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OIIMCAHHUE U30BPETEHHUSA
2420-560960EA/019
AHTHITPOJIMPEPATUBHBIE COEJUHEHUA U CTIOCOBbI UX IPUMEHEHUSA

[0001] [ManHas 3asBKa 3asABJs€T NPUOPUTET NpeABapUTENbHON 3asBkU Ha nateHT CIITA
Ne 62/530778, nomannoii 10 urons 2017 r., mpensaputenbHOM 3asiBku Ha mareHT CIIA Ne
62/593185, nopmannoit 30 HostOpst 2017 r. m mpenBapurenbHON 3asBku Ha mareHT CIIA Ne
62/675581, nomanHoi 23 mas 2018 r., comep:kaHue Ka)IO0W U3 KOTOPBIX BKIIOUEHO B JAHHBIN
JOKYMEHT B TIOJITHOM 00beMe MOCPENCTBOM CChUIKH.

1. OBJIACTb TEXHUKU

[0002] B nanHOM nokymeHTe mipemioxkeHsl 4-(4-(4-(((2-(2,6-auokconunepunuH-3-mn)- 1-
OKCOM3OUHIOJUH-4-1JT)OKCH )METHIT )OS H3 U )ITUTiepa3uH- 1 -uin)-3-GTOpOSH3OHUTPUIT  WJIH  €r0
SHAHTHOMEpP, CMECh SHAHTHOMEPOB, TAyTOMEp WU (PapMaleBTUYECKU MpHEeMIIeMasl COJb, U
CHOCOOBI  JICYCHMs], NPEAYNPEKICHUS WIM CHEPKUBAHUS MHOXXECTBEHHOH MHEJIOMBI C
UCTIONIB30BAHUEM TAaKUX COENUHEHHH. Takke mNpemsokeHsl (papManeBTUYECKHe KOMITO3HLINY,
CoZiep KalIfe YKa3aHHbIE COENUHEHHs], H CIIOCOOBI MPUMEHEHHs YKa3aHHbIX KOMIIO3HLIUH, B TOM
qrciie KOMOMHUPOBaHHBIE TEPAITHH.

2. YVPOBEHb TEXHHUKHN

[0003] MuoxectBenHass muenoma (MM) mpencraisier cOOOW pak IUIA3MATHYECKUX
KJIETOK B KOCTHOM Mo3re. Kak mpaBuio, ria3MaTudeckre KJIETKH BbIpaOaThIBAIOT aHTHTENA H
UTPAlOT  KJFOYEBYID poOJb B  (PYHKUMOHHUPOBAHMM UMMYHHOH  cucrembl.  OnHako
HEKOHTPOJIUPYEMBIH POCT AAHHBIX KJIETOK MPUBOAUT K IEpeoMaM KOCTed U OONM B KOCTSX,
aHeMuu, MH(QEKIUU M IPYTUM OCJIOKHEHMsM. MHOXECTBEHHas MHEJOMa SIBJSIETCS BTOPOM
HanOoJiee PaclpOCTPAHEHHONW IeMaTOJIOTHUECKON 3JI0KAaYeCTBEHHOH OIyXOJIbIO, XOTSI TOYHbIE
NPUYMHBI MHOXKECTBEHHOH MMUEJNIOMBI OCTAOTCS HEW3BECTHBIMH. MHOXKECTBEHHas MHeJIoMa
BBI3bIBAET BBICOKHE YPOBHH O€JKOB B KPOBH, MOYE€ M OPraHax, BKIIOYAs, HO HE OrPAaHUYUBASICH

umu, M-Oenka ¥ Opyrux UMMyHODIOOynuHOB  (aHTuTen), anpOymuHa U Oera-2-

>
MUKpPOTJIOOYJIMHA, 32 UCKIIOUEHHEM HEKOTOPBIX MALMEeHTOB (Mo oueHkam, oT 1% 1o 5%), ubn
KJIETKH MHEJIOMBbI HEe CEKPETHPYIOT NaHHble OeNku (T. H. HeCEKpeTopHash Muesnoma). M-0elok,
COKpAaIleHHe Ui MOHOKJIOHAJBHOTO O€lika, TaKK€ M3BECTHBIM KaK TMaparpOTEdH, SBJISETCS
0COOEHHO aHOMAJIBHBIM OEJTKOM, MPOAYLHUPYEMBIM IUIa3MATUYECKUMHU KJIETKAMH MHEJOMbI H
MOJKeT OBITh HaiileH B KPOBU WJIM MOYE TIOYTH Y BCEX MAIIMEHTOB ¢ MHOKECTBEHHOW MHUEJIOMOH,
3a UCKJIIOYEHHEM IMalMeHTOB, KOTOpble MMEIOT HECEKPETOPHYI0 MHENIOMY, WIH YbU KIETKU
MHEJIOMBI TPOAYLUPYIOT JIETKHE TN HIMMYHOTJIOOYJIMHOB C TSKEJION LETIBO.

[0004] CkeneTHble CHMITOMBI, BKJIFOYasi OOJIb B KOCTSIX, SIBJISIFOTCS OJJHUMHU U3 HauOojee
KJIMHUYECKM  3HAaUMMbIX  CHMITOMOB  MHOXECTBEHHONW  MMENIOMbI.  3JI0KaueCTBEHHbBIE
TUTA3MaTHYECKHE KJIETKU BBICBOOOKIAIOT (DAKTOPBI, CTHUMYJMPYIOIINE OCTEOKJIACThI (BKIFOYAs
IL-1, IL-6 u TNF), koTOpBI€ BBI3bIBAIOT BHIMBIBAHHE KAJbLIUS U3 KOCTEH, BBI3bIBAsI JIUTUYECKUE
MOpaXXKEHHUsI; ellle OAHUM CHMITOMOM SIBJII€TCS TUNEpKajbluemMus. PakTopbl, CTUMYIHPYIOIINE
OCTEOKJIACTBI, HA3bIBAEMblE TAKXKE LIMTOKMHAMH, MOTYT MPENOTBPAINATh AroNTO3 WM THOEeNb

KJIECTOK MHEJIOMBI. HS[Tb):[eCﬂT MNPOUCHTOB MAMUCHTOB HUMCIOT PCHTTCHOJIOTUMYCCKU BBIABJISICMBIC



CKEeJIETHbIE MOBPEX/EHNUs, CBSI3aHHbIE C MUEJIOMOI, Ha MOMEHT MOCTAaHOBKM AuarHosa. [lpyrue
o0mue KIMHUYECKHE CHMIITOMBI MHOKECTBEHHOM MMEJIOMBI BKIIIOYAIOT TOJHWHEHPONATHIO,
aHEMMUIO, TUIIEPBA3KOCTh, UH(PEKLNH 1 OYEUHYIO0 HEOCTATOUHOCTb.

[0005] CoBpemeHHOE Jieu€HHE MHOXECTBEHHONW MHUEJIOMBI MOKET BKJIIOYATh OJHO WM
Oosnee U3 XUPYPrUH, MEPECaIKU CTBOJOBBIX KJIETOK, XUMHOTEPANUHM, UMMYHOTEpANUH W/ UJIH
Jy4eBOM Tepanuu sl YHUYTOXKEHUs KJIETOK MHOKECTBEHHOW MHENOMBl y naunueHra. Bce
COBPEMEHHbBIE TEPANEBTUYECKUE MOAXOAbl UMEIOT CYIIECTBEHHbIE HEAOCTATKH JJIsl TALIUEHTA.

[0006] B mocnemHee necsATUNIETHE HOBBIE TEPANEeBTHUUECKHE areHThl, B YaCTHOCTH,
UMMYHOMOJYJIUPYIOLME Tpenaparhl, Takue Kak JEHATUAOMUA U MOMAJIHIOMUJ, 3HAUUTEIBHO
YBEJIMYMIIH YaCTOTY OTBETA, MPOJIOHTMPOBAHHYIO BBIKUBAEMOCTh Oe3 mporpeccuposanusi (BBIT)
u obmyrw BbDKHBaeMOCTh (OB) y OONBHBIX MHOXKECTBEHHOH Muenomon. TemM He MeHee,
MIOCTOSIHHBIE YPOBHU OCTATOYHOTO 3a00JIEBAHUS, KOTOPBIE HAXOISITCS HUXKE YYBCTBUTEIBHOCTH
mopdonoruu  koctHoro wMo3ra (KM), siektpodopesa OenkoB ¢ uUMMyHOPUKCAUUEH W
KOJJMYECTBEHHOIO OMNpefeNieHns] JIeTKUX Lernel, CyLIecTBYIOT Yy MHOIMX IallMeHTOB C
MHO>KECTBEHHOW MMENIOMOM, Ja)ke IOocje TOro Kak JaHHble MalUeHTbl AOCTUIIIN IOJIHOM
pemuccuu (IIP), U, B KOHEUHOM cCdYeTe, BBI3BIBAIOT pPEUUAUB 3a0ojeBaHUs. MUHUMATbHAS
ocrarouyHass OonesHp (MOB) mnpu Muenome SBISETCS HE3aBHCHMBIM IPOTHOCTHYECKUM
¢dakTopom BbDKHBaeMocTH 0Oe3 mporpeccupoBanus (BBII) m paccmarpuBaeTcst B KaudecTBe
CyppOTaTHON KOHEYHOH TOYKH HCCIENOBAHUS AJIS YIyUIIeHUs] uAeHTHPHUKanuu 3P QPeKTHBHBIX
METOJIOB JIEUEHUs, B YaCTHOCTH, [JIs1 MEPENOBBbIX HUCIBITAHUN, KOTOpPblE B HACTOsIIEE BpeMmsl
TpeOytor or 5 mgo 10 ner HaOmomeHusi, 4YTOOBI ONPENENUTh PA3IHUYUS BBDKHBAEMOCTH.
MoHMTOPUHT MUHHUMaJbHON ocTaTo4yHoll Oone3nu (MODB) y mamueHToB ¢ MHOXKECTBEHHOMN
MHEJIOMOH, TakiM 00pa3oM, o0ecreYnBaeT MPOrHOCTHYECKOEe 3HAYEHHe TPU MPOTHO3UPOBAHUU
BBII u OB u npunsTus pemenui no geueHuto. Ilpu onpeneneHnn MUHUMAIbHOM OCTaTOYHOMN
6osnesnu (MOB) mpu Muenome MOXHO HCIoyb30BaTh mopor 0,01% (10'4) 1OCJIe JIEUECHUs], TO
€CTb, JOJs 10" WM MeHee KIIETOK MHOMECTBEHHON MHENOMBI OT OOLIEr0 KOJNMYECTBA
MOHOHYKJICAPHBIX KJIETOK KOCTHOrO Mo3ra cuuraercss MOb-oTpunaTenbHOM, u 10t 10 kerox
win Gonee MOB-nonoxurensras. Iopor 10* MOB nepBoHauanbHO ObUI OCHOBaH Ha
TEXHUYECKUX BO3MOKHOCTSIX, HO KOJHuecTBeHHOoe omnpeaeneHue MODB Tenepb BO3MOXKHO NpU
10° ¢ momolbo NPOTOYHON LIUTOMETPUU U 10° ¢ momompko CEKBEHUPOBAHUS C BBICOKOU
nponyckHol crmocoOHocThio. (Rawstron et al., Blood 2015;125(12):1932-1935). CnocoObl
usmepennss MOb BkmouaroT cekBeHupoanue JHK VDJ, monmmepasHyro LEMHYIO pPEaKLIUIO
(TIIIP) (B Tom umcne amienb-creuuduueckyro TP, ACO TIIIP) u MHOromapamMeTpu4ecKyro
nporounyro uuromerpuro (MIIL]). Ananuser MOB, Hanpumep, HA OCHOBE U3MEPEHUsT MPOGUIIS
KJIOHOTHUIA, Takke onucanbl B mateHTe CLIIA Ne 8628927, Faham u np., KOTOpBIH BKIIIOYEH B
JAHHBIN JTOKYMEHT ITOCPECTBOM CCHUIKH.

[0007] CymectByer 3HauMTeNnbHas MOTPEOHOCTh B Oe3omacHBIX M 3((EKTUBHBIX
COEAMHEHUsIX M Croco0ax JIeUeHWs, MNPEenynpeKaeHus W CHAEPKUBAHUS MHOXXECTBEHHOM
MHUEJNIOMBI, B TOM YHCJ€ [JIsl NAlUEeHTOB, Yy KOTOPbIX MHOXECTBEHHAsh MHUEJIOMa BIIEPBBIE

AUArHoCTHUpOBaHa HWIIN ABJIACTCS peSI/ICTeHTHOfI K CTaHOAPTHBIM criocobam JICHCHU, IIPU 3TOM



yMeHbInast Win n3berasi TOKCUYHOCTH W/WJIH TOOOYHBIX 3((EKTOB, CBSI3aHHBIX C TPAIULUOHHON
Teparuen.

[0008] LlutnpoBaHue miu onpeneeHne Kakoi-moo ccpliku B Pasnene 2 3Toii 3asBKe He
JOJDKHBI TOJIKOBATBhCSI KaK MPU3HAHHE TOrO, YTO 3T CChUIKA MPEAIIECTBYET YPOBHIO TEXHUKHU
HACTOsILIEeH 3asIBKU.

3. CYITHOCTDb U30BPETEHHMA

[0009] B naHHOM [JOKYMEHTE MpPEIJIOKEHbl COCAMHEHMs, (papMaleBTHYECKUe
KOMIIO3UIUH, COAEpIKAIlNe COENUHEHHs, M CIOCOObl HMX TMPUMEHEHHs TpPU JICUCHUH
MHOKECTBEHHOH MHEJIOMbL. B OTHOM BapuaHTe OCYIIECTBJICHUSI COeNUHEHHE ISl TPUMEHEHHS B
KOMITO3ULIUSIX U CIOco0ax, MPEAJIOKEHHBIX B TAHHOM JIOKYMEHTE, NpeAcTaBisier coboi 4(4-(4-
(((2-(2,6-nuokconunepuIuH-3-11)- 1 -OKCOM30MHIONH-4- 1JT)OKCH )METHIT )OS H3 I ) TUTIEpa3HH- 1 -

win)-3-¢gropbensonntpun (Coennnenue 1):

WIA ero SHAHTHOMEpP, CMeCh JHAHTHOMEPOB, TayTOMEp, H3OTOMOJOr WU
(bapMaLeBTUYECKH TPUEMJIEMYIO COJIb.

[0010] B onHOM BapuaHTE€ OCYUIECTBIEHUS COENMHEHUE MJii NPUMEHEHUs B
KOMITO3UIUSIX U CITOC00ax, MpeyioKeHHBIX B TAHHOM JTOKYMEHTE, ipeacTasJsieT coboii (S)-4-(4-
(4-(((2-(2,6-nuokconunepuanH-3-1i)- 1 -OKCON30MHA0MUH-4 -

WJT)OKCH )METH )OeH3M ) unepa3uH- 1 -ui)-3-propoenszonutpui (Coenunenue 2):

WJIH €r0 TAyTOMEp, H30TOMOJIOT WiH (apMarleBTHUECKH MPUEMIIEMYIO COJIb.

[0011] B nppyrom BapuwaHTe OCYUIECTBJIEHUS COCOUHEHWE [Jii TPUMEHEHUS B
KOMITO3UIIUSIX U CIIOCo0ax, MPEeNJIOKEHHBIX B TAHHOM JIOKyMEHTe, mpezacrasiisier codoit (R)-4-
(4-(4-(((2-(2,6-muokconuepuanH-3-1)- | -OKCON30MHIOTHH-4 -

WUT)OKCH )METHIT)OeH3 W ) TunepasuH- 1 -un)-3-propoenzonutpun (Coennaenue 3):



3

WJIH €r0 TayTOMEp, U30TOMOJIOT WK (hapMaLeBTHUECKH MPUEMIIEMYIO COJIb.

[0012] Taxke mnpemnoxensl (apMaleBTHYECKHE KOMITO3UIUH, COCTABJIEHHBIE JJIs
BBEJICHUS] COOTBETCTBYIOIIUM IyTEM U CPEACTBAMH, coneprkainue 3G PpeKkTHBHbIE KOHIEHTPALUH
COEMHEHUH, MPeNJIOKEHHBIX B TaHHOM nokyMeHTe, Hanpumep, Coenunenus 1, Coenunenus 2
nnu CoenuHeHus 3, UM €ro SHAHTHOMEPa, CMECH SHAHTUOMEPOB, TayTOMepa, H30TOIOJIOra UITH
(apMareBTHYECKH PUEMIIEMON COJIH, M, HEOOS3aTeIbHO, COMepIKalye IO MEHbINEeH Mepe OJuH
(bapmMareBTHYECKIIT HOCUTENb.

[0013] B opHOM BapuaHTe OCYIUECTBJIEHUS (papMaleBTUYECKHE KOMIIO3ULIUH
TOCTABIISIIOT KONUYECTBa, 3(PQPEeKTHUBHBIE U JIEYSHUS MHOXKECTBEHHOH MHeJIOMBL B omHOM
BapUaHTE€ OCYLIECTBICHHA (PapMaleBTUYECKUE KOMIO3HMLUU JOCTABISIFOT — KOJMYECTBA,
s¢¢exkTuBHBIE AN TMPOQUIAKTHKH MHOKECTBEHHOM Muenomsl. B omHOM  BapmaHTe
OCYyIIECTBIIEHHs (papMaleBTUYECKUE KOMIIO3ULIMHI JTOCTABJISIFOT KOJMYECTBA, 3PPEeKTHBHBIE IS
o0JieryeHus1 MHOJKECTBEHHON MUEJIOMBI.

[0014] Taxxe B DAaHHOM MAOKYMEHTE TMPEIOKEHbl KOMOWHHPOBAHHBIE TEPAIUU C
NPUMEHEHHEM COEJUHEHUH WM KOMIO3MLUH, MpPEAsaraéMbelX B JaHHOM OINUCAHHUM, WIH HX
SHAHTUOMEPOB, CMeCell HHAHTHOMEPOB, TAyTOMEPOB, H30TONOJOrOB WM (apMaleBTHUYECKU
HpUEMJIEMBIX COJIEH, B COYETAaHUU C TepaIue, Hanmpumep, IpyriuM GapMareBTHYeCKUM areHTOM
C aKTUBHOCTBIO NMPOTUB MHO>KECTBEHHOI MHUENOMbI WM €€ cUMNTOMOB. IIpumeps! Tepanuil B
npenenax oObeMa MAHHBIX METONOB BKJIIOYAIOT, HO HE OrPAHUYMBAIOTCS WMH, XHPYPTHIO,
XUMHOTEPAIHIO, JIYYEBYIO TEPAIUI0, OHOJOTHYECKYIO TEPaNui0, TPAHCIUIAHTALUK CTBOJIOBBIX
KJIETOK, KJIETOYHYIO TePAaIiH U MX KOMOMHALIUH.

[0015] CoenuneHuss WM KOMITO3WIIMH, TpenJiaraéMble B JaHHOM IHCAHWUU, WA HX
(apManeBTHYECKH MPHEMJIEMbIE MTPOU3BOAHBIE MOTYT ObITh BBEACHBI OHOBPEMEHHO C, 0 U
1ocjie BBEIEHUS ONHONM MM HECKOJIbKHX BbILIEyKa3aHHBIX Tepanuil. Takke MpenararTcs
(dapmarnieBTHYECKHE KOMIIO3HMLIUHK, CONIEpKallhe COeNMHEHHe, NPEAJIOKEHHOE B JaHHOM
JIOKYMEHTE, M OJHY WM O0Jiee BBIIeYKAa3aHHBIX TEPAITU.

[0016] B onHoM BapuaHTe OCymIeCTBIeHUs 3(P(HEKTUBHOE KOJIHMUYECTBO COSIUHEHUN WU
KOMITO3UINH, CONEPIKAIUX TePAEeBTUIECKH 3P PEeKTHBHBIE KOHLIEHTPALIMHA COSTUHEHNUHN, BBOISAT
WHIUBUAYYMY, TIPOSIBIISIIOLIIEMY CUMITTOMBI MHOKECTBEHHOW MHEJIOMBI, MOJIEKAIIEH JISUESHHIO.
JlaHHBIE KONIUYECTBA SBILIFOTCSA Y(PPEKTUBHBIMU IJIs1 OOJErYeHNs] NIM YCTPAHEHUSI OJHOTO WU
HECKOJIbKUX CHMITOMOB MHO)KECTBEHHOW MHeNOMBL IIpu ocyinecTBieHHN CIOCOOOB JIEUEHUs,

B(I)q)eKTI/IBHbIe KOJINYCCTBA COGI[I/IHGHI/Iﬁ U1k KOMHOSI/ILII/II\/'I, COACpKAIUX TECPANCBTUICCKU



3¢ ¢eKkTUBHBIE KOHLEHTPALMH COEJUHEHUN, BBOAAT MALMEHTY C MHOXKECTBEHHOW MHEJIOMOW,
HY KAIOLIEMYCSI B 3TOM.

[0017] JlomonHUTENBHO NPEASIOKEH Takke (papMaleBTUYECKUN KOMIUIEKT HJIH Habop,
cofiep Kaliuil OfMH WM OoJiee KOHTEWHEp, 3alOJHEHHbIH ONHUM WIN Ooyiee MHIPEIUEHTaMH
dapmaueBTHIecKUX KOMIO3HULMHA. [Tpu HEOOXOOMMOCTH MOXKET MPEAOCTaBIATHCS CBSI3aHHOE C
TAaKUM KOHTeHHepoM(aMu) yBeqoMJIeHHEe B (opMe, NPEeInHCAHHON NPaBUTENbCTBEHHBIM
areHTCTBOM, PETyJHUPYIOLUIMM IMPOU3BOACTBO, NMPHMEHEHUE WIH NPOAaxy (apMaleBTHUECKUX
NpenapaToB MM OHOJOTHYECKUX MPOAYKTOB, KOTOPOE OTpaskaeT OonoOpeHHe Ui BBEIEHHS
YeJIOBEKY JAaHHBIM areHTCTBOM IO MPOM3BOACTBY, NMPUMEHEHUIO MM Tponaxe. Ilaker wim
Habop MoOryT ObITh mMOMeYeHbl HMHpOpMaLUeld O Ccrnocode BBEAEHUS, IOCIEIOBATEIbHOCTH
BBEJICHUSl JICKAPCTBEHHOTO CpencTBa (HampuMep, OTHENbHO, MOCJIENOBATENbHO  HIIH
OJHOBPEMEHHO) HJIH TOMY NOZO0HOE.

[0018] DT w pgpyrue acmekThl MNpeaMeTa H300peTeHHs, OMUCAHHOTO B JIAHHOM
OIHCAaHWH, CTAHYT OYEBHIHBIMU NPU CCHUIKE Ha CIEAYIOLIEe MOIPOOHOE OMHCAHUE.

4. TTOJPOBHOE OITMCAHME CYINHOCTU U30BPETEHUA

A. OTTPEJIEJIEHUA

[0019] Ecnu He yka3aHO MHOE, BCE TEXHUYECKHE U HAyUHbIE TEPMUHBI, UCIOJIb3yEMbIE B
TAaHHOM JIOKYMEHTE, UMEIOT TaKOe JK€ 3HaYeHHE, KOTOPOe OOBIMHO MOHUMAETCS CIIEIIHATICTOM B
naHHON oOnactu TexHUKH. Bce mareHThl, 3asBKM, OMyOJMKOBAHHBIE 3asBKM MW IpPYyrue
nyOJIMKAIIUU BKJIFOUEHBbI MMOCPEICTBOM CCHUTKA BO BCEW CBOeW mosiHOTE. B ciiyuae Hamudws
HECKOJIbKUX  OMNpeneseHUH TEepMHUHA, YIOMSHYTOrO B JAaHHOM JOKYMEHTE, CIIAyeT
PYKOBOJICTBOBAThbCSI ONpEAETICHUEM, TNPENCTaBJIEHHBIM B JAHHOM pasfieNie, €ClIM HEe YKa3aHO
UHOE.

[0020] “ICsy” oTHOCHUTCS K KOJMYECTBY, KOHLEHTpPAlMM WIA J03€ KOHKPETHOIO
TECTHPYEMOTO COENUHEHHs], KoTopoe nocturaer 50% WHruOMpPOBaHUS OT MAaKCHMAJbHOI'O
OTBETa, TAKOTO, KaK CBSI3bIBAHUE PELENTOpPa, AKTUBHOCTb PELENnTOpa, KJIETOYHBIH POCT WIIH
nposndepanus, Mo JaHHBIM U3MEPEHHsI C MOMOIIBIO JJFOOOT0 M3 aHAJIHM30B in Vitro MM aHAJIH30B
Ha OCHOBE KJIETOK, OMMCAHHBIX B JAHHOM JOKYMEHTE.

[0021] dapmaneBTHYECKH MPUEMJIEMbIE COJIM BKJIFOYAIOT, HO HE OTPAaHUYMBASICH UMM,
COJMM aMHHOB, TaKHX KakK, HO He orpaHuuuBascb uMH, N, N'IuOeH3WI3THUICHAHAMUH,
XJIOPIIPOKAWH, XOJWH, aMMHaK, JUSTAaHOJAMUH M JpPyrue  THAPOKCHAJIKHIIAMHHBI,
STUJIEHIUAMUH, NMeTHUITITFOKaMHyH, NPOKauH, NOen3unpeneTnamuH,
I mapaxaopOeH3un2nuppoiuaut ' iaIMeTHIOe H3UMHU 301, TUITUIIAMHUH U IPYTHE AJKHJIAMHUHBI,
NUMepasruH U TPUC(TUAPOKCHUMETII)aMHUHOMETAH; COJIM LIEJIOYHBIX METAJUIOB, TAKUX KakK, HO He
OrpaHUYMBASCh UMH, JIUTUH, KU W HATPHIA, COJNH IIEIOYHO3EMEIbHBIX METAJUIOB, TAKUX KakK,
HO HE OrPaHUYMBASICh UMHU, OApHii, KaJTbIIUH U MarHHUH; COJIM MEPEXOIHBIX METAJJIOB, TAKUX KakK,
HO HE OTPaHUYMBASsICh UMH, LIUHK, M COJIU IPYTUX METAJUIOB, TAKUX KaK, HO HE OrpaHMYUBASICh
umy, ruapodocdar Hatpus U auHaTpuiidpocdaT, U TAKKe BKIOYAIOT, HO HE OrPAaHMYUBASICH
UMH, COJIM MHHEPAJbHBIX KUCJIOT, TaKhe KaK, HO He OrpaHNYUBAsIChb MMM, T'HIPOXJIOPHIbI H

Cynb(baTbI; U COJIM OPraHUYCCKHUX KHUCJOT, TAKUEC KaK, HO HC OrpaHU4YHBasiCb UMH, aALICTAThI,



JAKTAThl, MajaTbl, TaPTPaThl, LUTPaThl, acKOpPOAaThl, CYKLMHATBHI, OyTUpPATBHI, BaJEpPaThl,
(dbymapathl U OpraHUueCcKue CyJIb(OHATHL

[0022] Ecnu KOHKPETHO HE YKa3aHO MHOE, B TOM Cly4dae, KOrJa y CO€AUHEHHs] MOKHO
NPEATIONOKUTE CYIIECTBOBAHNE AJIbTEPHATHBHBIX TAayTOMEPHBIX, PETHOU3OMEPHBIX W/ WU
CTEPEOM3OMEPHBIX (OPM, BCE AIbTEPHATUBHBIE M30MEPhl OXBATBHIBAIOTCA B Mpexaenax odbema
3asBJICHHOTO 00BbekTa m300pereHust. Hanpumep, roe coennHeHne MOXKET UMETh OHY U3 ABYX
TayTOMepHBIX (opM, mpenmnojaraercs, 4Yro B MJAaHHOE ONUCaHWe OyAyT BKIKOUEHBI 00a
TayToMepa.

[0023] Takum oOpa3om, coenUHEHUs, TpeyiaracMbie B TAHHOM OIHUCAHHUK, MOTYT OBbITh
HSHAHTHOMEPHO YHCTHIMHU WJIH OBITh CTEPEOM30MEPHBIMH MJIH TUACTEPEOMEPHBIMU cMecsimu. Kak
UCTIOJIB3YETCSl B JTAHHOM JOKYMEHTE M €ClId He YKa3aHO HHOe, TePMHUH «CTEepPeoH30MEpHO
YUCTBIN» WM «ONTUYECKHU YHUCTHIN» O3HA4aeT KOMIIO3ULIMIO, KOTOpash COAEPKUT OAUH
CTEpEeOU30Mep COEIUHEHHUS U NMPAKTUYECKU HE COIEPIKUT APYTUX CTEPEOU30MEpPOB YKa3aHHOIO
coenuHeHus. Hanpumep, crepeon3oMepHO 4uCTasi KOMITO3ULIUMS COEAMHEHUs, UMEIOLLEro OANH
XUpPAJbHBIA LEHTP, OyleT MO CyWmecTBY HE COAEpPXkKaThb MPOTHBOIOJIOKHOIO 3>HAHTHOMEpPA
naHHOro coefquHeHus. CTepeoM30MEpPHO YHMCTasi KOMIIO3MLIMS COEJUHEHMs, HUMEIOLEro aBa
XUPAJbHBIX LEHTpPa, OyleT MO CyIECTBY HE COIEpKaTh APYIHX OHACTEPEOMEPOB NAHHOTO
coennHeHUs. TUIMMYHOE CTEPEON30MEPHO YUCTOE COEIUHEHNE CONEPKUT Oosee yeM okoso 80%
[0 Macce OAHOIO CTEepPeoH3OMepa JaHHOTO COEJUHEHUs U MeHee deM okojio 20% mo macce
APYTUX CTEPEOU30OMEPOB TAHHOT'O COEANHEHUs, O0JIee MPeAnoUTUTENbHO, Oosee ueM okoio 90%
[0 Macce OAHOIO CTEepPeon3OMepa aHHOIO COEJUHEHHs U MeHee 4eM okojo 10% mo macce
APYTUX CTEPEOM30MEPOB AAHHOTO COENMHEHHUs, elle OoJee MpeanoYTUTENbHO, Ooiee UeM OKOJIO
95% mo Macce OTHOro CTepeon30Mepa JaHHOIO COSAMHEHUs] 1 MeHee 4eM OKoso 5% 1o Macce
APYTHX CTEPEOM30MEPOB NAHHOTO COEAMHEHMs, M HauOoyiee MPennovYTUTENBHO, Oojiee 4eM
oxoJio 97% 1o Macce OTHOrO CTepeoru3oMepa JaHHOTO COSAMHEHHs U MeHee, YeM OKoJio 3% 1o
Macce IPyrux CTepeor30OMepOB JAHHOTO coennHeHus. Kak ucronb3yercs: B TaHHOM JIOKYMEHTE,
CTEPEOH30OMEPHO YHCTOE COENUHEHHE COIepKUT Oosee dem okono 80% Mo macce OIHOTro
cTepeon3oMepa JaHHOTO COENMHEHHs], Oojee MpeArnodTuTeNbHO, Oonee deM okosno 90% 1o
Macce OJHOTO CTepeon3oMepa JAaHHOTO COeNMHEHMs, ele Oojee MpeArnouTUTENbHO, Ooiee YeM
okojo 95% mO Macce OIHOrO CTepeou3oMepa [aHHOTO COEAMHEHHUs, H Haubouee
NPEATIOYTUTENIbHO, Oosiee deM Okoino 97% mo Macce OIHOro CTepeonu3oMepa TaHHOTO
coequHeHus. Kak ucronp3yercsi B JaHHOM JOKYMEHTE U €ClIM He YKa3aHO HHOEe, TEePMHH
«CTEPEON30MEPHO OOOTAIEHHBII O3HAYaeT KOMITO3ULIHIO, KOTOPAasi CONEPKUT OoJiee 4eM OKOJIO
60% 1o Macce OJHOTO CTepeor3OMepa COENUHEHUs, PEaOUTUTENbHO, Oonee ueM okono 70%
no macce, Ooyee MpeanoYTHTENbHO, Oonee yeM okosio 80% 1o mMacce OHOTO CTepeou3oMepa
coenuHeHus. Kak ucnonb3yercsi B JaHHOM JOKYMEHTE U €CJIM HE YKa3aHO HHOE, TEePMHH
«9HAHTUOMEPHO YMCTBHII» O3HA4aeT CTEPEOM30OMEPHO YHCTYH) KOMIIO3UIUIO COEANHEHUH,
UMEIOIIEr0 OAWH XUPAJIbHBIA LEHTP. AHAJIOTUYHBIM 00pa3oM, TEPMHH «CTEPEOU3OMEPHO
oOorameHHbII» 03HA4YaeT CTEPEOM3OMEPHO OOOTallleHHYI0 KOMIIO3ULMIO  COEOUHEHUS,

UMCIOIICTO OAMH XPIpZL]'IbeIfI LHEHTP. Kaxk HUCIIOJIB3YETCA B HAHHOM HOKYMCHTE, CMECHU



CTEPEOM30MEPOB WM IUACTEPEOMEPOB O3HAYaeT KOMIIO3HMIMIO, KOTOpasl COAEPIKHUT Ooiee
OJITHOTO CTepeon3oMepa CoeuHEeHusl. TUNMYHas CMeCb CTEPEON30MEPOB COEANHEHHS CONEPIKUT
okoso 50% mo macce OIHOro CTepeon3oMepa JaHHOro coenuHeHus U okoyio 50% mo macce
APYTUX CTEPEOM30MEPOB JAHHOIO COEAMHEHUS WIN COAep:kUT Oonee yeM okono 50% mo macce
OJTHOTO CTepeonu3oMepa AAHHOIO COEJUHEHUs U MeHee 4deM okono 50% mo macce Apyrux
CTEPEOU30MEPOB JAHHOIO COSAMHEHHMS], WIIN COAEPKUT Ooiee ueM oKoio 45% 1o macce OHOrO
cCTepeon3oMepa MJAaHHOTO COENUHEHHsS U MeHee ueM Okojo 55% mo wMacce papyrux
CTePEOn30MEPOB TAaHHOTO COSTUHEHUsI, WIIH CONEpKUT Oosiee yeM okoo 40% mo macce OJHOTO
cTepeon3oMepa MJAaHHOIO COENUHEHHs W MeHee ueM Okojo 60% mo wmacce Jpyrux
CTEPEON30MEPOB TAHHOTO COSUHEHMSI, WJIH COAEPKUT Oojiee ueM okojo 35% mo mMacce OOHOro
cTepeon3oMepa [aHHOTO COEAMHEHMsT U MeHee, 4eM okono 05% mno macce Jpyrux
CTepEeON30MEPOB TAHHOTO COEIUHEHUS.

[0024] Cnenyer moHUMaTh, YTO MPEACTAaBIEHHbIE 371€Chb COEAUHEHHS] MOTYT COAEpXKaTh
XUpaJibHble LEHTpbl. Takwe XupajmbHble LEHTpbl MoryT wumers Jmbo (R), mubo (S)
KOH(pUrypauuro, b0 MOryT ObITh X cMecbio. CleayeT MOHMMAaTh, YTO XUPAJIbHBIE LIEHTPHI
COEJIMHEHUI, NPECTAaBICHHbIX B HACTOALIEM AOKYMEHTE, MOTYT MOJBEPraTbCsi SMUMEPU3ALIU
in vivo. Takum oOpa3oMm, crmeUUaJuCT B JAHHOW OOJIACTH TEXHUKU TOWMET, YTO BBEACHHE
coenuHenus: B ero (R) ¢bopme sxkBUBaNeHTHO, B Cly4ae COSNUHEHUH, KOTOPBIE MOIBEPTAIOTCS
SMUMEPU3ALHH 1N VIVO, BBEIEHUIO CoeuHeHus B ero (S) ¢popme.

[0025] Ontuuecku aktuHbIE (1) # (), (R)- u (S)-, wnmu (D)- u (L)- n3omeps! MOryT OBITH
MOJIyuYeHbl C MCIOJb30BAHUEM XHUPAJIbHBIX CHHTOHOB WJIM XHUPAJbHBIX pEAreHTOB, WU
pa3zeneHbl ¢ UCIOJIBb30BAHUEM OOBIUHBIX METONIOB, TAKUX, KaK Xxpomarorpadus ¢ XUpaJbHON
HEMOBIKHOM (ha3oi.

[0026] Kax wucronp3yercss B JaHHOM AOKYMEHTE, «H30TOIOJION» O3HA4YaeT HU30TOITHO
oborameHHoe coenuHeHHe. TepMHH «HM30TOIHO OOOTalIeHHBIH» OTHOCUTCS K aTOMYy,
HUMEIOIIeMY U30TOIHBII COCTaB, OTJIMYHBIN OT MPUPOIHOTO U30TOITHOTO COCTaBa JAHHOTO aTOMA.
«H30TONMHO OOOTAINEHHBIN» MOMKET TaKXKe OTHOCHTBCS K COENUHEHHIO, COAepIKalleMy, II0
MEHBIIEH Mepe, OAMH aTOM, HMEKUIMH HM30TOMHBIA COCTaB, OTJIMYHBIA OT MNPUPOIHOIO
M30TOIHOTO COCTaBa JAHHOIO aroma. TepMHH «U30TOIHBIM COCTaB» OTHOCUTCS K KOJIUYECTBY
K2KA0TO TMPUCYTCTBYIOLIEr0 M30TONA MAJid JAHHOTO aroma. PajiMoakTHBHO Me4YeHHblE U
W30TOMHO OOOTAILICHHbIE COEAMHEHUS SIBJISIIOTCS TOJIE3HBIMH B KAa4eCTBE TEPAIEBTHUECKUX
areHToOB,  HampuMep, TepamneBTUYECKUX  areHToB s  MHOXECTBEHHOH  MUEJIOMBI,
HCCJIEZIOBATENIbCKUX PEAreHTOB, HAIIPUMEp, PEareHTOB aHAJIN3a CBSI3bIBAHUS U AMarHOCTUYECKUX
areHToB, HallpUMeEp, areHTOB BU3yalM3allUM in vivo. Bce HM30TONHbIE BapuaHThl COENMHEHUH,
ONMCAaHHbIX B JaHHOM JOKYMEHTE, PaJUOaKTUBHbI OHU WIJIM HET, AOJDKHBI OXBaThIBAThCS
00BEMOM JTaHHBIX BAPUAHTOB PEaM3alNY, MPEIJIOKEHHBIX B JAHHOM JJOKyMeHTe. B HEKOTOpbIX
BapHAHTaX OCYIIECTBIEHUS, MPEJIOKEHbl H30TOMOJOTM JAAaHHBIX COEIWHEHUMN, Hampumep,
m3oronioniorn Coenunenuss 1, Coemunenns 2 wnmm CoeanHeHUs 3 TNPENCTaBISIOT COOOH
coenMHEeHUs, oOoraiieHHble neiirepueM, yriaeponom-13 wmm asoroMm-15. B HexoTopbIx

BapuaHTax OCYLIECTBJICHUS H3O0TOIOJIOrHU, MPEAJIOKCHHBIE B AJAHHOM HOOKYMEHTEC, SIBJISAKOTCA



COEAMHEHUsIMH, OOOTalleHHBIMH JeiirepreM. B HEKOTOPBIX BapHaHTax OCYIIECTBIEHUS
M30TOIOJIOTH, TIPEAJIOKEHHBIE B TAHHOM JIOKYMEHTE, SIBJIIIOTCS] COEAMHEHUSIMU, 00OTaIeHHBIMH
neirepuem, rae odorameHne qeHTepueM MPOUCXOANT Ha XUPATbHOM LIEHTPE.

[0027] B onmcanuu, NMpUBEAEHHOM B TaHHOM JOKYMEHTE, €CJIU CYIIEeCTBYET KaKOH-Inbo
pacxoKIeHHe MEXAYy XHMUYECKHMM Ha3BaHMEM U XMMUYecKoll (opmysol, ¢dopmyna uMeer
IPUOPUTET.

[0028] Kak ucnonb3yercst B JaHHOM JOKYMEHTE, TePMHUH «MHOXXECTBEHHAs] MUEJIOMa)
OTHOCUTCSI K Te€MAaTOJOTMYeCKUM COCTOSIHUSIM, XapaKTePU3YIOIIMUXCS 3JI0KaYeCTBEHHBIMU
IUIa3MaTUYECKUMU KJIETKaMH W BKJFOYAeT CJEAYIOIIHe pPacCTPONCTBA: MOHOKJIOHAJIbHAs
rammanatusi HesicHoro renesa (MI'HI'); MHOXeCTBEHHast MHMEJIOMa HH3KOTO PHUCKA, CPEIHETO
pHICKa U BBICOKOTO PUCKA, BIIEPBbIC AMArHOCTHPOBAHHAS MHOKECTBEHHASI MUEJIOMa (B TOM YHCIIE
BIIEPBbI€ JMArHOCTUPOBAHHAsi MHO)KECTBEHHAsh MHUENIOMa HHU3KOIO PHCKA, CPEIHEro pucka u
BBICOKOTO PHCKA), MHOXKECTBEHHAasl MHEJIOMa C BO3MOXKHOCTBIO TpPAaHCIUIAHTAMU H 0e3
BO3MOKHOCTH TPAHCIUIAHTALIUY, BSUIOTEKyINasi (MEAJICHHO MPOrPECCHPYIOLIasi) MHOKECTBEHHAS
MuesnoMa (B TOM YHCIIE BSUIOTEKYINAs MHOXKECTBEHHAsi MUEJIOMa HU3KOT'O PUCKA, CPEIHETO PUCKa
U BBICOKOTO pHCKA), AKTUBHAs MHOXKECTBEHHAs MHEJIOMa, OAWHOYHAS IUJIa3MOLUTOMA;
SKCTpaMenyJjsipHas IUJIa3MOLIMTOMA;, JIeHKO3 MJIa3MaTHYeCKUX KJIETOK, MHOKECTBEHHAas
MHeJIOMa LEHTPaJbHOM HEPBHONW CHUCTEMBI, JIETKOLENOYeUHass MHENIOMa, HEeCEeKpPEeTOpHasl
MHEJIOMa, MUueJioMa UIMMYyHoroOynnHa D; u muenoma nmmysnornoOynnsaa E; 1 MHOKeCTBEHHAs!
MHUENIOMa XapaKTepU3YIOLIAasiCsl TIeHETMYECKUMM AaHOMajusIMH, TaKUMU KakK TpPaHCIOKALMs
muknHa D (manpumep, t(11;14)(q13:q32); t(6;14)(p21;32); t(12;14)(p13;q32); mwm t(6;20););
tpanciokaun MMSET  (nampumep, t(4;14)(p16;q32)); tpancnokamu MAF  (Hanpumep,
t(14;16)(q32;q32); 1(20;22); t(16; 22)(q11;q13); nmm t(14;20)(q32;q11)); nnu apyrue ¢paxTopsl
xpomocoM (Hanpumep, neneuust 17pl3, umu xpomocomsr 13; del(17/17p), Herunepruionaust u
gain(1q)).

