HOHOOOMEHHBIE BEIIECTBA, OKCHUZI AQIIOMHHHS, CTeapaT AJTIOMHUHHS, JISLUTHH,
CBIBOPOTOYHBIE OEJIKH, TaKkhe KakK ChIBOPOTOYHBIN albOyMUH uejioBeka, OydepHbie
BEIIECTBa, Takve Kak ¢GocdaTel, MIUIUH, COPOMHOBYIO KHCIIOTY, COpOaT Kaaus, CMECH
HETIOJIHBIX TJINLIEPUIOB HACBHIIIEHHBIX PACTHUTEBHBIX KHUPHBIX KHUCJIOT, BOAY, COJIH FUIA
AJIEKTPOJIUTHI, TAKHE Kak NpoTaMuHCybdaTt, ruapodocdar Harpust, rugpodocdar Kaaus,
XJIOpUI HATPHsl, COJIM LIMHKA, KOJUIOWAHBIA JHOKCHI KPEMHHS, TPHUCHIMKAT MAarHusl,
MOJIMBUHWINHPPOJIMAOH, BEImeCTBA HAa OCHOBE IEJUTIOJNO3bI, ITOJH3THUIICHIJIUKOIb,
HATPUUKApOOKCUMETHILIEIUTIONO3Y,  TMOJIMAKPWIATBl,  BOCKH,  OJIOK-COTIOJUMEPHI
TOJIMA THJIEHA Y TIOJTMOK CUTIPOTTIIICHA, TIOJTUATUIICHTJIUKOJIb U JIAHOJIHH.

[00172] «®dapmareBTHYECKH  MpHUEMJIEMO€ MPOW3BOAHOE»  O3HA4aeT JIIOOYIO
HETOKCHYHYIO COJIb, CJIOXKHBIN 3(QHpP, COJIb CIOKHOTO dpHUpa WIH APYroe MPOU3BOIHOE

COeMHEHUs] COTJIACHO HACTOSALIEMY HW300peTeHHIo, CrocoOHOe TIpH  BBENACHUH
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MOJIyYaTeNII0 HANPSMYI) WM ONMOCPENOBAHHO O0eCreuynBaTh COEOUHEHHE COTJIACHO
HACTOSIIIEMY U300PETEHUIO WJTH er0 aKTUBHBIM B OTHOIIEHUH MHTHOUPOBAHUS META00UT
WJIN OCTaTOK.

[00173] B xoHTekcTe HACTOSILEro OMMCAHHUSl TEPMHH «Ero aKkTHUBHBIM B OTHOIIEHUH
MHTUOMPOBaHNsS MeTa0OJIUT WM OCTATOK» O3HAYaeT, 4To MeTaboJHUT WU OCTaTOK
YKa3aHHOTO COeOUHEHMs Takke mnpexncrtasiser codoit marubutop CXCR4 wmm ero
MYyTaHTA.

[00174] Kommo3uuuu COrjlacCHO HACTOSIIEMY H300pEeTeHHI0 MOXKHO BBOJWTH
NEPOPAIBbHO, NAPEHTEPATHHO, C IOMOIUBIO CIPEsl AJIsi UHTALILUN, MECTHO, PEeKTAIBHO,
Ha3aJbHO, OyKKaJIbHO, BarMHAIBHO WJIM Yepe3 MMIUIAaHTHUPOBAaHHBIN pesepByap. TepMuH
«MapeHTepalbHBIM» B KOHTEKCTE HACTOSILNEr0 OMNMCAHMS BKJIIOYAeT METOAHUKHU
MOJIKOKHBIX, BHYTPHBEHHBIX, BHYTPHUMBIII €YHBIX, BHY TPHCYCTaBHBIX,
BHYTPUCHHOBUAIBHBIX, BHYTPUIPYAUHHBIX, HHTPATEKAIbHBIX, BHYTPUIIEYEHOUYHBIX,
BHYTPHUOYArOBbIX M BHYTPHUYEPENHbIX HHBEKIMH win wuH}y3uil. I[IpennodrurtensHO
yKa3aHHbIe KOMIIO3MLIMM BBOAST NEPOPAIBHO, BHYTPUOPIOIIMHHO HJIM BHYTPHUBEHHO.
CrepuiibHbIe HHBEKLIMOHHBIE (POPMBI KOMIIOZHLHI COTJIACHO HACTOSIEMY H300PETEHUIO
MOTYT TMPENCTABJIATE COOOM BOAHYKO WM MACISHUCTYIO CYCIEH3UI0. YKa3aHHBIE
CYCIIEH3UH MOJXKHO TIOJIyyaTh COTJIaCHO METOJaM, W3BECTHBIM B JAHHOW 0OJacTH
TEXHUKH, C TPUMEHEHHEM TMOAXOASIINX AUCIIEPTUPYIOMNX I CMAYHUBAIOLIAX areHTOB
U CyCHeHIupyromux areHToB. CTepuibHBIA Npernapar s MHBEKUHH TaKXKe MOXKET
MPEACTAaBIATE COOOM CTEpPHIBHBIA PacTBOp WM CYCIIEH3WIO JJII HWHBEKIUH B
HETOKCHYHOM TMapeHTepaATbHO MpHUeMIeMOM pa3baBUTeNe WIH PACTBOPUTEIE, HAIPUMED,
HAXOAWTHCS B BUAe pactBopa B 1,3-Oyranamone. K umciy mpuemieMbIX mepeHOCSImnx
cpen U pacTBopUTeNiel, KOTOPbIe MOKHO NMPHUMEHSITh, OTHOCATCS BOAA, pacTsop Punrepa
1 U30TOHUYECKHUI pacTBOp xyopuaa Hatpus. Kpome Toro, B kauecTse pacTBOPUTENIST WIIH
CyCHEHANPYIOLel cpeabl TPaAULMOHHO NPUMEHSIOT CTEPUIIbHBIE KUPHbBIE MACa.
[00175] [Hns ykxa3aHHOW LeNd MOXHO NPHUMEHSTh JI0OO0E JIErKoe XHPHOE Macjo,
BKJIIOUass CHUHTETHYECKHE MOHO- WM AUrjauuepuasl. KUpHBIE KHCIOTBHI, TaKhe Kak
OJICMHOBAasI KUCJIOTA U €€ TJIMLEePUIHbIE TPOU3BOAHEIE, MTOAXOAST ISl MPUMEHEHHUS IJIs

MOJIyYeHUs: COCTABOB il HHBEKLUH, PaBHO KaKk M HATypajbHble (apMaleBTUUECKH
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TpUeMJIEMbIe Macjia, TaKHe KaKk OJIMBKOBOE MAcJIO I KaCTOPOBOE MAacjo, B YACTHOCTH B
MX TIOJUOKCHATWIMPOBAHHBIX BapUaHTaX. YKa3aHHBIE MACJSHBIE pAaCcTBOPHI HIIH
CYCITEH3UH TaKXXe MOTYT COJEp)KaTh JIMHHOLIETIOYEYHBIM CIUPTOBOM pa3zbaBUTENb HIIN
OUCTIEPTUPYIOLNIMM  areHT, TakoH Kak KapOOKCHUMETWJILEIUTIONO03a, WM CXOJHBIE
IUCTIEPTUPYIONIME AareHThl, KOTOpble IIHPOKO MPHUMEHSIOTCS B IMPUTOTOBICHUH
(dapMalieBTUYECKH TMPUEMJIEMBIX JISKAPCTBEHHBIX (OpPM, BKIIKOYAs OMYJIBCHH U
cycrieH3ud. [lns meneil mpUroTOBJIEHHUS TaKKe MOXKHO IMPUMEHSTh U APyrue MIHPOKO
HCTIOJIb3yeMBbIe ITOBEPXHOCTHO-aKTUBHBIE BELECTBA, Takye Kak TBuHbI, CiaHel, U Ipyrue
OMyJBIUPYIOIIME AareHThl WJIM areHThl, YJIyYINaomue OHOMOCTYITHOCTh, KOTOPBIE
IIUPOKO TMPUMEHSIOTCS B HU3TOTOBJICHUHM (DapMAalEBTHYECKH TNPHEMJIEMBIX TBEPABIX,
KUIKUX WK UHBIX JIEKAPCTBEHHBIX (POPM.

[00176] ®apmaneBTHUUECKH MpHUEMJIEMble KOMIIO3ULIMU COMNIACHO  HAaCTOSIIEMY
M300peTEHNI0 MOYKHO BBOAHUTH MEPOPATBHO B JIFOOON MOAXOMSIIEH IJISi MEPOPaIbHOTO
NPUMEHEHHsT JIEKApCTBeHHOU (OopMe, BKJIIOYAs, HO HE OrPaHHYHMBASCh HUMH, KarCyJIbl,
TabJIeTKH, BOAHBIE CYCIEH3MM WJIM PacTBOpHL. B ciyuae TabieTok mis mepopaibHOro
NPUMEHEHUsI IIMPOKO HCIIONb3yeMble HOCHUTENIM BKJIIOYAIOT JIAKTO3y U KyKYPY3HBIH
kpaxmai. Taxxxe 0ObIYHO TOOABJISIIOT CMA3bIBAIOLIME areHThI, TAKUE KaK CTeapaT MarHws.
B cny4yae mepopansHOro BBeAeHUs B (OpMe KarCysl MOAXOMSINUE sl MPUMEHEHHs
pa3baBUTENM BKJIFOYAIOT JIAKTO3y M BBICYIIEHHBIN KyKypy3HbIM Kpaxman. Korma ms
MEPOPATLHOTO TMPUMEHEHHUs] TPeOyIOTCs BOAHBIE CYCIIEH3HMH, YKA3aHHBIM aKTHBHBIN
MHTPEANEHT OOBEUHSAIOT C 3MYJIbTUPYIOIUMH U CyCHeHOUPYIImUMu areHtamu. [lpu
HEOOXOAUMOCTH Tak)ke MOTYT ObITh J00aBJeHBl HEKOTOPBIE MMOACJANIHBAIOIINE,
apOMATH3UPYIOIIHE WA OKPAIIHBAIOIINE areHThI.

[00177] B xadecTBe anbTepPHATHUBHI (hapPMALEBTUUECKH IPUEMJIEMbIE KOMITO3ULIMH
COTJIACHO HACTOSIIEMY H300PETEHHIO MOYKHO BBOOUTH B (JOpME CYIO3UTOPUEB IS
PEKTaTBbHOTO BBENEHHUS. YKAa3aHHBIE CYMNIIO3UTOPHUH MOTYT OBITh IIOJIyUYEHBI ITyTEM
CMEIINBAHMS YKa3aHHOTO areHTa ¢ MOAXOISIIINM Hepa3apakaroIlUM BCIIOMOTATEIBHBIM
BEIIECTBOM, KOTOPOE SIBJISIETCS] TBEPABIM MPH KOMHATHOM TeMIrepartype, HO KUAKUM TPH

pPEeKTaTBHOU Temmeparype W, TakuM obOpa3om, OyAeT IJIaBUTBCS B MPSIMOM KHIIKE C
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BBICBOOOXKIEHHEM YKAa3aHHOTO JICKAPCTBEHHOTO cpencTBa. Takue BelmecTBa BKIIOYAIOT
MacJI0 KaKao, MYEITMHBIA BOCK U MOJIUATHJICHIJIMKOJIH.

[00178] @apmaneBTHUYECKH HpUEeMIIEMble KOMIIO3UIIMM COIJIACHO  HACTOSILEMY
M300peTeHNI0 TaKkke MOXXHO BBOJWUTH MECTHO, B YAaCTHOCTH, KOTZla MHIIEHb JICYSHHS
BKJIIOUAeT 0OJIACTH WJIM OPTaHbl, JIETKO JOCTYITHBIE ISl MECTHOTO ITPUMEHEHHS], BKITIOUast
3a0oyieBaHysl TJ1a3, KOXM WJIM HIDKHEro oThena kumiedHoro tpakra. I[logxonsmue
COCTaBBI JIJIs MECTHOTO BBEIEHMS JIETKO MOJYUYUTh JUIsl KQKIOM M3 YKa3aHHBIX o0JacTeit
WJTH OPTaHOB.

[00179] MecTHOE NpUMEHEHHE B CIy4ae HHXKHEro OTAeNa KUIIEYHOIO TPAKTa MOXKET
OBITH OCYLIECTBJICHO B COCTaBe VIS PEKTAJbHBIX CYIMIIO3UTOPHEB (CM. BBINIE) HJIU B
MONXOASINEM  COCTaBe Juisi KIu3Mbl.  Takke MOKHO TPUMEHSATh  MECTHbIE
TpaHCAEPMAJIbHBIE TUIACTBIPH.

[00180] B ciyyae MecTHBIX NPUMEHEHHH MPEIJIOKEHHbIe (papMaleBTUYECKU
MpUEMJIEMbIE KOMIIO3ULIMH MOJKHO TMOJIy4arh B (popMe MOIXOmsiieii Ma3u, coaepIKaIie
yYKa3aHHbIN aKTUBHBIN KOMIIOHEHT, CYCIIEHAUPOBAHHBIM WIN PAaCTBOPEHHBIN B OJTHOM HUJIH
bonee Hocuremsix. Hocurenmu nasi MECTHOTO BBEOEHHS COENMHEHHHM COTJIACHO
HACTOSALIEMY H300PETEHUIO BKJIFOYAIOT, HO HE OTPAHHYMBAIOTCS WMH, MHUHEPAJIBHOE
MacJIo, XKUIAKAH MeTpojiaTyM, Oesblid ETPOJaTy M, TPOIMIEHIJIUKOJIb, TIOJTHOKCHITUJIEH,
TTOJTUOKCUTIPOITHJIEHOBOE COEAUHEHNE, ASMYJIBIHPYIOIMUA BOCK W Boay. B kadecTBe
aIbTEPHATUBBI TPEJIOKEHHbIE (HapMALEBTHUECKH MPHEMJIEMbIE KOMITO3ULIMA MOXHO
nojiyyarb B (opMe MOAXOASALIEr0 JIOCBOHA KJIM KpeMa, COAEPIXKALIero yKa3aHHBIE
AKTUBHBIE KOMITOHEHTHI, CYCIIEHIUPOBAHHBIE WJIM PACTBOPEHHBIE B OJHOM WM OoJjiee
(dapmarieBTUUECKH MPUEMJIEMBIX HOCUTeNsX. [Toaxoasiue HOCUTENH BKIIFOYAKOT, HO HE
OTPAHUYMBAIOTCS MMH, MUHEPAIBHOE Macyio, COpOMTaH MOHOCTeapar, mojmcopbar 60,
BOCK LIETHJIOBBIX 3(DHUPOB, IIETEAPHUIIOBBIHA CITUPT, 2-OKTHIIIOAEKAHOJ, OEH3UIOBBIH CITUPT
Y BOJY.

[00181] B ciaydJae 0(TaTBEMOIOTHYECKOTO NPUMEHEHU ST MPEIOKEHHBIE
dapMmalieBTHYECKH  MpUEMJIEMble  KOMIO3WLMKA  MOXKHO  MOJiydaTh B BHIE
MUKPOHHU3UPOBAHHBIX CYCIIEH3HH B CTEPWIBHOM H30TOHHYECKOM COJIEBOM PacTBOpPE C

OTPEryJIupOBaHHBIM pH WK TIPCANIOYTUTCIIBHO B BHUAC PAaCTBOPOB B CTCPUIIBHOM
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M30TOHUYECKOM COJIEBOM PACTBOpE C OTPEeryJiMpoBaHHBIM pH ¢ KOHCepBaHTOM, TakUM
Kak OeH3aNKOHHS XJIOpHA, Win Oe3 Hero. B kauecTBe anpTepHATHBBI B Cilydae
o TaTbMOJIOTUYECKUX TMPHUMEHEHUH yKa3zaHHble (ApMALEBTHUSCKHA IPHEMJIEMbIE
KOMITO3HLIMK MOXHO TOJTy4aTh B pOpMe Mas3H, TaKOU KaK METPOJIATYM.

[00182] @apmaneBTHUECKH MpUeMIIeMble KOMIIO3UIMM COIVIACHO  HACTOSIIEMY
M300peTeHNIO TaKk)Ke MOKHO BBOJUTH C TIOMOIIBIO HA3AITBHOT'O a3P030JIs MM UHTJSILIUH.
Takne KOMIO3WLMM MOJIy4YarOT COIVIACHO METOAaM, XOpOIIO M3BECTHBIM B OOJIacTH
MPUTOTOBJICHUS (PapPMALIEBTHUECKUX COCTABOB, U OHHM MOTYT OBITh TOJy4YEHBI B BUIE
pPacTBOPOB B COJIEBOM pAacTBOpe C INPUMEHEHHeM OEH3WJIOBOIO CIUPTa WM APYTUX
MOIXOMSIIINX ~ KOHCEPBAHTOB,  CTHUMYJSITOPOB  abcopOuuM Al TOBBIMIEHUS
O6uonocTynHOCTH, (PTOPYIIEPOAOB /WM APYTHUX TPAJAULHOHHBIX COJIIOOMIM3UPYIOIINX
WJIM JUCIIEPTUPYIOIINX areHTOB.

[00183] Haubosee npeanouTUTENEHO (GAPMALIEBTUYECKUA MPHEMJIEMbIE KOMITO3HLIMN
COIJIACHO HACTOSLIEMY H300PETeHHIO NPUTOTOBIIEHBI Ui MEPOPAILHOTO BBEICHUSL
Takue cocraBbl MOXHO BBOOHWTH C Numeld win 0e3 Hee. B HEKOTOpBIX BapHaHTax
peanusanuy  (papMaleBTUYECKd MpPUEeMJIeMble KOMITO3HMLIMU COTJIACHO HACTOSIIEMY
HU300peTeHnio BBOMIAT Oe3 mumm. B nmpyrux BapuaHTax peanusaiud (hapMaleBTHUYECKH
MpUeMJIEMbIe KOMITO3ULIMK COTJIACHO HACTOSLIEMY M300PETEHUIO BBOIST C IMHLIEH.
[00184] KonnuecTBO COEOUHEHHM COIVIACHO HACTOSIIEMY H300PETEHUIO, KOTOPBIE
MOTYT OBITh OOBEOUHEHBI C BEIIECTBAMH-HOCUTENISIMU C TOJYYEHHEM KOMITO3HLIMH B
JIEKapCTBEHHOW (POpPME ¢ OJHOKPATHOMH 030, OyIeT BapbUPOBATHCS B 3aBUHCUMOCTUA OT
MOJIBEPraeMoro  JIeYeHHr0  cyObekTa HW = KOHKPETHOTro  croco0a  BBENEHUS.
[IpennouTuTeNnsHO TPEUIOKEHHBIE KOMITO3ULHUU JOJDKHBI OBITh TPUTOTOBJICHBI TakK,
9T0OBI MAITUEHTY, MOJYYAKONIEMy YKa3aHHbIE KOMITO3UIMH, MOTJIa ObITH BBEIAEHA A03a
yKa3aHHOTO HHruouTopa, coctasisitomas 0,01-100 Mr/kr Maccel TeJa/Cy TKH.

[00185] Taxxe cienyer MOHUMATh, YTO KOHKPETHBIE JO3UPOBKA U CXEMa JISYCHHS ISl
JI000r0 KOHKPETHOrO MaiMeHTa OyayT 3aBHCETh OT LEJOro psiia (aKToOpOB, BKIIKOYAS
AKTUBHOCTh KOHKPETHOTO NPHMEHSIeMOr0 COEAMHEHHs, BO3pacT, Maccy Tena, obmee
COCTOSIHUE 3IOPOBBsI, TOJI, PALIOH THTAHHS, BPEeMsl BBEIEHHs, CKOPOCTb BBIBEICHUSI,

KOM6I/IHaL[I/IIO JICKAPCTBCHHEBIX CPEACTB, OLCHKY JICUHAICTO Bpadya U TAXECTh KOHKPETHOT'O
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3abosieBaHunsi, moasepraemMoro  JiedeHnroo. KonmdectBo  cOeaMHEHHMS — COTJIACHO
HACTOSALIEMY H300pETeHHI0 B KOMITO3HLMH TaKke OyIeT 3aBUCeTh OT KOHKPETHOTO
COEIMHEHUS B YKa3aHHOW KOMITO3HLIMH.

[00186] CoeauHeHuss W KOMIIO3ULMHM B COOTBETCTBUHM CO CHOCOOOM COTJIACHO
HACTOALIEMY HM300PETEeHHIO MOXHO BBOIUTH C NPHUMEHEHHEM JIIOOOro KOJIMYeCTBa M
mr000ro myTH BBeAeHHs, Y(P(EKTUBHOTO IS JISYEHUS] WM YMEHBIICHUS TSXKECTH Paka,
AyTOMMMYHHOTO PAacCTPOMCTBA, MEPBHYHOIO HMMyHOAe(dULMTA, MpomdepaTHBHOTO
paccTpoiicTBa,  BOCHAJIMTENBHOTO  HApyLIeHWs,  HeHpOAEreHeparuBHOIO  WIIH
HEBPOJIOTHYECKOTO PACCTPOMCTBA, MU30(PEHUH, PACCTPOICTBA, CBSI3aHHOTO C KOCTSIMH,
3a00JIeBaHNsl MIEYeHU WIH CEepAeYHOro paccrporicta. Towynoe TpebyemMoe KOJIMYECTBO
OyneT BapbUPOBATHCA OT CyOBeKTa K CyObeKTy B 3aBUCHMOCTH OT BHAQ, BO3pAcTa W
o0mero cocTosiHusI CyObeKTa, TSHKECTH HWH(EKIMH, KOHKPETHOrO areHra, crocoda ero
BBEACHUS M TOMYy NOAOOHOro. B HEKOTOpPBIX BapHaHTAaX peaTU3aLMHM COSTHHEHHS
COMJIACHO HACTOSIIEeMy H300PETEHUIO MPUTOTOBJIEHBI B EOUHUYHOW JIEKapCTBEHHOMN
dbopMe 115t TErKOCTH BBEACHHS U TIOCTOSIHCTBA TO3UPOBKU.

[00187] TepMuH «mamUEeHT» WIH «CYyOBEKT» B KOHTEKCTE HACTOSILETO OIMHCAHHS
03HAYaeT )KUBOTHOE, MPEANOYTHUTEBHO MJIEKOMUTAIOIIEeEe U HAUOOJIee MPEearOYTHTEIEHO
YEJIOBEKa.

[00188] DapmaneBTHYECKH MOpUEeMJIeMble KOMIIO3WIUH COIJIACHO HACTOSIIEMY
M300pEeTEHNI0 MOXKHO BBOJUTH JIIOASM W JKUBOTHBIM TIEPOPATBHO, PEKTAIBHO,
MapeHTePaIbHO, HHTPALMCTEPHATIBHO, MHTPABArHHAIBHO, BHYTPHOPIOMINHHO, MECTHO (B
BUJIe TIOPOLIKOB, Ma3edl WJIM Karejb), OyKKaJbHO, B (pOpMe TMepOpPaTbHOTO WIIH
HA3aJIbHOTO CHpes WM TOMYy IOJOOHBIM CIOCOOOM B 3aBHCHMOCTH OT TSDKECTH
UH(EKIUH, TOABEPraeMO JieueHHI0. B HEKOTOPBIX BapHAHTAX PeaH3alliy COEIMHEHHS
COTJIACHO HACTOSIIEMY M300PETEeHUIO MOXXHO BBOIUTH ITEPOPATIBHO WIIH IMAPEHTEPATIBHO B
NO3UpPOBKe B KosmdectBe OT mpumepHo 0,01 mr/kr mno mpumepHo 50 Mr/Kr wWin,
HampuMep, OT MPUMEPHO | MI/Kr 10 MpUMEPHO 25 MI/KT MaccChl Tejia CyObeKTa B CyTKH

OOUH WJIHN HECKOJBKO pa3d B CYTKH C IIOJIYYCHHEM KEJIIAaeMOro TeparieBTUYCCKOro

s dekra.
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[00189] Kunkue nexapcTBeHHBIE (POPMBI IJIs1 IEPOPATLHOTO BBEACHHUS BKJIIOUYAIOT, HO
He OTPAHHYHBAIOTCS UMH, (papMaLIeBTUYECKH MMPUEMJIEMbIE SMYJIbCUH, MHKPOIMYJIbCHH,
PacTBOPEI, CYCNIEH3UU, CUPOIIBI U SJIMKCUPHI. IToMuMO aK THBHBIX COG)II/IHeHI/Iﬁ YKa3aHHBbIC
KHUJIKHE JIeKapCTBeHHbIE (POPMBI MOTYT CONEP’KAaTh HHEPTHbIE Pa30aBUTENH, IIHPOKO
MpUMEHsIeMble B TAHHOW OOJAcTH TEXHUKH, TaKhe KakK, HampuMmep, BOAA WU IAPyrye
PacTBOPHUTENH, COJIOOMIM3UPYIOIMINE areHThl W 3MYJIbraTopbl, TaKHe KakK JTHJIOBBIMI
CITUPT, W3OMPONUJIOBLIA CITUPT, JSTUJIKApOOHAT, JTHaLeTar, OEH3WIOBBIA CITHPT,
6eH3unbeH30ar, NPONUJISHIJIUKONb, 1,3-0yTuineHrukosns, nauMetwidgopmamua, macia (B
YaCTHOCTH, XJIONIKOBOE, apaxHCOBOE, KyKypy3HOe, 3apOAbIIIeBOe (germ), OJMBKOBOE,
KacTOpOBOE M KYHXXYTHO€ Macia), MJIHLEpUH, TeTparuapodypdypHuioBslii CrIupT,
MOJIMA TUJIEHTJIUKOJIM U CJIOXKHBIE 3(UPBI JKUPHBIX KHCJIOT U COpOMTaHA, U MX CMECH.
ITomumo mHEpTHBIX pazdaBHUTENeH KOMIO3MLIMU AJISl TIEPOPATBHOTO MPUMEHEHUST TaKkKe
MOTYT COJEp>KaTh abIOBAHTHL, TaKHE KaK CMAUMBAIOIIME areHThl, SMYJbIHPYIOIIHE U
CYCIIEHAUPYIOIIME areHThl, MOJCIAIHUBAIOIINE, APOMATU3UPYIOIINEe U OTAYIIHMBAIOIINE
areHThI.

[00190] [Ilpemaparsl 1Isi UWHBEKLHH, HaNmpUMep CTEPWIbHBIE BOIHBIE  WIIH
MAaCJISHHUCTBIC CYCIICH3UU OJid HH’LeKLIHﬁ, MOXXHO IIOJIy4YaTb H3BCCTHBEIMH H3 YPOBHHA
TCXHHUKH METOAaMH C IMMPUMCHCHUEM IMOAXOAAMNUX JUCNICPTHUPYIOIINUX WK CMauYHuBarOIINX
ArcHTOB MU CYCIICHAWPYIOUIWX arcHTOB. CTepH.H]:HbIﬁ npenapar ajisd I/IH’LGKL[I/II\/JI TAaKXKe
MOXET TIPEICTaBJIsATh COOON CTePUJIBHBIM PACTBOP, CYCIIEH3WIO WJIA SMYJIBCHIO JUIS
WHBEKLIMA B HETOKCMYHOM TIapEHTEpPaJbHO TMpuemiieMoM pasbaBuTeNe  HIH
pacTBOpHUTeNle, HAIpUMEP HAXOOUTHCA B BUAE pactBopa B 1,3-Oyranmuone. K umcmy
MNPUEMIJICMBIX TICPEHOCAINX Cpea H pa,CTBOpHTeJ'[eﬁ, KOTOPBIE MOXHO IPUMCHSTE,
OTHOCSTCS BOJa, pactBop Punrepa cormacHo ®apmaxomnee CIITA ¥ H30TOHHYECKUH
pacTBOp xyopuna Hatpus. Kpome Toro, B KaueCcTBE pacTBOPUTEIISI WITH CYCIIEHAUPYIOLISH
Cpeabl TPAIUIMOHHO TIPUMEHSIIOT CTepHIIbHBIE >KUpHBIE Mmacja. Jis ykaszaHHOU 1ienu
MOXXHO TIPUMEHSITh JII00O0E JIETKOE KHPHOE MAacJio, BKJIIOYAsi CHHTETHYECKHe MOHO- WITH
quryuiepunbl. Kpome TOTO, IS TIOJydeHHUS COCTAaBOB Ui HHBEKIWM MPUMEHSIOT

JKHUPHBIC KHCJIOTEI, TAKHE KaK OJICHHOBAasA KHUCJIOTA.
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[00191] CocraBbl s MHBEKIUM MOTYT OBITH CTEPUJIM30BAHBI, HANpPUMeEp, IyTeM
GuIeTpOBaHUS Yepe3 3aepKUBAOLMIMN OakTepud QWIBTP WIH IYTEM BKJIIOUSHHS
CTEPWIN3YIOIINUX areHTOB B ()OPMe CTEPUJIBHBIX TBEPABIX KOMIO3HMLIMM, KOTOPBIE MOTYT
OBITH PACTBOPEHBI MJIM AUCIEPTHPOBAHBI B CTEPWILHOM BOAE WM IPYrod CTEpUIBHOU
cpene IJis UHBEKI U nepes IPUMEHEeHHEM.

[00192] Uro6bel mpoANHUTE  AEHCTBHE  COEOMHEHUS  COTJIACHO  HACTOSLIEMY
M300peTeHNIO, YacTO JKeJaTeJbHO 3aMEUINTh BCAChIBAHHWE YKA3aHHOTO COENUHEHUs B
pe3ysibTare TMOAKOXKHOH WJIM BHYTPUMBIIIEYHOM WHBEKUHMA. OJTO MOXET OBITh
JOOCTUTHYTO IyTeM NPUMEHEHUs KUIKOU CYCIEH3HH KPUCTALTHYECKOTO Wi aMop(HOTO
BEIIECTBA C IUIOXOM pPacTBOPUMOCTHIO B BoAe. CKOpPOCTh BCAachIBaHUS YKa3aHHOTO
COENUHEHNSI B OTOM CiIydae 3aBUCUT OT CKOPOCTH €ro pacTBOPEHHs, KOTOpas, B CBOIO
ouepenb, MOXET 3aBHCETh OT pasMepa KPHCTAUIOB U KPUCTAJUTMUECKOUW (opmbl. B
Ka4yeCcTBe aIbTEPHATHBBI OTCPOUSHHOTO BCACHIBAHUS IMAPEHTEPATLHO BBEIECHHON (POpPMBI
YKa3aHHOTO COEIMHEHHUs MOOCTUTAlOT IIyTEM pACTBOPEHUsS WIH CyCIHeHAUPOBAHMS
YKa3aHHOTO COETUHEHHs] B MACJISTHOM mepeHocsiueii cpene. Jleno-GpopMel st HHBEKLHH
TOTOBAT ITyTeM IOJy4YeHHUs] MUKPOUHKAICYJIMPOBAHHBIX MATPUL] YKa3aHHOTO COEAUHEHUS
B OMOpasiiaraeMbIX MoJIMMepax, TaKUX KaK MOJMIAKTHI-TOJIMIIIUKOUA. B 3aBucuMocTr
OT OTHOUIEHHUS COEOUWHEHHUS K TMOJUMepPy M NPHUPOIALI KOHKPETHOTO IPHUMEHSIEMOTO
MOJIUMEPA MOXHO PEryJIMpOBaTh CKOPOCTH BBICBOOOXAEHHS coenwHeHHs. IIpumepbl
Apyrux OuopasiaraeMslx MOJIMMEPOB BKITIOYAIOT MOJIH(OPTO3(UPHI) U MO (aHTUAPULIB).
Hemo-coctaBel Ayl MHBEKUUNW TakKe TOJYYAIOT MyTeM BKJIIOYEHHS YKa3aHHOTO
COENMHEHUSI B JIMIIOCOMBI WM MHKPO3MYJIBCHH, KOTOPBIE COBMECTHUMBI C TKAHSMH
opraHusma.

[00193] Kowmmo3zuuum  myiss  PEKTAITBHOTO WIN  BaruHAJIBHOTO BBEACHUS
MPEaIOYTUTEIbHO TPEACTABISIOT COO0H  CYNIO3UTOPHH, KOTOpPbIE MOTYT OBITBH
MOJIy4eHBl TYyTeM CMELINBAHHS COCOUHEHUH COTJIACHO HACTOSIIEMY H300pPETeHHIO C
MOAXOASIIUMH HEPA3APAKAIOLUIMMH BCIIOMOTaTEJIbHBIMI BELECTBAMH HJIM HOCHUTEIISIMH,
TAaKUMH KaK Macji0 Kakao, TMOJHUITHJICHIJIMKOJL WM CYIIIO3UTOPHBIN BOCK, KOTOPHIE

SIBJISIFOTCSL  TBEPABIMH TPU TEMIIEPATYpE OKPYKAKOIIEeH cpeapl, HO XUAKUMHU MpHU
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TEMIleparype Tejla W, TaKuM OOpa3oM, IUIABATCS B MPSIMOM KHIIKE WIN ITOJOCTH
BJIArJTMIA U BEICBOOOXKIAIOT aKTUBHOE COETMHEHUE.

[00194] Teepabie nekapcTBeHHbIE (POPMBI Ui MEPOPATBHOTO BBEACHHS BKIIIOYAIOT
KancyJbsl, TabJeTKH, MWIIOJH, MOPOLUIKHA U TPaHyjbl. B TakuxX TBepABIX JEKapCTBEHHBIX
dopMax aKTHBHOE COENMHEHHE CMEIIAaHO C IO MEHbLIEW Mepe OJHHUM WHEPTHBIM
(dapMarieBTHYECKH MTPHUEMJIEMBIM BCIIOMOTATEIbHBIM BEIIECTBOM MM HOCHUTEJIEM, TAKUM
KaK LUTpar Hatpus wik ruapodocdar KajabLus, WWIA a) HANOJHUTEISIMH WM
noGaekamu (extenders), TaKUMH Kak KpaxMaJbl, JaKTO3a, caxapo3a, rIIF0K03a, MaHHUTOI
U KpPEeMHHEBas KHUCJIOTAa, b) CBS3YIOIIMMU BEIEeCTBAMH, TAKHUMH KakK, HampuMmep,
KapOOKCUMETUJILIEIUTIONO03a, AJbIUHATHI, JKEeJIaTHH, MOJUBUHUIITUPPOINANHOH, caxapo3a
U rymMmHapaOHK, C) YBIQKHHUTEISIMH, TAKUMH Kak [IHLEepUH, d) paspbIXIISIOLIAMU
areHTaMH, TaKHMMH KaK arap-arap, KapOoHaT KaibLusi, KapTO(eIbHbIN WIN TaTHOKOBBIH
KpaxmaJ, aTbITMHOBAsI KMCJIOTA, HEKOTOPbIE CHJIMKATHI M KapOOHAT HATPHSs, €) areHTaMH,
3aMeUISIIOIIMMHU  PAacTBOPEHHE, TakuMH Kak mnapaduH, f) yckoputesasMu BcachIBaHMS,
TAKUMHU KaK YeTBEPTUYHbIE AMMOHHEBBIE COSIMHEHHS, g) CMa4YHBAIOIIMMHU areHTaMH,
TAKUMH KakK, HAIIpUMep, LIETUJIOBBIN CITUPT U MOHOCTeapar rimuepuHa, h) abcopbenramu,
TAaKUMH KaK KaOJIMH U OEHTOHUTOBAS TJIMHA, U 1) CMa3bIBAIOIIMMHU BEIIECTBAMH, TAKHMH
KaK TaJibK, CTeapar KaJbLMs, CTeapaT MarHus, TBEPAble TMOJUITUICHIJIUKOJIH,
naypwicyibdar HaTpusi, U HUX CMeCsSMH. B ciydae Kamcys, TaONeTOK U TMHJIIOJb
yKa3aHHas JIeKapCTBeHHasi JopMa TakkKe MOXKET comepxars Oy(epHbIe areHThI.

[00195] Taepabie KOMIIO3ULIUK MTOJOOHOTO THIA TAK)KE MOXKHO MMPUMEHSTh B KAUeCTBE
HATIOJTHUTENIEH B MSTKUX U TBEPABIX KEJATUHOBBIX KarCyjaxX ¢ MPUMEHEHHEeM TaKuX
BCIIOMOTATEIBHBIX ~ BEIIECTB, KakK JIAKTO3a WM MOJIOYHBIM caxap, a Takke
BBICOKOMOJIEKYJIIPHBIE ~ TMOJIMATIJIEHIVIMKOIM W ToMy  momobnoe.  Tmepmeie
JiekapcTBeHHbIE (JOPMBI, TIPEACTABIISIOIKE COOOM TaOJETKH, Apake, KArCyJIbl, MTHTIOMH U
TPaHyJIbl, MOTYT OBITH MOJY4YEeHBI C NMPUMEHEHHEM IMOKPBITHI M O0O0JIOUEK, TaKUX Kak
SHTEPOCOJIIOOMIILHEIE TIOKPBITHS W APYTHe TMOKPBITHS, XOPOLIO H3BECTHBIE B OOJIACTH
MPUTOTOBJIEHHs (hapMarleBTUUECKUX COCTaBOB. OHHM HeOoOsI3aTeIbHO MOTYT COIEPIKATh
3aMyTHSIIOIIME areHThl, a TAKKe MOTYT MMETh TaKOM COCTaB, YTO OHH BBICBOOOKIAIOT

AKTUBHBIM MHIPEAUEHT (MHTPEIUEHThI) TOJIBKO WIH MPEUMYIIECTBEHHO B OINpPeneIeHHON
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4acTH KHUINEYHWKA, Heobs3aTenbHO, C  OTcpoukod. Ilpumepsl  3akimouaromumx
KOMITO3ULINH, KOTOPbIE MOXKHO TTPUMEHSITh, BKIIIOYAIOT MOJMMEPHbBIE BEIEeCTBA U BOCKH.
TBepable KOMITO3UIIMU MOAOOHOTO THIIA TAaKXK€ MOXHO TIPUMEHSATH B KauecTBe
HATIOJIHUTENIeH B MSTKMX WU TBEPABIX XKEJATHHOBBIX KarCyJiax ¢ MPUMEHEHHEM TaKHUX
BCIIOMOTATEIBHBIX ~BEINEeCTB, KakK JIAKTO3a WM MOJIOYHBIM caxap, a TaKxke
BBICOKOMOJIEKYJISIPHBIE TTOJIMATHIICHIJIMKOJIN U TOMY TTO100HOe.

[00196] VkaszanHble AaKTHBHBIE COEOMHEHHS] TaKXe MOILYT HaxOIWUThCS B
MHUKPOUHKAIICYJIUPOBAaHHON (¢dopMe ¢ omHuM wWid 0OoJiee  BCIOMOTaTeJIbHBIMU
BEIIeCTBAMH, YKA3aHHBIMH BhIIIe. TBepable JeKapcTBEHHbIE (POPMBI, PEACTABISIOMINE
coboli TabneTku, Apaxe, KarcCyjbl, MWIIOJA W TPAaHYJbl, MOTYT OBITH MOJYyYEHBI C
NPUMEHEHUEM TOKPBITUH M 000JI0YeK, TaKUX KakK JSHTEPOCOTIOOMIIBHBIE MOKPBITHS,
MOKPBITHUS, PETYJIMPYIOUHE BEICBOOOKIEHNE, U APYTHE MOKPBITUS, XOPOIIO H3BECTHBIE B
o0nacTd  TPUTOTOBIEHHUs  (papMalleBTUYECKHX COCTAaBOB. B TakMxX  TBEpOBIX
JIeKapCTBEHHBIX (POPMAaxX aKTUBHOE COEIUHEHHE MOJXKET ObITh CMELIAHO C M0 MEHbIIel
Mepe OOHHM HHEepPTHBIM pa30aBHTENeM, TAKUM KaK €axapo3a, JIAKT03a WM Kpaxmall.
Takue nexapcTBeHHble (OPMBI TAaK)KE MOTYT COIEpPXKATh, YTO SIBJSETCS OOBIYHOMN
MPAKTHKOM, IOTOJHUTENIbHbIE BEIIeCTBA, OTJIMYHBIE OT HWHEPTHBIX pa3daBHUTENEH,
HamlpyMep  CMAas3bIBAIOIIME  BEIIeCTBA JUI  MOJiydeHUss TabJIeTOK W JApyrue
BCIIOMOTATENIbHBIE BEIISCTBA JUIS TOJYYeHHs] TAaOJEeTOK, Takhe Kak CTeapaT MarHus U
MUKPOKPUCTALTMYECKAs LEeJUTI0I03a. B ciyuae karcysn, TablieToK U MK YKA3aHHBIE
JekapcTBeHHble (OpPMBI  TakkKe MOTYT coxepkarb Oydepubie arentel. OHu
HeoO0s3aTeJILHO MOTYT COJEpKaTh 3aMYTHSIIOIINE areHThl, a TaK)Ke MOTYT MUMEThb TaKOM
COCTaB, YTO OHHM BBICBOOOXKIAIOT AKTHUBHBIA MHIPEOHUEHT (MHIPEIMEHTHI) TOJBKO WU
MPEeNMYIIEeCTBeHHO B ONpeAeSeHHON YacTH KHUIIEeYHHKA, HeoOsA3aTeIbHO, C OTCPOYKOM.
[IpuMepbl 3aKTIOYAOIINX KOMITO3MLIUN, KOTOpPBIE MOXKHO TIIPUMEHSITh, BKJIIOYAIOT
TOJINMEPHBIE BEIIECTBA U BOCKH.

[00197] JlekapctBeHHBIe (DOPMBI [Jii MECTHOTO WM TPAHCAEPMAIBLHOTO BBEACHHS
COEIMHEHHUsI COTJIACHO HACTOSIIEeMY H300pPETEeHHIO BKJIIOYAIOT MAasd, MACThI, KPEMBI,
JIOCLOHBI, TeJTH, TIOPOILIKH, PACTBOPHI, CIIPEH, CPEACTBA IS MHTAISLUN WITH TUIACTBIPH.

Vka3aHHBII aKTUBHBIM KOMIIOHEHT CMEIMIMBAIOT B CTEPWIBHBIX VCJIOBUSX C
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(dapMalieBTUYECKH  TPUEMJIEMBIM  HOCHTEJIEM H  JIOOBIMH  HEOOXOOHUMBIMHU
KOHCepBaHTaMu Win Oydepamu, KOTOpbie MOTYT noTpeboBathest. O¢TaibMOIOrnyecKuii
COCTaB, YIIHBIE KalUTM W TJIa3HbIe KaIUId TaKKe BKIIOYEHBI B OOBEM HACTOSIIErO
nzobperenusi. Kpome Toro, Hactosimee wn3o0peTeHHe MNpeAnojaraeT IMpUMeHeHHe
TpaHCAEPMAIbHBIX IUIACTBIPEH, KOTOPBIE HMEIOT OMOJHUTENBHOE IIPEUMYILECTBO,
3aKJIroyaronieecss B 00eCreYyeHn KOHTPOIUPYEMON MOCTaBKU COSAMHEHUS] B OPTaHU3M.
Takue nexapctBeHHbIE (POPMBI MOTYT OBITH HM3TOTOBJICHBI IyTEM PACTBOPEHHS WJIH
OVCIIEPTUPOBAHMUSl YKA3aHHOT'O COEAMHEHHUs B MNOAXoAsmei cpeae. [ns yBennueHus
notoka (flux) ykazanHoro coemuHeHus yepes KOXKy TakKe MOYKHO MPUMEHSTh YCHIIUTENN
BcachiBaHUsl. CKOPOCTE  MOXET  peryjupoBaTbCs WM IyTeM  obecredeHus
PETYJUPYIOIIEeH CKOPOCTh MeMOpaHbl, WIH IyTEM TUCIIEPTHPOBAHHUS YKAa3aHHOTO
COEIMHEHUS B MOJINMEPHON MaTpPHLIEe UJIH Telle.

[00198] B HexkoTOpBIX BapHaHTaX peaJM3aly yKa3aHHas KOMITO3ULIMS PUTOTOBJIEHA
IUTSL IEPOPAIBHOTO BBeeHUs B (popMe TaOJIETKH WM KarcyJsibl. B HEKOTOPBIX BapraHTax
peanuzaumnu koMmnosuuusi, conpepskamass X4P-001, mpurorosiena ajsi mepopanbHOTO
BBeZleHUs B JopMe KarcyJibL.

[00199] B HekOTOPBIX BapHAHTAX peATU3aLMN TPEIJIOKEHHBIH CIOCO0 BKIIFOYAST
BBEJIEHHE TALMEeHTy OOHOW wiu Oosiee karcys, copepskammx ot 10 mr go 1200 mr
aktuBHOro uHrpearienra X4P-001 u oxgHo wiu Gosee dapMaleBTHUECKU MPHEMIIEMBIX
BCIIOMOTaTEIbHBIX BEIIECTB. B HEKOTOPHIX BapHaHTaX peain3aliyd yKa3aHHas KaricyJia
COCTOHT U3 TBEPIOTO JKEJATHHA.

[00200] B HexOoTOpBIX BapUaHTaX peaju3aliy HACTOSIIEr0 H300pETeHHS MPeIJIOKEeHa
(dapmarieBTHUECKass KOMITO3HIINS, cofeprkainas komrosuio X4P-001, oqun umu Oosee
paz0aBuTeNeli, pa3pLIXIIUTEL, CMAa3bIBAIOIEe BEIIECTBO, NO0ABKY JJis TOBBLIIIEHUS
TEKy4eCTH U CMA4YMBAIOIIHMI areHT. B HEeKOTOpPHIX BapHAHTAX Pean3aldH HaCTOSIIEro
n300pereHus mpemioxkeHa (papmalieBThdeckas KOMIIO3ULMs, coaeprxkamas ot 10 Mr go
1200 mr xommnoszutmm X4P-001, MHKpPOKPHUCTAJUTMYECKYIO IIEJUTIONIO3y, IATHUAPAT
ruapodocdara KanbLus, KPOCKApMeIo3y HaTpusi, creapwidyMapar HaTpHs,
KOJUIOMIHBIA JUOKCHUI KPEMHHs U Jaypwicyibdar HaTpus. B HEKOTOpBIX BapHaHTax

peann3anuy HaCTOSIIero N300peTeHNs MPeNIoKeHa eqMHNYHAs JIeKapcTBeHHas! Gopma,
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npudyeM yKa3aHHAs eJUHHYHAs JIeKapCTBEeHHas (opMa COAEpKUT (hapMaLeBTHUECKY IO
KOMIIO3ULINIO, comepxkantyto 10-200 mr kommozuiinn X4P-001, MUKPOKPHUCTAILTHYECKY IO
LeJUIIoI03y, — muruzapar  ruppodocdarta  Kambnus, — KPOCKapMelutody — HATpHs,
creapwiymapaT HaTpHs, KOJUIOWIHBIN JUOKCHUI KPeMHHS U Jiaypriicysibdar Hatpus. B
HEKOTOPBIX BapUaHTAX peajiM3alliyd HACTOSIIEero M300peTeHHs MpeuIokKeHa eIUHHYHAS
nexkapcTBeHHas opma, comepskamas (GapmareBTHUECKyI0 KOMIIO3MIIUIO, COIEPIKAIIYIO
komnozulyo X4P-001, npucyTcrByrontyto B kojauuyecTse npumMepHo 10 mr, npumepno 20
MrI, npuMepHo 25 mr, npumepHo 50 mr, mpumepHo 75 mr, npumepHo 100 mr, npumepHO
150 mr, mpumepro 200 mr, npumepHo 250 mr, npumepHo 300 mr, mpumepso 400 wmr,
npumepHo 450 mr, npumepHo 500 mr, npumepHo 600 mr, npumepHo 700 Mr, mpUMepHO
750 mr, npumepHo 800 mr, nmpumepHo 900 mr, nmpumepno 1000 mr, npumepno 1100 mr
wm npuMmepHo 1200 mr. B HEKOTOpPBIX BapHaHTaX peau3alUd IPEIJIOKESHHYIO
KOMITO3ULIMIO (WIH €IMHUYHYIO JIEKAPCTBEHHYIO (JOpMy) BBOAST MALMEHTY OAWH Pa3 B
CYTKH, ABXKIBI B CYTKH, TPU pas3a B CyTKH WJIM YeThIpe paza B CyTKH. B HEKOTOpBIX
BapHAHTAX PEATN3ALNH NPEJIOKEHHYIO0 KOMITO3ULHIO (WIN eAMHUYHYIO JIEKaPCTBEHHYIO
bopMy) BBOAST MALIMEHTY OJUH Pa3 B CYTKU HJIH ABAKIBI B CYTKH.
[00201] B HexkoTOpBIX BapuaHTaX peau3alH{ HACTOSIIEr0 H300pPETEHHS PeIJIOKEeHa
(dapmarieBTHUYECKast KOMITO3HULIHS, COAEPIKAIIas:

(a) mpemnoxkennyto kommnosuimioo X4P-001, cocrasmsrouryto npumepHo 30-40%

OT MAacChl KOMITO3HLIHH;

(b) MUKPOKpPHCTAUTMYECKYIO LEJUTIOJIO3y B KoOJuuecTBe mpumepHo 20-25% ot

MaCChI KOMIIO3ULIHH;

(¢) murunpar ruapodocdara kaabips B kKomudectBe npumepHo 30-35% oT Macchl

KOMITO3ULINH;

(d) xpockapmemnody HaTpus B KoymuecTBe mnpumepHo 5-10% ot macce

KOMITO3ULINH;

(e) creapundymapar Hatpus B KojuuectBe mnpumepHo 0,5-2% oT Macchl

KOMITO3ULINH;

(f) xonnownmHeIH AHOKCHI KpeMHHs B KomdecTBe npumepHo 0,1-1,0% ot maccer

KOMITO3HMIIUH U
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(g) naypuncynedatr Hatpus B konumdectBe mnpumepHo 0,1-1,0% ot maccer
KOMITO3HULIH.
[00202] B HexoTOpHIX BapuaHTaX peajr3aliy HACTOSIIEro H300peTeHHs PeJIoKeHa
(dapmarieBTHYeCKast KOMITO3HLINS, COMEePIKAIas:
(a) npemnokennyro kommosuio X4P-001, cocrasnstonyo npumepHo 8-25% ot
MAacChl KOMIIO3HIIHH,
(b) MHUKPOKPUCTAIUTMYECKYIO LIEJUTIOJIO3Y B KOJHUYECTBE MpuMepHo 65-85% ot
MAacChl KOMIIO3HIIHH,
(¢) xpockapmesuiody HaTpus B KoJmuecTBe mnpumepHo 2-10% oT wmaccel
KOMITO3HLINH,;
(d) creapundymapar Harpus B kojmuectBe mpumepHo 0,1-3% oT Mmaccel
KOMITO3ULIMH U
(e) KOJUTOMIHBIN AHOKCHI KpeMHus B kKosndecTtse rpumepHo 0,05-0,7% ot maccer
KOMITO3HULIVH.
[00203] B HexOTOpBIX BapHaHTaX PeAM3aLUH HACTOSIIEro N300peTeHUs MPEJIOKeHa
(bapmarieBTHYeCKass KOMITO3HLIUS, COAePIKaIas:
(a) mpemnoxkennyo kommnosuimioo X4P-001, cocrasmsouryto npuMepHo 25-45%
OT MAacChl KOMIIO3HUIIHH;
(b) MHKPOKPHCTAJUTMUYECKYIO LEJUIFOJIO3y B KojudecTBe npumepHo 10-35% or
MAacChl KOMIIO3HULIHH,
(¢) murunpar ruapodocdara Kaablps B KOJHUYeCTBE IpUMepHO 15-45% oT Macchl
KOMITO3HILINH;
(d) xpockapmesmody Harpusi B KoJudecTBe mnpumepHo 2-10% ot macce
KOMITO3HILINH;
(e) creapwidpymapar Hatpus B koauuectBe mnpumepHo 0,3-2,5% oT Macchl
KOMITO3HILINH;
(f) xommounHbI qUOKCHI KpeMHuUs B KoauuecTBe npumepHo 0,05-1,2% ot maccel
KOMITO3HULIMH U
(g) naypuncynedatr HaTpuss B konumdectBe mnpumepHo 0,2-1,2% ot maccel

KOMITO3HITHH.
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[00204] B HexOTOPHIX BapHaHTaX peajH3aly HACTOSIIEro H300peTeHHs MpeyIoKeHa
(dapmarieBTHYECKasT KOMITO3HULIHS, COAePIKAIIas:
(a) mpemnoxkennyo kommnosurmoo X4P-001, cocrasmsromyto mpumepHo 35-75%
OT MacChl KOMITO3ULIUH;
(b) MHKPOKPHUCTANIMYECKYIO LIEUTIOIO03y B KOJMYeCTBE HpuMepHO 5-28% ot
MacCChl KOMITIO3ULINH;
(¢) murugpar ruapodocdara kaneLus B KoauuecTse npumepHo 7-30% oT Macchl
KOMITO3ULINH;
(d) xpockapmemnody Harpusi B KoJgudecTBe mnpumepHo 2-10% ot maccel
KOMITO3ULINH;
(e) creapwidymapar Hatpusi B kojmdectBe npumepHo 0,3-2,5% ot macce
KOMITO3HLINH;
(f) xommonnHeI AHOKCHA KpeMHHsI B kKonuecTBe npumepHo 0,05-1,2% ot maccer
KOMITO3ULIUY U
(g) naypuicynsdar Hatpus B kosnmdectBe mnpumepHO 0,2-1,2% oT Maccel
KOMITO3HULIMH.
[00205] B HexoTophix BapuaHTax peaymsanuu kommosunus X4P-001 mpucyrctyeT B
kosmuectse npumepHo 10 mr, mpumepHo 20 mr, mpumepHo 25 mr, npumepHO 50 wmr,
npumepHo 75 wmr, npumepHo 100 mr, npumepro 150 mr, mpumepro 200 mr, mpuMepHO
250 mr, mpumepHo 300 mr, mpumepno 400 mr, mpumepno 450 mr, mpumepro 500 mr,
npumepHo 600 mr, npumepro 700 mr, mpumepHo 750 mr, npumepHo 800 Mr, mpuMepHO
900 wmr, npumepHo 1000 mr, mpumepno 1100 mr wnn npumepro 1200 mr.
[00206] B HexkoTOpHIX BapHaHTaX peaM3alr{ yKa3aHHAs KOMIIO3ULIUS COIEPKHUT
npumepHo 37 % Macc. nmpenyioxkeHHo kommno3ummu X4P-001.
[00207] B HexOTOpBIX BapuUaHTaX peajHu3aliy HACTOSIIEr0 H300PETeHHS MPeIJIoKeHa
eNUHUYHAS JIEKapCTBEHHAs (hopMa, coaeprkalnas npeuioKeHHyo Kommosuimn X4P-001
win papMaLEBTHYECKYIO KOMITO3HULIHIO.
[00208] B HexoTOpHIX BapuaHTaX peajru3aliy HACTOSIIEro H300pETeHHS PeaJIoKeHa
eNMHUYHAs JieKapcTBeHHas (opma, comepxkamias (apMaLeBTHUECKYIO KOMIIO3ULIHIO,

COAEPIKALIYIO:
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(a) npemnoxennyo kommnosuuro X4P-001 B xonmuuectBe mpumepHo 10-30% ot
MAacChl KOMIIO3HLIHH,
(b) MHUKPOKPUCTAIUTMYECKYIO LEJUTIOJIO3y B KojuuectBe mpumepHo 60-80% ot
MAacChl KOMIIO3HLIHH,
(c) kpockapmesuio3y HaTpuss B KoJmuecTBe mnpumepHo S5-10% oT wmaccel
KOMITO3HLINH,;
(d) creapundymapar Hatpuss B kosmuectBe mnpumepHo 0,5-2% OT Maccel
KOMITO3HULIMH U
() KOJUTOMIHBIM THOKCHI KpeMHUs B KoimdecTtse npumepHo 0,1-1,0% ot maccer
KOMITO3HULIH.
[00209] B HexOTOpBIX BapHaHTaX PeAIM3aLMU HACTOSILIEro N300pETeHUs MPEJIOKeHa
eNUHUYHAs JieKapcTBeHHast (opma, coxeprkamiasi (papMaLeBTHIECKYIO KOMITO3HLIHIO,
COAEPKAIIYIO:
(a) mpemnoxennyr kommnosuipo X4P-001 B komuvecrse mpumepHo 14,7% ot
MAacChl KOMIIO3HIIHH,
(b) MHKPOKPHCTAJUTMYECKYIO LIEJUTIONO3Y B KoymuecTBe mpumepHo 78,1% or
MAacChl KOMIIO3HULIHH,
(c) KpockapMmesuio3y HaTpus B KoJuuecTBe mnpumepHo 6,0% OT Macchl
KOMITO3HLINH;
(d) creapundymapar Hatpus B KojmuecTBe mnpumepHo 1,0% oT Macchl
KOMITO3HLIMH U
(e) KOJUTOMIHBIN TUOKCHI KpeMHHUsi B kojuuecTBe mpumepHo 0,2% OT Maccel
KOMITO3HULIVH.
[00210] B HexkoTOpHIX BapUaHTaX peaju3aliy HACTOSIIEro H300pETeHHS MPeIJIoKeHa
eMUHUYHAs JieKapCTBeHHast (opma, comeprkamas (papMaleBTHUECKYIO KOMITO3HIIHIO,
CoAepIKAIYIO:
(a) npemnoxxennyo kommnosuipio X4P-001 B xonuuecte mpumepHo 10-20% ot
MAacChl KOMIIO3HIIHH,
(b) MHUKPOKPHCTAIUTMYECKYIO LEJUTIOJIO3Yy B KOJHYecTBe mpuMepHo 25-40% ot

MAaCChbl KOMITIO3HUIIHH,
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(¢) murunpar ruapodocdara KaabLHs B KOJIUYECTBE IpUMeEPHO 35-55% oT Macchl
KOMIIO3HLIH;
(d) xpockapmemno3dy Harpusi B KoJudecTBe mnpumepHo 4-15% ot maccel
KOMITO3HLINH;
(e) creapwndymapar Hatpus B KojuuectBe npumepHo 0,3-2% oOT Macchl
KOMITO3HLIH;
(f) xonnonmHeIN AHOKCHI KpeMHHS B KomdecTBe nmpumepHo 0,1-1,5% ot maccsr
KOMITIO3HLIMU U
(g) naypuncynedar Hatpus B konmdectBe mnpumepHo 0,1-1,5% ot macce
KOMITO3HLIH.
[00211] B HexOTOpBIX BapHaHTaX PeAM3aLMU HACTOSINEro N300PETeHUs MPEJIOKeHa
eNUHUYHAs JieKapcTBeHHass (opma, coxeprkamiasi (GpapMaLeBTHYECKYIO KOMIIO3HLIHIO,
COAEPKAIIYIO:
(a) npemnoxennyo kommosuimo X4P-001 B xonmuectBe mpumepHo 12,85% ot
MacChl KOMITO3ULIUH,
(b) MHKPOKPHCTAJUTMUECKYIO LEJUIFOJIO3y B KoimdecTBe mpumepno 31,92% or
MacCChl KOMIIO3HULINH;
(¢) muruapar ruapodocdara kambius B KomdecTBe pumepHo 44,4% OT MaccChl
KOMITO3HLINH;
(d) xpockapmesody HaTpus B KonuuyectBe mpumepHO 8,33% oT Macch
KOMITO3HLIH;
(e) creapundymapar Hatpus B KommuecTBe mnpumepHo 1,38% ot macche
KOMITO3HLIVH;
(f) xonmnowpHed nUOKCHA KpeMHHs B KonmuecTBe mpumepHo 0,42% OT Macchl
KOMITO3HLIMU U
(g) naypuncynbdar Harpus B KojmuectBe mnpumepHo 0,7% oOT Macchl
KOMITO3HLIVH.
[00212] B wmexnayHapoxHoii 3asBke Ha matreHT Ne PCT/US2016/066634 omnwcaHbi
JIOTIOJTHUTEIbHBIE KOMITO3UIIMKA U criocoObl mpumeHenuss X4P-001, u oHa mONHOCTBIO

BKJIFOUCHA B HACTOALICE OIMUCAHHE MOCPEACTBOM CCBIIKH.

65



[00213] Ilockombky MOXeT OBITH KENaTeJbHO BBOAWTH KOMOWHALIMIO AaKTHBHBIX
COEIMHEHUH, HaIpUMep, IUIsl OCYLIECTBIICHUS JICUSHHS] KOHKPETHOTO 3a00JIeBaHUS HIIH
COCTOSIHUSI, B OOBEM HACTOSINEro H300peTeHHss BXOAWT TO, YTO OBE WK Oolee
(dapmMarieBTUYECKHX KOMIIO3HMLIUK, MO MEHbIIeH Mepe OJHAa M3 KOTOPBIX COAEPIKHUT
KOMITO3ULIMIO COTJIACHO HACTOSIIeMY HM300peTeHHIO, MOTYT OBITh yIOOHO OOBeANHEHBI B
dopme Habopa, MOOXOMSIIETO AJisi COBMECTHOIO BBEIEHHS YKAa3aHHBIX KOMIIO3MLIUH.
Takum o6pazom, HaAOOp COTNIACHO HACTOSAMIEMY HM300PETEHHIO COIEPIKHUT JIBe WU Ooyee
OTACIIbHBIX d)apMaI_IeBTI/I‘IeCKI/IX KOMHOSHHHﬁ, 0 MeHBIIEH MEpPEC OOAHa H3 KOTOPBIX
conepxut komno3uuio X4P-001 cormacHo HactosimeMy M300peTeHHIO, U CPEACTBA AJIs
yIEpKUBAHUS YKA3aHHBIX KOMITO3HULIMH OTIEIBHO APYT OT APYra, TaKHe KaK KOHTEeHHeEp,
pasneneHHas OyThUIKA WK Pa3aesieHHbIH Ha OTceku makeT u3 (omeru. [IpuMepom takoro
Habopa sBJSIETCS XOpPOIIO U3BECTHAass OJIMCTEpHAs YNAKOBKA, IpHMEHseMas aJist
YIaKOBKH TabJIETOK, KAICyJI U TOMY IOA0OHOTO.

[00214] HaGop cormmacHO HacTOsIIEeMy  HM300pETEHHMIO  SIBJISIETCS  OCOOEHHO
MOAXOSIINM TSI BBEICHHUS Pa3IMYHbIX JIEKAPCTBEHHBIX (JOPM, HAIPHMEDP MEePOPaATIbHBIX
U MapeHTepaibHbIX (JOpPM, Ui BBEAEHUS OTAEIBHBIX KOMIIO3HLHI C DPa3IHYHBIMH
HHTEpBaJlaMi MEXOy HOO03aMHu HWJIKM OJid TUTPOBAHHUA  OTHACJIBHBIX KOMHOSI/IL{I/Iﬁ
OTHOCHTENBHO Ipyr Apyra. st obnerdenust cOOIOAEHUS JIeUeHUsT YKa3aHHBIH HAOOP

OOBIYHO CONEPIKUT YKA3aHUs [0 BBEAEHHIO U MOXKET OBbITh CHAOYKeH MaMsATKOH (memory

aid).

Ilpumenenus  coedunenuili. u  (apmayesmuuecku  npUEMIIEMbIX

KOMRO3UUUIL

[00215] bwuto oOHapyxkeHo, uTOo B mporecce cuHTe3a X4P-001 mnosensioTcs
HEKOTOPBIE NIPUMECH, TAKUE KaK COeNMHEHHs, MPUBENEHHbIEe BhIle B TaOnuie 1 Wi ux
CTEPEOH3OMEPHI, WK (papMaIleBTHUYECKH TTPUEMIIEMbBIE COJIH. BrineneHue u onpeneaeHue
XapaKTEPUCTUK KaXIAOW TPUMECH BaXHO 1o psay npuuwH. Kak mnpaewno, mis
(dapMareBTUUECKUX KOMIO3HMIIHK TpeOyeTcss BBICOKHH ypOBEHb YHCTOTBI, YTOOBI
COOTBETCTBOBAThL TPeOOBAHUSIM PETYIHPYIONUX CTAHAAPTOB KAauecTBA M YHUCTOTHI

JeKkapcTBeHHBIX cpenctB. Hampumep, mpu cuHTese X4P-001 o6praHO 0OpasyroTcs
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MPUMECH, BKJIIOYAsl MPOAYKTHl PA3JIOXKEHUS WIM TOOOYHBIE MPOAYKTHI ITOJYYESHHS,
KOTOPBIE MOTYT MPEMsTCTBOBAThH MOJYyYEHHUIO TepaneBTuueckux 3¢dextor ot X4P-001,
W/WIH MOTYT ObITh TOKCUYHBIMH B CJTy4ae MX MPHUCYTCTBHS B TOCTATOYHBIX KOJMYECTBAX.
Co0TBEeTCTBEHHO, HEOOXOIMMO UMETh BO3MOXKHOCTE OIPENesisiTh HATMYHE U KOJMYeCTBa
TAaKMX  TpUMecedd W KOHTPOJHPOBATH  XHUMHYECKYKD  YHCTOTY,  BKJIHOYas
cTepeoxuMudeckyto unctoTy, X4P-001. [Ins 3Toro HeoOXOmuMoO HAECHTU(DHIIUPOBATS,
BBIZICJIUTE U XUMHYECKH OXapakTepH30BaTh MPUMECH, KOTOPbIE MOXKHO IPHUMEHSTH B
Xpomarorpadpuueckux Nporeaypax, Kak CTaHAApPThI IJIsl MOATBEPKASHHS YUCTOThI X4P-
001.

[00216] CooTBeTCTBEHHO, B OOHOM AaCIEKTE HACTOSIIErO H300peTeHHUs] MpenjIoXKeH
Croco0 TMOJIydeHUs] TMPEMJIOKEHHOTO COeNMHEHHs Wid ero  (apMaueBTHYECKH
MPUEMJIEMOM COJIM, BKITIOYAIOIIUN NMPUBEISHNUE IMOAXOASIIEr0 HCXOHOrO MaTepraia uiu
MarepuajioB B KOHTAKT IIPU YCJIOBUSX, MPEACTABJIEHHBIX, HAIIPUMEp, B IpUMepax HUXeE,
IVl TIOJyYeHUsl COeAMHEHHs WIH ero (¢apMaleBTHYECKH IpuemyieModl coyi. B
HEKOTOPBIX BAPUAHTAX PeATU3alMU COSAHHEHHUE WU ero (papMaLeBTHYECKH ITpUeMiieMast
COJIb SIBJII€TCS MIPUTOHOM UIsl MPUMEHEHHUs] B Ka4eCTBe 3TAJOHHOTO CTAHAAPTa W/WIN B
cnocobax ompeneneHus] HATMYUS TIPUMECH B oOpasiie, TakoM Kak oOpasel] COequHEHUs
dopmyiter I vnu ero papmMarieBTHYECKH MPUEMIIEMOI COJIH.

[00217] B HacrosimemM H300pEeTEeHHH TaKXe MPEIOKEHbI CIOCOOBI OMNpeneaeHus
MPUMECH, BKJIIOUAIOLINE BBEIEHHE 3TAJIOHHOTO PacTBOPA, COAEPKAIIEro COCNHMHEHHE
dopmyner I unu ero dapmareBTHYeCKH TpUeMIeMO coiau B kojoHKy BDOXX mpwu
OmpeNieJIEHHOM Ha0oOpe YCIOBHN C TMOJyueHHeM IepBoil XpomatorpamMmbel BOXKX,
npudeM  yKa3aHHOE KOJHMYECTBO W/WIIM  XHUMHYECKas CYIIHOCTb  COEIUHEHWS,
MPUCYTCTBYIOIIETO B STAIOHHOM pPAacTBOPE, M3BECTHHI; BBeAeHHe obpasua pacTBopa,
conepkauiero coequHenre gopmyier I wim ero gapmarieBTHUeCKH pUEMIIEMOM COJH, B
kojgonky BOXX npu ykazamHoM Habope yCIOBHI C MOJIyYEeHHEM BTOPOU
xpomarorpammbl BOXKX; u onpeneneHve Hamuuus W/WIH KOJNMYECTBA COEMUHEHHS B
yka3zaHHOM o0pas3me pactBopa. B HEKOTOpBIX BapuaHTax pean3aly yKa3aHHBIA
STAJIOHHBIM PAacTBOP BBOIST HECKOJBKO pa3. B HEKOTOpBIX BapHWaHTax pear3alif

yKa3aHHOE OTpenesieHre BKIII0UAeT CPaBHEHHE BPEMEH yIep>KUBAHHUS MMUKOB HAa NEepBOU
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xpomarorpamme BOXKX u muko Ha BTOpoi xpomarorpamme BOXX mist onpenenenus
HAIMYUs COEOMHEHHs B pacTBope obpasma. B apyrux BapuaHtax peanu3anun
ompezesieHre BKJIIOYAeT KOJIMUECTBEHHOE OIpeneieHue IUIomanell MHUKOB pacTBOpa
obpasua u momanell NMUKOB JTAJOHHOTO pacTBopa Ha xpomarorpammax BOXKX u
OLICHKY M3 JTUX pe3yJbTaTOB KOJMYECTBAa COeOMHeHus B olpasue pactBopa. B
HEKOTOPBIX BapuaHTax peanmusanmu kosioHka BOXXX mpencrasnser coboii obpaiieHHO-
($a3oBYI0 KOJIOHKY, U COAEPKHMOE YKa3aHHOUM KOJIOHKH JIIIOMPYIOT C MPUMEHEHHEM
MOJBHKHOM (hasbl, conmeprkamieli BOAY, METAHOJ, TPUPTOPYKCYCHYIO KHUCIOTY HJIH HX
CMECH.

[00218] B mHacrosmem u300peTeHHH TaKXKe MPEIJIOKEHBI CIIOCOOBI ONpeneneHus
HUIMYMST WIH KOJUYECTBA NpuMecH B oOpasue, cozaepkameM HIM [0 CYLIEeCTBY
cocrosieM u3 coenureHust Gopmysisl I win ero dapmaneBTUecku MpUEMIIEMON COJH,
BKJIIOYAIOINME BBeeHHE B KOJIOHKY BOXKX, myTemM OAHOTO MM HECKOJIBKUX BBEINCHUH,
pacTBOpa oOpasiia, comepskamero marepuan u ceszaHHoro (spiked) ¢ sTamoHHBIM
COEIMHEHNEM, UMEIOIUM U3BECTHYIO XMMHUECKYIO CTPYKTYPY, TaKyl0 KaK COEIUHEHUE
I-1, I-2, I-3, I-4, I-5, 1I-6 v I-7; nonmyuenue xpomarorpammbel BOXX u onpenenenue
HAJIMYMST WK KOJMYECTBA COEIWHEHWs B Marepuaje. B HEKOTOphIX BapHaHTaX
peanuzanuu kojoHka BOXXX mpencraenser coboii oOpaiieHHO-(a30By0 KOJOHKY, H
COMEPKUMOE YKa3aHHON KOJIOHKU JIIOUPYIOT C MPHUMEHEHHeM TMOIBIKHON (asbl,
cozeprKaiei BOAy, MeTaHOJI, TPU(TOPYKCYCHYIO KHUCIOTY Wi X cMecH. Criocod MoxeT
JOTOJHUTEBHO BKJIIOYATh JOKYMEHTAJIbHYIO (DUKCALMIO B ITHUCbMEHHOUW (Qopme
XUMHYECKOU CYITHOCTH COSAMHEHHSI U KOJIMYECTBA COSTMHEHHUS B KQUeCTBE MPUMECH.
[00219] B HekOTOpBIX BapuUaHTaX pEATH3ALHMH CIIOCO0 MOTOJHUTENILHO BKIIFOUAST
JOKYMEHTAJIbHYIO (PUKCALIHIO B MUCEMEHHOU (popMe XMMUYECKON CYIIHOCTH COEIHHEHUS
M KOJMYECTBA COCOUHEHHsS B KadeCTBe NMPUMECH B Martepuaje. B HEKOTOPBIX cilydasx
KOJIMYECTBO B MaTepHajie COeIUHEHHs ONMpeaessifoT myteM (1) naeHTH(UKALUK nuKa Ha
XpoMaTorpamMme, KOTOPBIA COOTBETCTBYET IMKY HAa KOHTPOJBHONW XpoMaTorpamme
COEAUWHEHUS, 11 KOTOPOTO U3BECTHO, uTO OHO mMeeT cTpykrypy I-1, 1.2, I-3, 14, I-5, I-
6 wiu I-7; (i1) vgeHTUQUKAMH THKA HA XPOMATOrpaMMme, KOTOPBIH COOTBETCTBYET

OTHOCHUTECIIBHOMY BPEMEHH YACPKHUBaHHA COCAWHEHUS, OJIsI KOTOPOro U3BECTHO, YTO OHO
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umeet ctpykrypy I-1, I-2, I-3, 1-4, I-5, 1-6 vu I-7; w/unu (ii1) uaeHTHHUKALIMY THKA HA
XpoMaTorpamMme, KOTOPBIM COOTBETCTBYET H3BECTHOMY KOJMUYECTBY CBSI3aHHOTO
COEAUHEHUS, ISl KOTOPOTO U3BECTHO, 4TO OHO nMmeeT cTpykrypy I-1, 1.2, I-3, 14, I-5, I-
6 wiu I-7. B HexoTOpBIX BapuaHTax peanusaumy kojonka BOXKX mpencrasnser coboit
oOpamieHHO-(a30By0 KOJIOHKY, M KOJIOHKY 3JTIOHPYIOT C NPUMEHEHHEM I1OABHKHOM
(a3, cogepxariei BOAy, METaHOJ, TPUPTOPYKCYCHYIO KUCIIOTY HJIH HX CMECH.

[00220] B HexOoTOpBIX BapHaHTaX pea3alMH HACTOSIIEro H300peTeHus MPeasIoKeHO
coenuHenue, BeiOpanHoe w3 I-1, 12, I3, I4, I-5, 1-6 wm I-7, umu ero
(dapmarieBTUYECKH MpUemiieMasl COJlb, C YHUCTOTOM, IMO3BOJISIIOLICN MPUMEHSTh €ro B
KAQuecTBE STAJIOHA WIHM CTAHAAPTA B PA3JIMYHBIX AHATUTHYECKUX METOHax (Hampumep,
BOXX, I'X, COX, KXXMC), kak GoJiee MOJIHO OMHUCAHO HIKE. B HEKOTOPBIX BapHaHTax
peanusaluy COeAMHEeHHe WIH ero (papMmaleBTHYecKH MpuemyieMas COJIb MOXET ObITh
BBIZIEJIEHO C YHUCTOTOW 1O MeHbined mepe 0,5%, unctorodi mo meHwmen mepe 1%,
YUCTOTONW MO MeHbler Mepe 5%, YuctoToil mo MeHbmed mepe 10%, dnMcToTON TIO
MeHbIed Mepe 15%, yucToTol 1O MeHbiner mepe 25%, YUCTOTON IO MEHbIIeH Mepe
50%, uncToTo# MO MeHbIIer Mepe 75%, 4rcToTOM 1o MeHblel Mepe 95% Wiu YrCTOTON
no MmeHblne mepe 97%. B HekOTOpBIX BapuaHTaxX peau3allid COSOUHEHHE WM ero
(dapMarieBTUUECKH TTPUEMJIEMYIO COJIb BBIAENSIIOT W/HJIM YITAaKOBBIBAIOT B BHIE TBEPIOTO
BEIIECTBA.

[00221] B pgpyrom acmekte HACTOSIIErO H300peTEeHUs MPEMIOKEHBI CIOCOOBI
onpenenenus Haguuus w/uan konwuectsa I-1, 1-2, 1-3, I-4, I-5, 1-6 wiu I-7; win mx
dapmarieBTHUECKH  MpUEMJIEeMBbIX  cojiell.  Hampumep, coemuHeHWe WIH — €ro
(dapmarieBTUUECKH TIpreMyieMasi COJIb MOTYT OBITh IOJydeHbl B KaueCcTBE MPUMECH B
nporecce cuHTe3a X4P-001. B xoHTekcTe HACTOSIIEro OMMCAHHS TEPMHUH KIIPUMECHY
MOXET OTHOCHUTBECS K TPOAYKTaM Pa3JIOKEeHUs, KOTOphIe O0pasyloTcs MpU XpaHSHUH
X4P-001 w/unu mOGOYHBIX MPOAYKTOB, OOPa30BaHHBIX B XHUMHYECKOH peakiuu
nosiyueHuss X4P-001. B ogHOM M3 BapHaHTOB peayiM3alyii Crocod BKIJIIOYAST BBEISHHE
arajoHHOTO Ppacteopa, comepxkamero I-1, I-2, 1I-3, I-4, I-5, I-6 wmu I-7, wu ux
(dapmarieBTHUECKH TpUeMJieMble COJid, B KoJoHKY BOXX npu nHaGope ycroBuii ¢

MOJIyyeHueM MepBoil xpoMatorpammel BOXKX, mpudeM yka3aHHOe KOJHYECTBO W/WITH
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xumuueckas cymHocts I-1, 1-2, 1-3, I-4, I-5, 1-6 wiu I-7; wnu ux dapmaieBTHYECKH
MPUEMJIEMBIX COJIeM, MPUCYTCTBYIOLIUX B 3TAJIOHHOM pPacTBOpPE, WU3BECTHBI; BBEIEHHE
obpasnia pacteopa, comepxkamero X4P-001, B xonmonky BOXKX mpu Ttom ke Habope
YCIOBUM ¢ TonyueHHeM BTopod xpomarorpammbl BOXX wu cpaBHeHme mnepBoit
xpomarorpammel  BOXKX co Bropoit xpomarorpammort BOXX nns ompenenenus
Hamuust w/wmn koamuectsa npumecu (I-1, 1-2, I-3, I-4, I-§, 1I-6, wm I-7; win ux
(dapMarieBTUYECKH MPUEMJIEMBIX COJIel). DTaJIOHHBIM PAaCTBOP MOXET OBITH MOJIyYeH
myTeM pacTBopeHust obpasua (Hampumep, tBepaoro obpasua) I-1, I-2, I-3, I-4, I-5, I-6,
win 1-7; wim ux QapmaneBTHUECKH MPHEMJIEMBIX COJIEH, B MEPBOM PAaCTBOPHUTENE, H
yKa3aHHBIA Oo0pasel pacTBOpa MOKET OBITH MOJy4YeH IyTeM pacTBOpeHHs obpasua
TBEPIOTO BeIlecTBa BO BTOPOM pacTBopurtesie. B HEKOTOpPHIX BapHaHTaX peau3aliuu
STAJOHHBIA PACTBOP MOXET COAEpPKaThb AOTOJHHUTENBHOE COeAUHEeHue (-5), IpuYeM
yKa3aHHOE KOJHMYECTBO W/WIN CYIIHOCTh IOTOJHUTEIEHOTO COeIUHEHUs (-hil) Takxke
M3BECTHBI. B OHOM W3 BapuaHTOB peann3audu oOpasel (Hampumep, pacTBop oOpasiia)
Mmosxet comepxkarb X4P-001. Cnenyer moHMMAaTth, 4TO HacTosmiee U300pPETEHHE MOXKET
BKJIFOYATh Apyrue oOpasipl, B KOTOPBIX MPEAINOJaraeTcss COAep)KaHHE COeIUHEHUS,
BeiOpannoro u3 I-1, 1-2, 1I-3, 14, I-5, I-6 wiu I-7; wimn ero ¢apmarieBTHUYECKH
MPUEMJIEMOH COJIH.

[00222] B omnom u3 BapuanToB peanusanuu Hajuaue I-1, 1-2, 1-3, 1-4, I-5, 1I-6, vnu I-
7, v ux (apMaleBTHUECKH MPHEMIIEMON COJU B OOpaslie pacTBOpa MOXET OBbITh
OTIpeie]IeHO ITyTeM CPAaBHEHMs BPEMEH YyIEpKHUBAHHS MHUKOB B MEPBOM XpOMAaTOrpaMMe
BOXX co BpemeHeMm yaepXuBaHHS B TNHKax Ha BTOpoH Xpomarorpamme BOIXKX.
Hampumep, nns cragmapTHOTO pacTBopa, comepxamiero I-1, 1-2, 1-3, 1-4, I-§, 1-6, v I-
7, unu ux (papMaLleBTUYECKH MPUEMJIEMAs COJIb, MOXKET IMOJIyYHUThCS XpOMaTorpaMma C
koM, cootBetcTByomum I-1, 1-2, I-3, I-4, I-5, 1-6, wiu I-7; wnn ux dapmareBTHIECKH
MPUEMJIEMOI COJIM, ¥ UMEIONIUM KOHKPETHOe BpeMsi yaepxuBaHusi. Pacteop obpasma
najnee MOKeT ObITh BBeZleH B KOJIOHKY BOXKX mpu Tex ke yCIoBUSX, 4TO M CTAaHAAPTHBIN
pacTBOp, W TOJydeHHas XpoMarorpamMMa MOXKeT OBIThb H3ydeHa Ui OIpeAesieHUs
HaJd4yus Ha HeW IMHMKa [OpuU TOM K€ BPEeMEHU YAEPKUBAHUS, YTO U IIUK,

cootBerctByrommin I-1, 1-2, 1I-3, 14, I-5, -6, win I-7; win ux ¢apmaieBTHuecKu
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MpUeMJIEMBIM CcOJIsiM, B xpoMarorpamme BOXX st cranmaptHoro pacrsopa. Hammuume
TAaKOro THKa MOEeT YKa3bIBaTh Ha TO, 4TO B 00pasie npucyrcteyer I-1, I-2, I-3, 1-4, 1-5,
I-6, win 1-7, win ux ¢apmaleBTHYeCKH NpuemyieMas CcoJie. B npyrom BapuaHTe
peanuzanuu konuuecteo I-1, 1-2, I-3, I-4, I-5, 1-6, wiu I-7; win ux dapmaieBTHUECKH
MPUEeMJIEMOI COJIM B pacTBope oOpasla MOXeT ObITh OIpeneseHO IyTeM CpaBHEHHS
Iomanel MUKOB Ha TMepBod xpomarorpamme BOXX ¢ momanpio mUKOB Ha BTOPOM
xpomarorpamme BOXKX u pacuer conepxanus I-1, 1-2, I-3, 1-4, I-5, I-6, v I-7; nim ux
(dapmarieBTUUECKH TTPUEMIIEMOH COJTH, B pacTBOpe oOpasia.

[00223] B HEKOTOpPBIX BapUaHTaX peasN3alii HACTOSIIEr0 N300peTeH s PEeIOKEeHbI
crocoObl OTpeAesieHusl MPUMECH B MaTepuajie, CocTosmeM o cymectsy u3 X4P-001, B
KOTOPBIX pacTBOp oOpaslia, Comep)Kalmuid MaTepual W CBSA3aHHBIA C JTAJOHHBIM
COEMHEHUEM, JJIs1 KOTOPOTrO U3BECTHO, YTO OHO MMEeT XUMUYECKyIo cTpykTypy I-1, I-2,
I-3, I-4, I-5, 1-6, v 1-7; win ux dapMareBTHUeCKH MPUEMIIEMBIX COJIEH, KaK OMHUCAHO B
HacrosimeM Hu300peTeHnu, BBOASAT B KoOJOHKY BOJXKX u momyuaror xpomarorpammy
BOXX s onpeneneHus HATWYKS W/HITH KOJTHYECTBA COSMHEHUS B MaTepHae.

[00224] Cnocobbl coryiiacHO HacTOsIMIEMY H300PETEHHIO MOTYT JOTOJHHUTEIBHO
BKJIFOYATh JOKYMEHTAIBHYIO (DUKCAI[HIO B MUCBMEHHOU (pOpME XHMHUECKOHM CYH[HOCTH
COEIMHEHUS U KOJIMYECTBA COCIMHEHUS B KA4eCTBE IPUMECH B MaTepHale.

[00225] B npyrux BapuaHTax peayM3alldi HACTOSIIEr0 HU300pPETeHHs MPEeJIOKEeHbI
crocoObl OTpeAeNeHs MPUMECH B MaTepHajie, COCTOIIEM 1o cyiiecTBy u3 X4P-001, B
KOTOPBIX PAacTBOP C PAaCTBOPEHHBIM B HEM MaTepuajie BBOOAT B KOJIOHKY BOXX u
noyiydaror xpomarorpammy BOXX s ompeneneHuss KOJIMYeCTBA B YKa3aHHOM
Marepuaje COeIUHEHUs, AJIsI KOTOPOTro U3BECTHO, YTO OHO umeet cTpykrypy I-1, I-2, I-3,
I-4, I-5, 1-6, vwnu 1-7; win ux QapmaneBTHUECKU MPUEMJIEMBIX COJICH, KaK OMKHCAHO B
HacTOSAMmEM H300peTeHHH. XHUMHUYECKY0 CYIIHOCTh COEIWHEHHS U KOJHYeCTBa
COENMHEHHs] B KauecTBe IpUMECH B Marepuaje [aajieeé MOXHO JOKYMEHTAIBHO
3aukcrpoBats. KonnyecTBo coerHeHNs1 B MaTepyalie MOXKeT OBbITh OTPEIENICHO MyTeM
(1) upgeHTH(UKAIMK HA XpOMATOTPaMMe I[IMKA, KOTOPBIH COOTBETCTBYET IMKY Ha
KOHTPOJILHOM XpoMaTtorpamme, (i1) WaeHTH(PHUKALMA HA XpOMATOrpaMMe MUK, KOTOPbIi

COOTBCTCTBYET OTHOCHUTCIIEHOMY BPEMCHH YACPKHBAHUA COCOUHCHHA, OJII KOTOPOro
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n3BeCTHO, 4TO0 OHO mMmeeT cTpykrypy I-1, I-2, I-3, 14, I-5, 1I-6, wmu I-7; mm wnx
dapmarieBTUUECKH TMpHEeMJIeMBbIX cosiel, w/wnu (111) wuaeHTHUKALMKU NHKa Ha
XpOMarorpamMme, KOTOPBINi COOTBETCTBYET M3BECTHOMY KOJHYECTBY CBSI3aHHOTO
COEAUWHEHMUs, 11 KOTOPOro U3BECTHO, UTO OHO mMeeT cTpykrypy I-1, I-2, I-3, 14, I-5, I-
6, v I-7; win ux apManeBTHYECKH IPUEMIIEMO COJIH.

[00226] Hexoropsle BapuaHTBl peATM3ALMH HACTOSIIErO0 H300pEeTeHHs MOXKHO
NPUMEHSTh TpU onpenenennn konudectsa w/win Hamuuus I-1, 1-2, 1-3, I-4, I-5, 1-6, wiu
I-7; vnu ux dapmalieBTHUECKH TTPUEMIIEMBIX COJiel, B oOpasiie, comepskamem X4P-001.
VYkazanHeii oOpaser MOXeT MNPeACTaBJsITh COOOM CBEXKENPUTrOTOBJIEHHBIM MaTepHall,
win  oOpasell MOXeT NPEeACTaBiIsATh coOol oOpasen, XpaHAIMNCS B TEYESHUE
OTPENeJICHHOrO MepHoa BpeMeHH. B oqHOM u3 BapuaHTOB peanm3anmu oOpaser; X4P-
001 MOXkeT XpaHUTBHCSI U €ro MePpUOJMYECKH AHATU3UPYIOT ¢ NMPUMEHEHUEM CIIOCOOOB,
OIMHCAHHBIX B HACTOSIIIEM H300pETeHUH , TS ONpeIesIeH s HATMYKs WK KoryecTtsa I-
1, 12, 1I-3, I-4, I-5, 1-6, wiu I-7; win ux QapmareBTHYeCKH MPUEMIIEMBIX COJIEH, B
oOpasie, KOTOpbIi MOXeT 00pa3oBhIBAThCS, Hampumep, npu pasnoxenuun X4P-001. B
HEKOTOPBIX CIydasx oOpasel] MOXKeT ObITh MOMeNIeH B HeOJIaronpUsTHbIE YCJIOBHS, TO
eCThb YCIOBHS, CHENHaJbHO CHOCOOCTByOIMEe pasiokenuio X4P-001, Ttakue kak
MOBBIIIEHHBIE TEMIEPATypPhl W/WIK TOBBIMIEHHAS BJIAKHOCTb, TMPHYEM YKa3aHHBIH
obpaseny TEpUOAMYECKU AaHAU3UPYIOT C TPUMEHEHHEeM CIIOCOOOB, OINMHUCAHHBIX B
HACTOSIIEM H300peTeHUH TSl ONpeesieH st B 00pasiie Haiuuus u/wnu Kojmuectsa I-1,
I-2, I-3, 14, I-5, 1-6, wiu I-7; wiu ux papManeBTUYECKU TPHEMIIEMBIX COJIEH.

[00227] CoeauHeHUS U KOMIIO3HUIIMH, OTIMCAHHBIE B HACTOSIIEM H300PETEHHH, MOKHO
npuMeHsTh 11 uHruoupoBanuss CXCR4 wim ero myranra. HekoTtopele coequHEHHs U
KOMITO3UIIUH, OITUCAaHHBIE B HACTOSIIEM H300peTeHHH, Kak ObUI0 OOHAPYKEHO, MOKHO
NPUMEHSITh B JIEUEHUH, NPEJOTBPALEHHH W/HWIM CHIDKEHHH pHCKa 3a00JIeBaHuUs,
paccTpoicTBa WM cocTosiHUSA, cBsa3anHoro ¢ CXCR4.

[00228] B opmHOM acrmekre HAcTOSIEro HM300peTeHHs MPEemIoKeH  Ccrmocod
naruduposanus akTHBHOCTH CXCR4 wimm ero MyTaHTa y mampieHTa, BKITIOYAOLIHI
CTAAUIO BBENEHHUS YKa3aHHOMY MALMEHTy mpenjokeHHou kommnoszummu X4P-001. B

APYTUX BapHAHTaX peaM3ali{ HACTOSINEro M300peTeHUs MPENJIoXKeH CIIoco0 JIeUeHHs
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paccrpoiictBa, onocpenoaHHoro CXCR4 mnm ero MyTaHTOM, y HY KOAIOMErOCsS B 3TOM
MALMEeHTa, BKJIIOYAIONINN CTAAUI0 BBEACHHS YKA3aHHOMY IIALIMEHTY IMPeaJIOKeHHOMN
komnosuimu X4P-001 coryacHO HacToseMmy HM300peTeHUI0 WiH ee (papMaLeBTHUSCKU
MPpUEeMJIEMOT KOMIO3UIMH. Takue paccTporcTBa MOAPOOHO OMHMCAHBI B HACTOSIIEM
n300peTeHnn.

[00229] Hexkotopsle criocoOrl jieueHns: 3a00IeBaHUsI UM PACCTPOMCTBA € ITOMOIIBIO
X4P-001 omucansl B 3agske PCT Ne PCT/US2018/038776, nomannoii 21 murons 2018 r.,
coliepKaHHe KOTOpPOI MOJHOCTBIO BKJIIOUEHO B HACTOSIIEE ONMCAHHUE ITOCPEICTBOM
ccblikd. OrnucaHHBIE B HACTOSIIIEM H300PETeHHM COEQMHEHHS M KOMIO3MUIMM MOKHO
MPUMEHSTh B TAKUX CIIOCO0aX JieueHus: 3a00JIeBaHuU ST WM PACCTPOMCTRA.

[00230] B HexkoTOpBIX BapHaHTaX peau3aliyd KOMIIO3WULIMIO, comepskamyo X4P-001
Wik ero (papMaleBTHYeCKH MPUEMIIEMYIO COJIb BBOAST MEPOPATBHO B KOJHYECTBE OT
npuMepHo 200 mr no npumepHo 1200 mr B cyTkU. B HEKOTOpBIX BapUaHTaxX peaynu3alun
no3upyemMasi KOMIIO3ULMS MOXKET ObITh BBEIEHA ABAXK/IbI B CYTKH C Pa3esIeHHON J030H C
MPOMEXYTKOM TpuOiau3uTeapbHo 12 wacoB. B nmpyrux BapuwaHTax —peaju3aiun
no3upyemMasi KOMITO3ULMST MOXeT ObITh BBEIEeHa OAMH pa3 B CyTKU. KoHeuHsll mepuon
nosyBeiBerienns X4P-001, xak ObUIO oOmpesnereHO, B OOIIEM CiIydae COCTaBJISIET OT
npumepHo 12 o npumepHo 24 vacos win npuMepHo 14,5 gaca. [{o3a miis nmepopanbHOTo
BBEAEHUSI MOXKET COCTaBJIsITE OT npuMepHo 100 mr go mpumepHo 1200 mMr oxuH wim aBa
paza B CyTku. B HekoTOphIX BapuaHtax peamusaimu go3a X4P-0001 wmm ero
(dapMarieBTUUECKH TPHEMJIEMON COJIH, TMOAXOASIIas [Jis MMPUMEHEHHS B HACTOSIIEM
n300pereHnu, cocrapiseT oT npuMepHo 200 mr no nmpumepHo 800 Mr B cyTku. B npyrux
BapuaHTax peanuzarmu n03a X4P-001 wnu ero dapmareBTHUECKU MTPHEMIIEMOI COJIH,
MONXOASIIAs JUii TPUMEHEHHST B HACTOSIIEeM H300pPETEeHHH, MOXET COCTaBJIATH OT
npumepHo 200 mr go nmpumepro 600 mr, ot nmpumepno 400 mr go mpumepro 800 mr, oT
npumepHo 600 mr go nmpumepHo 1000 mr wiu ot npumepno 800 mr mo nmpumepno 1200
MT B CYTKH.

[00231] B opgHOM acriekTe HACTOSINErO HU300pETEeHHs MPEIJIOKEH CIOCO0 JIeueHUs
paka, TaKOro, KaK OINHCAHO B HACTOSAIIEM HW300peTeHHH, IIyTeM BBEISHUS

HY)KIAIOWEMyCsi B 3TOM MalueHTy dS(QQEKTUBHOTO KOJIMYECTBA MPEIJIOKEHHON
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komrozummn  X4P-001. B HekoTOphIX BapuMaHTaxX pean3alii CIoco0 BKIIIOYAET
COBMECTHOE BBEIEHHE OJJTHOBPEMEHHO HJTH MOCIeNOBATENIbHO YPPEeKTHBHOTO KOJINUYECTBA
OHOTO WK 00Jiee TOTIOJHUTENBHBIX TEPANleBTUYECKHX areHTOB, TAKHE KaK OMHCAHO B
HacTosAmEeM H300peTeHHH. B HEKOTOpBIX BapHaHTAX pean3aliH CIOCO0 BKIIIOYAET
COBMECTHO€ BBEJE€HHE C OJHHM JOMOJHHUTEILHBIM TEPANeBTUYECKHM areHToM. B
HEKOTOPBIX BapHaHTAaX peain3aliy Ccroco0 BKIIIOYAeT COBMECTHOE BBEICHHE C IBYMS
JOTIOJTHUTEIbHBIMU TEPANEBTUUECKUMHU areHTaMu. B HEKOTOPBIX BapHaHTaX peaTHU3aLH
KOMOMHALIUS TIPEIJIOKEHHOTO COEAWHEHHUS] WIM KOMIIO3HUIIUH U JOTOJIHUTEIBHOTO
TEpaneBTHUECKOTO areHTa WM areHTOB JEHCTBYET CHUHEPTHYECKH IS MPEOTBPALISHHS
WIN CHIJKEHHSI YCKOJIb3aHHMSI paka OT HMMMYHHOTO OTBETa W/WIH YCKOJIb3aHHS OT
AHTUAHTHOTeHHOW Tepamuu. B HEKOTOphIX BapUaHTAaX peaM3alliy MAlUeHT paHee
MOJIyyas JApPYrod NPOTHBOPAKOBBIM areHT, Kak TO aAbIOBAHTHAsS Tepamus WM
UMMyHOTeparnusi. B HEKOTOphIX BapUaHTaX peaTH3alMH YKA3aHHBIH pakK sBISETCS
pedpakTepHbIM.