[0029] Kak ucmonbp3yeTcs B JAHHOM JOKYMEHTE U €CJIM HE YKa3aHO WHOE, TEePMHHbI
«JIEUUTBY, «JIe4aT» U <JICYCHHE» OTHOCATCS K OOJIETHEHHIO WM YMEHBIIEHUIO TSKECTH
CHUMIITOMA, CBSI3aHHOTO C 3a00JIeBaHUEM HJIM COCTOSIHUEM, IMOJUICIKAIINM JICYCHHUIO, HAapuMep,
MHOXECTBEHHON MHUEJIOMOMU.

[0030] TepmuH «mpenyrnpexaeHHe» pacHpOCTPaHSETCs Ha YMEHbLIEHHE CHMITOMOB
KOHKPETHOrO 3a0O0NieBaHMs IJIM HAPYUICHHs, HAlpUMEpP, MHOKECTBEHHOW MHEJIOMBL B
HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUS MALMEHThl C CEMEHHBbIM aHAMHE30M MHOKECTBEHHOMN
MUEJIOMBI SIBJIIOTCS KaHAWAATaMU I Mpeaynpeskaariux pexxumon. Kak npasuno, TepmMuH
«TpenynpeXaeHne» OTHOCUTCS K BBEACHMIO Ipenapara A0 IMOSBJICHUS CHUMITOMOB, OCOOEHHO
NalyeHTaM ¢ BO3MOKHBIM IMOsIBJIEHHEM MHOXXE€CTBEHHON MHUEJIOMBI.

[0031] Kak ucnonb3yercs B JaHHOM JOKYMEHTE€ M €CIIU HE yKa3aHO HHOE, TEPMHUH
«CHOEepKUBAHMUE» BKIIOYAET TMPEOYIPEKACHNE pPenuauBa KOHKPETHOro 3a00JieBaHMs WU
paccTpoiicTBa, TAKOTO, KAK MHO)KECTBEHHAs] MUEJIOMA, Yy MalMeHTa, KOTOPBIA CTpazai OT Hero,
YIUITHHSSL BpeMsi, KOTAa MalUeHT, KOTOPBIH CTpafal OT 3TOro 3aboyeBaHMs WM PacCTPOICTBa,

OCTAa€TCsA B COCTOsIHUU PEMHCCHUH, YMCHbIIAsA CMCPTHOCTb MNALIUCHTOB u/vu NnoaacpKaHue



CHIDKEHMsI TSDKECTH WM TPENOTBPAINEHHE CHMIITOMA, CBS3aHHOTO C 3a00JeBaHUEM HIIH
COCTOSIHMEM, KOTOPOE CAEP>KUBAIOT.

[0032] Kak ucrnonp3yercst B JaHHOM JOKYMEHTE, TEPMHUH «CYOBEKT» WIIHM «IAlHEeHT»
O3Ha4aeT >)KMBOTHOE, KaK MPABUJIO, MJIEKONUTAIOLIEE, BKIIFOYAsl YEJIOBEKa, TAKOro, Kak OOJbHOMN
YEJIOBEK.

[0033] TepMuH «peLUMAUBUPYIOIIUI» OTHOCUTCS K CHUTYallUH, KOIZa MAlUeHThl, Y
KOTOpBIX ObLIA PEMHCCHS] MHOKECTBEHHOW MHEJIOMBI IIOCHIE TEpaIruy, MMETH BO3BpAllEHHE
KJIETOK MUEJIOMBI U CHWKEHUE KOJIMYECTBA 3JOPOBbIX KJIETOK B KOCTHOM MO3T€.

[0034] Tepmun «pedpakTepHblii WIM  PE3UCTEHTHBII» OTHOCHTCS K  TOMY
OOCTOSITENILCTBY, KOTAA MALMEHTBI, Jake MOCIEe MHTEHCHBHOTO JICUEHUs, UMEIOT OCTaTOYHBIC
KJIETKH MUEJIOMBI H/MJTH PeNyLIUPOBAHHbBIE 3I0POBBIE KIIETKH B CBOEM KOCTHOM MO3TE.

[0035] Kak ucnonp3yercst B JaHHOM TOKYMEHTE, K MHAYKLIMOHHAs Tepanus» OTHOCUTCS K
NePBOMY JIEYEHHIO JAaHHOTO 3a00JIeBaHUS, WJIM INEPBOMY JICUEHHIO, OKA3aHHOMY C LEJbBIO
UHIYKIUH TIOJHOW peMHUCCHM 3a00JIeBaHUs, TAKOrO Kak pak. B ciydae HCMIONb30BaHUS
OTZEJIbHO, PUHATO, YTO UHAYKLUOHHAS TepPamus sIBJISE€TCS HAWMTy4IIUM UMEIOIINMCS JIEUEHHUEM.
Ecnu oOHapykeH OCTaTOUHBIA pak, MALUEHTbl TOABEPrarOTCs JICUEHHIO IPYrol Tepamuer,
Ha3bIBAEMON PEHHAYKLUMOHHOH. EcCiaM nmanuMeHT HaxOAuTCsl B COCTOSHUHU IOJHOW PEMHUCCHU
1OCJI€ WHAYKLUMOHHOHM Tepanuy, 3aTeéM OKAa3bIBAETCs JOMOJHHUTENbHAS YKPEIUIIoImas W/
NOJAEPKUBAIOINAs TEpanusi, 4YTOOBl MPOJIUTh PEMUCCHIO WM TOTEHLHAJIbHO BBUIECUUTH
MALHUEHTA.

[0036] Kak ucnosp3yercs B AAaHHOM JOKYMEHTE, TEPMUH «YKpEIULAIOIias Tepamusi»
OTHOCUTCSI K JIEYEHHIO 3a00JieBaHMsl IIOCHE JOCTIXKEHMs IepBod pemuccun. Hampumep,
VKPEIUSIOLEN Tepanuen paka sIBJIIETCs JICYEHUE, OKAa3aHHOE IOCJIEe TOrO Kak pak MC4e3 Mocie
HAYaJbHOW Tepamuu. YKpeIUAoLas Tepanus MOKET BKIIOYATh JIYYEBYIO TEpaIHuIo,
TPAHCIUIAHTALMIO CTBOJIOBBIX KJIETOK WJIM JIEYEHHE JIEKAPCTBAMHU OT paka. Y KPeIUIIOLIYIO
TEPAIUIO TAKXXE HA3bIBAKOT YCUIIMBAKOIIEH Tepanueil U NOCTPEMUCCUOHHOMN Teparuen.

[0037] Kak ucmonp3yeTcsi B JAHHOM JIOKYMEHTE, TEPMHUH «IOAEP>KUBAIOIIAST TEPATTHS
OTHOCHUTCS K JICUSHHIO 3a00JI€BAHUS MTOCIIE TOCTHKEHUSI PEMHUCCUH FJTH HAWJIYYLIETO OTBETa IJIs
NpenoTBpalleHuss UM 3aaep:xku peumnusa. IlogaepskuBaromas Tepanusi MOKET BKIKOYAaThb
XHMHOTEPANHUIO, TOPMOHAJIBHYIO TEPAIIUIO WIIU LIEIEHANPABICHHYIO TEPAIHIO.

[0038] Kak ucnonp3yercsi B JaHHOM JOKYMEHTE, «PEMHUCCHUS» O3HA4aeT YMEHbLIEHHE
WUJIM UCYE3HOBEHHUE MPU3HAKOB U CUMITOMOB PaKa, HAIIPUMEP, MHOKECTBEHHOU muenoMsl. [Ipu
YaCTUYHOW PEMHCCUU HEKOTOpbIe, HO HE BCE, NMPU3HAKM M CHUMITOMBI paka ucyesaroT. llpu
MOJIHOW PEMHUCCUU BCE€ MNPU3HAKM M CHUMITOMBI Paka HMCYE3AI0T, XOTs paK BCE €LIe MOXKET
HAXOJUTbCS B OPraHU3Me.

[0039] Kax wucnonp3yercss B JaHHOM JOKYMEHTE, «TPAHCIUIAHTALUS» OTHOCHUTCS K
TEpaIuu BBICOKHUX 103 CO CIIACEHUEM CTBOJIOBBIMU KJIE€TKaMH. KpOBETBOPHBIE CTBOJIOBBIE KIETKU
(KpOBb) MM CTBOJIOBbIE KJIETKH KOCTHOTO MO3ra HCHOJB3YIOTCS HE B KAa4eCTBE JIEYEHUS, HO,
9TOOBI CIIACTH MAIMEHTA MOCJIE TEPANUU BBICOKUX 103, HAPUMEP, XUMHOTEPAITUH BBICOKUX /103

u/vnu nyquoiﬁ T€pammu BBICOKUX HO3. TpchnnaHTaLu/m BKJIIOYACT «AYTOJIOTUYHYHO»
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TpaHCIUTaHTalMoO CTBOJIOBBIX KJIeToK (ATCK), xoropas OTHOCHTCS K HCHOJB30BAHHUIO
COOCTBEHHBIX CTBOJIOBBIX KJIETOK MALMEHTOB, COOPAHHBIX U HCIIOJIb30BAHHBIX B KAYECTBE KJIETOK
1751 3aMeHbl. B HEKOTOpBIX BapuUaHTaxX OCYINECTBJIEHUS TPAHCIUIAHTALMS TAK)Ke BKIIHOYAET
TAHAEMHYIO TPAHCIJIAHTALMIO WM HECKOJIbKO TPAHCIUIAHTALUI.

[0040] Kak ucmonb3yercsi B JaHHOM JOKYMEHTE U €CJIM HE YKa3aHO HMHOE, TePMUHBI
«repaneBTUYECKU 3((PEKTUBHOE KOJHUYECTBO» H «3(P(PEKTUBHOE KOJHUYECTBO» COCIMHEHUS
OTHOCSITCS. K KOJIMYECTBY, OCTATOUHOMY AJIsi OOECredeHHsl TepaneBTH4ecKkoro sddexra mpu
JICYSHUH, TIPEOYNPEKACHUU WK CAeP)KMBAaHUU 3a00JeBaHUs, HANPUMEP, MHOKECTBEHHOM
MUEJIOMBI, YTOOBI 337€PKATh WIH CBECTH K MUHIUMYMY OJUH HJIH 00JIee CUMIITOMOB, CBSI3aHHBIX
¢ 3a00JIeBaHHEM WM PACCTPOICTBOM, MOMJIEKAIIMM JICUEHUIO. TEePMHHBI «TepaneBTUYECKH
3¢ eKkTUBHOE KOJNNYECTBO» WIH «3(P(PEKTHBHOE KOJHMYECTBO» MOTYT BKJIIOYATh TaKOe
KOJINYECTBO, KOTOPOE YJIyUlIaeT OOIIYI0 TEparuio, CHUXKAET MJIM HCKJIIOYaeT CHMIITOMBI HJIH
NPUYHHBI 3200JI€BaHUSI WIM PACCTPOMCTBA MJIM YCHJIMBAET TEPANIEBTHUYECKYIO 3(PPEeKTHBHOCTB
IPYToro TepaneBTUYECKOro CPesiCcTBa.

[0041] TepMuHBI «COBMECTHOE BBEICHHE» U «B COUETAHUM C» BKIIOYAOT BBEICHUE
OOHOrO WM 0ojiee TEparneBTHUECKUX AareHTOB (HAIpHMEpP, COCOUHEHHE, NPENJIOKEHHOE B
JAHHOM JOKYMEHTE U ellle OAMH areHT IPOTUB MHOKECTBEHHONW MHUEJIOMBI, IPOTHBOPAKOBBI
areHT WM areHT TNOAJEP)KUBAIOINeH Tepanmuu) OAHOBPEMEHHO, Mapajule]bHO  HIIH
MOCJIEIOBATENBHO 0€3 KaKUX-JTHOO KOHKPETHBIX OrpaHWYeHUi 1Mo BpeMeHu. B onHOM BapuaHTe
OCYIIECTBJICHNUS] YKa3aHHbIE ar€HThl IPUCYTCTBYIOT B KJIETKE WJIM B OPTaHU3Me MALUEHTa B OJTHO
U TO K€ BPEMsI WJIH MPOSIBJLIIOT CBOM OMONOrHYecKuil Win TepaneBTudeckuil 3pdext B oqHO u
TO k€ BpeMs. B OZHOM BapuaHTe OCYLIECTBJIEHUs TEpaleBTUYECKHE CPEACTBA HAXOAATCA B
OJTHOM U TOM K€ COCTaB€ MJIM B OHOM M TOH K€ €IMHUYHON JiekapcTBeHHOH (opme. B npyrom
BApPHAHTE peAN3alMM TEPANeBTUUECKUE CPENCTBA HAXOAATCSA B PA3IMYHBIX KOMIOZHLMAX WU
Pa3IMYHBIX €IUHUYHBIX JIEKAPCTBEHHBIX (hOpPMax.

[0042] TepMHUH «areHT MOANEPKUBAIOIIEH TEPANUU» OTHOCUTCS K JIOOOMY BEIIECTBY,
KOTOpPO€ JICUWT, MPENOTBpAIIAeT WU CHEPKUBAET HEOMAronpusiTHbIA 3(PQGEKT OT JeUYeHHUs
Coenunenuem 1, Coenunenuem 2 unmu CoenuHeHUEM 3, WM €r0 SYHAHTHOMEPOM UM CMECHIO
HSHAHTHOMEPOB, TAYTOMEPOM, U30TOIOJIOIOM MU (papMaLeBTHUECKH MPUEMIIEMON COJIBIO.

[0043] TepmuH «Ouonormueckas Tepanus» OTHOCUTCS K BBENEHUIO OHMOJIOTHYECKOH
TEpaIuy, TAKOH KaK MyITIOBUHHAS KPOBb, CTBOJIOBBIE KJIETKH, (PaKTOPBI pPOCTa U MOTOOHOE.

[0044] B koHTeKCTe paka, TAKOTO KaK MHOKECTBEHHAS] MUEJIOMa, HHTHOMPOBAHUE MOKET
OBITH OLIEHEHO MO MHTUOMPOBAHHUIO MPOTPECCUPOBAHMS 3a00JIEBAHUS, MHIHOUPOBAHHUIO POCTA
ONyXOJIM, YMEHBIICHUIO TEPBUYHON OMyXOJH, OOJIErYeHHI0 CHUMITOMOB, CBSI3aHHBIX C
OIyXOJIbI0, WHTHOMPOBAHUIO (PAKTOPOB, CEKPETUPYEMBIX OITYXOJbIO, 3aIepiKKe MOSBICHHS
NEPBUYHBIX WJIM BTOPUYHBIX ONyXOJieH, 3aMEIJICHUI0 Pa3BUTHUS NMEPBUYHBIX WJIM BTOPHUYHBIX
OMyXOJel, CHM)KEHUI0 BO3HUKHOBEHHS NMEPBUYHBIX WJIM BTOPUYHBIX OMyXOJeH, 3aMeAJIEHUI0
WIN CHIKEHUIO TSDKECTH BTOPUYHBIX 3((eKTOB 3a00JeBaHUs, 3aJePKAHUI0 POCTA OMyXOJIH H
perpeccun OIyXoJieH, YBeJIM4YeHUI0 BpeMeHH a0 mnporpeccuposanus (BJII), ysemuueHuro

BbDKMBaeMocTH Oe3 mporpeccupoBanust (BBII), yeenmuenmto oOmeii BppkuBaemoctu (OB),
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cpenu mnpouero. Kak ucnone3yercs B JaHHOM JokymeHTe, OB o3Hauaer BpeMs OT Hauana
JedeHuss 0 cMmeptu mo mobol mpuumHe. Kak ucnomb3dyercs B maHHOM nokymente, BJIIT
O3HavaeT BpeMs OT Hauaja JiedeHus 10 nporpeccuposaHus omyxonu; BJIII He Bkimrouaer
cmeptd. B omHOM BapuanTe ocyuiectBiaeHusi BBII o3Hauaer Bpemsi OT Haudaja JIe4eHUs 10
IIPOrPeCcCUPOBAHUs ONYXONU WU cMepTU. B omHOM BapuanTe ocymectsieHuss BBII o3nagaer
BpeMsi OT MEePBOIl NO3bI COSAMHEHHS A0 MEPBOTO MPOSIBICHHS MPOrPECCHPOBAHUS 3a00I€BaAHMS
WIA CMepPTH Mo JiroOol mpuunHe. B omHOM BapuaHTe ocyiuecTBieHusi ckopoctu BBIT Oynyt
BBIYMCIIEHBl C HCHOJb30BaHUEM oOLeHOK Kamnana-Metiepa. beccoObiTuiiHasi BBIKMBAEMOCTH
(EFS) o3Hauaer BpeMsi OT MOMEHTA HauaJjia JIeYeHHs! 10 JII000ro MposiBlieHUst Hed(PHEKTUBHOCTH
JICYEHHs, B TOM YHUCJIe MPOrPECCHPOBAHUS 3a00JIeBaHMs, NMPEPBIBAHUS JICUSHHS MO JIFOOOH
NpUYMHE WM CMepTH. B OogHOM BapmaHTe ocyuiecTBiIeHHs dactoTa odmiero oreera (HOO)
O3HauaeT JOJII0 MAalMeHTOB, KOTOpble IOCTUIalOT OTBETa Ha JedeHue. B onHOM BapuaHTte
ocymectBieHuss YOO o3HavaeT CyMMy JA0J€ll MallMEeHTOB, KOTOpPblE JOCTUTalOT IOJHOTO U
4aCTUYHOTO O0TBETOB. B onHOM Bapuanrte ocymectsieHus YOO o3HauyaeT AOI0 MAallMEHTOB Yeil
ayqmuii otBer > vactuuHoro oreera (HYO), B COOTBETCTBHM C KPUTEPUSMH PABHOMEPHOIO
orBera IMWG. B onmHOM BapuaHTe OCYLIECTBIEHHsS NponoukuTenbHOCTh oTBera (I10)
npeacTaBisieT coOOi BpeMsi OT JOCTHIKEHHS OTBETAa N0 PELUAMBA WM TPOrPECCHPOBAHUS
3a0oneBanns. B omHOM Bapmante ocymectieHus 110 mpencrasnsier coboii Bpemsi OT
IOCTIDKEHUs] OTBeTa > dyacTuuHoro oteera (UO) no peuuanBa WM TIPOTPECCHPOBAHUS
3a0oneBanus. B oqHoM Bapuante ocymectsieHus [10 mpencrasnsier co0oii BpeMst OT MEPBOTo
JTOKYMEHTHPOBAHMs OTBETAa 10 MEPBOro JOKYMEHTHPOBAHHUS NMPOrpecCUpOBaHUs 3a00JeBaHUsS
wii cMeptu. B omHoM Bapmante ocymecteiaenus [10 npencrasnser coOol BpeMst OT MEpPBOro
JIOKYMEHTHUPOBaHMUsl OTBeTa > uacTuyHoro oreera (YO) 1o mepBOro MOKYMEHTHPOBAaHUS
nporpeccupoBaHusi 3a00JeBaHusl UM CMepPTH. B OfHOM BapmaHTe OCYIIECTBIEHUs BPeMs IO
passutus orBera (TTR) o3Hauaer BpeMss OT mepBOM 03Bl COEOUHEHUS O IEPBOrO
NOKYMEHTUpOBaHUsl OTBeTa. B onHoM BapuaHTe ocyumectBiaeHuss TTR o3Hagaer Bpems OT
NIepBOi O3Bl COENUHEHHS JI0 IEPBOTO JOKYMEHTHPOBAHUS OTBeTa > yacTiuuHoro oreera (HO). B
KpailHeM ciydae, TOJHOE MHIUOMpPOBAHME, YIOMHMHAETCS B JaHHOM JIOKYMEHTE Kak
npenynpexaeHue WM XUMHOIpenynpexaeHue. B gaHHOM — KOHTeKCTe,  TepMHH
«TpenynpeKaeHHe» BKI0YAET JUOO0 MONHOE NMPEeayIpeKAeHNe Hadaia KIMHIYECKH OYE€BUIHOTO
paka WM TpeAylpexkIeHHe Hauvaja [OKJIMHUYECKM O4YeBUAHON cTaauu paka. Takxke
NpeAHAa3HAYeHO Ui OXBaTa [aHHBIM OINpENeNeHHEM MpeaynpekaeHue TpaHCcPopMaluu B
3JIOKQUECTBEHHbIC KJIETKHU WJIH 3a/epiKaHue WM oOpaleHne MPOrpecCHPOBAHUS MPENPAKOBBIX
KJIETOK B 3JIOKAUYECTBEHHbIE KJETKH. OTO BKJIIOYAET MPOPHIAKTUYECKOE JICUEHHE JIHLl C
MOBBILIEHHBIM PUCKOM Pa3BUTHUS paKa.

[0045] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS JIEUEHHE MHOXKECTBEHHONW MUEIOMBI
MOJKeT OBITh OLIEHEHO C IMOMOIIBI0 MEKAYHAPOIHBIX KPUTEPHUEB PABHOMEPHOTO OTBETAa IS
mHokecTBeHHOH Muenombl (IURC - anrn. International Uniform Response Criteria) (cm Durie
BGM, Harousseau J-L, Miguel JS, et al. International uniform response criteria for multiple

myeloma. Leukemia, 2006; (10) 10: 1-7), ncnons3ysi onpeaeneHre OTKINKA 1 KOHEYHON TOYKH,
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Hoaxareropusi OTBeTa

Kpurepuii ouenku orsera’

clIP

IIP xak onpenesneHo HUxe U
O6brunoe cootHOeHue FLC u

b
OtcyTcTBHE KJIOHANBbHBIX KJIETOK B KOCTHOM MO3re ¢

MIOMOILBI UMMYHOTUCTOX UMHHU WUJTM UMMYHOQTYOPECHEHLIAN

OTtpunarenbHas UMMyHO(HKCALIUSI B CBIBOPOTKE M MOYE U
HcuesHoBeHue JIIOOBIX TIa3MOLIMTOM MSITKUX TKaHEeH U

b
<5% mIa3MaTHYECKUX KJIETOK B KOCTHOM MO3T€

0). ¢ (0)

M-06enok B CHIBOPOTKE U MO4Ye, OOHAPYKUBAEMBIE C TIOMOIIBIO
UMMyHO(HKCAIMK, HO HE C MOMOIIBI 3JeKTpodope3a Wiu
90% wunm Oonee CHUXKEHUS YpoBHs M-0Oenka B CBIBOPOTKE U

moue <100 mr B TeueHue 24 4yacoB

40

CHmxenne M-0enka B cbiBOpoTKe >50% 1 cHIDkeHne M-0enka
B Moue >90% unu 1o <200 Mr B TeueHue 24 4acos

Ecnu M-6enok B CHIBOPOTKE U MOYE SIBJISIETCS HeHSMepI/IMbIM,d
a 2>50% Tpebyercss yMeHbIIEHHE  pa3HHUIBl  MEXKAY
BOBJICYEHHBIMH W HeBOBJIeueHHbIMU ypoBHsMH FLC BMmecTo
KkpurepueB M-0Oenka

Ecnu M-0enok B CBIBOPOTKE M MOYE SIBJISIETCS] HEU3MEPHMBIM,
1 00JierdeHHbI OEeCChIBOPOTOUYHBIN aHAN3 SIBIISIETCS TAK)KE
HEU3MEepUMBbIM, TpeOyeTcss yMEHbIIEHHe IJIa3MaTHYECKHUX
kietok >50% Bmecro M-Oenka, mpu ycioBuH, Oa30BbIid
MPOLEHT TIA3MaTHYECKUX KJIETOK KOCTHOro Mo3ra Obut >30%
B nomonHeHWe K MEPEeYMCICHHBIM BBILIE KPUTEPHUSM, TaKXkKe
TpeOyeTcsi yMeHbIIEHHE pa3Mepa TIa3MOLIMTOM MSTKUX TKaHEH

>50%, ecii OHU MPUCYTCTBYIOT HA 0A30BOM JIMHUN

C3 (e pexomeHmyeTcs AJis
HUCIIOJIB30BAHUA B KAa4UECTBE
UHIUKATOpa OTBeTA,;
YCTOHYUBOCTh Oone3Hu
Jy4Ille BCEro OMMCBIBACTCS
nyTéM OLCHKH BPEMCHHU N0
IPOrPECCUPOBAHUS

3abosieBaHus)

He ortBewaromee kpurepusm [10, OXYO, YO wunu

nporpeccupyouee 3a00IeBaHne
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Coxkpamenust: [1P, momnas pemuccusi; FLC, cBobonnast nerkasi nenb;, YO, 4acTHYHBIN
oreer; C3, crabwmmsamms 3abonesBanus, clIP, crtporas momHas pemuccusi;, OXYO, oyenb
XOPOIIMI YaCTUYHBIA OTBET.

* Bce kaTeropuu OTBeTa TPEOYIOT IBE MOCIENOBATEIbHBIX OLIEHKH, CAENaHHBIX B JIHOO0E
BpeMsi 10 yupexaeHus 000l HOBOH Tepamuu, BCe KaTerOpUU Takke TPeOYIOT 10Ka3aTeNnbCTBO
OTCYTCTBHUSI NPOTPECCUPYIOIIUX MM HOBBIX KOCTHBIX TOBPEXISHWUH, €CM OBbLIM NPOBEIEHBI
PEHTIeHOJIOTHYECKHE HUCCIeNOBaHMusA. PEeHTreHOJorn4ecKkue MCCiaeqoBaHust He Tpedyercs uis
yIIOBJIETBOPEHHMSI JAHHBIX TPEOOBAHUIA K OTBETY.

b [TonTBepskneHne ¢ MOBTOPHON OUOTICHEH KOCTHOrO Mo3ra He Tpedyercs.

Hanuumne/oTcyTcTBHE KIIOHANIBHBIX KJIETOK OCHOBBIBAETCS HA COOTHOIIEHHH K/A.
AHOManpHOe COOTHOLLIEHHE K/A 1o JaHHBIM UMMYHOTHCTOXUMHU n/vum
umMMyHogayopeciueHunun TpeOyer MuHUMyM 100 mmasMaTM4ecKuX KIIETOK Ui  aHAJHM3a.
AHOMaJIbHOE COOTHOLICHHE, OTPAKAIOIee HAJIMYNE AaHOMAJIBHOTO KJIOHA, MPECTaBIsieT cOOOH
/A >4:1 i <1:2.

¢ Msmepumoe 3a60seBaHIe ONPENENIETCS MO MEHbIIeH Mepe OXHMM M3 CIEYIOLINX
u3Mepenuil: Ilnasmarudeckne KieTku KOocTHOro mosra >30%; M-0Oenok B cbiBOpoTke >1 /11
(>10 r/m[10 r/n]; M-Oenok B moue >200 mr/24 4, Anamu3 FLC ceiBopoTku: BoBneueHHSBIIH
yposeab FLC >10 wmr/mn (=100 wmr/m); mpu ycnoBuu aHomajbHOro cootHomenus FLC
CBIBOPOTKH.

[0046] IlpumeHsiemblil B naHHOM AokyMeHTe craryc no mkaie ECOG otHocutes k
o0I1ecoMaTHUeCKOMY CTaTyCy MO IKaje BocTouHOI KoonepaTuBHONW OHKOJIOTHYECKOHN IPYIIIBI
(ECOG) (Oken M, et al, Toxicity and response criteria of the Eastern Cooperative Oncology

Group. Am J Clin Oncol 1982;5(6):649655), kak npOMJUTIOCTPUPOBAHO HUKE:
bann Onucanue

0 IToaHOCTBIO aKTHUBEH, CIIOCOOEH BBITOJHATL BCE, KaKk M 10 3aboyieBaHust Oe3
OrpaHUYCHUS
1 OrpaHu4eH B aKTHBHOCTH BBIMOJIHATH (PU3NYECKU TSDKEYIO padoTy, HO MOXKET

BBITOJIHATh JIETKYIO WJIM CHASYYI0 paboTy, Hampumep, JIETKYH paboTy To

oMy, o(UCHYIO padoTy.

2 [TpoxomuT jeueHne aMOyJaTOPHO M CHOCOOEH K CaMOOOCITYKUBAHUIO, HO HE
MOKET BBINOJHATH Kakyr-1ndo paboty. bonee 50% Bpemenu OonpcTBoBaHUs

NPpOBOAUT AKTHBHO - B BEPTHUKAJIbHOM MOJIOKCHUU.

3 Crnioco0eH HInb K OrpaHUYEHHOMY CaMOOOCITy KHBAHHIO, TIPOBOIUT B Kpeciie

i riocrenu Oonee 50% BpeMeHN OOIPCTBOBAHUS.

4 ITomHocTREO ~ HeTpymocmocoOHbIl.  CoBepmieHHO  HE  CrocobeH K

camoo0cy>kuBaHHIO. [T0OTHOCTHIO IPUKOBAH K ITOCTENN WA KPECITy

5 Mepts

[0047] TepMUH «OKOJIO», IPUMEHSIEMBIH B TAHHOM JOKYMEHTE, €CJIM HE YKa3aHO HHOE,
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OTHOCHUTCSl K 3HA4YEHMIO, KOTOpoe He Oonee dyem Ha 10% BbIle MM HIDKE 3HAYEHUS,
u3MensieMoro repmMuHoM. Hanpumep, tepmun «oxono 10 MI/M™» O3HAaYaeT QUATIA30H OT 9 Mr/M”
10 11 M/,

B. Kparkoe onucanue rpaguyeckiux MaTepraioB

[0048] ®ur. 1. (A) M3MmeHeHrne B UHAYKLMU aroNTo3a, U3MEPEHHOE IO TUIOMIAIN TIOA
KpHUBOH KpaTHOCTH MHAyKumu Kacmasel 3 (Tak Ha3bIBAEMBIN MHIEKC arlonTo3a) OT BPEMEHHU B
kiaetkax H929-1051, ycroiumBbIXx Kk JeHanmuaomunay. Aolcumcca: log HM (coenuHeHwme),
OpAMHATA. MHAEKC amonTto3a. JIMHUM Hauayduiero npUOIMKEHHs MPEACTABISIIOT Co0oit
JIOTUCTHYECKOE ypaBHeHUe ¢ 3 mapamerpamu paccuutanHoe B GraphPad Prism. (B) Ilnomans
noJ KpuBOW KpuBBIX KOHIeHTpauusi-orseT aisi CoenuHeHus | m CoemuHeHust A B KIeTKax
H929-1051 Obwia ucmosip30BaHAa Uil CPABHEHHUs CHMOCOOHOCTH COEAMHEHWH WHIYLHPOBATH
aronTo3 TOCie 6-4acoBOM HKCHMO3MLIMH, a 3aTeM pas30aBieHusi ¢ mnpuMepHO 20-KpaTHBIM
yMeHbIIIEHHEM KOHLIEHTPaLU! COeIMHEeHHS.

[0049] ®wur. 2. CpaBHeHHe aHTUNPONU(PEPATUBHOH AKTHBHOCTH KOMOWHHUPOBAHHOM
o0paboTku momanmuaoMuaoM-aekcamerasonoM u CoenuHenneMm 2 (A), 1 KOMOWHUPOBAHHOM
obpabdotku Coenunenuem 2-nekcamerasonom (B) B kmerkax MM H929-1051, ycroituuBbix k
neHamuaomuny. Ilponudepanuio oneHHUBANIM € UCIOJIB30BaHUEM aHanmu3a omnpeneneHust ATD
(CellTiter-Glo) mocne 120 uacoB Teparmuu. IIpomeHT OT KOHTPONS PACCUUTHIBATIH IMyTEM
BbuUTaHUs (poHa M HOpManm3auuu K kKoHTpomo JIMCO (100% ot konTposst). Kaxkmas Touka
JAHHBIX TIPEACTaBIsieT COOOH cpenHee 3HAYEHHE TPEeX HE3aBUCHUMBIX HKCIEPUMEHTOB C
MOBTOPEHHUEM.

[0050] ®wur. 3. (A) ArtunpomudeparuBublie 3gdexTsl Ha HecTuMyarpoBaHHbIX MKIIK
u (B) THLE-2, o0paGorannbix CoenuHeHneM 2 B TedeHHE 72 4YacOB OLIGHHBAIH C
ucronp3oBanneM ananuza omnpeneneHust AT® (CellTiter-Glo). IIpoueHT OT KOHTpONA
pPacCUMTHIBAIM TyTeM BbIUUTAHUS (OoHA M HOpManmusamuu kK KoHtpomo JIMCO (100% ot
KOHTPOJISA).

[0051] ®wur. 4. IlporuBoomnyxoeBasi akTUBHOCTb (CoenuHEHUs 2 C HENpPepbIBHBIM
NO3UpPOBaHMEM B MoOAaenu KceHoTpaHcranrara H929-1051, ycroiiumBoi K JeHANIMIOMUAY.
Camkam mbimelt ¢ SCID uHOKyIMpOBaIH 10x10° onyxoJseBblx kjeTtok H929-1051 B mpasbiit
O6ok. Mpltm ObUTH pa3feeHbl Ha Tpymel JedeHus (n=10/rpynmy) B MOMEHT Hadaja JICUEHHs..
TecroBoe nedyeHne HaunHAIK Ha 14 1eHb, KOrna omyxoJu Obuth npuMepHo 120 MM

[0052] ®wur. 5: AntunponudeparuBHas akTuBHOCT CoenuHeHHs 2 B KJIETOYHBIX
JUHUSIX MHOKECTBEHHOW MUEJIOMBI, CTPYNIHUPOBAHHBIX IO XPOMOCOMHBIM TPAaHCIOKALUSIM.
I'paduk mpencraBisier coboi muomanps nox KpuBoil (AUC) KpUBBIX KOHLEHTPALHSI-OTKIIHK
pocTa, NpU HU3MEpPEHUHU YHCIa KMBBIX KJIETOK METOAOM IPOTOYHOM uuTOMEeTpud st 15
KJIETOYHbIX JUHUN MM, cozmepxammx pacnpOCTPaHEHHbIE TPAHCIOKALMK, HalaeHHble B MM.
Habmonaemoe 3HaueHne AUC cOOTBETCTBYET IUIOIIAAM IO KPUBOH 103a-OTBET, B KOTOPOM
3HaueHnss 0 COOTBETCTBYIOT MOJHOMY CHHKEHUIO TPONU(epalini/sKu3HeCIOCOOHOCTH MPH BCEX
103ax u 3HAYEHUs 10000 COOTBETCTBYIOT OTCYTCTBHIO YMEHbIIEHUS

nponudepanun/ku3HecnocooHocTy. Kierounble TMHUN IPyNNUPOBAIN CHavYasna 1O HalIeHHOH
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XPOMOCOMHOM TPaHCJIOKALUH U, 3aTe€M, IO JaHHBIM, UMEET JIM TPAHCIOKALMS BBICOKUN PUCK WU
HeT.

[0053] ®ur. 6: ArtunponudepatuBHas akTUBHOCTE COEMHEHNUS 2 U MOMAIUIOMHIA B
KJIETOYHBIX JIMHUAX MHOJKECTBEHHONW MHEJIOMBL, YCTOWYMBBIX K JICHAIUAOMHUAY H
nomaiuaomuay. 1Csp=konuenTpauuss CoenuHeHus 2 W nomanuaomuna, npusogsmas k 50%-
HOMY HMHTHOMPOBAaHHUIO POCTa KJIETOK IO CpaBHEHMIO ¢ KoHTpojeM. Ha rpaduke mokasaHo
cpaBHeHue 3HaueHuMH aHtunpoaudpepatuBHoil 1Csy (cBeun) CoenuHeHus 2 W NMOMAIUIOMUAA
ompeneneHHbIx ¢ ucnojb3oBanueMm ananmza CellTitre-Glo B ucxomgneix (DF15, NCI-H929 u
OPM2), ycroituusbix k neHamunomuny (NCI-H929-1051), win ycTOWYHMBBIX K MOMAJTMIOMUAY
(NCI-H929-P01, OPM2-PO1, OPM2-P1, OPM2-P10 u DF15R) knerouHbix nuHHIX MM,
npencrasieHHbIX B Tabmume 11.

[0054] ®ur. 7: Ctparerus reiTUPOBAHUS MUEJIOUIHBIX CYOTOMYJISIIHIA.

[0055] ®wur. 8: Ilocnemnue craguu muddepeHIrau  KIETOK-TPEAIIeCTBEHHUKOB
HEHTPOUIIOB 1n Vitro - 3¢ (HeKThl KOPOTKOU exeNHEeBHOH dKcro3uiuu CoenHeHus 2 B TEUeHHe
no Gosbineii mepe Tpex aueil. Knerku CD34, mony4eHHblE M3 KOCTHOTO MO3Ta 3M0POBOTO
noHopa Obut moABeprHyTHI 3kcnosunuu CoenuHeHus 2 npu koHueHTpauusx 1, 10, u 100 HM B
Kaknbld U3 1, 2, uau 3 mocienoBaTeabHbIX OHEW. TOJbKO KUBBIE KJIETKU OBbLUIM BKIIFOYEHBI B
aHanmu3. JlaHHBIE TIpeACTaBIAIOT COOOH cpenHee 3HaUeHUe pe3ynbTaToB A JloHopoB 1 u 2, u
npencTaBisiioT coboit mpumep ponu kiaerok Cramuu I w Cragum IV, ompeneneHHBIX Kak
CD347/CD33*/CD11b" u CD347/CD337/ CD11b", cooTBeTcTBEHHO, NOCe 6 YaCOB SKCIO3UIIMH.

[0056] ®wur. 9: TTo3gHss cTagus CO3peBaHUs KIETOK-NPEAIIECTBEHHUKOB HEUTPODUIIOB,
cienyromasi 3a 6-uyacoBoil skcnozuuuen CoeauHeHuss 2 B KaXIbIH U3 3 MOCIEAOBATENbHBIX
nueit. Knerku CD34”, nonyueHHble U3 KOCTHOrO MO3ra 310POBOTO JOHOPA ObUIM MOABEPTHYTHI
skcnosuumuu CoenuHeHust 2 npu kKoHueHtpauusx 1, 10, wam 100 HM B TeyeHue 6 4acoB B
KaXIblii U3 3 mocienoBareibHbIX nHel, HauuHas ¢ Jua 10. JlaHHBIE mpencTaBisitoT coOOH
cpenHee 3Hauenue nonu knerok Craguu 111, onpenenennbx kak CD34 /CD33*/CD11b* u nonu
knetok Craguu IV, onpenenenneix kak CD34 /CD337/CD11b* uz Honopos Ne 1 u Ne 2. Ceeun
MOTPEIIHOCTH MPEACTABISIIOT COOON CTAHAAPTHOE OTKIOHEHHE.

[0057] ®wur. 10: Tlo3gHss cragust CO3pEBaHUs  KJIETOK-TPEAIIECTBEHHUKOB
HelTpodwioB, creayromas 3a 60-4acoBoil sSkcmosuumed CoenviHeHUss 2 B KaKObIA U3 S
nocnenosaTenbHeix aHel. Knerku CD34%, nonyueHHbIe U3 KOCTHOTO MO3ra 3I0POBOTO JOHOPA
Obutn monBeprHyThl dKcno3unuu CoenuHeHust 2 mpu koHueHTpawsix 1, 10, wim 100 HM B
TeUueHUEe 6 4YacoB B KaXAbll W3 5 TMOCIAEAOBaTENbHbIX nHeH, HauuHas ¢ JHa 10. /lanHble
MPEICTaBISIIOT Co0OM cpenHee 3HadeHue paoiu kiertok Cragum I, ompeneneHHBIX Kak
CD347/CD33*/CD11b* u nomu xnerok Craguu IV, onpenenennsix kak CD34 /CD337/CD11b*
u3 Jlonopos Ne 1 i Ne 2. CBeun MOrpenrHOCTH MPEACTABIISIOT COOOM CTAHAAPTHOE OTKJIOHEHUE.

[0058] ®wur. 11: [Inarpammsl rpadguka MOHOTEPAITUU AJISI aT€HTA JEKCAMETa30Ha.

[0059] ®ur. 12: [lons 3penbx HEUTPOPUIOB BO BpeMsi MUeIouaAHON auddeperunaumn
nocje OAHOW 3KCHO3ULMM JekcaMeTasoHoM wiu CoenuHeHHeM 2 MO OTAENbHOCTH WU B

KOMOMHALIMY TPU Pa3jIMiHbIX KoHIeHTpauusx. Kinerku CD34", nonydeHHble M3 KOCTHOrO MO3ra
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310pOBOrO OHOpa ObLTH MOnBeprHyThl skcrnosunuu CoenuHeHus 2 (B TedeHHe 6 4acoB) U
IeKcaMeTa3oHOM (B TedyeHue 30 4HacoB) MO OTHENBHOCTU (BEpXHMH psil) WM B KOMOMHALMU
(mwxHMA psn) npu koHoeHtparwsax 1, 10, wim 100 HM B Jlenp 13. B kaknoM U3 HUXKHHX
rpapukoB koHueHTpamus CoenvHeHMs 2 U3MEHsUIaCh, a KOHLEHTpALUs JeKCaMeTa30Ha
nojaepskuBanach nocrostHHoit npu 1 HM (neBbiit), 10 HM (cpennuii), umu 100 HM (mpaBblif).
Jlnst koMOMHAUMH, KyJbTypbl MOABEPTajMd BO3IEHCTBUIO OOOMX AareHTOB OJHOBPEMEHHO B
TeueHne 6 4acoB. 3aTeM KJIETKH NPOMBIBAIHM M MOBTOPHO MHKYOMPOBAJIM C JAEKCAMETa30HOM B
TEYEeHHE MOCTenyomux 24 4acoB. 3aTeM KJIETKU MPOMBIBAJIM U MOBTOPHO MHKyOupoBanu Oe3
CoenuHeHuss 2 WM AeKCaMeTa30HA B TeUEHHE OCTaBIUEWCs 4acTH HUccienoBaHus. JlaHHBbIE
NpeCTaBIAT coboii nomo knerok Cramuu IV, onpenenennbix kak CD347/CD33"/CD11b" u3
Jouopos 3, 4, u 5. KpacnHast munusi npeacrasisieT coboit 50% ot yposHs kinetok Cranuu IV B
koHTpose IMCO.

[0060] ®wur. 13: DddekT geueHus nexcamMeTa30OHOM OTHENIHHO WM B KOMOWHAIUH C
CoenuHeHueM 2, JEHAIUAOMUAOM U IOMAJMIOMHIOM Ha aloNTO3 B KIJIETOYHOW JHUHHUU
MHO>KECTBEHHONW MUEJIOMBI, YCTOWYNBOM K JleHanunomuay. Och OpAMHAT NMOKa3bIBa€T KPaTHOCTD
U3MEHEeHHs1 aKTUBHOCTHKacMasbl 3 1o cpaBHeHmto ¢ [IMCO, a ock abcumce npeacrasisieT coOoi
JorapuQgM KOHIEHTPALNH IeKCAMETA30Ha.