[00232] B HexkoTOpEIX BapuaHTax peanu3anuu 3a00JIeBaHHE, PACCTPOHCTBO WIIH
cocrosinue, cBssaHHble ¢ CXCR4, BeiOpaHbl W3 KJIETOYHBIX MPOJIH(pEPATUBHBIX
paccTpoiicTe, Goniesnu Adbireiimepa, BUY, peBmaroumnoro aprtpura wiu (ubposa
Jerkux. B HEKOTOpeIX BapuaHTaxX peaju3alyu 3a00jieBaHHE, PACCTPOMCTBO WU
COCTOSIHUE TPeNCTaBisieT coOol rurneprposmdepaTHBHOE PacCTPONCTBO, TaAKOE KaK pak.
B HekoTOpBIX BapHaHTaX peaJM3allMk YKA3aHHBIA pak MPEACTaBisseT COOOM pak
MOJIOUHOM JKeJie3bl, IMYHUKOB, TIOYEK, JIETKOrO WM MeJlaHOMY. B HEKOTOpBIX BapraHTax
peanuzanuu pak BbIOpaH u3 moueuHo-kietouHou kapuuHoMmbl (ITKK), pedpakreproit
IIKK unu cetnoknetounoit IIKK (ccRCC).

[00233] B HexOTOPBIX BapHaHTaX PEATM3ALMH B HACTOSIIEM U300pETEHNH TPEJIOKEH
croco0 JIedyeHusl MALUeHTOB C PaKOM, MPEACTABIIIOIMM cOO0M COMMUAHYIO OMyXOib. B
HEKOTOPBIX BapHUaHTaX peaM3allii MALHUEeHT HMEEeT paK IMOYKH, OMyXOjb TOYEK,
KapLITHOMY MOYeK (BKJIIOUasi CBETJIOKJIETOYHYIO U MAMUJUISIPHYIO KApLMHOMY MOYEK ), PaK
SIMYHUKOB WJIK MEJIAHOMY.

[00234] IIpennoxennsie coenuHeHHs npenctaBisioT coboit marudbutroper CXCR4 w,

TakuM o00pasoM, MOAXOAAT Uil TPUMEHEHHs [UJIsS JIeueHuss OmHoro wiu Oonee
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pacctpoiicTB, cBs3aHHBIX ¢ akTUBHOCTEIO CXCR4. Takum o6pa3oMm, B HEKOTOPBIX
BapHaHTaX peajM3ally HACTOSLIEr0 M300pETeHHsl TPemJIokeH Crocold JiedeHus
onocpemoanHoro CXCR4  pacctpoiicTBa, BKIIOUAIOMUA  CTAAWID  BBEJEHHS
HYKIAIOUIEMyCsl B 3TOM MAalMeHTy NpemioxeHHoN kommnosunuun X4P-001 wnu ee
(dapmarieBTUYECKH TPHUEMIIEMON KOMITO3HLIMH.

[00235] B omgHOM acrekTe HACTOSIIEro HU300peTeHHs MPEIJIOKEeH CIOCO0 JIeueHus
paka y HyXTaloIerocs B 3TOM MALMEHTa, IAe YKA3aHHBIM COCO0 BKIIIOYAET BBENCHUE
YKa3aHHOMY MalMeHTy npemioxeHHon kommo3unuu X4P-001 B xomOuHamu ¢ ogHUM
i OoJiee AOTOJHUTENBHBIMU TEPANeBTUUECKUMH areHTaMH, TaKUMHM Kak OJHO HWJIH
6os1ee IMMYHOCTUMYJIUPYIOIUX TePAIIEeBTUUECKUX COSIUHEHHUH.

[00236] B HEKOTOPBIX BapHaHTax peamzanyu OIHO WJIN 6onee
MMMYHOCTUMYJIMPYIOIUX TEPANeBTHUECKUX COENMHEHUH BbIOpaHBI M3 23J10Ty3ymada,
MupamMypTHaa, arOHUCTA WIK aKTUBATOPa TOJUI-MOAOOHOTO PELenTopa WiIH aKTHBATOpa
RORtt.

[00237] B HexkOTOpBIX BapHAaHTaX pPEATU3ALMH CHOCOO IOTOJHUTENEHO BKJIIOYAST
BBEJICHHE YKA3aHHOMY IIALMEHTy TPEThEro TepaneBTUYEeCKOro areHTa, TaKoro Kak
MHTHOUTOP WMMMYHHBIX KOHTPOJIBHBIX TOYEK. B HEKOTOPBIX BapUaHTaX pean3alidu
crnoco0 BKIIIOYAET BBEIEHHE HYXXKIAIOMEMYCSl B 3TOM TALMEHTY TPeX TepareBTUYECKUX
areHToB, BBIOPAHHBIX u3 TP EeIIOKEHHOM KOMITO3ULINU X4P-001,
MMMYHOCTUMYJTUPYIOIIETO TEPANeBTUYECKOTO COCOUHEHUS W WHTHOUTOPAa MMMYHHBIX
KOHTPOJIBHBIX TOYEK.

[00238] B HekoTOpHIX BapHAHTAX peATH3ALUN UHTUOUTOP MMMYHHBIX KOHTPOJIBHBIX
TOYeK BBIOpaH W3 HUBOJyMaba, mnemMOpoju3ymaba, wunuiuMymaba, aBenymada,
nypsaiymada, are3oiau3yMada Wi muamiuzymaba.

[00239] B apyrom acmekTe HACTOSIIETO HM300pETEeHHs TPEMJIONKEH CIIOCO0 JedeHHUs
paKka y HyXTaIOIIEerocs B 3TOM MALMEHTa, IAe YKA3aHHbBIH CrOCO0 BKIIIOYAET BBEICHHE
YKa3aHHOMY MalMeHTy MpemioxkeHHon koMmno3uuu X4P-001 B koMOuHauu ¢ OJHUM
wi  Ooyiee  JOTIOJIHUTENIBHBIMH — TEPANeBTHYECKUMH areHTaMH, BbIOpPAaHHBIMH W3
uHrubutopa uHnomamuH-(2,3)-nuokcurenasel (IDO), uaruduropa noau-(AJD-pubdosa)-

nosumepassl  (PARP), wunrubutopa ructonmeauetrwnassl (HDAC), wunruGuropa
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CDK4/CDK6 nnu uarudurtopa ¢ocharuaumnHo3uton-3-kuHassl (PI3K).

[00240] B wHexkoTopbIx BapmaHTax peanmsauun wuHruobutop IDO BeIOpaH U3
SIAaKanocTara, HHOoKkcuMona, kanmanutuoa, GDC-0919, PF-06840003, BMC:F001287,
Phy906/KD108 wnu depmeHTa, KOTOPBIHA pa3pymaeT KHHYPEHUH.

[00241] B Hekotopsix BapuaHTax peanuzaumyd uHrHONTOp PARP  BHIOpan u3
onarapu0a, pykanapuba uiu HAparnapuoa.

[00242] B mHexoToprix BapuaHTax peamusanuu uHruourop HDAC BrIOpan u3
BOPHUHOCTATA, POMUIETICHHA, TAHOOMHOCTATa, OMMHOCTATA, SHTUHOCTATA WM YUAAMHA.
[00243] B HexoTopeix BapuaHTtax peanumzaimu uHruoOuTop CDK 4/6 BrRIOpaH U3
nanbouukanba, pubonukmbda, abeMarukiInda W TPUIALHUKINOA.

[00244] B HexkOTOpBHIX BapHAHTAX pPEATU3ALMH CHOCOO IOTOJHUTENIEHO BKJIIOYAST
BBEJICHHE YKa3aHHOMY NALMEHTy TPEThero TEepaleBTUYEeCKOTO areHTa, TaKOro Kak
UHTUOUTOP WMMYHHBIX KOHTPOJIBHBIX TOYEK. B HEKOTOphIX BapHaHTaxX peaH3aLHH
croco0 BKJIIOYAET BBEEHUE HYXJAKOMIEMYyCsl B 3TOM IMALMEHTY TPeX TepaneBTHYECKUX
areHToB, BBIOPAHHBIX M3 NpemIokeHHOH kommosummu — X4P-001,  BTOporo
TEpareBTUUECKOrO areHTa, BHIOPAHHOTO U3 HHIHOHUTOpa UHAOIAMUH-(2,3)-IHOKCUTeHA3bI
(IDO), wusruburopa  nomu-(AJ®d-pubdosa)-nomumepazsr  (PARP),  unruburopa
rucrongeanerwnassl  (HDAC), wunrubutopa CDK4/CDK6 wmun  uaruburopa
docharunmnunosuton-3-kunHasel  (PI3K) w  Tperhero TepameBTHUECKOrO areHTa,
BBIOPAHHOTO M3 MHTMOMTOPAa UMMYHHBIX KOHTPOJIBHBIX TOUYEK. B HEKOTOPBIX BapHaHTaX
peanu3aliy WHTHOUTOP HMMMYHHBIX KOHTPOJIbHBIX TOUYEK BBIOpaH H3 HHUBOJyMada,
neMmOponusymaba, wununumymada, asenaymaba, aypBaaymada, are3onuzymada WId
MUAUIH3YMa0a.

[00245] B wHexotopeix BapuaHTax peanmusauuun uHruOutop PI3K BrIOpan wu3
unenanucuda, anmenucuba, Tacemucn0a, MUKTHIN3HOA, KOMAHJIUCHOA, ayBenvcuoOa,
PQR309 v TGR1202.

[00246] B nppyrom acrekTe HacTOSIIEro HM300peTeHUs MPEmIOKEeH CIocold JieueHus
paka y Hy»XTalOIIEerocs B 3TOM MALMEHTA, IAe YKA3aHHBIH COCO0 BKIIIOYAET BBEICHHE
yKa3aHHOMY MalMeHTy MpeioxkeHHon koMmmo3uuu X4P-001 B koMOuHanuu ¢ OJHUM

wm  Ooee AOIMOJIHUTECJIBHBIMU ~ TCPAIICBTUYCCKHMH  arCHTaMu, BI:I6paHHI:IMI/I u3

76



TEpareBTHUECKUX areHTOB HAa OCHOBE IUIATHHBI, TAKCaHA, MHTUOUTOpA HYKJICO3UAA WITH
TEPareBTHUECKOTO areHTa, NpemnsTCTByomero HopMmaasHoMy cuHTesy JIHK, cuuTesy
Oenka, peruMKaMM KIeTOK wWin Oyaer HWHbBIM 00pa3oM HHruOupoBats OBICTPO
npoUd EPUPYIONIHE KIETKH.

[00247] B HexkOTOpHIX BapuUaHTax peaju3allul TepaneBTUYECKUIl areHT Ha OCHOBE
IJIATUHBI BLIOpAH W3 LMCIUIaTHHA, KapOOIUlaTHHA, OKCANWIUIaTHHA, HeJarulaThHa,
MMKOIUIaTUHA WM caTparuiaThHa.

[00248] B HexkoTOpBHIX BapuaHTaX peajM3alUd TAaKCaH BBIOPAH W3 MAKJIUTAKCeNa,
TOLIETAKCeNIa, CBSI3aHHOTO ¢ alb,OyMUHOM makjinrakcena, kabasurakcena miu SID530.
[00249] B  HexkOTOpPBIX  BapHaHTAaX  peaM3alMM  TEParneBTHUUECKUM  areHr,
NpensaTCTByomuil HopmaaeHOMy cuHTedy JIHK, cuHTedy Oenka, periukaipu KJIeTOK
WIM, B TPOTUBHOM cCiyd4ae, OyOeT NPemsiTCTBOBAaTh PEIUIMKALUU  OBICTPO
npos(epUPYIOIINX KIETOK, BhIOpaH U3 TpabeKkTennHa, MeXJIOpeTaMHUHa, BUHKPUCTHHA,
TEMO30JIOMHU/1a, LIUTApaOUHA, JIOMYCTHHA, a3alUTUANHA, OMALIETAKCHHA MEIEeCyKLHATA,
acriaparvHasel  Erwinia  chrysanthemi,  >pubynuH  Me3wiaTa,  KaraleTpHHa,
OeHmaMycCThHA, WKCAaOenuIIoOHa, HejapaObuHa, kiopadpabuHa, TpUPIYPHOANHA HIIH
TUTTAPALIAIIA.

[00250] B HekoTOpBIX BapUaHTaX pPEATH3ALMH CIIOCO0 MOTOJHUTENILHO BKIIFOUAST
BBEJAEHHE YKA3aHHOMY TMAllHeHTY TPEThEro TEePareBTUYECKOr0 areHTa, TaKoro Kak
MHTHOUTOP WMMYHHBIX KOHTPOJIBHBIX TOYEK. B HEKOTOPHIX BapUaHTaX pean3aldu
cnoco® BKJIIOYAET BBEAEHHE HYXKIAIOMIEMYCSl B 3TOM TMALMEHTY TPeX TepareBTUYSCKUX
areHToB, BBIOpAaHHBIX U3  mOpemIokeHHOH  kommosuimn  X4P-001,  BToporo
TEPAIeBTUUECKOTO AareHTa, BBIOPAHHOTO M3 TEPANeBTHYECKOrO areHTa Ha OCHOBE
IUTATHHBI, TaKCaHa, WHrUOMTOpa HYKJIeO3WJa WM TEpalieBTUUECKOrO AareHra,
npensiTcTBytonero HopmaiabHoMmy cuHTedy JIHK, cuHTesy Genka, perummkaimyl KJIETOK
WM UHBIM 00pa30M HHTHOHPYIOMETO OBICTPO MpOHpepUpyronue KIeTKH, U TPETHETO
TEPAIeBTHYECKOTO areHTa, BLIOPAHHOTO M3 HHrHOMTOPA UMMYHHBIX KOHTPOJIBHBIX TOYEK.
[00251] B HexkoTOpBIX BapHaHTaX PeATM3ALMH WHTUOUTOP UMMYHHBIX KOHTPOJBHBIX
TOYeK BBIOpaH W3 HUBoJyMaba, mnemMOpoju3ymada, wunuiumymaba, aBemymada,

nypsaiymada, are3onau3ymMmada win nuammsymaba.
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[00252] B HekOTOpBHIX BapHaHTaxX pean3alvH JIOOOM OOWH W3 BBIMIEYKA3aHHBIX
Ccoco00B TOTIOJIHUTEIBHO BKIJIIOYAET CTAAUIO TMOJydeHUs] OMoJiorndeckoro obpasma oT
MALMEeHTa U ONPEeAesIeHNs] KOJIMYeCTBA CBI3aHHOTO ¢ 3a00JieBaHneM Onomapkepa.

[00253] B HexoTOpBIX BapuaHTaX pean3any OHOJIOrHYecKuil oOpaser mpeacTapiser
co0oi1 oOpaser] KpoBH.

[00254] B HekoTOpBHIX BapuUaHTaX pealn3alMd CBSI3aHHBIM ¢ 3a00JieBaHUEM
6uomapkep BeIOpaH u3 uupkyiaupyomux CD8+ T-knetok wnmu otHomenuss CD8+ T-
KkyeTku: Treg-KieTku.

[00255] B HexOTOpBIX BapHaHTAX peajiM3allii pak BbIOpaH M3 IenaToLEIUTIONISIPHON
KApLMHOMBI, paKa SHMYHUKOB, paka SIUTENHs SUYHUKOB, paka (amronueBbix Tpyo;
MANUBIPHON CEPO3HON LIUCTAIEHOKAPLIMHOMBI WM MaNMIISIPHO-CEPO3HON KapILIMHOMBI
matku (UPSC); paka mpencrarenbHOM jKejie3bl; paka sIMYeK, paka >KeJIYHOTO ITy3bIpS,
rernaToXoJaHTMOKAPLIMHOMBIL, CHHOBHAQJIBHONM CapKOMBI MSTKHX TKaHel M KOCTH,
pabaAOMHOCAPKOMBI, OCTE0CapKOMBI; XOHIPOCAPKOMBI; CapKOMBI KOwumra,;
AQHAIUIACTUYECKOTO paka IMMTOBUIHOM »Keye3bl; aJpEeHOKOPTUKAJIBHOMN afeHOMBI, paka
MOJKENTyIOYHOM  JKeJie3bl, NPOTOKOBON KapLMHOMBI TMOKETYyJOYHON JKeJe3bl WJIN
AIeHOKAPLUHOMBI  TIOKEIYAOYHOM  JKENe3bl, paka  JKeJyAOYHO-KHUIIEYHOTO
tpakta/xenynka (GIST), num¢poMeI, MMIOCKOKJIETOYHOW KAapLMHOMBI TOJIOBBI M IEU
(SCCHN); paka CcOOHHOW OKeNle3bl, T[JIMOMBI HWJIM paka TOJOBHOTO MO3ra;
ACCOLIMMPOBAHHBIX ¢ HeHpoPuOpoMaro3om-1 370KaUECTBEHHBIX OMYXOJeH O0O00J0UKH
nepugeprueckux HepeoB (MPNST), wmakpornoOynuHemMun BanbaeHcTpema win
MeIyJT001aCTOMBL.

[00256] B HexkOoTOpBIX BapHaHTaX peaM3alMH PakK BBIOPAH W3 TenaTOLEIUTIONIIPHON
kapipiHoMbI (['TIK), remaro6macToMel, paka TOJICTOM KHUINKH, paKa MPSMOU KHUIIKH, paka
SIMYHUKOB, PaKa SMHUTENHs THYHUKOB, paka (ajuionueBsix TpyO, MaNuUIPHON CepO3HOM
LUCTAICHOKAPIIMHOMBI, MATOYHON ManmuuisipHo ceposHoii  kapumHombl  (UPSC),
rernaToXOJaHTHOKAPIIMHOMBI, CHHOBHAJIILHOM CApKOMBI MSTKHX TKaHeH U KOCTH,
pabIOMHOCAPKOMEBI, OCTEOCAPKOMBI, AHAIUIACTUYECKOTO paka MIMTOBUIHOW JKEJe3bl,
aApPEHOKOPTUKAJILHON  a[€HOMBI, paKa TOKENyIOYHOM  JKeJie3bl, IMPOTOKOBOM

KapUUHOMBI TTO/KEyJOYHOM KeJIe3bl, aJeHOKAPIIMHOMBI MOKETYAOYHON >KeJe3sl,
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[JIMOMBI, ACCOLIMUPOBAHHBIX C HEWPOPHOpPOMaTo3oM-1 3JI0KAYeCTBEHHBIX OMMyXOJeh
obonouku nepudepudeckux HepBoB (MPNST), makpornoOynuHemun BameaeHctpema
YT MENYJUTO0IaCTOMEI.

[00257] B HexOTOpBIX BapHAHTAX PeATU3ALMH HACTOSINEr0 M300peTeHHs IpeIoXKeH
cnoco0 JieueHHs paka, MPEACTABISIOMEro cOOOM CONUAHYIO OIyXOJib, TaKyK Kak
capkoMa, KapiMHOMa WM JUM(OMa, BKIIIOYAIOIIHMNA CTAIUI0 BBEACHUS NPENJIOKEHHON
kommnozutmu X4P-001 nyxnatomemycst B 3toM mnanueHTy. CONHMIOHBIE OIMYXOJH, Kak
MPaBWJIO, COAEP KAT AaHOMAJILHYIO MAacCy TKaHH, KOTOpast OOBIYHO HE BKJIIOYAET LIUCTHI
Wi o0acT KUAKOCTeH. B HEKOTOpBIX BapHaHTaX peanu3aluyd pak BeIOpaH U3
MOYEYHO-KJIETOUHON KapIUHOMBI WJIM paka IMOYKH, TeraTOLEUTIONSIPHON KapLHOMBI
(TK) mnu renaro0nacToMbl WJIH paka MEYeHH, MeJaHOMBI, paka MOJIOYHOM IKeJIe3bl;
KOJIOPEKTAJIbHOM KapLMHOMBI MJIM KOJIOPEKTAJBbHOIO Paka, paka TOJCTOM KHIIKH, paka
NpsIMOM KHIIKH, paKka aHAJIbHOrO KaHaJla, pakKa JIETKOro, TAaKOro Kak HeMEeJIKOKJIETOUHBIN
pak userkoro (HMPJI), wmenkoxnerounoro paxa jerkoro (MPJI); paka smnwurenus
SSMYHUKOB, KApLUHUHOMBI SIMYHUKOB, paka (hayutonueBbiX TPyO, MAMUIAPHON CepO3HOM
LUCTAIEHOKAPIIMHOMBI WJIM MaTOYHOM MarmuuIspHOi cepo3Hoii kapumHoMbl (UPSC);
paka  TPEACTAaTeNbHOW  JKeJe3bl, paka sSW4YKa, paka MOYEBOTO  Iy3bIPS;
rernaTtoXoJaHrHOKAPIIMHOMBI, CHHOBHMAJIBHOM CAapKOMBI MSTKHX TKaHEH U KOCTH,
pabIOMHOCAPKOMBI; OCTEOCaPKOMBI; XOHIIPOCAPKOMBI; CapKOMBI KOwunra;
AHATUTACTUYECKOTO paKa IMUTOBUAHOMN JKeJIe3bl;, aipeHOKOPTHKAIBHON KapILITHOMBI, paKka
MOKENTyIOYHOM  KeJie3bl, IPOTOKOBOM  KAPLMHOMBI  ITOKEJyIOYHOM  JKeJe3bl;
AIeHOKAPLUMHOMBI  TOKETYIOYHON  JKEJe3Hl, paka  KeIyAOYHO-KUIIEYHOTO
tpakta/xenynka (GIST), numdomel, TUIOCKOKIETOYHON KAPLUHUHOMBI T'OJIOBBI U IIEH
(SCCHN);, paka CIIOHHOW JKeNle3bl, T[JIMOMBI WJIM paka TOJOBHOTO MO3ra;
ACCOLIMMPOBAHHBIX ¢ HeHpoPuOpoMaro3oM-1 370KauEeCTBEHHBIX OMYXOJeH 000J0UKH
nepugeprueckux HepeoB (MPNST); wmakpornoOynuHemun BanbpneHctpema —win
MeTyJTO01aCTOMBI.

[00258] B HekOTOpBIX BapuMaHTaxX peajM3alliy pPaK BBHIOPAH M3 MOYEYHO-KJIETOUHOMU
KapLIMHOMEI, renmaToNeIUTIOJIIPHON KapLIMHOMEI (TLIK), renaro0acToOMBI,

KOJIOPEKTAIBHON KapLMHOMBI, KOJOPEKTAJIBHOIO pPakKa, paka TOJICTOM KHIIKH, paxa
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TOJICTOM KHIIKH, paka aHAJBHOTO KaHAJla, paka SMYHUKOB, paKa SMUTENHS SUIHHKOB,
KapLUUHOMBI  SIMYHUKOB, paka (autonueBsiXx TpyO, MAMWUIPHOW  CEPO3HOM
LUCTAACHOKAPIIMHOMBI, MATOYHOM ManmuusipHo ceposHor  kapuumHoMbel  (UPSC),
rernaToXoJAHTHOKAPIMHOMBI, CHHOBHAJIIBHON CApKOMBI MSTKUX TKaHeH U KOCTH,
pabIOMHOCAPKOMEBI,  OCTEOCAPKOMBI,  XOHAPOCAPKOMBI,  QHAIUIACTUYECKOTO  paka
IIATOBUAHON KeJe3bl, aJpPCHOKOPTHUKAIBHON KapLMHOMBI, paka MOKeTy0OYHOMN
JKeJie3bl, TPOTOKOBOM KApLMHOMBI —TIOJUKEIYAOUHOM JKeNe3bl, aJeHOKApLIUHOMBI
MOJDKENTyIOYHOM  KeJlle3bl, TJIMOMBI, paka TOJOBHOIO MO3ra, aCCOLMHPOBAHHBIX C
HeipoguOpomMaTo3oM-1  370KaUECTBEHHBIX OmyxoJiel 000Joukn nepudepuyecKkux
HepBoB (MPNST), makpornobynunemun BansneHcTpema win Meaysuio01acTOMEI.
[00259] B HekoTOpBIX BapUaHTAX pEATM3ALMH PaK BbIOPAH U3 TremnaToLEUTIONISIPHOM
kapuuHoMsl (I'LIK), remaro61acToMsl, paka TOJICTON KUIIKH, paka MPSIMOM KHUIIKH, paKa
SIMYHUKOB, PaKa 3IUTENHs STUYHUKOB, KApLUUHOMBI SIMYHUKOB, paka (aJlIoNHUeBbIX TPYO,
NaNUBIPHON CEPO3HOM LHCTa[CHOKAPLIMHOMBI, MAaTOYHON HaMWUISIPHON CepO3HOM
kapuuHoMbl (UPSC), renaroxojaHrMOKaplMHOMBI, CHHOBHUAJIBHOW CApKOMBI MSITKHX
TKaHEell W KOCTH, pPabIOMHOCAapKOMBI, OCTEOCAPKOMBI, aHAIUIACTHYECKOrO paka
IMATOBUIHON Kejie3bl, aJpPEHOKOPTHKATBPHON KapIMHOMBI, pakKa MOJKeNyI0YHON
JKeJle3bl, TPOTOKOBOH KApLMHOMBI  TOKEIYAOYHOM JKENe3bl, aIeHOKAPLIUHOMBI
MOJUKETYAOYHOM  JKeJie3bl, TJIMOMBI, AaCCOLMHPOBAHHBIX ¢ HehpopuOpomaro3om-1
3JI0KAYECTBEHHBIX  omyxoyied  oOosouku  mnepudepuueckux HepBoB  (MPNST),
Makporjio0ymnHeMur BanmsaeHcTpeMa mim MeayJuio01acTOMBI.

[00260] B HexkoTOpPBIX BapWaHTaX peaM3aldd pak MpeAcTaBiisieT  coOou
rernarouesutiossipayo kapuuaomy (I'LIK). B HekoTOpbhIX BapuaHTaxX peau3alldi paK
npencTaBisier coOoi remato0nacToMy. B HEKOTOpPBIX BapuaHTaX pean3alddl  Pak
MpencTaBysieT coOOOM paKk TOJICTOM KUIIKA. B HEKOTOPBIX BapHaHTaX pean3allidl pak
npencTaBisier co0ol pak mpsMON KHINKK. B HEKOTOpBIX BapHaHTax pealn3alfiil Pak
MPeCTaBIseT COOOM paK SIMYHUKOB WJIH KapLTHOMY SIMYHUKOB. B HEKOTOPBIX BapuaHTax
pea3anyy pak npeAcTaBisieT cOO0N paK SMUTENHS SHYHUKOB. B HEKOTOPBIX BapuaHTax
pear3alfy pak MpeacTasiseT co0oi pak ¢amionueBbix Tpyd. B HEKOTOPBIX BapHUaHTax

peanu3aluy pak npeacTaBiseT coO0M MAMMUIAPHYIO CEPO3HYIO LIMCTaAeHOKApLUHOMY. B
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HEKOTOPBIX BAPHAHTAX PETM3ALNH PaK MPEACTaBIsieT COOOM MATOYHYIO MANFILIPHYIO
ceposnyto kapuuHomy (UPSC). B HekoTOpBIX BapHaHTAX peaU3aliy PaK MpencTaBIseT
co0Oll TermaroXOJIaHrMOKapLUMHOMY. B HEKOTOpBIX BapHaHTax pean3alud  pak
npencTaBisieT co00H CHHOBHAIBHYIO CAPKOMY MSTKUX TKaHEM M KOCTH. B HEKOTOpBIX
BapHaHTaxX peaju3alliy pak IpeacTaBisieT cobol pabmomuocapkoMmy. B HEKOTOPBIX
BapHaHTaX peaju3aliy paKk NpeacTaBisier cobol  ocreocapkoMy. B HekoTOphIX
BapUaHTaX pealu3allii paK TpencTaBiseT cOOON aHAIIACTHYECKUH paK HIUTOBUIHOU
xKenesbl. B HEKOTOpBIX  BapHaHTAaxX peajM3alyd pak MpeAcTaBiisier  coloit
AIPEHOKOPTHKAJIBHYIO KapIMHOMY. B HEKOTOpBIX BapuaHTax peanu3ald  pak
MPeNCTaBIsieT COOOM pak MOKEeTyAOYHOM JKee3bl WIM NPOTOKOBYIO KapLITHOMY
MOJDKENTYIOYHOM Kesie3bl. B HEeKOTOpBIX BapuaHTaxX peaqu3alid pak MpefcTaBisieT
co00M aIeHOKAPLIMHOMY TTOJDKEITyTIOYHOH jkeNe3bl. B HeKOTOPBIX BapHaHTaX peaTn3alu
pak mpexacrasiasier co0oMl ramoMy. B HEKOTOpEIX BapuaHTax peau3alyy  pak
npencTaBisieT coOOM 3JI0KAYeCTBEHHBIE OMyXOJIn 000JI0ukU mepuepuIecKux HEPBOB
(MPNST). B HekOoTOpBIX BapHaHTaX peaIM3alUH paK MPeACTaBiIseT CcoOoit
accouupoBanHbie ¢ HelipoduOpomarozom-1 MPNST. B HekoTOphIX BapuaHTax
peanM3alMi  pak TMpeacTaBiseT co0oM MakporynoOyauHemuro Banbnenctpema. B
HEKOTOPBIX BApHAHTAX PeajM3alid PaK MPenCcTaBisieT coOor Meayuio01acToMy.

[00261] B HexkOTOPBIX BapHAHTAX PEATHU3ALMH HACTOSIIEr0 U300pPETeHUS TPeUIOKEH
cnoco0 JedeHusi paka, BBIOPAHHOTO W3 JIEHKO3a WM paka KpPOBH, BKJIIOYAIOIIHI
BBENIEHHE HYXIAIOIIEMYCS B 9TOM MaHeHTY () EKTHBHOTO KOJIMYECTBA MPEIIOKEHHON
kommnozuim  X4P-001, mHeoOs3arensHO B KOMOMHAUMU € JONOJHUTEIBHBIM
TCPalCBTHYCCKUM arcHTOM, TaKHM KaK arc¢HThbI, OIIMCAHHBIC B HACTOAIIEM I/1306peTeHI/II/I.
B HekoTOpBIX BapuMaHTaxX pean3alliy pak BBIOPAH U3 OCTPOTO MHUEIOHIHOTO JIEHKO3a
(OMJI), xponmueckoro wmwuenougHoro Jjeiikosza (XMJI), octporo auMdoLHTapHOrO
neiikoza  (OJIJI), xponmueckoro  sumormrapHoro  Jjeiikosa (XJUJI)  wiwm
WHAYLUPOBAaHHOTO BUPYCOM JIEUKO3a.

[00262] B HekoTOpBIX BapuUaHTAX peATU3alMU TMAMEHT HMeeT OrnepadebHyo
COJIMAHYIO OIyXOJIb. JTO O3HAYAeT, YTO OIMyXOJb NAalMeHTa MOXeT ObITh yHajlieHa

XUpPYprudeckuM nyTeM. B Ipyrux BapuaHTax peanu3aluyd y [alueHTa HMeeTcs
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HeornepabenbHasT COJMMAHASL OMyXOJIb, NMPU KOTOPOH OIMyXOJb IMAallMEHTa CYUTACTCS He
MOJAIOIIEICS XUPYPTUYECKOMY yIAJICHHUIO TTOJTHOCTHIO FUTH YaCTUYHO.

[00263] B HexkoTOpPBHIX BapHaHTaX peaJd3aldd pak IMpexacrasisier  coboi
pacmpoCTpaHeHHbIH  pak, TakOM Kak paclpoCTPaHEHHBIM pak [OYKU WU
pacnpocTpaHeHHasi HIOUEeYHO-KJIETOUHAs KapLUHOMA.

[00264] B HexOTOPBIX BapHAHTAX PEATU3ALMH HACTOSINEr0 M300pETeHHs IpeIoXKeH
cnoco® JyiedeHuss pedpakTepHOrO paka y HYXKJAOLIErocs B JITOM IALUEHTA,
BKJIFOYAIOINWI BBEICHUE HYXJAKOUIEMYCs B 9TOM HalMeHTy 3P PEeKTHBHOIO KOJIMYECTBA
npemyiokeHHon kommosunuu  X4P-001 wimm ee  ¢dapmaneBTHUYECKOW KOMITO3UIIUH,
HeoO0s13aTeNIbHO B KOMOWHALIMM C JOTIOJHUTEIBHBIM TEPANeBTUYECKUM areHTOM, TaKHM
KaK OMMCAaHO B HACTOSIEM H300PEeTeHHH.

[00265] B HExOTOpPBIX BapUAHTAX PeATH3ALMU MMALUEHTY paHee BBOAWIM UHTHOUTOD
NPOTEMHKHMHA3bl. B HEKOTOpBIX BapHaHTaxX peaJn3aliy Ial{eHTy paHee BBOIUIIN
antaroHucT VEGF-R. B HexoTOpBIX BapuaHTax peaju3aluy MAlMeHTy paHee BBOIHIH
UHrUOUTOP WUMMYHHBIX KOHTPOJIBHBIX TOUYEK. B HEKOTOPBIX BapHaHTaxX pear3aluu
MAIMEHTy paHee BBOAMIM MHIMOHTOP MMMYHHBIX KOHTPOJIBHBIX TOUYEK, BBIOPAHHBIN U3
HuBoyoama (Opdivo®, Bristol-Myers Squibb), memoponusymatda (Keytruda®, Merck),
win urmumymata (Yervoy®, Bristol-Myers Squibb).

[00266] B HekoTOpPHIX BapHAHTaX peajM3alyH MPeAJIOKeHHYI0 komno3nunio X4P-001
BBOJISIT MAITUEHTY HATOIIAK.

Knemounvie nponughepamusnvie paccmpoiicmea

[00267] B Hacrosmuem H300pETEeHUH TNPEUIOKEHBI CIIOCOOBI M KOMIO3WULIUU s
OUArHOCTUKH W TPOTHO3MPOBAHHS KJIETOUHBIX MPOJHM(epaTHBHBIX PACCTPOUCTB
(HanpuMep, paka) W JIeUEHHS TaKuX paccTporcTB myteMm HauenuBaHuss Ha CXCR4.
Krerounsie nposmdepaTHBHbBIE PACCTPONCTBA, OMMCAHHBIE B HACTOSILIEM H300pETECHUH,
BKJIFOUAIOT, HANPUMEP, PaK, OXXKUPEHHe U CBsIi3aHHble C mposmdeparpeli 3a00aeBaHHS.
Takne paccTpolicTBa MOTYT OBITH AMArHOCTUPOBAHBI C WCIOJB30BAaHUEM METOIOB,
M3BECTHBIX B JAHHOM 00JIACTH TEXHUKH.

Pax
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[00268] Pax BkiIOWaeT, B OJHOM M3 BAPUAHTOB pealHn3alyy, 0e3 OrpaHuuYeHus,
JIEHKO3bl (HAmpUMep, OCTPBIA JIEMKO3, OCTPBIA JUM(OLMTAPHBIN JISHKO3, OCTPBIH
MHUENIOIUTAPHBIN JIEHKO3, OCTPBIA MUENIOONIACTHEIN JIEMKO3, OCTPBIA MPOMUEIOIUTAPHBIHA
JIEWKO3, OCTPHIH MHUEIOMOHOLIMTAPHBIN JIEHKO3, OCTPbI MOHOLIUTAPHBIN JIEHKO3, OCTPBIi
SPUTPOJIENKO3, XPOHUYECKHM JIeHKO3, XPOHHYECKUM MHUEJIOLUTApHBIN  JIeHKO3,
XpOHMYECKUH JMMQOIMTAPHBIN  JIEHKO3), HWCTUHHYK MOJHLUTEMHIO, JuMdomy
(marmpumep, 6oJsie3Hp XOMKKIHA UITH HEXODKKUHCKY IO JINM(POMY), MaKPOTJIOOYTMHEMHIO
BaneneHnctpema, MHOKECTBEHHYIO MHENIOMY, OOJIE3Hb TSDKEJBIX Leed U COJHAHbIE
ONMyXOJIM, TakWe KaK CapKOMbl M  KapuuHOMBI (Hampumep, (¢ubpocapkoma,
MHKCOCapKOMa, JIMIIOCApPKOMA, XOHIAPOCAPKOMA, OCTEOrE€HHAasl CapKoMa, XOpAoMa,
aHTHOCapKOMa, SHAOTENINOCAPKOMA, M aHTHOCapKOMa,
IUM(pAHTHOIHAOTENNOCAPKOMA,  CHHOBHOMA,  Me30TesiMoMa,  omyxosis  FOwuHra,
nefioMuocapkoma, pabIoMHOCapKOMa, KAPIIUHOMA TOJICTOM KHIIKH, PaK MOIKeTy 0 YHOH
JKeJe3bl, paK MOJIOYHOM JKeJesbl, paK SHUYHHUKOB, PaK IIPEeICTAaTeJIbHOM JKeJe3bl,
IUTOCKOKJIETOYHAsI KapIUHOMa, 0a3aJbHO-KJIETOYHAs KapIHHOMA, aaeHOKAPLMHOMA,
KapLUMHOMAa MOTOBOH JKeje3bl, KapLIMHOMA CabHOM JKeJie3bl, MaluUISpHas KapLHHOMA,
NaMmAJUBIpHAS  aAeHOKAPLIMHOMA, LMCTAJASHOKAPIMHOMA, MeyJUIIpHas KapLMHOMA,
OpOHXOreHHasT KApLUWHOMA, TMOYE€YHO-KJIETOYHAsl KapIMHOMA, TrernaroMa, KapLHuHOMa
KEJIYHOTO TPOTOKA, XOPHOKAPLIMOHOMA, CEMHUHOMA, HMOpPHOHAIbHAS KApLIMHOMA,
omyxoyib BunbMca, pak meHKH MaTKH, pak MaTKH, PaK sSWYKa, KApLUUHOMA JIETKHX,
MEJIKOKJISTOUHAsI KapLUHOMA JIETKHX, KapLUMHOMA MOYEBOTO MYy3BIPS, SIHUTEIUAIBHAS
KapLUHOMa, TJIMOMA, acTpoiumroma, MmysabThdopmHas riauodmactoma (GBM, Ttakke
M3BECTHAs Kak rno0jactoMa), MeayJuiobsactoMa, KpaHUO(papuHruoma, SMEeHIUMOMA,
MUHEAIoMa, TreMaHruodnacTomMa, aKyCTU4ecKas HEBpOMa,  OJIMTOJCHAPOTIINOMA,
IIBaHHOMa, HelpoduOpocapkomMa, MEHHMHIHOMa, MeJlaHOMa, HelpobOiacTtomMa U
pernHOONIacCTOMA).

[00269] B HexkoTOpHIX BapUaHTaX peATH3ALMH PaK TPEACTaBJIsseT coOOH TIMoMy,
acTpouutomy, MyJabTUdOpMHYIO rimobnactomy (GBM, Takxke H3BECTHYIO Kak

ruo01acTOMy), MenyJIo0IacToMy, KpaHHO(ApUHTHOMY, OSMEHAMMOMY, IHHEAIOMY,
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reManruobJacToMy, aKyCTHUECKYI0 HEBPOMY, OJIMTOJAEHAPOTIHOMY, IIBAHHOMY,
HepopuOpocapkoMy, MEHHHIHOMY, MEJIAHOMY, HEHPOOIACTOMY WJIH PETHHOOIACTOMY .
[00270] B HekOTOPHIX BapuaHTaX peaTU3alMH YKa3aHHBIA paK MpeAcTaBisieT coOoi
aKyCTHYECKYI0 HEBPOMY, acTpOLMTOMY (HampuMmep, cTerneHb | — mmjionmTapHas
acTporToMa, crerneHs Il — acTpormToMa HU3KOM CTENeHU 3710KAa4eCTBEHHOCTH, CTENEeHb
I - anarutactThyeckas actporurTomMa i creneHs IV — rimobnactoma (GBM)),
xopaomy, umpomy IHHHC, xpanunodapuHruomy, rimomMy CTBOJIA MO3Ta, SMEHIUMOMY,
CMELIAHHYIO IJIMOMY, IJIMOMY 3PUTEIBHOTO HEpBa, CyO3NEeHANMOMY, MENyJI001acToMy,
MEHHHI'HOMY, METAaCTaTHYeCKYI0 OIyXOJib TOJIOBHOTO MO3ra, OJUTIOJEHAPOrIHOMY,
omyxoym Tunodusa, NPUMUTHUBHYK HeliposktonepManbHyio (PNET) omyxons wnm
IIBAaHHOMY. B HEKOTOPBIX BapMaHTaX pealu3alyy paK MPEACTaBisieT cOOOM THM paka,
Oosiee 4acTO BCTpPEHAIOINUICS y HeTell, 4eM y B3pOCHBIX, TAaKOM Kak IJIHOMa CTBOJIA
Mo3ra, KpaHuo(apuHTHOMA, 3MEHANMOMA, FOBEHHJIbHAS IMHJIOLMTAPHAS aCTPOLIUTOMA
(JPA), w™enymutoOnactoma, TJHOMa 3PHUTEJIBHOIO  HEpBa, OMyXojb  dmudusa,
npuMUTHBHBIE HeHposkToaepMmanbHble omyxonn (PNET) wnu pabmounnas omyxons. B
HEKOTOPBIX BApHUAHTAX PEATM3aLMH IMALUEHT MPEeACTaBIIsieT cOO0H B3POCIOTO YEIOBEKA.
B HekoTOpBIX BapHaHTaxX peaM3alMy TALMEeHT MPENcTaBiIseT Co0ol peOeHka WU
MALMEeHTa MeuaTpa.

[00271] B pgpyrom BapuaHTe peaiuM3alMyd pak BKJIOYaer, 0Oe3 OrpaHudeHus,
ME30TEUOMY, TenaroOWIHapHbIi pak (paKk MEeUYEeHOYHOrO M HKEeJTYHOrO IMPOTOKA), pak
KOCTH, paK MOKETyIOYHOHN KeJie3bl, paK KOXXH, PaK T'OJIOBBI WJIH IIEH, KOXKHYIO HIH
BHYTPUIJIA3HYIO MEJIAHOMY, PaK SUYHUKOB, PAaK TOJICTON KHIIKH, PaK MPSMOU KHIIKH,
pak aHabHOM 00JacTH, PaK KelyaKa, PaK KeJyAOYHO-KUIIEYHOTO TPakTa (paK KeJyaKa,
KOJIOPEKTAJbHBIN pak, paKk [ABEHAALATUIEPCTHOW KHIIKH), PaK MATKH, KapLHHOMY
damtonueBbx TPyO, KApLIMHOMY SHIOMETPHS], KapLUUHOMY IIEHKH MAaTKU, KapLHHOMY
BJIArQJTMINA, KApLUUHOMY BYJIBBBI, 0OJie3HP XOIKKWHA, PAaK MHINEBOAA, PaK TOHKOM
KHIIKW, PaK dHIOKPUHHON CHUCTEMBI, PaK IMMTOBUAHOM KeJe3bl, PAK MapariuTOBUAHON
JKeJie3bl, paK HaAIIOYeYHHKA, CAPKOMY MSTKHX TKaHEeH, paK ypeTphl, paK IMOJOBOTO WISHA,
paK mOpencTarelbHON JKejle3bl, paK sHW4YeK, XPOHHUECKHH WIJIM OCTPBIA JIEHKO3,

XPOHUYECKUI MUEIOUIHBIN JIEHKO3, TUM(OLUTapHBIE INM(OMBI, pPAK MOYEBOTO IMY3bIPS,
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paK MOYKH WJIM MOYETOYHHKA, TTOYETHO-KIIETOUHYIO KapIIUHOMY, KapIIMHOMY MOYEYHOMN
JIOXAHKH, HEXOKKUHCKYIO JTMM(OMY, OIyXOJIH OCH MO3BOHOUYHHKA (spinal axis), riauomy
CTBOJIa TOJIOBHOTO MO3ra, afeHOMy runodusa, aapeHOKOPTHKAIBHBINA Pak, pak MOYEBOTO
My3bIps,  MHOXKECTBEHHYIO  MHEJIOMY,  XOJIAHTHOKapIMHOMY,  (uOpocapkomy,
HelipobacToMy, peTHHOOIACTOMY MM KOMOWHALIWIO OOHOTO WM 0oJiee U3 yKa3aHHBIX
BBIIIIE BUJIOB PaKa.

[00272] B mHacrosmem u300peTeHHN MAOIOJHHUTENBHO TMPEMIOKEeHbl CHOCOOB U
KOMITO3ULIMK JJII JUArHOCTHKH, TPOTHO3MPOBAHHUSI M JIEUEHHS aCCOLMHPOBAHHBIX C
BHPYCOM BHJIOB paka, BKJIIOYAsi aCCOLMHPOBAHHbIE C BUpyCcOM uMMyHoaeduimra (BHUY)
COJIMJIHBIE OMYyXOJIM, IOJIOKUTEJIbHBIE IO BUPYCy mnamuuioMsl uenoBeka (BITY)-16
HEU3JIeUHMbIE COJIUIHBIE OMyXOJu U T-KJIeTOYHBIH JIEMKO3 B3POCIBIX, KOTOPBIM BBI3BAH
BupycoM T-knetounoro Jeiko3a uenoeka tuma 1 (HTLV-I) wu sBusercs
BeicOkoarpeccuBHoil  opmoii  CD4+ T-kietodyHOro Jieiikosza, XapakTepU3yeMOro
KJIOHAJIbHOM HHTerpaLuei HTLV-I B JIEIKO3HBIX KJIETKax (cm.
https://clinicaltrials.gov/ct2/show/study/NCT02631746), a TaKKe BUPYC-
ACCOLMMPOBAHHBIC ONMYXOJH IPH paKe J>XeNyAKa, HOCOTJIOTOYHOM KapLUHOME, pake
IIEHKW MAaTKH, BATMHAJIBHOM pPakKe, PaKe BYJIbBBI, ITIOCKOKJIETOYHOH KapLIUHOME T'OJIOBBI
U med U KapuuHoMbl U3 kietok Mepkenst (cm. https://clinicaltrials.gov/ct2/show/
study/NCT02488759; cm. rtakske https://clinicaltrials.gov/ct2/show/study/NCT0240886;
https://clinicaltrials.gov/ct2/show/NCT02426892).

[00273] B HexkOTOPBIX BapHAHTAX PEATHU3ALMH HACTOSIIEr0 M300pETeHHS TMpPeUIOXKeH
cnocol JieueHus OMyXOJIHM y Hy KIAIOMErocs B 3TOM MAIMEeHTa, BKIFOYAIOIINUN BBEACHUE
MaLuyeHTy mnpenioxkeHHo kommo3uuun X4P-001. B HekoTOphIX BapuaHTax peaan3auu
OMyXOJib BKJIIOYAeT JIoOble BHIBI paka, OMMCAaHHBIE B HACTOsIeM u3o0pereHuu. B
HEKOTOPBIX BapHAHTAX PEAM3AMH OMyXOJb BKIIOYAET PaK IO THIYy MEIaHOMBL B
HEKOTOPBIX BAPHAHTAX PEATH3ALMH PaK BKIIOYAET PaK MOJIOYHOM kejie3bl. B HeKOTOpBIX
BapHaHTaxX peaiM3aliid OIyXOJb BKJIIOYAET pakK JIETKOro. B HEKOTOpHIX BapHaHTax
peann3anuy OMyXOJb BKIIIOYAET MENKOKJIeTOUYHbIH pak jerkoro (MPJI). B HexoTopsix

BapHAHTAaX Peau3alliK OMyXO0Jib BKIIOYaeT HEMETKOKIeTOuHbIH pak jierkoro (HMKUI).
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[00274] B HexoTOphIX BapHaHTAX Peaiu3aly OMyXOJib JIEYAT MyTeM MPUOCTAHOBKU
MANbHENIero pocTa OMyXOju. B HEeKOTOpBRIX BapHaHTAX pear3alry OIMyXOJb Jiedar
MyTeM yMEHBIIEeHHUs pa3Mmepa (Hampumep, oObeMa WJIM MacChl) OMYXOJIM IO MEHbIIeH
Mepe Ha 5%, 10%, 25%, 50%, 75%, 90% wunmu 99% OTHOCHUTENBHO pa3Mepa OIMyXOJH 0
nedeHus. B HEKOTOpHIX BapHaHTaxX peayu3alyy OMyXOJH JiedaT IMyTeM YMEHBIISHHS
KOJIMUECTBA OMyXOJiel y manueHTa no MeHbmied mepe Ha 5%, 10%, 25%, 50%, 75%,
90% wmu 99% OTHOCHTENTEHO KOJMYECTBA OMYXOJIeH IO JISUEeHHS.

Ilepeuunviii ummynooeduyum

[00275] B HexOoTOpBIX BapHaHTAX PeaU3alMM HACTOSINEro M300peTeHHs IpeIoXKeH
croco0 AJis JieueHus: OMHOrO Win 0oJiee pacCTPOMCTB, 3a00JIeBAaHUHM W/WIIH COCTOSIHHM,
Ie YKAa3aHHOE pPacCTpOMCTBO, 3a00JieBaHHME WM COCTOSHHE BKIIOYAeT, HO He
OrpaHUYHMBAETCS UMH, NIEPBHYHOE UMMYHOAe(HLIUTHOE 3a00JI€eBaHIE WA PACCTPOHCTBO,
BKJIIOYAIOIEe BBEACHHE HYKAAIOIIEMyCs B 3TOM HauueHTy 3()(EeKTHBHOrO KOJIMYECTBA
npemoxeHHor kommozuiuu X4P-001. IlepBuuHbie MMMYyHOIE(DHULIUTSI, IMOJIEKAIIHE
JISYEHHIO CIOCO0aMH COMIACHO HACTOSIIIEMY H300pETEHHI0 BKJIIOYAIOT. OOpPOAABKH,
TUTIOraMMarjioOyJTHHeMHUIO, UH(peEKH, cuHapom muenokarekcuca (WHIM), Tsokenyio
BpoxneHHyo Henrponenuo (SCN), ocoOeHHO B TeX Ciyd4asx, KOTAa OHH BbI3BaHbI
nedumurom GOPC3 (McDermott et al. (2010) Blood 116:2793-2802); medurmrom
GATA2 (cuagpom MonoMAC) (Maciejweski-Duval et al. (2015) J. Leukoc. Biol.
SMAO0815-288R (snekrpoHHas myOsmKaius 10 redatd), uauonartuueckyro CD4+ T-
mumormronennto (ICL) u cunapom Buckorra-Onnpuya.

[00276] B npyrux BapmaHTax peaM3alnd HACTOsllee H300pEeTeHHe OTHOCHUTCS K
cnocoby wumHrubuposanms aktuBHOcTH CXCR4 B Ouonormueckom  obpasie,
BKJTFOYAIOIIEMY CTAIHIO MPUBEASHUS YKa3aHHOTO OMOJIOTMYecKOro o0pasma B KOHTAKT C
npeIoskeHHoU kommosurueit X4P-001.

[00277] B cooTBEeTCTBMHU C APYTrUM BAapUAHTOM pEATH3ALMU HACTOSIIEe H300peTeHne
oTHOcUTCS K crnocoOy wHrubuposanus aktuBHOCTH CXCR4 wmm ero myranTa B
OnonormueckoM  obpasme,  BKIIIOYAIONIMH  CTaguI0  MPHUBENEHHS  YKA3aHHOTO
O6unonornueckoro obpasma B KOHTAKT € mpemiokeHHOW kommosuimen X4P-001. B

HEKOTOPBIX BApHUAHTAX PEAIN3aLUN HACTOsIee M300peTeHHe OTHOCHUTCS K Crocoly
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narubupopanus akTuBHOCTH CXCR4 wnu ero myTtaHta B OHOJIOTHUECKOM OOpasile,
BKJIIOYAIOIIEM CTaUI0 MPUBEAEHUS YKa3aHHOTO OMOJIOrmYeckoro obpasia B KOHTAKT C
npeIoskeHHoN kommosurueit X4P-001.

[00278] Tepmun «Ouomormueckuii oOpaszer» B KOHTEKCTE HACTOSIIEro OIMMCAHUS
BKJIIOYAeT, Oe3 OrpaHnueHusi, KyJbTyphl KJIETOK WM MX 3KCTPAKTHI;, MaTepuai OHOTCcHH,
MOJIy4EeHHBI OT MJIKOIMTAIOLIErO, WM ero 3KCTPAKThl, U KPOBB, CIIOHY, MOYY, Kall,
crepMmy, CJie3bl WJIU APYTUe KUAKOCTH OPraHu3Ma WIIM UX SKCTPAKTHI.

Coemecmnoe ggedenue ¢ OONOIHUMENbHBIMU MEPANCEMUYECKUMU A2eHMAMU
[00279] B omgHOM acrekTe HACTOSILEro HM300peTeHHs MPEeIOKEH CIOCco0 JeueHHUs
paka, Takoro Kak BHUIbI PaKa, OMHMCAHHBIE B HACTOSILIEM H300pPETEHHH, ITyTeM BBEICHHUS
HYKIAIOLIEMyCsl B 3TOM MaLMEHTy npeayoxkeHHon komnosuunu X4P-001. B HekoTopbIx
BapHAHTAX PeaTU3alMH YKA3aHHBIN CrIocO0 BKIIIOYAET COBMECTHOE OJHOBPEMEHHOE WIIH
nocyienoBareibHoe  BBefeHHe J((PEeKTHBHOrO KOJHYECTBA OOHOrO HIIM  OoJiee
JOTIOJIHUTENIbHBIX ~ TEpareBTHUYECKUX  areHTOB, TaKUX  KaKk  JIOMOJIHUTEJIbHbIE
TepaneBTUYECKHUE AareHThl, OIMUCAHHbIE B HACTOsIIEeM u300peTeHHH. B HekoTOphIX
BApMAHTaX  peaju3alui  Croco0  BKJIIOYAST COBMECTHOE  BBEIEHHE  OIHOTO
JOTIOJTHUTEJIBHOTO TEPArieBTHYECKOTO areHTa. B HEKOTOpPhIX BapHaHTAX peasn3aliu
cnoco0 BKJIFOYAET COBMECTHOE BBENEHHE [BYX IOMOJHUTEJBHBIX TEPareBTHYECKHX
areHToB. B HEKOTOpBIX BapuUaHTaX peau3alud KOMOWHALMS  TPeIJIOKEHHON
kommosuiimu X4P-001 1 JOMOMHUTENBHOTO TEPANeBTUYECKOTO areHTa HJIM arceHTOB
NEHCTBYeT CHHEpPreTHYeCKH, TIPeNoTBpallas WIM CHIKAas YCKOJb3aHUWE paka oOT
HMMYHHOTO OTBETa W/WIM yCKOJb3aHHE OT aHTHAHTHOTEHHOU Teparmu. B HEKOTOPBIX
BapHaHTAaX peaJM3alliH NMAEeHT paHee MoJTyqall APYroid MPOTHBOPAKOBLIN areHT, KaK TO
aIbIOBAHTHAS TEpamusl WIM HMMYHOTepamus. B HEKOTOPBIX BapHUaHTaX pean3alud
YKa3aHHBIN paK SIBJISIETCS pepaKkTEPHBIM.,

[00280] Hexkoropsle cmocobbl JsieueHuss 3a00JIeBaHUS WA PACCTPONCTBA IyTEM
coBMecTHOro BBerenus X4P-001 ¢ omHum wnm Oojiee MOTIOJNHUTENLHBIMH areHTAMHU
ormmucansl B 3aseke PCT Ne PCT/US2018/038776, momaunoii 21 wmromst 2018 ropa,
cozepkKaHWe KOTOpPOH MOJHOCTBIO BKJIFOYEHO B HACTOSIIEE OIMUCAHHE IOCPEACTBOM

CCBIJIKH.
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[00281] B 3aBHCHMMOCTH OT KOHKPETHOTO COCTOSHUS WJIH 3a00JIEBaHUSI, TIOUICKAIIETO
JIEUEHHWIO, B KOMITO3HMLIMSX COTJIACHO HACTOSINEMY H300PETEHHIO TAaKKE MOTYT
MPUCYTCTBOBATh  JOTOJHUTENbHBIE TEPANEBTHYECKUE Are€HTBI, KOTOPBIE OOBIYHO
NPUMEHSIOT Ui JIEYEHHsS 3TOTO COCTOSHHS. B KOHTEKCTE HACTOSINErO OIMHUCAHUS
JOTIOJIHUTENIBHBIE TEPANIEBTHYECKUE ar€HThI, KOTOPBIE OOBIYHO MPUMEHSIOT Uil JIEUEHUsI
KOHKPETHOTO 3a00JIeBaHUS HJIH COCTOSIHHS, HAa3BaHBI KIIOIXOASIIUMH [Tt 3a00I€BaHHUsI
WIN COCTOSIHUS, TTOAJIEKAIIETO JICUSHHIOY.

[00282] B HekoTOpBIX BapHaHTaxX peaju3aliM AOMOJHUTENbHBIN TepareBTUYECKUI
areHT npexacraeiseT coboi nHrHONTOp KMHA3el win aHtaronuctT VEGF-R. Paspemennsie
k npumenenno uHruOutopel VEGF u uHrubutopsl KuHA3, MOAXOASLINE IS
NPUMEHEHUsT B HACTOSIIEM H300peTeHHH, BKJIOYAOT. OeBaiusymad (Avastin®,
Genentech/Roche), monokmonansHoe antutenio k VEGF; pamyuupymab (Cyramza®, Eli
Lilly), antureno x VEGFR-2, u 3uB-aduubepuent, takxe usBectoiii kak VEGF Trap
(Zaltrap®; Regeneron/Sanofi). HWurubutoper VEGFR, takume kak peropadenusd
(Stivarga®, Bayer); Bannetanu® (Caprelsa®, AstraZeneca); akcutunu6 (Inlyta®, Pfizer)
u nenBatiHuO (Lenvima®, Eisai), uaruduropsr Raf, takue xak copadennt (Nexavar®,
Bayer AG u Onyx); nabpadenud (Tafinlar®, Novartis) u Bemypadenut (Zelboraf®,
Genentech/Roche); wunruburoper MEK, Ttakue kak kobumerunud (Cotellic®,
Exelixis/Genentech/Roche);  tpametnHu®  (Mekinist®, Novartis), HHrHOUTOPEI
TUpO3UHKHHA3el Bcer-Abl, takwe kak wmaruHuG (Gleevec®, Novartis), HHJIOTUHHO
(Tasigna®, Novartis), nmasatuau6 (Sprycel®, BristolMyersSquibb); 603yTuHHO
(Bosulif®, Pfizer) u monatuau6 (Iclusig®, Ariad Pharmaceuticals); naruduropst Her2 u
EGFR, Ttakue xkak redpurunub (Iressa®, AstraZeneca); ospnotunud (Tarceva®,
Genentech/Roche/Astellas); nanaruan6 (Tykerb®, Novartis); adparunub (Gilotrif®,
Boehringer Ingelheim); ocumeptunu® (Hauenenneii Ha EGFR mnpu akTHBHpYyrOMpX
myTtanusx, Tagrisso®, AstraZeneca) u 6puratuau® (Alunbrig®, Ariad Pharmaceuticals);
unrubutopel c-Met 1 VEGFR2, Ttakue kakx kaboszantunu® (Cometriq®, Exelixis); a
TaK)Ke MYyJIbTUKMHA3HbIE WHIHOUTOPBI, Takve Kak CcyHHTHHHO (Sutent®, Pfizer);
nasomnanu6 (Votrient®, Novartis); uarudutopser ALK, takue kak kpuzotuHub (Xalkori®,

Pfizer); neputnnu6 (Zykadia®, Novartis) u anektuau6 (Alecenza®, Genentech/Roche);
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UHTUOUTOPBI  THPO3WHKHHA3bl bBpytona, Ttakwe kak uOpytnHHO (Imbruvica®,
Pharmacyclics/Janssen); u wunru6utoper penentopa Flt3, Takme kak MugocTaypuH
(Rydapt®, Novartis).

[00283] Hpyrue uarudutops! kuHa3 u antaronuctel VEGF-R, koTOophie HaxoasTCS Ha
CTamuu pPa3pabOTKH U MOXHO MPHUMEHSATh B HACTOSIIEM H300PETEHHH, BKJIIOYAIOT
tuBo3aHuO (Aveo Pharmaecuticals); Baramanu6 (Bayer/Novartis); mouutanu® (Clovis
Oncology); moeutnau6 (TKI258, Novartis), Chiauanib (Chipscreen Biosciences), CEP-
11981 (Cephalon), nmuandanué (Abbott Laboratories); neparmau6 (HKI-272, Puma
Biotechnology); pamotunu6 (Cynext (Supect®), IYS5511, II-Yang Pharmaceuticals, 1O.
Kopes); pykcomutuau® ([xaxasu (Jakafi®), Incyte Corporation), PTC299 (PTC
Therapeutics), CP-547,632 (Pfizer); ¢operunu6 (Exelixis, GlaxoSmithKline);
kBu3aptuHUO (Daiichi Sankyo) u motecanu6 (Amgen/Takeda).

[00284] B HexkOTOPBIX BapHaHTAX pealn3alMy JOMOJHUTENBHBIN TepaneBTHYeCKUu
areHT mpezncrasisier coboit uaruourop mTOR, nmomapsoUUil POTU(EPAIIHIO KIIETOK,
AQHTHOTeHe3 W 3aXBaT TJIIOKO3bL. PaspemeHHsle k mpuMeHeHH:0o MHruOuTopsl mTOR,
MOJXOMSIIINE JJIsi NPUMEHEHHUs B HACTOSIIeM H300pPEeTeHHH, BKIIFOYAIOT 3BEPOJIMMYC
(Afinitor®, Novartis), temcuponumyc (Torisel®, Pfizer) u cupomumyc (Rapamune®,
Pfizer).

[00285] B HexkoTOpHRIX BapHaHTaxX pealM3aliH HOIOJHUTEIBHBIN TepaneBTHUYECKHUI
areHT npexacraeisieT cobok wuHrHOuTop mnom(Ad®-pudosa)-nomumepassl  (PARP).
Paspemennsie k nmpuMeHeHuto uHruOutopsl PARP, moaxopsimue s mpuMeHeHUs B
HacTosieM u300pereHuH, BIouaroT ojanapud (Lynparza®, AstraZeneca); pykamnapuo
(Rubraca®, Clovis Oncology) u nupamapubd (Zejula®, Tesaro). [dpyrue uccienyembie
nHruoutTopel PARP, KOTOpBIE MOKHO MPUMEHSITE B HACTOSIIIEM U300pETEHIH, BKIIOYAIOT
tanazonapud (MDV3800/BMN 673/LT00673, Medivation/Pfizer/Biomarin); Beaunapud
(ABT-888, AbbVie) u BGB-290 (BeiGene, Inc.).

[00286] B HexkoTOpBIX BapHaHTaX peajU3aLMH AOMOJHUTEIbHBIN TeparneBTUYECKUIl
areHT TmpenacTaeiaseT coboit wuHrubuTop (Qocharnmununosuron-3-kunazer (PI3K).
Paspemennsie k nmpuMenennto uHrHOUTOpEl PI3K, mopgxomsmue mis mpuMmeHeHHs B

HACTOSIIIEM UW300peTeHnH, BKIIOYAT uaenamucud (Zydelig®, Gilead). Hpyrue
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nccnenyemble uHrHOuTOpel PI3K, KOTOpRIE MOXHO TIPUMEHSTH B HACTOSIIEM
nzo0perenun, BrarovaoT amnenucu®d (BYL719, Novartis); tazemucu6 (GDC-0032,
Genentech/Roche); muktmmmuen6  (GDC-0941,  Genentech/Roche);  komanmucu6
(BAY806946, Bayer); nysemucu® (panee IPI-145, Infinity Pharmaceuticals); PQR309
(Piqur Therapeutics, HIseiiapus) u TGR 1202 (panee RP5230, TG Therapeutics).
[00287] B HekoTOpBIX BapHaHTaxX peaju3aluM AOMOJHUTENbHBIN TepareBTUYECKUI
areHT MpeacTaByisseT coO0M HMHruOMTOp mporeacoM. PaspemieHHble K MPHUMEHEHHIO
UHTUOUTOPBI MPOTEACOM, MOAXOMSIIHE AJisi NPUMEHEHHUS B HACTOSIIEeM H300peTeHHH,
BriroyaroT Goptezomulb (Velcade®, Takeda), xapdumzomud (Kyprolis®, Amgen) wu
uxcasomud (Ninlaro®, Takeda).

[00288] B HexkOTOpBIX BapHaHTAX peaM3alMy OTOJHHUTENBHBIN TeparneBTUYeCKUil
areHT npencrasiser coboit mHruOutop rucronneanerwiaz (HDAC). Paspemennsie k
npumeHennto uHrubutoper HDAC, noaxonmsiuue st NpUMEHEHUsS B HACTOSINEM
u3obperenun, BMo4yaroT BopuHoctaT (Zolinza®, Merck); pomupencun (Istodax®,
Celgene); mano6unocrar (Farydak®, Novartis) u Genunocrar (Beleodaq®, Spectrum
Pharmaceuticals). [pyrue wuccnenyembie wunHruouropsr HDAC, KOTOpBIE MOYHO
NPUMEHSITh B HACTOSIIIEM H300peTeHHH, BKJOUaroT dHTHHOCTAT (SNDX-275, Syndax
Pharmaceuticals) (NCT00866333) u xupmamun (Epidaza®, HBI-8000, Chipscreen
Biosciences, Kuraii).

[00289] B HekoTOpBIX BapHaHTAX PeATU3ALMH AOMOJHUTEBHBIN TepareBTUYECKUI
areHT mpexncraeiser cobod wmuruOutop CDK, Takoit kak wHrubutop CDK 4/6.
Paspemennrie k npuMeHennto uaruoutopel CDK 4/6, moaxonsimue ajisi MpUMEHEHHsI B
HacTosieM Hn300pereHuH, BkIoUyaroT nandoimkind (Ibrance®, Pfizer) u pubormkiubd
(Kisqali®, Novartis). Jpyrue uccnenyemoie uarudutopsl CDK 4/6, xoTopsie MOXHO
MPUMEHSITh B HACTOSIIEM H300peTeHny, BrmouaroT abemarmkub (Ly2835219, Eli Lilly)
u tpunauuknb (G1T28, G1 Therapeutics).

[00290] B HexkoTOpBIX BapHaHTAX pEATH3ALMH NOMOJHUTEIbHBIN TepareBTUUYECKUI
areHT TMpPeACTaBiseT Cco0OM WHruburop wuHAoJamuH-(2,3)-auokcurenassr  (IDO).
Uccnenyembie unrubutoper IDO, KOTOpble MOXHO NPUMEHSTH B  HACTOSIIEM

uzo0perenun, BrouaroT snakagoctar (INCB024360, Incyte); nunokcumon (NLG-8189,
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NewLink Genetics Corporation); xanmatuau6 (INC280, Novartis); GDC-0919
(Genentech/Roche); PF-06840003 (Pfizer), BMS:F001287 (Bristol-Myers Squibb);
Phy906/KD108 (Phytoceutica) u ¢epmenr, pacuiersirommii kunypenu (Kynase, Kyn
Therapeutics).

[00291] B HexoTOpBIX BapUaHTaX peaIu3alvMM IOIOJHHUTENbHBIN TepareBTUYeCKUi
areHT MpeacTaBgeT COOOM aHTarOHUCT (PAKTOPOB POCTA, TAKOM KaK aHTArOHUCT (hakTopa
pocra tpombormroB (PDGF), wiu snunepmaneHoro ¢akropa pocra (EGF), wiu ero
peuentopa (EGFR). Paspemennsie k npumeHenuto aHtaroHuctsl PDGF, kotopeie
MO>KHO NPUMEHSTh B HACTOSIIEM HM300peTeHny, BmodaroT onaparymad (Lartruvo®; Eli
Lilly). Pa3pemennsie k npumenernto antaronuctel EGFR, koTOpBIE MOXXHO NIPHUMEHSITH
B HacTosIIeM n3o0perennu, BKIo4aroT 1erykcumad (Erbitux®, Eli Lilly); Hetmrymymad
(Portrazza®, Eli Lilly), nmanutymymad (Vectibix®, Amgen) ©u ocuMepTHHHO
(nauenenssiiit Ha EGFR npu aktuBupyomux mytauusx, Tagrisso®, AstraZeneca).
[00292] B HekOTOpBIX BapHaHTAX peau3alMy JOMOJHHUTENbHBIN TepaneBTHYeCKui
areHT MpeacTaBysieT co0Oi MHrubuTop apomarasel. PaspemieHHble K NPUMEHEHHIO
UHTUOUTOPBI apoMaTasbl, KOTOPbIE MOXHO IPHUMEHSTh B HACTOSIIEM H300pETEeHHH,
BKJIIOUAIOT dKcemectaH (Aromasin®, Pfizer); anactposon (Arimidex®, AstraZeneca) u
netposoi (Femara®, Novartis).

[00293] B HekoTOpBIX BapHaHTAX PeATU3ALMH AOMOJHUTEBHBIN TeparneBTUYeCKUil
areHT mpexacrasisier coboi antaronuct mytd Hedgehog. PaspemeHHbie kK mpHMeHEHHIO
UHrubuTOphl curHaneHoro myt Hedgehog, KOTOphie MOKHO MPUMEHSITH B HACTOSIIEM
n3zo0perenun, BKIo4aoT coHuaerud (Odomzo®, Sun Pharmaceuticals) u Bucmomeru6
(Erivedge®, Genentech), koTopble mpenHa3Ha4YeHbI IS JieueHHs1 Oa3aibHO-KJIETOUHOM
KapLITHOMBI.

[00294] B HexkoTOpBIX BapHaHTAX pPeaATU3ALMH AOTOJHUTEIBHBIN TepaneBTUYECKHUil
areHT MpeacTaBiseT co00H MHrHOUTOp (GOHEBOH KHUCIOTH. OnoOpEeHHbIE HHTHOUTOPBI
(donreBoll KHUCIOTHI, MOAXOMALIME [Jisi TMPUMEHEHHS B HACTOSINEM H300peTeHUH,
BrrouaroT nemerpekcen (Alimta®, Eli Lilly).

[00295] DB HexkoTOpBIX BapHaHTaX peaTU3aLMH AOTOJHUTEIBHBIM TepaneBTUYECKHUil

areHT mnpeacrasisier cobod uHruOburop penenropa 4 xemokuHa CC (CCR4).
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Hccnenyemeie marubutoper CCR4, xoTOphle MOTYT MOAXOAWTH IJIi NPHUMEHEHHS B
HacrosimeM u3o0pereHny, BiiIouaroT moramynusymad (Poteligeo®, Kyowa Hakko
Kirin, SAnonus).

[00296] B HexkoTOpBIX BapHaHTaX peaju3alUM AONOJHUTEIBHBIM TepaneBTUYECKUi
areHT npencrasiseT coboil uHrubuTop msouutpataeruaporenassl (IDH). HMccnenyemeie
uHrubutopel IDH, KOTOpEIE MOKHO MPUMEHSTH B HACTOSIIEM M300PETEHHUH, BKIIIOYAIOT
AG120 (Celgene, NCT02677922); AG221 (Celgene, NCT02677922; NCT02577406),
BAY 1436032 (Bayer, NCT02746081), IDH305 (Novartis, NCT02987010).

[00297] B HexkoTOpBIX BapHaHTax peaju3all JOTOJHUTEIBHBIN TepaneBTHYECKUM
areHT MpeacTaBisieT coOol MHruOUTOp apruHassl. Miccienyembie HHTUOUTOPBI aprUHA3kI,
KOTOpble MOXKHO TPUMEHATH B HacTosmeM wu300peTeHun, Biao4YaroT AEB1102
(meruMpoBaHHYI0 pekoMOMHaHTHYIO apruHasy, Aeglea Biotherapeutics), kotopas
NPOXOANUT KIHMHUYECKHe HcciaenoBanus (a3l | B OTHOLIEHHH JICYEHHS OCTPOro
MUEJIOUJHOTO JielKko3a U Muenoauciuiactudeckoro cunapoma (NCTO02732184) wu
comuanbix onyxosei (NCT02561234), u CB-1158 (Calithera Biosciences).

[00298] B HekoTOpBIX BapHaHTAX peaATU3ALMH AOTIOJHUTEIBHBIN TepareBTUYeCKUi
areHT TMpencTaByisseT coO0HW MHrUOWTOP riyramuHasbl. HccnenyeMble WHTHOUTOPEI
[JIyTaMHUHA3bl, KOTOPbIE MOXXHO MPHUMEHSITh B HACTOsAIIEM HM300peTeHnH, BKioyaroT CB-
839 (Calithera Biosciences).

[00299] B HekoTOpBIX BapHaHTAX PEATU3ALNH AOTIOJHUTEIBHBIN TepareBTUYeCKUi
areHT TIPeACTaBjsieT COOOM aHTUTENO, KOTOPOE CBS3BIBAETCS C  OIyXOJIEBBIMHU
AHTUT€HAMH, KOTOpbIe TMPEACTABISIOT Cco00M  Oenku, SKCIpPecCHpPOBAHHBIE HA
MOBEPXHOCTU OIMyXOJeBbIX KIETOK. OmoOpeHHbIE aHTUTENa, KOTOPhIE CBSA3BIBAIOTCS C
OIMyXOJIEBBIMU AHTUT€HAMU W MOYXHO MTPUMEHSITh B HACTOSIEM U300pPETEHNH, BKIIIOYAIOT
putykcumab (Rituxan®, Genentech/Biogenldec); odarymymab (antureno x CD20,
Arzerra®, GlaxoSmithKline); o6unyTty3ymab (antuteno k CD20, Gazyva®, Genentech),
ubputymomadb (antureno mpotuB CD20 ¢ wurtpuem-90, Zevalin®, Spectrum
Pharmaceuticals); napatymymaé (antureno npotus CD38, Darzalex®, Janssen Biotech),
nuayTyKeuMab (antuteno npotus rimkoaumuaa GD2, Unituxin®, United Therapeutics);

tpacty3dymab (antutesio mpotuB HER2, Herceptin®, Genentech), amo-tpactysymat
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smtaH3uH (aHtuteno npotue HER2, konmeHcupoBanHoe ¢ smTaH3uHOM, Kadcyla®,
Genentech); u mneprysymab (antuteno nporuB HER2, Perjeta®, Genentech), u
Opentykcumaba BemotuHa (koHbOorat antureno npotuB CD30-mexapcto, Adcetris®,
Seattle Genetics).

[00300] B HexkoTOpBIX BapHaHTaxX peaju3alUM AOMIOJHUTEIBHBIM TepaneBTUYECKHUil
areHT rmnpexacrasysger coboi uHrubutop Tomomsomepasbl. OmoOpeHHble WHTHOUTOPHI
TOMOM30MEpPAasbl, KOTOPbIE MOXKHO TMPUMEHSTh B HACTOSINEM H300PETEHUH, BKJIFOYAIOT
upuHorekan (Onivyde®, Merrimack Pharmaceuticals); tomotekan (Hycamtin®,
GlaxoSmithKline). Hccnenyemble HMHIHOMTOPBI TOMOM30MEPA3bl, KOTOPBIE MOXHO
NPUMEHSATh B HACTOSINEM H300peTeHnH, BKMOYAOT MUKCaHTpoH (Pixuvri®, CTI
Biopharma).

[00301] B HekOTOpBIX BapHaHTAX pean3alMy OTOJHUTENBHBIM TepareBTUYeCKUil
areHT mpencrasisier coOO HyKJICO3MOHBI MHTUOUTOpP WM APYrOH TepareBTHYECKHI
areHT, MpensaTCTByoUi HopManbHOMy cuHTe3y JIHK, cuHTedy Oenka, perutukanmu
KJIETOK HJIH OyIeT MHBIM 00pa3oM HHrHOUPOBaTh OBICTPO MPONU(EPUPYIOUIHE KIETKH.
Takue HykJICO3UIHbIE HHIMOWTOPBI WM OPyrde TePareBTHYECKHE areHThl BKIIIOYAIOT
TpabektenuH (ryaHupnHamkumpyromuii  aredt, Yondelis®, Janssen Oncology),
MmexjopaTamuH  (ankwiupyromuii  areHT, Valchlor®, Aktelion Pharmaceuticals);
BuHkpuctuH (Oncovin®, Eli Lilly; Vincasar®, Teva Pharmaceuticals; Marqibo®, Talon
Therapeutics); Temo3zonomua (MPoJIeKapCTBO Ui AJIKWIMPYIOIIero areHta S-(3-
MeTwiTpuaseH- 1 -mwn)-umunaszon-4-kapéokcamuga  (MTIC)  Temodar®,  Merck),
UHBEKLHOHHYIO (opmy rurapabuna (ara-C, aHTHEeTaO0OJIMYECKH aHajor LUTHIUHA,
Pfizer);, nomyctun (ankunupyromuii arent, CeeNU®, Bristol-Myers Squibb; Gleostine®,
NextSource Biotechnology);, asaumthanH (MUPUMHUIUHOBBIA HYKJIEO3UIHBIH aHAIOT
uutuauHa, Vidaza®, Celgene), omanerakcuH MenecykiMHAT (CIOXKHBIA  3dup
uedanorakcnHa) (uHruOuTOop cuHTesa Oenka, Synribo®; Teva Pharmaceuticals);
acmaparuHasy FErwinia chrysanthemi (pepmeHTa 1Uisi yMEHBIIEHHS KOJIMYECTBA
acmaparuHa, Elspar®, Lundbeck; Erwinaze®, EUSA Pharma); spubynuna wmeswnar
(MHrHOUTOP MHUKPOTPYOOUEK, aHTUMHTOTHK Ha OCHOBe TyOynuHa, Halaven®, Eisai),

kabasurtakcesn (MHTUOMTOP MHUKPOTPYOOUeK, AHTUMHUTOTHK Ha OCHOBE TyOyJIHHA,
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Jevtana®, Sanofi-Aventis); kamauerpuH (MHruObuTop TUMHUAHIATCHHTa3bl, Xeloda®,
Genentech); OenmamyctuH (Ou(YHKIIMOHAIBHOE TMPOHM3BOAHOE MEXJIOPETAMHHA,
KOTOpOe, KakK Tpernojaraercs, odpasyer Mexienoueunsie mornepeunsie crruBku JIHK,
Treanda®, Cephalon/Teva); nkcabenuaoH (MOJTyCHHTETHYECKHI aHAJOr 3MOTHIOHA B,
UHrUOUTOp MHKPOTPYyOOUEeK, aHTUMHTOTHK Ha OCHOBe TyOynuHa, Ixempra®, Bristol-
Myers Squibb); HemapabuH (MposekapcTBO aHajIOra Ae30KCUIYaHO3HHA, HYKJIEO3HUIHBIH
metabosmueckuii uHruOuTOp, Arranon®, Novartis), kiodapabun (IposeKapCTBO
MHrUONTOpa PUOOHYKIEOTUAPENYKTa3bl, KOHKYPEHTHBI MHTMONUTOP AE30KCUIIUTHIMHA,
Clolar®, Sanofi-Aventis); u TpudIypuanH, U THOMPALMI (aHAJIOT HYKJIEO3U/1a HA OCHOBE
TUMHAUHA 1 UHruouTop tTumuauHdpocdopmnaszelr, Lonsurf®, Tatho Oncology).

[00302] B HeKOTOpBIX BapHaHTAX peaM3alMy IONOJHUTENBHBIM TeparneBTUYeCKUi
areHT TmpeacTaByisieT coOOW TepanmeBTUYECKHII areHT Ha OCHOBE IUIATHHBI, TaKKe
HaspiBaeMblll matTHOM. Ilnatunel BeI3BIBalOT nonepeuyHoe cBs3biBaHue JIHK, u
Onaronapst aromy oHr HHruoupyrot penapaipo JIHK w/vnu cunres JIHK B ocHOBHOM B
OBICTPO PENPOAYLIMPYIOIINXCS KJIeTKaX, TaKUX Kak paxoBble KieTku. OnoOpeHHBIe
TepareBTUYECKHe AareHThl HAa OCHOBE IUIATHHBL, KOTOPblE MOJXHO TIPHUMEHSATH B
HacrosimeM H300pereHun, BKao4aroT uucruiatud (Platinol®, Bristol-Myers Squibb);
kap6orutatud (Paraplatin®, Bristol-Myers Squibb; a taxxe Teva; Pfizer); okcanurnarua
(Eloxitin®  Sanofi-Aventis) u Hemarutatud  (Aqupla®,  Shionogi).  pyrue
TCPaliCBTHYCCKHUE arcHTel Ha OCHOBE IUIATUHY, KOTOPBIC TMPOUUIN KIWMHHUYCCKHUEC
HUCIIBITAHHUA U MOXHO IPHUMCHATE B HACTOSAIIECM I/I306peTeHI/II/I, BKJIFOUAKOT ITHKOIUIATUH
(Poniard Pharmaceuticals) u catparutatus (JM-216, Agennix).

[00303] B HekoTOpBIX BapHaHTAX PeATU3ALMH AOTIOJHUTEIBHBIN TepaneBTUYECKUil
areHT mpeacTasjsieT coOOM TaKCaHOBOE COENMHEHHE, KOTOPOE BBI3BIBAET pa3pylleHHE
MUKPOTPYyOOUEK, KOTOpbIe HEOOXOMUMBI Jis eeHns KieTok. OnoOpeHHbIe TaKCAHOBEIE
COCOAUHCHUA, KOTOPBIC MOXHO IIPHUMEHATE B HACTOSAICM I/1306peTeHI/II/I, BKJIKOUAKOT
naxutakcen (Taxol®, Bristol-Myers Squibb), nouerakcen (Taxotere®, Sanofi-Aventis;
Docefrez®, Sun Pharmaceutical), cBs3anHbIii ¢ anpOymuHOM makiuTtakcen (Abraxane®;

Abraxis/Celgene) u xabasurakcen (Jevtana®, Sanofi-Aventis). Jlpyrue TakcaHOBBIE
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COIUHEHUs, KOTOPbIe NPOIIIN KIMHWYECKUE HCHBITAHUS W MOXHO TPHUMEHSTH B
HacrosimeM n3obperenny, BkirodaroT SIDS530 (SK Chemicals, Co.) (NCT00931008).
[00304] B HexkoTOpBIX BapHaHTaX peaju3aluMd AOTNOJHUTEIBHBIM TepaneBTUYECKHUil
areHT npeacTasiisieT cO00M MHruOUTOP aHTHANIONITOTHUECKUX OeskoB, Takux kak BCL-2.
OnobpeHHble MHMHOUPYIONTHE AHTUAMONTOTUYECKUE OEJKA CPEeACTBA, KOTOPhIE MOXHO
NMPUMEHSTh B HACTOSIIEM M300peTeHHH, BKIOYAIOT BeHeTokIake (Venclexta®,
AbbVie/Genentech) u 6munarymomab (Blincyto®, Amgen). [pyrue tepamneBTUdecKkue
areHThl, HALleJICHHbIE HAa AHTHANONTOTHYECKHE OeNIKH, KOTOPblE MPOIIIN KIMHUYECKHE
WCTIBITAHUS U MOXKHO NPUMEHSTh B HACTOSIIEM HU300pETeHUH, BKIIOYAIOT HABHUTOKJIAKC
(ABT-263, Abbott), uaru6éurop BCL-2 (NCT02079740).

[0030S] TepmuH «HUHTUOMTOP KOHTPOJBHBIX TOYEK» B KOHTEKCTE HACTOSILEro
ONMCAaHUSI OTHOCUTCSI K areHTaM, MPUTOIHBIM JJIsI IPEeIOTBPALIEHUS] KyXOAa» PAKOBBIX
KJIETOK OT HWMMYHHOM cuctembl mnanmueHTa. OAWH W3 OCHOBHBIX MEXAaHHU3MOB
nectabmIn3aluy UMMYHHOM CHUCTeMBI NPOTHUB OIyXOJIM HM3BeCTeH Kak «T-kietounHoe
HCTOIICHHUE», KOTOPOE NMPOUCXOAUT BCJIEACTBUE XPOHUUECKOTO BO3IEUCTBHSI AHTUT€HOB,
YTO NPUBOAUT K ITOJIOKUTENIEHOM PEryJisiiUd HHruOMpyromux pernentopos. JlaHHbIe
MHTHOUPYIOLIHE PELEnTOPhl CIY)XaT KOHTPOJBHBIMH TOYKAMU UMMYHHOTO OTBETA JUIS
MPeIOTBPALISHUS] HEKOHTPOJIMPYEMBIX UMMY HHBIX PEaKLIH.

[00306] PD-1 wu xouHrubupymomwue penenTopbl, TaKHe Kak aHTUTeH 4,
accoLMUpOBaHHBI ¢ nuToToKcHyeckumu T-mumbpormramu (CTLA-4, B- u T-
mumdoumtapHeii arrerroarop (BTLA; CD272), Gemok 3, comepkamuii gomeHbl T-
KJIETOYHOTO uMMyHorio0yuHa v myimHa (Tim-3), ren aktusauvu guMdorutos 3 (Lag-
3; CD223) u ppyrue 4acTO HA3bIBAIOT PErYyJISTOPaMA KOHTPOJBHBIX Touek. OHu
OEHCTBYIOT KaK MOJIEKYJISIPHBIE «IIPUBPATHUKWY», KOTOPBIE PAa3pemIaloT BHEKJIETOUYHOM
UH(pOPMALIUK IUKTOBATh, CIIEAYET JIK MPOXOAUTH Jajiee MPOrPeCcCHH KIETOYHOTO LKA U
VMHBIM BHYTPUKJIETOYHBIM MPOLIECCAM Meperady CUrHAJIA.

[00307] B onmHOM acmekTe HHTHOUTOP KOHTPOJIBHBIX TOUYEK TMPEACTABIISIET COOO
OHOJIOTHYECKOe TepaneBTHUECKOe CPEACTBO MIIM MAJyI0 MOJIeKyJy. B mpyrom acrekre
MHTHOUTOP KOHTPOJIBHBIX TOYEK TMPENCTaBIsieT COOOW MOHOKIOHAJIBHOE AaHTHUTEJNO,

T'YMaHU3HUPOBAHHOC AHTHUTEJIO, IOJTHOCTEHO YCJIOBECUCCKOS aHTUTEIIO, CIIUTBINA OEJIOK WIIH
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nx KoMOMHAIMIO. B JOMONMHUTETEHOM acreKTe HWHTUOHUTOpP KOHTPOJBHBIX TOYEK
HHTHOUpyeT O0esIOK KOHTPOJIbHOM ToukH, BeiOpanHsbiii 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, nuraHmoe cemeiictBa B-7 wim ux kxomOuHaiuu. B
JOTIOJTHUTEJIbHOM ~ aCIIeKTe WHTUOWUTOpP KOHTPOJBHBIX TOYEK B3aUMOAEHCTBYeT C
JuraHaoMm Oesika KOHTpoNbHOM Touku, BhiOpanHeiM U3 CTLA-4, PDLI, PDL2, PDI, B7-
H3, B7-H4, BTLA, HVEM, TIM3, GAL9, LAG3, VISTA, KIR, 2B4, CD160, CGEN-
15049, CHK 1, CHK?2, A2aR, nurangos cemerictBa B-7 win nx komOuHaimu. B omHOM
acrieKTe MHrUOUTOP KOHTPOJIBHBIX TOUEK MPEACTABISIeT cOO0H NMMYHOCTUMYJIUPYIOIIHIA
areHT, akTop pocra T-KJIETOK, UHTEPISHKHUH, aHTUTEJIO, BAKLIUHY WJIA UX KOMOHHALIHIO.
B nmomonHuTensHOM acmekTe MHTEepJielkuH npencrasisier cobourt WJI-7 wim WJI-15. B
KOHKPETHOM acIieKTe WHTEPJICHKUH MPencTaBiiseT coboi rimko3unupoBanubiii M1JI-7. B
NOTIOJTHUTEJIbHOM ~ aclieKTe yKa3aHHAs BakKIMHA NPEACTaBsieT COO0OH  BakLMHY
nesapuTHeIX Kietok (DC).

[00308] HHruOuTOpPH KOHTPOJBHBIX TOYEK BKJIIOYAIOT JIIOOOW AareHT, KOTOPBIH
CTATUCTUUYECKHU 3HAYUMBIM 00pa3oM OJIOKHMPYET WIM UHTHOUPYET MHTUOHUTOPHBIE ITyTH
MMMYHHOU cUCTeMBI. Takue MHrHOUTOPBI MOTYT BKJIKOYATh B Ce0sl HU3KOMOJIEKYJISIPHBIS
MHTHOUTOPBI WM MOTYT BKJIIOYATh B ceOs aHTHUTENa, WM WX AHTHUT€HCBS3BIBAIOIINE
(parMeHTbl, KOTOpBIE CBSI3BIBAIOTCS W OJIOKUPYIOT WM HWHTHOMPYIOT PELEnTOPhI
MMMYHHBIX KOHTPOJIBHBIX TOYEK, FUIM AHTHTENIa, KOTOPhIE CBS3BIBAIOTCS U OJIOKHUPYIOT
WIM  WHTHOUPYIOT  JIMTaHOBl  PEHenTOpPOB  HMMMYHHBIX  KOHTPOJIBHBIX — TOYEK.
HUnnroctpatuBHBIE  MOJIEKYJIBI  KOHTPOJIBHBIX ~ TOYEK, KOTOpble  MOTYT  OBITh
cnetmuuHbIME i OJIOKMPOBAHMS WJIM WHTUOWPOBAHHS —BKJFOYAKOT, HO HE
orpannumBatorcs umu, CTLA-4, PDL1, PDL2, PD1, B7-H3, B7-H4, BTLA, HVEM,
GAL9, LAG3, TIM3, VISTA, KIR, 2B4 (mpunamiexut cemeictsy mojiekys CD2 u
skcripeccupyercss Ha Beex HK, y8 u T-knetkax mamstu CD8' (af)), CD160 (taxxe
HaseiBaembie BYS5S), CGEN-15049, CHK 1 u CHK2 kunHasei, A2aR u pasauuHbie
muradnael cemerictea B-7. CemelictBo ymmrannoB B7 BkiroyaeT, HO He OrpaHUYHBACTCS
umu, B7-1, B7-2, B7-DC, B7-H1, B7-H2, B7-H3, B7-H4, B7-H5, B7-H6 u B7-H7.

I/IHFI/I6I/ITOpI:I KOHTPOJIBHBIX TOYCK BKJIKOYAKOT aHTUTEJIA WKW UX AHTUI'CHCBA3BIBAIOIHUEC
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dparMeHTEI, Apyryue CBsI3bIBAOIINE OeNKH, OHOJIOTHUECKHe TeparieBTHUSCKHe CPEACTBa,
WIA MaJible MOJIEKYJbl, KOTOpBIE CBSI3bIBAIOTCS M OJIOKHUPYIOT WIM HHTHOUPYIOT
akTHBHOCTE ogHoro miu Oojiee u3 CTLA-4, PDL1, PDL2, PD1, BTLA, HVEM, TIM3,
GAL9, LAG3, VISTA, KIR, 2B4, CD 160 u CGEN-15049. HmmoctpaTuBHBIE
UHTUOUTOPBI ~ MMMYHHBIX  KOHTPOJBHBIX ~ TOYEK  BKJIIOYAIOT  Tpemeaumymad
(6noxupyromee CTLA-4 antuteno), antu-OX40, moHowIoHampHOE aHTUTENO0 PD-LI
(antu-B7-Hl;, MEDI4736), MK-3475 (6nokarop PD-1), nusonymab (Opdivo®, BMS-
936558; antureno x PDI), CT-011 (antuteno x PDI), monoxnonansHoe antureno BY S5,
AMP224 (antuteno k PDLI), BMS-936559 (antureno x PDLI), MPLDL3280A
(antuteno x PDLI), MSB0010718C (antuteno k PDLIl) u unmiumymad (uHrudurop
KOHTPOJIbHOW TOukH, nerictByromuii npotus CTLA-4). Jluranner 6enka KOHTPOJIBHOU
TOYKH BKJIIOYAIOT, HO He orpanuuuBarorcs umu, PD-LI, PD-L2, B7-H3, B7-H4, CD28,
CD86 u TIM-3.

[00309] B HexOTOpPBIX BapHUAHTAX PEATU3ALMH UHTHOMTOP MMMYHHBIX KOHTPOJIBHBIX
Touek BbIOpaH n3 anraronucra PD-1, antaronucra PD-L1 wnu antaronncra CTLA-4. B
HEKOTOPBIX BapuaHTtax peanmusammu aHTaroHUCT CXCR4, takoit kak X4P-001 wnu ero
(bapmareBTHYeCKH MPUEMJIEMasi COJIb, BBOAIT B KOMOMHALIMU C HUBOJIyMaOOM (aHTUTEIIO
Kk PD-1, Ongueo (Opdivo®), Bristol-Myers Squibb); memOponuzymaboM (aHTUTENO K
PD-1, Kurpyna (Keytruda®), Merck); urmmumymatdom (antuteno k CTLA-4, Epgoii
(Yervoy®), Bristol-Myers Squibb); nypsamymabom (antuteno k PD-L1, Umdunsu
(Imfinzi®), AstraZeneca) wmu aresonmusymabom (antuteno k PD-L1, Teuentpuk
(Tecentriq®), Genentech).

[00310] [Hpyrue WHrHUOMTOPHI MMMYHHBIX KOHTPOJBHBIX TOYEK, MOIXOISIINE IS
nNpuUMeHeHus B HacTosineM u3o0pereHud, BkirouaroT REGN2810 (Regeneron), anTuTeno
k PD-1, mpomenmiee WCIBITAHUS Y TAMEHTOB C 0a3ajibHO-KJIETOYHOW KapITHOMOM
(NCT03132636); HMPJI (NCTO03088540); TmIOCKOKJIETOYHOW KAPLIMHOMON KOXKH
(NCT02760498); numdomoii (NCT02651662) u wmenanomoii (NCT03002376),
mumuzyMad  (CureTech), Ttakke wms3BectHsiii kak CT-011, antuTeno, kortopoe
cBsasbiBaeTcs ¢ PD-1, msyyaemMoe B KIIMHUYECKUX HCCIENOBaHUSAX IpH aubdy3HOM

KPYITHOKJIETOUHOU B-kjieTouHON nuM¢pOMe M MHOXKECTBEHHOH MHUeNoMe, aBeiymal
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(baBencuo (Bavencio®), Pfizer/Merck KGaA, taxxe msBectHriii kak MSB0010718C),
noJIHOCTBIO  yenoBeueckoe aHtureno IgGl x PD-L1, usyuaemoe B KIMHHYECKHX
HCCJIENOBAHMSIX MPU HEMEIKOKIETOUHOM PakKe JIETKOTO, KapLIMHOME U3 KJIeTOK Mepkers,
ME30TeIMOMe, COJIMAHBIX OIYXOJISIX, paKe IOYKU, pake SIMYHHUKOB, pPaKke MOYEeBOTO
My3bIpsi, pake ToJIOBBI U mmed U pake xenynka, © PDR0OO1 (Novartis), nHrubupyroiee
aHTUTEJIO, KOTOpoe cBsi3piBaeTcs ¢ PD-1, nuzyuaeMoe B KIIMHUUECKUX HCCIENOBAHUSX IPU
HEMEJIKOKJIETOUHOM pake JIeTKOro, MeJaHOMe, TPMIKAbl HEraTUBHOM pake MOJIOYHOM
JKeJiesbl M PAClpOCTPAHEHHBIX WM METAaCTaTHUYECKHX  COJHMAHBIX  OIyXOJISIX.
Tpemenumymad (CP-675,206, Astrazeneca) mpencrtaBiusier coOOH  MOJIHOCTBIO
yejoBeyeckoe MoHOKIOHaIbHOe aHtuteno k CTLA-4, xotopoe ObUIO H3y4eHO B
KJIMHUYECKUX MCCIENOBAaHUSAX MNPU psiAe IOKAa3aHWM, BKIIOYAs: ME30TeIHOMY,
KOJIOPEKTAJIbHBI paK, pPak TM[OYKH, pPaKk MOJIOYHOU IKeJe3bl, paK JIETKOro |
HEMEJIKOKJIETOUHBIH pak JIerKOro, NPOTOKOBYIO aJ€HOKAPLIMHOMY IOAXKETyIOUYHOH
JKeJie3bl, paK IMOJHKETyIOYHOM >KeJie3bl, TePMHUHOTEHHYIO OITyXOJb, IUIOCKOKJIETOUHBIH
PaK rOJIOBHI U LU, TeNaTOLEIUTIONSPHYIO KapLIMHOMY, paK MPeACTaTeIbHOM KeJle3bl, paKk
SHIOMETPHUS, METACTAaTUYeCKUN pak IIeYeHH, pak Ied4eHH, B-KpyNmHOKIETOUHYIO
JuMQPOMyY, paK SIMYHHUKOB, pakK IIEHKA MAaTKH, METACTATUYECKHI aHAIJIAaCTUYECKHHA paK
IIUTOBUIHOM KeNie3bl, paKk ypoTenus, pak (aIONMHEBBIX TPyO, MHOXKECTBEHHYIO
MHEJIOMY, PaK MOYEBOIO IMy3BIPS, CapKOMYy MSTKUX TKaHed u Mmenanomy. AGEN-1884
(Agenus) npexncrasisier coboii antuteno k CTLA4, usyuaemoe B (pase | kmuHHUECKHX
HCCJIENOBAHUI MPH PACIPOCTPAHEHHBIX CONMMAHBIX omyXxousix (NCT02694822).