[0061] ®ur. 14: CoennHeHne 2 HEMOCPEACTBEHHO AKTUBHUPYET MOHOHYKJIEAPHbIE KJIETKH
nepudepudeckoir kposu denoseka (PBMC) st nu3uca spuUTPOMHENTIONMUTHYECKUX JICHKO3HBIX
kinerok K562 B 3aBucumoctu ot koHueHtpauuu. (CneBa) PempeseHTtartuBHble Trpaduku
COPTUPOBKHM  KJIETOK aKTHBUPOBAaHHOH  ¢uyopecueHuueir kimerok K562  coBmecTHO
kynpTuBHpoBaHHbIX ¢ MKIIK dyenoBeka, KOTOpble ObLIM MpPEABAPUTENBHO WHKYOHMpPOBAHBI C
Coenunenuem 2, neHamunomuaoM, nomamuaomunoM mwim JIMCO. (crnpaBa) HeoOpaGoranHbie
naHHble noau kieTok PI-AnHekcuH V-K562 nokaspiBaroinue yMeHbIIEHHE KM3HECTIOCOOHBIX
kjeTok K562 B COBMECTHOMN KyJIBTYpe, 3aBUCUMOE OT KOHLIEHTpaUuu. JlaHHbIe MPEACTABIEHB] B
BUZE CpPEAHEro 3HAYEHHUs CO CBeYaMH OIIMOOK TMPEACTABJISIOIIUX CTAHAAPTHBIE OIIHUOKU
CpeIHEero 3Ha4eHUsI.

[0062] ®ur. 15: IMMyHHBIE KJIETKH HETOCPENCTBEHHO akTuBUpYrOTCs CoeanHeHneM 2
ISl TU3MCa YyBCTBUTENBHBIX K JIEHAIUJOMMAY M YCTONHUMBBIX K JIGHAJTUIOMHIY KJIETOUYHBIX
JUHUN MHOXKECTBEHHOW MUEJIOMbl. MOHOHYKJI€apHbIE KJIETKH MepupepruIecKoil KPOBH JTOHOPOB
(PBMC) (3ddexropHbie KJIeTKH) ObUIM MNpeABapuUTENbHO 00paboTaHbl C YKa3aHHBIMH
TecToBbIMU m3fenusimu winn CoennHeHueM 2 B TeueHHE 2 4acoB Ieped TeM, Kak uX
KyJIbTUBUPOBAJIM Ha IJaHIIeTaXx C MOKpbITHeM aHTU-CD3 anturen B TedeHue 72 vacos. [lo
Hayaja COBMECTHOrO KyJbTHBHPOBaHUs ¢ HeoOpaboranHbiMu MedeHHbIMA CFSE kneTounsiMu
JUHUSMH MHOXECTBeHHOW wmuenombl, PBMC mnpombiBaii U TmoMeImmanid B cCpeny, He
COZIEP’KALYI0 COEQUHEHMI, M 3aTéM COBMECTHO KYJBTUBUPOBAIU C KJIETOUYHBIMHU JIMHHUSIMHU
MHOYKECTBEHHOH MHUEJIOMBI (KJIETKH-MUIIEHN) B TeUeHHe 24 4acoB. Y BeInueHne rudenn KIeTOK
MHOKECTBEHHOH MHEJIOMBI, OINOCPEAOBAHHOW HMMYHHBIMH KJIETKAMH, OBIJIO OYEBHIHO B
MKIIK, o6paboranubix CoenniHeHHEM 2, COBMECTHO KYyJIbTUBHPOBAHHBIX (COOTHOLIEHHE
mutneHb: 3¢ dexrop 1:5) ¢ mubdo (A) knerkamu NCI-H929, nubo (B) knerkamu H929-1051.
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[0063] ®wur. 16: AKTUBHUPOBAHHBIC COEAUHEHWEM HWMMYHHbIE KJIETKH IOKa3bIBAIOT
YBEJIIMYEHHYI0 THOENb OMyXOJIEBBIX KJETOK, KOIZa KIETKH MHOXKECTBEHHOH MHUEIOMBI
IpeABApUTENPHO 00palaThIBAIOT JIEHATUAOMUIOM, noMaiauaoMunoM mwi CoenvHeHneM 2 10
COBMECTHOTO KYJIbTUBHUPOBaHMsA. MOHOHyKJI€apHble KJIETKH mepupepudeckoil KpoBU ObLIH
IpeBapUTENIbHO MHKYOUPOBAHbI C JICHATMIOMUIOM, noManuaomunoM mwin CoenuHeHueM 2 B
Te4YeHue 2 4acoB INepen TeM, Kak MX KyJbTHBHPOBAJIM HA IUIAHIIETaX ¢ MOKpbITHEM aHTH-CD3
aHTHUTEJN B TeueHue 72 4acoB. B To ke Bpems, 4 KJIETOYHBIE JIMHUU MHOKECTBEHHOW MUETIOMBI
(MM) KyJnbTHBHUPOBAIM B Cpene, comep:kainedl TecToBble u3nenus. [locie 72 4HacoB KJIETKH
COBMECTHO KYJIbTUBHUPOBAJU B TedeHue 24 yacoB (cootHomeHne Mumienb:Dddexrop [M:3]
1:5). VBenuuenue rubenn kierok MM, OMOCPENOBaHHOW WMMYHHBIMH KJIETKAaMH, OBLIO
OYEBHIHO B COBMECTHBIX KyJbTypax (rpauky CHpaBa B KaKIAOM psoy) MO CPaBHEHHIO C
OTAENbHBIMU KyJbTypamMu MM (rpaduku cineBa B KaXIOM psoy) BO BCEX THIAX
NPOTECTUPOBAHHBIX KJIETOK KJIeTouHbIX JuHUH (A) NCI-H929, (B) H929-1051, (C) OPM2 u (D)
OPM2 P10. VkazaHHble COENMHEHHsS MAajoO BJIMSIOT Ha ku3HecrocodHocts PBMC (kak
MOKa3aHO Ha rpaduKax mocepenHe B KAKIOM PANY).

[0064] ®ur. 17: Coenunenue 2 aktuBupyeT skcnpeccuto CD38 B KJI€TOUHBIX JIMHUAX
MM. Okcnpeccuro CD38  kneToyHON MOBEPXHOCTHIO OLEHUBAIM B  KieTkax MM,
npeaBapuTenbHo oOpaboTanHbx CoequMHEHHEM 2 WM MTOMAJHIOMUIOM B TE€YEHHE 72 YacoB.
O dexTs 103a-0TBET NMOKA3aHBI A KJIeTOUHBIX JInHu OPM-2 u OPM-2.P10.

[0065] Pwur. 18: Coenunenune 2 ysenuuuBaeT A3KIL[ xnerok MM, onocpenoBaHHYIO
naparymamadoMm. Cemp  kieTouHblx JuHHAH MM oOpabarbBanu  CyOneTanbHBIMU
koHUeHTpauusaMu CoenuHeHusi 2 WIM NOMAaluIOMHAA B TE€YeHHE 72 4acOB A0 COBMECTHOIO
KyJnpTHBUpOBaHUsl ¢ kjerkamu NK npu coortHomeHun s¢dexrop:mumens [2:M] 10:1 s
anammza A3KL[. I'paduky MIUTIOCTPUPYIOT penpe3eHTATHBHbIE AAHHBIE, MOJy4YeHHble i 7
KJIETOYHBIX JUHUA MM. AHanu3bl npoBOAuMAu ABaXxAbl ¢ kietkaMu NK U3 1OByX pasHbIX
nonopoB. Kontpons IMCO siBnsiercst 6a30B0l akTUBHOCTBIO KjieTOK NK ¢ HeoOpaOoTaHHBIMU
onyxoseBbiMU KieTkamu, M3otun u [lapa siBnsgercs akTUBHOCTBIO KJjieTok NK B mpucyrcrsumn
U30TUITUYECKOTO KOHTPOJII W JaparymaMada, COOTBETCTBEHHO, C HeoOpaOOTaHHBIMH
onyxonesBbiMu knetkamu, Mzorunt+Coenunenve n JlapatCoennHeHue sBISETCS aKTUBHOCTBHIO
kjetok NK B IpUCYTCTBHHM HM30THIIMYECKOTO KOHTPOJSI M JIapatymamada, COOTBETCTBEHHO, C
00pabOTaHHBIMH OMYXOJIEBBIMU KJIETKAMH.

[0066] ®ur. 19: CoenuHenune 2 yCUINBAET aHTUTEJIO3aBUCUMBIN KJIETOYHBIN (HaromuTo3
(ADCP - anrn.: Antibody-dependent cellular phagocytosis ) kieroxk MM, omnocpenoBaHHBIM
napatymamMadoM. AHau3bl parouTo3a MPOBOIWIH ¢ COOTHOIEeHUEM 3¢ ¢ ekTop: MuineHs [3:M]
2:1. lectp knerounblx JuHU MM +/- ¢ mpensaputenbHoit 00padoTkoii CoennHeHneM 2 Hin
noMayuaoMunoM Obutn  monBeprHyTel ADCP, onocpenoBaHHOMy napatymamaOom. A)
Pernpesenratusnble nzodpaxkenus ADCP ¢ knerounoit muaneiit OPM2. Makpodaru mnokasaHsl
KpacHbIM 1BeToM, a kieTku OPM?2 nokasanbl 3eneHbiM 11BeToM. B) KosmuecTBeHHbIN aHaU3
¢arouuTo3a ¢ momoupr TpoTouHou wuromerpun. Koutpons JIMCO sBisiercs 0a3oBoii

akTUBHOCTBIO KieTok NK ¢ HeoOpaboranHbIMM omyxoseBbiMH kieTkamu, M3orun u [lapa



18

SIBJIIETCS aKTUBHOCTBIO KJ1eTOK NK B IPUCYTCTBHM M30THIUYECKOTr0 KOHTPOJIS U lapaTyMamada,
COOTBETCTBEHHO, C HeoOpaboTaHHBIMU OmnyXxoneBbIMH KieTkamu, HW3orun+CoennHeHue wu
HapatCoenuHeHne sBIETCS aKTUBHOCTBHIO KJeTOK NK B NPUCYTCTBHM H30THIIUYECKOTO
KOHTPOJISI U AapaTymMamada, COOTBETCTBEHHO, ¢ 00pa0OTaHHBIMHU ONYXOJIEBBIMH KJIETKAMH.

[0067] ®ur. 20: KomOunauus CoenuHerus 2 ¢ MHTHOMTOPOM MPOTEACOM MPUBOIUT K
YBEJIIMYEHHOMY arnonTo3y B mojaensx kiaerok MM. Knerounbie nuaun MM Obutn 06paboTaHbl
umnysibcom Oopresomuba wimu JIMCO B Teyenwe 1 waca ¢ MOCHEAYIOLIMM BBIMBIBAHUEM.
IIpenBaputenbHO 00paOOTaHHBIE KJIETKM HHKYOMPOBAIM C PAa3MYHBIMH KOHLIEHTPAIMSIMHU
Coenunenus: 2 B TeueHHe 72 4acOB C MOCJEAYIOIIUM OKpALIMBAHUEM OOpa3LiOB PacTBOPOM 7-
AAD u AnHekcMHa V W aHaJM30M MPOTOYHOH 1mToMerpuen. A) Jloas KMBBIX KIIETOK C
CoenuHenneM 2 B OTAENTBHOCTH WJIM C TPEABAPHUTENBHON 00paboTkoil OGopresomubOom. B)
Toueunsie nuarpammsbl kyieTok OPM2-P10 npu pa3nuyHbIX yCIOBHAX 00paboOTKH.

[0068] ®wur. 21: KomOounauus Coenunenus 2 ¢ OopTe3oMUOOM MK KapHui3oMudOM B
moznensix kietok MM. Yerbipe Kinerounsle quann MM Obutn 006paOOTaHbI UMITYJIBCOM
6oprezomuda mu JIMCO B TeueHune | yaca ¢ mocnenyromuM BeIMbIBaHHEM. [IpenBapuTeNnbHO
oOpaboTaHHBIE KJIETKH HHKYOMPOBAIH C pPa3IMYHBIMH KOHLeHTpauusmMu CoenuHeHuss 2 B
Te4deHHe 72 4acoB C MOCJEAYIOLUINM OKpalmuBaHiueM oOpas3ios pactBopoM 7-AAD n AHHEKCHHA
V u aHanm3oM npoTouHoi nuromerpueil. A) Anrunponudeparusnsiii 3pdexr CoenuHerns 2 B
OTAENbHOCTH WK € NpeaBapuTenbHol 00padoTkoii 6bopresomudom. B) AnTunponudeparnBHbIi
s¢pdexr CoenuHeHus: 2 B OTOEIHPHOCTH WIH C TpeABapUTEIbHON 00paboTkoit kapdumzomMudom.
DRC=Kpusas no3a-orser

[0069] ®wur. 22. [Toka3ana obpadotka kiaerok MM CoeanHenrniem 2 B KOMOMHALIUU C
MHTHOUTOpaMH TUCTOHOBOH J€aleTHIa3bl, XUMHOTEPANIEBTUYECKUMH areHTaMK, HHTHOUTOpaMu
Bcl-2, unrunburopamu Mcl-1, unruburopamu BET wmm unarunburopammu LSD-1. Pacuers
cuHepruu OpuIM BbIMONHEHbI Ui oOpabotku CoenunHeHneM 2 B KoMmOmHammu ¢ 13
HU3KOMOJICKYJIIPHBIMH WHTHMOUTOPAMH B TAHENW KJIETOYHbIX JUHUNA MM. IIpsiMOyroJbHHUKH
CHHETO 1[BETa WUTOCTPUPYIOT JOJIEO JIYHOK, KOTOPBIE SIBIISTIOTCSI CHAHEPTUYECKUMU B COUETAHHH C
Coenunennem 2. * mpencraBisier COOOW CTATUYECKYHO 3HAYUMOCTh PAa3HOCTH OTBETa
MIOBEPXHOCTH OT HYJIEBOH MOJIEIH.

[0070] ur. 23: Dddexr obpadorku Coemunennem 2 (0,1 wmr/kr, QD) wu
nexcamerazoHoM (0,5 wmr/kr, exenHeBHO (QD)) B KauecTBe OTAENBHBIX areHTOB, TaK M B
KOMOWHAIIMK B MOZAENH KceHoTpaHcmianTtata H929-1051, ycTolHunBOi K JIEHATHIOMULY.

[0071] ®Dur. 24: TlporusBoonyxoneBasi akTUBHOCTb (CoeguHeHUss 2 OTHEIBPHO U B
KoMOmHatmu ¢ Oopre3oMubOM B MOJENH  KCEHOTPAHCIUIAHTATa  MHOJKECTBEHHOM
muenombl/mazmountoMbl NCI-H929  (H929-1051), ycroliumBoii k seHanmupomuay. JlHu
TO3UPOBKH 0003HAUEHBI CTPENIKAMHU Ha OCH X.

C. Coenunenus

[0072] B ngaHHOM JOKyMeHTe TpemjiokeHo  coenuHeHue  4-(4-(4-(((2-(2,6-
TUOKCOTHUIIEPUINH-3-1T)- 1 -OKCOM30UHAOINH-4 - MIJT)OKCH )METUI )OSH3 W1 )IUTIepa3uH- | -mi)-3-

bropben3onnTpmI, UMeHyeMoe kak «CoenuHeHue 1»:



WIM €ero 5JHAHTUOMEpP, CMeCb HHAHTHOMEPOB, TayTOMep, H30TOIOJIOT WU
(bapManeBTHYECKH TpHEeMJIeMasi COJIb.

[0073] B HexkOoTOpBIX BapHaHTax OCYIIECTBJIEHHS COEAMHEHHUE [JIsi NMPUMEHEHUs B
KOMITO3UIUSIX U CHoco0ax, NPEAJIOKEHHBIX B TAHHOM JIOKYMEHTE, MpPEACTaBlsieT coOoit
Coenunenne |1 wiIM ero SHAHTUOMEP, CMECh HSHAHTHOMEPOB, TAayTOMEpP, H3OTOIMOJIOT WM
(bapManeBTUYECKH TPHEMIIEMYIO COJIb.

[0074] Takke B HaHHOM IOKyMeHTe mpemioxkeHo coenuHenue (S)-4-(4-(4-(((2-(2,6-
TUOKCOTUTIEPUIUH-3-1JT)- | -OKCOM30MHIOIUH-4-UJT)OKCH )METHI )OeH3 W ) TUTepa3uH- 1 -u)-3-

bropOeH30HUTPIIT, UMeHyeMOoe Kak «CoenuHeHue 2

WJIN €r0 TayTOMEp, H30TOMNOJIOT WK (apMaLeBTHUECKH TpUeMIIEMast COJIb.

[0075] B HeKOTOpPbIX BapUaHTax OCYIIECTBJIEHUS COEAMHEHHUE MJs1 INpPUMEHEHHs B
KOMIIO3UIUSIX U CHOco0ax, NPEAJIOKEHHBIX B JAaHHOM JOKYMEHTe, MpeACTaBisieT CcoOoit
CoenuHeHue 2 WK €ro TayToMep, U30TONOJIOT WK (PapMaLEeBTHUECKH MPUEMIIEMYIO COJb.

[0076] Takke B maHHOM IOKyMeHTe mpemiokeHo coenuHenue (R)-4-(4-(4-(((2-(2,6-
TUOKCOTUTIEPUIUH-3-1JT)- | -OKCOM30MHIOINH-4-UJT)OKCH )METHI )OeH3 W ) TiTepa3uH- 1 -u)-3-

bropOeH30HUTPIII, UMeHyeMOoe Kak «CoenuHeHue 3»:

WU €r0 TayTOMeP, U30TOMOJOT I (PapMaleBTHUECKH IPUEMIIEMYIO COJIb.
[0077] B HexOTOpBIX BapHaHTax OCYLIECTBJIEHUS COEAMHEHHE [JIs1 NPUMEHEHUs B
KOMITO3UIMSIX U CHoco0ax, NPEeANIOKEHHBIX B JaHHOM JIOKYMEHTE, IpPEACTaBIseT CoOoit

CoenuneHue 3 UK €ro TayTOMep, U30TOIMOJIOT UK (hapMaLleBTUYECKU TIPUEMIIEMYIO COJIb.
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[0078] B nmanHoM pnokymeHte mnpemioxkeHo Coenunenune 1. B maHHOM 1DOKyMeHTE
npemyokeH Ttayromep CoemunHenus 1. B nmaHHOM JOKyMEHTe NpeNJIOKEH 3SHAHTHOMED
Coenunenuss 1. B naHHOM NOKyMeHTe MpemsiokeHa cMech 3HaHTHOMepoB CoenuHeHus 1. B
JAaHHOM JIOKYMEHTE IpeaiokeHa papmarieBTHIecKu npuemiemas coinb Coennaenus 1.

[0079] B nanHoM pnokymeHTe mnpenjoxkeHo CoenuHenne 2. B gaHHOM JOKyMeHTe
npennoxeH tayromep Coenunenus 2. B maHHOM MOKyMeHTe mpemioxkeHa (papMaleBTUYeCKU
npuemsiemasi conb Coenunenus 2.

[0080] B manHom mokymeHte mnpemioxkeHo CoenuHenune 3. B maHHOM 1DOKyMeHTe
npemyoxkeH tayromep CoenuHenus 3. B maHHOM NOKyMEHTe MpeiokeHa (apMaleBTHUECKU
npuemiemas conb CoenuHeHus 3.

[0081] Tak>ke B JAHHOM JOKYMEHTE MPEIIOKEHbI M30TOMUYECKN 00OTaIleHHbIE aHAJIOTH
COEAVHEHUH, TNPEIJIOKEHHbIX B JTaHHOM JAOKyMeHTe. M3oromnoe oboramieHue (Hampumep,
aelrepupoBaHue WM oOorameHne aedTepueM) (papMaleBTHYECKUX IMpernapaToB s
yny4iieHus: papmMakokuHeTHuecKux cBoHCTB («DK»), papmakonnnammueckux cBorcTB («DI»)
U mnpopuield TOKCHYHOCTH OBUIO paHee MPOAEMOHCTPHPOBAHO HEKOTOPBIMH KJIAaCCaMH
nekapcTBeHHbIX cpenactB. Cwm., Hampumep, Lijinsky et. al., Food Cosmet. Toxicol., 20: 393
(1982); Lijinsky et. al., J. Nat. Cancer Inst., 69: 1127 (1982); Mangold et. al., Mutation Res. 308:
33 (1994); Gordon et. al., Drug Metab. Dispos., 15: 589 (1987); Zello et. al., Metabolism, 43:
487 (1994); Gately et. al., J. Nucl. Med., 27: 388 (1986); Wade D, Chem. Biol. Interact. 117: 191
(1999). He orpannumBasch KakOH-INOO KOHKPETHOW TeopHuel, H30TOMHOe oboramieHue
COEAMHEHUs] MOXXET OBITh NPUMEHEHO, HANpuMep, Al Toro, 4toObl: (1) yMEHBIIUTH WIIH
YCTPaHUTDh HEXKeJaTeNbHble METaOOMUTHI, (2) YBENIUYUTH MEPUOJ MOJYBBIBEAECHUS HCXOIHOTO
JIEKApCTBEHHOTO CPenCTBa, (3) YMEHBIIUTh KOJIUYECTBO 103, HEOOXOIUMBIX ISl TOCTHXKEHUS
xenaemMoro dd¢ekra (4) yMEHbLUIUTh pa3Mep J03bl, HEOOXOAUMOM JIsl OCTHIKEHUS JKEJIaeMOro
s¢dexra, (5) yBenuuuTh 00Opa3OBaHHE aKTUBHBIX METAOOJIUTOB, €CJTU OHU 00pasyroTCs u/mu (6)
YMEHBLINTD MOJYYSHHUE BPEAOHOCHBIX META0OUTOB B KOHKPETHBIX TKaHSIX H/HIIH CO3AaTh Ooee
3¢ exTuBHOE JIEKapCTBEHHOE CPEACTBO M/UK Oojiee Oe30MacHOe JIEKAPCTBEHHOE CPEACTBO st
KOMOWHHUPOBAHHOW TEpaIrvuy, HE3aBUCHUMO OT TOTO, SIBJISETCS JIW KOMOWHALIMOHHAS Teparus
3aIUTAHMPOBAHHOW WJIM HET. 3aMeHa aroMa Ha OAWH M3 €ro HM30TOMOB YacTO MPHUBOIHUT K
U3MEHEHHUI0 CKOPOCTH pEaKLUH XHMHUYECKOH peakuuu. OTO SBJICHHE H3BECTHO Kak
kuHetnyeckuit nzoronHsii 3¢ dext («KIE»). Hanpumep, ecnu cBsizp C-H paspeiBaercs Ha 3Tare,
OTNPENeNIIOIEM CKOPOCTh XUMHUYECKOW peakiuu, (T.e. Ha 3Tamne ¢ HaWBBICIIEH SHEpruei
NEPEXOAHOTO COCTOSIHUS), 3aMeLIeHHe IeHTepreM JaHHOrO aToOMa BOAOPOAA TPHUBENET K
YMEHBLICHHUIO CKOPOCTH PEAKLUH, U MpoLecc OyAeT 3aMeasiThCs. DTO SBICHHE W3BECTHO Kak
nerrepueBblii kKMHEeTHUECKUH n30TONMHBIN 3¢ dexT (KDKIE» - anrn.: Deuterium Kinetic Isotope
Effect). (Cm., nanpumep, Foster et al., Adv. Drug Res., vol. 14, pp. 1-36 (1985); Kushner et al.,
Can. J. Physiol. Pharmacol., vol. 77, pp. 79-88 (1999)). Bennunna DKIE moxeT ObITh BbIpakeHa
B BHJI€ OTHOLIEHUSI MEXy CKOPOCTSIMU TAHHOH peakLuy, B KOTOpOil paspeiBaercs cBsizb C-H, u
TOW K€ peakUued, Opu yCJIOBUM, 4YTO BOAOpon 3ameHeH Ha paenrtepuil. DKIE wmoxer

BapbUPOBATHCs OT OKOJIO 1 (6e3 nzoTomHoro 3¢dexra) 10 oueHb OONBIINX YHCeN, Hanpumep, S0
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win OoJiee, YTO O3HAYAET, UYTO PEAKLHs] MOXET OBbITh B ISTHAECIT WM Ooyiee pa3 MeIJIeHHeEe,
IIPU YCJIOBUM, YTO BOJOPOA 3aMEHEH Ha aenrtepuil. He orpaHnumBasce onpeneseHHon TeopueH,
Bbicokue 3HaueHuss DKIE moryt ObITh 4acTHUHO OOYCIIOBIIEHBI SIBJEHHUEM, HU3BECTHBIM Kak
TYHHEJIMPOBAHUE, UTO SIBJISIETCS] CJIEACTBUEM IPUHLIUIA HEONpeAeNeHHOCTU. TyHHenupoBaHue
INPUIKCHIBAIOT MAJONd Macce aToMa BOAOPOAA, M IPU 3TOM OHO MPOMCXOAUT MOTOMY, YTO
NEPEXOHbIE COCTOSIHUS C y4aCTUEM IIPOTOHA MOTYT MHOIZIA BOSHUKATD B YCIOBUSX OTCYTCTBUS
TpeOyemMoii sHepruu akTtuBauuu. IlockonbKy neliTepuil mmeer OONBLIYIO MAacCy, HEXeNn
BOZIOPOA, OH CTAaTUCTUYECKH HMEET TOpa30 MEHBIIYID BEPOSATHOCTb IMOIBEPraThbCsl 3TOMY
SIBJICHUIO.

[0082] Tpurmit («T») mpencraBiasier COOOH paIMOAKTHBHBIA HW30TON BOIOPOIA,
NPUMEHSIEMbIHl B HCCJIENOBAHUIX, TEPMOSIAEPHBIX peaKkToOpax, HEUTPOHHBIX TIeHepaTopax u
panuodapManeBTUYECKuX npernapaTtax. Tputuil npencrapisieT coOOi aTOM BOAOPOAA, KOTOPBIi
uMeeT 2 HEeHTpOHA B sIAPe U UMEET aTOMHbIN Bec, Onm3kuii k 3. OH BCTpeyaercss B MPUPOIE B
OKpY’KaroIel cpene B OYEHb HHU3KUX KOHLEHTpauusix, yaiie Bcero B Bume 1,0. Tpuruii
MEIJIEHHO pacrnaaaercs (Mepuoj MOoNyBbiBeAeHUs=12,3 rojga) ¥ UCHyCKaeT OeTa-dacTuiy C
HU3KOM 3>HEPrUel, KOTOpasi HE€ MOKET NPOHUKATh 4Yepe3 HApPYKHBbIM CJIOW KOXHU 4YeJIOBEKA.
BryTpennee o0nydeHune siBISIETCS] OCHOBHOM OMACHOCTBIO, CBS3aHHOW C 3TUM HU30TOIOM, OTHAKO
ero HeoOXOIMMO NMPUHUMAThH B OONBLINX KOJUYECTBAX, YTOOBI MMOBEPTHYTHCS 3HAUUTEIILHOMY
pucky 1ns 3710poBbsa. Ilo cpaBHeHMIO C JedTepueM, [0 MAOCTH)KEHHS OINACHOTO YpPOBHS
HEOOXOMMO MOTPeOIATh MEHbIIEE KOJMUECTBO TPUTHS. 3aMerneHue Bogopoaa tputueM («T»)
NPUBOAUT K elne Oojiee CHIIbHOW CBsi3W, Y€M B Cllydae AelTepus M JaeT YHCICHHO OoJblnue
U30TONHbIE 3(PPEKTHI.

[0083] AHanmoru4HbIM 00pa30OM 3aMeIleHHe U30TOMOB APYTHX 3JIEMEHTOB, BKIIOUas, Oe3
OTpaHHYEHUs, BC um C B cly4ae yriiepona, 33, S wm *°S B ciydae cepbl, "N B ciyuae
asora u 'O wm "0 B ciydae KHCaopoaa, OymeT oOecrneyrBaTh aHAJOTHYHbIE KMHETHUECKUE
U30TOMHbIE 3PP EKTHI.

[0084] OpraHusm >KHBOTHOTO JKCIPECCHPYeT pa3sHooOpasne (EepMEHTOB C LENbIO
yCTpaHEHUs] MOCTOPOHHHUX BELIECTB, TaKMX KaK TepaneBTUYECKHE areHThbl, U3 €ro CHUCTEMBI
mupkyssanun. [Ipumeps! Takux (pepmeHTOB BKIOYAOT (epMeHThl muroxpoMa P450 («CYPy),
3CTepasbl, MPOTeas3bl, peNyKTa3bl, 1erHIPOreHa3bl I MOHOAMUHOKCHA3bl AJIsl B3aUMOZAEHCTBUS U
npeoOpa3oBaHUsl [aHHBIX HWHOPOAHBIX BEIIECTB B Oojiee TONAPHBIE MPOMEKYTOUYHbIE
COEAMHEHUs] WM MeTadOoNUThl ANl TMO4YeYHOH osKkckpeunu. Hekoropele u3 Haumbonee
PacCIpOCTPAaHEHHBIX META0OMMUECKUX peakiui (HapMaleBTUYECKUX COEIWHEHHH BKIIOYAIOT
okucyieHnue yriaepoa-sogoponuoit (C-H) cesizu B mobyro u3 yriepoa-kucioponHoi (C-O) umu
yraepoa-yriuepoaHoi (C-C) mu-cesizu. [lonydeHHble MeTaOONUTBI MOTYT OBITh CTAOMJIBHBIMU
WIN HECTaOWJIbHBIMA B (PU3UOJOTHMUYECKHX YCJIOBHUSIX, WU MOTYT HMETb CYILIECTBEHHO
oTinyaromuecs: (papmakokmHeTHueckue, (apmMakoguHamuueckue mnpodunaw, u - npoduam
KPaTKOCPOUYHOH U JOITOCPOYHOM TOKCUYHOCTHU MO OTHOLIEHUIO K UCXOJHBIM COeANHEeHUsM. [l
MHOTHX TPEnapaToB, TAKHE OKUCIEHHs SBIISIOTCS ObICTpbIMH. B pesynbrare, 5T mpemnaparsl

qacTo Tpe6y}0T BBEACHUS HECKOJIbKUX WUJIM BBICOKHX CYTOYHBIX HO3.
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[0085] MH3oromHOe oOorameHue B ONPENeNieHHBIX IMOJIOKEHUSX COCNUHEHUs,
MPEAJIOKEHHOTO B JAHHOM JOKYMEHTE, MOKET UMeThb AeTektupyembiii KIE, koTopsIil BiusieT Ha
bapmakokuHeTHUECKHE, (apMaKOJOTHIECKUE U/HITH TOKCHKOJIOTHYECKHe MPO(IIIN COSTUHEHNS,
MPEIJIOKEHHOTO B TAHHOM JOKYMEHTE, MO CPaBHEHHIO C MOAOOHBIM COENMHEHUEM, MMEIOIIHM
NPUPOAHBIN U30TOMHBIN COCTaB. B OJHOM BapuaHTe OCYIIECTBICHHs OOOTalleHHe AeHTepuem
NPOUCXOUT B MoJioxkeHnu paciueruienus: C-H cBszu B mporiecce metabonuzma.

[0086] B omgHOM BapuaHTe OCYIIECTBICHHMs B JaHHOM JIOKYMEHTE IPeIOKeH
uzoronoyior CoenuHenwss 1 Wi €ro SHAHTHOMEp, CMECh JHAHTHOMEPOB, TAayTOMEp WIIH
(apMalleBTUYECKU TpUEMIIEMasi COJib. B ONHOM BapWaHTe OCYIIECTBJIEHHS H30TOMOJIOT
Coenunenusi 1 mpencraensier coboii Coenunenuwe 1, oOoraimeHHOe neHTepHeM, WM €ro
SHAHTHOMEpP, CMECh YHAHTHOMEPOB, TAyTOMEp MM (papMaLIEBTUYECKH MPHEMIIEMYIO COJib. B
OJTHOM BapuaHTe ocyliecTBieHus: uzoronojor Coenunenus 1 npencrasisier coboii CoenquHeHmne
1

(hapMalleBTHYECKU MPUEMIIEMYEO COJIb, TJie OOOTallleHHe NeUTepreM MPOUCXOAUT Ha XUPATbHOM

, oborameHHoe neWTepueM, WM €ro 3HAHTHOMEpP, CMEChb SHAHTHOMEPOB, TAyTOMEp WU
LeHTpe. B npyrom BapuaHTe OCYLIECTBIEHHS B AAHHOM JOKYMEHTE IpPENJIOKeH H30TOMOJIOT
CoenuHenus 2 Uiy ero TayToMep Wi (papManieBTUIECKH premiemMas coib. B ogHOM BapuaHTe
ocymectsieHus: uzoronoynor Coenunenus 2 npexacrapisier codoit CoennHenue 2, oborameHHoe
aelTepueM, HIM €ro TayToMep WM (papManeBTUYECKH MPUEMIIEMYIO COJib. B omHOM BapuaHTe
ocymectsieHus: uzoronoynor Coenunenus 2 npexacrasisier codoit CoennHenue 2, oborameHHoe
AefTepueM MM €ro TayToMep WiIM (papMalleBTHYECKH NMPUEMIIEMYIO COJb, IZie oOorarueHue
JeiTepueM NPOUCXOANUT Ha XUPAJIBHOM LIEHTpE.

[0087] B HekOTOpBIX BapuaHTax OCYLIECTBIEHUs B JAHHOM AOKYMEHTE MPEAJIONKEHbI
HU30TOMNOJIOTH 4-(4-(4-(((2-(2,6-nnokconunepuauH-3-mi)- 1 -OKCOU30UHIOTUH-4 -
YUT)OKCH )METHIT)OeH3MIT ) IuIepasuH-1-mi)-3-GTopOeH30HUTPIIA, WIM HMX 3HAHTHOMEpPbl WM
CMECH HaHTHOMEPOB, TayTOMEPBI WIH (papMaLeBTUYECKH MPUEMIIEMbIE COJH, B KOTOPBIX OJUH
WM HECKOJIbKO AaTOMHBIX MO3MLIMH MOJEeKyNbl 4-(4-(4-(((2-(2,6-nuokconunepunu-3-un)-1-
OKCOW30MHIOMH-4-1JT)OKCH )METHI )OS H3WIT )TUITepa3vH- 1 -1i1)-3-pTOpOSH30HUTPIIA  U30TOIHO
oOoraien/oboraieHsl, HanpuMep, nedTepueM. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS B

JaHHOM JIOKYMEHTE IPEAJIOKEHbI COeIMHEHNs cleayomei GopmyIsr:



B KOTOPBIX OAMH WJIU HECKOJBKO aTOMOB Y (T. €., Yl, YZ, Y3, Y4, YS, Y6, Y7, Yg, Y9, Ylo,
Y“, le, Y13, Y14, YIS, Y16, Y”, YIS, Y19, YZO, YZI, YZZ, Y23, Y24, st, st, Y27, st, Y29, " Y30)
U30TOMHO oOoramieH/o0oramensl  aeltepueM, W JrOOOW OCTaBIIMiiCs atoM (aTombl) Y
SIBJISIETCSI/SIBIISTIOTCSI HEOOOTALIEHHBIM aTOMOM (aTOMaMH) BOIAOPOAA.

[0088] B omHOM M3 BapMAHTOB OCYLIECTBJIEHUS TAHHOE COSIUHEHNE UMEET CIIENYIOIIYIO

opmyny:

[0089] B omHOM M3 BapMAHTOB OCYIIECTBJICHUS TAHHOE COCIUHEHNE UMEET CIISNYIOIIYIO

dopmyny:



[0090] B HexkOTOpBIX BapUaHTAaX OCYLIECTBJIEHUS ONWH, ABA, TPH, YETHIPE, MSTh, MECTb,
CeMb, BOCEMb, JEBsITh, IECSITh, OJMHHAIIATh, IBEHAALATb, TPHUHAIIATh, YETHIPHAIIATH,
MSATHAALATh, IIECTHAANATh, CEMHAALATh, BOCEMHAILATh, JEBSITHAILATh, NBAIIATh, IBAIIATh
ONWH, NBaalaTh JBA, ABAALUATh TPH, NOBaALATh YeThbIpe, ABAALATH MSATh, IBAILATh IIECTh,
IBAANATh CEMb, NBAaILATh BOCEMb, ABANLATH NEBSITh WIM KAXIbIH U3 YKAa3aHHBIX aTOMOB Y
M30TOMHO oOoramen/o0oramensl  aeldTepueM, © J0OOH ocraBummiics aTtoM (atomel) Y
SIBJISIETCS/SIBIISIIOTCST  HEOOOTAIIEHHBIM aTOMOM (aToMamu) Bomopona. B omHOM BapuaHTe
OCYIIECTBIIEHHUs] OJUH W3 YKa3aHHBIX aTOMOB Y H30TONMHO oOoraiieH aenTepuem, U JrOOble
OCTaBIIMECS aTOMbl Y SIBISIFOTCSI HEOOOTallleHHBIMH aToMaMH Boaopoaa. B omHom BapuaHTte
OCYLIECTBJICHUS Y? o6oramen JEUTEPUEM.

[0091] B HeKOTOpbIX BapUaHTaX OCYINECTBJIEHUS OAWH WM Ooyjee atoMoB Y B
TJIyTAapUMHUIHOM (DparMeHTe OaHHBIX COEIUHEHUH (Yl, Y3 Y Y'Y Y u YY) oBoramensr
neWitepieM. B HEKOTOpbIX BapHaHTAaX OCYLIECTBJIECHUs OOWUH MM Oonee atomMoB Y B
WU30UHIOJIMHOHOBOM (DparMeHTe NaHHBIX COETMHEHUMN (Y6, Y’ YS, Y’ u Ylo) oborareHbl
nevitepueM. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHMs OOWUH Win Oojee aromMoB Y B
(beHuIanKuIoBOM (parMeHTe JAaHHBIX COEIUHEHUI (Y“, le, Y13, Y14, Yls, Yl(’, YY u Ylg)
oOoraieHsl aelirepueM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS OAUH WK Oojiee aTOMOB Y B
MUTIEPA3MHOBOM (DparMeHTe NaHHBIX COENMHEHUN (Y19, YZO, Y21, Yzz, Y23, Y24, Y® u YZ(’)
oOoraieHs! aelirepueM. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS OIMH WK Oojiee aTOMOB Y B
oTHeNbHOM (DEHHUIBHOM KOJbLe HaHHBIX coemuuenuii (Y2, Y* u Y*°) oBoramens! geiireprem.
CoenvnHeHue, TPEIIOKEHHOE B JAHHOM JIOKYMEHTE, MOJKET SIBJISIThCS JIF0OOH KOoMOWHaIuen
oOorameHust neiTepreM, Kak ONUCAHO B JaHHOM JAOKyMeHTe. [[pyrumu cioBamu, Jro0ast
KOMOMHaIMs #3 OOOTralieHHOro IeHTepreM TIJIyTapUMHUAHOTO (parMeHTta, OOOraleHHOTro
neiTepueM W3OUMHIOIMHOBOTO (pparMenTta, oborameHHOro paeWtepueM (HEeHUIATKHIBHOTO
¢parmMenTa, oOorameHHOro AelTepueM mNHIepPa3suHOBOrO (parMeHTa U OOOTaIEHHOTO
nerrepreM OTAEIbHOrO (PEHUIBHOTO KOJIbIIa OXBATHIBAETCS B JAHHOM JOKYMEHTE.

[0092] B ogHOM BapuaHTE OCYILECTBJIEHUS Y' u Y oboramensi neWrepueM, U JOObIe

OCTaBIIHECST aTOMbl Y SIBJISIFOTCSI HeO6OFaH_IeHHbIMI/I BOAOpOAaMH. B onHOM BAPpHUAHTE
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OCYLIECTBJICHUS Y? u Y* oboramens neWrepueM, U JIFOObIE OCTABLINECS aTOMBbl Y SIBISIFOTCS
HeoOOraleHHbIMUA BOJOPOJaMH. B OHOM BapuaHTe OCYIIECTBJIECHUS Y oboramen JIEUTepUeEM,
1 JE0ObIe OCTaBLIMECS aTOMBbI Y SIBJISIIOTCA HeoOOraleHHbIMU Bojopoaamu. B ogHoMm BapuaHTe
OCYLIECTBJIEHUS] OT Y' 0 Y’ oboramesns nerrepueM, 1 JFOObIE OCTABIINECS aTOMbI Y SIBJISFOTCS
HeoOOoraleHHbIMH BOAOpOaMH. B OJHOM BapHaHTe OCYIUECTBJIEHUS OT Y? 10 Y’ oboramesnsi
neWtepreM, W JIOObIe OCTAaBIIMECS aTOMbl Y SIBISIFOTCS HeoOOraleHHbIMH Bojopoxamu. B
OIHOM BAapUaHTE OCYLIECTBIICHUS Y® u Y’ oboramensr nenTepreM, u JI00bIe OCTaBIINECS aTOMBI
Y SIBISIFOTCSI HEOOOTAIEHHBIMU BOIOPOaMH. B OHOM BapuaHTe OCYLIECTBJICHHS OT Y® 1o Y
oOorameHsl neiitepueM, ©u JHOObIe OCTABIIMECS aTOMbl Y SIBJISTFOTCSL HEOOOTAIEHHBIMH
BOJIOpoaMu. B 01HOM BapuaHTe OCYILECTBJIEHUS Y'" u Y' oborawenst neitepuem, u JTOObIE
OCTaBIIMECST aTOMbl Y SIBJSIFOTCS HEOOOTAIleHHbIMU BOAOponaMH. B  ogHOM BapuaHTe
OCYLIECTBJIEHUSI OT Y"® mo Y' oGoramenst aeWrepueM, U JEOOBIE OCTaBIIMECS aTOMbI Y
SIBJIIIOTCST HEOOOTALEHHBIMH BOJOPOAaMU. B OJHOM BapHaHTe OCYINECTBIICHUS Y7 u y"®
oOorameHpl neiitepreM, u JIOObIe OCTAaBIIMECS aTOMbl Y SIBIISTEOTCS HEOOOTaIEHHBIMH
BOJIOpOAaMH. B OgHOM BapuaHTe OCYIUIECTBJEHUS OT Y'" no Y"™ oBoramens: Jeltepuem, U
mro0ble OCTaBIIMECS] aTOMBI Y SIBJSIIOTCS HEOOOTalleHHbIMH BOJOpPOAaMH. B omHOM BapmaHTe
OCYLUECTBJIEHUSI OT Y mo Y oBoramens: neWirepueM, W JEOObIE OCTaBIIHMECS aTOMbI Y
SIBJIIIOTCST HEOOOTALIEHHBIMUA BOAOPOAaMHU. B OIHOM BapuaHTE OCYINECTBIICHUS Y?" oboramen
newrepueM, M JIIOOBIE OCTaBIIMECS aTOMbl Y SIBIISIIOTCS HeOOOraleHHbIMH Bopoponamu. B
OIHOM BapHaHTE OCYILUECTBJIEHUSI OT Y 10 Y* oGoramens: neiTepreM, U JIFOObIe OCTaBILINECS
aToMbl Y SIBJISIFOTCS] HEOOOTAIllEHHBIMU BOAOPOAAMHU.

[0093] B opHOM BapuaHTe ocyuiecTBieHus: uzorornosnor CoeanHeHus | mpencrapiiser

coboit Coenqunenue 1-D:

N

(1-D).

[0094] B npyrom BapuaHTe ocyliecTBieHus1 usoronojor CoenuHeHus: 1 npencrasisieT

co0oii cMech



and

CC
NG~ F

[0095] B eme omHOM BapuaHTe oOcymecTBieHus wu3otonojor CoenuHeHus 2

npencrasisier codoit Coenunenue 2-D

(2-D).
[0096] B eme ogHOM BapuaHTe oOcCylecTBieHUs wuzotonojor CoenuHeHus 3

npexncrasisier codoit Coenunenue 3-D

N

{J

(3-D).