[00311] Husonymaé (Opdivo®, BMS-93568/MDX1106;, Bristol-Myers Squibb)
TPeNCTaBIsieT COOOM TOJHOCTRIO YEJIOBEUECKOe MOHOKIOHANbHOE aHTuTeno IgG4,
KOTOpOE AEMCTBYET KaK MMMYHOMOAYJISITOP TOCPEICTBOM CBSI3BIBAHHS C PELIETITOPOM
3arporpammupoBanHon rudenu kietok 1 (PD-1) u usbupatensHOro GJIOKHPOBaHHS €ro
B3aumoneicTeus ¢ Jjmrasgamu PD-L1 u PD-L2. Cipyktypa m gpyrue cBolicTBa
HuBOJlymMa0a mpencTaBiieHsl Ha caite http://www.drugbank.ca/drugs/DB09035, nanubie
¢ kotoporo ObuM monyueHbl 14 mapta 2016 roma, U WX comep)KaHHE BKIIOYEHO B
HacTosee onucanne. Husomymab paspemeH it npuMeHeHUs IS JISYSHUs TTAlUeHTOB

C  pacupoCTPaHEHHOM  MOYEYHO-KJIETOUHON  KapLUUHOMOHM, KOTOpBIE  IOJIyYaIH
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MPEIIeCTBYIONY 0 aHTUAHTHOTEHHYIO TepaIliio;, B KaueCTBE eINHCTBEHHOTO areHTa MpH
HEKOTOPBIX THUIAX HeornepadenbHOW WM METAaCTAaTHYECKON MEJIAHOMBI, IS JISYSHHS
HeornepabelbHOW WM METACTaTUUeCKOW MEJIaHOMBI WM B KOMOWHAIMU  C
ANWIMMyMaboM JUIsl JieueHus: HeorepabelbHOM WIJIM METAaCTAaTUYeCKOW MEJIAaHOMBI, a
TAaK)Ke JUIS  JICUEHHS METAacTaTUYeCKOr0 HEeMEJIKOKIETOYHOTO paka Jerkoro |
MPOTPEeCCUPOBAHUS BO BpeMs WIM TOCHe XUMHOTEpanuu NpernapaTami IUIaTHHBL
ITomumo »sT1Oro, HHMBOJyMald MpOIIEN HCIBITAHUS WIH OBUT YIOMSHYT B KadecTBe
BO3MOXHOTO CPEACTBA JIEYEHUs IPH IPYIMX OHKOJIOTMUECKUX IMOKA3aHHSX, BKIIIOYAS
COJIUIHBIC ONYyXOJIM; MEJIAHOMY KOXMW, TJIHOOJIAcTOMy, TJIMOMY;, TJIHOCApKOMY,
aCTpPOLIMTOMY, paK TOJIOBHOTO MO3ra;, JIEMKO3, OCTPhIM MHUEIOUIHBIN JIeHKO3,
XPOHUYECKUM  MHEJOUOHBIA  JIeMKO3, XpOHWYEeCKUH JMMQOLUTAPHBIH  JIEWKO3;
pacpoCTpaHEeHHBIM paKk INMEeYeHW WM TernaroLeUTIOJISIPHYI0 KapLUHOMY; YBEaJbHYIO
MEJIAaHOMY; PaK MPEeACTaTeNIbHON JKeJie3bl; HOBOOOpa30BaHHe MOKETyAOYHOH JKeye3bl U
paK MOJUKENYAOYHOM JKEJle3bl, paK MOUEBOIO Iy3bIps; KOJOPEKTAIbHBIM pak;
MUENIOAUCIUIACTHYECKUH CHHAPOM; JMdpoMy XOMKKHUHA;, HEXOKKHHCKYIO JuMdomy;
MHOXKECTBEHHYIO MHEJIOMY, paK LIeWKH MaTK{, paK JHAOMETPHUS, PaKk MAaTKH, pakK
SSIMYHUKOB M KapLMHOMY SIMYHUKOB, MEPUTOHEATBHYIO KapPIUHOMY; IUIOCKOKJIETOYHBIN
paK roJIOBBI U IIEH; PakK KeIyIKa, pak mumeBoaa; capkomy Kamomrm; HoBooOpazoBaHue
MOJIOUYHOM >KeJe3bl, aAeHOKAPLMHOMY MOJIOYHOM >Keje3bl U PaK MOJIOUHOM KeJe3bl,
CapKOMY KOCTeH; CapKOMy MSTKHX TKaHEH; MEHUHTHOMBI U ME30TETHOMY.

[00312] B wuccnemoBanwu ¢aser 3 ¢ yuactuem Oosnee 800 manueHTOB ¢
pacpoCTpaHeHHOH CBETJIOKJIETOYHON MOUYEYHO-KJIETOYHOW KapLIMHOMOM, B CBSI3H C YEM
OHHM TIONy4aIM TIPEIIeCTBYIOLIee JIEYSHHe C MPUMEHEHHWEM OIHOW WJIH JABYX CXeM
AQHTHAHTUOTEHHOM Tepanuy, MAlMeHTOB CIy4YailHeIM 00pa3oM pachpenesisuid B TPYIIIIEI
IUTSL TIOJTy4eHust 3 Mr HHBOJlyMaba Ha KI' MacChl Tejla BHYTPHUBEHHO KaXIble JIBe HEAENH
w10 Mr sBeposmMmyca mepopaisHO B (dopMe TaOJeTKH eXemHeBHO. IllarueHTsl,
TMOJTyYaBIIHe HUBOJIyMad, NEMOHCTPUPOBAIN OoOJiee IINTEIBHYI0 MEOUaHHYI0 OOIIyIo
BBDKHBAEMOCTb, CHFD)KEHHOE OTHOIIEHHE PpHUCKA CMepTH U 0ojiee BBICOKYIO YacTOTY
00BbEKTHBHOTO OTBETA, YeM MaLMEHThI, NoJydyaBinre HUBOyMad (25%) mo cpaBHEHHIO C

MarMeHTaMu, MoJy4aBuuMu 3seposumyc (5%) (P<0,001), mpu Gonee HU3KOH yacToTe
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CBSI3aHHBIX C JISUSHHEM HeXeJaTeNIbHBIX sIBIeHuH 3 w 4 creneHu Tsbkectu (Motzer et
al. (2015), New England Journal of Medicine, 373:1803-1813). CooTBercTBEHHO, B
HEKOTOPBIX BapHAHTAX peATM3allMM HACTOSALIEr0 H300peTeHus MpeuIokeH Crocod
JIUeHHUsI PaCIpOCTPAHEHHON CBETJIOKJIETOYHOM MOYEYHO-KJICTOUHOW KapLIMHOMEI,
BKJIFOYAIOIIWH BBEACHHE HYXXIAIOUIEMYCsl B 3TOM HaLUeHTy 3(p(eKTHBHOrO KoJIN4ecTBa
antaronucta CXCR4, takoro kak X4P-001 wnau ero ¢apmaneBTHYECKH MpHEMIIEMAst
COJIb, WK €ro (hapManeBTHUSCKOW KOMITO3HUIUM B KOMOWHAIIMHM C HUBONYyMaOOM HJIH
9BEPOJMMYCOM, TIPH  3TOM  YKa3aHHBIM  MAlMEHT  HeoOs3aTeNbHO  MOJydall
MpeALIeCTBYIOIIEE JICUSHHE ¢ IPUMEHEHUEM CXEeMbl aHTUAHTMOT€HHOMN Teparuu.

[00313] Kak npaBuio, KOJMYECTBO HUBOJyMada UK IPYroro HHruOMTOpa UMMYHHBIX
KOHTPOJIBHBIX TOYEK, MPUTOAHOTO U1 MIPUMEHEeHHsl B HacTosimeM u3o0peTeHuu, Oymer
3aBUCETh OT pasMepa, MacChl Tena, BO3pacTa M COCTOSHUS IMAlMeHTa, MOJUIeXKallero
JIEYSHUIO, TSKECTH PacCTPOMCTBA MJIM COCTOSIHUS, @ TakyKe OT MHEHMS Jieallero Bpaua.
Harpumep, coriacHo NpUHATOMN B HACTOsIILEe BPeMsl HHCTPYKLMH 110 MPUMEHEHHUIO, IS
JedyeHus HeorepaOeNbHOM MM MeTaCTaTU4YeCKOH IMOYEYHO-KJIETOUHOW KapLIMHOMBI
PEKOMEHIOBAHHBIM Kypc BBeIeHHs HHUBoJaymMaba cocTaBiser 3 MI/KI B BHAE
BHYTPUBEHHOH UH(]Y31H B TeueHrne 60 MUHYT KaXKIbIe IBE HEEN BILIOTh 0 BBISBJICHUS
nporpeccupoBanust 3a00JIEBaHUS WIM HENPUEMJIEMONW TOKCHYHOCTH. 1lo ycMmoTpeHwHio
JIeyalero Bpaya, B 3aBHCHMOCTH OT WHIAWBHAYAJBLHON MEPEHOCHMOCTH, HA3HAUYCHHAs
032 HUBOJIyMaOa MOJKET OBITh yBEIHUYEHA, HApHUMep, MyTEM YBEJIHYEHUS BBOIHMOMN
O3Bl W/WIKM  YacTOThl BBeAeHHs. [l0 YCMOTpeHHMIO Jiedamlero Bpaya, Hapsay C
MpeaynpexXACHUSIMA, MPHUBEACHHBIMA B HHCTPYKLUH [0 IPUMEHEHUIO, NpPUMEHEHUe
HUBOJIyMaba MOKeT OBITh MPEKPAIIeHO WM ero 1033 MOXET ObITh CHH)KeHa B ClTydae
BO3HHMKHOBEHHS 3HAYUMBIX HexenateJbHbIX 3(¢dexkToB. B HekoTOpeIX BapuaHTax
peayi3aniyi HUBOJYMaOd BBOIST C TNPUMEHEHHEM CIOCOOOB COTJIACHO HACTOSIIEMY
M300peTEHNIO B COOTBETCTBUHU C YKA3aHHBIMH BBIIIE PEKOMEHAMSMHE TI0 TIPUMEHEHHIO.
[00314] B HexOTOPBIX BapHaHTaX pPeaTM3aLMH B HACTOSIIEM M300pETeHUH NPEJIOKeH
criocod nevenus narueHTta myteM BeeneHus antaronucta CXCR4, takoro kak X4P-001
WU ero dapMareBTHUECKH ~ TpUeMyieMasi  COJib, B  KoMOWHaIMH c

HMMYHOCTUMYJHUPYIOIIUMHA  TEPaneBTUYECKUMH  CpeACTBaMH.  PasperieHHele K
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MPUMEHEHUI0 MMMYHOCTHMYJIUPYIOIIHE TEPareBTUYECKHe CPEACTBA, KOTOPBIE MOXKHO
MPUMEHSTh B HACTOSIIIEM M300peTEeHHH, BKIIOYAOT 10Ty3ymMad (antuteno k SLAMF7,
OMILTUCUTH (Empliciti®), Bristol-Myers Squibb). Hccnenyemsbie
UMMYHOCTUMYJIUPYIOIIHUE COSNUHEHUs, KOTOPbIE MOXHO TPUMEHSTh B HACTOSIIEM
nzo0perenun, BkmovyaroT mudamyptun (Menakt (Mepact®), Takeda Oncology).

[00315] [JpyruM HMMYyHOCTHMYJIMPYIOLIMM TEpareBTUUECKUM CPEACTBOM, KOTOpOE
MOXXHO TPUMEHSTh B HACTOSINEM HM300pEeTeHHH, SBIAETCS PEKOMOWHAHTHBIHN
uHTepneiikuH 15 yenmosexa (thIL-15). rhIL-15 mpomen wucnbITaHuS B KJIMHHYECKOH
MPAKTUKE B KAYECTBE CPEIACTBA TEPANUU MEJIAHOMBI U MOYEYHO-KJIETOYHON KAPLIUHOMBI
(NCT01021059 u NCTO01369888), a Takxe neiiko3oB (NCT02689453). pyrum
MMMYHOCTUMYJIMPYIOIIUM TEPareBTHUYECKUM CPEICTBOM, KOTOPOE MOKHO NMPUMEHSThH B
HACTOSIIIIeM H300PETeHNH, SIBJISIETCS] PeKOMOMHAHTHBIN HHTepJelkuH 12 yenoseka (rthIL-
12). JlpyruM MNOAXOMAIIAM HMMYHOTEPANeBTUYECKUM CpeacTBoM Ha ocHoBe IL-15
seisiercsi rerepoauMepHsbiii [L-15 (hetIL-15, Novartis/Admune), ruOpuaHbIi KOMIUTEKC,
COCTOSILINI U3 CHHTETHUECKOW (hOpMBI 3HAOTeHHOTO IL-15 B KOMILIIEKCE C PACTBOPHUMBIM
cesispiBatomuM  1L-15 Genmkom, ambga-uensio peuenropa IL-15 (IL15:sIL-15RA),
KOTOPBIN MPOIIENT UCIBITAHHUS B KIMHHUYECKHX HcciaenoBaHusix ¢asel I mpu menanoMme,
MOYEYHO-KJIETOYHON KapPLIMHOME, HEMEJIKOKJIETOYHOM pakKe JIETKOTO M IO CKOKJIETOYHOM
kapupHoMe rosioBbl M mien (NCT02452268). PexomOuHaHTHBIN HHTEpieHkuH 12
yeioBeka (rhIL-12) mpomren wucnbiTaHWsT B KJIMHHYECKOW TMPAKTHKE MPU MHOTHX
OHKOJIOTHYECKHX TOKA3aHUSX, HAlpUMep, B KadyeCcTBe CPEACTBA Tepamuu JUMQGOMBI
(NM-IL-12, Neumedicines, Inc.), (NCT02544724 u NCT02542124).

[00316] [pyrum moaxoaom K CTUMYJISIIUM UMMYHHOTO OTBETA SIBJISIETCS] IPUMEHEHHUE
OHKOJIMTUYECKUX BHUPYCOB. B HEKOTOpBIX BapuhaHTaX peajln3alud B HACTOSIIEM
M300peTeHNN MPEeUIoKEeH CrOCO0 JIeUeHHs TMalUeHTa MyTEM BBEASHHUS MNPENIOKESHHON
kommozummu X4P-001 B xomMOMHALIMHK ¢ UMMYHOCTUMYJIHUPYIOIUM TepareBTUYECKUM
CPEACTBOM, TaKUM KaK OHKOJIMTHYECKHE BHUPYCHL. PaspelieHHble K MPUMEHEHHIO
UMMYHOCTUMYJIHPYIOIIHE OHKOJUTUYECKHE BHPYCBHI, KOTOPbIE MOXHO TPHUMEHSTH B

HACTOSIIIEM HW300peTeHHH, BKJIOYAIOT TAJTUMOreH JarepmapenBek (talimogene
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laherparepvec, JKHUBOWM aTTEHYMpOBAaHHBIM BHPYC MPOCTOro repreca, WMIIHruk
(Imlygic®), Amgen).

[00317] TepmuH «uHrHOUTOP apoMaTas3bl» B KOHTEKCTE HACTOSIIETrO OIMHCAHUS
OTHOCHUTCSl K COEQUHEHHIO, KOTOpOe HHTHOMpYeT BHIPAOOTKY 3CTPOreHOB, HANpUMEp
npeBpalieHre cyocTpaToB aHAPOCTEHOMOHA M TECTOCTEPOHA B OCTPOH U ICTPAAHOI,
COOTBETCTBEHHO. Y Ka3aHHbBIN TCPMHUH BKJIKOYACT, HO HC OTPAaHUYHUBACTCA UMHU, CTCPOUIBI,
B YAaCTHOCTH aTaMeCTaH, dK3eMecTaH U (pOpMEecTaH W, B YACTHOCTH, HECTEPOHIHBIC
COCAUMHCHUA, B YaCTHOCTH AaMHUHONIIYTCTUMUA, PONJICTUMUL, THUPUAOIITYTCTUMHI,
TPUWJIOCTaH, TECTOJIAKTOH, KETOKOHA30JI, BOPO30JI, (pampo30Ji, aHACTPO30J U JIETPO3OL.
DK3eMecTaH MPeACTaBIeH Ha PhIHKE MO TOProBbIM HazBaHueM Aromasin™. dopmectan
MPEACTaBJIeH Ha PhIHKe MOJ TOProBbIM HasBaHueM Lentaron™. danpo3os npencraBiieH
Ha PBIHKE TIOZ TOProBbiM Ha3BanueM Afema™. AHACTPO30J1 MPENCTABIEH HA PHIHKE MO
TOoproBeiM HasBaHueMm Arimidex™. JleTpo3osi mpencTaBieH Ha PBIHKE IO TOPTOBBIMH
HasBaHusMu Femara™ wmm Femar™. AMUHOITIIOTETHMUJ NPEACTaBJIeH Ha PBIHKE IOJ
toproeeiM HazBaHveMm Orimeten™. KomMOMHAIIHS COTJIACHO HACTOSALIEMY H300pPETEHUIO,
cozepKaiias XUMHOTEPANIEBTHUYECKUIA areHT, KOTOPbIN MPENCTaBIseT COO0M HHTUOUTOP
apoMarasbl, NMoaAXOAUT, B YaCTHOCTH, IJId JICUCHUS TOPMOH-PEUCHTOP-TIOJTOXUTECIIbEHBIX
OITyXOJIeH, TaKHUX KaK OIMyXOJIM MOJIOUHOM JKeJIe3bl.

[00318] TepMuH «aHTHICTPOTEH» B HACTOSIIEM HW300PETEHHH OTHOCUTCS K
COEIUHEHUIO, KOTOPOE MPOTHBOAEHCTBYET 3((PEeKTy ICTPOTEHOB HA YPOBHE PELIETITOPOB
ACTPOTreHOB. YKa3aHHBIA TEPMHH BKJIIOYAET, HO HE OIPAHHYMBAETCS UMM, TAMOKCH(EH,
dynsecrpanT, pamokcudeH u ruapoxsopun panokcrudena. TamokcudeH nmpeacraBieH Ha
peiHKe TOn TOproBbiM HasBanweM Nolvadex™. Tmapoxmopupn —panokcudeHa
MPEeACTaBJIeH Ha PbIHKE MO TOProBbiM HazBaHHeM Evista™. ®ynBecTpaHT JOCTYIEH AJISI
BBEZIEHHsI TOJ] TOProBeiM HasBaHueM Faslodex™. KomOuHaLMs COTJIACHO HACTOSIIEMY
n300peTeHnto, coaepKamas XUMHUOTEPAeBTUYECKUN AareHT, KOTOPBIM MPeaCTaBisIeT
co0Ol aHTHAICTPOTeH, SBJISETCS OCOOCHHO TMOAXOMSIISHIIIS MPUMEHEHHS IS JISYSHHUS
OHYXOHeﬁ, MOJIOKUTECIIBHBIX B OTHOIICHHUH PELUCIITOPOB 3CTPOIr€HOB, TAKHUX KaK OITYXOJIHU

MOJIOUYHOH KEJIE3EI.
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[00319] TepmuH «aHTHAHOPOTEH» B HACTOSINEM H300PETEHHH OTHOCHUTCS K JIIOOOMY
BEIIECTBY, KOTOpOe CroCOOHO HHrHOMpOBaTh Ouosiorndeckue 3PpQexThl aHIPOreHHBIX
TOPMOHOB, M BKJIIOYAaeT, HO He orpaHuumBaercs umMm, Oukanytamupa (Casodex™). B
HACTOSAMIEM M300pEeTeHNH TEePMUH «aroHHUCT TOHAAOPENMHA» BKJIOYAET, HO He
OTpaHUYMBAETCS UMH, adapesMKC, FO3epesiuH U ro3epesvHa auerat. I'ozepenus qoctyneH
IUTSl BBEIEHHs IO TOProBbIM HazBaHueM Zoladex™.

[00320] Tepmun «uHrubuTOop TOMOM3OMepa3sl I» B HacTosmeM u300peTeHUN
BKJIIOYAET, HO HE OrPAaHUYMBACTCS HMHM, TOIMOTEKaH, THUMaTeKaH, HPUHOTEKaH,
KaMIOTOTELUH U €ro aHaJloTH, 9-HUTPOKAMNTOTELMH U MAaKPOMOJIEKYJISIPHBIN KOHBIOTAT
kamnroreruHa PNU-166148. HpunoTtexkaH AOCTyneH [Jisi BBEACHMS, HalpuMmep, B
dopMe, B KOTOpOH OH TMpEnCTaBieH Ha pHIHKE, HaIpPUMEp, MO TOPTOBOM MapKOi
Camptosar™. TomoTekaH TmpenCTaBJeH HA pPBIHKE IO TOPTOBBIM HAa3BaHUEM
Hycamptin™.

[00321] Tepmun «uarHOUTOp TOmOM3oMepasel II» B HacTosmeM wu300peTeHHU
BKJIFOYAET, HO HE OrPAHHYMBACTCS WMH, AHTPALMKIMHBI, TaKue KaK TOKCOPYOHIMH
(BKJIFOYAst JIUTIOCOMHBIN cocTaB, Takou kak Caelyx™), nayHOpPYOHLMH, 3MUPYOHILIVH,
nnapyOuMH YW HEMOPYOWIIMH, AHTPAXHHOHBI, MHUTOKCAHTPOH U JIO30KCAHTPOH U
MO0 MIUTOTOKCHHBI 3TOTMO3KI M TEHHUITO3UA. DTOMO3UA TPEACTABIEH HA PBIHKE IO
TOproeeiM HazBaHueMm Etopophos™. TeHUNO3ua NpeACcTaBlieH Ha PhIHKE MO TOPTOBBIM
HazBaHueM VM 26-Bristol. JIokcopyOMLIMH MpencTaBiieH Ha pPbIHKE IOA TOPTrOBBIM
HaszeaHueM Acriblastin™ wm Adriamycin™. DnupyOULIMH TPEACTaBIeH Ha PBIHKE IO
TOproBeiM HazBaHueM Farmorubicin™, HWpgapyOuiiiH TpencTaBjeH Ha pBIHKE IO
ToproBeiM HazaHueM Zavedos™. MUTOKCAHTPOH MPENCTABJIEH HA PBIHKE O]] TOPTOBBIM
Has3BaHueM Novantron.

[00322] TepmuH «areHt, 00iamAONINN AKTUBHOCTHIO B OTHOIIEHUH MHUKPOTPYOOUESK)
OTHOCHUTCS] K COSUHEHUSIM, CTa0MIN3UPYIOIUM MUKPOTPYOOUKH, AeCTabMITH3UPYIOIUM
MUKPOTPYOOUKH, U MHTHOUTOpAM TOJIMMEPU3ALNN MHUKPOTPYOOUEeK, BKITFOUAIOLINM, HO
HE OrPAHUYMBAIOIIMMCS HMH, TaKCaHbl, TaKHe KaK IMMaKJIUTAKCeT M OLETaKCEe,
aKayionael OapBUHKA, TaKHe Kak BUHOJACTHH WM BUHOJACTHHA CyJb(ar, BUHKPUCTHH

WX BUHKPHUCTHUHA cym:(baT u BI/IHopeJ'I6I/IH; AUCKOACPMOJINABI, KOJIXUIUH U 3ITOTHUJIOHBI U
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X TpousBoxHele. llakiaurakcen mpencTaBleH Ha pBIHKE IMOJ TOPrOBBIM HAa3BaHUEM
Taxol™, Jlouerakcesn MpeacTaBieH Ha PbIHKE MO TOPrOBBIM Ha3BaHHeM Taxotere™.
BunOnactuna cynbdar mpencraBieH Ha pPhIHKE MMOJA TOProBBIM HaszBaHHeM Vinblastin
R P™, BunkpucThHa Cynbdar NPeAcTaBJIeH Ha pPHIHKE IOJ TOPrOBBIM HAa3BaHHUEM
Farmistin™,

[00323] TepmHuH «aJKUJIMPYIOLINI areHT» B HACTOSIIEM H300pPETeHHU BKJIIOYAET, HO
He orpaHuumBaercs umH, wuKiIopochamun, wudochamun, wmendaman —wn
Hutpo3omoueBuHy (BCNU wmm Gliadel). Huknodochamun npeacrasinen Ha peIHKe MO
toproeeiM HazBanueM Cyclostin™. Udochamun npencrasieH Ha peIHKE MO TOPTOBLIM
HaszeanueMm Holoxan™.

[00324] TepmuH «MHrUOUTOPBI THCTOHAEALETUIA3bDY MWK «uHruOuTOpel HDAC» B
HACTOSIIIEM HW300peTeHWH OTHOCHTCS K COGIWHEHHSIM, KOTOpbIe WHTHOUPYIOT
TMCTOHZEAIeTIIa3y U KOTOpble OOJamaroT aHTHUIPOJU(EepATHBHONW aKTUBHOCTHIO. OHH
BKJTIOYAIOT CyOepOonIaHMIUArHAPOKcaMoByo Kucyioty (SAHA), HO He OrpaHUYHUBAIOTCS
eil.

[00325] TepMmuH «IIPOTUBOOMYXOJIEBBI AHTUMETAOOIUTY B HACTOSIIEM H300pETEHUN
BKJIIOYAET, HO HE OrPaHHUYMBAETCS HUMH, S-pTopypaumn win S5-OV, kaneuurabuH,
reMuuTaOuH, coequHenus, nemetwupyrome JHK, Ttakwe kak S-azaiuTuauH U
nermTabuH, METOTPEKCAT U 3ATPEKCAT U AHTATOHUCTHI (JOJIHEBON KUCIIOTHI, TAKHUE KaK
nemetrpekcen. KameuuraOuH TIpencTaBjieH Ha pPBIHKE IIOA TOPTOBBIM HAa3BaHHUEM
Xeloda™. I"'emiiuTaOlH MpeaCTaBIeH Ha PBIHKE MO TOProBbIM Ha3BaHueM Gemzar™,
[00326] TepmuH «COoemUHEHHUE IUIATHHBD) B HACTOSLIEM H300PETEHHU BKIIIOYAET, HO
HE OrPaHWYMBACTCS WMMH, KapOOIUIATWH, WHUCIUIATHH, LWCIUIATHH W OKCATMILUIATHH.
KapGormuiatia MosxeT ObITh BBEIEH, HApUMep, B pOpMe, B KOTOPO OH MPEACTaBJIeH Ha
pBIHKE, Hampumep, moa ToproeeiM HaszBanuem Carboplat™. OkcanumiaTiH IOCTYTEH
IUTs. BBEIEHUs, HanpuMep, B pOopMe, B KOTOPOH OH MPEACTABJIEH Ha PBIHKE, HANPUMED,
o1 TOProBeiM HasBaHueM Eloxatin™,

[00327] B Hactosmem wu300peTeHHMH  TEPMHUH  «COCOWHEHHs, HalleJIeHHbIS
HAa/YMEHbBINAIONHE AKTUBHOCTh MPOTEUHKWHA3BI WM JIUMUAKWUHA3BI, WM AKTHBHOCTH

nporeuHpocdarasel  win  gunuadocdarasel; WM APYTHE€  aHTHAHTUOTEHHBIE
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COeNUHEHUs»,  BKJIOYAaeT, HO  HE  OrPaHUYMBAETCS  HUMH,  HHTUOUTOPHI
MPOTEUHTUPO3UHKUHA3BI, W/WIH WHTUOUTOPBI CEpUH-, W/WIA TPEOHUHKHUHA3BI WIIH
UHTUOUTOPBI JIMITUAKWUHA3KI, TAKWE KaK a) COeQHHEHHs, HalleJIeHHbIE Ha, YMEHbIIAIOIINE
WIKM WHTHOHPYIOUIME aKTUBHOCTh PELIENTOPOB TpOMOOLUTAapHOrO (akTopa pocra
(PDGFR), Takue kak COeIMHEHHsI, KOTOPbIE HALIEJIEHbI HA, YMEHBIIAIOT HJIH HHTHOUPYIOT
aktuBHOCTE PDGFR, B wacTHOCTH, coeauHeHus, KOTOpble HHrHOUpyIOT peuentop TP®,
Takhe Kak mpou3BogHoe N-(eHWI-2-nMMpuMHUANHAMHHA, Takoe kKak umatuauO, SU101,
SU6668 u GFB-111; b) coenuHeHus, HaleleHHbIE HA, YMEHBIIAIOUIHE WU
MHrUOUPYIOUINe aKTUBHOCTB perentopoB ¢aktopa pocra ¢udpodnacroB (FGFR); c)
COGAWHEHUs, HALEJIeHHblE HA, YMEHBIIAIONIME WM HHTHOUPYIOIINE aKTUBHOCTh
peuenropa [ uHcymuHOMomoOHoro (akropa pocra (IGF-IR), Takue kak COemMHEHUS,
KOTOpPBIE HAIleJIeHbI HA, YMEHBIIAIOT WM MHrHOUpYyroT aktuBHOCTE IGF-IR, B wacTHOCTH,
COEAWHEHUs, KOTOPble HMHTHOMPYIOT KHHA3HYK aKTUBHOCTh perenropa I UOP, wmm
AaHTHUTENa, KOTOPbIE HalleJIeHbl Ha BHEKJIETOYHBIH nomeH peuentopa I UOP unu ero
daxroper pocta; d) coenrHeHus, HallEJICHHbIE HA, YMEHbBLIAONUINE WM WHTHOUPYIOIIUe
AKTUBHOCTh TpENCTaBUTENEeH cemelictBa Trk-peuenTopHbIX THPO3WHKHHA3, HWIN
uHrubutopel >dpuHa B4; e) coenuHeHUWs, HAalEeJEHHbIE HA, YMEHBINAIOUIHE HIIH
MHTHOWpPYIOLIME  aKTUBHOCTb  TpEACTaBUTENed  cemelictBa  AxI-penienTopHBIX
TUpo3uHKUHA3; f) coenuHeHUs, HalleJIeHHbIE HA, YMEHBIIAIONHUE WM WHTHOHPYIOIIHE
AKTUBHOCTH Ret-penienTopHON THPO3UHKWHA3BI, g) COEOUHEHHSs, HAaleJIeHHbIE Ha,
YMEHBIIAIINE WM HMHTHOHPYIOMHME AaKTHBHOCTb PELENTOPHOW THPO3MHKHUHA3HI
Kit/SCFR, Takue xax umatuHuO, h) coemuHeHus], HalleIeHHbIE HA, YMEHBIIAKUIHE I
UHTUOUPYIOUIHE aKTHBHOCTh PELENTOPHBIX TUpo3uHKMHA3 C-Kit, KOTOpBIE SIBIISIOTCS
yacThio cemerictea PDGFR, Takue kak coenviHeHUs, KOTOPBIE HAlleJIEHBI HA, YMEHBIIAIOT
WIN MHTHOUPYIOT aKTHUBHOCTE TPEICTABUTEEH CEMEHCTBA PELEeNTOPHBIX THPO3HMHKHUHAS
c-Kit, B 4acTHOCTH, COeQUHEHHs, KOTOpble WHrHOWPYIOT peuentop c-Kit, Takue kax
UMaTUHUO, 1) COEOUHEHHWs, HAlleJICHHble HA, YMEHbINAMOU[HME WIH HHCHOUPYIOLIHe
AKTUBHOCTb TIpeACTaBUTENeH cemelictBa C-Abl, TNpPOOYKTOB CHHSHHUS WX T€HOB
(narmpumep, kuHazel BCR-Abl) u MyTaHTHBIX BapHaHTOB, TaKHe KaK COEqUHEHHS,

KOTOPBIC HALCJICHBI Ha, YMCHBIIAIOT WJIIH I/IHFI/I6I/Ipy10T AKTHUBHOCTB HpeI[CTaBHTeHefI
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cemeticTBa c-Abl U MPOAYKTOB CIUSIHUS MX T€HOB, TAKHE KaK MPOU3BOAHOE N-(eHHI-2-
NMPUMUAVHAMMHA, Takoe Kak uMmatuHuO wi HwiotnHHO (AMN107); PD180970;
AG957;, NSC 680410; PD173955 ot ParkeDavis; nmmu nacaruaun® (BMS-354825); j)
COSNMHEeHMs, HAIlleJIeHHble Ha, YMEHbINAOU[He WIM HHIHOUPYIOIIHEe AaKTHUBHOCTh
npencrasutesiel  cemedictea  nporemHkmHazel  C (PKC) wum  cemeiicTBa
cepun/TpeonnnkuHas Raf, npencrasureneii cemetictsB MEK, SRC, JAK/pan-JAK, FAK,
PDK1, PKB/Akt, Ras/MAPK, PI3K, SYK, TYK2, BTK u TEC w/unu npencraButeneit
ceMetrictBa LUKIMH3aBUCUMBIX KnHa3 (CDK), Birouasi mpOM3BOJHBIE CTAypOCIOPHHA,
TaKkye KaK MHIOCTAyPHH, MpUMepbl Ipyrux coequHenuid Bmoyaror UCN-01, cadunrom,
BAY 43-9006, 6puocrarun 1, nepudosun; wimodosun; RO 318220 u RO 320432; GO
6976; 1sis 3521; LY333531/LY379196; uzoxunonuHosele coenunenus;, FTT; PD184352
win QAN697 (uarubutop P13K) wmu AT7519 (uarubutop CDK); k) coenuuenws,
HAlleJIHHbIE HA, YMEHBIIAKONINE WIH WHTUOUPYIOUIHEe AaKTHBHOCTb WHTHOHUTOPOB
MPOTEUHTUPO3UHKUHA3BI, TAKUE KAaK COENMHEHUS, KOTOpPbIe HALEJIeHbl HA, YMEHBLIAIOT
WA UHTHOUPYIOT aKTUBHOCTh HHTUOUTOPOB MPOTEUHTUPO3UHKHUHAZKI, BKJIIOUAst ME3UJIaT
umarnnn6a (Gleevec™) unu tupdoctun, takoi 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
u anadoCTuH, alaMaHTHJIOBBII CJIOXKHBIN adup (4-{[(2,5-
auruapokcudenmn )MeTr |aMuHo §6ers3oriHoi kucaoter; NSC 680410, amadoctun); 1)
COSNMHEeHMs, HAlleJIeHHble HA, YMEHbINAIOI[He WM HHIHOUPYIOIINE aKTUBHOCTb
NPENCTABUTENIEH CeMeNCTBA TUPO3MHKUHA3 PEeLienTopa MUAepManbHOro GakTopa pocra
(EGFR1 ErbB2, ErbB3, ErbB4 B Buae romMo- Wid rerepoarMepOB) M MX MYTaHTHBIX
BAPUAHTOB, TaKWe KaK COENWHEHHs, KOTOpble HAalleJIeHbl HA, YMEHBINAIOT WIH
UHTHOUPYIOT aKTHBHOCTH MPEACTaBUTENEH CeMeHCTBAa pELeNnTopOB AIHAEPMAIBHOTO
¢daxtopa pocra (EGF), B uacTHOCTHM, coenviHeHUs, O€JIKH WM aHTUTENa, KOTOPBIE
MHTHOMPYIOT TIpENCTaBUTENIeH ceMmercTBa THpo3WHKHHA3 peuentopoB EGF, Takmx kak
peuentop EGF, ErbB2, ErbB3 u ErbB4, umu cesssiBatorcss ¢ EGF wiu nuranmamu,
poacteenneiMu EGF, CP 358774, ZD 1839, ZM 105180.; tpactysymad (Herceptin™),
uetykcumad (Erbitux™), Iressa, Tarceva, OSI-774, CI-1033, EKB-569, GW-2016, E1.1,
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E2.4, E2.5, E6.2, E6. 4, E2.11, E6.3 wnu E7.6.3 u nipouseomusie 7H-muppomno [2,3-
d]nupumunyuHa, m) COeQMHEHHs, HALEJeHHble HAa CHU)KEHHE WM HHTHOMPOBaHUE
aKTUBHOCTH peuentopa c-Met, Takhe Kak COEOUHEHHs, KOTOpbIe HAaLEJIeHbl Ha,
YMEHBIIAIOT WIN UHTHOMPYIOT aKTUBHOCTH C-Met, B 4aCTHOCTH COEOUHEHUs, KOTOPbIe
MHTUOMPYIOT KHUHA3HYI0 aKTUBHOCTh perentopa c-Met wim aHTHTeNna, KOTOpBIE
HalleJIeHbl BHEKJIETOUHBIH aoMeH c-Met wiu cesiseiBanue ¢ HGF, n) coemunenws,
HAalleJICHHbIe, YMEHBIIAIONMe WM WHIUOUPYIOKe KMHA3HYI aKTUBHOCTh OJHOTO HIIM
Heckonmbkux uiaeHo cemeiicta JAK (JAKI1/JAK2/JAK3/TYK2 wwumu pan-JAK),
BKJIIOUas, HO He orpannumBasice wmH, PRT-062070, SB-1578, O6apunutuauo,
nakputHHUO, MomenoTuHuO, VX-509, AZD-1480, TG-101348, rtodauutunu® wu
PYKCOJIMTUHMO, O) COEOUHEHHs, HalleJIeHHble Ha CHIJKeHHe WIM WHTUOMpOBaHHe
knHa3HOM aktuBHOCTH kuHAa3bl PI3 (PI3K), Bxitouas, HO He orpannuuBasicsk umu, ATU-
027, SF-1126, DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oynapnusud,
muktpenucud, PF- 4691502, BYL-719, naktonusu6, XL-147, XL-765 u unenanusuo; u,
U () COeOUHEHHs], HAleJIeHHble, YMEHbLIAIOUHEe WM HHTHOUPYIOIINE CHUTHAIBHBIE
addextsr myteii Oenka hedgehog (Hh) wnu criaxkennoro peuentopa (SMO), Birouas,
HO HE OTPaHWYMBASICh WMH, LMKJIOMAMUH, BUCMOIETHO, UTPAKOHA30J, dPU3MONETUO H
IPI-926 (capuumeruo).

[00328] Tepmun «unrubutop PI3K» B Hactosimem n3o0peTeHHM BKJIIOYAET, HO HE
OTPAHHYMBACTCS WMH, COEIUHEHHs, OO0Janaroniie HHTHOUPYIOMEH AaKTUBHOCTHIO B
OTHOLIEHWH OXHOTO MM Oojiee (epMeHTOB M3 cemeiricTBa (PochaTHIAUTHHOZUTON-3-
KWHA3, BKJo4as, Ho He orpanuunBasck nmH, PI3Ka, PI3Ky, PI3KJ, PI3Kp, PI3K-C2a,
PI3K-C2pB, PI3K-C2y, Vps34, pl10-a, p110-B, pl10-y, p110-5, p85-a, p85-p, p55-y,
pl50, pl01 u p87. Ilpumeprr mHrnOmopoB PI3K, koTOphle MOXHO HpPUMEHSTH B
HACTOSIIIIEM M300peTeHHH, BKIIIOYAIOT, HO He orpannuuBaioTcs umu, ATU-027, SF-1126,
DS-7423, PBI-05204, GSK-2126458, ZSTK-474, Oynapnucu0d, mnuktepiucud, PF-
4691502, BYL-719, naktonucud, XL-147, XL-765 u unenanucuo.

[00329] Tepmun «unrubutop Bcl-2» B HacrosimeM H300peTeHHMH BKJIIOYAET, HO HE
OTPAaHHYMBACTCS HMH, COEAWHEHHs, o0ianaroniie HHTUOUPYIOMeHd AaKTHUBHOCTHIO B

otHomeHun Oenka B-knetounodt muMdomsr 2 (Bcl-2), Bkirouas, HO He OrpaHUYHBAsIChH
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umu, ABT-199, ABT-731, ABT-737, anoroccurosn, mnaH-Blc-2-unrudutopsr Ascenta,
KypPKYMHUH (M €ro aHajioru), MHruoutopsl nsoitHoro neiicteusi Bcl-2/Bcl-xL (Infinity
Pharmaceuticals/Novartis Pharmaceuticals), Genasense (G3139), HAl4-1 (u ero
ananorn; cM. W0O2008118802), nasurokmnakc (u ero amanoru, cM. US7390799), NH-1
(Shenayng Pharmaceutical ~University), o0arokyiakc (4 €ro aHajord, CM.
W02004106328), S-001 (Gloria Pharmaceuticals), coenunenns cepuu TW (Univ. of
Michigan) u BeHetokiakc. B HekoTOphIX BapuaHTax peamuzaumu uHruOutop Bcl-2
NpezACTaBIsieT CcOOON JIEKAPCTBEHHOE CPEACTBO-MAIYI0 MOJIeKyldy. B HekoTopbIX
BapHaHTax peanuzauny HHruoburop Bcl-2 npeacrasnsier co0oi MENTHIOMUMETHK.
[00330] Tepmun «unruburop BTK» B Hactosimem m300peTeHHMH BKJIIOYAET, HO He
OTpaHUYMBAETCS MMH, COEIHMHEHUs, 00Jiafaromue WHIHOUPYIOIEH AaKTHBHOCTHIO B
OTHOWEHUH TUpo3uHKMHA3el bpyrona (BTK), Bkitouas, HO He OrpaHHYMBAsSCH UMH,
AVL-292 n ubpyTHHHO.

[00331] Tepmun «urruburop SYK» B Hacrosmiem m300peTeHHMH BKJIIOYAET, HO He
OrpaHUYMBAETCS WMH, COEIHMHEHHs, 00Jyiaaromue WHIHOUPYIOImEeH AaKTHBHOCTBIO B
OTHOIIIEHUH TUPO3MHKHHA3bI cene3eHkr (SYK), Bkirouas, HO He OTPAHHYUBASCH MMM,
PRT-062070, R-343, R-333, Excellair, PRT-062607 u ¢pocramaTraus.

[00332] Hpyruenpumepsr narudupyromux BTK coenuHeHuii 1 COCTOSIHHI, KOTOPBIE
MOXXHO JIEYUTh TAaKHUMU COEAMHEHHSMH B KOMOWHAIIMM C COSOUHEHHSMH COTJIACHO
HACTOSIIIIEMY H300peTeHHIO, MOTYT ObITh HaimeHsl B W02008039218 u W02011090760,
MOJTHOE COZEp’KaHMe YKAa3aHHbIX MCTOYHHUKOB BKIJIIOUEHO B HACTOSINEE ONMCAHUE
MOCPENICTBOM CCBUIKH.

[00333] Hpyrue mpumepsl narudbupyromux SYK coenuHeHui 1 COCTOSHHN, KOTOPBIS
MOXXHO JIEYUTh TaKHUMU COENMHEHHSMH B KOMOWHAIIMM C COSOUHEHHSIMH COTJIACHO
HACTOSIIEMY HU300peTeHHI0, MOTYT ObITh HaimeHsl B W02003063794, W(02005007623 u
WO02006078846, monHOE coAepKaHNe YKa3aHHBIX UCTOYHHUKOB BKJIFOUEHO B HACTOSIIIEE
OITMCaHHE MOCPECTBOM CCBUIKH.

[00334] Hpyrue nmpumepsr narubupyromux PI3K coennHennii u coCTOSIHUM, KOTOPBIE
MOXXHO JICUUTh TaKHUMU COENMHEHHSMH B KOMOWHALIMU C COEOUHEHHSIMH COTJIACHO

HACTOSIIEMY H300peTeHHI0, MOTYT ObITh HalmeHbl B W(02004019973, W02004089925,
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WO02007016176, US8138347, W02002088112, WO02007084786, W02007129161,
W02006122806, WO2005113554 u W0O2007044729, nonmHoe comepkaHHe yKa3aHHBIX
HMCTOYHUKOB BKJTIOUEHO B HACTOSIIEE OMHUCAHHUE TIOCPEICTBOM CCHIJIKH.

[00335] HomonHutensHo mpumMepsl MHruOupyrommx JAK coenmHeHHM U COCTOSIHHUM,
KOTOpblE MOXKHO JIEUUTh TAKUMH COEAMHEHUSIMH B KOMOMHALMK C COEOUHEHUSIMH
COTJIACHO HACTOsSIIeMy H300peTeHHIo, MoryT ObiTh HaimeHel B W02009114512,
WO02008109943, WO02007053452, WOQ02000142246 u WQO2007070514, mnonHoe
coliepKaHUe YKa3aHHBIX MCTOYHUKOB BKJIIOUEHO B HACTOSIIEE OMHUCAHHME MOCPEACTBOM
CCBUJIKH.

[00336] [pyrue nOpOTHUBOOIYXOJIEBBIE  COENMHEHMs  BKJIIOYAIOT  COEIUHEHUs,
AKTUBHOCTb KOTOPBIX OMOCPEIOBaHA IPYTUM MEXaHU3MOM, HanpuMmep, He CBSI3aHHBIM C
UHrUOMPOBAHMEM TNPOTEMHKWHA3bl WIM  JIMIIWAKWHA3BL, HANpUMep, TaJHIOMMI
(Thalomid™) u TNP-470.

[00337] IIpumepsl HMHrHOHMTOPOB MPOTEACOM, MOAXOMSAINUX JJIi TPUMEHEHUs B
KOMOMHAILINM ¢ COEOUHEHMSMHU COTJIACHO HACTOSINEMY M300peTeHHIO, BKIIIOYAIOT, HO HE
OrpaHMYMBAIOTCS UMH, OopTe3oMuO, AucyabdHpaM, SIHUraUIOKATEXHUH-3-rajuiar
(EGCQG), camurocniopamuz A, kapdumzomud, ONX-0912, CEP-18770 u MLN9708.
[00338] CoenuHeHus, KOTOpBIE HALEIEHBI HA, YMEHBINAIOT WM WHTHOUPYIOT
aKTUBHOCTH mpoTenH(pocharaser win Junuadocdarasbl, MNPEACTABISIOT  COOOH,
Harnpumep, uHruouropsr ¢Gocdaraser 1, docdarazer 2A wiu CDC25, Takue kax
OKazaeBasi KUCJIOTa WIN ee MPOU3BOAHOE.

[00339] CoenuHeHus, KOTOPbIE HHAYLUPYIOT Iporiecchl UG (HEPEHIIUPOBKH KIIETOK,
BKJIFOUYAIOT, HO HE OTPAHUYHMBAIOTCS UMM, PETHHOEBYIO KUCIIOTY, O Y- WJIH O-TOKO(epo
WJTH Ol-Y- WJTH O-TOKOTPHUEHOJ.