[0097] B ompeneneHHbIX BAPHAHTAX OCYLIECTBJIEHHS JIIOObIC TOJIOKEHUS, 00OraleHHbIe

neiTepueM, UMEIOT cofiepkaHue nelrepus o MeHbluel Mepe 30%, no menbiueilt Mmepe 40%, no
MeHblel mepe 50%, no menbiueil Mepe 60%, o MeHbleil mepe 70%, no meHbiuel Mepe 80%,
no MeHblieil mepe 90%, no menbiuell mepe 95%, no Menbuieil Mepe 97% unu okosno 100%. B
OIHOM BapHaHTe OCYyIIeCTBIeH:s Y~ oforaiieH JeiTepieM W HMeeT COfep KaHNe NEHTEpHs Mo
MmeHblel mepe 30%, no menbiueiil Mepe 40%, o MeHblieil mepe 50%, no meHbiuel Mepe 60%,
no mesblueil Mepe 70%, no menbiueil Mepe 80%, mo menbiuel Mepe 90%, no mMeHbllel Mepe
95%, no meHb1el Mepe 97% unu okono 100%.

[0098] B ogrOM BapuanTe ocymiectsiieHust D (Ha xupaiapaoM nentpe) Coenunenust 1-D
UMeeT cofepkaHue neiitepus no mesbluel mepe 30%, no menbiuel mepe 40%, mo MeHblel
mepe 50%, mo menblueii mepe 60%, mo Menbiieil Mepe 70%, mo mesbluedi mepe 80%, mo
MeHblied Mepe 90%, no mesbluell Mepe 95%, no Menbiieil mepe 97% unu okono 100%. B

OJIHOM BapuaHTe ocyliecTBieHus1 D umeer coneprkanue aeiirepust no Menbluei mepe 90%.



27

[0099] B ogroM BapuanTe ocymectsierns D (Ha xupanbHoM nentpe) Coenunenus 2-D
UMeeT cofepkaHue neitepus no mesbluel mepe 30%, no menbiuel mepe 40%, mo MeHbleH
mepe 50%, nmo mesblueil mepe 60%, mo Menbuie mepe 70%, mo menblueln mepe 80%, mo
MeHblied Mepe 90%, no mesbluell Mepe 95%, no menblueil mepe 97% umu okono 100%. B
OJTHOM BapuaHTe ocyinecTieHus: D nmeer cogepkanue neiirepusi no Mensluel mepe 90%.

[00100] B ogHOM BapuaHTe ocyiiecTienus D (Ha xupanpHoMm nenrpe) Coennnenus 3-D
UMeeT coliepkaHue aeiTepust no menblieil mepe 30%, nmo menblieil mepe 40%, 1Mo MeHbLIeH
mepe 50%, mo menbinedr mepe 60%, mo MeHnbineil mepe 70%, mo mensiuelr mepe 80%, Mo
MeHblel mepe 90%, no menbiuedl Mepe 95%, mo menbineit mepe 97% wunu okxono 100%. B
OIHOM BapHaHTe OCyLIeCTBIeHUs D umeer coneprkanue aeiirepust mo Menbiuei mepe 90%.

[00101] B ompeneneHHbiXx BapuaHTax ocyiunectBieHus CoenuHeHue, OOOTAIlEHHOE
aertepueM, TPENJIOKEHHOE B JaHHOM JOKYMEHTE, HMEeT SHAHTHOMEPHBIH HU30BITOK 110
MeHbleld Mepe 5%, no meHbluneil mepe 10%, no menbiuell Mepe 20%, no MeHblieil Mmepe 30%,
no mesblueil Mepe 40%, no menblueil Mmepe 50%, no MeHbleil mepe 60%, Mo MeHbIIEH Mepe
70%, no menbiueit mepe 80%, nmo meHbieit mepe 90%, nmo meHbine mepe 95%, Mo MeHbIIEH
Mmepe 97%, no mesblueil Mepe 98% unu no meHbluel Mepe 99%. JlononHUTENbHbIE TPUMEPHI
ONTHYECKOW YHMCTOTHI BKIIIOYAIOT YHAHTHOMEPHBIN U30BITOK 1Mo MeHblneh mepe 10, 11, 12, 13,
14, 15, 16, 17 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39,
40,41, 42,43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65,
66, 67, 68, 69, 70, 71, 72,73, 74, 75,76, 77,78, 79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91,
92, 93, 94, 95, 96, 97, 98 unu 99%.

[00102] B onHom BapuaHTe ocyiecTBieHuss CoenuHenue 2-D uMeeT SHaHTUOMEPHBIH
n30BITOK N0 MeHbInel Mepe 5%, o MeHbliuel Mepe 10%, nmo mMensbiueii Mepe 20%, Mo MeHbLIeH
mepe 30%, no menbiueil mepe 40%, nmo Mmenbiiel Mepe 50%, mo meHbled mepe 60%, 1o
menbleil mepe 70%, no menbiel Mepe 80%, no mensbiueil Mmepe 90%, no mMeHblIel Mepe 95%,
no MeHblueil mepe 97%, mo menblieil mMepe 98% wunn mo meHbiuelr Mepe 99%. B omHOM
BapuaHTe ocyecTBieHus: Coenuaenue 2-D nMeeT SHAHTHOMEPHBIN U30BITOK MO MEHBIIEH Mepe
90%.

[00103] B onnom BapuanTe ocymectieHus Coennaenue 3-D mMeeT SHAaHTUOMEPHBIH
U30BITOK TIO MeHbIeH Mepe 5%, o meHbiiel Mepe 10%, mo mMenbineii Mmepe 20%, Mo MeHbLIEH
mepe 30%, mo menbiueil mepe 40%, nmo Mmenbuiel mepe 50%, mo meHbiuel mepe 60%, mo
MeHblel mepe 70%, no menbiueil Mepe 80%, o MeHblieil mepe 90%, no meHbiuel Mepe 95%,
no MeHblueil mepe 97%, no Menbuieil Mepe 98% unu no meHbiell Mepe 99%. B ogHOM
BapuaHTte ocymecTtieHus: Coenuaenne 3-D nMeeT SHaHTHOMEPHBINH H30BITOK 10 MEHbIIEH Mepe
90%.

[00104] Coenunenusi, oOOralieHHbIe AeHTepreM, MPEeNoKEHHbIe B TAHHOM JOKYMEHTE,
MOTYT OBITH IMOJIy4€HBl B COOTBETCTBUH C CXEMOH CHHTE€3a M NPUMEpPaMH, MPHUBEICHHBIMU B
JAHHOM JIOKYMEHTE, HO C MHCIOJb30BAHUEM COOTBETCTBYIOLIErO MCXOJHOTO MaTepuasa
(marepuasioB), oOoramennoro nedrtepuem. CoenuHeHHs, OOOTralleHHbIE JAEUTEpHUEM,

NPpEAJIOKCHHBIC B TAHHOM NOKYMCHTE, MOT'YT OBITb TaKXKe MNOJIY4€HbI B COOTBETCTBUU C O6H.I€I>i
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XUMHEH, U3BECTHON CIIEL[HAIMCTaM B JAHHOH 00JAaCTH TEXHUKH, JUI NOJyUeHUs] 0OOTaleHHbIX
JeiTepueM W30UHJOJMHOHOBBIX M TNIYTaPUMUIHBIX COEAMHEHMH, B TOM 4YHCJIE, HO He
orpaHn4YuBasich MU, onucaHHbix B WO 2014/039421 u WO 2014/116573, koTOpbIe BKIIFOUEHBI
B IaHHBIN IOKYMEHT B ITIOJIHOM 00BbEME NOCPENCTBOM CChUIKH.

D. lHonyuyenune Coenunenus 1, Coenunenusi 2 u Coennenus 3

[00105] CoenuneHusi, npenjaraeMbple B JaHHOM AOKYMEHTE, MOTYT OBITh IOJyYEHBI
criocobaMy, M3BECTHBIMU CIIEHMAIUCTY B JAHHOW OOJAaCTH TEXHUKH, W CIEAYIOLIMMHU
METOAMKAMHU, AHAJOTUYHBIMH METOAMKAM, ONMHCAHHbIM B paszene IlpuMepsl B ITaHHOM
JOKYMEHTe, U UX OObMHBIMH MoaudukauusMu. TUNHYHAS CXeMa PeaKIHi s MOJyYeHHUs
JaHHBIX coeluHeHul npousuntoctpuposana Hike Ha Cxeme 1 ns Coenunenus 1, CoenuHeHUst
2 u Coennnenus 3, u Ha Cxeme 2 mss CoequHenns 2.

[00106] Kak mokazano Ha Cxeme 1, mocne 3amuThl 3-TUAPOKCU-2-METHIOEH30MHON
KUCJIOTBl  (C  TOMOLIBIO, Hampumep, oOpa3oBaHHs  METWIOBOro 3¢upa ©  TperT-
OyTui( IuMeTHIT)CHITUIOBOTO 3(dupa) clenoBajgo OpOMUpOBaHUE, HAPUMEDP, C UCIIOIb30BAHHEM
N-OpoMmcykumanMuIa ¥ a3o0ucu3oOyTupoHuTpuia. Peakums ¢ MeTwi-4,5-a1uamMuHO-5-
OKCOMeHTaHOaTOM (Takke n3BecTHbIM Kak H-D, L-Glu(OMe)-NH,), B nprcyTCTBHH OCHOBaHUS
(takoro kak JIMIIDA), mpuBoamia K MOJYYEHUIO MPOU3BOIHOTO HM30WHIOJMHA, 32 KOTOPBIM
CJeNoBaNio yAaieHus 3amuTHOU rpynnbl TBDMS ¢ ucnonb3oBaHueM OCHOBaHHS, TaKOTO Kak
kapOoHaT kanus. [locne peakuuu 3aMeIeHHOro M30MHIOIUHA ¢ 1,4-0uc(OpoMMeTHT)OeH30JI0M
B IIPUCYTCTBHH OCHOBAHMS (TaKOro Kak KapOOHAT Kaius), CIEI0BaJI0 00pa30BaHUE IIIyTaApUMUIA
B TPUCYTCTBUM TperT-OyTokcupa kanusi. Haxonen, peakims ¢ 3-¢rop-4-(nunepasus-1-
11)OEH30HUTPHIIIOM ITPUBOAMIIA K TONyueHuto 1eneBoro CoennHenust 1. XupanbHoe paszaeneHue

npusBoauT k nonydenuto Coenunenus 2 u Coenunenus 3.
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Cxema 1

[00107] B anbrepHaTUBHOM BapHaHTe, Kak MPOMJUIIOCTpUPOBaHO Ha Cxeme 2, peaxius
MIPOMEKYTOUHOT O COEIMHEHUS meTui-2-(6pommeTin)-3-[TpeT-
OyTun(numerTni)cuini|okcubeH3oara ¢ XupanbHbiM TpeT-OyTun (4S)-4,5-1uamMuHo-5-0KCo-
neHTaHoaToM (Takxke u3BecTHbIM kak H-L-Glu(OtBu)-NH,;, peakuus ¢ H-D-Glu(OtBu)-NH,
MPUBOJUT K MOJIYYEHHIO MPOTHBOMOJIOKHOIO YHAHTUOMEPA) B MPUCYTCTBUU OCHOBAHHUSI (TAKOTO
kak JIUIIDA), mpuBOANT K MOJYYEHHUIO 3aMEIIEHHOrO M30UHAOJIMHA, 32 KOTOPBIM CJIEIOBAJIO
cusitue TBDMS 3amuTtHOM rpymmbl ¢ UCHOIb30BaHHEM TerpabyTuinammonuii ¢propuna. Ilocre
peakuu 3aMeleHHOro u3ouHmonmmHa ¢  4-(4-(4-(xnopmeTin)OeH3mi)nunepasut- 1-wmn)-3-
(TOPOEH3OHUTPHIIOM HJTH €T0 COJIBIO B IPUCYTCTBHH OCHOBAHUS (TAKOTO KaK KapOOHAT Kajws),

cJienoBasIo 0Opa3oBaHUEM TIIyTApUMU/IA C MONTyueHHeM LeneBoro CoennHeHus 2.



30

o i i
3 e .. Me
. fMe g =y O § = O
1m0 TBS-CI o NBS A Br
k o ——— B — et
= Mmunpason, AIBN

Q o HelTaY: 0\ ‘f
OH DMF ‘Sit\ﬁ IPrOAc ‘”S‘\ﬁ

0
Z o
- \ “g/}LNHg V=0
H-L-Glu(OtBu)-NH,-HCI L : TBAF ’
AcN. DIEA “52 Ao 8| MeoH NH,

f

Kucnota

O
KzCO3, DMF, 45 °C MN 85 °C %N o
P NH, BeHsoncyanJOHOBaﬂ = NH
o 8]

- - l
N 1 Ry
F
K\N‘
N \/j
NC P
NG -
Cxema 2:

[00108] Crmenumanucty B HaHHOW OONACTH TEXHUKU OyAeT TMOHATHO, KaK H3MEHUTHb
METOAMKH, M3JI0)KEHHBIE B MJUTFOCTPATHBHBIX CXE€Max M MPUMEpPax, 4TOObI MONYYHUTD JKeJlaeMble
MIPOIYKTHL

[00109] B omHOM acmekTe B JAHHOM JOKYMEHTE IPEACTABJIEHBI CIIOCOOBI MOIYyYEHUs

Coemunenus 1,

|
Saeb:
| N 0

1,
Hjin €ro SHAHTHUOMEpa, CMECU SHAHTUOMECPOB, TayTOMEpa, MWW HU30TOIIOJOrIa,

BKJIFOYAOUE MPUBEACHUEC B KOHTAKT COGI[I/IHGHI/ISI la
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WM €r0 SHAHTHOMEPA, CMECH YHAHTHOMEPOB, TaAyTOMEpa MIJIM W30TOnoora ¢ 3-gprop-4-
(munepasuH- 1-m1)OeH30HUTPHIIOM B OPTaHMYECKOM PACTBOPHTENE B MPUCYTCTBUU OCHOBAHUS B
yCIOBUSIX, oaxoasimux st nojayuaennst Coenunenus 1; rne X npeacrasisieT coO0H yXOISLIYIO
rpymnmy.

[00110] B omHOM BapuaHTe OCYIIECTBJIEHHS, HAaHHBIH CIOCOO mpeacTaBiseT coOoit

criocob nosyuenus: s3HanTuomepa Coenunenus 1, nanpumep, Coenunenus 2,

TaHHBIA Croco0 BKJIIOYAET TpPUBENEHHE B KOHTAKT SHaHTHOMepa CoenuHeHus la,

Hanpumep, CoenuHeHus 2a

2a

¢ 3-¢prop-4-(nunepasuH-1-ua)OEH30HUTPIUIOM B OPraHUYECKOM pacTBOpUTENE B
IPUCYTCTBUM OCHOBAHMs B YCIOBUSX, NMoAxonAmux ans nonydeHuss CoemauHenus 2; rae X
IpeCTaBIsieT COOOH YXOASIIYIO TPYIIY.

[00111] B ogHOM BapuaHTe OCyIIECTBIEHHs] X MPEACTaBisieT COOOH rajloreH, HarpuMep
Br wmn Cl. B npyrom BapuaHTe OCYILIECTBIIEHHs X TNPENCTaBiIseT cOOOW MeTaHCyJb(pOHAT
(Taxxe n3BecTHBIN Kak -OMs). B ofHOM BapuaHTe OCYLIECTBIEHUS] pACTBOPHUTEIb IPEICTABISIET
coboii aneronutpwi, TI'® wim JJMCO. B npyrom BapuaHTe OCYIIECTBJIEHHS OCHOBAaHUE
npexacrasysier codoi [IUTTDA i TOA. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS MPUBEICHUE
B KOHTAKT MPOBOJAT NPU MOBBIIIEHHO!N TeMrepaType, Hanpumep, rnpu ot okoio 35 °C no okojo
50 °C.

[00112] B HekOTOpPBIX BapHaHTaX OCYIIECTBIIEHHS yKa3aHHbBIE CIIOCOOBI TOMOJHHUTEIBHO

BKJIIOHAIOT nostyueHne CoennHenus 1a,

1a,
WIH €ro »SHAaHTHOMEpa, CMECH SHAHTHOMEPOB, TayTOMepa, WIH H30TOMOJIOra,

BKJIIOUAKOLIHE puBeaeHne B KOHTakT Coenunenus 1b
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1b,

WIA €ro SHAHTHOMEpa, CMECH SHAHTHOMEPOB, TayTOMepa WJIM HM30TOIOJIOTa C TpPeT-
6YTOKCI/IHOM KaJusd B OPraHU4YCCKOM paCTBOPUTEIIC B YCJIIOBUAX, MOAXOOAIINX IJIA IMOJIYYCHUSA
Coenunenus la.

[00113] B omHOM BapuaHTe OCYIIECTBJIEHHS, MAAHHBIA CIOCOO MpencTaBisieT COOOM

cnocob nonydenus sHaHTHOMepa Coenunenus 1a, Hanpumep, Coenuuenus 2a,

2a,
TaHHBIA Crmoco® BKIIIOYAET MpHUBENEHHE B KOHTakT 3HaHTHOMepa Coenunenws 1b,

Hanpumep, Coennnenus 2b

2b

C TpeT-OyTOKCUAOM KaJIusi B OPTaHHYECKOM PACTBOPUTENIE B YCIOBUSIX, MOAXOMSLINX JJIs
nonyueHus: Coenunenus 2a.

[00114] B omHOM BapuwaHTe OCYIIECTBJIeHHs X Mpencrasiser coboit Br. B omHom
BapHaHTe OCYIIECTBJIEHHs PAacTBOpUTENH TpencTanisier codoit TI'®. B HekoTOphIX BapuaHTax
OCYLLIECTBJIEHUs] IPUBEICHUE B KOHTAKT MPOBOJAT MPU MOHMKEHHOH TeMIlepaType, HarpuMmep,
npu ot okoso -70 °C go oxono -80 °C.

[00115] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHHs YKa3aHHbBIE CIIOCOOBI TOMOIHHUTEIBHO

BKIIIOUArOT nojiydenue Coenunenus 1b,
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Ujin €ro SHAHTHUOMEpa, CMECU OSHAHTUOMECPOB, TayTOMEpa, HWIHW U30TOIOJIOra,

BKJIFOYAOUE MPUBEACHUEC B KOHTAKT COGI[I/IHGHI/ISI 1c

1c,

HJIU €T0 SGHAHTHOMEPA, CMECH SHAHTUOMEPOB, TAyTOMEPA WU U30TOII0J0Ia C

B OPraHUYECKOM PACTBOPUTENEC B MPUCYTCTBUU OCHOBAHUS B YCJIOBHSIX, MOAXOISLINX
st nonyuenust Coenvaenust 1b.

[00116] B omHOM BapuwaHTe OCYINECTBJICHHS, MAHHBIA CIIOCOO MPEncTaBisieT COOOM

cniocob nmonyudenust sHaHTHOMepa Coenunenust 1b, nanpumep, Coenunenust 2b,

gf
o =0

2b,
JaHHBIA CrOco0 BKJIIOUAET NPHBEAEHHE B KOHTAKT dHaHTHOMepa CoenmHeHus lc,

Hanpumep, CoenuHeHus 2¢

B OPTaHMYECKOM PAaCTBOPHUTEJE B MPUCYTCTBUU OCHOBAHUS B YCJIOBHSIX, MOIXOSIINX
st nonyuenust Coennaenus 1b.

[00117] B omHOM BapmaHTe OCYIIECTBJIeHHs X TMpencrasisier coboit Br. B omHom
BapUaHTE OCYIIECTBIEHUS PACTBOPUTENb IMPENCTABISET COOOH aleTOHUTPMI. B HEKOTOpBIX
BAapPUAHTAX OCYIIECTBJIEHUS OCHOBAHUE IPENCTaBIsAeT cOOON kapOoHar kamus. B HekoTopbIx

BapuaHTax OCYLHCCTBJICHUS NPUBCACHUEC B KOHTAKT MPOBOAAT IIPHU MTOBBIIIIEHHOM TEMIICPATYPEC,
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Hanpumep, rnpu ot okojo 50 °C no okono 70 °C.
[00118] B HexkoTOpBHIX BapuaHTaX OCYLIECTBICHHS yKa3aHHbIE CIIOCOOBI JOMOIHUTEIBHO

BKJIIOYAIOT nostyueHne CoenuHenus lc,

Gf
0
OH o

1c,

Hjin €ro SHAaHTHUOME€pa, CMECU SHAHTUOMECPOB, TayTOME€pa, HWIW HU30TOIIOJOrIa,

BKJTIOHAKOIIMe npuBeaeHue B KOHTakT Coenunenus 1d

1d,

WIM €ero 5JHaHTHOMEpa, CMECH OHHAHTHOMEpOB, TayToMepa WM H30TOMOoJIora ¢
OCHOBAaHUEM B PACTBOPUTEIIC B YCIIOBUAX, TOAXOAAIIUX OJIA TTOJTYyHICHUA COeI[I/IHeHI/Iﬂ lc.

[00119] B omHOoM BapuwaHTe OCYINECTBJICHHS, MAAHHBIA CIIOCOO MPEncTaBisieT COOOM

cniocob nonyuenus sHaHTHOMepa Coenunenust 1c, Hanpumep, Coennnenus 2c,

2c,
TaHHBIA Croco0 BKIIOYAET MNpHUBENEeHHEe B KOHTAKT 3>HaHTuomepa Coenmuenws 1d,

Hanpumep, Coenunenus 2d

2d

C OCHOBaHHEM B PAaCTBOPHUTEJIE B YCIOBUSX, MOAXOASINUX JJisi nojiydeHus: CoennHeHus
2c.

B omgHOM BapmaHTe OCYIIECTBJICHUS PAacTBOPHUTENb MpeICcTaBisier coboil Bomy. B

HEKOTOPBIX BAPHAHTAX OCYIIECTBJIEHUs] OCHOBAHHUE MPEACTABIIsIET COOOIT kKapOOHAT Kajus.
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[00120] B HexkoTOpPBIX BapHaHTaX OCYIIECTBIIEHHS yKa3aHHbIE CIIOCOOBI JOMOJHUTENIBHO

BKJIIOUArOT nostyuenne Coenunenus 1d,

1d,
Hjin €ro SHAaHTHUOMEpa, CMECU OSHAHTUOMECPOB, TayTOME€pa, HWIX HU30TOIIOJOrIa,

BKJIFOYAOLIHe NpuBeaeHne B KOHTakT CoenvHeHus le
COOMe

Y

le,

WK €ro SHAaHTHUOMEPA, CMECHU SHAHTHUOMEPOB, TaAyTOMEpa HUJIM U30TONOJIOra ¢ METHUIT 2-

NH,

(6pommeT)-3-[ TpeT-Oy THII( TUMETHT )CHITII |OKCHOSH30aTOM B PAcTBOPUTENIE B MPUCYTCTBUU
OCHOBAHUSI B YCJIOBUSIX, MOAXOMAIMX st monydenus Coenunenns 1d.
[00121] B omHOM BapwaHTe OCYINECTBJICHHS, AAHHBIH CIIOCOO MPencTaBisieT CoOOM

cniocob nonyuenust sHaHTHOMepa Coenunenus 1d, nanpumep, Coenunenus 2d,

2d,
HaHHblﬁ crroco0 BKJIOYAET MPUBCACHUEC B KOHTAKT OJHaHTHOMEpPA COGI[I/IHGHI/HI 16,

Hanpumep, CoenuHeHus 2e
COOMe

; NH;
HoN
o

2e

¢ metun 2-(bpommeTin)-3-[ TpeT-Oy THII( IUMETHIT)CHITNIT | OKCHOEH30aTOM B PACTBOPUTEIE
B IPUCYTCTBUU OCHOBAHUA B YCJIIOBUAX, TOAXOAALIUX AJIA MTOJIYUCHUA COGI[I/IHGHI/IH 2d

[00122] B onmHOM BapuaHTe OCYLIECTBJIEHHSI PACTBOPUTENH MPENCTABISIET COOOM
ALIETOHUTPHI. B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHHS OCHOBAHHE NPENCTABISIET COOOH
JIUIIDA. B HEKOTOPBIX APYrUX BapUaHTaX OCYIIECTBJICHUS MPUBEIEHHUE B KOHTAKT MPOBOIAT

IIpY NMOBBILIEHHON TeMIepaType, Hanpumep, npu ot okono 50 °C go oxono 70 °C.
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[00123] B opyrom acmekre B JAaHHOM AOKYMEHTE IPEICTABIEHBI CIIOCOOBI MONYYEHUs

Coenunenus 1,

Hjin €ro SHAaHTHOMEpa, CMECU OSHAHTUOMECPOB, TayTOMEpa, HWIW HU30TOIIOJOrIa,

BKJTIOHAKOIIHe npuBeaeHue B KOHTaKT Coenunenus 1f

1f,

WM €r0 SHAHTHOMEPa, CMECH SHAHTHOMEPOB, TAyTOMepa MM U30TOIOJIOra ¢ KUCIOTOH B
OpPTraHUYECKOM pPACTBOPUTECIIC B YCJIOBUAX, MOAXOOAIINX OJI ITOJTYUCHUA COeI[I/IHeHI/IH 1.

[00124] B omHOM BapuwaHTe OCYINECTBJCHHsS, AAHHBIH CIIOCOO MpencTaBisieT CoOOi

cniocob nonyuenust sHanTuomepa Coenunenus 1, Hanpumep, CoenuHenus 2,

TaHHBIA CrOCOO BKIFOYAET MpHBEIACHWE B KOHTAakT »HaHTHOoMepa Coenunenus 1f,

Hanpumep, Coenunenus 2f
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C KHCJIOTOH B OpPraHMYeCKOM pacTBOPUTENE B YCJIOBUAX, MOAXOMAIIMNX JJIsl MOJNTyYeHUs
Coenunenus 2.

[00125] B onmHOM BapuaHTe OCYLIECTBJIEHHSI PACTBOPUTENb MPEICTABISIET COOOM
alleTOHUTpUI. B apyrom BapuaHTe OCYINECTBJIEHHS KHUCJIOTa NPEACTaBiIseT COOOM
OeH305ICyIb(OHOBYIO KHCIOTY. B HEKOTOpBIX BapuaHTax OCYIUECTBJICHHsS NpPUBEIEHHE B
KOHTAKT MPOBOJSAT IPH MOBBIIIEHHON TeMIlepaType, Hampumep, npu ot okosno 75 °C 1o okono
95 °C.

[00126] B HEKOTOpPBIX BapHUAHTAX OCYIIECTBIICHHs YKa3aHHbIE CIIOCOOBI TOMOJHUTEIBHO

BKJIIOUarOT nojiydenue Coenunenus 1f,

Y
N
N’f;?.§

1f,
Hjin €ro SHAHTHOMEpa, CMECU SHAHTUOMECPOB, TayTOMEpa, WKW U30TOIIOJOrIa,

BKJIFOYAOIKUE MPUBEACHUEC B KOHTAKT COGI[I/IHGHI/IH lg

O
O 0

N

H o

NH,

1g,

WJIH €ro SHaHTHOMEpa, CMECH 3HAaHTHOMEPOB, TayToMepa Wiu u3oTomosiora ¢ 4-(4-(4-
(xopmeTin)OeH3u)munepasuH- 1-mi)-3-hTopOSH30HUTPHIIOM MJIH €r0 COJIBIO B PACTBOPUTEINE B
MPUCYTCTBUH OCHOBAHUAA B YCJIOBUAX, MOAXOAAIINUX OJIA MOJIYUCHUA COGI[I/IHGHI/ISI lf

[00127] B omHOM BapuwaHTe OCYINECTBJCHHS, AHHBIA CIIOCOO MPEncTaBisieT COOOM

cniocob monydenust sHaHTHOMepa Coenunenus 1f, nanpumep, Coenunenus 2f,
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TaHHBIM Croco® BKIIIOYAET MNpHUBENEHHEe B KOHTakT 3HaHTHOMepa CoenuHeHus 1g,

Hanpumep, CoenuHeHus 2g

¢ 4-(4-(4-(xopmeTnn)oeH3 M )umnepasuH- 1 -ui)-3-pTopOSH3IOHUTPUIIOM HJIH €r0 COJIBIO
B pAcTBOpUTENE B NPUCYTCTBHH OCHOBAaHHUS B YCJIOBUSX, MOIXOAALINX VIS TOJNYYSHHUS
Coenunenus 2f.

[00128] B ogqHOM BapuaHTe OCYLIECTBIICHUST PACTBOPUTENb NpeacTaBiisieT codoit JIMDA.
B oxgHOM BapuwaHTe OCYIIECTBIEHHUS pacTBOpUTeNb mpencrasisier codoit JIMCO. B mpyrom
BapHUAHTE OCYIIECTBJIICHUS OCHOBaHME MpEACTaBisieT coOoil kapOoHaT kamusi. B HeEKOTOpBIX
BapPHUAHTAaX OCYILIECTBIEHHs MPHUBEIEHHE B KOHTAKT MPOBOMSAT NMPU MOBBILIEHHON TEMITEPATYpE,
Hanpumep, rnpu ot okoJjo 35 °C no okono 55 °C.

[00129] B HEKOTOPBIX BapHaHTAaX OCYLIECTBJIEHUsI criocoOb! nmonyuenus: Coennaenus 1f
JOTIOJIHUTENPHO BKIIFOYAIOT CIIOCOO OYHCTKH, BKMoUaromuii (1) NpuBeNeHHE B KOHTAKT
Coenunenuss 1f (cBoOomHOE OCHOBaHHME) C KHUCIOTOW B mepBoM pactBoputene; (ii)
¢unbTpoBaHue ¢ nonydeHueM coiu kucaotbl Coenunenus 1f; u (iii) mpoMBIBKa COJIM KUCIIOTBI
Coenunennss 1f Bo BTOpoM pactBOpuTese ¢ ocHOoBaHueM ¢ mnonydeHueM CoenguHenust 1f
(cBoOOmHOE OCHOBaHME). B OmHOM BapuaHTe OCYLIECTBICHHUS KHCJIOTa MPENCTaBIsIeT COOOH
BUHHYIO KHCJIOTY (Hampumep, L-BUHHYIO KHCIOTY). B onHOM BapuaHTe OCyINeCTBICHHS EPBhIH
PacTBOpUTENb NPEACTABISIET COOO0H MeTaHoI. B 0gHOM BapuaHTe OCYINECTBIEHUS COJIb KUCIOTHI
Coenunenusi 1f mnpencraBmser coboit Taprpar (Hampumep, coOjdb L-BUHHOH KHCIIOTBI)
Coenunenus 1f. B oqHOM BapuaHTe OCYIIECTBIEHHUS] BTOPOH paCTBOPUTEINb MPEACTABIISIET COOOM
2-metunrerparuapodypas. B oqHOM BapuaHTe OCYIIECTBIICHHS] OCHOBAHUE MPENCTABIISET COOOM
KapOOHAT KaJusl.

[00130] B HekOTOpBIX BapHaHTAX OCYIIECTBIEHHUS CIOCOOBI MOJyYEHUs SHAHTHOMEPA
Coenunenus 1f, nanpumep, CoenuHenust 2f, NOMOJHUTENBHO BKIIIOYAIOT CIOCOO OYHCTKH,
BKIIIOUarouii (1) mpusenenue B kKouTakT Coenunenus 2f (cBOOOIHOE OCHOBaHME) C KHCIOTOH B
nepBoM pactBoputene; (i1) puabTpoBaHHue ¢ oJydeHueM cou KucioTel Coenunenus 2f; u (iii)
npombiBKa conu  kuciaotel CoenmHenust 2f BO BTOPOM pacTBOpHUTENE C OCHOBAaHHEM C
nony4yenueM Coenunenuss 2f (cBoOomHoe ocHOBaHMe). B OnHOM BapHaHTe OCYLIECTBIICHHS
KHCJIOTa TIPEACTaBisieT coOO BHMHHYHO KHUCIOTY (Hampumep, L-BuHHYIO kucioty). B omHOM
BapHUaHTE OCYIIECTBIEHHsS NEPBBbIH PACTBOPUTENb TNPEACTaBiIsAeT coOoi MeTaHon. B omHoM
BapUaHTE oOCyllecTBIeHus conb kucinorel CoemuHenuss 2f mnpencrasnsier coboif TapTpar
(marmpumep, conb L-BunHOW kucnotsl) Coenunenust 2f. B omHOM BapuaHTe OCYIIECTBIECHUS

BTOPOI pacTBOPUTENb MpEeACTaBisieT coboi 2-mermnrerparuapodypadH. B onHom BapuaHTe
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OCYIIECTBIIEHHsI OCHOBaHHE MPEACTABISIET COOOH KapOOHAT Kausl.

[00131] B HexkoTOpPBIX BapHaHTaX OCYLIECTBIIEHHS yKa3aHHbIE CIIOCOOBI JOMOIHUTENBHO
BKJIFOUAIOT ronydeHue 4-(4-(4-(xnopmerin)OeH3mn)nunepasus- 1-ui)-3-pTopOeH30HuTpHIIa HITH
€ro CoJM, BKJIIOYAIOLIME MpPUBEAEHHE B KOHTAKT 4-(xjmopmermn)OeHszanmpaeruna ¢ 3-¢rop-4-
(nunepas3uH-1-1w1)OEH30HUTPUIIOM B PacTBOpUTENE B  NPUCYTCTBUM OCHOBAaHHS WU
BOCCTAHABJIMBAIOLIETO0 AareHTa B YCIOBUSX, MOAXOASINMX Uil moaydeHus  4-(4-(4-
(xmopmeTwun)OeH3 M )unepasuH- 1-mn)-3-gropOeH30HuTpUIIA.

[00132] B onHOM BapuaHTe OCYIIECTBJIICHHS] BOCCTAHABIMBAIOIIMI areHT MpPEICTaBIIsIeT
coboit Tpuanerokcudboprunpun Hatpus (NaBH(OAc)s). B ogHOM BapuaHTe OCYIIECTBIICHHS
pacTBOPUTENb MPENCTaBJseT COOOW Tonyon. B OmHOM BapuaHTe OCYLIECTBICHHS JIaHHOE
NPUBEACHNUE B KOHTAKT MPOBOIST B MPHUCYTCTBUU KUCJIOTHL. B OHOM BapHaHTe OCYLIECTBICHHUS
KHCJIOTA MPEACTABISIET COOOH YKCYCHYIO KHUCIIOTY .

[00133] B ogHOM BapuaHTe ocyuiecTBieHus: 4-(4-(4-(xmopMeTnin)OeH3mn)nunepasu- 1-
w)-3-QTOpOCH3OHUTPHII HWJIM  €r0  COJb, IIONyYeHHBbIE W HUCIONb3yeMble B CIOCO0AX,
NPeIJIOKEHHBIX B JAaHHOM JOKYMEHTe, TnpeAacTaBisitoT cobodi comp HCl  4-(4-(4-
(xnopmeTin)beH3mn)nunepasut- 1 -min)-3-gropdbeHsoHuTpuna. B OJTHOM BapHUaHTe
ocymectBieHust AaHHyro conb HCl monywaroT myTeM NpuBEAEHHsT B KOHTAKT CBOOOIHOTO
ocHOBaHusl  4-(4-(4-(xnmopmerwn)beH3mwn)nunepasun-1-mn)-3-gpropdbeH3oHuTpuna ¢  COJISTHOM
KHUCJIOTOU B U30MPOMNAHOJE.

E. Cnoco0b1 Jleuenus u Ilpexynpexaenust

[00134] Heoxwunanno Obuto obnapyskeHo, uro Coemunenue 1, Coenunenue 2 u
Coenunenue 3 SBIAIOTCS OU€Hb AKTHBHBIMU COEANHEHHUSIMU NTPOTUB MUENIOMBI, KOTOPbIE HMEIOT
OTJIMYUTENbHbIE XAPAKTEPUCTUKM, TaKWE€ KaK YIJIyUYLIEHHbIH npoduiab 0€30macHOCTH, B TOM
YHCJIEe CEJIEKTHBHYIO MOeNb KJIETOK MHOXECTBEHHOW MHEJIOMBI IO CPABHEHHUIO CO 3A0POBBIMU
KJIETKaMHU, TOHMXEHHYIO aKTHBHOCTb 10 OTHOUIEHHIO K PELENTOpaM, KOTOpble HE SIBIISIOTCS
MUILEHBI0, & TakXe CHIWKeHHoe mHruOupoBanue (epmenta CYP, yMmeHblnaromee MOTEHIIHA
NOOOYHBIX JIEKAPCTBEHHBIX B3aUMOICHCTBUH.

[00135] B ogHOM BapuaHTE OCYIIECTBJIEHHS B JAHHOM JOKYMEHTE MPeIJIOKEH CIocod
JICYSHHsI MHOJKECTBEHHOW MHEJIOMBI, BKIIFOUAIOLINI BBeneHue nauneHty CoenuHenus 1 wim ero
SHAHTHOMEPa, CMECH 3HAHTUOMEPOB, TAayTOMepa, H30TOMoJora MWin (apMaleBTHUECKH
npuemsieMoll conmu. B OmHOM BapwaHTe OCYIIECTBJIIEHUS B JAHHOM JOKYMEHTE MpPEIJIOKEHO
CoenuHenne |1 wiM ero SHAHTHOMEp, CMECh SHAHTHOMEPOB, TAayTOMEp, H3OTOMOJOr MU
dapmaneBTHYECKN TpUeMIIeMasi COJb U1 NMPUMEHEHHsI B CHOCo0e JICYeHHsT MHOYKECTBEHHOM
MHEJIOMBI, BKIIFOYAOLIEM BBEIEHHE YKA3aHHOTO COSNNHEHMSI TTAL[HEeHTY.

[00136] B ogHOM BapuaHTe OCYLIECTBICHHS B JAHHOM JOKYMEHTE MPENJIOKEH CIIOCO0
JIEYeHHsI MHOJKECTBEHHON MHEJIOMBI, BKIIFOUAIOLINH BBeneHUe nauneHTy CoenquHeHus 2 WId ero
TAyTOMEpa, H30TONOJNIOra MM (apMaleBTHYECKH NpuemseMoil cond. B ogHOM BapmuanTe
OCYIIECTBIIEHHsI B IAaHHOM JOKyMeHTe mpemiokeHo CoennHeHHE 2 WM €ro TayTOMeD,
M30TONOJIOr MM (papMaleBTUYECKH MpHEMJIeMas COJIb Al MPUMEHEHHs B CIIOCO0€ JIeueHHs

MHO>KE€CTBEHHOM MUEJIOMbI, BKIIIOYAIOIIEM BBEACHUEC YKA3aHHOI'O0 COCANHECHUA MMAILIUCHTY.
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[00137] B ogHOM BapuaHTEe OCYIIECTBJIEHUS B JAHHOM JOKYMEHTE IMPENJIOKEH CIOco0
JIeUeHUs] MHO>KECTBEHHOM MHENIOMBI, BKIIIOUAOLUI BBefieHNe naueHTy CoeanHeHus 3 UM ero
TAyTOMEpa, H30TONOJNIOra MM (apMaleBTHYECKH NIpuemseMoil conu. B ogHOM BapuanTe
OCYIIECTBJIEHUs] B JAAHHOM JOKyMeHTe mnpemioxeHo CoeauHeHMe 3 WM €ro TayToMep,
M30TOMNOJIOr WK (hapMalleBTHUECKH MpUeMyIeMas COJb Ul NMPUMEHEHHUs] B CIoco0e JieueHHs
MHO>K€CTBEHHONW MUEJIOMBI, BKJIFOUAOLEM BBEACHHE YKA3aHHOTO COSAMHEHMsSI TALIUEHTY.

[00138] B ogHOM BapwaHTe OCYINECTBJIECHHUS B AAHHOM JOKYMEHTE MPEAJIOXKEH Crocod
NpenynpexIeHnss MHOXKECTBEHHON MHENIOMbI, BKJIFOUAIOLIUN BBEJEHHE MALMEHTy COCOUHEHMS,
NPENJIOKEHHOr0 B JAHHOM JoKymeHTe, Hampumep, Coenunenuss 1, CoemuHeHus 2 wuiu
CoenuHenus: 3, UMM €ro SHAHTHOMEpa, CMECH 3HAHTHOMEPOB, TAyTOMEpa, U30TOMOJIOra WU
dapManeBTHYECKH TpUeMJIeMOH CojM. B OmHOM BapwaHTe OCYINECTBJIEHHS B IaHHOM
JOKYMEHTE IMPEeNJIOKEHO COeAUHEHHe, NPEeJIOKEHHOE B JIaHHOM JOKYMEHTE, Hampumep,
Coenunenue 1, Coenunenue 2 unu CoequHeHue 3, UM €ro SHAHTUOMED, CMECh SHAHTHOMEPOB,
TAyTOMEp, M30TOMOJIOT WK (papMaLeBTUYECKH MpHEMJIeMast COJIb Uil IPUMEHEHUs! B Criocode
NpeaynpeXxaeHns MHO)KECTBEHHON MHENIOMBI, BKJIIOUAIOIEM BBEJIEHHUE YKa3aHHOTO COEANHEHMSI
NaLUeHTy.

[00139] B ogHOM BapuaHTe OCYIIECTBJICHUS B JAHHOM JOKYMEHTE MPENJIOKEH CIOco0
CAEpKUBaHUsI MHOXKECTBEHHONM MHEJOMBI, BKJIIOYAIOINMN BBENEHUE NAIlMeHTy COEIUHEHUs,
NPEJIOKEHHOTO B JAHHOM JOKyMmeHTe, Hanpumep, Coemunenus 1, CoenuHenuss 2 Wiu
CoenuHeHus 3, UMM €ro SHAHTHOMEpA, CMECH 3HAHTUOMEPOB, TayTOMEpPAa, U30TOMNOJOra WU
dapmaneBTHYECKH TpUeMiieMON coiu. B omHOM BapuaHTe OCYINECTBJIEHHS B IaHHOM
JOKYMEHTE IMpPEIJIOKEHO COEAUHEHHE, MPEAJOKEHHOE B JAHHOM JAOKYMEHTe, HamlpuMmep,
Coenunenue 1, Coenunenue 2 nnu CoequHenue 3, WU €ro SHAHTUOMED, CMECh SHAHTHOMEPOB,
TayTOMep, M30TOIOJOr WK (apMaleBTUUECKH MpHeMiIeMast COJb AJIsl IPUMEHEeHUsI B crocobe
CIIeP>)KUBAHMSI MHOXKECTBEHHOH MMUEJOMBI, BKJIIOYAIOIIEM BBEJEHHE YKAa3aHHOTO COEIUHEHMUs
MAIUeHTY.