[00340] TepmuH «UHTHOUTOP UMKIOOKCHIEHA3bD) B HACTOSIIEM H300pETEHUH
BKJIFOYAET, HO HE OrpaHUYUBaeTCs MMM, HHruOuTOpel COX-2, S-amKuii3aMeleHHyn 2-
apuIaMUHO(PEHWTYKCY CHYIO KHUCJIOTY M €€ TMPOHM3BOJHBIE, TaKHe KakK LIEJeKOKCHO
(Celebrex™), 3TOpUKOKCHO, BalIeKOKCHO WM S-aJIKHII-2-apUIaMUHO(PEHUITYKCYCHAs
KHCJIOTa, Takas Kak S-meTwi-2-(2'-xyop-6'-¢p TopaHHINHO)(EHITYKCyCHAasE KHUCIIOTa,

JYMUPAKOKCHO.
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[00341] Tepmun «GuchochoHaTel» B HACTOSIIEM H300PETEHHUH BKJIIOYAET, HO HE
OTPAaHUYMBACTCS UMH, STPUIOHOBYIO, KIOAPOHOBYIO, THIYAPOHOBYIO, NAMUAPOHOBYIO,
JIEHAPOHOBYI0, HUOAHAPOHOBYIO, pPH3EOPOHOBYID U  30JEIPOHOBYK  KHMCJIOTBL
OTpUIOHOBAs KUCJIOTA MPENCTaBJIeHA HAa PBIHKE MOJ TOProBeIM HaszBaHueMm Didronel™.
KnonpoHoBasi kHCIOTa TpeacTapjieHa Ha PhIHKE MO TOProBbIM HasBaHueM Bonefos™.
TunynpoHoBasi KMCIOTA MPEACTABJIEHA HA PBIHKE MO TOProBeiM HazBanueMm Skelid™.
ITamunpoHOBasi KUCJIOTA MPEACTABICHA HA PBIHKE MOJ TOPrOBBIM Ha3BaHueM Aredia™.
AneHapoHOBas KUCJIOTA MPECTaBIeHa Ha PBIHKE 1107 TOPTOBBIM Ha3BaHueM Fosamax™.
HbanapoHoBass KuCIOTa MPEACTaBIeHAa HA pPbIHKE TIOJ TOProOBbIM Ha3BaHUEM
Bondranat™. PusenpoHoBas KHCJIOTAa TPEACTABIEHA HA PBIHKE TOJ TOPTOBBIM
HasBanueMm Actonel™. 3onenpoHOBas KHCIOTA MPENCTAaBIeHA HA PBHIHKE IO TOPTOBBIM
HazaHueM Zometa™. Tepmun «uHruOutoper MTOR» OTHOCHTCS K COEIUHEHHSM,
KOTOpble MHIMOMPYIOT MHIIEHb parnamuiiyHa B kietkax miekormtamux (mTOR) u
KOTOpble 00JaalT aHTUMPOJHU(PEPATUBHON aKTHBHOCTBIO, TAKUM KaK CHPOJIUMYC
(Rapamune®), sepomumyc (Certican™), CCI-779 u ABT578.

[00342] TepmuH «MHTHOUTOP TerapaHasbl» B HACTOSIIEM HM300PETEHHH OTHOCHUTCS K
COEMHEHUSIM, KOTOpBIE HAIeJIEHbl HA, YMEHBINAIOT WM HHTHOUPYIOT AerpaJallyio
cynbdara remapuHa. TepMHH BKJIIOYAaeT, HO He orpanuuuBaercss um, PI-88. Tepmwun
«Monuukarop OHONOTHYECKOTO OTBETA» B HACTOSIIEM H300PETEHHH OTHOCHTCS K
TUMQPOKUHY UK HHTEpdepoHam.

[00343] TepmuH «uMHrHOUTOP OHKOreHHBIX M30(popM Rasy, takmx kak H-Ras, K-Ras
i N-Ras, B HacTosmeM n300peTeHnn OTHOCUTCS K COSTMHEHUSIM, KOTOPbIE HalleJIeHbI
HA, YMEHBINAIOT WM MHIHOMPYIOT OHKOT€HHYIO aKTHBHOCTH Ras; mpumepoMm sBiseTcs
«uHrubuTOp (apHeswaTpanchepaser», Takon kak L-744832, DK8GS557 umu R115777
(Zarnestra™). B HacTosiem H300peTeHHN TEPMHH KUHTHUOUTOP TEIOMEPA3bI» OTHOCHUTCS
K COSOWHEHMSIM, KOTOPbIE HAIEJIeHbl HA, YMEHBIIAIOT WM WHTHOUPYIOT aKTHBHOCTH
tenomepasel. CoenvHEHUs, KOTOpbIe HAleNieHbl HA, YMEHBINAIT HWJIH HWHTHOUPYIOT
AKTUBHOCTBH TeJIOMepasbl, MPEACTABISIIOT COOOM, B YaCTHOCTH, COSAMHEHHS, KOTOPHIE

MHTHOUPYIOT PEeLenTop TeJIOMepasbl, TAKOW KaK TeJIOMECTATHH.
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[00344] TepmuH  «MHTUOMTOP  METHOHMHAMUHONENTHAA3bD» B HACTOSIIEM
M300peTeHNN OTHOCHUTCS K COEAWHEHHUSM, KOTOphIe HALEJIeHbl HA, YMEHBIIAIOT WIIH
MHTUOMPYIOT aKTUBHOCTE METHOHMHAMUHONEeNTHAa3bl. CoeMHeHNs, KOTOPhIe HAlleJIEHBI
HA, YMEHBIIAIOT WIN WHIHOUPYIOT aKTUBHOCTh METHOHHHAMHHOIIETITUAA3EI, BKIIOYAOT,
HO HE OTPaHUYMBAIOTCS UMH, OEHraMu WIIH €ro MPOU3BOIHOE.

[00345] TepmuH «MHrHOUTOpP MPOTEACOM» B HACTOSAIIEM H300PETEHHH OTHOCHUTCS K
COEMHEHUSIM, KOTOpPbIe HAlLeJINBAIOTCS HA, YMEHBINAIOT WM WHTHOUPYIOT aKTUBHOCTH
nporeacoM. CoenuHeHNs, KOTOpble HALEIUBAIOTCS HA, YMEHBINAIOT WM HHTHOUPYIOT
AaKTUBHOCTb IPOTEACOM, BKJIIOYAIOT, HO HE OrpaHu4yuBaroTcs umH, boprtezomubd
(Velcade™) u MLN 341.

[00346] TepmuH «MHrUOUTOP MATPUKCHOM METAJUIONIPOTEHHA3BD» WJIH («KUHTHOUTOD
MMP») B HactosimeM H300peTeHHH BKJIOYAeT, HO HE OrPAHUYMUBACTCS UMM,
MHrUOUTOPBI KOJUIAareHa M3 Kjiacca IMeNTHIOMHMETHKOB M HEeNeNTHIOMHMETHKOB,
MPOU3BOJHBIE TETPALMKIIMNHA, HApUMep THAPOKCAMATHBIM HHTHOUTOpP M3 Kiacca
MEeNTUAOMHUMETHKOB OaTUMAacTaT M ero aHaior, o0iamaromuil OHOJOCTYIHOCTRIO MpHU
nepopanbHOM BBeneHuH, mapumacrtat (BB-2516), nmpunomacrar (AG3340), meractar
(NSC 683551), BMS-279251, BAY 12-9566, TAA211, MMI270B mnu AAJ996.

[00347] TepMuH «COENMHEHHUs, TPUMEHSIEMBIC IPU JIEYSHHH TI'eMaTOJIOTHUECKUX
3JIOKAY€CTBEHHBIX HOBOOOPA30BaHUI B HACTOSIIEM H300pETEHHMH BKJIIOYAET, HO HE
orpaHuunBaeTcs UMM, uHrHOUTOpPEl FMS-momoOHOW  THPO3WHKWHA3BI, KOTOPBIE
MPenCTaBIsSIOT  coO0M  cOeAMHEeHWs, HAleJlieHHble HA, YMEHBIIAIONIWEe  HJIH
UHTUOUPYIOUIHE aKTHBHOCTH perentopoB FMS-momoOnoi#t TtuposunkuHassl (FIt-3R);
untep¢epon, 1-f-D-apadunodypancunumtosuH (ara-c) u OucynbdaH; ¥ HUHTHOUTOPHI
ALK, KOTOpBIe MPEACTABISIOT COOON COeUHEHHs, KOTOPhIe HALlEIeHbl Ha, YMEHbIIAIOT
WA UHTUOUPYIOT aKTHBHOCTE KUHA3BI AHAIJIACTHYECKOM JIUM(OMBIL.

[00348] CoenuHeHus, KOTOpbIE HaENeHBl HA, YMEHbINAIOT WJIW WHIHOUPYIOT
aKTUBHOCTE peuentopoB FMS-nogo6Hoii TuposunkuHasbl (Flt-3R), mpencraensior
co0Ol, B YACTHOCTH, COEOHMHEHUs, OEJNIKM WM aHTUTEeNa, KOTOpPhle HWHTHOUPYIOT
npencTaBuTesiell  cemeiicTBa perenTopHeix kuHa3 Flt-3R, Ttakme kak PKC412,

MUIOCTAypHH, IPON3BOaHOE ctaypocrnopuHa, SU11248 u MLNS18.
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[00349] Tepmun «uarHOHTOpE! HSP90» B HacTosmeM n300peTeHnn BKIIIOYAET, HO HE
OTpaHUYMBACTCS HWMH, COCIUHEHHWs, HaleJleHHble Ha, YMEHbINANIHe  HIIH
narudupyronme AT®dasnyro aktuBHOCTh, mnpucymyo HSPO0; yuactByomme B
Jerpafanyy, HaleJeHHble HA, YMEHBIIAINUe KOJWYECTBO WJIM HHTHOUpYIOoUIne
3apucuMble 0T HSP90 Oenku mocpeacTBOM yOUKBUTHHHH-IIPOTEACOMHOTO ITyTH.
CoenuHeHuys, HaleJieHHblE HA, YMEHbIIaromye wuinu uHrubupyromue ATdazHyro
aKTUBHOCTSH, npucyuryo HSP90, npencrasnstoT coboi, B 4aCTHOCTH, COEAUHEHUs, OeNTKU
WIM aHTUTeNna, KoTopble MHrubupyor ATdasnyo aktuBHocth HSP90, Ttakue xakx 17-
aTHIIaMHuHO, 1 7-nemetokcurenaanaMuiiiH - (17AAG), mpou3BOAHOE TejIaHaAMHIIFHA,
ApyTUe POACTBEHHBIC reJIIaHAMULIUHY COSAMHEHHS, paauuukoi 1 uHrudutopst HDAC.
[00350] Tepmun «antunposudepaTHBHBIE AHTHUTENA» B HACTOSAIIEM H300peTeHHU
BKJIFOYAET, HO He OrpaHn4nBaercs umu, Tpactysymabd (Herceptin™), Tpactysyma6-DMI1,
spbutykc, Gesarmsymab (Avastin™), purykcumab (Rituxan®), amtureno PRO64553
(mpotus CD40) u 2C4. Ilox aHTUTENaMH TIOAPA3YMEBAIOT HHTAKTHBIE MOHOKJIOHAJIBHBIE
AHTHUTeJIA, MTOJUKIOHAJIBHBIE aHTUTEeNIA, MOoJUCIenu(HUECKIe aHTUTENIA, ITOJTyYeHHBIE 10
MEHbLIeH Mepe U3 2 NHTAKTHBIX QHTUTEN, U (PArMeHThl AHTUTEN MPH YCIOBHH, YTO OHU
JEMOHCTPHUPYIOT XKeJIAeMYI0 OHOJIOTHUECKYIO aKTHBHOCTS.

[00351] [ns nmedenust octporo MuenouaHoro Jeikosa (OMJI) coenviHeHHs COTIaCHO
HACTOSALIEMY H300PETEHHIO MOXHO TPUMEHSITh B KOMOHHAIIMM CO CTaHOAPTHBIMH
crioco0aMu JIeYeHHs JIEHMKO03a, B YAaCTHOCTH B KOMOMHAIMH CO CIIOCOOaMM JIEYEHUs,
ucnosiezyembiMu 1utst Jiedennss OMJL. B wacTHOCTH, cOeMHEHUsT COrIaCHO HACTOSIIEMY
M300pEeTEHNI0 MOXKHO BBOJUTH B KOMOWHAIMM C, HampuMmep, HHTHOUTOpaMHU
dapuesunTpancdepassl WU IPYTHMH JIEKAPCTBEHHBIMH CPENCTBAMU, ITOAXOISIIUMU
it ipuMeHenwust 1uist tedenuss OMJL, Takumu kak nayHopyOuiuH, anpuamuiuH, Ara-C,
VP-16, TeHnno3un, MUTOKCAHTPOH, naapyoummH, kapboratiud u PKC412.

[00352] [pyrue mnpOTHBOJEWKO3HBIE COEAMHEHHS BKIOUAKOT, Hampumep, Ara-C,
AQHAJIOT TMMUPUMHUINHA, KOTOPBIA MpPEACTaBiseT coOoi 2'-anb(a-ruapoKcupudbo3HOe
(apaOuHO3UAHOE) MPOM3BOMHOE ME30KCHLMTUAMHA. Takke BKIIOYEHbI ITyPUHOBBIH
AHAJIOT TUITOKCAHTHHA, 6-MepkanTonypuH (6-MP) u daynapaduna pocdar. CoenvneHus,

KOTOPBIC HALCJICHEI HA, YMCHBIIAIOT WJIIN I/IHFI/I6I/Ipy10T AKTHBHOCTH THCTOHACALICTIIIA3hbI
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(HDAC), takue kak OyTtupar HaTpus U CyOepOMIAHWJIHUATHOPOKCAMOBAs KHCIIOTA
(SAHA), uHrHOMpYIOT aKTHBHOCTH (PEPMEHTOB, M3BECTHBIX KaK T'HCTOHIEALSCTHJIA3BL
Kounkperusie wunrubutoper HDAC Brmowaror MS275, SAHA, FK228 (panee
FR901228), tpuxoctatiH A u coennHeHus, onucanHbie B US 6,552,065, Brimovaromue,
HO He orpaHuuuBaroniecs umH, N-ruapokcu-3-[4-[[[2-(2-meTun-1H-unnon-3-
w1)aTud1 | aMuHo |MeTwd | penni | -2E-2-nponenaMun WTH ero (dbapmarieBTHYECKH
MPUEMJIEMYIO COJIb u N-runpoxcu-3-[4-[(2-rugpoxcudtiin) { 2-(1 H-uanon-3-
wi1)>Tud1 | aMuHo |MeTwd | penni | -2E-2-nponenamun 150071 ero (dbapmarieBTHYECKH
MPUEeMJIEMYIO COJIb, B YACTHOCTH JIAKTaTHYKO CoJib. B Hactosmem wu3o0pereHun
«aHTarOHHWCTBHI PELeNnTopa COMATOCTATHHA» OTHOCATCS K COGIUHEHHSIM, KOTOpBIE
HalleJIeHbl Ha, BO3AEHCTBYIOT HA WJIM HHIHOUPYIOT PELIeNTOP COMAaTOCTATHHA, TAKUM KaK
oktpeotun 1 SOM230. «Iloaxompl, OCHOBaHHBIE HA MOPAXEHUH OITYyXOJIEBOM KJIETKID)
OTHOCITCS K TakUM T[OAXOJAM, Kak HOHHU3HpYyIOIlee H3jydyeHue. [epMuH
KUOHM3UPYIOLIEEe H3ITyUeHHe», YIIOMSHYTBIM BBIIIE U Jajee, O3Ha4aeT MOHU3UPYIOIIee
U3JTyYeHHE, KOTOPOe UMEeT MECTO B BHUJE JIMOO 3JIEKTPOMArHUTHOTO HU3JydeHHs! (Takoro
KaK PEHTreHOBCKHE JIyYd M ramma-jyud), Jubo yacTui] (Takux Kak ajbda- u Oera-
yacTuilbl). MOHU3HpPYIOIIee H3JIyueHHE MPEUIONKEHO Ui, O0e3 OrpaHHueHHS, JIy4eBOH
Tepariu 1 U3BECTHO B naHHOU oOnactu texauku. 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] Taxxke BkIIOYEeHBI BemecTBa, cBs3pBaromue EDG, u  uHrubutopsr
pUOOHYKIIEOTHAPEeNnyKTa3bl. TepMUH «BemiecTBa, cBs3biBaomue EDG» B HacTosimem
U300pEeTeHHH OTHOCHUTCS K KJIACCy MMMYHOCYIIPECCOPOB, KOTOPBIE MOMIYJHUPYIOT
peuupkyasiuio  guMdoruros, Takux kak FITY720. TepmMuH  «UHTHOUTOPBI
PUOOHYKJIEOTUAPEAYKTA3b» OTHOCHUTCS K  NHPUMHIMHOBBIM  HWJH  IIyPHHOBBIM
HYKJIEO3UIHBIM aHAJIOTaM, BKJIIOYAIOIINM, HO HE OFPaHHYUBAIOIIUMCS UMH, (iynapabux
wunn turosuHapabunosun (ara-C), 6-thoryaHuH, S-GTOpypauui, KiagpuOuH, 6-
MepkantonypuH (B 4YactHOCTH, B koMmOuHaumu ¢ ara-C mporus OJIJI) w/wnwm

neHToctatud.  HHruburopsl puOOHYKICOTHAPEAYKTA3bl MPEACTABISIIOT CcO0OMH, B
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YaCTHOCTH, THIPOKCUMOUYEBUHY WJIM MPOU3BOJAHBIE 2-runpokcu-1H-uzoungon-1,3-
IUOHA.

[00354] Taxke BKIIOYEHBI, B YACTHOCTH, TakWe COEAMHEHHS, O€NKu WIn
MOHOKJIOHAJIbHBIE aHTUTENIAa TPOTHB (pakropa pocrta sHnoTenus cocynos (VEGF), kak 1-
(4-xnopanunnHoO )-4-(4-nupuarameti )prasasuH WIH ero (hapmMareBTHUECKH
npuemsieMasi  Cojib, CyKHMHAT | -(4-xmopaHunnHo)-4-(4-nupunuimeti)ranasuHa;
Angiostatin™; Endostatin™; amwunel aHTpaHWIOBOH KucCIOTel, ZD4190; ZD6474;
SU5416; SU6668; Gepanmzymad; unu anturena npotiB VEGF wnm antrTena nportus
peuenrtopa VEGF, takue kax thuMAb u RHUFab, antamep VEGF, takoii kak MakyroH
(Macugon); narudurtoper FLT-4, uarubutopst FLT-3, antuteno IgGl npotus VEGFR-2,
anrno3uM (RPI 4610) u Gearsymab (Avastin™).

[00355] ®@orogmHaMuyeckas Tepanmusi B HACTOSLIEM H300PETEHHH OTHOCHUTCS K
Tepanmuy, B KOTOPOH Ui JIEYEHHWS WM NPENOTBPAIIEHHS pPAKOBBIX 3a00JIeBaHHM
NIPUMEHSIIOT HEKOTOpBIE XUMHUYECKHe BEILeCTBA, U3BECTHBIE KaK
doTtoceHcuOWIM3MpyOIKe coeanHeHus. [IpuMepsl  (OTOMMHAMUYECKOW —Tepamuu
BKJIIOYAIOT JIEYeHHE TAKUMU COeAMHEeHUsIMH, Kak Visudyne™ u nmopdumep HaTpus.
[00356] AHruocrarMuueckue CTEPOHMIbI B HACTOSIIEM H300PETEHHH OTHOCITCS K
COEIUHEHUSIM, KOTOpbIe OJIOKUPYIOT WM WHTHOMPYIOT AaHTHOTEHE3, TaKMM Kak,
HampuMep, aHEKOPTaB, TPHAMIIMHOJNIOH, THAPOKOPTHU3OH, |la-3muruapokopTuson,
KOPTEKCOJIOH, | 70-TUAPOKCUIIPOTeCTEPOH, KOPTUKOCTEPOH, IE30KCUKOPTHKOCTEPOH,
TECTOCTEPOH, SCTPOH U IEKCAMETa30H.

[00357] MHmmnnanTarel, copeprkamye KOPTUKOCTEPOUABI, OTHOCATCS K COEOUHEHUSIM,
TAKUM Kak (UIyOLIMHOJIOH M IEKCAaMETa30H.

[00358] [pyrue XUMHOTEpareBTUUECKHE COEOUHEHMsS]  BKJIIOYAIOT, HO  He
OTPAHHYMBAIOTCS WMH, aJKaJIOMObl PACTeHHH, TOPMOHAIbHBIE COSOUHEHHS U
AQHTArOHUCTHI; MOAU(PUKATOPBEI OHUOJIOTHYECKOTO OTBETA, MPEANOUTHUTENBHO JTUM(OKHHBI
Wi  UHTEp(EPOHBI,  AHTHUCMBICIOBbIE  OJMIOHYKJIEOTHABI WM  TPOU3BOAHBIE
omuronykjeotunos; KPHK nmm MmuPHK; wnu npoune coennHeHus WM COSOUHEHUS C

APYIruM HUJIN HEU3BCCTHBIM MEXAHU3MOM I[GﬁCTBHSI.
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[00359] Cr1pykTypy aKTHBHBIX COEAMHEHHH WASHTU(QUIUPOBATA MO KOJOBBIM
HOMepaM, HelaTeHTOBAaHHBIM HANMEHOBAHUSM WM TOBAPHBIM 3HAKaM, KOTOPBIE MOTYT
OBITh B3ATHI U3 aKTyaJIbHOTO M3naHus craHmaptHoro pykooacTtea "The Merck Index"
win u3 0a3 naHHbIX, Hanpumep, Patents International (Hampumep, IMS World
Publications).

[00360] CoeauHenue COTIacCHO HACTOSIIEMY M300PETEHUIO TaKKe MOKHO NMPUMEHSITh
B KOMOHMHAIIMN C U3BECTHBIMU TEPaIeBTHUECKUMHU IPOLIECCaMU, HAIPUMEP BBEACHHEM
rOPMOHOB MM OOnyueHHeM. B HEKOTOpBIX BapuaHTaxX peaju3aly MpPeyIoKEeHHOe
COeMHEHNe MTPUMEHSIOT B Ka4eCTBE PaaIlOCEHCUOMIN3aTOpa, B YACTHOCTH JUIS JIEYSHUS
OITyXOJIEH, MPH KOTOPBIX MPOSIBIISIETCS €1a0asi 4y BCTBUTEIBHOCTb K PAIUOTEPAITHH.
[00361] CoenuHeHnue cOrIacCHO HACTOSIIEMY HM300PETEHHIO MOXET OBbITh BBEIEHO
OTAENPHO WJIM B KOMOMHAUMH C OJHUM WM OOJjiee JPYrHMX TepareBTHYeCKUX
COENMHEHMH, TPH STOM BO3MOXKHAsh KOMOWHHMPOBAHHAs Tepamusi MpUHUMaeT (Gopmy
(UKCUPOBAHHBIX KOMOHMHALMA WM BBEISHHS] COEOUHEHHUs] COIJIAaCHO HACTOSIIEMY
M300peTeHNI0 W OJHOro wuiau Oojiee APYruxX TEparneBTUYeCKHX COEOUHEHUH C
MPOMEKYTKOM IO BpPEMEHH HE3aBHCHMO Ipyr OT Apyra WM KOMOWHHUPOBAaHHOT'O
BBeZeHHUs (PUKCHPOBAHHBIX KOMOMHALIMI M OJTHOTO HUIA 0OJiee APYTHX TepareBTHYECKHX
coenuHeHnii. CoenMHEeHNE COTJIACHO HACTOSIEMY M300pEeTEeHHIO B KAUYECTBE 3aMEHbI WITH
n00aBKU MOXET OBbITb BBEIEHO, B YACTHOCTH JIOS JISUYEHHs OIMyXOJIU B KOMOWHALIUU C
XUMHOTepanuen, pagdotepanveii, UMMyHOTepanued, (GoToTepanuei, XUpypruuyecKum
BMEIIATeJIbCTBOM WIH HX KoMOmHarwmen. JlonarocpouHasl Tepanus TakKe BO3MOXKHA,
MPUMEPOM SIBJISIETCS aABIOBAHTHAs Tepanusi B KOHTEKCTE APYTUX CTPATerdil JIeueHUs,
KaK OMHCAHO Bbime. JIpyruM BO3MOXXHBIM BHIOM JICUEHUS SIBJIIETCS TEparus JUIs
noAzIepKaHUst COCTOSIHUS MaLyueHTa nocjie  perpecca  OIyXOJH 15R05 1
XUMHAOTIPOPHIIAKTHUECKAS TEPAITHsl, HATIPUMED Y MAL[HEHTOB U3 TPYIIIbI PUCKA.

[00362] VkaszanHble JONOJHUTEIBHBIE AareHThl MOXHO BBOAWUTH OTHEJIBHO OT
npemyioxkeHHoONH kommno3uuuu X4P-001, B kauecTBe 4acTH CXeMbl C MHOTOKPATHBIM
BBeneHneM. B kauecTBe alibTepHATHBBI, YKA3aHHBIE areHTHl MOTYT OBITh YaCThIO IUHON
JIEKaPCTBEHHOM (GOPMBI ITPU UX CMENIHBAHHUHU C MPEMIOKeHHOH KoMmosutmei X4P-001 ¢

MOJIyYCHHUEM eI[HHOfI KOMITO3HIIHNH. HpI/I BBCACHHHU B KaueCTBE YaCTH CXEMBI C
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MHOTOKPATHBIM BBEICHHEM YyKa3aHHBIE J[JBa AaKTUBHBIX AareHTa MOXHO BBOIUTH
OITHOBPEMEHHO, TMIOCIeIOBATEIbHO HIJIM C TMPOMEXYTKOM, OOBIYHO HAXOISALIUMCS B
npeaesax Ty 4acos.

[00363] B  KOHTEKCTe  HACTOSIEr0  OINHCAHUS  TEPMHUHBI  «KOMOHMHALISY,
«KOMOVWHHPOBAHHBI» U COOTBETCTBYIOLIME TEPMHHBI OTHOCATCS K OJHOBPEMEHHOMY
WIN TIOCJIEeNOBATeILHOMY BBEIEHUIO TEPANeBTUUYECKUX AareHTOB B COOTBETCTBHH C
HacTosmmM  u3oOpereHueMm. Hampumep, coennHeHue  COMJIACHO — HACTOSIIEMY
M300peTeHn0  MOXeT OBITh BBENGHO C JPYrHM TEpaneBTUYECKHM areHTOM
OJTHOBPEMEHHO WJIH MOCIIEAOBATENILHO B JIEKAPCTBEHHOW (hOpPME € pa3aeieHHBIMU 103aMU
WIK COBMECTHO B eIMHOWN JiekapcTBeHHOH ¢opme. COOTBETCTBEHHO, B HACTOSIIEM
U300peTeHNH TMpeUIoKeHa eAHHAs JIeKapCTBeHHas: (opMa, CoaeprKainas COeArHEHHe
COMJIACHO HACTOSIIEeMYy H300pPETeHHIO, IOTOJHHUTENIbHBIN TEpareBTUUECKUN areHT H
(bapmareBTHYeCKH PUEeMJIEMbIN HOCHTEIb, abIOBAHT WJIM MEPEHOCSIIYIO CPEy.

[00364] Komuuectso mnpemioxkeHHOM komnosumuu X4P-001 u  monojgHUTENBEHOro
TEpPaIeBTUYECKOr0 areHTa (B KOMIIO3HLMSX, KOTOPbIE COAEPKAT OTOJHHUTEIbHBIN
TEPANEeBTHUSCKUA AareHT, OINHCAHHBIA BBIIIE), KOTOPOE MOXET ObITh OOBEIHMHEHO C
MaTepUAIAMH-HOCUTENISIMA € TIOJlyYeHHEM eIUHOW JIeKapCTBEHHOH (OPMBI, MOXKET
MEHSTBCS B 3aBUCUMOCTH OT XO35IMHA, KOTOPOTO JIEYaT U KOHKPETHOTO IyTH BBEICHUS.
[IpennodTuTeTFHO KOMITO3WLIMKA COTJIACHO HACTOSIIIEMY H300pETEHUIO0 IOJDKHBI OBITh
MPUTOTOBJIEHBI TAaKUM 00pa3oM, dYTOOBI MOXHO OBLIO BBOAWUTH I03y COSOUHEHUS
coracHo Hactosmiemy u3odperenuro 0,01 - 100 Mr/kr Macchl TeIa/CyTKH.

[00365] B koMITO3UIMAX, COAESPIKAIIUX IOMOJHUTEILHBIA TEpParleBTUUECKUU areHT,
VKa3aHHBIA [OTOJHUTENbHBIA TEPareBTUYECKU areHT W COEAMHEHHE COTJIACHO
HACTOSAIEMY HW300pETeHHI0 MOTYT JEeMCTBOBATh CHHEPruveckd. TakuMm oOpasom,
KOJIMYECTBO JOTIOJTHUTEJIEHOTO TePalleBTUYECKOTO areHTa B TAKUX KOMITOZULHUSAX OydeT
MeHbIIe, 4YeM TpeOyeTcs Tpu MOHOTEpanmuH C TPUMEHEHHEM TOJIBKO 3TOrO
TEPaeBTHUECKOTO areHra. B Takux KOMIO3WIMSX MOXHO  BBOOUTH 103y
JIOTIOTHUTENBHOTO TepaneBTudeckoro areHTa 0,01 — 1000 MKr/Kr Macchl Tea/Cy TKH.
[00366] KommuecTtso JOTIOJTHUTENBHOTO TEpareBTHYECKOTO areHra,

MPUCYTCTBYIOLIET0 B KOMIIO3HLIMM COTJIACHO HAcToslleMy u3o0peTeHuto, Oyner He
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Oonpmie, 4YemM OOBIYHO BBOAWIM OBl B KOMIIO3HMIMH, COJAEpKaled yKa3aHHBIA
TEpareBTHUECKU  areHT B  KAaueCTBE  ©IWHCTBEHHOTO  aKTUBHOTO  areHra.
[IpennoyTuTeNnsEHO KOJMMYECTBO JAOIOJHUTEIBHOTO  TEPaleBTUYECKOTO AareHra B
npemioxkeHHbIX koMmosniusax X4P-001 Gynet cocraensats oT npumepHo 50% mo 100%
KOJIMYeCTBa, OOBIYHO MPUCYTCTBYIOLIErO B KOMITO3ULIUHM, COAEp KAmled TaKOW areHr,
KOT'Z1a OH SIBJISIETCS €UHCTBEHHBIM TEPAIeBTHUECKH aKTUBHBIM areHTOM.

[00367] Coenunenus COTJIACHO HAaCTOSIIEMY M300peTeHunIo 158151 Hx
(dapmaneBTHYECKHe KOMITIO3ULIMH TAK)Ke€ MOTYT OBITh BKJIFOUEHBI B COCTaB KOMITO3ULIUI
JUTSL TIOKPBITHST UMILIAHTUPYEMOTO MEAMLIMHCKOTO YCTPOMCTBA, TAaKOTO KaK MPOTE3Hl,
HCKYyCCTBEHHbIE€ KJIAllaHbl, COCYAHUCTBIE TPAHCIIAHTAThl, CTEHTBl U KaTeTephL
CocynucTele CTEHTBI, HANPUMEp, MPUMEHSIOT JJIsi TOro, 4TtoObl M30eXkaTh pPecTeHo3a
(TOBTOPHOT'O Cy’>KeHHsI CTEHKH COCyZda Mocie moBpexaeHus). OqHaKo y ManueHToB CO
CTEHTaMH WM APYTUMH UMIUIAHTHPYEMBIMH yCTPOHCTBAMU UMEETCsl pPUCK OOpa30BaHUs
CTYCTKOB WJIM aKkTuBanmu TpoMmOouuToB. Takue HexenaresibHble dPPEKTHI MOKHO
NPEeOTBPATUTh WM YMEHbIIUTh ITyTeM [PEIBAPUTENILHOTO TMOKPBITHS YCTPOMCTBA
(dapManeBTHUYECKH TPUEMJIEMOM KOMIIO3HULIMEH, COAepIKallell HWHrHOMTOp KHHA3.
HMnnantupyembie  yCTPOWCTBA, TOKPBITBIE COENWHEHHEM COTJIACHO HACTOSILIEMY
M300peTEeHNIO, TPEACTABIIAIOT COOOH IpPYyrod BapUaHT peaU3alldd  COTJIACHO
HACTOSALIEMY N300PETEHHUIO.

[00368] [ns Gosiee MOJHOTO MOHMMAHUS M300pETEHHs, OMMCAHHOTO B HACTOSIIEM
n300peTeHn , TPUBEIEHBI Clienyromue npuMepsl. Clieayer MOHUMATh, YTO 3TH MPUMEPHI
MPUBEEHb HWCKJIIOYHUTEIbHO I WUIIOCTPATUBHBIX LEJIeH W HE TMPEeArnojaranT

OorpaHUueHre UMH U300peTeHUs KaKUM-THO0 00pa3oM.

IMPUMEPBI
[00369] Kax moka3zaHO B TIPUBENEHHBIX HIDKE NpUMEpax, B HEKOTOPBIX
WUTIOCTPATUBHBIX BAPHUAHTAX pPeATM3alli COSAMHEHHs IOJIy4aloT B COOTBETCTBHH CO
CIEeNYOIMUMH 00IuMHU criocobamu. CrieqyeT MOHUMATh, YTO HECMOTPS Ha TO, YTO OOIIHeE
cnoco0bl WLUTIOCTPUPYIOT CHUHTE3 HEKOTOPBIX COEIWHEHHH COIJIACHO HACTOSIIEeMY

n300peTeHnIo, TpHUBEeHHbIe HIDKe o0mue crocoObl W apyrue crocoObl, HM3BECTHBIE
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CHELMAINCTY B JAHHOUM 00JAaCTH TEXHUKH, MOTYT IMPUMEHSTHCS KO BCEM COSTUHEHUSIM U
MOAKJIACCAaM M BHAAM KAKAOTO M3 OTHX COEAMHEHWH, ONHCAHHBIX B HACTOSIIEM
n300peTeHnn.

[00370] Cnocobbl mosydeHHs, TPUMEHUMbIE K HEKOTOPBIM COEOUHEHHSIM COTJIACHO
HacTtosimeMy u3o0pereHuto, onvcanbl B ucrognuke Crawford et al. (2008) Org. Process
Res. Dev. 12:823-830; marente CIIA Ne 7354934, ucrounnkax WO 00/56729, USSN
60/232891 u USSN 60/234510, a taxxxe An, H.; Wang, T.; Mohan, V.; Griffey, R. H;
Cook, P. D. Tetrahedron 1998, 54, 3999-4012; comepxaHue KaXAOTO M3 KOTOPBIX
MOJTHOCTHIO BKJIIOUEHO B HACTOSIIUN JOKYMEHT IOCPEACTBOM CChUIKM. CIEerManucT B
JaHHOW 00nacTH TEeXHMKU criocobeH MoaudUIMPOBaTH TAaKHe OIMCAHHBIE CIIOCOOBI,
WCTIOJB3YSl JIMIIb OOBIYHBIE SKCIEPUMEHTBI, C LENbI0 O0eCrevYeHus ajlbTePHATUBHBIX
MyTed IIOJMy4eHHs, HCCIIENOBAHUS M AaHaIN3a COEAMHEHHUH COIVIACHO HaCTOSIIEMY

N300pEeTEeHUIO.

Ilpumep 1: Ilpumech METHJIHMHHA

[00371] TIlo pmaHHBIM aHaMM3a TOCPEACTBOM BBICOKOAI(D(HEKTUBHOM KUIKOCTHOM
xpomarorpadun-macc-criektpomerpun (BOXKX-MC), muk ¢ OTHOCHUTENBHBIM BPeMEHEM
ynepxusanus (RRT) 1,13 coorserctBoBan [M+1]", umeromemy m/z 362 (Ha 12 enuuun
maccel 6oubiie, yem X4P-001). VkasaHHbIl MUK ucye3as yepe3 HECKOJIBKO YacoB, eCiu
X4P-001 comoOunu3npoBaiv B KHUCJIOW BOIHOU cpene. MoJsieKyIspHas Macca MPUMECH,
B COYETAHHMH C €€ XHUMHUYECKHMH CBOWCTBAMH, YKasblBaja HAa METWJINMUHOBYIO
CTPYKTYpy, OOpa30BaBINYIOCS BCJIEACTBHE TMPEBPAIlEHUs IEPBUYHOrO amuHa. bes
MPUBSI3KH K KAKOW-TMOO KOHKPETHOW TEOPHH, AaBTOPBI HACTOSIIEro H300peTeHHs
CUHTAIOT, uTO coeavHeHue I-1 oOpas3oBBIBANIOCH B MPHUCYTCTBHH (OPMAIbAETHAa WIH
uctounrnka ¢opmansaeruaa. Ilpumece wmuHa I-1 u BeposATHBIA MyTh OOpa3oBaHUs

nokasanel Ha cxeme 1 Huxe.
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Cxema l

X4P001 — MM 349 Mpumeckb ¢ RRT 1,13

Ipumep 2: lIpumecs N-opmnia

[00372] TIlo pmamneiM aHammza mnocpeactBoM BDOXKX-MC, muk ¢ RRT 1,28
cootserctBoBas [M+1]", umeromemy m/z 378 (Ha 28 enuuun Maccel Gosbiue, yem X4P-
001), wuro yxaseBano Ha N-popmmwibHOoe mnpousBogHoe X4P-001. Dto GbUIO
MOJTBEPKICHO C IOMOINBIO HezaBucuMmoro cunresa. Ilpsmas peaxmus X4P-001 ¢
stundopmuaroM npusoania k odpasosanuio N-popmrieHoro coenuuenus I-2, kotopoe
ObUIO MIEHTUYHO IPHMECH B HCCJIENOBAHHOW MapTUM HAa OCHOBaHMU naHHBIX MC wu

B3XX. O6pasosanue ¢popMHaTa MoKa3aHo Ha CXeMe 2 HIDKE.

Cxema 2
A X fj
’ i ]
&"’N@LW} EtOCHO, knnsueHune E{"N{: ~ o
¢ o6GpaTHbIM b

- N~ NH, XOTIOANTbHIKOM R IN L ﬁ
PN . ]
‘j; N ~ 45 % N7 "NH
N | W{)
W f;f»’ @f; 12

IIpumep 3: lIpumecs anbaernaa

[00373] IlIux ¢ RRT 1,14 61 oxapakrepusoBan kak I-6. be3 npussisku k kakoit-mnbo
KOHKPETHOW TEOpWUM, aBTOPbI HACTOSAIIEro H300peTeHus cumTaroT, 910 I-6
00pa30BBIBANIOCH B PE3YJIbTATE OKHUCIEHUS aMHUHOTPYMIBI B aKHITBHOU 1enu X4P-001,

KaK MOKa3aHo Ha cxeme 3 HUXKe:
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Cxema 3
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IIpumep 4: Ilpumech, aneraMmuaa

[00374] TIlo pmamneiM anamm3a mnocpenctBomM BOXX-MC, muk ¢ RRT 1,39

cootserctBoBan [M+1]", umeromemy m/z 392 (Ha 42 emuHULBI Macchl OOJIBIIE, YeM
X4P-001), xotopsrit 6bu1 OxapakTepusoBaH kak areramun X4P-001. On o6pasoBbiBasics
IIPY NOBBILIEHHBIX TeMIlepaTypax B pesyJiprare peakuun X4P-001 ¢ pactBoputenem s
KPHCTAUTM3aLMH U30MPOIIIIALIeTaTOM, KaK Moka3zaHo Ha cxeme 4. HezaBucumelii cuHTe3
MpUMeECH aleTaMuaa MOATBEPAN NaHHYI CTpyKTypy. Peakummsi X4P-001 ¢ ykcycHbIM
aHTUAPUIOM TPHBOAMIIA K IOJy4deHHI0 aretamuna I-S, xoTopbeifi ObUT HIEHTHYEH
MpUMecH B HCCISAOBAaHHOW mapTud Ha ocHoBaHuu pAaHHeix MC u BOXX.
H3ompornuianeTar MpUMEHSIOT U1l HEKOTOPBIX crtoco6oB moyueHust X4P-001 B ¢popme
CBOOOTHOTO OCHOBAHHS, KOTOpbIE MpeArnojaraT ucrnosis3oanue X4P-001 B dopme

COJIH C M-TUAPOKCUOEH30MHOM KHUCIIOTOM.

Cxema 4
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Ipumep S: [Ipumech GeH3UMHIA30.1A
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[00375] Ilo manneim ananmusa nocpenctsoM KX-MC, muk ¢ RRT 1,67 cootBeTcTBOBaN
[M+1]", umeromemy m/z 481 (ua 131 equauiy maccer Gonbure, uem X4P-001), xoTopsrit
ObLT OXapakTepu3oBaH kak M coequnenus Gensumunaszona I-3. Ono o6pa3oBeIBaIOCH B
BUJIe IPUMECH B IPOLIECCE PEAKLNN 3AIMHUTHI 2-XJOPMETHIOSH3NMUIA30J1a ¢ TIOMOIIBIO
mpem-06yTokcukapbonmna (rpynmsl Boc), kak mokazaHo Ha cxeme S Huke. B mpouecce
peakuun N-ankwnuposanus (cragus 2 cuHTesa X4P-001) mpumeck mnoxsepranach
AIKWINPOBAHHUIO U, KaK CJIEICTBHE, IPUCYTCTBOBAJA HA MPOTIKEHNH OCTaBIIENCS YacTH

mnponecca rnoJy4CHUs .
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Cxema s
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[00376] HeszaBucumsblili CUHTE3, BKJIIOUYAIOLUMN PEakLUI0 BTOPHUYHOro amuHa 2918 ¢
Boc-2-xnopmernnbensumunazonom 2890 (I-9) ¢ mocienyromuM yaaieHHeM 3allluTHON
IPYIIITBL, TPUBOAWI K rostyueHHio I-3, koTopoe ObL10 HaeHTHYHO HabII0aeMoN puMecH

Ha ocHoBaHuU naHHeIX MC u BOYXKX.

IIpumep 6: Ilpumech amMuHAISA

[00377] IIpumech amuHans Bo3HHKaja rpu nonydenun X4P-001 B ¢opme conu ¢ n-
THAPOKCUOSH30MHON KHUCJIOTOM B pe3yjbTaTe peakudyd MNpUMeCH HMHHA C  H-
THAPOKCUOSH30MHON KHUCIOTON. DTa MPUMECH UMEET OTHOIIEHHE K CIIoco0am TMoJTy YeHUs
X4P-001, B xotopeix wucrone3yioT X4P-001 B dopme comu ¢ n-ruapOKCHOEH30MHOMN
KHCJIOTON MJIU €T0 MPOMEKY TOUHbIE COSAMHEHUSL.

[00378] Crpykrypa nmpumecu amuHais [-4 v ee mpouCXokKIeHNE TTOKA3aHBI HIKE Ha

cxeme 6.
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Cxema 6

N\/\/\N HO J:N\/\/\N/\o
H

NH N? "NH

N\

H[gnmep 7: OcHoBanue AJIM YCTAHOBJICHH S KDHTEPDHEB NPHEMJIEMOCTH

OPraHHYeCcKHX NPHMeceH

[00379] PesynbTaThl OmnpeneseHUsi COAEp)KaHUS TpPUMeced Ui COOTBETCTBYIOLIHX
naptuii X4P-001 u ero conmu ¢ n-rugpokcubensoitnoii kucinoto (III'BK) npencrasnenst
Hioke B Tabamme 2. Ilaptim X4P-001, B3siThie AJisi MEPBUYHBIX TOKCHKOJIOTMYECKHX
UCCJIeOBAHNMN, CHAYaJla MCIOJIb30BATH JUIsl COCTABJICHUS CIIelU(UKALMI HA TIPUMECH.
IMaptuun  comu  X4P-001 ¢ n-ruapokCHOEH30MHONM KHCIOTOM  HCIOJNB30BATH B
AOJITOCPOYHEIX TOKCHKOJIOTHYECKHUX HCCICOOBAHHAX, M OHH TaKXXEe NPCACTaBJICHEI B
tabdaune 2. O0mmee KOJIMYECTBO MPUMeECel B 3TUX MIECTH MapTUIX COCTAaBIsIIo oT < 0,05
% 1o 1,4 %, npu 3TOM HHIWBUAYAJbHbIE HEYCTAHOBJIEHHBIE MMPUMECH B KOJHYECTBE >
0,05 % mpHUCYyTCTBOBAIM TOJILKO B €AMHCTBeHHOW mapThu Ha ypoBHe 0,1 %. [Ipunumas
BO BHUMAaHHE OTPaHHYEHHOE KOJMYECTBO TMOJIyUYEHHBIX MapTUi U NMPOQHIH MpUMeced B
maptusx X4P-001, wWCnoNb30BaHHBIX [JIS TOKCHUKOJIOTMYECKUX U KIUHHUYECKHUX
HCCIIENOBaHWM, B crienu(UKaAlMKd Ha BBIMYCK JIEKAPCTBEHHOW cyOcraHuuu oOinee
comep kaHue mpuMmeced ObLIo0 mpuHATO Ha ypoHe < 3,0 % wmacc./macc., MpH 3TOM
collep KaHUe HEyCTAaHOBJIEHHOW MPHUMeCH W3 €IMHCTBEHHOW MapTHH HE IOJDKHO OBUIO
npesbimatek 0,2 % macc./macc. (0,5 % nnsa crabunbnocTr) (Tadmuna 2). ConmepkaHue
BCEX YCTAHOBJIEHHBIX HHIMBHIYAIBHBIX NMPUMECEH W N-TUAPOKCHOSH30MHOW KHCIIOTHI
nO/oKHO Obwio coctaBisith < 0,5 % Macc./macc. 3a HCKIIOUEHHEM MPHUMECH HMHHA,
coJieprkaHue KOTOPOU ObLTo TpUHATO Ha ypoBHE 1,1 % Ha OCHOBaHUN KOJIUYECTBA ITOU
MNpUMECH, BBOAUMOTO IIPH TOKCHKOJIOTMYECKHUX HCCIICHOBAHUAX. B OTI[eJ'II:HOI\/'I nmapTuu
npoaykra (He mokasaHa B Tabumme 2), a uMeHHo maptuu 3-1 X4P-001 (raéamnna 4),
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Obia obecrieueHa JieKapCTBeHHAss CyOCTAHITUS BBICOKOW CTEMEHW YUCTOTHI C OOIIMM

conepxanuem npumeceii 1,20 % macc./Macc., mMpU 3TOM COAEpKaHHE HH OOHOW M3

YCTAHOBJIEHHBIX mpuMecedi He mpesbimano 0,07 % wmacc./macc. 3a HCKITFOYEHHUEM

npUMecH MMUHA, KoTopas cocrasisia 0,62 % macc./macc. Pesynbrar aHanusa maptuu

nekapcTeeHHOH cyOcTanimu X4P-001 mis kmuHMYEeCKOTO MpUMeHeHUs CocTaBysul 99,3

% m™acc./mMacc., U XHpalbHas 4YHCTOTAa COCTaBisuia > 99 % 3HAHTHOMEpPHOrO H30BITKA

(a.n).
Tabnuma 2
Homep napruu 2-1 2-2 2-3 2-4 2-5 2-6 2-7
Tun nekapcTBeHHOMH Cso6o | Cobox | Ceobo | Ceobon | Ceobon | Coms | Conb
cy0cTaHIHH ITHOE HOE JHOE HOE HOE III'b | III'BK
OCHOBAa | OCHOBa | OCHOBa | OCHOBAa | OCHOBAa K
HHE HHE HHE HHE HHE
NuguBuayanbHblie
NPHMECH N0 JAHHBIM
BI7KX (% macc./macc.) Pe3ynbTarnl HCCI€10BAHUS
B mepecuere Ha
0e3B0HOE BElLIeCTBO
Nmun (I-1) 1,1 0,5 0,1 0,49 0,65 0,02 0,02
®opmmu (I-2) 0,2 0,1 0,1 0,13 0,13 HO. | HO.
Auneramun (I-5) 0,1 0,1 0,1 0,10 0,06 - -
Amunais (I-4) - - - - - 0,01 H.O.
Benzumuaaszoan (I-3) 0,012 HYV. 0,2 <IIKO 0,11 0,01 0,01
HeycTraHnoB/ieHHBIE B
exnHcTBeHHOH mapTun | HY. HY. 0,1 H.O. HY. HO. | HO.
Coaepxanue I[II'BK — — - - — 28,1 28,4
CymmapHoe 1,4 0,7 0,5 0,72 1,01 < <0,05
coAepRAHHE MPUMecel 0,05
(% mace./mace.)’
% 3.1. (R)- > 99 >99 >99 >99 >99 > 99 > 99
IHAHTHOMEPA MO
aaaabiM BOKX

Hcnonb3yemrie cOKparieHus:
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*3nauenue Hroke [1IKO (mpenena KOJHMYECTBEHHOTO OIMPEISIICHNs])

PCriermdukanys OTHOCUTCS TOJNBKO K JIEKAPCTBEHHOM CyOCTAHLIMU IJIsl KJIMHUYECKOTO
npuMeHeHus B opMe CBOOOTHOTO OCHOBAHHS, TMOJIyUYEHHOH MPU HUCIIOJb30BaHUH X4P-
001 B dpopme comu ¢ n-ruAPOKCHUOEH30HHOIN KUCIOTOH B KQUeCTBE UCXOAHOTO BEILECTBA
— = He npumenumo

H.O. = He onpenenexo

H M. = He menee

H.b. = He Gournee

H.V. = He ykazano

[00380] Kak mpasmio, mace. % Kaxaod nmpuMecH onpenessiroT nocpeactsom BOXKX,
Y M3MEPEHHs MPOBOAST JINOO M3HAYAIBLHO, MO0 MOCHe XpaHeHHs, U, HeoOsI3aTeapHO, Ha
MIOCTOSTHHOM OCHOBE B TeueHue cpoka xpaHeHus: komrozuunu X4P-001. B HexoTOphIX
BapHAHTaX peaju3alud COAEpKaHUEe IPUMECH ONpeAeNsIioT IIoCjie  XpaHEeHUs
KOMIIO3WIIMM B YCJIOBHUSIX HCIIBITAHUM, KOTOPbIE MPEACTABISIOT COOOH yCJIOBHUS
MOBBILIEHHON TeMIIepaTypsl, BIQKHOCTH WIH U TO, U APYroe, HCIOJb3yeMble [JIs
umuTan  dPQPeKTa IUTENBHOTO XPaHeHHS B YCJIOBHSIX OKPYJXKAIOMEH Cpeasbl.
CoOTBETCTBEHHO, B HEKOTOPBIX BapHAHTaX peEaJM3allMH HACTOSIIETO H300peTeHuUs
npemoxeHa komnosuius X4P-001, conepxamas He 6onee 1,1 % umuna (I-1); He Goree
0,3 % dopmua (I-2); He Gonee 0,4 % Gensumunasosna (I-3); e 6omee 0,5 % amunas (I-
4); e 6onee 0,5 % aueramuna (I-5); e 6onee 0,4 % anpaeruna (1-6); ue Gonee 0,3 %
NT-316 6e3 rpynmel Boc (I-7); u He Gonee 0,2 % HeEyCTAaHOBJIEHHON MPUMECH W3
eNUHCTBeHHOW maptuu. Kpome Toro, korma JIEKapCTBEHHYK) CYOCTaHLMIO IS
KJIMHUYECKOTO TMpUMEHeHHuss B (opMe CBOOOJHOTO OCHOBAaHHS IMOJIYYarOT C
ucrnosis3oBanreM X4P-001 B dopme comu ¢ n-ruapokcubensoiinoi kuciotou, [II'BK
MPUCYTCTBYET B KOMITO3UIIMK B KosnuecTBe He Oonee 1,0 %. B HekoTOpBIX BapuaHTax
peanuzanuu odIee KOJUUYECTBO MPUCYTCTBYIOMUX MPUMeECEH COCTaBisieT He Oomee 3,0
%. B HeEKOTOpBIX BapHaHTaX peaTn3aluH SHAHTHOMepHBIH u30bITok (% 2.1.) R-

SHaHTHOMeEpa cocTasysieT He MeHee 97,0 %.

Ilpumep 8: UnenTudukanus npumeceii, 00pa3yiommxcs nocjae XpaHeHus
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[00381] IIpu ananuze crabunmpHOCTH nocpencteoM MET/CR/1448 o6pasuor X4P-001

(PTL/ST/0511), xotopsie xpanrm npu 25 °C/oTHOCcuTeNnbHON BiaxkHocTH 60 % (25/60)
B TEUEHHE TPeX MeCsIEeB, ObIJIO OKa3aHO 00pa3oBaHue ABYX HEM3BECTHBIX PUMECEHi.
Heussectnas nmpumecs 1 - RRT 1,14
Heussectnas npumecs 2 - RRT 1,24

[00382] IIpumece ¢ RRT 1,14 rtakke mnpencrasisuia coOOil OCHOBHOW MPOXYKT

nerpanatu B PTL/DA/0175 B ycnoBUsiX MOBBIIEHHOW TeMIieparypbl U BiaakHOCTH (80
°C/OB 80 %).
Kparkue cBenenus

[00383] [Ise mpumecu, oOpa3oBaBiuHecs B XOne HcclenoBaHus ctabuibHOCTH X4P-

001 B Teuenue mepuoma Bpemenu t = 3 mecsma mpu 25 °C/OB 60 % wu B xonme

HCCIIENOBaHUs MIPUHYAUTENIEHO M Jerpaganuu pu MOBBIIIEHHOM

TeMIIepaType/BIaXHOCTH, Obun naeHTHUIMpoBaHbl ocpencTaom KX-MC.

X X
P L.
N7 N7 o)
I N MO N~ N J\
H
BH N” "NH
I-6 I-5
IIpumecs ¢ RRT 1,14 IIpumecs ¢ RRT 1,24
MET/CR1448 MET/CR1448
Anbaerun — MpoayKT OKUCIIEHHUS IIpumecs areTamua
OMmmupuyeckast popmyia = Omnupuueckas GopmyJia =
C2n1H24N40 C23H2oNsO
MonowuzotonHas macca = 348,195 MomnouzoTomnHas macca = 391,237

IKcnepuMeHTATbHAA YACTh

THapamempuor npubopoe
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[00384] PaGora Opiia BHIIOJIHEHA B COOTBETCTBUH C TpeboBanusmu Ilpasun
Haiexameil npoussoacTBeHHoM npaktuku (GMP) B cucreme mms BOXKX Waters
Alliance HPLC, coeanHeHHOU ¢ OJHOKBAOPYMOJBHBIM Macc-criekTpoMetpom ZQ 2000.
JannHeie Ob1tH cCOOpaHbI ¢ MOMOIIEIO MpOorpaMMHOro obecrnieuenuss Empower 2.

[00385] Meron ananusa u omnpenenenus npumeceit mis X4P-001 (MET/CR/1448) ue
WCAIbHO TOAXOOUT [UJIi  MacC-CHEKTPOMETPHH, TIOCKOJbKY OH Ipearnojaraer
ucnosib3opanue TAY B kadecTBe MoaM(HUKATOPA B IOSHTE, YTO MOXKET 3HAYHTETHHO
nonasyiaTh woHms3auuio. MsnauaneHo TOY wucnons3osamu Bmecto 0,15 % 006./00.
MypaBbUHON KHCIOTHL Takke Obla M3MEHEeHa CKOPOCTh MOTOKa iss obOecriedeHHs
NPSIMOTO  TTOAKJIIOUEHHSI K MAacC-CIEKTPOMeTpy (MakCHUMalibHasi CKOpocTe motoka 0,3

MJI/MUH), ¥ TPAIUeHT ObLI 3aJaH COOTBETCTBYIOIIUM 00Pa3oM.

Yenosusa BIKX 1
Konounka: Zorbax Bonus-RP, 150 x 4,6 MM, 3,5 MKkM
O6wem BBOIUMOTO OOpasma: 100 Mk
Herexuus: Y@ ripu 220 um (190-400 HM)
MC 3P+ 100-700 Ha, OP- 100-700 Ha
Ioasmxuas daza A: 0,15 % mypaBbUHAsE KHCIIOTa B BOJIE

Ionewxknas ¢asza B: 0,15 % mypaseunas kucinora B MeCN

CKopoCTh TTOTOKA:

Bpems (muH) % A % B
0,0 95 5
6 95 5
51 5 95
60 5 95
60,1 95 5
75 95 5

0,3 mn/mMun

Temneparypa KOJOHKH: TeMIIepaTypa OKpYKaroIel cpebl

Bpewmst BeinonHeHUs1 aHaM3a: 75 MUHYT
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Hacrpoiiku MC 1

Bxunagka «MCTOUHUK HOHOBY 9P + P -
Hanpsioxenne Ha kamnsipe (xB) 3,5 4
Hanpsioxenue Ha koHyce (B) 25 25
Hanpsixenue Ha sxctpaktope (B) 3 0
PanuouacroTHas muH3a 0,4 3
Temnepatypa ucrounuka (°C) 150 150
Temmnepatypa neconsBararmu (°C) 150 150
CkopocTtb motoka raza-ocymmurens (J/4) | 300 300
CxopocTh OTOKA Tra3a B KOHyce (J1/4) 50 50

Bxnanka «ananuzatop»

Paszpemenne B HU3KOMOJIEKYJISIPHOM 15 15
JuanazoHe

Paspemenre B BLICOKOMOJIEKYJISIPHOM 15 15
uanazoHe

DHeprus MOHU3ALUN 1,8 2
VYMHOXHUTEIb 521 521

[00386] X4P-001 He coxpaHsuICSi B OTHX YCJIOBHUSIX, IOCKOJBKY JJIsi 3TOTO
TpeboBasiock obpaszoBanue MOHHBIX nap ¢ TAY. [lomyueHHBIE XpOMATOrpaMMBI U Macc-
CrieKTpsbl npencrasieHsl Ha OUTL. 5.
[00387] Dbrum modydeHsl mOpenrnojaraeéMele Macchl JUisl AByX Iipumeceil. Bce
MpeACTaBJIeHHbIE MacC-CIIEKTPbI OBLTH CKOPPEKTHUPOBaHbI MO (GoHy (00sacTH, B3STOU
HeMOCPECTBEHHO Mepe]] LIEJIeBbIM ITMKOM H IIOCIE HETO).
Hewuseectnas npumecs | MET/CR/1448 RRT 1,14 [M+H] = m/z 349,2
Hewuseectnas npumecs 2 MET/CR/1448 RRT 1,24 [M+H] = m/z 3923
[00388] ABTOpBI HacTOsAmIEro H300pPETEHHs MPEATOIOXKIIH, YTO PacCMAaTPHUBAESMbIE
MPUMECH, BEPOSTHO, COBMECTHO  JJIIOUPOBAIUCHE €  JPYTUMH  TIPUMECSIMH.
CootBercTBeHHO, 00pasLbl OBUTM MOABEPTHYTHI aHATM3Y C HCIOJE30BAHHEM YCJIOBHI

npoBeneHus xpomarorpaduu coriacio MET/CR/1448. KonneHtpaimu U 00BbeMbI
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BBOZAMMBIX 00pasnoB ObUIM yBEIWUYEHBI C LEJBIO MPENMSITCTBOBAHUS BbI3BaHHOMY TOY

IO AABJICHHUIO NOHU3allHuH.

Ycaosus BOXKX 2
Komonka: Zorbax SB-C8, 150 mm x 4,6 MM, 3,5 MKM
IIpenkxononka: Zorbax SB-C8, 12,5 Mmm x 4,6 MM, 5 MKM
O6bem BBOUMOTO 06pasna: PazmuuHbrit
Hetexuus: Y@ nipu 270 um
IMonsuxHas ¢asa: IMoneuxHas dasza A: 0,2 % TOVY B Boxe

IonewxHas dazaB: 0,1 % TOY B aueronutpuie

I'papnenTHOE 3/TIOHpPOBaHHE

Ckopoctb
Bpems (MuH) % 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] Hauanenas ckopocts motoka: 0,8 MJI/MUH (OTHOCHTEIBHO MPOrPAMMBI
rpajueHTa), nejieHue notoka 4:1 Ha BXo/e B MacC-CIeKTPOMETD.

Temneparypa kononku: 25 °C
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Bpewmst BeInoNHEHUsT aHAIM3A: 55 MUHYT
[00390] IIapametpst MC cooTBeTcTBOBANIM NMpUBEACHHBIM Bhilie Hactpotikam 1.
[00391] Paznuuneie o6pasusr  X4P-001, B kotopeix Oblmm  OOHApY>KEHEBI
paccMaTprBaeMble MPUMECH, TOTOBWIM B METaHOJIe B KOHIeHTpatwu | win 10 mr/mit:
PTL/ST/0511, maptus 3-1, 25/60, t = 3 mecsia
PTL/DA/0175, oOpasen mis uccnenoBanus aerpagauuu mpu 80 °C/OB 80 %
(80/80), t =1 u 7 nueii.
[00392] IlonyueHHsle naHHbIe npenctasieHsl Ha @UIL. 6-9.
[00393] Macc-cnekTpoMeTpruUecKre AaHHbIE, IMOJy4eHHble B ycioBusx BOXKX 2,
ObUTH NTOATBEPKACHBI:
Hewussectnas npumecs | 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] Hakonew, yciaoBusi npoBeAeHHs Xpomatorpaduu ObUTH HM3MEHEHBI TaKhM
oOpa3om, uTOOBI OOEcrmeYuTh BBOJ B MAacC-CIIEKTpoMeTp 0Oe3 pasmeneHusl IMOTOKA.

Pesynertars! nus yenosuit BOXXX 3 npencrasnenst na ®UI. 10.

YcaoBus BOXKX 3
Kononka: Zorbax SB-C8, 150 Mmm x 4,6 MM, 3,5 MKM
IIpenkononka: Zorbax SB-C8, 12,5 Mmm x 4,6 MM, 5 MKM
O06BeM BBOIUMOTO 00pasiia:; PaszmuyHblii
Hetexaus: Y@ mpu 270 um
Honewknas paza:  Ilogsmxnas daza A: 0,2 % TOV B Bone

HonewkHas pazaB: 0,1 % TOY B aueronutpuie

I'paguenTHOe 3/1I0HpOBaHHE

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

Cxopoctb oroka: 0,3 Mj1/MUH, IPSIMO BBOJI B MacC-CIIEKTPOMETP

Temneparypa koioHku: 25 °C

Bpewms BeinoniHenus asanusa: 140 MunyT

ITapamerpsr MC cooTBeTcTBOBaM MpHBEAeHHBIM Bhiie HacTpoiikam 1.
O6cyxaenue pe3yjbLTaTOB
[00395] Bce nosryueHHBIe CIIEKTPHI NOATBEPAWIN NTEPBOHAUATbHBIE PE3YJIbTATHI, 1aXKe
IIPY TOM UTO CUTHAJIBI U paspemenue nukos X4P-001 Bapsupoamnu.

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

Hewuseectnas npumecs 2 MET/CR/1448 RRT 1,24 [M+H] = m/z 392,3
Henssecrnas npumecs 1 ¢ RRT 1,14 (anbaerun)
[00396] Mounexynspuas macca 348 ykaspiBaeT Ha MOTEPIO aroma aszoTa («IPaBHIIO
azoTa»). OTO COOTBETCTBYET OKHCIEHHIO AaMHHOTPYIIBI B AIKWJIBHOW LEMmu C
oOpaszoBanueMm anbuaernna. [lpennonaraemast cTpykTypa mokasaHa HIDKE.

m
P
N

J:N\MO
N“ °NH

&

Ommupuyeckas Gopmyna = C21HzaN4O

I-6

MomnomzoTorHas macca = 348,195

Hemnssecrnas npumecs 2 ¢ RRT 1,24 (ameramun)
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[00397] Monexynsipuas wmacca 391 cootsercrByer I-S, mpumecu aueramuna
(oOpasoBaBiuelics B pesynbrare peakuud X4P-001 ¢ oOCTaTouHBIM KOJHYECTBOM

uszonpormianerara). Ctpykrypa I-S mokazana Huxe.

(O
- \/\/\NJOI\
I N

NH

ZI

N

I-S
Owmmupryeckas popmya = C23H20NsO
MomnouzoTornHast macca = 391,237
BoiBoan!
[00398] OOGe HeusBecTHble MHpUMecH OBUTH HASHTU(PHLUPOBAHBI IO ITOJyYEHHBIM
nanHbM Macc-cektpomerpun. IIpumecs ¢ RRT 1,14 mpencrasnsina coboii anpaerun —
npoaykTt okucienus, a npumeck ¢ RRT 1,24 npencrasisnia coboit npumech aueramuaa I-

S.

IIpumep 9: YcoBepmeHcTBOBAHUSA cnioco0a noayuenus X4P-001 ans yMeHbIIeHHS

H KOHTPOJISA COACPKAHHUA npnmeceii

Beeoenue

[00399] 3axkIIOYUTENEHYIO  CTaOUI0  MPENIISCTBYIOIIEro  crocoda  MOJydeHUs
JeKapcTBeHHOH cyOcTaniuu B cooTBeTcTBUM ¢ GMP mis obecnieyeHus: KIIMHHYECKHX
uccienoBanuii (BapuaHt criocoba 2; mokazan Ha ®UI. 2) HauMHAIKM ¢ UCIIONIB30BAHUS
coenunennii NT-316 u AMD-2890 (I-9). Ilocine w3ydeHuss CTPYKTypel U
MPOUCXOXKAEHUsT HanOOJIee BBIPAKEHHBIX MPUMeECel, 0Opa30BBIBABIINXCS B XOIE ITOTO
mpoiiecca mMojdydeHus, ObUl paspaboTaH HOBBIA crmoco0 (BapuaHT crnocoba 3),
obecrnieunBaroimuii  6osiee APPEKTUBHBI KOHTPOJL MNpOodUiIs MpHMece, a Takke
kpuctrammuzanuu A®U. bosee Toro, ata paboTa mpuBesa K 3HAUUTENBHOMY YIIYUIIEHUIO

BOCIIPOU3BOAUMOCTH U HAOCKHOCTU 3aKJTIOYH TEJIEHOM cTaagun crioco0a.
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Onucanue nynmu CUHmMe3Aa U KJo4e6blX NPOMENCYIOUYHBIX coeouHeruil

[00400] A®HU X4P-001 momyuamm B 2 CTaauM MyTeM KOHBEPIeHTHOTO CHHTE3a
HauMHas C JAByX KiroueBelx (parmenToB: NT-316 u AMD-2890. IlpeanocienHee
npoMexyTtouHoe coenuHeHne AMD-11070 ©He BbmensM, a He3aMeMIUTEIBHO
npespamanin B A®U, koTophIii MoOABEepragy KpHUCTAUIM3ALMH IOCIE TPOLEAYpPHI
00paboTKH.

[00401] Ha cxeme 7 u cxeme 8 nokazan cunte3 moJsiekyiasl AOU X4P-001.

Cxema 7: HayaanHbie ctagud cuaresa X4P-001

Et 3 cmaduu Boc. o)
NSO T N

OEt Boc H
ABA NT-319 | N
~
+ N7
N 5 cmadul N HCLHN _~_~-Boc
—_— \
=z “ Boc
" " NH, .2HCI NT-318
TrX 2
NT-272
Cxema 8: 3axirounrenbHble cTagHH cHHTEe3a X4P-001
X
»
N : N - -
1+
_HANS o BoC | N
H |
Cl Boc . N/ v
NT-316 —_— N
L ey
+ )
H N Boc
\
N Cl N Cl J Boc
" — Ly - -
N N Tpu-Boc-AMD-11070
\
Boc
RM-396 AMD-2890
1-8 1-9
RS
»
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N N
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H
X4P-001
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[00402] KuroueBoii pparment AMD-2890 cunTe3upoBany 3a OAHY craanio U3 RM-
396 (I-8). Hecmotpst Ha 1O, uto RM-396 sBnsiercss KOMMEpYEeCKH AOCTYIHBIM, €ro
YUCTOTA CUJIBHO BAapbUPYET B 3aBUCHMOCTH OT €ro MCTOYHHKA. UHCTOTAa KOMMEPYEeCKH
JOCTYITHOTO BEIeCTBA MOJKET INPEACTABIATHCS BBICOKOH (> 97 % oOT muomany mnuka)
commacHo aHanmm3y mnocpenctsomM BOXKX, omnako Obuto oOHapykeHO, UYTO HCTHHHAS
guctoTa B Macc. % coctasisuia jguimb 90 %. BepostHo, yto RM-396 moasepraercs
CaMOAJIKMJINPOBAHMIO, NPUBOASIIEMY K OOpa30BaHUIO PA3IMYHON CMECH OJINTOMEpPHBIX
npumecei. Tonbko nocne npespamienust RM-396 8 AMD-2890 nonyuanu crabunsHOe
COEIMHEeHHE C XOPOLIO OIpPeAeIeHHBIM NPodIIeM puMecei.

[00403] [pyroit xmroueBoi ¢parmeHT mpexncraeisier coboit NT-316, crabunibHoe,
KPUCTAJUINYECKOE U XOPOIIO OXapaKTePHU30BAaHHOE COEAWHEHHE, KOTOpOe BKJIIOYAeT B
ceOst 3HAUUTENBbHYIO YacTh CTPYKTYpbl ADGU. NT-316 nosyyanu rnyTeM KOHBEPreHTHOTO
cunresza nocpeacrsom peakunn NT-319 ¢ combio xupamsHoro amuHa NT-272. NT-272
NpenCTaBIsieT cO00H CTabUIbHOE KPUCTALITMUECKOE COSIUHEHHE, KOTOPOe MOXeT OBITh
obecrieueHo IMmyTeM CHHTe3a IO 3aKazy.

[00404] NT-319 npeacraBnser coOo¥ Ype3BBIYANHO HECTAOMIILHOE TPOMEXKYTOUHOE
COEAUHEHHE, KOTOPOe HEeBO3MOXKHO BBIACNUTH Oe3 pasnokeHus. Ero momywamm 3a 3
cranuu (0e3 BBIOEIEHUS TPOMEXYTOUHBIX COEOUHEHWNM Ha KaXIOW W3 HUX) U3
koMMepuecku poctyrnmHoro ABA. Koutpone umcrotst ABA 3arpyaHeH, HE TOJBKO
MOTOMY, YTO OH TIPEACTaBIseT COOOM Maciio, HO W IO NpPUYHHE OTCYyTCTBUS Y D-
xpoModopa, 4TO Cepbe3HO OrPAHHUYUBACT CIIOCOOBI, MOAXOISINUE AL €ro TOYHOTO
AHATUTHYECKOTO HCCIIEAOBAHUS.

[00405] Ha ocHOBaHHU BBHIIIEU3IOKEHHOTO, UMEHHO MPOQUIL MPUMECEH ITHUX IBYX
¢dparmento, NT-316 u AMD-2890 (I-9), B coueTaHuH € TOYHO OIpPEHEIICHHBIMU
YCJIOBHUSIMH JIBYX 3aKJIIOUHTEIBHBIX CTAOHH XMUMHYECKOTO CHHTe3a (KOTOpBIE ClledyeT
NPOBOANTH MOA KOHTposieM cootsercTBus GMP) ompenenstor mpodwune nmpumecedl u
kauecteo AU

[00406] Taxum oOpasom, XumMuueckas | d3HaHTHOMepHas uuctota NT-316 wu
xumuueckas uncrora AMD-2890 wmoryt ObBITE HEMOCPEACTBEHHO COOTHECEHBI C

XUMHUYECKOH U 3HAHTHOMepHOMH urctoToit AU (X4P-001).
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Onucanue ka0uegbix npespauieHutl 8 COOmeemcmeuy co cnocobom

[00407] Ha ®UI'. 3 nokasaHo OTIMYKE HOBOTO criocoba (crmocoba 3) OT mpeAbIAyIIero
Bapuanra (cnocoba 2). CormacHo BapuaHTy crocoba 2, cHadana ObuUlO HEOOXOIUMO
BeIZIeTuTE ADOU B BUne ero 4-rumpokcuOeH30aTHOM COMTU. 3aTeM 3Ty COJIb MPEBPAIaIH
Ha OTAENIBHOM CTaguy B COOTBETCTBYIONIEee CBOOOAHOE OCHOBaHME ¢ mosryueHueM AOU.
[00408] Cragum XUMHYECKOTO CHHTE3a COTJIACHO BapHaHTy crocoda 3 ocTaimmch
HensmeHHbIMH. Coemunenuss NT-316 1 AMD-2890 (I-9) BBomin B peakLUIO APYT C
OPYrOM U TIOJy4aad NMPOAYyKT (Tpu-Boc), KOTOpBIM He BBIAENSAIHN, & HE3aMEeIIUTEIbHO
MOABEPTaJIA PEAKLUM CHSTHS 3alUTHI ¢ ToJydeHueM HeoumineHHoro A®U. Onnaxo
croco0, mpuMeHsieMblil it BeiaesneHus: AU, Obul 3HAYUTENTFPHO M3MEHEH B BapHAHTE
criocoba 3.

[00409] HauGonee BbIpaXKEHHBIMH NPUMECSIMH, KOTOpBIE O0OpasyloTcs B Ciydae
Bapuanrta criocoba 2, seisirorcss umuH A (RRT 1,08) u N-popmun B (RRT 1,28), kax
MOKa3aHO Ha cxeme 9. bbulo MOKa3aHO, YTO 3TH INPUMECH MOSIBJISUIUCH BCIIEICTBHE
WCIIOJIb30BaHUsl JUXJIOPMETaHa B KayecTBe PACTBOPUTENSI B IIPOLIECCE 3K CTPakLUU
HeounieHHoro A®U. Kpome Ttoro, obOpasosanue npumecu auneramuna C (RRT 1,37)
MOXeT OBITb COOTHECEHO C UCMOJb30BAHUEM H3OMPOMNMIJIALIETATA B KAYECTBE

pacTBOPHUTENS Uit KOHEYHOU kpuctayuusanmu AOU B hopme cBOOOAHOTO OCHOBAHHS .

135
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[00410] Takum oOpa3om, AUXJIOPMETAH M HU30MPOIHIIALETAT, KOTOPBIE HUCIIOJIB30BAIN
nipu nosty4eHnu u Beiaesiennn X4P-001 cornmacHo BapuaHTy 2, 3aMeHruTH Ha 1 -OyTaHos u
CMeChb TOJIyOJI/METaHOJ, COOTBETCTBEHHO, B BapuHaHTe 3. ABTOpbI HACTOSIIIETO
M300peTeHns OOHAPYKMIIH, YTO STH PACTBOPUTENM HE BCTyMaH B peakumio ¢ ADU, u,
COOTBETCTBEHHO, 10 MHEHHIO aBTOPOB, YKa3aHHAs 3aMeHa IpHBesia K HabomaeMomy
UMM 3HAYUTETPHOMY YMEHBIIECHHIO cofepxanus npumMeceid A (umuna), B (N-dopmua)
u C (aueramuza).

[00411] Kpowme Toro, Opu10 06HAPYKEHO, UTO MPOOIEMBI, CBSI3aHHBIE ¢ O0Opa30BaHUEM
cmodn 1 3amaciuBanueM A®U B mporiecce KpUCTAUTM3AUHA TOTOBOTO ITPOAYKTA B ClTydae
BapuaHTa crocoba 2 OblTi 00y CIOBJIEHBI KAUeCTBOM HUCXOMHOrO BermectBa AMD-2890.

910 BCIICCTBO IMMOJYyYarOT H3 KOMMEPYECKU OOCTYITHOI'O 2-XJ'IOpMeTI/IJ'I6eH3I/IMI/II[a30J'Ia
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(RM-396), KOTOpBIH MOXET MMEeTh HHM3KYIO CTENeHb YHCTOTHI B MacC. %, NaXe eCciH
yucToTa B % OT IUIOIIAOu MUKA MpeAcTaBisieTcss Boicokor (> 98 %). Paspabotka
YCOBEPIIEHCTBOBAHHONW MeTonuku BbeiAeneHuss AMD-2890 sensetcs HeOTbeMIIeMOU
4acThIO BapraHTa crocoda 3, ¥ 3TO HEH3MEHHO NMPUBOAWIO K mosyueHno AMD-2890
BBICOKOI'O KayeCTBa, KOTOPBIH XapaKTEepU30BaJICS HE TOJBKO MPEBOCXOJHON YHMCTOTON B
%, HO ¥ yMcTOTOM B % Macc./Macc.

[00412] [anpHeimas onTUMM3aUUs a’dpaimd W 00paboTKH yriemM B TIpoIecce
Beifesiennss AU mpusena k sydmemMy KOHTPOJIO LBeTa BbiaeneHHoro A®U, u stu
orepaluy TaKXke BKIIOYEeHbI B BApHAHT criocoda 3.

[00413] Hakoneu, Obuth cTpOro omnpezaeneHsl ycjoBusi kpucramnuzaunn AOU B
dopMe CcBOOONHOrO OCHOBaHHWsSI W3 TOJyOJa. bBbUIM  yCTaHOBJIEHBI  OOJIACTH
MEeTacTabWIbHOTO COCTOSHHS M ONTHUMAJIbHAS TOYKA BHECEHHs 3aTPaBKH. ABTOpaMHU
HacTosero u3oopeTeHus Takxke OblIa OnpesesieHa ONTUMAIBHAS CKOPOCTh OXJTAKISHHUS
nocie (OPMHUPOBAHHUS 3ATPABOYHOIO CJIOSI U CO3AAH TMOAXOMSILIMKA MPOTOKON s
MIPOMBIBKH U CYIIKH.

[00414] Ha ®UI. 4 npencraBneHo noapoOHOE CpaBHEHHE BAapUAHTOB criocoba 2 u 3
ISl IOCJIeIOBATEIBHBIX OTIepaiuii Py NoJiyueHn: U BeineneHnn ADOU.

[00415] HagexxHocTs U BOCIPOM3BOAMMOCTH BapwaHTa cmocoba 3 Obuia
NMPOAEMOHCTPUPOBAHA IMyTeM TNPOBEASHHUS TpPeX HASHTUYHBIX  J1abOpPaTOpPHBIX
skcniepumenToB B Macmrade 100 r. Kak mokaseiBaroT manHeie B Tabune 3 u tabnuue 4,
IEMOHCTpalusl yKa3aHHOro crmocoba Owuia ycnemHoi. [lamee aBTOpBI HACTOSIIETO
n300peTeHnss MacmrTabupoBaIH 3TOT crocod mo kommyectBa 10 kr. Bcero 6wuio
nosyueHo 9,75 kr X4P-001 B cootBerctBru GMP B BuAe OMHOUM MapTHH C MTPAKTUUECKH
WASHTUYHBIMHU pesynbTaTamu. [TonpobHoe o0cy kaeHne 3TUX SKCIIEPUMEHTOB PUBEIESHO
HHUKE.

Onucanue eapuarnma cnocoba 3 u YCOBePULEHCIBOBAHULL cnocoba 1 u cnocoba 2

[00416] B cnepyromem pasaene NOPEACTaBIIEHO KpPATKOe OIMMCAHUE Pa3JIMIHBIX
omeparvii Mo CUHTe3y W BhimeneHuio A®DPU Ha 3aKMIOUUTENBHOW CTAaUM BapUaHTA
cnocoba 3.

Cunmes NT-316
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[00417] Hauanesable cTamuu crocoba MONyYeHHS! KJIFOUEBOTO HCXOMHOTO BEHIECTBA
NT-316 u3 cHHTE3UPOBAHHOTO MO 3aKkasy xupamsHoro amuHa NT-272 u ABA ocranuce
HEU3MEHHBIMH [0 CPABHEHHUIO C MPEAbIYIUMH LIUKJIAMH ITOJTyYSHHSI.

Cunmes AMD-2890
[00418] Kax Obuto oTmeueno Beime, cuHTe3 AMD-2890 (I-9) Obn
YCOBEpIIEHCTBOBAH, B YACTHOCTH, €ro BBIACNIEHHEe U KPUCTALIH3ALMS, C YYEeTOM
PA3JIMYHBIX YUCTOTHI M LIBETa KOMMEPYECKH IOCTYITHOTO 2-XJIOPMETHJIOCH3NMHUAAa30J1a
(RM-396). D10 BemecTBO OOBIYHO MMeEET LBET OT TEeMHO-KOPHYHEBOTO IO UYEpPHOTO.
Ilosromy Ownima BBemeHa oOpaboTKa APEBECHBIM yIJieM sl OOeCleueHUs JIydIlero
KOHTpoJIs 1iBeTa AMD-2890.
[00419] Takum obpasom, 2-xnopmetuindeH3nmunaszon (RM-396) BBoguIM B peakLuio
¢ 1,3 oskB. mu-mpem-Oyrunaukapbonara B 8,6 oOvema (00.) JAM®DA (N,N-
mumetrndopmamuna) npu 40 °C B mpucyterBuu 0,1 sxBuBanenra (9xB.) DIPEA
(mumsonpormudTiiamuHa). [locre 3aBepiueHust peakiuy 100aBIsIH 00€CLBEYHBAOIIHIT
npesecHblll  yrosib. Ilocnme BeimepxkuBanms B Teyenue 1,5 4 mpu 40 °C cmecs
¢unsTpoBaNK, U TBepAble BemecTBa npombiBaid 1 oosemom IM®PA. K dunstparam
MemeHHO Ao0asisii Boay (3,5 00.) ¢ mosydueHHeM HEMHOTO MYyTHOM CMECH, B KOTOPYIO
BHocw 1 % AMD-2890 B kavectBe 3atpaBku. I[Ipw BbIAEPKUBAHUU TIPOUCXOIUIIO
obpasoBaHue CyCNEH3WUU, KOTOPYIO OCTAaBJISUTA JJII MEUIEHHOTO octhiBanus ao 20 °C.
Ilocne wmemeHHOTO mOOABIIEHHSI OMOJIHUTENBHOrO KojmdectBa Bombl (1 00.) wu
nanpHetimero oxnaxnaenus mo 0 °C cycnensuro ¢unbrpoBanu. Teepasie BeliecTBa
cHavana npombiBad cmeceio 2:1 JIM®A wu Bomsi, 3ateM Bomou (2 x 3 oOwema),
ocymiecTsiisiss Bce npombiBkd npu 0 °C. Ocamok Ha QuibTpe Cyumimim B TOKE a30Ta C
nojiyueHueM cBersio-xenroro AMD-2890. D10 coenvHeHHe, Kak MPaBHIIO, HMEJO
qucToTy > 99 % ot romany muka (mo manHeiM BOXXX) u > 99 mace. % (o maHHBIM
SAMP).

Cunmes u evioencrue X4P-001
[00420] Kak u panee, sxBumossipusie kosmdectsa NT-316 u AMD-2890 Beoxmiu B
peakimio B mpucyTctBun  aumsonpormwdTaiaamuna  (DIPEA)  wu tiomupa

tetpabytunammonusi (TBAI) B aueronutpusie mpu 60-65 °C. Tlocne 3aBepiueHus
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PEeaKLy CMECh OXJIAXKIAIN A0 TEMIIePaTyphl OKPY>KAIOLIEH CPebl, M PEaKLH0 TacUJIH C
nomoibio 0,3 06. ammuaka, nociie yero godaemsiu 1 00. Bomel. Jlanee mosydeHHYIO
cMech oOaBIsAIN K cMecH 2 00. KOHLIEHTPUPOBAHHOM COJITHOM KUCJOTHI M 3 00. BOIBL
BrigepxrBanne B TeueHHe HECKOJIBKHX 4dacoB mpu 35-40 °C B 3TOM KHCJIOM pacTBOpe
NPUBOAWIO K YOAJISHHWIO 3alUTHBIX T[PYNI B 3alIUIIEHHOM MPOMEXYTOYHOM
coenquHeHnn ¢ oOpaszoBanmemM A®U. 3arem aneTOHUTPHIT YOI TOCPEACTBOM
BaKyyYMHOM ITepEroHKH.

[00421] B stoT MoMeHT nobasinsinu 2 obvema 1-Oyranona, u pH mosommm ao 12 ¢
nomotbio 20 % pactBopa NaOH. IlonydyeHnywo nByx¢asHyr cMmech 0apOOTHpOBAIH
cmecsio 10 % kucnopona B asore B reuenue 2 4 npu 20 °C. 3arem pH nosoaumu no 3,0-
3,5 ¢ momomisio pacteopa 18 % HCI B Bome. [IBe mosyueHHbie a3kl pasmessuid, U
BOJHBIA ol mpomemBau  1-Oytanonom (3 x 3 oOwvema). OpraHuyeckue Ciou
00bEIUHSIIN U SKCTparupoBaiu 3 oObemMaMu BOIbL. 3aTeM BCe BOAHbIE (ha3bl O0BEIUHSITH
u nobasssutu 0,4 % (macc.) yrimepona. Uepes 1-2 yaca cmech QUIBTPOBAIIH, U TBEPIbIE
BEIleCTBA MPOMBIBAIN 3 00beMaMy BOJIBL

[00422] K o6wvenuneHHBIM (rbTpaTamM A06aBsuIH TOJIy 0N (7 06beMoB) v MeTaHo (1
00beM) U MoBBIIATH TemIieparypy mo 45-55 °C, nmocne yero pH mosoxumm 1o 9,5-10,0 ¢
nomombio 20 % pactBopa rumpokcuna Hatpus. Daspl pasmesnsuid, W BOJHBIE CJIOU
AKCTPArupoOBaJIH elle ABa pa3a 3 oOseMaMH TOJyoJIa.

[00423] Bce cnou Tonmyosna 0ObEAUHSIIN U YaCTUHYHO KOHIIEHTPHUPOBAIH MOCPEICTBOM
BakyyMHOH neperonku mpu 45-50 °C. Ilocne HECKOMBKUX OOABIEHUN CBEXKUX MOPIIHH
TOJIyOJIa W TIPOAOJDKEHHsI BaKyyMHOU TieperoHku npu 45-50 °C nmns ymaneHus Apyrux
JeTy4yux pacTtBoputesnied nosydanmu pactsop ADU B npubmmsurensHo 3 oObemax
Todyona. DTOT pacTBop HarpeBanmud n0 60 °C u oywImanu MOCPEACTBOM IMOTOYHOM
dubTpaLym.

[00424] Tlo oxnaxaenuu 10 50 °C B 3TOT pacTBOp OCTOPOXHO BHOcHU 1o 0,5 macc.
% X4P-001 B xauvectBe 3atpaBku. Ilocne oOpasoBaHus 3aTPaBOYHOTO  CJIOS
obecrieunBaII BO3MOXKHOCTh paBHOBecHOU kpuctaumzaunu AOU B teuenue 2-3 gacos,
MOCJIe Yero CYCIEH3HMI0 OCTaBsUM i MemiieHHoro oxjaxaeHus po 0 °C. [ns

CTUMYJIMPOBaHUA POCTa KPUCTAJUIOB ITIOJYYCHHYIO CYCIICH3UIO IMOCTCIICHHO HarpeBaid
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obpatHo no 30-35 °C, a zarem cHoBa octaBisuk oxnaxnarecs a0 0 °C. Haxower,
CYCHEH3UI0 (PUIBTPOBATIH, U TMOJyYEeHHBIE TBEPIBIE BEINECTBA MPOMBIBAIH TOJIYOJOM H
CYIIMJIH B (PHIIbTPE-CYLIMJIKE MyTeM HarpeBaHus mox Bakyymom mpu 60 °C B teuenue 16
9 ¢ IEPUOANIECKUM OCTOPOKHBIM MepeMeIMBaHHEM.
[00425] MHcnonb3oBaHue 3TOW METOAUKH OBLUIO MPOIEMOHCTPUPOBAHO IS MaciiTada
10 xr, B pesynbrare yero nosyuanu X4P-001 ¢ yucroroit 99,0-99,5 % ot muomany nuka
(> 99,9 % 3HaHTHOYHCTOTHI) U OCTATOYHBIM COZEp KaHueM Tosyosa 1337 ppm
Cpasnenue cnocoba 2 u cnocoba 3
[00426] B Tabnuue 3 mpencTaBiIeHO CpaBHEHHUE KJIIOUEBBIX IapamMeTpoB criocoda u
pe3ysbTaThl AJIsl MAPTUH, HENABHO MOJIyYEHHBIX ¢ MOMOIIBI0 criocodoB 2 u 3. Kak 6s110
YOOMSIHYTO BBIIIE, BapHaHT crocoba 3 cHavana ObUT TOPOAEMOHCTPUPOBAH B
nabopaTopHoM MacmiTabe W 3aTeM MOABEPrHYT MAacTaOWPOBAHHIO Ha 3aBOMAE JUIS
nosyuenuss X4P-001. B rtabnuue 4 mpencraBieHO cpaBHeHue npoduiell mpumeceil B
9TUX NapTUSX.
[00427] Urto ocobeHHO BakHO, B Tabiuie 4 IMOKA3aHO, YTO MEpexod OT BapUaHTa
cnocoba 2 k BapwaHTy crnoco0a 3 HEW3MEHHO NPHBOAMJI K YMEHBIIEHHIO OOIIero
comepkanuss TpuMmeceii B neigom Ha 0,5-1,1 % ot miomanu Iuka, a TakXke K
3HAYUTEJILHOMY YMEHBIIEHHIO OOIIEero OCTATOYHOTO COJEp)KaHUsS PAaCTBOPUTENEH B
AOU ©Oe3 HeOMarompwsITHOrO BJIMSHHUS HA APYrHe  BaKHbIe  Pe3yJIbTaThl,

obecrieunBaeMble JAHHBIM CIIOCOOOM.
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Tabnauua 3: CpaBHeHHe KJII0UeBbIX NAPAMETPOB C0C00a ¥ FOTOBLIX NAPTHH, MOJYYEHHBIX C IOMOLIbI0O BAPHAHTOB crocoda 2 u 3.

Homep napTuun

3-1

3-2

3-3

3-4

3-5

3-6

Bapuanr cnoco0a

2

2

3

3

3

3

BHeInHUH BHJ

BbaenHo-xkentoe

baenHo-xkentoe

BbaenHo-xkenroe

Bbiaenno-xkentoe

BbaenHo-kentoe

Bbnenno-xentoe

TBEpAOE TBEpIOE TBEpAOe TBEpAOE TBEpIOE TBEpHOE
BEILECTBO BEIECTBO BEILECTBO BEILECTBO BEILECTBO BEILECTBO
XupanabHasi YHCTOTA >99 % >99 % >99.9 % >99.9 % >99.9 % >99.9%
Tsoxeabie MeTAJIbI <20 ppm <20 ppm <5 ppm <5 ppm <S5 ppm AHanus He
IIPOBOIMIIN
OcraTouHoe iPAc 4148 iPAc 7440 ppm | iPAc H.O. iPAc H.O. [iPAc HO. | 1PAc H.O.
conepkanme ppm JIXM HO. |IXM  HO. |JIXM HO. |IXM  HO. | IXM H.O.
;’:;I:::ﬁ“;ge“ (mo IXM 8 WIC 52 WIIC  6Sppm |MIIC  HO. |HIIC 109 ppm | UIIC H.O.
ppm ppm Tom 2020 ppm | Tom 3022 Ton 2020 ppm | Ton 1337
uric 6 Ton H.O. ppm ppm
ppm
Ton H.O.
Coaepxanue Boabl (1Mo <0,1 macc. % 0,2 macc. % 0,2 macc. % 0,2 macc. % 0,3 macc. % 0,2 macc. %

meTtoay Kapaa-®umepa)

PacnpenesieHue yacTuiy
no pazmepam (MeToAOM
Ja3zepHoil Judpakuun)

D(50) 140 mxm

D(50) 118 mxm

D(50) 91 mxm

D(50) 169 mMxm

D(50) 122 mxm

D(50) 48 mxm

H.O. = He onpeneneno; iPAc = uzonponunarerat, XM = nuxnopmeran; UTIC = uzonponunossiii ciupt; Tos = Toyour.

Ta6auua 4: CpaBHenue npoduisi npumeceid no fauabiM BIYKX st napTuii, nory4eHHbIX ¢ IOMOIIBI0 BAPHAHTOB cnocoda 2 u 3.
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Homep napTumn 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 99,3 97,9 99,9 96,7 97.8 98,4
0e3B0OHOE BelIeCTBO)
Yucrora (%) 98,8 98,3 99,46 99,40 99,28 99,51
HnentndguuupoBaHHbie NPHMeECH
(%)
RRT 0,38 (NT-316 Ge3 rpynmnsi 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) (1-6) HH.* HH.* 0,09 0,14 0,20 0,14
RRT 1,28 (¢popmuun) (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 (6en3sumunaszoan) (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

b

2

2

b

H.O. = He onpenenexo.

H.H. = He uccnenosaHo.

*IpucyTcTBUE KaKUX-JINO0 pUMeCeH ajbAeriaa B STUX ABYX MAPTHIX HE YCTAaHABIMBAJIH.
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Yayuwennoe ocmamounoe cooepxcanue pacmeopumeneii 6 cnocooe 3

[00428] Bo Bpems nepsoro mosyuenus X4P-001 (panee AMDI110170) st KJIMHHYECKUX
HCCJIENOBAHHM JIEKAPCTBEHHYIO CYOCTAHIIMIO HEMOCPEACTBEHHO BhIAEISUTN B ()opMe CBOOOIHOTO
OCHOBaHHSI C HCIIOJIb30BAaHUEM OTHJIALIETaTa B KAueCTBE PACTBOPHUTEJNS IS KPUCTAILITHU3ALIIHN
(cmoco6 1). OnHako BO3HUKAIM TPYIHOCTH IMPH YAAJIESHHH dTUjarerara u3 roroporo AOU, npu
9TOM TIOJlyuY€HHEe HCCIeNyeMbIX MapTHil TpeOOBaIO TPYAOEMKHX IPOLIECCOB, BKIIIOYAIONINX
M3MeJIbYeHHe U 00pabOTKy ropsiduM a30TOM /Ui YMEHBLIEHUS ero COAep KaHusl HIDKe Ipefena,
YCTaHOBJIGHHOTO B TpeboBaHMsAX MeXayHapoaHOH KOH(EpeHIMH IO TrapMOHH3ALHH
TEXHUYECKUX TPeOOBAHUI K PErHCTPALIMH JIEKAPCTBEHHBIX CPEACTB AJIsi MPUMEHEHHS y YeJIOBEKa
(ICH), xotopernii cocraiser He Ooinee 5000 ppm. B mepmeix momsiTkax mnosmydenus AMD-
110170 nns nHeckonmpkux maptuii A®H Taxke HCMONB30BAIM H3OINPOIUJIALETAT B KauecTBe
pacTBOPUTEIS AJIsl BBIAEJIEHHS COTJIACHO Ccriocoly 1.

[00429] TlozgHee B mpouecce MOJIy4YeHUs] B KA4eCTBE MPOMEKYTOYHOTO COEAHHEHHUs ObLia
BbiAenieHa comb AMD-11070 ¢ mapa-ruapokcubensoiinoi kucnorou (III'BK) ¢ mocneayromum
npeBpaieHrieM B cBOOOAHOE oOcHoBaHMe (croco® 2). ABTOpPBI HACTOSILIEro H300peTeHHs
HCTIOJIB30BATM ATOT CHOCOO ISl MPOM3BOACTBA JIEKAPCTBEHHOM CyOCTAaHIMM [Jisi HEIaBHUX
KJIMHUYeckuX wucnbiTanui. CoriacHo crocoOy 2, cBOOOAHOE OCHOBAaHWE BBIACISIIA TOCIE
BBIZIJIEHHST COJIU C HWCIIOJIb30BAaHHEM H3OMpONMIalieTaTa BMecTo 3Twianerara. Otor AU
JIEMOHCTPUPOBAJT CXOX€Ee BBICOKOE OCTATOYHOE COAep)KaHHWe pacTBopureiei, kak u AOU,
MOJIyYeHHBIH mocpeAacTBoM crnocoda 1. Kpome Toro, aBTOpBI HACTOSIEr0 W300pETEHHS
OoOHapy XKW, YTO H3OMPOINMIIALETAT yYacTBOBAJl B OOpPA30BAaHWM NPHUMECH aleTaMHaa B
nporiecce nojiyueHus. Takum oOpaszoM, Obliia 000CHOBaHA 3aMeHa PACTBOPUTENIS JJIS BhIIEIEHUS
rorooro AOH.

[00430] HenasHee ycoBepiieHCTBOBaHME Croco0a, MPENJIOKEHHOE aBTOPAaMH HACTOSIIETO
n3obpereHus, 00ecneumIo MEeTOANKY HEMOCPEACTBEHHOTO BBIIEJIEHUSI CBOOOIHOTO OCHOBAHHS
(conp III'BK Gonblie He SBJIIaCh MPOMEKYTOUHBIM COENUHEHHEM B MPOLIECCE IMOJYUYEHHS),
COTJIACHO KOTOPOW MCTOJIB30BAJIM TOJIYOJ BMECTO M30TPONIIIALIETATa B KAYECTBE PACTBOPUTEIS
IUT KOHeYHOH kpucTtasmsannu (crnocod 3). ABTOpBI HACTOSIIIErO M300peTeHHs OOHAPYKUITH,
YTO TOJIyON He BCTymall B peakiyio ¢ X4P-001 u, cnenoatensHO, ABIsIicS OoJjiee MOIXOAAIINM

pacTBOpUTEIIEM [Jisi BBIACIICHUS. Kak Ob110 OTMEUEHO BBIIIC, OTKAa3 OT HCHOJb30BAHUA
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M30MPOITIJIAlieTaTa TAKKe MNPUBOAMI K YMEHBIICHUIO COAep KaHus mpumeceit. JlaHHbie 1O
OCTaTOYHOMY COHEpKaHUIO0 pactBopuTesel B maptusx X4P-001 u ocrarouHOMY COnEp:KaHHUIO

PacTBOPUTENEN I KPUCTAIUIU3AIMH KPATKO TTPUBEAEHBI B TabuIle 5.