[00140] B onHOM BapuaHTe OCYINECTBJEHHUS B JAHHOM JOKYMEHTE TaK)Ke MPEIJIOKEHBI
CHOCOOB! BBI3BIBAHHS TEPANEBTHUECKOTO OTBETA, OLEHEHHOTO C TMOMOIIBK) MEXAYHAPOIHBIX
KpUTEepUEeB paBHOMEpHOro oreera aisi MHOkecTBeHHOU Mmuenombl (IURC) (cm Durie BGM,
Harousseau J-L, Miguel JS, et al. International uniform response criteria for multiple myeloma.
Leukemia, 2006; (10) 10: 17) y mauneHTa, BKIOYarOIIKe BBeACHNE 3(P(HEKTHBHOIO KOJIUIECTBA
COEJIMHEHMs], ONUCAHHOIO B JaHHOM J0KyMeHTe, HanpuMmep, Coenunenus 1, Coenunenus 2 uiu
CoenuHeHus 3, UM €ro SHAHTHOMEpAa, CMECH 3HAHTHOMEPOB, TayTOMeEpa, M30TOIOJIOra WU
(apManeBTUYECKH MPUEMIIEMOH COJIM MALMEHTY, CTPANAIOLIEeMy OT MHOKECTBEHHOH MHEIIOMBL.
B npyrom BapmaHTe OCYILIECTBICHUSI B JAHHOM JOKYMEHTE MPEIIOKEHBI CIIOCOOBI TOCTHKEHUS
CTPOrOl TMOJHOW PEMHUCCUH, MOJHOW PEMHUCCUU WJIM OYE€Hb XOPOLIEro YaCTUYHOIO OTBETA,
OLIECHEHHOTO C IMOMOLIBIO  MEXKAYHAapOAHBIX KPUTEPUEB pAaBHOMEPHOTO OTBeTa Ui
mHOxecTBeHHOH wmuenoMmbl (IURC) y mnanmenTa, Briowaromue BBeneHue 3((EKTHBHOTO
KOJIMYEeCTBA COEIMHEHHUs, ONUCAHHOIO B JAaHHOM JAOKyMeHTe, Hampumep, CoeauHenus 1,

Coenunenus 2 unu CoeauHeHus 3, WK €ro S9HAHTUOMEpA, CMECH 3HAHTHOMEDPOB, TayTOMEDA,



41

U30TOnoNIora Wiu  (hapMaLeBTHUECKA MPUEMJIEMON COJIM TAIMEeHTy, CTPAJarolleMy OT
MHOXECTBEHHON MHeNOMBbl. B 1pyroM BapuaHTe OCYIIECTBICHUS B [JaHHOM JOKYMEHTE
MIPEIJIOKEHBI CIIOCOOBI JOCTHKEHHSI YBEJIMUEHUs] OOLIell BbIKUBAEMOCTH, BBDKHBAEMOCTH Oe3
MPOrPeCcCUpPOBaHUsl, OECCOOBITUHHON BBDKMBAEMOCTH, BpPEMEHH [0 MPOTrPECCHPOBAHHUS
3a0oNeBaHMsl WJIM BBDKHBAEMOCTH O€3 MPU3HAKOB 3a00JeBaHUSl y TMALMEHTa, BKJIIOYAIOIINE
BBefieHHE S(PPEKTUBHOrO KOJMYECTBA COEAMHEHHs, OIMHUCAHHOTO B JAaHHOM JOKYMEHTE,
Hanpumep, Coenunenus 1, Coequnenus 2 unu CoeauHeHus 3, WIM €ro YHAHTHOMEpPA, CMECU
SHAHTHOMEPOB, TayTOMEPa, U30TOMOJIOra WK (HapMalleBTHUECKHA MTPUEMIIEMOM COJIU TAI[HEHTY,
CTpalarIIeMy OT MHOXXECTBEHHOH MHENIOMbl. B npyrom BapuaHTe OCYIIECTBJICHHS B JTAHHOM
JOKYMEHTE TMPEMJIOKEHbI CMOCOOBbl JOCTHIKEHUS yBeJNUYeHuss OOIIedl BbBDKMBAEMOCTH Y
MalUeHTa, BKJIIOYAKOIMe BBeneHue 3(P(EeKTHBHOTO KOJUYECTBA COSIMHEHUs, OMHCAHHOTO B
naHHoM nokymenre, Hanpumep, Coenunenust 1, Coenunenus 2 wim CoenuHeHHs 3, WIH €ro
SHAHTHOMEpa, CMECH OJHAHTHOMEPOB, TayTOMepa, H30TOMONOra wWid (apMaleBTUIECKU
MPUEMIIEMON COJIM MALUEHTY, CTPAAAIOIIEMY OT MHOKECTBEHHOH MueIoMbl. B npyrom BapuanTe
OCYIIECTBJICHUS B JAHHOM JOKYMEHTE MPEJIOKEHbI CIOCOOBI JOCTHIKEHUS YBEIUYCHHSI
BBDKMBAEMOCTH 0O€3 MPOrpecCUpOBaHMs y TANMEHTa, BKJIIOYaroImue BBeneHue 3(dexTuBHOro
KOJIMYECTBA COEAUHEHHUs, OMHCAHHOTO B JAHHOM JOKyMeHTte, Hampumep, Coenunenus |1,
Coenunenust 2 wnn CoenuHeHus: 3, WIM €ro SHAHTHOMEPA, CMECU SHAHTHOMEPOB, TayTOMEPA,
U30TONOJIOra Wiu  (hapMaLeBTHUECKH MPUEMJIEMOW COJM  TAIUeHTy, CTPAJarlleMy OT
MHOXECTBEHHON MHeENIOMBl. B 1pyroM BapuaHTe OCYIIECTBICHUS B JaHHOM JOKYMEHTE
MPEIJIOKEHBI CIIOCOOBI JOCTHKEHHSI YBEIHUEHUsI OeCCOOBITUITHON BBIKUBAEMOCTH Y TMALMEHTA,
BKJIFOUAKOLIHEe BBeneHue 3(P(EeKTHUBHOrO KOJMYECTBA COENUHEHHUS, OIMHUCAHHOTO B JaHHOM
nokymente, Hanpumep, Coemunenus 1, Coeaunenuss 2 wiu CoenuHeHust 3, WM €ro
SHAHTHOMEpA, CMECH HHAHTUOMEPOB, TayTOMepa, H30TOmojora min (apMaueBTHUECKH
MIPUEMIIEMON COJIM MALMEHTY, CTPAAAIOIIEMY OT MHOXKECTBEHHON MueIoMbl. B npyrom Bapuante
OCYIIECTBJICHUS] B JAHHOM JOKYMEHTE TMPEMJIOKEHbI CIOCOOBI JOCTHXKEHHS YBEJUYCHHUSI
BPEMEHH [0 TNpPOrpeccupoBaHus 3a00jeBaHMsl Yy TAIMEHTa, BKJOYAKOIINE BBEIACHHE
3((PeKTUBHOrO KOJIMYECTBA COEMUHEHUs, OMHCAHHOTO B JaHHOM JOKYMEHTE, HaImpuMmep,
Coemunenuss 1, Coemunenuss 2 wmm CoenuHeHHsT 3, WJIM €ro SHAHTHOMEpa, CMECH
SHAHTHOMEPOB, TayTOMEPa, U30TOMOJIOra WK (HapMalleBTHUECKHU MPUEMIIEMOU COJIU TIAI[UEHTY,
CTpalarmIIeMy OT MHOXXECTBEHHOH MHENIOMBbI. B npyrom BapuaHTe OCYINECTBIIEHUS B JAHHOM
JOKYMEHTE MPEMJIOKEHbI CIOCOOBI JTOCTHIKEHUS YBEJMYSHHs] BBKHBAEMOCTH 0€3 MpPH3HAKOB
3a00jeBaHMs y TALMEHTa, BKIIIOYAONUE BBeAeHHE 3(P(EKTHBHOIO KOJIUYECTBA COEIUHEHUS,
OMHCAHHOTO B AJaHHOM AokyMmeHTte, Hanpumep, CoennHenus 1, Coenunenus 2 nnn CoenquHeHUs
3

(hapMaeBTHYECKU IPUEMIIEMOU COJIU MALUEHTY, CTPANAIOINEMY OT MHOXKECTBEHHON MHUEJIOMBI.

, WIW €ro »JHAHTUOMEpPA, CMECH DJHAHTHUOMEPOB, TayTOMeEpa, W30TOIOoJOra WU

[00141] B naHHOM TOKYMEHTE MPEMIOKEHBI TAKKe CIIOCOOBI JICUEHUS MALUEHTOB, paHee
MPOXONUBIINX JIEYEHHE MHOXXECTBEHHON MHEJIOMbI, HO HE OTBEUAIOINMX HA CTaHIApPTHBIE
TEpaANeBTUYECKHE CPEICTBA, & TAKXKE IMALIMEHTOB, PaHEE HE MOJBEPKEHHBIX JIEUeHUI0. Takke

BKJIFOUEHBI  CIIOCOOBI  JIEUEHHMS MMaluCHTOB, npomeamnx XUPyprudeCKyro  Onepanuro,
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NPEANpPHUHATYIO [ JIeYeHUs] MHOXXECTBEHHOH MMENIOMbI, a TakXke MalUeHTOB, He
MOJBEPraBIINXCs OmNepaluyu. B NaHHOM JOKyMEHTE MpPeIOKEHbl TAKXKE CIIOCOOBI JIEUEHHS
NAlEeHTOB, paHee NPOXOAMBIIMX IepecajKy OpraHoB, a TakKe IMALMEeHTOB, paHee He
MOJIBEPTaBLINXCsl TAKOMY JIEYEHHUIO.

[00142] TIlpenmaraemble B JAQHHOM OIKUCAHUM CIOCOOBI  BKJIIOYAIOT  JICUEHHE
MHOKECTBEHHOH MMEJIOMbBI, KOTOpasl SIBJSIETCS pPEeLUIuBUpPYIOIEH, pedpakTepHOU HIH
pesuctenTHoil. [Ipenymaraemple B JIaHHOM OITMCAHUHM CIIOCOOBI BKIIFOYAIOT MHPEAYNpPEXIeHHEe
MHOKECTBEHHOW MHEJIOMBI, KOTOpasi SIBJISIETCS PELUIUBUPYIOLIEH, pedpakTepHON UM
pesucrenTHoil. IlpemnaraeMble B HaHHOM ONKCAHWUU CIOCOOBI BKJIIOYAIOT —CHAEPKHBAHUE
MHOKECTBEHHOM MHEJIOMBI, KOTOpasi SIBJISIETCS PELUIUBUPYIOLIEH, peppakTepHOH UM
pe3UCTEeHTHOH. B  HEKOTOpBIX TakuWX BapHaHTaX OCYLIECTBJIEHUS MHEJIOMa SIBISIETCS
OJTHOKPATHO, JIBYKPAaTHO, TPEXKPAaTHO, YETBIPEXKPATHO WM MSTUKPATHO peLUAUBUPYOIIEN
MHOKECTBEHHOH MHEJIOMOW. B OmHOM BapuaHTe OCYIIECTBIEHHS CHOCOOBI, MPEAJIOKEHHBIE B
JAHHOM JOKYMEHTE, YMEHbBINAIOT, NOJAEPKUBAIOT WIN YCTPAHSIIOT MUHUMAJIbHYIO OCTaTOYHYIO
oonesur (MOB). B ogHOM BapuwaHTe OCYIIECTBJICHUS CHOCOOBI, TPEUIOKEHHbIE B JAHHOM
JOKYMEHTE, OXBaTbIBAIOT JIeUeHHE, NpeNyNpexIeHUe WIN CAepKUBAHHE Ppa3JIUYHBIX THUIIOB
MHO>KECTBEHHOM MHEJIOMBI, TAKHX KaK MOHOKJIOHAJIbHAsi ramMmmanartus HesicHoro reaesa (MIHI);
MHO>KECTBEHHAs] MHEJIOMa HU3KOIO PHUCKA, CPEIHEro PUCKAa U BBICOKOIO PHCKA, BIIEpBbIE
IUAarHOCTUPOBAHHAS MHOXKECTBEHHAsi MHeJoMa (B TOM 4HCJE BIEPBbIE IHArHOCTHPOBAHHAS
MHOYKECTBEHHAsi MUEJIOMa HU3KOT'O PHCKA, CPEIHErO PHCKA U BBICOKOTO PUCKA); MHOKECTBEHHAS
MHENIOMa C BO3MOXXHOCTBIO TpPAHCIUIAHTAIMU W 0€3 BO3MOXKHOCTH TPAHCIUIAHTALH,
BAJIOTEKYLIast (MEMAJIEHHO IPOrPECCHpYIOllasl) MHOXKECTBEHHass Muenoma (B TOM 4YHCTe
BSJIOTEKYII[asi MHOXKECTBEHHAsi MHEJIOMa HU3KOTO PUCKA, CPEIHEro PUCKAa U BBICOKOTO PUCKA),
aKTUBHAs MHOXECTBEHHas MHEJIOMa;, OJUHOYHAasl IJIa3MOLMTOMA, 3KCTpaMenyJUIsipHas
IUIa3MOLIUTOMA; JIEMKO3 IUIa3MAaTUYECKUX KJIETOK, MHO)KECTBEHHAs MHEJIOMa LEHTPAJIbHOU
HEpPBHOM CHCTEMBI;, JIETKOLIETIOUEYHasi MHeJIOMa, HEeCeKpeTOpHas MHeJOMa;, MHeJoMa
ummyHoroOynuHa D; u muenoma ummyHornoOynnHa E, myreM BBeneHHs TepaneBTHUYECKH
3¢ (eKTUBHOrO KOJHMYECTBA COCOUHEHMs, ONUCAHHOTO B JaHHOM JOKyMeHTe. B npyrom
BApUAHTE OCYINECTBJIICHUS CIOCOOBI, TMPENJIOKEHHbIE B ITAHHOM JOKYMEHTE, OXBATBIBAIOT
JieueHue, npenynpexaeHue i CAepKUBaHUE MHO>KECTBEHHOM MUEJIOMB,
XapaKTepU3UPYIOIECcsl TeHeTHYECKUMH aHOMANUSMHU, TaKUMHM KakK TpaHCJIOKalus LUUKJIUHA D
(marmpumep, t(11;14)(q13;q32); t(6;14)(p21;32); t(12;14)(p13;q32); unm t(6;20);); TpaHCIOKALUN
MMSET (Hampumep, t(4;14)(p16;q32)); Tpancmokamuun MAF (mampumep, t(14;16)(q32;q32);
t(20;22); t(16; 22)(ql1;q13); wmmm t(14;20)(q32;ql1)); wmmm npyrue (akTopbsl XpOMOCOM
(marmpumep, menenms 17pl3, wnmm xpomocomsl 13; del(17/17p), Heruneprutonnus u gain(1q)),
IyTEM BBEIEHHUS TeparneBTUYeCKH 3(P(EKTUBHOrO KOJIMYECTBA COCOUHEHHs, OIMHMCAHHOTO B
JAHHOM JOKYMEHTE.

[00143] B onHOM BapHaHTe OCYILIECTBIIEHHS YKa3aHHbIE CIIOCOOBI BKJIIOYAIOT BBEIECHUE
TepaneBTHuecku 3¢dexkTuBHoro kommuecrsa CoenuHeHHss 1 WM €ro SHaAHTHOMEPA, CMECH

SHAHTHOMEPOB, TAyTOMEPA, U30TOMNOJIOra WK (papMalleBTUIECKH ITpueMieMoil conu. B npyrom
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BApUAHTE OCYLIECTBIIEHHUs] YKa3aHHblE CIOCOOBI BKJIIOYAIOT BBEJEHHE TEPANeBTUYECKU
s¢¢pextuBHOoro kommuectsa CoenuHeHWsT 2 WM €ro TayToOMepa, M30TOINOoJIora WU
dapmaneBTUYECKH TpUEMIIEMOM coiu. B fapyroMm BapuaHTe OCYLIECTBIEHHs YKa3aHHbIE
croco0B! BKJIIOYAIOT BBEJEHHE TepaneBTu4ecku d(dexkruBHoro konndyectsa CoequHeHNs 3 WIH
€ro TayToMepa, U30TONOJIOra WK (papMaLeBTHUECKH PUEMIIEMON COJIH.

[00144] B HEKOTOpbIX BapHAHTAaX OCYLIECTBJICHUS YKAa3aHHBIE CIIOCOOBI BKIIOYAIOT
BBEJIEHHE TepaneBTH4YecKu 3¢ ¢exkTuBHOro komudectsa CoequHeHust | wim ero >HaHTHOMEPA,
CMeCHU >HAHTHOMEPOB, TayTOMepa, M30TOMOJIOra WK (hapMalEeBTHYECKH MPUEMIIEMON COJH B
Ka4yeCcTBE MHAYKLHMOHHOW Tepanmuu. B Apyrom BapuaHTe OCYIIECTBIEHHS YKa3aHHbIE CIOCOOBI
BKJIFOYAIOT BBeNeHUe TepaneBTudeckn 3QdextrBHOro koimdectsa CoeaMHEHMs 2 WU €ro
TAayTOMEpa, M30TOIOJIOTa WK (papMalleBTUYECKH MPUEMIIEMOH COJTM B KQUeCTBE WHIYKIIMOHHON
Tepanmuu. B npyrom BapuaHTe OCYLIECTBIIEHHSI YKa3aHHbIE CIIOCOOBI BKJFOYAIOT BBEICHUE
TepaneBTHUeCKH 3P ekTuBHOro konmudecrsa COenMHEHNs 3 WM €ro TayToMepa, H30TOIOJIOra
win ($apMaleBTHUECKH MPUEMIIEMON COJIM B Ka4eCTBE WHIYKIMOHHOW Tepanuu. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBJICHUs YKa3aHHBbIE CIIOCOOBI BKJIIOYAIOT BBEINEHHE TEPANeBTUYECKU
s¢¢extuBHOoro kommyecrsa CoenuHeHHs | WM €ro 3>HAHTHOMEpPA, CMECH H>HAHTHOMEPOB,
TAyTOMEpPa, U30TOMNOJIOra WK (HapMaLEBTHUECKH MPUEMIIEMON COJM B KA4EeCTBE YKPETUISIOIEH
Tepanmuu. B 1mpyrom BapuaHTe OCYLIECTBIIEHHsI YKa3aHHbIE CIIOCOOBI BKJIFOYAIOT BBEICHUE
TepaneBTHUeCKH 3P dekTuBHOro konmudecrsa CoennHEHNs 2 WM ero TayToMepa, H30TOIONIora
win (papmManeBTUUECKH NMPHEMIIEMON COJMM B KadecTBE YKperuisiiolield tepanuud. B nmpyrom
BApUAHTE OCYLIECTBIIEHHUs YKa3aHHbIE CIOCOOBI BKJIIOYAIOT BBEJEHHE TEPareBTUYECKU
s¢¢pexktuBHoro kommuectsa CoenuHeHMsT 3 WM €ro TayToOMepa, M30TOINOoJIora WU
(dapManeBTUYECKH TNpPUEMJIEMON COJNM B KauecTBe YKpelusiromed Tepanuu. B HekoTOpbIx
BApUAHTaX OCYINECTBJICHUS YyKa3aHHbIE CHOCOOBI BKIIOYAIOT BBEACHUE TEPANEBTHYECKU
s¢pdexruBHoro kommuectsa CoenmHeHMs | MM €ro SHAHTHOMEpA, CMECH 3HAHTHOMEPOB,
TayTOMepa, M30TOMojJora wikn (apMaLeBTUYECKH MPUEMJIEMOH COJIM B Ka4yecTBe
NOJCPKUBAIOIIECH Tepanuu. B JApyroM BapuaHTe OCYINECTBIIEHHS YyKa3aHHbIE CIIOCOOBI
BKJIFOYAIOT BBeNEHUE TepaneBTudeckn 3QdexTuBHOro kojmdectBa COeOUHEHUsT 2 WM €ro
TayTOMEpa, M30TOMojJora win (apMaleBTUYECKH TNPUEMJIEMOH COJIM B KadecTBe
NOJCPKUBAIOIIEH Tepanuu. B 1pyroM BapuaHTe OCYLIECTBIEHHS YKa3aHHBbIE CIIOCOOBI
BKJIFOYAIOT BBeIEHUE TepaneBTHdecku 3QdexTruBHOro kojmdectBa COEOMHEHUST 3 WIIH €ro
TayTOMEpa, M30TOmojJora Wik (apMaleBTUYECKH TNPUEMJIEMOH CONM B KadecTBe
MOAAEPKUBAIOLIEN TEPATIUH.

[00145] B ogHOM KOHKPETHOM BapUaHTE OCYLIECTBJIICHUs CHOCOOOB, OMUCAHHBIX B
JAHHOM JIOKYMEHTE, MHOXKECTBEHHAsI MUEJIOMa SIBJISIETCS JIEHKO30M MJIa3MaTUYECKUX KJIETOK.

[00146] B omHOM BapuWaHTe OCYIIECTBIIEHUS CIIOCOOOB, ONHCAHHBIX B JaHHOM
JOKYMEHTE, MHOKECTBEHHAasi MUEJIOMA SIBJISIETCS] MHOKECTBEHHON MHEJIOMOI BBICOKOro pucka. B
HEKOTOPBIX TAaKHUX BapHaHTaX OCYILECTBJIEHHS MHO)KECTBEHHAsh MMHEJIOMa BBICOKOTO pHCKA
SBJIIETCS. peUuOuBUpYOmed wumn pedpakTtepHoli. B omHOM BapuaHTe OCYIIECTBICHUS

MHOXCECTBCHHAsA MHUEJIOMa BBICOKOI'O0 pUCKa MNPCACTABIISACT coboit MHOXCECTBCHHYIO MHEIIOMY,
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KOTOpasi peLMAUBUPOBANIA B Te€UEHUE 12 MecsLeB nocie nepBoro Kypca jedenus. B eme ognom
BapHUAHTE OCYIIECTBJIEHHUS MHOJKECTBEHHAs MHEJIOMa BBICOKOTO PHUCKA MPEACTaBIsieT COOOM
MHOXECTBEHHYI MUEJIOMY, KOTOPasi XapaKTepU3yeTCsl FEHETUYECKUMH aHOMAJIUSIMU, HAIIPUMED,
onHo umu Oomee w3 del(17/17p) u t(14;16)(q32;q32). B HEKOTOpBIX TaKHX BapHaHTAaX
OCYIIECTBJICHUS] MHOXKECTBEHHAsi MUEJIOMa BBICOKOI'O PHUCKA SIBJISIETCS PELUAMBUPYIOLIEH WU
pedpakTepHON K OAHOMY, ABYM WJIM TPEM IPENIIECTBYIOIUM TEPATTHSIM.

[00147] B onmHOM  BapuaHTe  OCYIIECTBJIEHUS  MHOXECTBEHHAass  MHeJIoMa
xapakrepusupyercss MmyTtauwein pS3. B omHOM BapuaHTe OCYINECTBJIEHHST MyTauus pS3
npeacrasisier coboit mytaumo Q331. B ogHOM BapuaHTe OCYLIECTBICHHMs MyTauus pS3
npeacrasisier coboit myraumo R273H. B ogHOM BapuaHTe OCyIIECTBJIEHUS MyTauusi pS3
npeacrasisier coboit myraumo K132, B ogHOM BapuaHTe OCYLIECTBICHHUs MyTauus pS3
npexncrasisier codoit myrtanmo K132N. B onHOM BapuaHTe OCYIIECTBICHUS MyTauusi pS3
npeacrasisier codoir myraummo R337. B omHOM BapuaHTe OCYLIECTBICHUST MyTauust pS3
npeacrasisier coboit myrauuro R337L. B omHOM BapwaHTe OCYIIECTBJIEHUS MyTanusi pS3
npeacrasisier cobor myrtanmo W146. B ogHOM BapuaHTe OCYINECTBJIEHUS MyTauusi pS3
npencrasisier codoit myrammro S261. B omHOM BapmaHTe OCYINECTBIECHHST MyTauus pS3
npeacrasisier coboit myraumio S261T. B ogHOM BapuaHTe OCYIIECTBISHHS MyTalust pS3
npeacrasisier codoit myraummo E286. B omHOM BapuaHTe OCyLIeCTBIEHHs MyTauus pS3
npeacrasisier coboit myranmo E286K. B ogHOM BapmaHTe OCYIECTBIIEHUS MyTamust pS3
npeacrasisier codoit myraummro R175. B omHOM BapuaHTe OCyliecTBIeHUs MyTauus pS3
npeacrasisier coboit myraumo R175H. B omHOoM BapumanTe ocyinecTBieHuss mytauus pS3
npeacrasisier codoit myraumro E258. B omHOM BapumaHTe oOCyInecTBiIeHHs MyTtauus pS3
npencrasisier cobor myrtaumo E258K. B omHOM BapuaHTe OCyLIeCTBICHHsI MyTauusi pS53
npencraBisier coboit myramumio Al6l. B ogHOM BapHaHTe OCYINECTBIEHHS MyTauusi pS3
npencrasisierT coboit myrauno A161T.

[00148] B onmHOM  BapuaHTe  OCYIIECTBJIEHUS  MHOXECTBEHHAs  MHeJIoMa
XapaKTEPU3UPYETCsl TOMO3ZUTOTHON neneuneidn pS3. B oaHOM BapuaHTe OCYILECTBJIEHUS
MHOECTBEHHAs1 MUEJIOMA XapaKTePU3UPYETCsi TOMO3UTOTHOM Aenenuen pS3 IUKOro Tumna.

[00149] B onmHOM  BapuaHTe  OCYIIECTBJIEHUS  MHOXECTBEHHas  MHeloMa
XapakTepusupyercs pS3 TUKOro THUIMA.

[00150] B onHOM  BapuaHTe  OCYLIECTBJIEHUS  MHOXECTBEHHAas  MHelIoMa
XapaKkTepU3NPYeTCsl aKTUBALMENd ONHOIO WJIM HECKOJIBKUX OHKOTE€HHBIX ApaliBepoB. B ogHOM
BapHUAHTE OCYIIECTBJICHMS OAWH WM OOJiee OHKOTE€HHBIX IPaliBEPOB BbIOPAHBI M3 TPYIIIHL
Bmovaromieit C-MAF, MAFB, FGFR3, MMset, Huxknua D1 u Huknun D. B ogHom Bapuante
OCYIIECTBJIEHUs] MHOXXECTBEHHasi MuejoMa xapakrepusupyercs aktusauueii CMAF. B ogHom
BapHaHTe OCYILIECTBJIEHUS] MHOKECTBEHHAsI MUeJIOMa XapakTrepusupyercs akrusauueii MAFB. B
OIHOM BAapHUAaHTE OCYLIECTBJICHUS MHOKECTBEHHAsl MHUEJIOMA XapaKTEPU3UPYETCsl aKTHUBALMEH
FGFR3 u MMset. B oaHoM BapuaHTe OCYILECTBIEHUs] MHOXECTBEHHAs MHEIOMa
xapakrepusupyercs aktuBauueii CMAF, FGFR3 u MMset. B oqHOM BapuaHTe OCYIIECTBICHUS

MHOXECTBEHHas MUeJIoMa Xapakrepusupyercst akrtusauuen Iukiauna D1. B ognom Bapuante
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OCYIIECTBJIEHUs] MHOXKECTBEHHasl Muesnoma xapakrepusupyercs: akrusauueii MAFB u [uxnuna
D1l. B opgHOM BapuaHTe€ OCYLIECTBJIEHUS MHOXECTBEHHAash MHEJIOMAa XapaKTepU3UPYETCs
aktuBauued [uknuna D.

[00151] B onmHOM  BapuaHTe  OCYLIECTBJIEHHUS  MHOXECTBEHHAs  MHeIoMa
XapaKTepU3UPYyeTCsl OJHON UM HECKOJbKUX XPOMOCOMHBIX TpaHCJIOKauui. B omHOM BapuaHTe
OCYIIECTBIICHHSI XPOMOCOMHasI TPAHCJIOKALUS TpeacTasssier codoii t(14;16). B oqHOM BapuaHTe
OCYLIECTBJIEHHsI XPOMOCOMHAs TPaHCIOKaLus npeacrasisier codoi t(14;20). B onHoM BapuaHTe
OCYIIECTBJICHUS] XPOMOCOMHasl TPAHCIIOKAIUs MpeAcTaBiseT codoit t(4;14). B onHOM BapuaHTe
OCYIIECTBIIEHHSI XPOMOCOMHBIE TPAHCJIOKALIMU TPENCTaBISIIOT coOoi t(4;14) u t(14;16). B onHom
BapHaHTEe OCYLIECTBJIEHUsI XPOMOCOMHAsSI TPAHCIIOKAIus npencrasisier codoii t(11;14). B oqHoM
BapHaHTe OCYIIECTBJIEHUS XPOMOCOMHAsI TPAHCIIOKAIUs TpeacTanisieT codoit t(6;20). B ogHom
BapHaHTe OCYLIECTBJICHUsI XPOMOCOMHAS TPAHCIIOKAIUs MpencTassier codboii t(20;22). B oqHom
BapHaHTe OCYIIECTBJICHUS XPOMOCOMHbBIE TPAHCIOKAIUN MPENCTaBsIFOT coboit t(6;20) wu
t(20;22). B ogHOM BapuaHTe OCYLIECTBICHUSI XPOMOCOMHAs TPAHCIOKAMS MPENCTABISIET COOOH
t(16;22). B omHOM BapHWaHTE OCYINECTBJICHHS XPOMOCOMHBIE TPAHCIOKALMU TPENCTABIISIOT
coboii t(14;16) u t(16;22). B omHOM BapuaHTe OCYINECTBJICHHS XPOMOCOMHBIE TPAHCIOKAIIMH
npeactasisiroT codoi t(14;20) m t(11;14).

[00152] B onHOM  BapuaHTe  OCYLIECTBJIEHUS  MHOXECTBEHHAas  MHelIoMa
xapakrepusupyercst mytauueit pS3 Q331, akrtuBauneit C-MAF u XpoOMOCOMHO# TpaHCIOKaLUuen
npu t(14;16). B onHOM BapuaHTe OCYLIECTBISHHSI MHOKECTBEHHAs! MUEJIOMA XapaKTEePU3HPYETCsI
roMosurotTHon neneumen pS53, axtuBauuedi C-MAF M XpOMOCOMHOI TpaHCIOKaLMeH IpH
t(14,16). B ogHOM BapuaHTe OCYIIECTBJIEHHUsS MHOXXECTBEHHAs MHUEIIOMa XapaKTEepU3UPYeTCs
mytanued pS3 K132N, akruBaumeit MAFB u xpomocomHol Tpancnokauued npu t(14;20). B
OJIHOM BapHaHTe OCYLIECTBJIICHHUs MHOXECTBEHHas MHeJIOMa XapakTepusupyercs pS53 IHKOro
tuna, aktuBanuedn FGFR3 u MMset u xpomocoMHO# TpaHciokanueit npu t(4;14). B ogHom
BapHaHTE OCYIIECTBIIEHHS MHO)KECTBEHHAsi MHEJIOMa XapakTepusupyercss pS3 AMKOro THIIA,
aktuBauueir C-MAF wu xpomocomuoi TpaHciokamueii npu t(14;16). B omHoM BapuaHTe
OCYLIECTBJIEHUS] MHOXXECTBEHHAsi MHUEJIOMa XapaKTEPU3UPYETCss TOMO3UIOTHON aenenueit pS3,
aktuBannen FGFR3, MMset 1 CMAF, 1 XpOMOCOMHBIMU TpaHCJIOKanwsiMu nipu t(4;14) u
t(14;16). B ogHOM BapuaHTe OCYIIECTBJIICHUS MHOXKECTBEHHAs MHUEJIOMA XapaKTEPU3UPYETCS
FOMO3UTOTHON aenennent pS3, aktuBaumen L{ukimHa D1 n XpoMOCOMHON TpaHCIOKaLMen npu
t(11;14). B ogHOM BapuaHTe OCYIIECTBJICHHUS MHOXXECTBEHHAss MHUEIIOMa XapaKTEPU3UPYETCs
myTtanuei pS3 R337L, akruBaumeii [{uknuna D1 u xpomocomHo# Tpanciaokanuei mpu t(11;14).
B oxgHOM BapuaHTe OCylIeCTBIEHUS MHOXKECTBEHHAs MHMEJIOMa XapaKTepU3UpyeTCsl MyTalueil
p53 W146, axruammeit FGFR3 u MMset, u xpoMocoMHOl TpaHciokarueit mpu t(4;14). B
OIHOM BapHaHTE OCYILIECTBJICHHUs MHOXECTBEHHAss MUEJIOMA XapaKTepU3UpyeTcs MyTtauuen pS3
S261T, aktuBanmeir MAFB u xpomocomHbiMu TpaHciokauusmMu mpu t(6;20) u t(20;22). B
OIIHOM BapHaHTE OCYILUECTBJICHUs MHOXXECTBEHHAsl MUEJIOMA XapaKTEPU3UPYETCs MyTauuen pS3
E286K, akruBamnueit FGFR3 u MMset, u xpomocomHoil Tpanciokanueit npu t(4;14). B ogaom

BapUAHTE OCYLIECTBJIEHUs MHOXKECTBEHHAsi MHEJIOMA XapaKTEepU3UPyeTcs MyTauuen pS3
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R175H, axrtuBaumeri FGFR3 u MMset, u xpomocoMHol TpaHcinokanuen npu t(4;14). B onHom
BapUAHTE OCYLIECTBIEHUSI MHOXKECTBEHHAsI MUEJIOMA XapaKkTepusupyercst Myrauuen pS3 E258K,
aktuBanueln C-MAF u xpomocomubiMu TpaHcnokauusimu npu t(14;16) u t(16;22). B onnom
BApPUAHTE OCYILECTBJIICHUS MHOXECTBEHHAs MHEJIOMa XapakTepusupyercs pS3 NUKOro THIIA,
axtuBanued MAFB u [ukauna D1 u xpomocomubimu Tpancnokanusivu nipu t(14;20) m t(11;14).
B onHOM BapuaHTe OCYyIIECTBJIEHUS MHOXXECTBEHHAs MHEIOMa XapaKTepU3UpPyeTcs MyTauuein
p53 A161T, axruBauueit Huknuna D u xpomocoMHol TpaHcnokauueit npu t(11;14).

[00153] B HeKOTOpBbIX BapUaHTaX OCYIIECTBJICHHUS CIOCOOOB, OMUCAHHBIX B JaHHOM
JIOKYMEHTE, MHOKECTBEHHAsI MUEJIOMA SIBJISIETCS] BIIEPBbIE TUATHOCTUPOBAHHON MHOKECTBEHHON
MHUEJIOMOM € BO3MOXKHOCTBIO ~TPAHCIUIAHTALMH. B JApyroM BapuaHTe OCYLIECTBIICHHS
MHOKECTBEHHAsi MUEJIOMA SIBJIIETCS BIIEPBbIE TUATHOCTHPOBAHHOW MHOXKECTBEHHOW MHUEIOMOM
6€3 BO3MOJKHOCTH TPAHCILIAHTALIHH.

[00154] B eme oxHMX BapuUaHTax OCYLIECTBJIEHHUS MHOXKECTBEHHAas MHelIoMa
XapaKTepU3yeTcss paHHUM NPOTPEeCCHpOBaHMEM (HAampumep, MeHee 12 MecsieB) mocie
NePBOHAYAILHOTO JICUeHHs. B ele oHNX BapuaHTaxX OCYLIECTBICHUS MHOKECTBEHHAsI MUEIOMA
XapaKkTepU3yeTCss PaHHUM NPOTrPecCHpOBaHMEM (Hampumep, MeHee 12 wMecseB) mocie
Nepecagki ayTOJOTHYHBIX CTBOJIOBBIX KJIETOK. B 1pyrom BapuaHTe OCYILIECTBICHHS
MHOXKECTBEHHAsi MHeEJIOMa sIBJisieTcst pedpakTepHOH K JeHanmuaoMuay. B apyrom BapuanTte
OCYIIECTBIIEHHsI MHOXXECTBEHHAs] MHUEJIOMa SBJISIeTCsl pedpakTepHOil kK mnomamuaomuay. B
HEKOTOPBIX TAKHX BAPUAHTAX OCYLIECTBIIEHHs CIIPOTHO3UPOBAHO, YTO MHOXKECTBEHHAs MUEJIOMA
ABIIsIETCS pepakTepHOM K NMOMaNUAOMUAY (HAIIPUMEpP, MOJIEKYJISIPHOM XapaKTepHCTUKOH). B
APYroM BapHaHTE OCYLIECTBIIEHHs] MHO)KECTBEHHAs MUEJIOMA SIBJIIETCS PELMIUBUPYIOLIEH MK
pedpakrepHOii K 3 wiu GoJiee JIeueHHsAM M MMOJBEPrajgach SKCIO3ULUKM HHIHOUTOpa MPOTEacoM
(manpumep, Ooprezomuba, kapdumzomuba, ukcazomuda, omposomuda uiaM Mapusomuda) u
UMMYyHOMOJYJIUPYIOLIEro COEMHEHUs (manpumep, TAJIUOMU/A, JICHATTUJIOMUTIA,
NMOMaJIIOMUA, UOepAOMUIA WM aBaJOMHAA), WM JBOWHON pedpakTepHON K MHTHOUTOPY
NpoTeacoM W HUMMYHOMOJYJHUPYIOIIEMY COEIWHeHHI0. B eme apyrux  BapuaHTax
OCYIIECTBIICHHSI MHOXKECTBEHHAsI MUEJIOMA SIBJISIETCS PELMANBUPYIOIIEH MK pedpakTepHOH K 3
win OoJyee JedeHUsM, BKIOUaromuM, Hanpumep, CD38 monoknonaneabM aHTHTENIOM (CD38
mAb, Hanpumep, napaTyMyMaOOM KM W3aTYKCUMaOOM), HHTHOUTOPOM NPOTeacoM (Hampumep,
6oprezomuoOoM, kKapprI3o0MUOOM, HKCA30MUOOM HIITH MAPU30MHOOM) U IMMYHOMOAYJIHPYIO LM
COeAMHEHUEM (HampuMep, TaJHIOMUIOM, JIEHATHIAOMHIOM, MOMAJIHIOMHUAOM, HOEpIOMHUIOM
WIM aBaZOMHUOM), WM JBOHHOH pedpakTepHOH K HWHIHOMTOPY MPOTEACOM MM
UMMyHOMoOnyJupyromemy coeauHeHuro u CD38 mAb. B eme papyrux BapuaHTtax
OCYIIECTBJICHUS] MHOJKECTBEHHAs] MHUEJIOMA SIBJIIETCST TPOWHOH pedpakTepHO, Hampumep,
MHOKECTBEHHAs] MHeJIoMa SIBJSIETCSl pedpakTepHOH K HHTUOUTOPY NpoTeacoM (Hampumep,
oopresomnly,  kappmwmomuby, wukcazomuly, omnpo3omMuly WiIH  Mapu3oMudy) U
UMMyHOMOIYJHUPYIOIIEMY  COEAWHEHHIO  (HampuMep,  TaJIUAOMUAY,  JICHAIUAOMHAY,
NOMAJIUAOMUAY, MOEPIOMHIY HIJIM aBaAOMHUAY) U OAHOMY IPYIOMY aKTHBHOMY areHTry, Kak

ONMMCAaHO B JTaHHOM OOKYMCHTC.
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[00155] B HeKoTOpHIX TaKMX BapUAHTAX OCYIIECTBJICHUS YKa3aHHbIE CIOCOOBI
BKJIFOYAIOT BBelIeHHe TepaneBTHdeckn 3QdexTuBHOro konmdectsa CoenuHeHuss 1 uiam ero
SHAHTUOMEPA, CMECH 3HAHTUOMEPOB, TayTOMepa, HW30TOMoJora M (apMaLeBTHUECKU
MIPUEMJIEMOU COJIM B Ka4eCTBE MHAYKLUHUOHHOW Tepamuu. B npyrom BapuaHTe OCYLLECTBJICHHUS
yKa3aHHbIE CHOCOOBI BKIOYAIOT BBEAEHHE TEPaneBTHYECKH OPPEKTUBHOIO KOJIUYECTBA
CoenuHeHus: 2 WM €ro TayTOMEpa, U30TOMOJIOra Ui (hapMaleBTUUECKH MPHEMIIEMOH CONH B
Ka4eCcTBe MHAYKLHOHHOW Tepanmuu. B npyroM BapuaHTe OCYINECTBIIEHHUS YKa3aHHBIE CIIOCOOBI
BKJIFOYAIOT BBeNEHUe TeparneBTudecku 3¢dexTruBHOro kojmdectBa COeOMHEHUST 3 WM €ro
TayTOMEpa, M30TOMOJIOTa UK (papMalleBTUYECKH MPUEMIIEMOH COJTU B KQ4eCTBE WHIYKIIMOHHON
TEpaIuu.

[00156] B xOHKpeTHBIX BapHaHTax OCYILECTBJIEHHUS B JAHHOM JAOKYMEHTE MPEeIJIOKEeHbI
CHOCOOBI JICUSHHs, MPEOYNPEKACHUS WM CAEP)KUBAHUS MHOXECTBEHHOH MHEJIOMBIL, B TOM
qHuClie  peUUANBUPYIOIIe/pepakTepHON  MHOKECTBEHHOH MHEJIOMBbI Y  TAIMEHTOB C
HAPYIIEHHON (YyHKOMEH TIOYeK WM €€ CHMIOTOMA, KOTOpPble BKJIOYAIOT BBEICHHE
tepaneBTiuecku 3¢ dexruBroro kommuecrsa Coennnenus 1, Coenunenns 2 nnn CoenuHeHus 3,
WIN €r0 YHAHTHOMEPA, CMECH SHAHTHOMEPOB, TAyTOMEpPa, U30TOMOJIOra Win (papMarieBTUIECKH
NpUeMJIEMON  CONIM  TAIMEeHTy C  HapylleHHOW  (yHKIMeH  modek, HMErIeMy
pPeLUIUBHPYIOINYIO/pepakTepHYI0O MHOKECTBEHHYIO MUEJIOMY.

[00157] B KOHKpETHbIX BapHaHTax OCYILECTBJIEHHUS B JAHHOM JIOKYMEHTE INPEAJIOKEHBI
CTHIOCOOB! JIEUEHHs, MPENYNPEKACHNs W/HWIN CAEPKUBAHUS MHOXXECTBEHHONH MHEJIOMBL, B TOM
qHciie PeLUANBUPYIOIIEH HIH pedpakTepHON MHOKECTBEHHOH MHENIOMBbI Y XWJIBIX MALUEHTOB
WIN €€ CUMIITOMA, KOTOpbIe BKJFOYAIOT BBEJACHHE TepaneBTHUeCKH 3()(PEKTUBHOTO KOJMUYECTBA
Coemunenus 1, Coemunenus 2 wiu CoenuHeHus 3, WIM €ro 3HAHTHOMEPA, CMECH
SHAHTHOMEPOB, TayTOMepa, M30TONOoJIora Win (papMaLEeBTHYECKH MPHEMIIEMON COJH XUIOMY
NALUEeHTy, HMEKILIEMY MHOKECTBEHHYI0 MHENIOMY. B HEKOTOpBIX Takux BapHaHTax
OCYLIECTBJICHUS, XWIbIH MALUEHT XapaKTEPU3yeTCs] HEBO3MOKHOCTbI) MHAYKLIMOHHOMN Tepanuu
UM HENEPEHOCUMOCTBIO JIEUEHHUs JEKCAaMEeTa30HOM. B HEKOTOpbIX Takux BapUaHTax
OCYLIECTBJIEHUs] XWJIbIA MallMEHT HAXOAMUTCS B NPEKJIOHHOM BO3pAacTe, HAIpUMeEp, B BO3pacTe
crapuie 65 ner.

[00158] B KOHKpeTHBIX BapHaHTax OCYILECTBJIEHHUS B JaHHOM JIOKYMEHTE INPEIJIOKEHBI
CTHIOCOOBI JIeUCHUS], IPEAYIPEKIECHUS W/ WA CASPKUBAHUS MHOKECTBEHHON MHEJIOMBI, KOTOpPbIE
BKJIFOYAIOT BBEACHHE MAIIMEHTY TepaneBTudecku ddexruBHoro kommuecrsa Coennnenus 1 wim
€ro TayToMepa, M30TOIOJIOTa WK (papMaleBTHUECKH MPHEMIIEMOH COJH, TA€ MHOXECTBEHHAs
MHENIOMa TpPEACTaBIsieT COoO0H  pelMauBUPYIOINYIO/pedpakTePHYI0 K YETBEPTOH JIMHUH
MHOXXECTBEHHYK) MHUEJIOMY. B KOHKDETHBIX BapHaHTaxX OCYLIECTBJIEHUS B JAHHOM JOKYMEHTE
NPEIJIOKEHBl CIOCOOBI  JICYEHUs, NPEAYNPEKACHUsS W/WIM COEPKUBAHUS MHOKECTBEHHOM
MHENIOMBI, KOTOpbl€ BKJIIOYAIOT BBEACHME IIALIMEHTy TepaneBTU4YeCKu 3((eKTUBHOTO
kommuectBa CoenuHeHHsT 2 WM €ro TayToMepa, H30TONojora Win (apMaleBTUYECKH
MIPUEMIIEMOU COJIH, rae MHOXXECTBEHHAsI MHUEJIOMA MIPENCTABIISAET coboii

pPeLUINBHUPYIOINYIO/pepakTepHyl0 K YETBEPTON JIMHHUM MHOXKECTBEHHYIO MueioMy. B
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KOHKPETHBIX BaApHUAHTAX OCYLICCTBJIICHUA B JaHHOM AOKYMECHTEC MPEAJIOKCHDBI CI10cOOBI JICUCHUA,
npeaynpeKaACHUA W/ W CACPKUBAHUA MHO>KeCTBEHHOI MHEJIOMbI, KOTOPBIC BKJIIHOYAKOT
BBCACHHUEC TMALIMCHTY TCPANCBTUYCCKU 3(1)(1)6KTI/IBHOFO KOJIN4YeCTBa COeI[I/IHeHI/IH 3 uam ero
TAayTOMEpa, M30TONosora Wi (apMaleBTUUYECKU TPUEMJIEMON COJNM, IZl€ MHOKECTBEHHAs
MHEJIOMa MpPEACTaBIsieT COOOH perMANBUPYIOIIYIO/pedpakTepPHYI0 K YETBEPTOH JIMHHU
MHO>KECTBEHHYIO MUEJIOMY .

[00159] B xOHKpeTHBIX BapHaHTaxX OCYLIECTBJIEHUS B JAHHOM JIOKYMEHTE IPEJIOKEHBI
CI1I0CcOOBI JCUCHUH, NMPEAYNPCKACHUA W/ unu CACPKUBaHUA MHO>KE€CTBEHHOI MHUEJIOMBI, KOTOPBIC
BKJIFOYAKOT BBEACHUEC MTAITUCHTY TCPANICBTUYICCKH B(I)q)eKTI/IBHOFO KOJIN4YeCTBa COCL{I/IHGHI/IS[ 1 num
ero TayTOMepa, W30TOMoJora WiIn (apMaLeBTHYECKH IIPUEMJIEMONH COJNM B KauecTBe
HHHYKHHOHHOﬁ T€pamnuu, rA€ MHOXCCTBECHHAs MHUEJIIOMAa TMPEACTABIIACT coboii BIIEPBBIC
AUArHOCTUPOBAHHYKO MHOXECTBCHHYHO MHEJIIOMY C BO3MOXHOCTBHO TpaHCIUIAHTALlUH. B
KOHKPETHBIX BapHAHTAX OCYLICCTBIICHUA B JAHHOM AOKYMECHTC IMPEAJIOKEHDI CII0COOBI JICUCHU,
NpeaynpeKaACHUA A/ CACPKUBaHUA MHO>KeCTBEHHOI1 MHEJIOMbI, KOTOPBIC BKJIHOYAKOT
BBCACHHE TMALMCHTY TECPANCBTUYICCKU 3(1)(1)6KTI/IBHOFO KOJIN4YeCTBa COeI[I/IHeHI/Iﬂ 2 WIA €ero
TAyTOMEpPa, H30TOIOJIOTa UK (papMaleBTUYECKH PUEMIIEMON COJTM B KA4€CTBE WHAYKLUOHHOM
TEpann, ra€c MHOXCCTBCHHAasA MHUEIOMa MPEACTABIIACT coboi BIIEPBBIC JUATHOCTHUPOBAHHYIO
MHOXECTBCHHYKO MHUECIIOMY C BO3MOXKHOCTBIO TpaHCILJIAaHTAL[UH. B KOHKPETHBIX BapHUaHTax
OCYHIECTBJICHUA B JAHHOM NJOKYMECHTE MPECAJIOKEHDBI CI1I0cOOBI JICUCHUS, NPEAYIIPEKACHUA WU
CACPIKMBaHUA MHO>KECTBEHHOI MHECIJIOMBI, KOTOpPBIC BKJIFOYAKOT BBCACHUC MalUCHTY
TepaneBTHUeCKU 3P ekTuBHOro konudecrsa CoennHeHNs 3 WM ero TayToMepa, H30TOIOJIOra
nJIn (l)apMa]_IeBTI/ILIeCKI/I HpHeMHeMOﬁ COJIN B Ka4ECTBEC HHHYKHHOHHOﬁ T€pamnun, Trac
MHO)KECTBEHHAsI MHEJIOMa MPeACTaBIIsieT COOOH BIEpBble TUATHOCTUPOBAHHYIO MHOKECTBEHHYIO
MHEJIOMY C BO3MOXKHOCTBIO TPAHCIIJIAHTALIUH.

[00160] B xOHKpeTHBIX BapHaHTaxX OCYLIECTBJIEHUS B JAHHOM JIOKYMEHTE IPeJJIOKEHBI
CI1I0CcO0bI JCUCHUS, NMPECAYNPCKACHUA W/ unu CACPKUBaHUA MHO>KE€CTBEHHOI MHUEJIOMBI, KOTOPBIC
BKJIFOYAOT BBEACHUE MAITUCHTY TCPAIICBTUICCKN 3(1)(1)6KTI/IBHOFO KOJIM4ueCcTBa COCL{I/IHGHI/IS[ 1 nmm
ero TayToOMepa, H30TOmoyiora Wid (apMaleBTHYECKU NPUEMJIIEMOH CONM B  KadecTBe
no;:[):[epn{HBa}omeifl TE€paruun Mmocje I[perfI TCpauyu WIN TpaHCILUIAaHTallUH, I'’I€ MHOKCCTBCHHAs
MHEJIOMa TpPEACTaBIsieT COOOH BIEPBbIE JUArHOCTHPOBAHHYK) MHOJKECTBEHHYIO MHEJIOMY C
BO3MOJKHOCTBK) TPAHCIUIAHTALMM 1O YKA3aHHOW APYyroll Tepanuu WIM TpaHCIUIaHTauuu. B
KOHKPETHBIX BapHaHTAX OCYLICCTBIICHUA B JAHHOM AOKYMEHTEC MPEAJIOKCHDBI CII0COOBI JICUCHUA,
NpeaynpeKaACHUA A/ CACPKBaHUA MHO>KeCTBEHHOI1 MHEJIOMBI, KOTOPBIC BKJIKOYArOT
BBCACHHE TMALIMCHTY TECPANCBTUYICCKU 3(1)(1)6KTI/IBHOFO KOJIN4YeCTBa COeI[I/IHeHI/ISI 2 WIU €ero
TayTOMepa, H30TOmojora wuimm (apMaleBTUUECKH IPUEMJIEMOH COMHM B KadecTBe
NOAAEPKUBAIOIIEN Tepauu NOCJIe APYrof Tepanvuy WK TPAHCIUIAHTALUU, T/1€ MHOKECTBEHHAs
MHENIOMa MpPEACTaBlsieT cOOOI BIEpBble NUATHOCTHPOBAHHYK) MHOMKECTBEHHYIO MHEIOMY C
BO3MOJKHOCTBK) TPAHCIUIAHTALMM [0 YKA3aHHOW OPYroul Tepanuu WIM TpaHCIUIaHTauuu. B
KOHKPETHBIX BaApHUAHTAX OCYLICCTBJICHUA B JAHHOM AOKYMCHTEC MPEAJIOKCHbBI CI1I0cOOBI JICUCHUA,

npeaynpeKaACHUA W/ U CACPIKHUBAHUA MHO>KECTBEHHO MHUEJIOMbBI, KOTOPbIC BKIJIKOYAOT
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BBEJICHUE TAaLMEHTy TepaneBTudeckn >¢{¢dexkruBHoro konmuectsa CoenuHeHHs 3 WM €ro
TayTOMEpa, M30TOMNOJOra Wi (apMaLeBTUYECKH TPUEMJIEMOH CONM B KadecTBe
MOAAEPKUBAOLIEH TEpaluy MOCie APYrON Teparuu Uid TPAHCIIAHTALUU, T€ MHOKECTBEHHAs!
MHENIOMa MpEeACTaBisieT cOOOi BIEpBblE TUATHOCTUPOBAHHYKD MHOMKECTBEHHYIO MHEIOMY C
BO3MOJKHOCTBIO TPAHCIUUIAHTALIMM 10 YKa3aHHOM APYroW Tepanuu Uid TPAHCIUIAHTALUU.

[00161] B xOHKpeTHBIX BapHaHTaxX OCYLIECTBJIEHUS B JAHHOM JIOKYMEHTE IPEJIOKEHBI
CIIOCOOBI JIEUEHUsI, IPEAYIPEXKACHNS W/WIIN CAEP’KIBAHNS MHOXKECTBEHHON MHEJIOMBI, KOTOpPbIE
BKJIFOYAIOT BBEJCHHE MALIMEHTY TepaneBTudecku d¢dexkruBHoro konudectsa CoenuHenus | umu
€ro TayToMepa, H30TOmoJiora WM (apMaleBTHYECKH TMPUEMIIEMOH COJIM B KauecTBe
NMOAAEPKUBAIOIIEH Tepanmuu TMOCie APYrol Tepanuyd WIM TPaHCIUIAHTAlMU. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBJIICHUS MHOJKECTBEHHAsl MHEJNIOMa TNPEACTaBiIsieT Co0Oil  BrepBbIe
JUArHOCTUPOBAHHYK) MHO>KECTBEHHYIO MUEJIOMY C BO3MOXXHOCTBIO TPAHCIJIAHTALMU 10 APYrou
TEpanuu WWIN TPAHCIUIAHTALMK. B HEKOTOPBIX BapHAaHTaX OCYLIECTBIIEHHs APYras Teparus
nepen TPAHCIUIAHTALMEH MpPeACTaBisieT COOOH JiedeHHEM C TOMOINBI0 XHMUOTEPANUU HIIH
Coenunenus 1, Coequnenus 2 unu CoenuHenusi 3. B KOHKpeTHBIX BapUaHTax OCYLIECTBIEHUS B
JAHHOM JOKYMEHTE TPEMJIOKEHBI CIIOCOOBbI JICUEHHs], MPENYNpPEKACHUs] W/HUIU CAEPKUBAHUS
MHOXXECTBEHHOM MHEJIOMBI, KOTOpbIE BKJIKOYAKOT BBEACHUE MALUEHTY TEpPaneBTHYECKU
s¢pextuBHOro kommuectsa CoenmHeHWsT 2 WM €ro TayTOMepa, M30TOINOJIora WU
dapManeBTUYECKH MPUEMIIEMON COJIM B KAueCTBE IMOANEPKUBAIOIIEH Teparmuu IOocie Ipyroi
Tepalnuyu WU TPAHCIUIAHTALMM. B HEKOTOpBIX BapHUAaHTaX OCYLIECTBIEHUS MHOXECTBEHHAas
MHENIOMa MpPEeACTaBisieT cOOOi BIEpBblEe TUATHOCTHPOBAHHYK) MHOMKECTBEHHYIO MHEIOMY C
BO3MOXKHOCTBIO TPAHCIUIAHTALIMK 1O APYroM Tepanuu WHIN TpaHCIUIAHTALMH. B HEKOTOpBIX
BapUAHTaX OCYINECTBJICHUS ApYras Tepamusi Nepel TPaHCIUIAHTAlMEeH NpencTaBisieT coOoi
JeueHneM ¢ nomornsto xumuorepanuu win Coenunenus 1, Coenunenus 2 nnu CoenuHeHus 3.
B KOHKpeTHBIX BapHaHTaX OCYIUECTBJEHHUS B JAHHOM JOKYMEHTE IPEIJIOKEHbl CIIOCOOBI
JICYCHHs], TIPEAYNPEXKISHUs] WWIN COSPKUBAHUS MHOXXECTBEHHOHW MHEJIOMBI, KOTOpBIE
BKJIFOYAIOT BBEACHHE MALIMEHTY TepaneBTudecku d(¢ekTuBHOro konudectsa CoequHeHus 3 UiH
€ro TayToMepa, H30TOmoJiora Wi (papMaleBTHUECKH TNPUEMIIEMOH COJIM B KaudecTBe
NMOAAECPKUBAIOIIEH Tepanuu MOCJe APYrol Tepanuu WM TpaHCIUIAaHTauuu. B HEKOTOphIX
BApPUAHTAX OCYIIECTBJIICHHUS MHOJKECTBEHHAsl MHEJIOMa TNpPEACTaBiIsieT coOOil  BrepBble
JUArHOCTUPOBAHHYK) MHOKECTBEHHYIO MUEJIOMY C BO3MOXXHOCTBIO TPAHCILJIAHTALUU 10 APYrou
Teparuu WM TPAHCIUIAHTALWU. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS Ipyras Teparus
nepea TPAHCIUIAHTALMEH MpPEACTaBIseT COOOW JIEYEHHEM C TOMOIIBI0 XUMHOTEpANuy MU
Coenunenus 1, Coennnenus 2 unu CoenuHeHUs 3.

[00162] B xOHKpeTHbIX BapHaHTax OCYILECTBJIEHHUS B JaHHOM JIOKYMEHTE INPENJIOKEHBI
CTHIOCOOBI JIUCHUS], IPEAYIPEKIAECHUS W/ CAEPKUBAHUA MHOXKECTBEHHON MHEIIOMBI, KOTOpbIE
BKJIFOYAIOT BBEJCHNE MALIMEHTY TepaneBTudecku 3¢ exkrnBHoro konnyectsa Coenquuenus 1 uimm
€ro TayToMepa, M30TOIOJIOra WK (papMaleBTHUECKH MPHEMIIEMOH COJIH, TA€ MHOXECTBEHHAs
MHEJIOMa MPEACTABISAET COOOH MHOXKECTBEHHYIO MUEJIOMY BBICOKOTO PHCKA, PELIUAUBHPYIOLIYIO

Wi pepakTepHyI0 K OIHOMY, IBYM HJIU TPEM MpPEIIIECTBYIOUINM JIeUeHUsIM. B KOHKpETHBIX
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BapHaHTaX OCYIIECTBJICHWs B JAaHHOM JOKYMEHTe NPEIJIOKEHbl CHOCOOBI  JICUCHUS,
NpenynpexaeHnuss WM COEePKUBAHUS MHOXKECTBEHHOW MHUEJIOMBIL, KOTOpPbIE BKJIFOYAIOT
BBEJIEHUE TAlMEeHTy TepaneBTu4Yecku 3(dexkTuBHoro konmuectsa CoeauHeHHs 2 WIH €ro
TayToOMepa, H30TOnojiora Win (hapMaLeBTHUECKU MPUEMJIEMON COJIM, T/Ie€ MHOXKECTBEHHAs
MHEJIOMa MPEACTABISIET COOOH MHOXKECTBEHHYI) MUEJIOMY BBICOKOTO PHCKA, PELIUAUBHPYIOLIYIO
Wi pedpakTepHyI0 K OTHOMY, IBYM HJIH TPEM MPEIIIEeCTBYIOLINM JICYeHUSIM. B KOHKpETHBIX
BAPUAHTAX OCYIIECTBJCHUS B JAHHOM JOKYMEHTE TPEIJIOKEHbl CIIOCOObI  JICUEHHUS,
NpenynpekaeHuss WWiId COEPKUBAHUS MHOMKECTBEHHOW MHENIOMBI, KOTOpPbIE BKJIFOYAIOT
BBEJIEHUE TAIMEHTy TepaneBTU4Yecku 3(P¢ekTuBHOro kojuuectsa CoenvHEHUs 3 WM €ro
TayTOMEpPA, HM30TOMOJIOTa WM (hapMalleBTHUYECKH TPUEMJIEMON COJH, TIe MHOMKECTBEHHAas
MUEIOMa TIPECTaBIISIET COO0M MHOMKECTBEHHYIO MHEJIOMY BBICOKOTO PHCKA, PELUAUBUPYIOLIYIO
Wi peppaKkTepHYO K OJHOMY, IBYM HJIA TPEM MPEIIIECTBYIOIIUM JICYSHHSIM.

[00163] B xOHKpeTHBIX BapHaHTax OCYIIECTBIEHUS B JAaHHOM JOKYMEHTE MpPeJIOXKEeHbI
CrocOOBI JIEUeHUsI, PEAYPEKISCHUS U/ UITU CASPKUBAHUS MHOXKECTBEHHONH MHEJIOMBI, KOTOpBIE
BKJTIOYAIOT BBEJIEHUE MAIMEeHTY TepaneBTHdecku dddexrusHoro xonndecrsa Coenunenus 1 wim
€ro TayToMepa, U30TOMOoJIOra Wik (papMaLleBTHYECKH MPUEMIIEMON COJH, TJ€ MHOXKECTBEHHAsI
MUeJIOMa TPEACTABJIIET COOOW BIEpPBbIEe MTUATHOCTHPOBAHHYIO MHOKECTBEHHYIO MHENIOMY Oe3
BO3MOXXHOCTH TPAaHCIUIAHTALMKM. B KOHKPETHBIX BapHaHTaX OCYLIECTBJIECHUS B JaHHOM
OOKYMEHTE TMPENJIOKEHbI CIOCOOBI  JICYSHHsI, NPEOYNPEeXKISeHUsS W/WIA  CHePKUBAHHS
MHOKE€CTBEHHONM MMEJIOMBI, KOTOpPbI€ BKJIIOYAKOT BBEACHHE NALMEHTY TepaneBTUYECKU
s¢¢pextuBHoro kommuectsa CoenuHeHMsT 2 WM €ro TayTOMepa, M30TOINOJIora WU
(dbapmMalleBTUYECKU TPHUEMJIEMON COJIM, TA€ MHOXXECTBEHHas MHEJIOMa MpPeICTaBisieT COOOi
BIIEPBbIC AHArHOCTUPOBAHHYI0 MHOKECTBEHHYIO MHEJIOMY 0€3 BO3MOKHOCTH TPAHCIUIAHTALIUU.
B KOHKpETHBIX BapUaHTAaX OCYIIECTBJIEHUS B JOAHHOM JOKYMEHTE MpPeIJIOKEeHbl CIOCOObI
JICUCHUs], TIPEAYNPEXKISHHUs] W/WIN COSPKUBAHUS MHOMKECTBEHHOW MHUEJIOMBI, KOTOpBIE
BKJIIOYAIOT BBEJIEHUE MAIIMEHTY TepaneBTH4ecku dpdexTuBHoro konndecrsa CoequHeHMs 3 WU
€ro TayToMepa, U30TOIMOoJIOra Wi (hapMaleBTHYECKU MPUEMJIEMON COJIH, TZIeé MHOXKECTBEHHAsI
MHUEIOMa TPEACTABIIIET COOOW BIEpPBble MTUATHOCTUPOBAHHYIO MHOKECTBEHHYIO MHENIOMY Oe3
BO3MOYKHOCTH TPAHCILIAHTALINH.

[00164] B  HexkoTOpbIX BapuaHTax  OCYINECTBJIEHUs  TEPaNeBTUYECKH  WUJIH
npodrakTuaecku 3¢(HEeKTHBHOE KOJMYECTBO COENNHEHHsI cocTaBisieT oT okojo 0,01 no okoso
25 wmr B cyTkH, oT 0koj0 0,01 no okoso 10 mr B cyTkn, ot okojo 0,01 1o okoyo 5 Mr B CyTKH,
okoJio oT 0,01 1o okono 2 Mr B cyTkH, oT 0koJo 0,01 no okono 1 mr B cyTkn, ot okojo 0,01 no
okoJio 0,5 mr B cyTku, ot 0k0j0 0,01 no okono 0,25 mMr B cyTky, ot okoso 0,1 1o okono 25 mr B
cyTkH, okosio oT 0,1 1o okoso 10 mr B cyTkH, OT 0k0J0 0,1 10 0K0J0 5 Mr B CyTKH, OT 0KoJio 0,1
J0 OKOJIO 2 MI' B CyTKH, OT 0Koj0 0,1 o okono 1 mr B cyTku, ot okojo 0,1 no oxomno 0,5 mr B
cyTkH, okouo ot 0,1 1o okono 0,25 Mr B CyTkH, OT 0k0JIO 0,5 10 OKOJIO 25 MI B CYTKH, OT OKOJIO
0,5 o okomno 10 mr B cyTkHu, OT 0k0J10 0,5 10 0K0J10 5 Mr B CyTKH, OT 0K0JIO 0,5 10 OKOJI0 2 MI B
CyTKH, OKOJIO OT 0,5 10 0k0JI0 1 MI B CyTKH, OT OKOJIO 1 10 OKOJIO 25 Mr B CYTKH, OT OKOJIO 1 110

0k0y10 10 Mr B CyTKH, OT OKOJIO 1 10 OKOJIO 5 MI B CYTKH, OT OKOJIO 1 10 0OKOJI0 2,5 MI' B CYTKH
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UM OT OKOJIO 1 10 OKoJIO 2 MT' B CyTKU. B OHOM BapuaHTe OCYLIECTBIEHHUS TEPANeBTUUECKU
wim  npopunaktudecku dpdexruBHoe kommuectBo Coenunenust 1, Coenunenuss 2 wiH
Coenunenus 3 cocrasnseT oT 0koJo 0,1 Mr B cyTku 10 0koJi0 0,4 MI B CyTKH.

[00165] B HexkoTOpbIX BapHaHTaX OCYLIECTBICHMs YKA3aHHOE TEPaneBTUUYECKU WU
npodunakTuuecku 3¢p(eKTUBHOE KOIMUeCTBO coctasisier okojo 0,1, okomo 0,2, okomno 0,3,
okouio 0,4, okoino 0,5, okono 0,6, okoso 0,7, okoyo 0,8, okono 0,9, okojo 1, okoyo 2, 0OKOJIO 3,
OKOJIO 4, OKOJIO 5, OKOJIO 6, OKOJio 7, oKoJio 8, okoJio 9, okono 10, okono 15, okono 20 wim
OKOJIO 25 Mr B CyTKM. B HEKOTOpPBIX TakMx BapuaHTax OCYILIECTBJICHUsI YKa3aHHOE
TeparneBTHYeCKu Wik mnpodunaktudeckn 3(h(eKkTHBHOE KOJMUECTBO cocTaBisieT okojo 0,1,
okoJio 0,2, okono 0,3, okoso 0,4, okoso 0,5, okosno 0,6 niau okono 0,7 Mr B CyTKU.

[00166] B omqHOM BapuaHTe OCYIIECTBICHUSI PEKOMEHIyEMbIN AUANA30H CYTOYHOU 035l
Coemunenuss 1, Coemmnenus 2 wm CoenwHeHWsT 3, WM €ro H>HAHTUOMEPA, CMECH
SHAHTHOMEPOB, TayTOMepa, M30TONOJIOra WiH (papMarieBTHYECKH TPUEMJIEMON COJIU B Clydae
YCJIOBHI, OMIMCAHHBIX B TAHHOM JAOKYMEHTE, JIeKAT B npeaenaax ot okojio 0,1 Mr 1o okosno 25 mr
B CyTKH, MPEANOYTUTEIBHO B BUIE€ PA30BOM JO3bI OJUH Pa3 B CYTKH WM B PA3ACJICHHBIX 103aX B
TeueHue NHs. B Apyrux BapuaHTax OCYIIECTBJICHHS, TUAIMA30HBI JTO3UPOBOK COCTABJISIFOT OT
okoJio 0,1 1o okono 10 mr B cyTku. KonkpeTHble 10361 B cyTku BrrouaroT 0,1, 0,2, 0,3, 0,4, 0,5,
1,2,3,4,5,6,7,8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24 wmu 25 mr B
cyTku. bonee koHKpeTHBIE 10301 B CyTKH BKIro4UaroT 0,1, 0,2, 0,3, 0,4 unu 0,5 Mr B cyTkH.

[00167] B KOHKpETHOM BapUaHTE OCYLIECTBJICHHUS PEKOMEHAyeMas HadaJibHas 1032
moxeT cocrasiatsh 0,1, 0,2, 0,3, 04, 0,5, 1, 2,3, 4,5, 10, 15, 20 unu 25 mr B cyTku. B apyrom
BAPHUAHTE peAIM3alMU, PEKOMEHIyeMasl HavajbHas no3a mMoxer cocrasyare 0,1, 0,2, 0,3, 0,4
unu 0,5 mr B cyTku. J1o3y MOHO noBbIIath A0 1, 2, 3, 4 uiu 5 Mr B CyTKU.

[00168] B  KOHKpPETHBIX BapUaHTAaX  OCYIUECTBJIIEHUS  TEPANEeBTUYECKU  WJIH
npodunmakTuuecknn 3(pGEeKTHBHOE KOINYECTBO cocraBisier ot okoio 0,001 mo okomo S
mr/kr/cytku, oT okosio 0,001 no okojo 4 mr/kr/cytku, ot okosio 0,001 1o 0koj0 3 MI/KI/CyTKH,
ot okoyio 0,001 mo okono 2 mr/kr/cytku, ot okojo 0,001 mo okono 1 mr/kr/cytku, 0,001 mo
okonio 0,05 mr/kr/cytku, ot okoso 0,001 mo okono 0,04 mr/kr/cytku, ot okojio 0,001 mo okoJo
0,03 mr/kr/cytku, ot okojio 0,001 mo okoso 0,02 mr/kr/cyTku, ot okojo 0,001 mo okono 0,01
Mr/kr/cyTku wim ot okoso 0,001 o okono 0,005 mr/kr/cyTku.

[00169] Beonumast 103a Tak»Ke MOKET OBITh BBIPAXKEHA B IPYIHX €IUHHIAX, OTIMYHBIX
ot mr/kr/cytku. Hampumep, 103bI sl APEHTEPATBHOIO BBEICHHSI MOTYT OBbITh BBIPAXKEHBI B
MF/MZ/CYTKI/I. Crienmanuct B TaHHON OOJIACTH TEXHHKH JIETKO OMPENENUT, Kak mpeodpa3oBaTh
J103bI U3 MI/KI/CYTKH B MI/M*/CYTKH C Y4€TOM BBICOTBI HIIH MAcChl CyOBEKTa HIIH HX 000HX (CM.
www.fda.gov/cder/cancer/animalframe. htm). Hanpumep, mo3za 1 Mr/kr/cyTku misi dYelioBeKa
Maccoii 65 KT IPUMEpPHO paBHa 38 Mr/M”/CyTKH.

[00170] B HexkOTOpPBIX BapUaHTaX pealu3alUy MALUEHT, MOAJNEKAIIHNI JIEYEHUI0 OJHUM
U3 CIOCOOOB, TPEIJIOKEHHBIX B JAaHHOM JOKYMEHTe, HE TMPOXONWUJ TEpParui TMPOTHB
MHO>KeCTBeHHON Muesnombl 10 BBemeHus Coenunenust 1, Coequnenus 2 unu CoemnuHeHus 3,

NpeAJIO(KEHHOTO B HJAHHOM JOKYMCHTC, WM €ro SHAHTHOMEpPA, CMECU SHAHTUOMECDOB,
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TAayTOMEpa, M30TOIOoJIOra Wik (apMaleBTHUECKH MPUEMIIEMOH CONM. B HEKOTOpBIX BapHaHTax
peanu3anyy MalueHT, MOUIeKALNH JIEYEHUI0 OJHUM U3 CIOCOOOB, NMPENJIOKEHHBIX B JAHHOM
JOKYMEHTE, MPOXOAMJ TepaIn0 NMPOTUB MHOXXECTBEHHON MHUENOMBI 10 BBeAeHUs CoenuHeHus
1, Coenunenus 2 wnn CoeauHeHusi 3, NPEIJIOKEHHOIO B JAHHOM JOKYMEHTE, WU €ro
SHAHTUOMEpA, CMECH 3HAHTUOMEPOB, TayTOMepa, W30TOmoJjora M (apMaLeBTHUECKU
npueMjaeMol conu. B HEKOTOpbIX BapuaHTaxX OCYLIECTBJICHUS y MALMEHTa, MOJJIEKALIEro
JICYEHUIO OHUM M3 CIIOCOOOB, MPEIUIOKEHHBIX B JAHHOM JOKYMEHTE, Pa3BUIIACh JIEKAPCTBEHHAS
YCTOWYMBOCTh K TEpanuM MPOTHB MHOXKECTBEHHOW MHeNOMbL. B apyrux Takux BapHaHTax
OCYIIECTBJIEHUs] Y MalMeHTa pa3BWJIaCh YCTOWYMBOCTb K OJHOMY, BYM HWJIU TPEM JIEUCHUSIM
NPOTHB MHOJKECTBEHHOH MHEJOMBI, BbIOpaHHbIM ©3 Tpymnmbl, BkIrovaromein CD38
MoHOKJIOHaNbHOe aHTuTeno (CD38 mAb, Hanpumep, naparymymad wid wu3aTykcumad),
WHTHOUTOpP mpoTeacoM (Hampumep, bopresomud, kaphum3oMud, HKCa3oMUO UM MapuU30OMHUO) U
UMMYHOMOJYJIUPYIOIee COeNUHEeHHe (HarpuMep, TAJTUAOMHI, JIEHATUAOMHI, MOMAUIOMHU,
uOepIOMHUSI WITH aBAJIOMUN).

[00171] Criocobwl, mpeioKeHHbIE B JAHHOM JOKYMEHTE, BKJIFOYAIOT JICYCHHE MALIUeHTa,
HE3aBUCHMO OT BO3pacTa MalMeHTa. B HEKOTOpBIX BapHAHTaX OCYIIECTBICHUS CyOBEKT
npexacrasisier codoli 18-neTHero cyObekra niam crapiie. B apyrux BapHaHTax OCYIIECTBIICHHS
BO3pacT cydbekra cocrasisier Oonee 18, 25, 35, 40, 45, 50, 55, 60, 65 wim 70 ner. B apyrux
BapHaHTaX OCYLIECTBJIICHHsSI BO3pacT CyOBeKTa COCTaBisieT He MeHee 65 yer. B nmpyrux
BapHaHTaX OCYLIECTBJIEHUs BO3PACT CyObeKTa cocTaBiisieT He Oojee 65 yner. B onHOM BapuaHTe
OCYIIECTBIIEHHSI CYOBEKT SIBIISIETCS MOXKHIIIBIM CYOBEKTOM C MHOXKECTBEHHOW MHEJIOMOMH, TaKHM
Kak cyObekT crapiue 65 yner. B omHOM BapuaHTe OCYIIECTBIEHUSI CYOBEKT SIBISETCS MOKUIIBIM
CyOBEKTOM C MHOXKECTBEHHOH MHEJIOMOM, TAKMM Kak CyOBeKT crapiue 75 seT.

[00172] B 3aBUCHMOCTH OT COCTOSIHUsI 3a0OJIEBaHMsI, IOMJIEKAIIErO JIEUEHUIO, U OT
coctosiusi cyobekta, Coennnenune 1, Coenunenune 2 unn CoenuHeHue 3, mpenjiaraeMoro B
JAHHOM JOKYMEHTE, WM €ro SHaHTUOMEP, CMECh YHAHTHOMEPOB, TayTOMEpP, U30TOMOJIOr WU
(dapManeBTHYECKH TMPHEMJIEMYI0 COJb MOJKHO BBOAWUTH TIEPOPANIbHBIM, MapEeHTEPATbHBIM
croco0oM  (Hampumep, BHYTPUMBILIEUHBIM, WHTpPANePUTOHEATbHbIM, BHYTpHBeHHbIM, CIV,
UHTPALMCTEPHAIBHON MHBEKLUEH N UHPY3UEH, MONKOKHONH WHBEKIHEH UM C TPUMEHEHHEM
UMIUIAHTATa), TOCPEACTBOM  HMHTAJSIIUM,  HA3aJbHBIM,  BArHHAJIBHBIM,  PEKTAJbHBIM,
CyOJIMHTBaJIbHBIM WJIM MECTHBIM (HAIPUMEp, TPAHCAEPMAIbHBIM HJIH JIOKAJIBbHBIM) CIOCOOOM
BBeneHus. Coenunenne 1, Coenunenne 2 wnu CoennHeHue 3, MNpesIOKEHHOE B JaHHOM
JOKYMEHTEe, WM €ro 3HAaHTUOMEpP, CMeCb JHAHTHOMEPOB, TayTOMEp, W30TOMNOJOr WU
(apManeBTHYECKH TpUEMIIEMast COJIb MOTYT OBITh COCTAaBJICHBI, OTAENIBHO MM COBMECTHO, B
NOAXOMALIYI0 EOUHUYHYIO JIEKapCTBEHHYIO (opMy ¢ apMaleBTHUECKH NPUEMIIEMBIMH
BCIIOMOTaTeIbHbIMU  BELIECTBAMM, HOCUTESIMHM, aAbIOBAaHTAMM U SKUAKUMHU Cpelami,
HOIXOZSALIMMH JUIST KAKJOTO CIIoco0a BBEEHHS.

[00173] B onmnnom BapuanTe ocyiuectBieHuss Coeaunenue 1, CoenuHenue 2 wiu
CoenunHenue 3, mNpelIOKEHHblEe B JaHHOM JOKYMEHTE, WJIM €ro 3HAHTUOMEp, CMEeCh

OHAHTUOMEPOB, TAyTOMEDP, U3O0TOIMOJIOr HIIHU q)apMaLIeBTI/ILIeCKI/I NpuemMJIEMyH0 COJIb BBOZIAT
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nepopaibHO. B npyrom Bapuante ocyulectBieHus Coegunenue 1, Coenunenune 2 wWiH
Coenunenue 3, mNpemIOKEHHbIE B JAHHOM JOKYMEHTE, WM €ro 3HAHTUOMEpP, CMeCh
SHAHTHUOMEPOB, TAayTOMEpP, HM30TOMOJOr WIH (hapMALEBTUYECKH IMPUEMIIEMYIO COJIb BBOIST
napeHTepaibHO. B eme onqHom Bapuante ocyuectsiieHuss Coenunenue 1, CoeauHenue 2 wiu
Coenunenue 3, mpemIoXKEHHblE B JAHHOM JOKYMEHTE, WJIM €ro 3HAHTUOMEDP, CMeECh
SHAHTHOMEPOB, TayTOMEpP, H30TOMOJOr MK (hapMaleBTHYECKH MPUEMIIEMYIO COJIb BBOJIST
BHYTPUBEHHO.

[00174] Coenunenne 1, Coenunenue 2 wnu CoenuHeHue 3, TpenjaraeMoe B JaHHOM
JOKYMEHTE, WA €ro 3HAHTUOMEpP, CMeCh HHAHTUOMEPOB, TAyTOMEp, H3OTOMOJOT WJIH
(dbapMaleBTUYECKU MPUEMIIEMYIO COJIb MOXKHO JOCTaBJISITh B BUIE PA30BOM JO3bI, TAKOW KakK,
HanpUMep, OJTHOKpATHAsI OOJIIOCHASI MHBEKIIMS WM MePOopaibHble TaOJNETKH WU MHJTKOJIN, WU B
TE€YEeHHEe ONMPENeNIEHHOTrO BPpEeMEeHH, HalpUMED, TOCPEICTBOM HEMPEPhIBHONW HH(Y3HH B TeUEHHE
OTPENENIEHHOrO0 BPEMEHH WM B BHIE JAPOOHBIX OOJIOCHBIX 703 B TEUEHHE OMNPENEIICHHOTO
BpemMenn. CoeHEeH s, OTTUCAHHbBIE B JAHHOM JIOKYMEHTE, IPU HEOOXOIUMOCTH MOKHO BBOIUTH
HECKOJIBKO Pa3, HampuMep, 10 CTa0WIN3ALNN WIIH Perpeccuu 3a00NeBaHMs y MaLHeHTa HIH 10
MIPOrPEeCCUPOBAHUsST 3a00JIEBAHUSI WJIM HEMPUEMIIEMOW TOKCHUYHOCTH y manueHTta. CrabuibHoe
3a00NeBaHNe WM €ro OTCYTCTBHE ONPEAENSIOT Crnoco0amMH, M3BECTHBIMHU B JAaHHOW 00JacTu
TEXHUKH, TAKUMU KaK OIl€HKa CHUMMNTOMOB MAaIlMeHTa, MEIULMHCKUM OCMOTpP, BHU3yaJIU3alusl
OMyXOJI, CHUMOK KOTOPOH MOJIyu€H C MOMOIUIbK peHTreHoBckoro uznyueHus, KT, II9T wnum
MPT, a Taxxe C MOMOIIBIO APYTUX OOMIEPHHATHIX CIIOCOOOB OLIEHKH.

[00175] Coenunenue 1, Coenunenue 2 wnu CoenuHeHue 3, NPENJIOKEHHOE B TAHHOM
NOKYMEHTE, WU €ro 3HAHTUOMEpP, CMeCh HHAHTUOMEPOB, TAyTOMEp, H3OTOMOJIOT WU
(bapmaneBTUYECKU MpUEeMIIeMasi COJIb MOYKET HE3aBUCUMO BBOIUTCS OAMH pa3 B cyTku (QD wiu
qd) wu Moker OBITh pa3eseHoO Ha HECKOJIbKO AHEBHBIX 7103, TAKUX Kak JUis MpHeMa JBa pasa B
cytku (BID wmnm bid), Tpu pasa B cytku (TID wm tid) u uersipe pasza B cytku (QID umm qid).
Kpome Toro, BBeeHHE MOKET OBITh HEMPEPBIBHBIM (T. €., €KETHEBHO B TE€YEHHE HECKOJIbKUX
IHEN WK KaXIbIi IeHb), MEPUOIUYECKUM, HATPUMep, B IIUKJIaxX (T. €., B TOM YUCJIe THU, HENEH
WA MeCSLbI OTAbIXa 0e3 JEeKapCTBEHHOro cpeacTsa). Kak MCHoibp3yeTcst B JaHHOM JIOKYMEHTE,
TEPMUH «EKETHEBHO» O3HAYAET, YTO TEPANEBTHUECKOE coeAnHeHue, Takoe kak CoennHeHue 1,
Coenunenne 2 nnu CoenuHenue 3, mpejaraeMblie B JAHHOM OIMKMCAHUH, WJIA €r0 SHAHTUOMED,
CMECh SHAHTUOMEPOB, TaAyTOMEP, U30TOMOJIOT WK (PapMaIeBTHUECKH MPUEMIIEMYIO COJIb BBOISIT
omuH wiu Oojiee pa3 B CyTKW, HANpuUMep, B TEYEHHWE TMEepHOAa BpeMeHH. [epMuH
«HETMPEPBIBHBII) O03HAYaeT, YTO TEpaneBTUYECKOe coennHeHue, Takoe kak Coenunenne |1,
Coenunenue 2 unu CoenvHenue 3, mpejaraeMblie B JAHHOM OMKMCAHUH, WJIA €r0 SHAHTUOMED,
CMECh SHAHTHOMEPOB, TayTOMEP, U30TOMOJIOT WK (PapMaIeBTHUECKH MPUEMIIEMYIO COJIb BBOIST
€KETHEBHO B TE€UEHHE HENPEPBIBHOIO MEPHONA, O MEHbLIEH Mepe, OT 7 aHed A0 52 Henenb.
TepMuH «IEPUOAUYECKUN» WIH IEPUOJUYECKU», TMPUMEHSIEMbI B JaHHOM JOKYMEHTE,
O3HA4YaeT TMpeKpalleHHe W Ha4yajlo C PEeryJspHbIMH WJIH HEPETYJSAPHBIMU HHTEPBAJIAMH.
Hanpumep, nepuonmnueckoe Beenenune Coemunenus 1, Coemunenuss 2 wnm CoenuHenus 3,

npeajiaraéMoro B JaHHOM JOKYMECHTE, HJIM €0 SHAHTHOMEDPA, CMECH SHAHTUOMEPOB, TAyTOMEDA,
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U30TOMOJIOTa WIN (papMaleBTUYECKH MPUEMIIEMON COJIM TPEACTaBJIsIeT COOOW BBEICHHE B
TE€YeHHE OT OJHOIO JO INeCTH JHEW B HENeJlo, BBEACHHE B LIUKJIAX (HAMpHUMeEp, €KEeTHEBHOE
BBEJICHHE B TEUEHUE OT JIBYX 10 BOCbMHU IOCJIENOBATENIbHBIX HENEJb, TOCHE Yero UAET MepUoa
orabixa Oe3 BBeAGHHs B TEYEHHE 1O OJHOW HeJenu) WM BBeACHHE uepe3 neHb. Kak
UCIIOJIB3YETCSl B JAHHOM JOKYMEHTE, TEPMUH «LUKJIMYECKUI» O3HAYaeT, UYTO TEPANeBTUUECKOE
coenuHenne, takoe kak Coenunenue 1, Coenunenune 2 unu CoenuHeHue 3, mpenjaraeMble B
JAHHOM ONMCAHUH, WJIU €ro SHAaHTHOMEpP, CMECh HAHTUOMEPOB, TAyTOMEP, U30TOIOJOr WU
(bapMaleBTUYECKU MPUEMIIEMYIO COJIb BBOAST €KEIHEBHO WJIM HEMPEPHIBHO, HO C MEPHOIAOM
oTabixa. B HEKOTOPBIX MOAOOHBIX BapUAHTAX OCYIIECTBJICHHS BBEIEHUE OCYIIECTBJISIFOT OIMH
pa3 B CyTKH B T€YEHHE OT ABYX IO IIECTU JHEW, C MOCIEAYIOUUM IMEePUOIOM OTnbixa Oe3
BBEJICHUSI B TEUCHHE OT IISITH 10 CEMU JHEH.