Taoamua S: OcTtaTouHoe coaep:kanue pacrBopureei Ajs BbiaeneHus X4P-001 B npounecce

YCOBEpUIEHCTBOBAHHSA CIOC00a

Onpenensiemoe
PacTBopuTess asst
coaep:kaHue
BbBIAC/ICHHU A
(ppm)
Cnocod Nel
OTmianeTar Win
H 7219
H30TPOIUIAeTaT
OrTunanerar uiu
H 9108
M30TPOITUIAeTaT
OrTunanerar uiu
1 1971
M30TPOIUIaeTaT
OTunanerar Win
1 6820
H30IPOITHIAETAT
OTunanerar Win
1 9298
H30IPOITHIAETAT
Cnoco0 Ne2

Hzonpormnarnerar 2500

Hszonpormnanierar™™* | 4148%*

Hzonpormnanerar 7440

H.O. (iIPAc)*
Hzonpormnanerar u
Tomyon* 2280
(Tonyom)*
Cnoco0 Ne3
Tomyon 4487
Tomyon 2020
Tomyoun 3022
Tomyon 2020
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Tomyon 1337

*Tlaptus A®U Gbuta nepepaboTaHa U3 MAPTHH, KOTOPYK MEPBOHAYAIBHO KPUCTALIIM30BAIH C

WCIIOJIb30BaHNEM H30TPONIIIALIeTaTa, C WCMIOJB30BAaHHEM TOJyoJda Ha KOHEYHOM CTaguH
KPHUCTAUIN3aLHH, COOTBETCTBEHHO, 3Ty MApTUIO TMOABEPrajyd aHAIN3y HAa COAEpPKAHHE Kak
nsonponuianerata (1IPAc), tak u Tonyona.

**Taptust 3-1.

[00431] Cnauana B maptusix X4P-001 6puto 0OHApPYKEHO CpedHee OCTATOYHOE COAESPIKAHUE
pacTBOpUTENs AJId MEPBUYHOM KpUCTAUIM3auMyd B AvanasoHe oT 1971 ppm go 9298 ppm.
ABTOpBI HACTOSILIEr0 HM300pETeHUs] HCHOJb30BATM IIOAXOA JOMYyCTUMOM  €XeIHEBHOU
skcnosuumu (JAED) mns cocraBneHuns cnennUKauyd Ha OCTAaTOYHOE COAEPKAHUE TOJIyOJia B
cBobomHOM ocHoBaHMH X4P-001.

[00432] Ha ocnoBanum no3er X4P-001 600 mr B cytku (50 % 3amac 6e30macHOCTH MO
CPABHEHHIO ¢ TUITUYHOM KJIMHUYECKOH 10301 400 Mr B CyTKH), pacue€THOE COAEPIKaHUE TOJyOJIa
B AOU X4P-001 we momxnHo npesbrmark 4500 ppm. CiaegoBaTenbHO, B HEKOTOPBIX BapHAHTaX
peann3anuy HACTOSIIEro U300peTeHus criennuduKanis Ha OCTATOUYHOE COAEpKaHHe TOJyoJa B
X4P-001 nonyckaer He Oonee 4500 ppm. COOTBETCTBEHHO, B HEKOTOPBIX BapHaHTAX
peayM3alfi HACTOSIIEr0 W300peTeHust mpemyioskeHa kommosunus X4P-001, comepskaimas He
6osee 4500 ppm Tonyosia vy 1350 ppm Tonyoia.

Buvi6oowt

[00433] B uenom, BBIIIEYNOMSIHYTBIE yCOBEPIICHCTBOBAHUS, IMPEACTABICHHBIE B BapHAHTE
cnocoba 3, obecneunBanu OoJiee HANEXKHYIO M BOCHPOU3BOAUMYIO 3aKJIFOUUTEIBHYIO CTaIHIO
criocoba 1O cpaBHeHUIO ¢ BapuanToM 2. Hawnboyiee BaKHBIM SIBJSETCS TO, YTO YHCTOTA
BeimenenHoro  A®M  X4P-001 Obima 3HAQUWTENBHO — yJydlleHa 10 CPaBHEHHIO C
MPeIIIeCTBYIOIUM BapHaHTOM crocoba. BaxHO OTMeTHTh, YTO aBTOpPAMU HACTOSILIETO
n3obpereHus ObLIO OOHAPYKEHO, YTO BHIOOP PACTBOPHUTENIEW NPU TMOJYYEHUH W BBIICJICHHH
X4P-001 sBnsiercss KiIrO4eBbIM (PAKTOPOM MJisl YJyUIIeHUs mpoQuiis MpuUMeceH, OMMCAHHOTO
BbIle. B dWacTHOCTH, aBTOPBI HACTOSAMEro W300pEeTeHHsT 3aMEHWIN AUXJIOPMETaH W
H30IPONMJIALETaT, KOTOPble NMPUMEHSUINCh NPH IoaydeHuH U BeigenieHnu X4P-001 cormacHo
BapuaHTy crnocoba 2, Ha 1-OyTaHOJ M CMeCh TOJIyOJI/METaHOJ, COOTBETCTBEHHO, B BapHaHTE

cnocoba 3. ABtopamMu Hacrosimero wus3o0OpeTeHus ObUTO OOHAPYXKEHO, YTO B MAPTHSX,
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MOJIyYeHHBIX C MPHUMEHEHHEM BapHaHTa crocoda 2, HEKOTOphIE MPUMECH MPHUCYTCTBOBAIN B
TOTOBOM TMPOAYKTe B TMOBBIMIEHHBEIX KOJHYeCTBaX BcyieAcTBUe peaknmu AOU, X4P-001, ¢
OUXJIOPMETaHOM M H3omporwianeTatoM. Eme oxuH oOHapy»XeHHBIHM KIIO4eBOH  (akT
3aKIJIIOYAJICS B TOM, 4yTO oOpasoBanue cmou 1 3amaciusanne ADU B nponecce kpucraum3anin
TOTOBOTO MPOJYKTa COMJIACHO BapUaHTy criocoba 2 ObUIO CBS3aHO C HEMOCTOSHHBIM (M YacTo
HEBBICOKMM) KayecTBOM wHcxomHoro emectBa AMD-2890. Kak ommcaHo BbIlle, aBTOpaMu
HacTosAIIero n3odpereHus Obula BBEAEHA yCOBEPLISHCTBOBaHHAs MeTonauka Bbiaenenns AMD-
2890, xoTopasi Hen3MeHHO olecreynBayia IOJyueHHe BBICOKOKadecTBeHHOro AMD-2890 u
MO3BOJIsIIa M30exarh 00pa3oBaHus cMOJ U 3amaciiuBaHuss ADOU.

IIpuvep 10: Ouenxka MyTareHHOCTH

[00434] Abtopamu Hacrosimero n3oOpereHHs ObUIa BBIITOJHEHA OLIEHKA pUcKa 0Opa3oBaHMs
MYTareHHBIX BEIECTB, CBS3aHHOTO C CHHTETHYEeCKHM criocobom mosyueHuss X4P-001, Bcex
OTHOCSIIUXCS K JAHHOMY CrocoOy TPOMEXYTOYHBIX COCOMHEHHWN, BO3MOXHBIX U
oOHapy>keHHbIX mpumeced. OLieHKa BKJIIOYAa PACCMOTPEHHE BCEX BHAOB CHIPBSI, BKJIIOYAS
KJIIOUYEBBIE MICXOIHBIE BEIIECTBA, & TAK)KE BO3MOXKHBIX U OOHAPY>KEHHBIX MPUMECEH U MPOAYKTOB
pasyoxeHus, 00pa3yrIUXCcsl B XO[e Iporecca nojiydeHus. Bce oreHku ObUTM MpOBENEHBI B
cooTBercTBUU ¢ TpeboBanusimu Pykosonctea ICH M7(R1).

[00435] Ha cxeme 10 u cxeme 11 Hipke npencraBieHbl cnocod cuHTe3a 2 U criocod cuHTe3a 3,
cooTBeTcTBeHHO, it X4P-001. Ha cxeme 12 mpencrtaBlieH CHHTE3 U TOJIy4aeMbie B €r0 XOAe
MPOMeKyTOYHBIE coenuHenus st NT-319 u AMD-2890.

[00436] B Tabamme 6 HKke nNpeACTaBieHbl OOHAPYKEHHbIE TMOTEHLHAIBHO MyTareHHBIS

npuMecH 1yt ciocoda mosryueHust X4P-001.
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Cxema 10: Cnnoco0 cunresa 2 ana X4P-001

Boc. o ]
| N — - Boc H P
N -
N/ Cragus 1a | ~ NT-319 N B
Y P NN PO
NH, «2HCI N™ Y Craaus 1b Boc
NT-272 NHz
coeanHeHue 1
L _ [MpomexyTouHoe
UMUHHOE
— coeAnHeHne —
X
- N 7
Cragua 1b N™ Y Ctagus 2 |
——>  HCleHN .Boc ——————= Z
\/\/\,Tj C[N cl N :
Boc H— N N~ -Boc
NT-316 N @[ H— \
\
Boc N\ Boc
AMD-2890 L Boc .
19 Tpu-Boc-AMD-11070
® ®
p/ ~Z
N7 Y N™ Y
z = X4P-001
N N
NH,| _CTeans 4 NN, | CTeAnA S B chopme
Ctagua 3 OH csoGogHoro
E—— N? "NH N“ "NH OCHOBaHus
HeBblgeneHHoe X4P-001 COOH
— NMPOMeXyToyHoe — B oopme
coeanHeHue conu NrekK
X4P-001
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Cxema 11: Cnoco6 cunresa 3 ansa X4P-001

H-6yTaHon Boc. o}
N — - Boc H P
| Z c 1 N NT-319 NT X
N K TeAns 1a | _ N NW\N,BOC
NH, e2HCI N H Cragus 1b éoc
NT-272 NH;
- coeauHeHune 1
- - [MpomexyTouHoe
coeAvHeHne MUHa
O
_ _ -
Cragusa 1b N Y Ctagna 2 | A
—— HCle HN .Boc 2
\/\/\ITl ©:N cl N H
Boc H— N N~_\,-Boc
NT-316 N C[ 3yt N
\
Boc N\ Boc
AMD-2890 | Boc i
19 Tpu-Boc-AMD-11070
o~ AN
| |
N Y N/
N\/\/\ N
Cragus 3a J: NH2|  cragusi3b N\/\/\NH2
N7 "NH N7 “NH

8

X4P-001 B hopme
cBoboagHoro
OCHOBaHuA
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Cxema 12: Cunres NT-319 u AMD-2890.

OEt Ctagusa 10a Boc OEt Crtagunsa 10b Boc OEt
HyN ~ _— ~
OEt OEt Boc OEt
ABA
4,4-nn3TokcUOyTaH-1-aMuH CoeauHeHue 2 CoeauHeHue 3
Ctagua 10c
Boc. 0
N/\/Y
Boc H
NT-319

H cl
N Cl Crapgusa 6 N
- >
——-
©:N/ N

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

Tabonuua 6: UaenTuduuupoBaHHbIe NOTEHIHAJILHO MyTAreHHbIE MPHMECH JUIA CIocoda

cunresa X4P-001

N \

Boc

RM-396 AMD-2890
1-8 19
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[00437] Osxupmaemass TPONOJDKUTENBHOCTh  JIEYCHHWS]  IMALIMEHTOB,  YYaCTBYIOIIMX B
KIMHUYECKUX UCTMBITaHUSX, coctaBiiser MeHee 10 ger. Jlomyctumoe mnoTtpebneHue
JIEKAPCTBEHHOTO CPeAcTBa MpH dKcro3uiuu > 1-10 net cocraBisier 10 nr/meHp MyTareHHOH
npumecH, coriacHo Tabmune 2 B Pykosoactee ICH M7(R1).

[00438] Ha ocuHoBanuu no3er X4P-001 400 wmr/cytkw, momycTuM mpenesa 1m0 25 ppm
MOTEHIHATIbHO MyTareHHbIX npumeceii (10 rr/cytku/400 mr = 25 ppm (1/1)).

[00439] Bosmoxnusie npumecu I-10 u I-11 we O oOHapyxensl B X4P-001. Kpome Toro,
TeopeTudyeckuil pacuer kod(dduimeHTa OUMCTKH s cnocoba CHUHTe3a 3, OCHOBAHHBIA Ha
onyOJMKOBAHHBIX MCTOYHHKAX, Takux kak Teasdale et al., (Org. Process Res. Dev. 2013, /7,
221), mokasay, 4YTO YyKa3aHHBIM crnoco0 obecrneunBaer 3(p¢eKTHBHOE yCTpaHeHue OOeux
Bo3MOXHBIX npumeceit [-10 u I-11, npu 3TOM TeopeTHUecKHil KOIPPHULHUEHT OUYHUCTKU
cocrasnset npumepHo 9 x 10% (I-10) u nmpumepno 9 x 10'° (I-11).

[00440] Ha ocHOBaHMHM BBIYHCIEHHBIX KOIDQPUIMEHTOB OYHUCTKH ObUIO PACCYHTAHO
teopetuueckoe ocrarouHoe koymuectso I-10 u I-11 B X4P-001, cocrasnstomee npuMepHO <
0,0001 ppm I-10 u mpumepno < 0,000001 ppm I-11, uto cBuperenscTByeT 00 3hdeKTHBHOM
yCTpaHeHHH OO0enX MOTeHLMAIBHO MYTAareHHBIX MPHMECeH C IMOMOLIBI0 3TOTO crocoba u
OTCYTCTBHH HEOOXOAUMOCTH KOHTPOJISI YucTOTHl X4P-001.

[00441] Boamoxusie npumecnt RM-396 u AMD-2890 (I-9) He Obutu OOHapyskeHBI (TIpemes
koaudyectBeHHOro omnpexaenenus, wm [1KO, 2,5 ppm) B X4P-001, uto cBunmerenscTByeT 00
3 PEeKTHBHOM yCTpaHEHHH 00X MOTEHIHATBHO MYyTareHHBIX MPUMeCced C MOMOIIBI0 ITOrO

crocoda.

Ipumep 11: Trepasie cocTaBbl, coaepxkammue 25 mr, 100 mr u 200 mr

[00442] Tlpm monydeHHH COCTaBa BCIIOMOTATENbHbIE BEIECTBA ObUTH BHIOPAHBI HA OCHOBAHUU
CKPUHHUHIOBBIX HCCJICNOBAHUM, BKIIOYAIOMINX KPATKOCPOUYHYKD COBMECTHUMOCTE PAa3IMYHBIX
BCIIOMOTATEJIBHBIX BeHIeCTB. MUKPOKpHUCTAIUTMYECKAs LEJUTI0I03a Obula BRIOpaHA B KadecTBe
pa3taBUTENS/HATIOMHATENS ISl KallCyJl C MEHBIIEH TO3MPOBKOH, comepxkamux 25 wmr. Jlus
MOBBIIIEHUS] TEKYYeCTH B CIydae COCTAaBOB C OOJIbIIeH MO3UpOBKOH, comepxamux 100 mr, B
coctaB M00aBIsUTH pa30aBUTENb/HAMOIHUTEF HA OCHOBE IUTHMApPATa ABYXOCHOBHOrO (ocdara

kanbiua. COOTHOIEHHWE KOJMYECTB MHKPOKPUCTAJUTMUECKOW IEJUIFOJ03bl W JUTHIpaTa
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IBYXOCHOBHOTrO (hochara Kanmbliusg ObUIO BBIOpAHO TakuM 0O0pas3oM, dYTOOBI OO0ECHeunTh
NPUOJIM3UTENILHOE COOTBETCTBHE OOBEMHON IUIOTHOCTH JIEKAPCTBEHHOW CyOCTAHIMH TSI
YMEHBIIEHHs] BEPOSITHOCTH CETperanyy B MPOLEcce CMEIIMBaHusa. B kadecTBe CMa3bIBAIOIIEro
BemiecTBa ObUT BbIOpaH creapwidymapar Hatpus. Just oOJerdeHus: HATOJHEHHS Karcya C
MOMOIIBI0 ABTOMATHYECKOTO HAITOJHUTENIS KAIICYJl B COCTaB TOOABIISIA INIMAAHT — KOJUTOHMTHBIH
TUOKCHI KPEMHHS — B KaueCTBe H00aBKH IS MMOBBIIEHUs TekydecTd. Kpockapmesiosa HaTpust
Obuta BRIOpaHA B KAueCTBE Pa3PBIXJIUTENA sl OOeClieYeHrsl aBTOMATHYECKOTO HAITOJIHEHHS
KaricyJt. J[is yMeHbIeHUs CIIMIIaHMs JIEKapCTBEHHOH CyOCTaHIMK TPU 3aKJIFOUEHHH B KarlCyJibl

B COCTaB A00ABILUTH JaypuiICyib(ar HaTpUs B KA4eCTBE CMAYMBAIOIIEro areHTa.

Ta6muua 7: Komno3uuus B popme THHOBBIX KamncyJ1, cogep:xramux 25 mr X4P-001

CooTBeTCTBHE KonuuecTBo %
Kommnonenr Ha3nauenne
CTAaHZAPTY (mr/kamcyna) | macc./macc.
Kommosuims X4P-001 CoOcTBeHHEBIH AKTHUBHBII 25.0 14,7
CTaHIapT UHTPEIUEHT
MuipoxpucTanieckas NF PasGasutens 132,7 78,1
LIEJITIONI03a
Kpocrapmenosa NF Pazperxnurens 10,2 6,0
HATpUS
Creapuidymapar NF CwmassiBaroniee 1.7 1.0
HATpUS BEIIECTBO
. Jlobaeka s
Konnonnweiit muokcun USP TOBBIIIIEHHUS 0,4 0,2
KPEMHHS
TEKY4ECTH
Bcero 170,0 100,0
TBeprapie xKenaTHHOBBIE USP VIaKoBKa B B
KarcyJisl, pazmep 1

Taonuua 8: Komno3unus B popme kancysn, conepxkammux 100 mr X4P-001

100 mr
Komnonenr Coorsercrene Hasnauenme |
0JIHYECTBO
CTaHAapTy macc./macc.
(Mr/kancyna)
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100 mr
K CootBeTcTBHE I
OMIIOHEHT cranzapty A3HAYCHHE | K o/IHYecTBO ace./mace
(Mr/xancy.ia) ’ )
Kowmmosumms X4P-001 CobeTennbii | AxTuBHAs 100,0 37.6 %
CTaHmapT cyOcraHus
Jlruapar ABysaMelleHHOro USP/NF PasGasuTens 84,3 31,7 %
docdara kanmbLysa
M
HKPOKPHETATTIHCCKAA NF/EP Pasbasurens 60,9 22,9 %
LIEJUTION03a
Kpockapmennosa Hatpust NF/EP Pazprrxnurens 16,0 6,0 %
CwmasbiBaroIee o
Creapundymapar HaTpust NF BEIIECTRO 2,7 1,0 %
Jlaypuncynegar HaTpus NF/EP CmaunBaromuit 1,3 0,5%
areHT
Konmonpneiit nuokcu Jlobasia ata
. A o NF/EP ITOBBILIEHUS 0,8 0,3 %
KPEMHHSI
TEKYYECTH
Bcero 266,0 100 %
TBepabie skeJIaTHHOBLIE
KarcyJiel, pasmep |
Oenprii/Genbiii. KayecTBeHHBIH USP Samouenue b - -
. KarCyJbl
COCTAaB: JKEJIATUH U JUOKCH]T
TUTAHA.

Taonuua 9: Komno3umus B popme kancys, conepxkammux 200 mr X4P-001

200 mr
Teopernueckoe
IIpouenT B pacuere
HNurpeanenTsi na onny Kkancy.y (%) KOJIHYeCTBO B pacyere
ARy yay (7o HA OJHY KAncyJay (mr)
Kommozurms X4P-001 61,5 200,0
MukpoKpHUCTa/INYeCKast LEJUTF0I03a,
NF/EP (Avicel PH 101) wiu 12,9 41,93
OKBUBAJIEHT
Jurunpart neysamerineHHoro ¢gocdara
kaneuys, USP/NF 17.8 57.85
KpocxapMeJmosa.HanHs{, NF/EP (Ac- 6.0 19,50
Di-Sol)
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Jaypuncynsgat Harpus, NF/Ph. Eur. 0,5 1,625

KonnonmHeit TUOKCH KPEMHUS,

NF/Ph. Eur. (Cab-O-Sil M-5P) 0.3 0,9750
Creapundymapar Harpusi, NF (Pruv) 1,0 3,250
Ooéuree cogep:kaHue KANCYJIBI 100 325,0

[00443] CoBMecTUMOCT:  HAmoOJIHUTENIEW ObUla  TMPOJEMOHCTPUPOBAHA C  TMOMOIIBIO
MPOAOJIKAIOIIMXCS TOJITOCPOUHBIX HCCJIENOBAHUM CTAOMJIBHOCTH JIEKAPCTBEHHOIO IMperiapara,
COIJIACHO KOTOPBIM Iperapar OTBedyasl TpeOOBaHUSM CTAOWMIBHOCTH B KOHKPETHBIX YCJIOBHSIX
XpaHeHHsI IPU OXJIAKIACHUHU, IPU 3TOM OBUIH HUCCIIEAOBAHBI 3 MAPTUHU KarcyJ, comaepxammx 100
Mr. JIOCTymHBI pe3ysbTaThl UCCIASNOBaHMs CTaOUIBHOCTH B TEUYEHHE MepHona A0 24 MecsLeB
npu yenoBusix xpanenus 5 °C + 3 °C u 25 °C/OB 60 % mnst xancyn maptun 15K227,
comepxamtux 100 mr X4P-001, ynakoBaHHBIX BO (pJIAKOHBI M3 JKEJNTOro cTekja Ha 30 mrTyk u
IepPMETHYHO 3aKPBITBIX B MAKEThl U3 aAMOMUHHEBOH (osibru. IIpu pekoMeHIyeMBbIX YCIOBHSIX
xpanenuss 5 °C £ 3 °C pesynabTarel CBHIASTENBCTBOBAM OO0 OTCYTCTBHHM 3HAYUTEJIBHBIX
OTKJIOHEHHH KaKHX-TH00 TMapaMeTpoB, ONpPENesieMbIX B aHAIM3E CTAOWIBHOCTH, B TEUYESHHE
nepuoma A0 24 MecsieB (aHaNMM3 aKTHBHOCTH, COAEP)KaHHE TMPUMecel, pPacTBOPHMOCTE,
coaeprKaHue BIard U MUKPOOHOIOTMYECKHE TECTHI).

[00444] Pesynbrarel KcceAoBaHHS CTAOWJIBHOCTH B TEUEHHE IMEpPUONA M0 9 MeCsleB s
karcyJ, coapepxamux 100 mr, moaseprayTeix xpaneHutro npu S5 °C £ 3 °C u ynakOBaHHBIX BO
(TaKOHBI U3 JKEITOTO CTEKJIA, TEPMETHYHO 3aKPHIThIE B MAKEThI U3 AIIOMUHUEBOU (DOJIBIH, HITH
BO (prakoHbI U3 nonmdTHIIEHa Beicokol miotHocTH (HDPE) Oxy-Guard, cBunetenscTBoBaiu 00
YBEJIMYEHUH TPUMECH MMHHA C TeUYEHHEM BPEMEHH, HO MPHU 3TOM COAEPKaHUE OCTABaJIOCh B
npenesax IonycTuMoro B cretmdukanun. Kakux-mrnd0o OTKIOHEHHH OT HCXOAHBIX 3HAYEHHH 110
JMOOBIM JIPYTUM TTapaMeTpaM aHaju3a cTabuIIbHOCTH OOHAPYKEHO He OBLIO.

[00445] Pesynbrarel nccienoBaHHs CTAOWJIBHOCTH B TEUEHHE IMEPUOMA IO 3 MECSLEeB IS
KaricyJi, comepskamux 100 mr, moasepruyteix xpanenuto npu 5 °C £ 3 °C u 25 °C/OB 60 % u
ynakoBaHHBIX BO (nakoHel 3 HDPE Oxy-Guard, cBraeTensCTBOBaIH 00 YBETHUSHHUH IPUMECH
MMHUHA C TeYSHHEeM BPEMEHH, HO TIPU 3TOM COIep KaHHe OCTABAIOCH B MPeAesax AOMyCTHMOTO B
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cnemmpukanmy. Kakux-muGo OTKIOHEHWH OT HCXOAHBIX 3HAYEHWH MO JIOOBIM ApPYrUM
rnapamMeTpaMm aHaau3a CTabMIBHOCTH OOHapy>keHO He Obuto. DTH KarcCysabl OBUTH TMOJYYEeHBI C
NpUMeHeHneM JiekapctBeHHON cyOcranimn X4P-001, mpu mpousBomctee koTopod Obuta
HCTIOIb30BaHa METOMKA 0OPabOTKH ¢ MPUMEHEHHEM TOJIyOJIA.

[00446] [lanbHeilliee UCHOJIB30BAHME XPAHEHUS C OXJIQKIEHUEM B CUCTEME XOJIOJOBOM LIeTIH
SBIISIETCS OKHIaeMbIM TpeOoBaHHeM IJIs JiekapcTBeHHoro mpernapara X4P-001. Emxocts s
MEPBUYHON YIIAaKOBKU JiekapcTBeHHOro rnpemnapara X4P-001, koTopyio clenyoT UCIONIb30BaTh B
dase 3 KIMHMUECKUX MCTBITAHUL, TIpencTaBnseT coboii gnakon Oxy-Guard o6bemom 60 cm® u3
HDPE c¢ xpbimkoi nuamerpoM 33 MM ¢ MHAYKLUMOHHO 3alasHHOM MNPOKIAnKON. B kaknbril
(rakoH HaI KarcyjamMH MOMEINA0T BUCKO3HYKO BaTy, M OJHY yHakoBKy ¢ ocymmurenem (0,5 r
Sorb-It mnm ero skBHUBajJeHTa) MOMEIAIOT B BEPXHIOK YACTh KaXAOro (JIakoHA MexIy
BHUCKO3HOM BaTOM M KpbIIko# (30 mTyk).

[00447] TlompoGHoe onmcanue cnocoba nosydeHus npencrasieso Ha OUIL. 1.
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®OPMYJIA U3OBPETEHUA

(M3MeHeHHAas B OTBET HA yBeAoMJIeHHe 3KcnepTH3bl ot 05.06.2024 r.)

1. Kommnosmus X4P-001 nns mpumeHeHus st jedeHus 3a00JIeBaHUS UITH PAacCTPOHCTBA,
ceasanHoro ¢ CXCR4, coneprkamas coenuHenue Gopmy.Jbi I:

AN

Z

N v
LN\/\/\NH2
‘4

=z

NH
|

HJIN ero (I)apMaLIeBTI/I'-IECKI/I MPUEMJIEMYIO COJIb, U CJICAYIOIICE COCAUHCHUC!

| X
~
N -
J:N\MO
NZ “NH

I-6
win ero apMaleBTHYECKH ITpHeMJIeMyIo cojib B kojuuecTBe oT 0,001 mo 0,5% macc./macc. ot

maccel komnosunuu X4P-001.

2. Kommozuims X4P-001 gns mpumenenuss mo n. 1, rme kojmuectBo I-6 wim ero
dapmariepTruecku npuemiemoii coiu coctaeister ot 0,01 mo 0.4% wmacc./macc. OT Macchl

xoMmriosunmu X4P-001.

3. Kommosumss X4P-001 ans mpumenenuss mo n. 1, roe kommuectBo I-6 wim ero
dapmariepTruecku npuemiemoii coiu cocrasimsier ot 0,01 mo 0.3% wmacc./macc. oT Macchbl

xoMmriozuumu X4P-001.

[—
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4. Kommozurins X4P-001 mns mpumenenus mo 1. 1, roe kommaectso I-6 cocrasmsier ot 0,01

1o 0,2% macc./mMacc. ot Maccsl kommosurmn X4P-001.

3. Komnosmmus X4P-001 mns npumeHeHus mo jobomy w3 mm. 1-4, comepkamas o

MEHbIIeH Mepe Clienyroliee COeAMHEHUE:

| X
/
' J
N
N
H
N” "NH
I-2
win ero GpapMarieBTUYECKH MPUEMIIEMYIO COJIb.
6. Kowmnosuius X4P-001 ans nmpumeHenws mo Jyobomy w3 mm 1-5, comepxkammas mo
MEHBIIEH Mepe ClIeayolee COeNMHEeHNE:
| X
/
N
J: \/\/\NH2
N” N
@ N
I-3
WM ero (papMareBTHYECKH PUEMIIEMYIO COJTb.
7. Komnosmus X4P-001 mng npumeHeHus mo jgwoOomy w3 mm. 1-6, comepkamas o

MeEHbIIeN Mepe Clieayrolee COeAUHEHNE:
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| X
~
N o)
N\/\/\NJ]\
L "
N” "NH
I-5
wiu ero papMarieBTUYECKH MPUEMJIEMYIO COJIb.
8. Komnozuus X4P-001 gns mpumenenwst mo 1. 6, conepskamjasi 1o MeHbIIEH Mepe
cienyolee CoeIuHeHHe:
| X
/
N7
HN
\/\/\NH2
I-7
win ero GpapMarieBTUYECKH MPUEMIIEMYIO COJIb.
0. Kommnoszumus X4P-001 nyst mpumenenus no . 8, rae komno3suuus X4P-001 ve conepxur

I-2 wnu I-5 wnm ux papManeBTHUECKH MPUEMIIEMBIX COJIEH.

10. Kommozuims X4P-001 pns mpumenenuss mo n. 5, rae kojmuectBo I-2 wnmm ero
dapmariepTruecku npuemiemoii coiu coctaeister ot 0,01 mo 0.3% wmacc./macc. OT Macchl

koMmriosuumu X4P-001.

11. Kommosuims X4P-001 nns npumenenus no mmr. 6 uiu 8, rae konmdectso I-3 wmu ero
dapmariepTruecku npuemiemoii coiu coctaeister ot 0,01 mo 0.4% wmacc./macc. OT Macchbl

xoMmriosunmu X4P-001.

12. Kommoszutmss X4P-001 ans mpumenenuss mo n. 7, tae kojmuectBo I-§ wmmm ero
dapmariepTruecku npuemiemoii coiu coctaeister ot 0,01 mo 0.4% wmacc./macc. OT Macchbl

koMmriozunmu X4P-001.
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13. Kommozutns X4P-001 gms mpumenennss mo 1. 12, rme xomuuectBo I-7 wmm ero
dapmarieBTrueckn npuemsieMoit comu cocrtasisier or 0,01 mo 0,25% wmacc./macc. OT Macchl

xkoMmriozunmu X4P-001.

14. Kowmnozurius X4P-001 ans npumenenust no modomy u3 o 1-13, roe obmas macca I-6
MOOBIX MPUCYTCTBYIOIINX HOMOJIHUTENLHEIX TIpuUMeced coctaeiiseT He Oonee uem 0,8%

Macc./macc. oT Macchl komnosurmu X4P-001.

15. Kowmmosunus X4P-001 njist npumMeHeHus AJis jiedeHus: 3a00J1eBaHUs UM PAaCCTPOMCTBA,

cesizanHoro ¢ CXCR4, conepixaias coenunerue GpopmyJisr I:

z

J:N\/\/\NH2
7

9
I

win ero papMarieBTHYECKH MPHEMJIEMYO COJIb, U TI0 MEHbIIEH Mepe OJTHO U3 CIIEMYIOMINX

=z

COEMHEHUI:

AN/

e
\=0

=z

g

I-2
win ero (papmaieBTHUecKH mpuemsieMyo cojib B kosmdectse oT 0,01 mo 0,3% macc./macc. ot

Macchl kommosuimu X4P-001;
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I-3
win ero (apmaneBTHUecku npuemsiemyro coib B kosmdectse ot 0,01 no 0,4% macc./macc. ot

macchl kommo3uimu X4P-001;

AN
P
N™ o)
J:N\/\/\NJJ\
H
NZ "NH

I-5
win ero (papmaineBTHUEeCKH MpueMsieMyo cojib B kosmdectse oT 0,01 mo 0,4% macc./macc. ot

Macchl kommosunyu X4P-001;

X
»
N -
J:N\/\AO
N“ "NH

I-6
win ero (papMaleBTUYECKH mpuemiiemyto cojb B kosmdectse oT 0,01 mo 0,4% macc./macc. ot
Macchl kommosunuu X4P-001;

WIn
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X

P
N

I-7
win ero (papmaneBTH4YecKu mpuemiieMyro coib B koauuectse oT 0,01 mo 0,25% macc./macc. ot

macchl kommosunuu X4P-001.

16. Kommnozunns X4P-001 nns nmpumenenus mo m. 15, rme xomnosunus X4P-001 ne

COOCPIKUT CIICAYIOIICEC COCANHCHUC!

WK ero (hapMaLeBTHYECKH IPUEMIIEMYIO COJIb.

17. Kommozumms X4P-001 mns mpumenenus mo n. 15 wnm 16, roe xommosumus X4P-001

conepxut kaxnoe u3 I-2, I-3, I-5, 1-6 u I-7, win ux apmanieBTHUIeCKH MPUEMIIEMbIE COJIH.
18. Kowmmozumus X4P-001 mo mobomy u3 . 15-16, nonomauTensHo coneprxamas I-1:
(O
L
N Y
NJ:NH

I-1

Zn

\/\/\N¢

win ero (papmaileBTHUeCKH mpuemsieMyto cojib B kosmdectse oT 0,01 mo 0,7% macc./macc. ot

maccel komnosunuu X4P-001.



19. Komnozuius X4P-001 pns npumeHeHus
Wik ero (papMalieBTUYECKH NPUEMJIEMOH COJH

maccel kommosunuu X4P-001.

20. Komnoszuus X4P-001 nns npuMeHeHus
win ero (papmMaleBTUYECKH NMPUEMJIEMOM COJH

macchl kommosunuu X4P-001.

2]. Kowmnozurius X4P-001 mis nprumeHeHus
Wi ero (papMaLeBTHYECKH MPHEMIIEMON COJIH

Maccel komrozunuu X4P-001.

22. Komnozurius X4P-001 mis nprumeHeHus
Wi ero (papMaLeBTHYECKH MPHEMIIEMON COJIH

Maccel komrozunuu X4P-001.

23. Komnoszuus X4P-001 mns nmpumenenust
Wik ero (papMarieBTUYECKH MPUEMIIEMON COJIH

maccel komnosunuu X4P-001.

24, Komnoszuus X4P-001 mns mpumenenust
win ero (papmMaleBTUYECKH MPUEMIIEMOH COJH

maccel komnosunuu X4P-001.
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no jrobomy u3 mm. 15-18, roe konmuecTBO

coctasisger or 0,01 mo 0,2% wmacc./macc.

no jrobomy u3 mm. 15-19, roe konmuecTBO

coctasiszer ot 0,01 mo 0,2% wmacc./macc.

no Jrodomy u3 mm. 15-20, roe KoJIu4ecTBO

coctasiiier ot 0,01 mo 0,2% wmacc./macc.

no modomy u3 mm. 15-21, roe konu4ecTBO

coctasiiier ot 0,01 mo 0,2% wmacc./macc.

1o JTI00OMy u3 1. 15-22, rie KOJHYeCTBO

coctasiger or 0,01 mo 0,2% wmacc./macc.

1o Jiro0oMy u3 1. 15-23, rae KoJHYecTBO

coctasiigeTr ot 0,02 mo 0,5% macc./macc.

25. Komnosvmus X4P-001 gns npuMeHenus 1o jgoboMy u3 mm. 15-24, conmepkaimas

MeHBbIIIel Mepe JIBa COeNUHEHHUS, BLIOPAaHHBIX U3:

I-2 wnu ero apmarnieBTUYECKH MPUEMJIEMOH COJIH,

I-3 i ero gapmalieBTHYECKH MPUEMJIEMOM COJIH,

I-S wnu ero gapmaiieBTHYECKH MPUEMJIEMOH COJIH,

I-6 v ero apmalieBTHYECKH MPUEMJIEMOH COJIH,

oT

oT

I-5

oT

I-6

oT

1-7

oT

I-1

oT
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I-7 wnu ero ¢apmalieBTHUECKH MPUEMIIEMO COJIH.

26. Komnosmus X4P-001 gns mpumeHeHus mo jodomy w3 mm. 15-25, comeprkamas mo
MEHBIIEH Mepe TPU COSNMHEHMsI, BHIOPAHHBIX U3

I-2 wnu ero ¢apmanieBTHYECKH MPUEMIIEMOH COJIH,

I-3 wnu ero ¢gapmanieBTHYECKH MPUEMIIEMOH COJIH,

I-S wnu ero ¢apmanieBTHYECKH MPUEMIIEMOH COJIH,

I-6 v ero gapmanieBTHYECKH MPUEMIIEMOH COJIH,

I-7 wnu ero ¢apmanieBTHYECKH MPUEMIIEMOH COJIH.

27. Kowmnosuius X4P-001 nns nmpuMeHeHus mo jro0omy w3 mmn. 15-24, conmeprkamias mo
MEHbIIeH Mepe YeThIpe COSAUHEHHs], BRIOPAHHBIX U3:

I-2 vu ero apMareBTUIECKH IPHEMIIEMOM COJH,

I-3 vu ero apMareBTHIECKH IPHUEMIIEMOMH COJH,

I-5 vnu ero apMareBTUYECKH IPHEMIIEMOMH COJH,

I-6 wiu ero gapmanieBTUYECKU MPUEMIIEMOH COJIH,

I-7 wnu ero apmanieBTUIECKH MPUEMIIEMOM COJIH.

28. Kowmmosumius X4P-001 ns npumenenus no jarobomy u3 . 1-14, roe kommosurust X4P-
001 He comepuT cienyomee CoeTUHEHUE:

X o]

~

N : OH
J: ~ NN o

H
z

Zn

N“ NH

I-4

Wiy ero (apMareBTHUECKH PUEMIIEMYIO COJTb.

29. Kommosuus X4P-001 nns mpumenenuss mo mobomy w3 mm. 1-28, roe coennHeHwue

dbopmyter I npucyTcTByet B komnosuiuu X4P-001 B Bume cBOOOAHOTO OCHOBAHHS.
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30. Komnosmmus X4P-001 mis npumenenus mo obomy u3 mm. 1-29, B koTopou obmiee

colieprkaHue npumMecen cocrarnset He 6omee 3,0%.

31. Kommnoszuius X4P-001 s mpumenenuss no mobomy u3 mm 1-30, B KOTOpOIt
sHaHTHOMEpHBIH M30BITOK (% 3.1.) R-oHanTHOMepa coemuwHenus dopmynel I cocraisier He

menee 97,0%.

32. Komnoszuus X4P-001 nns mpumenenuss mo Jyirobomy w3 mm. 1-31, rme ykasaHHOe
3aboneBanne win paccrpoiictBo, cBsizanHoe ¢ CXCR4, mpencraensier coOOM mepBHYHOE

UMMYyHOIepUIUTHOE 3a00IeBaHIE WIIH PACCTPOHCTBO.

33. Kowmmnosuiius X4P-001 mns mpumeHeHuss mo jgwbomy u3 mm. 1-32, rme ykasaHHOE
3aboneBanne win pacctpoiictBo, cBsizaHHoe ¢ CXCR4, mpencraensier coOOM mepBHYHOE
UMMyHOIeQUIIMTHOe  3a00JieBaHHE WM  PACcCTPOMCTBO, BbIOpaHHOE W3  OOPOHABOK,
runoraMmaryioOyiudemMus, wuH(pekumi, cuHapoma Muenokarekca (WHIM), msokenmoit
BpoxaenHo  Hewrtponenun (SCN), nmeduumra GATA2 (cungpoma MonoMAC),

unuonatuyeckoii CD4 + T-mumdormronenuu (ICL) wm curaapoma Brckorra-Onapuda.

34. Komnozuniuss X4P-001 nna mpumeHenus mo Jirobomy w3 mm. 1-33, rme ykasaHHOE
3abosieBanne Wik pacctporcTBo, cBsizanHoe ¢ CXCR4, mnpencraenser co0oit CHHIPOM

muenokatekca (WHIM).

35. Komnoszunus X4P-001 nng mpumMeHenwss mo Jirobomy w3 mm. 1-33, rme ykasaHHOE
3a00eBaHre WM PaccTpoucTBo, cBa3aHHoe ¢ CXCR4, mpencraeiser coOOW  THKETYHO

BpoxaeHHyto HeliTporneHuio (SCN).

36. Komnozunusgs X4P-001 nns mpumenenuss mo nrobomy w3 mm. 1-31, e ykaszaHHOe
3aboJieBaHNe WIN paccTporcTBO, csizanHOe ¢ CXCR4, mpencrasnser co6oii pak, BEIOPAHHBIN U3
noueuHo-kyietouHor kapiwHoMbl (IIKP), wnm paka mouku; renaToLEUTIONISIPHON KapLITHOMBI

(THK), wnu rematoOnacTOMBbl, WJIM paka IEYEeHH, MEJAHOMBI, paka MOJIOYHOW IKeJe3bl;
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KOJIOPEKTAJIBHON KapLIMHOMBI WJIM KOJIOPEKTAJILHOTO Paka; paka TOJICTOM KUILIKH, paKa MpsiMOi
KAIIKYM, paka AaHaJbHOTO  KaHajla, HeMeJIKOKJIeToyHoro paka Jjerkoro (HMPJI);
MEJIKOKJIETOYHOTO paka jerkoro (MPJI); paka smuTenus SHYHUKOB; KapLIMHOMBI SIMYHUKOB, paKa
dammonueBblx TPyO, MAMMIUIPHONM CEPO3HOM  IIMCTANEHOKAPIMHOMBI WJIH  MAaTOYHOH
namuIpHOH ceposnoit kapimuomsl (UPSC); paka mpeacraTeibHOM jKeJessl; paka sIMuka; paka
MOYEBOI'O ITy3bIPS, TeNaTOXOJAHMMOKAPLIMHOMBL, CHHOBHUAJIBHOW CApKOMBI MSTKMX TKaHEH M
KOCTH;  pabooMHMOCApKOMBI,  OCTEOCAapKOMBI;  XOHIPOCAapKOMbI,  capkombel  IOwuHra;
AQHAIUTACTUYECKOTO paka IMUTOBUIHOM JKejie3bl, aApeHOKOPTUKAIBHON KAapLHUHOMBL, paka
TIOJIKEJTy AOYHON JKeJIe3bl; MPOTOKOBOM KaPLIMHOMBI MOKEITyIOYHOM XKeJie3bl; afeHOKapLIMHOMBI
MOJUKEYJOYHOM JKeJe3bl; paka KesyaouHo-kumieyHoro tpakrta/xenyaka (GIST);, mumdomsr;
IUTOCKOKJIETOUHOM KapuuHOMBI rojioBbl 1 med (SCCHN), paka CIIFOHHOM jkene3bl; TITHOMBI WIN
paKka TOJIOBHOTO MO3ra; acCOLMHUPOBAaHHBIX ¢ HeHpoduOpoMaTo3oM-1 310Ka4eCTBEHHBIX
omnyxoJeit o6onouku nepudeprueckux HepsoB (MPNST); makpornoOynuaemun BanbaeHctpema

HIn MeI[y.]'IJ'I06J'IaCTOMI>I.

37. Kommnosuius X4P-001 mnst mpumeHeHuss no jgwobomy u3 mm. 1-31, rme ykasaHHoe
3a00J1eBaHIe WU PaccTpOrCcTBO, cBsazanHoe ¢ CXCR4, mpencrassieT co0oii pak, BEIOPAHHBIN U3

JIeWKO03a WJIH PaKa KPOBU.

38. Komnoszuus X4P-001 nna mpumeHenus mo Jirobomy w3 mm. 1-31, rme ykasaHHOeE
3abosieBanne Wi pacctpoiictBo, cBszanHoe ¢ CXCR4, mnpencrasnser coOol  OCTpBIHA
muenonaneii  sietiko3 (OMJI), xponudeckuii wmuenongHbiii Jiefikod (XMJI), octpsiid
mumormrtapueiii  neiiko3  (OJIJI), xponmveckuit numdormrapueii neiiko3 (XJUI) wmum

WHAYLUPOBAHHBIN BUPYCOM JIEHKO3.
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MpoceueawT Y
MUKPOKPUCTANNNYECKON
LENONO3b] HEPES PYYHOE
cuto 30 meLw

h 4

1716

OUr. 1

MpoceunsaioT V2
MUKPOKPUCTaNNM4ECcKon
Lennionossl u
rnapodpocdat KanbLus
yepes py4Hoe cuTo 30 mew

MpoceuneatoT
KpOCKapMENosy HaTpua u
naypuncynechaT HaTpua
Yepes pyyHee cuto 30 Mew

BrocaTt X4P-001 c npocesAHHOW MWKPOKpUCTan. Lenmno-
nozov B 6apabaHHbIi CMECUTENDb ¢ HU3KUM yCUNUeM COBUra

l

CmewneanT 0CTaTOK NPOCEAHHON MUKPOKPUCTANNIMYECKOA
Lennionossl CO CMEeLUaHHBIMK NOPOoLUKaMK B BapabaHHoM
CMecHUTene C HU3KUM YCUNUeM CABUra

i

CMeWwmnBatoT NPOCEAHHYIO KPOCKAPMENNO3Y HaTPUS CO
CMeLaHHbIMKU NopoLUkaMu B BapabaHHOM cMecuTene ¢

MpocenBatoT KONNOUOHBINA
JVoKCn KpeMHUA Yepes
py4yHoe cuTo 30 mew

MNpocenBatoT
cTeapundrymapar HaTpus
yepe3s pydHoe cuTo 30 Mew

HU3KUM yCUIMMem CaBura

|

CMeLIMBAOT NPOCEAHHBIA KOMMOWAHBIN ANOKCUA KPEMHWNA CO
CMELWaHHBIMW NOpoWKaMn B bapabaHHoM cmecuTene ¢
HW3KMM YCUMWMEM caBUra

!

YOansawT CMellaHHbIA NOPOLUOK 3 BapabaHHOro cMecuTens
€ HU3KMM younunem casura. MNpocensarnT CMELLaHHbIA
NopoLwWokK Yepes pyyHoe cuto 30 mewl. MoBTOPHO BHOCAT
npocesHHble NOPOLWKW B HapabaHHbIil CMecuTenNb C HU3KUM
YyCUNueM COBUra U CMELLUBAIOT

l

CMeluvBaloT NPoCesHHbIMA
cTeapundymMapaTt HaTpus CO CMeLaHHbIMK

Y

nopowkamu B 6apabaHHom cmecuTene ¢

O6pa3sel, 4ns OLEeHKA
OAHOPOAHOCTU CMECH

HN3KUM vCUnuem casura

v

WMHKancynupytoT B Kancynbl paamepa 2 ¢
WCMNONb30BaHWEeM AO3UPYHOLLErO JUCKOBOTO
VHKancynsaTopa

MponyckalT 3ancNHEHHLIE KAncynbl Yepe3 NoNWPOBLUKK, OETEKTOP
MeTannoe 1 3atem npoeoaaTt 100% oueHky maccebl (£ 10% oT ueneeon

MacChbl 3aNCMHEHHOrO NOpoLLKa) >

v

OT16upatoT obpasusbl

AnNA BbINYCKa U
XpaHeHWA

YNakoBLIBAT COOTBETCTBYIOLLMIA
0ObeMHbIA NPOAYKT B NOAXOAALLNIA
KOHTEWHEp € ABYMS NONUITUNEHOBLIMA
oTAenamm
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