[00176] B HekOTOpBIX BapuUaHTAaX OCYIIECTBJICHHUS YacTOTAa BBENCHHUS HAXOIUTCS B
mpenenax OT OKOJO J03bl €KEOHEBHO MO JO03bl €XKEeMEeCAYHO. B KOHKPETHBIX BapHaHTax
OCYILIECTBJICHUSI BBEICHUE OCYLIECTBJISIFOT pa3 B CYTKH, JBa pa3a B CYTKH, TPU pa3a B CYTKH,
YEeThIpE pas3a B CYTKH, OMH pa3 B CYTKH, BA pa3a B HENEJIO, pa3 B HENEJIO, pa3 B JBE HEACIH,
pa3 B TPU HEIENH WK pa3 B 4eThIpe Henenu. B onnoMm BapuanTe ocywecteienus Coenunenue 1,
Coenunenue 2 unu CoenuHeHue 3, MPeIIOKEHHbBIE B TAaHHOM TOKYMEHTE, UJIH €r0 SHAHTUOMED,
CMECh SHAHTHOMEPOB, TayTOMEp, U30TOMOJIOT WK (apMalleBTHUECKH MPUEMIIEMYIO COJIb BBOZIST
OnUWH pa3 B CyTku. B apyrom Bapuante ocyuiectBieHuss Coenunenne 1, CoenuHenue 2 wuiu
Coenunenue 3, mNpeIoXKEHHbIE B JAHHOM JOKYMEHTE, WM €ro 3HAHTUOMEpP, CMeCh
SHAHTHOMEPOB, TayTOMEp, U30TOIOJIOT WK (papMaleBTHUECKH NMPUEMJIEMYIO COJIb BBOASIT JBa
pa3za B cyTku. B eme ogHom BapuaHte ocyuiectBieHusi Coenunenue 1, CoenuHenue 2 uiau
Coenunenue 3, mpemIOKEHHbIE B JAHHOM JOKYMEHTE, WJIHW €ro 3HAHTUOMEDP, CMeECh
SHAHTHOMEPOB, TAyTOMEp, M30TOIMOJIOT WK (papMaLeBTHYECKU MPUEMJIEMYIO COJIb BBOIST TPHU
pa3a B cyTku. B eme omgHoM BapuanTe ocyinectBieHusi Coenunenue 1, CoenuHenue 2 uiu
CoenuHenue 3, mNpemIOXKeHHbIE B JAHHOM JOKYMEHTE, WJIM €ro JHAHTUOMEpP, CMeCh
SHAHTHOMEPOB, TAayTOMEpP, H3OTOMOJOr WU (hapMALEBTUYECKH MPUEMIIEMYIO COJIb BBOIST
YeThIpe pa3a B CyTKH.

[00177] B ogHOM BapuaHTe OCYLIECTBJICHUS TepaneBTUYeCKH 3P (HEeKTHBHOE KOJUYECTBO
Coenunenus 1, Coenunenus 2 unu CoenuHeHus 3 BBOAAT B LIMKJIE JIEUEHUs, KOTOPBIN BKJIOYAeT
NEPUOA BBEACHHUS, COCTABISIFOIIMI He Oonee 20 mHEH, ¢ MOCIEAYIOIMUM MePHUOIOM OTabIxa. B
OJTHOM BapUaHTE OCYLIECTBJICHHs TeparneBTudecku 3¢ ¢exktuBHoe konmuectBo CoenwHeHus 1,
Coenunenus 2 unu CoenuHeHuss 3 BBOIAT B LUKJIE JICYCHHs, KOTOPBIN BKJIIOYAET MEPHUOA
BBEJICHUs], COCTABISIIOIUN He OoJyiee 15 nmHEN, ¢ MOCHeAyIOMUM MePUOIOM OTAbIXa. B ogHOM
BapHaHTe OCYIIECTBICHUs TepaneBTHnuecku 3S(dextuBHoe kommuectBo CoenuHenus |1,
Coenunenns 2 unu CoenuHeHHss 3 BBOIAT B LUKJE JICYCHHs, KOTOPBIN BKJIIOYAET MEPUOA
BBEJICHUs], COCTaBISIIOIUN He Oosyiee 10 mHEH, ¢ MOCHEAYIOMUM MEPUOIOM OTAbIXa. B ogHOM
BapHaHTe OCYINeCTBICHUs TepamneBTHuecku d3(dextuBHoe konmuectBo CoenuHenus: 1,
Coenunenuss 2 unu CoenuHeHuss 3 BBOIAT B LUKJIE JIEYEHHUs, KOTOPBIN BKJIIOYAET MEPUOA

BBEJICHUs], COCTABJSIIOIINI He Ooyee 7 AHEH, ¢ MOCIEAYIOIIUM IMEPUOAOM OTHAbIxa. B omHOM



55

BapHaHTe OCYINeCTBICHUs TepamneBTHuecku 3(dektuBHoe konmuectBo CoenuHenust 1,
Coenunenuss 2 unu CoeguHeHusi 3 BBOIAT B LIUMKJIE JICUEHHUs, KOTOPBIH BKJIKOYAET MEPHUOL
BBEJICHUs], COCTABJSIIOIINI He Ooyee 5 AHEH, ¢ MOCIEAYIOIIUM IMEPUOAOM OTHAbIXa. B omHOM
BapHaHTe OCYINeCTBIeHUs TeparneBTHuecku 3(dextuBHoe konmuectBo CoenuHenus 1,
Coenunenuss 2 unu CoeauHeHuss 3 BBOJAT B LIUKJIE JICUEHMs, KOTOPBIM BKJIKOYAET MEPUON
BBEJICHUS, COCTABISIIOLINI He Oojiee 4 nHEH, ¢ MOCIenyOIIUM MEepHOAOM OTAbIXa. B omHOM
BapUaHTe OCYyLIeCTBIeHHUs TepaneBTuyecku sSddexruBHoe komuuectBo CoenunHenus 1,
Coenunenus 2 unu CoeguHeHUss 3 BBOIAT B IUKJIE JICYEHHS, KOTOPBIH BKJIIOYAET TEPHOA
BBEJICHUS, COCTABIISIIOIIMIA He OoJiee 3 qHEH, ¢ MOCIEAYIOIIUM EPUOIOM OTAbIXA.

[00178] B ogHOM BapuwaHTe OCYLIECTBJICHUS LIMKJI JICUEHUSI BKJIFOUAET MEPUO BBEICHUS,
cocTaBysIrOLIMiA He Oosiee 14 nHEH, ¢ MOCHENYIOIIMM MEPUOIOM OTAbIXa. B OmHOM BapuaHTe
OCYIIECTBJICHUS IIUKJI JICUEHUS] BKJIIOUAET MEPHUOJ] BBEIEHUSI, COCTABIISIOIINI He Oonee 10 mHeid,
C TMOCHENyIIIAM TEPUOAOM OTIbIXa. B OJHOM BapuaHTE OCYIIECTBICHHUS LUK JICUCHUS
BKJIIOYAET TIEPUOJA BBEACHHSI, COCTABISIOMMI He Ooyiee 7 JHEW, ¢ MOCIEAYIOIUM MEePUOIOM
ornbpixa. B ogHOM BapwaHTe OCYIIECTBICHUS LMK JICYEHUS BKJIOYAET TMEPUOJ BBEACHUS,
COCTaBJISIIOLINI He Ooyiee 5 mHEH, ¢ MOCIENYIOIIUM TEPUONOM OTHbIXa. B OIHOM BapuaHTe
OCYIIECTBJICHUS IIUKJI JICYCHHSI BKITFOYAET IMePUOJ] BBEACHUSI, COCTABIISIFOININIA He OoJee 4 nHel, ¢
MOCJIEAYIOIIUM MIEPUOIOM OTAbIXa. B 0HOM BapHaHTe OCYIIECTBICHUS [IUKJI JICUCHUSI BKIIFOUAET
MIEPUO BBEIEHUSI, COCTABJISIFOIINI He Oojiee 3 THEH, ¢ MOCIeAYIOIUM ePHOAOM OTIbIXA.

[00179] B ogHOM BapuaHTE OCYLIECTBJEHHUS MEPUOMA OTAbIXa COCTABJSET OT OKOJO 2
nHen 1o okono 11 nueil. B onqHOM BapuaHTe OCYILIECTBJIEHUS MEPUOI OTAbIXA COCTABISAET OT
OKkOiO 2 nHern no okono 10 nHeli. B omHOM BapuaHTe OCYILECTBJIEHMs] NEPUOJ OTAbIXA
COCTaBJISIET OKOJIO 2 AHeW. B OfHOM BapuaHTe OCYLIECTBJICHHUS NMEPHOJ OTAbIXa COCTAaBJISIET
oko0J10 3 nHell. B onHOM BapuaHTe OCYIIECTBJICHUS IEPUOJ OTAbIXA COCTABJISAET OKOJIO 4 nHel. B
OJIHOM BapUaHTEe OCYILECTBJICHUs NEPUO OTIbIXAa COCTABIIAET OKOJIO 5 nHell. B oqHOM BapuanTe
OCYLLIECTBJIEHUS NIEPUOJ OTABIXA COCTABJISIET OKOJIO 6 AHEH. B npyrom BapuaHTe OCYIECTBICHUS
MepPUO OTABIXA COCTABJISIET OKOJIO 7 nHEH. B Apyrom BapuaHTe OCYIIECTBICHUS NEPUO OTbIXa
COCTaBJIIET OKOJIO 8 nHeil. B apyrom BapuaHTe OCYIIECTBJICHHS TMEPUOA OTABIXA COCTABIISIET
0KOJI0 9 nHel. B npyrom BapuaHTe OCYIIECTBJEHHS NMEPUO OTABIXA COCTaBjsieT 0koyio 10 nHen.
B npyrom BapuaHTe OCyIIECTBJIEHUs MEPUO OTABIXA COCTABJISAET OKOJIO 11 qHEn.

[00180] B ogHOM BapuwaHTE OCYLIECTBJICHUS [IUKJI JEUCHHS BKIIFOUAET MEPUO BBEICHMUS,
cocTaBIsIIOLIMI He Oonee 15 mHEH, ¢ MOCIENYIOINM MEPUOAOM OTAbIXa OT OKOJIO 2 JTHEH 1o
okoJio 10 nHeil. B oqHOM BapuaHTe OCYIIECTBJEHHS LIUKJI JICUCHUS BKIIIOYAET NEPUOA BBEICHMUS,
cocraBisitonuii He Oonee 10 mHEH, ¢ MOCIENYIOIIMM MEPUOAOM OTIbIXa OT OKOJIO 2 ITHEH 1o
okoJio 10 nHeil. B oqHOM BapuaHTe OCYIIECTBJICHHS LIUKJI JICUCHUS BKJIIOYAET NEPUOA BBEICHUS,
COCTaBISIIOLINI He Ooyee 7 NMHEW, ¢ MOCIENYIOIINM TEePHUONOM OTAbIXa OT OKOJIO 2 JAHEW 1o
okoJio 10 nHeil. B oqHOM BapuaHTe OCYIIECTBICHUS LIUKJI JICUCHUS BKJIFOUAET MEPUO BBEAECHUS,
COCTaBJISIIOLINI He Ooyee 5 NMHEH, ¢ MOCIENYIOIINM MEePHUOIOM OTAbIXa OT OKOJIO 2 JAHEW o
okoJio 10 nHel. B oqHOM BapuaHTe OCYIIECTBIECHHS LIUKJI JICUCHUS BKJIFOYAET NEPUOA BBEICHUS,

COCTaBJISIIOLINI He Oosee 3 AHEN, C MOCHEAYIOIUM MEePUOIOM OTIbIXxa OT Okojio 10 mHel no
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0KkoJiI0 15 nHeil. B oqHOM BapuaHTe OCYIIECTBICHHS LIUKJI JICUCHUS BKJIIOYAET NEPUOA BBEICHUS,
COCTaBJISIIOLINI He Oosee 3 NMHEH, ¢ MOCIENYIOIINM MEePHUOIOM OTAbIXa OT OKOJIO 3 AHEW o
okouo 15 guen.

[00181] B ogHOM BapHuaHTe OCYLIECTBJIEHUS LIMKJI JICUEHUsI BKIIFOUAET MEPUO BBEICHUS,
COCTaBJSIIOLIMH He Oosee 15 aHeH, ¢ mocaenyoIM NeprHoAOM OTAbIXA, COCTABIISIOIINM 7 THEH.
B onHOM BapuaHTe OCYIIECTBJICHMs LIUKJI JIEUCHUsI BKJIIOUAET NEPUOA BBEAEHUS, COCTABIISIOLINN
He Oonee 10 mHeH, C MOCHENYIOIIMM NEPHOAOM OTAbIXA, COCTABJSIOIINM 5 nHeW. B omHOM
BapHaHTE OCYIIECTBJICHUS LIUKJI JICYCHHS BKJIFOYAET MEPUO BBEACHMUS, COCTABIISIONUN He OoJee
10 npHel, ¢ MOCIEQYHOIIMM MEPUOAOM OTAbIXA, COCTaBJsAOMMNM 4 nHA. B ogHOM BapuaHTe
OCYIIECTBJICHUS [IUKJI JICUEHUS] BKJIFOUAET MMEPUO]] BBEEHUs, COCTABJISIONINI He Oojiee 10 gHeid,
C TOCJIEAYIOLINM MEPUOJIOM OTABIXA, COCTABISIIOMNM 3 nHs. B OHOM BapuaHTe OCYyIIEeCTBICHUS
LIUKJT JICYEHHsI BKJIFOYAET NEPUO BBEIEHU, COCTABISIIOINE He Oosee 10 nHel, ¢ mocnenyommm
MEPUOJIOM OTABIXA, COCTABISAIOUINM 2 1MHs. B OmHOM BapwaHTE OCYIIECTBJEHUS LIMKJ JICUCHUS
BKJIIOYAET TIEPUOJ BBEACHHSI, COCTABJSIFOIIUN He Ooyiee 7 AHEW, ¢ MOCIEAYIOIUM MEPHOIOM
OTIIbIXa, COCTABJSIOIMUM 7 NHEW. B oqHOM BapuaHTe OCYIIECTBJICHUS LUK JICYEHUS] BKIIFOYAET
MEepUOA BBEICHHsI, COCTABISIOMUN He Oonee S5 HHEW, ¢ TMOCIENYIOUIMM MEePUOIOM OTAbIXA,
COCTaBJISIFOLIUM 5 nHell. B oqHOM BapuaHTe OCYIIECTBJICHMS LIUKJI JICYCHHs] BKIIFOYAET MEPUOA
BBEJICHUs, COCTABISIOMUN He Ooyee 3 JAHEW, C TOCIEAYIOUIUM MEPHOAOM OTAbIXA,
coctaBysiroluM 11 nHei. B npyrom BapuaHTe OCYIIECTBIECHHS LUK J€YEHUsI BKIKOYAET MEPUOL
BBEJICHUS, COCTABISIOLIMK He Oonee S5 pgHEH, € MOCHENYIOIUM NEPUOJOM OTAbIXA,
COCTaBJISIFOLIUM 9 nHel. B npyroMm BapuaHTe OCYLIECTBIEHUS LIUKJI JICUCHUs BKIFOUYAET MEPUOA
BBEJICHUs, COCTaBISIOIMI He Oosee S5 pgHEH, C TMOCIEAYIOUIUM MEPHOAOM OTAbIXA,
COCTaBJISIFOLIUM 2 1HsA. B npyrom BapuaHTe OCYIIECTBJICHHUS! LMK JICUEHUs BKJIIOYAET MEPUOA
BBEJICHUS, COCTABJSIIOLIMI He Ooyee 3 JHEll, ¢ MOCHEAYIOIIUM MEPUOIOM OTHbIXA,
COCTABJISIFOLIUM 4 HS.

[00182] B onHOM BapuaHTe OCYLIECTBJIIEHUS LIMKJ JIEUEHUS BKJIIOUAET BBEIACHHE
tepanepTruecku 3 dextuBHoro kojuuectBa Coenunenus 1, Coequnenus 2 wiu CoenuHeHus 3
B nHU 1-5 28-gHEBHOTO HMKJIA. B apyrom BapuaHTe OCYIIECTBJICHUS ILUKJI JIEYCHHUS] BKIIFOYAET
BBenenue Coenunenus 1, Coequnenus 2 wnu Coequnenus 3 B nau 1-10 28-gHeBHOrO 1ukia. B
ONHOM BapUAHTE OCYIIECTBJICHUS I[MKJ JICYEHUS BKJIIOYAE€T BBEICHHE TEPANeBTUUECKH
s¢pdexruBHoro komuuectsa Coenunenus 1, Coequnenus 2 wiu Coenunenust 3 B qau 1-21 28-
IHEBHOTO IHMKJa. B npyroMm BapuaHTe OCYIIECTBJICHHUS LMK JICUEHHUS BKJIFOUAET BBEICHHE
tepanepTruecku 3 dextuBHoro koamuectsa Coenunenus 1, Coequnenus 2 wim CoenuHeHus 3
B aHU 1-5 7-gHEBHOrO HMKJIa. B npyrom BapuaHTe OCYILIECTBIEHUS LUKJ JICUEHUS BKJFOYAET
BBeZleHUe TeparneBTudecku ¢ dexrusHoro kommvectsa Coemuuenust 1, CoenuHeHust 2 wid
Coenunenus 3 B 1uu 1-7 7-gHeBHOrO LMKIa. B 0HOM BapuaHTe OCYIECTBIEHUS LUK JICHEHUsI
BKJIIOYAET BBEICHHE TepaneBTudecku 3¢ exrunoro konmmuectsa Coenunenus 1, Coequaenus 2
wim Coenunenust 3 B aau 1-10 m mgHu 15-24 28-gHeBHOro 1wkKjia (B JaHHOM JOKYMEHTE
UMEHYeMOTro Kak HHKJ no3upoBku 20/28). B omHOM BapuaHTe OCYIIECTBIICHUS LUKJI JICYCHHS

BKJIIOYAET BBeICHUE TeparneBTudecku 3¢ dekruHoro konmuyecrsa Coenunenus 1, Coennnenus 2
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uiu Coenunenus 3 B gHu 1-3 u gum 15-18 28-gHeBHOro uukia. B onHOM BapuaHTte
OCYIIECTBIIEHHUs] LUKJ JIEUEHHs BKIJIIOYAaeT BBEICHHUE TepaneBTU4eCKd 3((PeKTHBHOrO
kommdectBa Coemunennst 1, Coequnenus 2 wnu Coenunenus 3 B aHu 1-7 u gam 15-21 28-
THEBHOTO LMKJA (B JAHHOM JOKYMEHTE€ MMEHYeMOro Kak LUK T0o3upoBKU 14/28). B ogHOM
BapUaHTE OCYLIECTBJICHHUS LIUKJI JIEYEHUs] BKJIIOYAET BBEACHUE TepaneBTU4YecKH 3((HEeKTUBHOTO
xomudectBa Coemunenust 1, Coequnenns 2 mnu CoenuneHuss 3 B nHU 1-5 u gam 15-19 28-
THEBHOTO LIMKJA (B JAHHOM JOKYMEHTEe UMEHYyeMOro Kak LUk no3upoku 10/28). B omHOM
BapHUAHTE OCYLIECTBJICHHUS LIUKJI JICYEHUsS] BKIIFOYAET BBEACHUE TepaneBTUYeCKH 3((HEKTUBHOTO
xomudectBa Coemunenust 1, Coequnenus 2 mnu Coenubenus 3 B aHu 1-3 u guu 15-17 28-
JHEBHOTO LIMKJIA (B JAHHOM JIOKYMEHTE MMEHYEMOTO KaK LIUKJI TO3UPOBKH 6/28).

[00183] B onHOM BapuaHTe OCYLIECTBJIEHUS LMKJ JIEUEHHS BKIJIIOUAET BBEIECHHE
tepanepTruecku 3 dextuBnoro kommuectBa Coennnenus 1, Coequnenus 2 win CoenuHeHus 3
B AHU 1-14 21-nHeBHOrO HMKiIa. B Apyrom BapuaHTe OCYLIECTBJICHUS LUK JIEUEHUs BKJIIOYAET
BBenenue Coenunenus 1, Coequnenns 2 uau CoenuHenus 3 B gau 1-4 u 8-11 21-mHEBHOrO
1uKJa. B o1HOM BapuaHTe OCYIECTBJICHUs LUK JIEYEHHs] BKIIOYAET BBEAEHHE TepaneBTUUECKH
s¢pdexruBHoro kommuectsa Coenuuenus 1, Coequnenus 2 win Coenunenus 3 B gau 1-5 u 8-12
21-pgHeBHOro 1MKJIa. B fpyroM BapuaHTe OCYLIECTBIEHMs LIUKJ JIEYEHUs BKJIOYAET BBEIECHHE
tepanepTruecku 3 dextuBnoro kommuectBa Coennnenus 1, Coequnenus 2 win CoenuHeHus 3
B AU 1-5 m 11-15 21-nHeBHOrO 1nukia. B apyroMm BapuaHTe OCYIIECTBJIEHUS LUKJ JIEUEHUs
BKJIFOUAET BBeleHUE TepaneBTHuecku 3¢pdexrusnoro konmuecrsa Coenunenus 1, Coenunenus 2
unn Coenunenuss 3 B nuu 1-5 u 8-12 u 15-19 21-pHeBHOro umkia. B apyrom BapuanTe
OCYLIECTBJIEHHUs] LUKJ JIEUEHHs BKIJIOYAaeT BBEICHUE TepaneBTU4ecKd 3((ekTHBHOrO
kommdectBa Coequaenns: 1, Coenqunenns 2 wnn Coenunenus 3 B guu 1-4 u 8-11 u 15-18 21-
JHEBHOTO LMKJAa. B Ipyrom BapuaHTe OCYLIECTBJIEHUS LMUKJ JICUEHHUS BKJIIOYAET BBEICHHE
TepaneBTHuecKu 3¢ extuBHoro komuyecrsa Coennnenus 1, Coequnenus 2 wiu CoenuHeHus 3
B nHU 1-4 u 8-10 u 15-17 21-gHeBHOro 1ukia. B npyrom BapuaHTe OCYLIECTBJICHUS LUK
JIeYeHHsT BKJIOYAeT BBeleHUE TepaneBTHuecku dpdexruBnoro kommyectsa CoemnmnHenus 1,
Coenunenus 2 unu Coenunenus 3 B Ay 1-3 u 8-11 21-gHeBHOro uukiaa. B npyrom Bapuante
OCYINECTBJIEHHUs] LUKJ JICUEHHs BKJIIOYAeT BBEACHUE TEPaneBTUYECKH 3P PEeKTUBHOTO
komdectBa Coenunenus 1, Coequnenus 2 unu Coenunenus 3 B nuu 1-3 u 11-13 21-nHEBHOTO
LUKJIA.

[00184] JIro0oii LMK JIeueHus], OMMUCAHHBIN B TAHHOM TOKYMEHTE, MOKET TTOBTOPSITHCSI C
YHCJIOM LIUKJIOB MO MeHbIIel mepe 2, 3, 4, 5, 6, 7, 8 wiu Oonbine. B HEKOTOPBIX Clydasx LUK
JIEYEHUs, OMMMCAaHHbIN B JAHHOM JOKYMEHTE, BKJIKOYAET OT 1 A0 OKOJO0 24 LMKJIOB, OT OKOJO 2 10
OKOJIO 16 LMKJIOB MK OT OKOJO 2 A0 OKOJO 4 HMKJIOB. B HEKOTOPBIX CiydasX LUKJI JEUYEHHUs,
ONMCAaHHBIA B TAHHOM JOKYMEHTE, BKJIFOYAET OT 1 110 0KOJI0 4 LMKJIOB. B HEKOTOPBIX BapuaHTax
OCYIIECTBJICHUS] BCe LHKJBI 1-4 MpencTaBisitoT coOoi 28-aHEBHBbIC IUKJIBL. B HEKOTOPBIX
BApUAHTAaX OCYINECTBJIIEHUS TepaneBTudecku s¢¢exktuBHoe komuuecTBo CoenuHeHus 1,
Coenunenus 2 nnu CoennHeHust 3 BBOAAT B TeueHue 1-13 nmkios u3 28 nHel (Hampumep, B

TeYeHHe OKoJIO 1 rona). B HEKOTOPBIX CJIydasaX HUKIINYCCKas TEparus HE OrpaHU4Y€Ha YUCIIOM
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LIUKJIOB, U TIPH 3TOM TEPANHI0 MPONOJDKAT A0 IMpOrpeccupoBaHus 3abosneBanHus. L{ukiel B
HEKOTOPBIX CIy4asiX MOIYT IpenyCMaTpUBaTh PpAa3IUYHYI0 MNPOAOJLKUTENBHOCTh MEPUOAOB
BBEICHUS W/WIIH TIEPUOAOB OTABIXA, OMMCAHHBIX B TAHHOM JIOKYMEHTE.

[00185] B onHOM BapuaHTe OCYLIECTBJIEHUS LMKJ JIEUEHUS BKJIIOUAET BBEACHHE
Coenunenus 1, Coenunenus 2 nmu CoenuHeHust 3 MpU BeNWYMHE AO3UPOBKH, COCTABIISIOLIEH
okojio 0,1 mr/cytkuy, 0,2 mr/cytku, 0,3 mr/cytku, 0,4 mr/cytku, 0,5 mr/cytku, 0,6 mr/cytku, 0,7
mr/cytku, 0,8 mr/cytkm, 0,9 mr/cytku, 1,0 mr/cytku, 5,0 mr/cytku wnm 10 Mr/cyTku, mpu
BBEJIEHUH OJMH pa3 B CyTKU. B OJHOM BapuaHTe OCYILECTBJEHHS LUK JIEYEHUsS BKIOYAET
BBeneHue Coenunenus 1, Coemunenuss 2 wmu CoenuHeHHs 3 TpU BeIHYHUHE JIO3UPOBKH,
cocraysitomneit okoyo 0,1 mr/cytku, 0,2 mr/cytku, 0,3 mr/cytku, 0,4 mr/cytku, 0,5 mr/cyTkw,
0,6 mr/cytku, 0,7 mr/cyrku uinu 0,8 Mr/CyTKuy, NMpu BBEASHHH OJUH pa3 B CYTKU. B HEKOTOpPBIX
TaKUX BapHaHTaX OCYIIECTBJIEHHs] LUK JiedeHUs BkiouaeT BBeaeHue CoenuHeHus |1,
Coenunenus 2 numu CoenuHeHus! 3 pa3a B CyTKU IPHU BEJIMYMHE AO3UPOBKH, COCTABJISIOLIEH
okono 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr wnu 0,5 wmr, B nau 1-10 28-nHeBHOrO 1IMKNIa. B HEKOTOPBIX
TaKMX BapHaHTax OCYLIECTBJEHMs] LMKJI JiedeHUs BKJIro4daeT BBeaeHue CoenuHeHus |1,
Coenunenus 2 umu CoenuHeHus! 3 pa3a B CyTKU IPHU BEJIMYUHE AO3UPOBKH, COCTaBJISIOLIEH
okojyio 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr wu 0,5 mr, B 1au 1-10 u 15-24 28-nHeBHOTO 1MKIa. B
HEKOTOPBIX TaKMX BapHaHTaX OCYLIECTBJIEHUsS LUKJ JIedeHUs BKiItouaeT BBeaeHue CoequHeHus
1, Coenunenus 2 unu CoeauHeHus 3 pas3a B CyTKM NPHU BEJIMUYMHE NO3UPOBKH, COCTABIISIOIIEH
okono 0,1 mr B nuu 1-10 u 15-24 28-gHeBHOrO 1ukiaa. B npyrux BapuaHTax OCYILECTBICHMUS
LIUKJ JledeHust BKkmoyvaeT BBeaeHne Coequnenus 1, Coenunenus 2 umu CoeanHeHyst 3 ABaXK/bI B
CYTKM NPU BEJIUYMHE AO3UPOBKH, cocTasisrouiert okoio 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr unu 0,5
Mr, B AHU 1-3 28-mHeBHOro nukiaa. B Apyrux BapuaHTax OCYILECTBIEHHUS LUK JIEYCHMUs
BkirouaeT BeneHue Coenunenus 1, Coenunenus 2 wnn CoenuHeHus 3 [BaXAbl B CYTKU IPU
BEJIMYMHE AO3UPOBKH, cocTasiisitolieii okoio 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr wnu 0,5 mr, B aHu 1-
3 u 15-19 28-gHeBHOrO LMKIA. B npyrux BapuaHTax OCyIECTBIEHHS LIUKJI JIEUEHUS BKJFOYAET
BeeneHue Coenunenus 1, Coenunenus 2 win CoenuHeHust 3 OBaKIbl B CYTKH MPU BEJIHMYUHE
TO3UPOBKH, cocTaBiisroieit okono 0,1 mr, 0,2 mr, 0,3 mr, 0,4 mr wiu 0,5 mr, B nau 1-3 u 15-17
28-1HEeBHOro LMKJA. B Apyrux BapuaHTax OCYLIECTBJIEHMs LIMKJ JIEUEHUs] BKJIIOUAET BBEIEHHE
Coenunenus 1, Coenunenust 2 wiu CoenuHeHHs 3 TBAXIbI B CYTKH MPH BEJIMYHHE JO3HPOBKH,
cocrasisitouieit okono 0,2 mr B Hu 1-3 u 15-17 28-nHeBHOrO 1uKiIa. B ogHOM TakoM BapuaHTe
OCYIIECTBIIEHHsI COCAMHEHNE BBOIAT B AHMU OT 1 10 3 (YyTpoMm U BeuepoMm), AeHb 14 (TOJbKO
Beuep), AHU 15 m 16 (yrpoM u Bedepom), U AeHb 17 (TONBKO yTpoM) 28-THEBHOTO IHMKIIA,
Hanpumep, B [uxie 1.

F. KomOuHnpoBaHHas Tepanus cO BTOPbIM AKTHBHBIM AT€HTOM

[00186] Coenunenue 1, Coenunenue 2 wmu CoeauHeHue 3, MPEJIOKEHHBIE B TaHHOM
JOKYMEHTE, WM €ro 3HAaHTUOMEpP, CMeCb JHAHTHOMEPOB, TayTOMEp, W30TOMNOJOr WU
(dapmMaieBTHYECKH TpUEMIIeMasi COJIb TakXKe MOXKET ObITh OOBENMHEHO WJIHM HCIIOIB30BAHO B
COoUYeTaHWH C (Harmpumep, 0, BO BPEeMsl WM IMOCie) OOBIMHON Teparuel, BKIIIOYAroLeil, HO He

OrpPaHUYMBASCh UMH, XHPYPTUIO, OMOJOIMYECKYIO Tepamnuio (B TOM YHCJIE€ UMMYHOTEPAIHIO,
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HampuMep, C TIOMOLIbK0 WHTUOMTOPOB  KOHTPOJBHOH TOYKH), JIYYEBYIO TEpaIHIo,
XHUMHOTEPANNIO, TPAaHCIJAHTALMIO CTBOJIOBBIX KIIETOK, KJIETOUHYIO TEpaNui0 WIH JPYIyIo
TEpanvi0 HE Ha OCHOBE I[IpPernapaToB WCIONb3YEMYIO B HACTOsIEE BpeMsl sl JIeUeHus,
NPEAOTBPALEHNUs WM  CAEPXKMBAHUA MHOMKECTBEHHOM Mmuenombl. KomOuHupoBaHHOE
NPUMEHEHHEe COeIUHEHUs], MPEAIOKEHHOTO B TAaHHOM JOKYMEHTE, 1 OObIMHOI Tepamuyu MOXET
o0ecreunTb YHUKAIBHBIA PEKUM JIEYCHUs, KOTOPBIN SIBJISETCS HEOKUNAHHO 3((PEKTHBHBIM Y
HEKOTOpBIX mnanueHToB. He orpanuumBasch Teopuel, mnonaraioT, uro CoenuHeHue 1,
Coenunenue 2 umn CoenuHeHue 3 MOXxeT 00eCreunBaTh aAJUTUBHBIA WM CHHEPTETHYECKUI
3¢ ekt npu napauieTbHOM BBEIEHHH C TPAAULMOHHON Tepanuei.

[00187] Kak omucaHo B HaHHOM JOKYMEHTE, MPENyCMOTPEH CIOCO0 YMEHBIIEHUS,
JeYeHUsT W/WIM TPEenyNpeXKAeHUus: HeOJarompusTHbIX WM HeXenaTelbHbIX 3(hdexTos,
CBSI3aHHBIX C TPAAMIMOHHOW Tepamuel, BKIIOYas, HO HE OrPaHUYMBAsCh 3TUM, OIEPaLMIO,
XUMHOTEPANHIO, JIY4EBYIO TEpamnuio, OWOJNIOTHYECKYI0 TEepamuid W HMMMYHOTEPAITHIO.
CoenuHeHue, NpeaoKeHHOE B JaHHOM JoKyMeHTe, Hanpumep, Coenunenue 1, Coenunenue 2
wiu CoeanHeHue 3, WM €ro SHAHTHOMEpP, CMeCh 3HAHTHOMEPOB, TayTOMEpP, U30TOIOJOr WU
dapManeBTHYECKH TPUEMIIEMYIO COJb M APYrOW AaKTHBHBIA HHIPEOHEHT MOXKHO BBOIUTH
NAMEHTY 10, BO BPEMs HIIM MOCJIe BOSHUKHOBEHHUSI HEOIAaronpusaTHOTro 3¢ ¢dekrta, CBA3aHHOTO C
TPAAULMOHHON Tepanuen.

[00188] Coenunenue 1, Coenunenue 2 wnu CoeauHeHue 3, NMPENJIOKEHHOE B TAHHOM
JOKYMEHTE, WM €ro 3HAaHTUOMEpP, CMeChb JHAHTHOMEPOB, TayTOMEp, W30TOMNOJOr WU
bapmarieBTUYECKH TpUeMIIeMast COJIb TAKXKE MOXKET ObITh OOBbEAMHEHO WJIM HCIIONBb30BAHO B
KOMOMHAIIMM C JAPYTMMU TEepPaneBTHUECKUMH areHTaMu, NPUTOAHBIMU [JIs1 JIEYEHUs W/Wiu
NpeayNpeXAeHNs MHOKECTBEHHON MUEJIOMBI, ONMCAHHBIMHU B JAHHOM JIOKYMEHTE.

[00189] B ogHOM BapuaHTe OCYLIECTBJCHHS B JaHHOM JOKYMEHTE MPENJIOKEeH Crocod
JIeUYEHUs, TPEAYNPEKACHUs WIN CAEPKUBAHUS PA3BUTHS MHOXECTBEHHOH MMEJIOMBI,
BKOHarouii BBeaeHue nanueHty Coenunenus 1, Coequnenus 2 wian CoequHeHus 3, UK €ro
SHAHTHOMEPA, CMECH 3HAHTHOMEPOB, TayTOMepa, H30TOMNOJora Wid ero (apMaueBTHUYECKH
NpUEMJIEMON COJIM B KOMOHMHALIMM C OJAHMM WM 0OOjiee BTOPHIMH AKTHUBHBIMH areHTaMu |
Heo0s13aTeIbHO B KOMOMHALIUH C JIyYEBOH Tepanueil, nepesuBaHIeM KPOBH HITH XUPYPTrHUECKOH
onepanuei.

[00190] B naHHOM KOHTEKCTEe TEPMHUH "B KOMOMHAUMU" BKJFOUAET MPUMEHEHHE Oolee
4yeM OAHOW Tepamuu (Hampumep, OOHOrO wWiau Oonee MPOGUIAKTUYSCKUX  W/UJH
TepaneBTHUECKUX areHToB). OQHAKO MPUMEHEHHE TePMHUHA «B KOMOMHALMUY HE OTPAHUYHBAET
MOPSIIOK, B KOTOPOM TepamneBTHYECKHe CpenacTBa (Hampumep, NpodUIaKTUYECKUe W/WH
TEpareBTHUECKHUE CPEINCTBA) BBONIT MALMEHTy, CTpajaroumeMy 3a0oleBaHHEM  WIH
pacctpoiictBom. IlepBass Tepamms (Hampumep, NPOPUIAKTUYECKOE WM TEPANeBTUYECKOE
CPEICTBO, TAKOE KaK COEAMHEHUE, IIpejiaraeMoe B JaHHOM JJOKyYMeHTe, HanpuMep, CoeanHeHne
1, Coenunenue 2 unu CoeauHeHue 3, WIM €r0 YHAHTUOMED, CMECh SHAHTHOMEPOB, TayTOMED,
M30TOIOJIOT WK (papMalieBTHUECKU MTPUEMJIEMasi COJIb) MOKET ObITh BBE/IEHA Nepen (Harmpumep,

3a 5 muHyT, 15 MunyT, 30 MunyT, 45 MuHyT, 1 yac, 2 gaca, 4 yaca, 6 yaca, 12 gaca, 24 4aca, 48
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yaca, 72 gaca, 96 4aca, 1 Hegemto, 2 Henenu, 3 Heneau, 4 Hedgenu, 5 Henelb, 6 Henelnb, 8 Helelb
win 12 Henenb), OHOBPEMEHHO C WJIH TOCiie (HAlpuMep, CIycTst S MUHYT, 15 MuHyT, 30 MUHYT,
45 munyT, 1 yac, 2 4daca, 4 yaca, 6 4acos, 12 vacos, 24 4aca, 48 yacos, 72 4aca, 96 yaca, 1
Henemo, 2 Heaenu, 3 Henenu, 4 Heneu, S Henenb, 6 Henenb, 8 Henenb Ui 12 Helesn) BBeIeHUs
BTOPOU Tepanuu (Hampumep, MpoPUIaAKTHIECKOTO UM TEPANIeBTHUYECKOTO CPECTBA) CYOBEKTY.
TpoliHas Tepanusi Takke pacCMaTPUBAETCsl B JaHHOM JIOKYMEHTE, Tak)K€ Kak M 4YeTBepHas
Tepanus. B onHOM BapuaHTe OCYLIECTBJEHHUSI BTOPON TepanmeBTUYECKUN areHT MNpPEeCTaBIISET
co0O0i1 mekcaMeTa3oH.

[00191] Beemenume Coemnunenms 1, CoemuHenus 2 unu CoenuHeHUss 3, WM €ro
SHAHTHOMEpa, CMECH OJHAHTHOMEPOB, TayTOMEpa, H30TOMONOra WWIH (apMaleBTUYECKU
NPUEeMJIEMOM COJIU, W OOHOro WM Oojiee BTOPBIX AKTUBHBIX CPEACTB MAI[UEHTY MOXKHO
OCYIIECTBJISITh OJHOBPEMEHHO WJIM TOCJENOBATEIbHO, OJHUM WJIH Pa3HBIMH CIIOCOOAMU
BBeZieHUs. [IpUrOAHOCTh KOHKPETHOIO Croco0a BBENEHUs, NMPUMEHSEMOro JUIsi KOHKPETHOTO
AKTUBHOT'O CPENICTBA, 3aBUCHUT OT CAMOTO aKTUBHOI'O CPeNCTBa (HANpUMep, OT BO3MOXKHOCTH €ro
MePOPATLHOTO BBEICHUsT O€3 Pa3JIOKEeHUs IO MOMaJaHusl B KPOBOTOK).

[00192] Ilyte BBenmenuss Coenmnenust 1, Coenunenus 2 win CoenuHEHHUs 3 WM €ro
SHAHTHOMEpa, CMECH OJHAHTHOMEPOB, TayTOMEepa, H30TOMONora wWid (papMaleBTUIECKU
MPUEMIIEMON COJIM HE 3aBHCHUT OT MyTH BBEIEHUS BTOPOrO TEPANEBTUYECKOro areHra. B onHOM
Bapuante ocyuiectsiaeHuss Coenunenne 1, Coeaunenue 2 wiu CoenuHeHue 3 WM €ro
SHAHTHUOMEP, CMeChb SHAHTHOMEPOB, TayTOMEp, H3OTOMOJIOT WiIH  (papMaleBTUIECKU
MPUEMJIEMYIO COJIb BBOAST nepopaibHO. B npyrom Bapuante ocymectBienuss Coenunenue 1,
Coenunenue 2 unn CoenuHeHue 3 BBOASAT BHYTPUBEHHO. Tak, B COOTBETCTBUU C yKa3aHHBIMU
Bapuantamu ocyuectsienus, Coenunenne 1, Coenunenune 2 unu CoeauHeHue 3, WIH €ro
SHAHTUOMEP, CMECh JSHAHTHOMEPOB, TayTOMEp, H30TONoJOr Wik (apMaleBTHUECKU
MIPUEMIIEMYIO COJIb BBOJST MEPOPATIbHO UM BHYTPUBEHHO, a BTOPYIO TEPAMUID MOKHO BBOJUTH
MepopajbHO, TAPEHTEePaAIbHO, HWHTPANEPUTOHEAIbHO, BHYTPUBEHHO, BHYTPHAPTEPUATIBHO,
TPaHCOEPMAJIbHO,  CYOJNUHTBAJIbHO,  BHYTPUMBIIIEYHO,  PEKTAIBbHO,  TPAaHCOYKKAJIbHO,
WHTPAHA3aJIbHO, JIUMIOCOMAJIbHO, TIOCPENCTBOM HWHTAJSINN, BardHAJbHO, HWHTPAOKYJISIPHO,
MOCPEICTBOM MECTHOH JOCTABKH Hepe3 KaTeTep WM CTEHT, MOAKOKHO, WHTPAaIUIIO3aJIbHO,
UHTPAAPTUKYJSIPHO, HWHTPATEKATbHO WJH B  JIEKAPCTBEHHOH (¢opMe C  MeJIEHHBIM
BbICBOOOKIeHHeM. B onHom BapuanTe ocymectBienus Coenunenne 1, CoenuHenue 2 wid
CoenuHenne 3 WM €ro >HAHTHOMEDP, CMECh JHAHTHOMEPOB, TAayTOMEpP, H3O0TOIOJIOT WU
(hapMalleBTHYECKU MPUEMIIEMYIO COJIb U BTOPOU TEPATieBTHUECKHUI areHT BBOIST OIHUM U TEM
K€ TyTeM BBEACHUS, MEPOPAIbHO WM BHYTPUBEHHO. B 1Ipyrom BapuaHTe OCYIECTBIICHUS
Coenunenue 1, Coenunenue 2 wim CoennHeHue 3 WK €ro SHAHTHOMEP, CMECh SHAHTHOMEPOB,
TayTOMep, HW30TOMOJIOr Wid (PapMALEBTHUECKU TPHEMJIEMYIO COJIb BBOAST OIHUM TIYTEM
BBEJICHUs, HAMpUMeEp, BHYTPUBEHHO, a BTOPOM TEPANEBTHYECKUH areHT (areHT MpOTUB
MHO>KE€CTBEHHOU MHEJIOMBbI) BBOASIT JPYT'HM IyTEM BBEACHUS, HATIPUMEP, TIEPOPATHHO.

[00193] B omHOM M3 BapuUaHTOB OCYLIECTBJIEHUs BTOPON AaKTHBHBIM areHT BBOJST

BHYTPUBCHHO WJIM MMOAKOXHO U OAWH WJIN ABA pPa3a B CYTKH B KOJIMYECTBE OT OKOJIO 1 1o okoi0
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1000 wmr, ot okoJsio 5 10 okos1o 500 mr, ot okos0 10 70 okoso 350 Mr UK ot okoJio SO 10 OKOJIO
200 wmr. KoHkpeTHOE KOJMYECTBO BTOPOrO AKTUBHOIO areHTa 3aBUCUT OT KOHKPETHOIO
UCTIONB3YEMOIrO  areHTa, THUIA MHO)KECTBEHHOH MUENIOMBI, MOAJeKaIeld JICUeHUIO WU
CIeP’)KUBAHMIO PA3BUTHUS, TSDKECTH M CTQAMM 3a005IeBaHMs, a Takxke oT konudectsa CoennHeHus
1, Coenunenus 2 unu CoeauHeHus 3, UM €ro SHAHTUOMEPA, CMECH 3HAHTHOMEPOB, TayTOMepa,
M30TOIOJIOra WK (papMalieBTUYECKH PUEMIIEMON COJIH, MPEIOKEHHBIX B JAHHOM JOKYMEHTE,
U JHOOBIX HEeOoOs3aTeNbHBIX JOMOJHUTENbHBIX AKTHBHBIX AreHTOB, MapajUIebHO BBOIUMBIX
TALMEHTY.

[00194] B cnocobax ¥ KOMIO3UIIUSX, MPEACTABICHHBIX B JAHHOM JOKYMEHTE, MOTYT
UCTIOJIb30BAThCSI OUH WM 0OJiee U3 BTOPBIX AKTUBHBIX WHTPEIUEHTOB WJIM areHTOB BMECTE C
Coenunenuem 1, CoenunenueMm 2 wnu CoenuHeHueMm 3. BTopble akTHBHbBIE CPEICTBA MOTYT
MPEICTABIISITh COOON BBICOKOMOJIEKYJISIPHBIE COeMHEHUs (Hanpumep, OeIkn), MaJible MOJIEKYJIbI
(HarpuMep, CHHTETHYECKHE HEOPTaHHYECKHE, METAUIOOPTaHUYECKUE WM OpraHHYecKue
MOJIEKYJIbl) HJIH KJIETO4HbIe Tepanuu (Hanpumep, kietku CAR).

[00195] IIpuMeps! BTOPBIX aKTUBHBIX areHTOB, KOTOPBbIE MOTYT ObITh HCIIOJIb30BAHBI B
croco0ax M KOMITO3UIMAX, OMMCAHHBIX B JTAHHOM JAOKYMEHTE, BKIIIOYAIOT OAMH WU Oojee u3
CTHCKa, BKJIOYAKOLIero MendajiaH, BUHKPUCTHH, HHUKIOo(pochamMun, 3TOMO3UA, TOKCOPYOHULIMH,
OennamycTuH, OOMHYTY3Ma0, WHrHOMTOp mpoteacoM (Hampumep, Gopre3omud, kapduazomuo,
WUKCA30MUO, OMpPO30MUO WM Mapu3OoMuO), HHTHOUTOpP THUCTOHIE3aLEeTHIA3bl (HampUMep,
nanobunocrat, ACY241), uarudurop BET (manpumep, GSK525762A, OTX015, BMS-986158,
TEN-010, CPI-0610, INCB54329, BAY 1238097, FT-1101, ABBV-075, BI 894999, GS-5829,
GSK1210151A (I-BET-151), CPI-203, RVX208, XD46, MS436, PFI-1, RVX2135, ZEN3365,
XD14, ARV-771, MZ1, PLX5117, 4-[2-(uukaonponmiIMeToKCcH)-S-(MeTaHCyab(poHmI)heHmT]-
2-mermnmuzoxunonus-1(2H)-on, EP11313 wu EP11336), wunruburop BCL2 (manpumep,
BEHETOKJIAKC WJIM HaBUTOKJAKC), nHrnoutop MCL-1 (Hanpumep, AZD5991, AMG176, MIK665,
S64315 unu S63845), uarnbutop LSD-1 (mampumep, ORY-1001, ORY-2001, INCB-59872,
IMG-7289, TAK418, GSK-2879552, 4-[2-(4-amuHonunepuauH- 1-wmn)-5-(3-prop-4-
MeTOKCU(eHH)- | -MeTHIT-6-0KCOo- 1,6- muruaponupuMunuH-4-mui|-2-hTop-OeH3OHUTPHUIT WU €ro
COJIb), KOPTHUKOCTepou (HAmpuUMep, TMPEIHU30H), IEKCAMETa30H, AaHTHUTeJO (Hampumep,
aaturenno CS1, Takoe kak »noTy3ymad, antuteno CD38, Takoe kak mnaparymymad wim
usarykcumad; win antureio BCMA wnu koHbIOTaT antutena, Takon kak GSK2857916 unmu BI
836909), HHrHOUTOP KOHTPOJIBHON TOYKH (KaK OIMMMCAHO B TaHHOM AOKyMeHTe) nin kietkn CAR
(Kak OMHMCAHO B JAHHOM JIOKYMEHTE).

[00196] B onHOM BapuaHTe OCYLIECTBJIEHHS BTOPON AKTUBHBIN areHT, NMPUMEHsSEMbIil
BMmecte ¢ Coenunenuem 1, CoenunenueMm 2 wnu CoenuHeHueM 3 WM €r0 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (hapMaleBTHUECKH TPHEMIIEMOM
COJIBIO B CIOCOOaX M KOMIIO3ULIUSIX, OMHCAHHBIX B JJAHHOM JOKYMEHTE, MPEACTABISIET COOOH
JeKCaMEeTa30H.

[00197] B HEKOTOPBIX BapUaHTaX OCYIIECTBJICEHUs AEKCAMETA30H BBOAST MPHU JO3UPOBKE

4 mr B gau 1 u 8 21-pHeBHOro nukia. B HEKOTOpBIX IpPyrMx BapHaHTax OCYILECTBICHMS
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JeKCaMEeTa30H BBOIAT Npu A03UpoBKe 4 mr B AHU 1, 4, 8 u 11 21-nHeBHOrO nukia. B HEKOTOPBIX
BAapUAHTaX OCYILECTBJICHUs] AEKCAaMETa30H BBOIAT NpU AO3UPOBKE 4 Mr B AHu 1, 8 u 15 28-
JHEBHOIO LIMKJIA. B HEKOTOPBIX APYIMX BapUAaHTaX OCYLIECTBIEHUS NEKCAMETA30H BBOLSAT IPHU
nosuposke 4 mr B auu 1, 4, 8, 11, 15 u 18 28-nHeBHOro nukna. B HEKOTOpBIX BapuaHTax
OCYLLIECTBJICHUS] IEKCAMETA30H BBOIAT MPU N03UpoBKe 4 mr B AHu 1, 8, 15 u 22 28-gHEBHOrO
LuKJjIa. B 0qHOM TakOoM BapuaHTE OCYLIECTBJICHUS 1€KCAaMETa30H BBOJAT NPU JO3UPOBKE 4 MT B
auu 1, 10, 15 u 22 Ilukna 1. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHUs NE€KCAMETa30H BBOAAT
npu nosupoBke 4 mr B aHu 1, 3, 15 u 17 28-gHeBHOro nukiga. B ogHOM TakoM BapuaHTe
OCYLIECTBJIEHUs AEKCAMETA30H BBOAAT IpH 103UpoBKe 4 Mr B 1HHU 1, 3, 14 n 17 Huxuna 1.

[00198] B HekOTOpBIX APYrux BapHaHTaX OCYIIECTBIEHHS JAEKCAMETa30H BBOIAT IPU
nosupoeke 8 mr B gHU | um 8 21-gHeBHOro unukia. B HEKOTOPBIX APYrHMX BapUaHTAX
OCYLLIECTBJIEHUs] AEKCAMETa30H BBOJAT npu Ao3upoBke 8 mr B aHu 1, 4, 8 u 11 21-nHeBHOrO
LUKJIa. B HEKOTOPBIX BapuaHTax OCYILECTBJICHUs JEKCAMETa30H BBOASAT IPU JO3UPOBKE 8 M B
ngHu 1, 8 u 15 28-pHeBHOro unukia. B HEKOTOPBIX APYrHX BapUaHTax OCYILECTBIICHUS
JIeKCaMeTa30H BBOAAT MpU A03UMpOBKe 8 Mr B aHu 1, 4, 8, 11, 15 u 18 28-gHeBHOro umkna. B
HEKOTOPBIX BAPUAHTAX OCYIUECTBJIEHUs I€KCAMETA30H BBOIAT MPU AO3UPOBKE 8 Mr B AHU 1, 8,
15 n 22 28-nHeBHOro HMKiIa. B OMHOM TakOM BapuaHTE OCYLIECTBJIEHUsS NEKCAMETa30H BBOIAT
npu no3uposke 8 mr B AnM 1, 10, 15 u 22 [{ukna 1. B HEKOTOpPBIX BapuaHTax OCYLIECTBICHUS
JEKCaMETa30H BBOAT IpHU A03UpoBKe 8 Mr B AHU 1, 3, 15 u 17 28-nHeBHOro nukia. B onnom
TaKOM BapHaHTE OCYLIECTBIEHUS JE€KCAMETa30H BBOASAT NPU AO3UPOBKE 8 Mr B AHu 1, 3, 14 u 17
Iuxkna 1.

[00199] B HEKOTOPBIX BapUaHTaX OCYIIECTBJIEHUs AEKCAMETA30H BBOJSAT MPHU TO3UPOBKE
10 Mr B gau 1 u 8 21-nHeBHOro nukia. B HEKOTOPBIX APYrMX BapUaHTax OCYILECTBJICHUs
JeKcaMeTa3oH BBOAAT npu no3upoBke 10 mr B nuu 1, 4, 8 u 11 21-pHeBHOro uukmna. B
HEKOTOPBIX BapUAHTAaX OCYLIECTBJEHUs JE€KCaMETa30H BBOAAT Ipu no3upoBke 10 mr B nuu 1, 8 u
15 28-nHeBHOTO 1MKJIA. B HEKOTOPBIX APYruxX BapHaHTAaX OCYIIECTBIIEHUS NEKCAaMETa30H BBOJIST
nipu ao3upoBke 10 mr B num 1, 4, 8, 11, 15 u 18 28-gHeBHOrO 1ukia. B HEKOTOpPBIX BapuUaHTax
OCYIIECTBJIEHUS eKCaMeTa30H BBOIAT mpu Ao3upoBke 10 mr B nuu 1, 8, 15 u 22 28-gHEBHOrO
LUKJIa. B 0OMHOM TakOM BapuaHTe OCYLIECTBJICHUS AE€KCAMETAa30H BBOAAT NIPpU 103upoBKe 10 mr B
auHu 1, 10, 15 u 22 IMukna 1. B HEKOTOPBIX BapHaHTAax OCYILIECTBJICHMs AEKCAMETa30H BBOAST
npu gosuposke 10 mr B guum 1, 3, 15 u 17 28-pHeBHOro nukina. B onHOM TakoMm BapuaHTe
OCYLIECTBJIEHUS AE€KCAMETAa30H BBOAAT npu no3uposke 10 mr B anu 1, 3, 14 u 17 [uxna 1.

[00200] B HeKOTOPBIX BapUaHTaX OCYIIECTBIICHUS AEKCAMETAa30H BBOAST MPHU JO3UPOBKE
20 mr B guu 1 u 8 21-nHeBHOro nukiaa. B HEKOTOPBIX APYruX BAapHUAHTAX OCYLIECTBJICHUS
neKcaMeTasoH BBOAAT npu go3upoBke 20 mr B guu 1, 4, 8 u 11 21-nHeBHOro nukia. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHHUS N€KCAMETa30H BBOIAT npu 103upoBke 20 mr B avu 1, 8 u
15 28-nHeBHOrO 1MKJIA. B HEKOTOPBIX APYrux BapHaHTAaX OCYIIECTBIEHUS I€KCAMETa30H BBOJSAT
npu ao3upoBke 20 mr B U 1, 4, 8, 11, 15 u 18 28-gHeBHOrO nukia. B HEKOTOPBIX BapuaHTax
OCYLLIECTBJICHUS] AEKCAMETAa30H BBOAAT Npu A03upoBke 20 mr B gHu 1, 8, 15 u 22 28-nHeBHOrO

nuKia. B 0o1HOM TakoM BapuaHTe OCYLIECTBICHUS AE€KCAMETa30H BBOAST IPH 103UpOoBKe 20 MT B
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aHu 1, 10, 15 u 22 Ilukna 1. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJICHHs AEKCAMETAa30H BBOAST
npu go3uposke 20 mr B anu 1, 3, 15 u 17 28-nHeBHOro unukia. B o1HOM TakoMm BapuaHTe
OCYILECTBJIEHUsI IEKCAMETA30H BBOAAT Npu Ao3upoBke 20 mr B nuu 1, 3, 14 u 17 Iukna 1.

[00201] B HeKOTOPBIX BapUaHTax OCYIIECTBJICHUs AEKCAMETA30H BBOISAT MPU JO3UPOBKE
40 mr B guu 1 u 8 21-nHeBHOro nukiga. B HEKOTOPBIX APYrUX BapUaHTaX OCYILECTBIICHMS
neKcaMeTa3oH BBOAAT npu no3upoBke 40 mr B nuu 1, 4, 8 u 11 21-pHeBHOro uukna. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJIEHUS AEKCAMETAa30H BBOAAT Npu Ao3upoBke 40 Mr B anu 1, 8 u
15 28-gHeBHOro HMkiIa. B ogHOM TakOM BapuaHTe OCYIIECTBJICHMs JI€KCAMETa30H BBOIST MU
nosuposke 40 mr B guu 1, 10, 15 m 22 Ilukna 1. B HexkOTOpBIX ApYyruMx BapUaHTax
OCYILECTBJIEHUs IEKCAaMETa30H BBOIAT mpu no3upoBke 40 mr B nuu 1, 4, 8, 11, 15 u 18 28-
JHEBHOIO LMKJIA. B AOpyrux Takux BapUaHTax OCYIIECTBJICHMs IEKCaAaMETa3O0H BBOIAT IIPH
nosuposke 40 mr B nHu 1, 8, 15 mu 22 28-pgHeBHOro nukna. B apyrux Takux BapHaHTax
OCYLLIECTBJIEHUS] AEKCAMETAa30H BBOAAT npu Ao3uposke 40 mr B auu 1, 3, 15 u 17 28-nHeBHOrO
UKJIa. B OMHOM TakOM BapuaHTe OCYLIECTBJICHUS AE€KCAMETAa30H BBOAST NPU 103UpoBKe 40 Mr B
aau 1,3, 14 u 17 Hukna 1.

[00202] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOPOIl aKTHUBHBIN areHT, MPUMEHsEMbIi
BMmecte ¢ Coeaunenuem 1, Coenunenuem 2 wnu CoenuHeHueM 3 WM €r0 3HAHTUOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaleBTHUECKU TPHEMIEMOM
COJIBIO B CIOCO0aX M KOMIIO3ULIUSX, OMHCAHHBIX B JJAHHOM JOKYMEHTE, MPEACTABISIET COOOH
Oopte3somu0. B eme ogHOM BapwaHTe OCYINECTBJICHHS] BTOPON aKTUBHBIN areHT, MPUMEHSIEMbI
BMmecte ¢ CoenunenueMm 1, Coenunenunem 2 wnn CoenuHeHueM 3 WM €r0 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MM (apMaLeBTHUECKU IPHEMIIEMOM
CONBIO B Ccroco0ax M KOMITO3UIIMSX, OMHCAHHBIX B JAHHOM IOKYMEHTE, MpeACTaBisieT coOOoM
napatymyMab. B HEKOTOpbIX TakMX BapUaHTaX OCYLIECTBJIEHHsS YKa3aHHbIE CIIOCOOBI
JOTIOJTHUTEIBPHO BKIIIOUYAOT BBEIEHUE NEKCAMETAa30Ha. B HEKOTOPBIX BAPHAHTAX OCYILECTBIICHMUS
yKa3zaHHble criocoObl BkOUaroT BBenenue Coennnenus 1, Coenunenus 2 wiu CoenuHeHus 3,
WIN €ro YHAHTHOMEPa, CMECH SHAHTHOMEPOB, TAyTOMEpA, U30TOMNOJIOra WK (papMalleBTUIECKH
NPUEMJIEMON COJI COBMECTHO ¢ MHTUOUTOPOM MPOTEACOM, KaK OMUCAHO B JAHHOM JOKYMEHTE, C
uHruouropom CD38, kak OMMCAHO B JAHHOM JIOKYMEHTE, U KOPTHKOCTEPOHUIOM, KaK OIHCAHO B
JAHHOM JIOKYMEHTE.

[00203] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOPOI aKTHUBHBIN areHT, MPUMEHsEMbIi
BMmecte ¢ Coenunenuem 1, Coenunenuem 2 wiun CoenuHeHuEM 3 WM €ro 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaLEeBTHUECKH TPHEMIIEMOM
COJIBIO B CIOCOOaX M KOMIIO3HMLMUSX, ONMUCAHHBIX B JAHHOM AOKYMEHTE, MPENCTaBJIsIET COOOM
naHoOuHOCcTaT. B HEKOTOPBIX TakWX BapHAaHTaX OCYINECTBJIEHUS VKa3aHHBIE CIOCOOBI
JOMOJIHUTENIBPHO BKJIOYAKOT BBEACHHUE IEKCAMETA30HA.

[00204] B npyrom BapuaHTe OCYLIECTBJIEHHUs BTOPOIl aKTHUBHBIN areHT, MPUMEHSEMbIi
BMmecte ¢ CoenunenueMm 1, CoenunenuneMm 2 wnn CoenuHeHHEM 3 WM €r0 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, M30TOMOJIOTOM MM (apMaLeBTHUECKU TPHEMIEMON

CONBIO B CIoco0ax u KOMIIO3ULIUAX, ONMUCAHHBIX B JAHHOM AOKYMCHTE, MPEACTABIIACT coboii
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ACY241. B HEKOTOpPBIX TAKUX BAPHAHTAX OCYIIECTBJIEHUS YKA3aHHBIE CIIOCOOBI JOTIOIHUTEIBHO
BKJIIOYAKOT BBEAEHHUE JIEKCAMETA30HA.

[00205] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOpPOIl aKTUBHBIN areHT, NPUMEHSEMbIi
BMmecte ¢ Coenunenuem 1, Coenunenunem 2 wiu CoenuHeHueM 3 WM €r0 3HAHTHOMEPOM,
CMECBIO JHAHTHOMEPOB, TAayTOMEPOM, H30TOMOJIOTOM WM (hapMaLeBTHUECKU IPHEMIIEMOM
COJNIBIO B Croco0ax M KOMITO3UIMSX, OMUCAHHBIX B JTAHHOM JOKYMEHTE, MPEACTaBisieT COOOH
BUHKPUCTUH. B HEKOTOpPBIX TaKWX BapUaHTaX OCYLIECTBJICHUS YKa3aHHbIE CIOCOOBI
JOTIOJTHUTEIBHO BKJIFOYAKOT BBEACHHUE JEKCAMETa30Ha.

[00206] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOPOIl aKTHUBHBIN areHT, MPUMEHSEMbIi
Bmecte ¢ Coenunenunem 1, Coenunenuem 2 wiu CoenvHeHHEM 3 WM €ro 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMALEBTHUECKH MPHEMIIEMON
COJIBIO B CIOCOOaX M KOMIIO3MLMSX, ONMUCAHHBIX B JIAHHOM JOKYMEHTE, MPEICTaBIsieT COOOi
mukinodpochamun. B HEKOTOPBIX TAaKMX BapHAaHTaX OCYLIECTBICHUS YKa3aHHBbIE CIOCOOBI
JOTIOJTHUTEIIPHO BKJIFOYAKOT BBEJIEHUE IEKCAMETA30Ha.

[00207] B npyrom BapuaHTE OCYLIECTBJIEHHsI BTOPO aKTUBHBINH areHT, MPUMEHsEMbIN
BMmecte ¢ Coenunenuem 1, Coenunenuem 2 wnun CoenuvHeHueM 3 WM €r0 3HAHTHOMEPOM,
CMECBI0 3HAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaLEeBTHUECKU TPHEMIIEMOM
COJIBIO B CIOCO0aX M KOMITO3ULIUSIX, OMHCAHHBIX B JAHHOM JOKYMEHTE, MPEACTABISIET COOOH
STOMO3UA. B HEKOTOpBIX TakWX BapUaHTAaX OCYLIECTBJICHUS YKa3aHHBIE CIIOCOOBI
JIOTIOJTHATEJIBHO BKJIFOYAOT BBEJIEHUE IEKCAMETA30Ha.

[00208] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOpPOIl aKTUBHBIN areHT, MPUMEHSEMbIi
BMmecte ¢ Coenunenuem 1, Coenunennem 2 wnu CoenuHeHueM 3 WM €r0 3HAHTHOMEDPOM,
CMECBIO JHAHTHOMEPOB, TAayTOMEPOM, M30TOMOJIOTOM MIN (apMaleBTHUECKHU IPHEMIIEMO
COJNIBIO B Croco0ax M KOMITO3UIMSX, OMUCAHHBIX B JTAHHOM IOKYMEHTE, MPEACTaBisieT COOOH
AOKCOpPYOUIIMH. B HEKOTOPBIX TakuMX BapHAHTAX OCYILIECTBJICHHS YKa3aHHbIE CIIOCOOBI
JOTIOTHUTEIBHO BKJIFOYAKOT BBEJICHUE IEKCAMETa30Ha.

[00209] B npyrom BapuaHTe OCYLIECTBJIEHUS BTOPOIl aKTHUBHBIN areHT, MPUMEHSEMbIi
Bmecte ¢ Coenunenunem 1, Coenunenuem 2 wiu CoenuHeHueM 3 WM €ro 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaLEBTHUECKU MPHEMIIEMO
COJIBIO B CIOCOOaX M KOMIIO3MLIUSX, OMHUCAHHBIX B JAHHOM JOKYMEHTE, MPEIACTABISIET COOOM
BEHETOKJIAKC. B HEKOTOPBIX TaKWX BapHAHTaX OCYIIECTBJICHUS YKa3aHHbIE CIIOCOOBI
JOTIOJTHUTEIIBPHO BKJIFOYAKOT BBEJICHUE IEKCAMETa30Ha.

[00210] B npyrom BapuaHTe OCYLIECTBJIEHHUsI BTOPOIl aKTUBHBINH areHT, NPUMEHSEMbIN
BMmecte ¢ Coenunenuem 1, Coenunenuem 2 wnu CoenuvHeHuEM 3 WM €ro 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaLEeBTHUECKU TPHEMIIEMOI
COJIBIO B CIOCOOaX M KOMITO3ULIUSX, OMHCAHHBIX B JAHHOM JOKYMEHTE, MPEIACTABISIET COOON
AMG176. B HEKOTOpPHIX TAaKUX BapHAHTaX OCYINECTBJICHUS YKa3aHHbIE CIIOCOOBI
JIOTIOJTHATEJIBHO BKJIFOYAOT BBEJIEHUE IEKCAMETA30Ha.

[00211] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOPOIl aKTUBHBIN areHT, NPUMEHSEMBIi

BMmecte ¢ CoeaunenueMm 1, Coenunenunem 2 unun CoenuHEHHEM 3 WIH €r0 SHAHTHOMEPOM,
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CMECHI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaleBTHUECKU TPHEMIEMOM
COJIBIO B CIOCO0aX M KOMIIO3ULIMSIX, OMHCAHHBIX B JJAHHOM JOKYMEHTE, MPEIACTABISIET COOOH
MIK665. B HEKOTOPBIX TaKUX BapHAHTAX OCYINECTBJICHUS YKa3aHHbIE CIIOCOOBI AOMOIHUTEIBHO
BKJIFOYAIOT BBEICHUE IEKCaMETa30Ha.

[00212] B npyrom BapuaHTe OCYLIECTBJIEHHUs BTOPOH aKTUBHBIN areHT, MPUMEHSEMBIi
BMecte ¢ CoenunenneMm 1, Coenunenuem 2 wnn CoeauHeHHEM 3 WIH €ro 3HAHTHOMEPOM,
CMECBI0 JHAHTHOMEPOB, TAayTOMEPOM, MH30TOMOJIOrOM Wi (apMaleBTUYECKH NPUEMIIEMO
COJIBIO B CMOCO0aX M KOMITO3MLIUSIX, OMUCAHHBIX B JAHHOM JOKYMEHTE, MPEACTABIsieT COOOM
GSK525762A. B  HEKOTOpBIX TaKMX BapHUAHTaX OCYLIECTBJIEHUS] YKa3aHHbIE CIOCOOBI
JOTIOJTHUTEIPHO BKJIFOYAIOT BBEJEHUE IEeKCaMeTa30Ha.

[00213] B opyrom BapuaHTe OCYLIECTBJIEHHUsI BTOPOIl aKTUBHBIN areHT, NMPUMEHseMbIN
BMmecte ¢ CoenunenueMm 1, Coenunenuem 2 wnu CoenvHeHHEM 3 WM €r0 3HAHTHOMEPOM,
CMECBI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (apMaLEeBTHUECKH TPHEMIEMON
COJIBIO B CrOCO0aX M KOMIIO3ULIUSIX, OMHCAHHBIX B JAHHOM JOKYMEHTE, MPEACTABISIET COOOH
OTXO015. B HEKOTOPBIX TAKUX BApHAHTAX OCYLIECTBJICHUS YKa3aHHBIE CITOCOOBI TOMOJHUTENIBHO
BKJIOYAIOT BBEICHUE IEKCAMETA30Ha.

[00214] B npyrom BapuaHTe OCYLIECTBJIEHUs BTOPOIl aKTHUBHBIN areHT, MPUMEHsEMbIi
BMmecte ¢ CoeaunenueMm 1, CoenunenuneMm 2 unu CoenMHEHHEM 3 WIH €ro 3HAHTHOMEPOM,
CMECHI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOIMOJIOTOM MK (apMaleBTHUECKU TPHEMIEMOM
COJIBIO B CIOCO0AX M KOMIIO3MIUSIX, OMHCAHHBIX B JAHHOM JAOKYMEHTE, MPEACTaBIsieT COOOH 4-
[2-(uukmonponuIMeTOKCH)-S-(MeTancy b onun)perm]-2-merrnnzoxuHonuH- 1 (2H)-oH. B
HEKOTOPBIX TAKUX BAPHAHTAX OCYLIECTBJIEHHs yKa3aHHbIE CIIOCOOBI JOMOJHUTEIBHO BKIIIOYAIOT
BBEJICHUE JIEKCAMETa30Ha.

[00215] B npyrom BapuaHTe OCYLIECTBJIEHHs] BTOPOW aKTHBHBIN areHT, MPUMEHsEeMbIil
BMecte ¢ CoenunenueMm 1, Coemunenuem 2 wnn CoeauHeHHEM 3 WIM €ro 3HAHTHOMEPOM,
CMECbI0 SHAHTHOMEPOB, TAyTOMEPOM, H30TOMOJIOTOM MK (hapMaLEBTHUECKU TPHEMIIEMO
COJIBIO B CrOcO0axX M KOMIIO3MIUSIX, OMUCAHHBIX B JAHHOM JOKYMEHTE, MPEACTaBIsieT COO0M 4-
[2-(4-amuaOnIMNIEepuauH-1-1)-5-(3-prop-4-merokcudenmn)- 1 -metun-6-okco-1,6-
OUTUAPOTIUPUMUANH-4- 1 |-2-PTOopOeH30HUTpIII, WM ero coiab (Hanmpumep Oe3mnar). B
HEKOTOPBIX TAKUX BAPHAHTAX OCYLIECTBJEHHS YKa3aHHbBIE CIIOCOOBI JOMOJHHUTEIBHO BKIIFOYAOT
BBEJICHUE JIEKCAMETa30Ha.

[00216] B HexoTopeix BapuaHTax ocyuecTBieHuss Coeaunenue 1, CoenuHenue 2 uiu
CoenuHeHue 3 WUIM €ro SHAHTHOMEP, CMECh OJHAHTHOMEPOB, TayTOMEp, W30TOMOJOr WU
dapManeBTHYECKH MPUEMIIEMYIO COJb BBOAAT B KOMOWHAIMM C MHTHOUTOPAMH KOHTPOJIBHOM
TOUYKU. B OIHOM BapmaHTe OCYLIECTBIEHHS MPUMEHSIOT OIMH HHTHOUTOP KOHTPOJBHBIX TOYEK B
koMOuHatmu ¢ CoenriHEHUEM 1, WM €ro TayTOMEepOM, M30TOIOJIOTOM W (hapMaleBTHYECKH
NPUEMJIEMON COJIBIO O OTHOLIEHHIO K CIIOoco0aM, MPEeACTaBJICHHBIM B JAHHOM IOKyMeHTe. B
APYyroM BapHaHTE OCYINECTBJICHUS NPUMEHSIOT JBa HMHIMOUTOPAa KOHTPOJBHBIX TOYEK B
koMOuHatmu ¢ CoeanHEHUEM 1, WM €ro TayTOMEpPOM, H30TOIOJIOrOM WIN (hapMaLeBTHUECKU

MPUEMJIEMON COJIBIO MO OTHOLICHHIO K CIocoOaM, MpenCcTaBjICHHBIM B JaHHOM JOKyMeHTe. B
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ele OIHOM BapHaHTE OCYILIECTBICHUS NPUMEHSIOT TPU WIW OONblle HHTUOUTOPOB
KOHTPOJBbHBIX Touek B koMOmHauuu ¢ Coenunenuem 1, Coenunenuem 2 mnu CoeguHEHUEM 3,
WIM €ro DJHAaHTHOMEPOM, CMEChI0 3HAHTUOMEPOB, TAayTOMEpPOM, H30TOMOJOIOM WU
dapmareBTUYECKH NPUEMIIEMON COJIBI0 IO OTHOIIEHHIO K Croco0aM, TMPEeACTaBICHHBIM B
JAHHOM JAOKYMEHTE.

[00217] IIpuMeHsieMblii B JaHHOM AOKYMEHTE TEPMUH «UHTHOUTOP KOHTPOJBHBIX TOYEK
UMMYHHOT'O OTBETa» WJIN KMHI'MOUTOP KOHTPOJIBHBIX TOYEK» OTHOCHUTCS K MOJIEKYJIaM, KOTOpBIE
TIOJTHOCTBIO MJTM YACTHYHO CHIDKAIOT, UHTHOMPYIOT, CO3MAIOT MPENSTCTBUS WA MOIYJIHPYIOT
onuH wuian Oojiee OETKOB KOHTPOJIbHBIX TOYeK. He OrpaHM4MBasCh ONpENeNeHHOW TeopueH,
OeNMKH KOHTPOJBHBIX TOYEK PEeryJupyrioT akTuBauuio wuian (yHkomo T-knerok. 3BecTHbI
MHOTOUHUCJICHHbIE OeJTK KOHTPOJIbHBIX Touek, Takue kKak CTLA-4 u ero muranast CD80 u CD86
u PD-1 ¢ ero nmurangamu PD-L1 u PD-L2 (Pardoll, Nature Reviews Cancer, 2012, 12, 252-264).
Ot OelKH TMpPOSBISIFOT OTBETCTBEHHOCTh 33 KOCTHMYJIMPYIOIIME WJIM HHTHOUPYIOIINE
B3aUMOAENCTBYs T-KJIeTOUHbIX OTBETOB. benky HMMYHHBIX KOHTPOJIBHBIX TOUEK OTBETCTBEHHBI
3a peryjMpoBaHHe U MOAJEPKUBAHHE AyTOTOJEPAHTHOCTH, a TaKKe MPOAOCJLKUTEIBHOCTU U
aMIUTUTYIbl (PU3HOJIOTUYECKUX UMMYHHBIX peakuuii. MMTHrubuTopel MMMYHHBIX KOHTPOJBHBIX
TOYEK BKJIFOYAIOT AHTUTENA WM MTOJyYeHbl U3 aHTUTEN.

[00218] B opmHOM BapuaHTe OCYLIECTBIEHHS WHTUOUTOP KOHTPOJBHOW TOYKH
npexncrasisier codoit marnOutop CTLA-4. B omHOM BapmaHTe OCYLIECTBIEHHS HHTHOWUTOP
CTLA-4 npencrasisier codoit antuteno k CTLA-4. IIpumepst anturen k CTLA-4 BkIro4aroT
0e3 orpaHudeHusi TakoBble, onucanHble B mateHte CIIIA NeNe: 5811097; 5811097, 5855887,
6051227, 6207157, 6682736, 6984720 u 7605238, BCE M3 KOTOPBIX BKJIOUYEHbI B JAHHBIN
JOKYMEHT BO BCell cBoel mosHoTe. B ogHOM BapuanTte ocyiuectsieHus: antureno k CTLA-4
npezacrasysier codoit Tpemenumymad (Takke W3BeCTHBIN kak Tunmaumymad win CP-675206). B
apyroMm Bapuante ocymectieHust antuteno k CTLA-4 mpencrasnsier coboii umumumymad
(rakke wu3BecTHbi kak MDX-010 wmu MDX-101). Mnunumymal sIBISIeTCS MOJHOCTHEO
YeJIOBEYeCKUM MOHOKJIOHaNbHBIM  IgG-anTutenoMm, koropoe casspiBaercs ¢ CTLA-4.
HUnunumymab npencTaBiieH Ha PhIHKE IO/ TOPTOBBIM HAUMEHOBaHUEM Y ervoy™.

[00219] B onHOM BapuaHTE OCYLIECTBJICHUS WHIHOUTOP KOHTPOJBHBIX TOUYEK
npexacrasisier codoit marudéurop PD-1/PD-L1. Tlpumepsr uarudburopos PD-1/PD-L1 BximouaroT
0e3 orpaHu4YeHHUs] TakoBble, KoTopble omucanbl B mareHtax CIIIA NeNe 7488802; 7943743;
8008449; 8168757, 8217149 u nybnukauusix nateHTHOMU 3asBku 10 PCT NeNe W(02003042402,
WO02008156712, WO02010089411, WO2010036959, WO02011066342, WO2011159877,
WO02011082400 1 WO2011161699, Bce u3 KOTOPBIX BKJIFOUYEHBI B JAHHBIN JOKYMEHT BO BCEH
CBOEH MOJIHOTE.

[00220] B opmHOM BapuaHTE€ OCYIIECTBIEHHS WHTUOUTOP KOHTPOJBHOW TOYKH
npexncrasisier coboit uarnoutop PD-1. B onHoM BapuaHTe ocymectBieHust nuHruourop PD-1
npezacrasisier codoi antuteno k PD-1. B ogHoM BapmuanTe ocymecTBieHust antureno k PD-1
npexacrasisier codoit BGB-A317, HuBonymab (taxoke nsBecTHbI kak ONO-4538, BMS-936558
win MDX1106) nnu nemOponusymad (taxke usBecTHblll kak MK-3475, SCH 900475 wnu
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nambposnuszymad). B onHom BapuanTe ocymecteieHus antureiao k PD-1 mpexacrasnsier coboi
HuBoymMad. HuBomyma® mpencrasisier coOoii MoHOkJoHajgbHOe aHTHTeno IgG4 x PD-1
YeJIOBEKa, U MPU 3TOM OH IPEACTABJIEH HA PBIHKE IO TOProBbIM HauMeHoBaHueMm Opdivo™. B
APYyroM BapuaHTe ocyluecTBieHus aHtuteno k PD-1 mpencraenser coboit memOponmnsymad.
ITemOponusymab mpeacrasiser coOOi I'yMaHU3UPOBAHHOE MOHOKJIOHaNbHOE aHTuTeno 1gG4 u
NPEACTaBJIeH Ha PbIHKE MOJA TOProBbiM HanMeHoBanueM Keytruda™. B emie omHOM BapuaHTe
ocywectBieHust antureno k PD-1 npexncrasisier coboit CT-011, rymaHu3upoOBaHHOE aHTHUTEIIO.
CT-011 mpu BBemeHUHU CaMOTro IO cede He MPOAEMOHCTPUPOBAJ OTBET IMPH JIEYEHHUH OCTPOTO
mMuenougHoro Jeikosa (AML) mpu peuuamBe. B eme omHOM BapHaHTe OCYLIECTBIIEHHS
antuteno k PD-1 mpencrasisier coboit AMP-224, caurteiii Oenoxk. B npyrom BapuaHTe
ocyuiecTBiieHus: anturesio k PD-1 mpencrasisier coboii BGB-A317. BGB-A317 npencrasisier
co0OW MOHOKJIOHAJIBHOE aHTHUTEJO, B KOTOPOM CIIEIHAIbHO pa3padoTaHa CIOCOOHOCTH
cBsi3bIBaThCs ¢ Fe ramma-pernientopom I, 1 KOTOpOe UMEET YHUKAIBbHYIO CUTHATYPY CBSI3BIBAHHS
¢ PD-1 ¢ Bricokol apUHHOCTBIO U TIPEBOCXOAHOHN CIIEU(PUIHOCTHIO K MUIIEHH.

[00221] B opmHOM BapuaHTE€ OCYLIECTBIEHHS WHTUOUTOP KOHTPOJBHOW TOYKH
npexacrasisier codoi uarudutop PD-L1. B ognom BapuanTte ocyimectsienus: naruourop PD-L1
npexacrasisier coboit antureno k PD-L1. B ogHoM BapuanTe ocymectsieHust antureno k PD-L1
npencrasisier codoit MEDI4736 (nypsanyma®). B npyrom BapraHTe OCYIIECTBJICHHS] AHTUTEJNO
k PD-L1 npencrasusier coboit BMS-936559 (takke msBectHbiii kak MDX-1105-01). B eme
OJTHOM BapuaHTe ocyiecTsieHus: uHruourop PD-L1 npencrasnser coboit arezonuzymad (Takke
u3BecTHbI kak MPDL3280A u Tecentriq®).

[00222] B opmHOM BapuaHTE€ OCYLIECTBJIEHHS HWHIUOUTOP KOHTPOJIBHOW TOYKH
npencrasisier coboit murudurop PD-L2. B onHoM BapuanTe ocyiectsiaenus: uHruourop PD-L2
npencTasisierT coboit antureno k PD-L2. B ogHOM BapuaHTe ocyliecTBieHust anTuTeno k PD-L2
npencrasisier codoit rHIgM12B7A.

[00223] B onmHOM BapuaHTE OCYLIECTBJIEHUS WHIHOUTOP KOHTPOJBHBIX TOUYEK
npeacrasisier codol nHruouTop rexa aktuBanuu Jgumdountos 3 (LAG-3). B ogHom BapuanTe
ocymectsieHus: uaruouTop LAG-3 mpencrasisier codoii IMP321, pacTBOpUMBII CIUTHIN OeI0K
Ig (Brignone et al., J. Immunol., 2007, 179, 4202-4211). B npyrom BapuaHTe OCYIIECTBJICHUS
unruourop LAG-3 npexncrasmisier coboit BMS-986016.

[00224] B omHOM BapuaHTE OCYINECTBJIEHUS WHIHOUTOPBI KOHTPOJBHBIX TOYEK
NpPEeACTaBISIIOT coboll mHrHOuTop B7. B omHOM BapmaHTe OCyINECTBJIEHUS HHTHOUTOp B7
npeacrasisier coboil uuruOutop B7-H3 wmm wmaruburop B7-H4. B onmHom Bapuante
ocymectsienus: uaruourop B7-H3 nmpencrasnsier codoit MGA271, antureno k B7-H3 (Loo et
al., Clin. Cancer Res., 2012, 3834).

[00225] B omHOM BapuaHTE OCYINECTBJIEHUS WHIHOUTOPBI KOHTPOJBHBIX TOYEK
npeactaBisiroT codor mHrubutop TIM3 (momen T-kineTOYHOro MMMYHOTNOOYJIMHA M JOMEH
myuuna 3) (Fourcade et al., J. Exp. Med., 2010, 207, 2175-86; Sakuishi et al., J. Exp. Med.,
2010, 207, 2187-94).

[00226] B onHOM BapuaHTe OCYLIECTBJICHUS WHTHOUTOP KOHTPOJBHBIX TOUEK
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npexacrasisier codoit arorncta OX40 (CD134). B onHOM BapuaHTe OCYIIECTBICHUS HHTHOUTOD
KOHTPOJIBHBIX TOYEK mpencraBisier coboii antureno k OX40. B opmHomM BapuaHTe
ocymecteineHust antureno k OX40 mpencrasnser coboit antu-OX-40. B npyrom Bapuanre
ocymectsieHus antureno k OX40 npencrasisier codoit MEDI6469.

[00227] B opmHOM BapuaHTe OCYLIECTBJICHUS WHTHMOUTOP KOHTPOJBHBIX TOUEK
npencrasisier coboir aronucra GITR. B omHOM BapuaHTe OCYLIECTBIEHHS WHTHOUTOD
KOHTPOJIBHBIX TOUeK mpexncrtasiser coboit antuteno k GITR. B omgHOM Bapuanre
ocywmectBieHus antureno kK GITR npencrasnsier coboii TRXS518.

[00228] B onmHOM BapuaHTE OCYLIECTBJICHUS WHIHOUTOP KOHTPOJBHBIX TOUYEK
npeacrasisier coboit aronucra CD137. B omHOM BapuaHTe OCYINECTBJICHUS WHTHOHTOP
KOHTPOJIBHBIX TOYEK NpeAcTaBisier coboi antureno k CDI137. B omgHOM BapuaHTe
ocymecteineHust antureno k CDI137 mpeacrasisier coboii ypenymad. B apyrom BapuanTte
ocymectsieHus: anruresio k CD137 npencrasisier codoit PF-05082566.

[00229] B onHOM BapuaHTE OCYMIECTBJICHUS WHTHOUTOP KOHTPOJBHBIX TOYEK
npeacrasisier codoit aromnct CD40. B omHOM BapuaHTe OCYLIECTBICHHS HMHTHOUTOD
KOHTPOJIBHBIX TOYEK Tmpencrasisier coboit antuteno k CD40. B omHoM BapuanTte
ocymectsieHus: antureso k CD40 npencrasnsier codboii CF-870893.

[00230] B omHOM BapuaHTe OCYLIECTBICHUS WHTHOUTOP KOHTPOJBHBIX TOUEK
MPEICTaBIIsIET COO0I peKOMOMHAHTHBIN YeoBedeckuil narepiekun-15 (thIL-15).

[00231] B onmHOM BapuaHTe OCYLIECTBJICHUS WHTHOUTOP KOHTPOJBHBIX TOUEK
npexacrasisier codoit uarndourop IDO. B onHom BapuanTe ocyuiectBieHus: uaruourop IDO
npexncrasisier coboit INCB024360. B mpyrom BapuaHTe ocyinecTBieHusi uHruoutop IDO
npencTaBisieT cOO0H MHIOKCUMO.

[00232] B HeKOTOpBIX BapHaHTax OCYLIECTBJICHHs BUAbI KOMOWHHPOBAHHOHM Tepanuu,
IPE/ICTABJICHHBIE B TAHHOM JOKYMEHTE, BKJIIOUAIOT J1Ba MM 00Jiee HHIMOUTOPOB KOHTPOJIBHBIX
TOUYEK, OMHUCAHHBIX B JAHHOM JOKYMEHTe (B TOM YHCJIe MHTHOUTOPOB KOHTPOJBHBIX TOYEK
OJTHOTO U TOTO K€ WJIHM OTJIUYHOro kyacca). bosee Toro, Buapl KOMOWHHUPOBAHHOH Teparuy,
OMHUCAHHBIE B JAHHOM JOKYMEHTE, MOTYT NMPHUMEHSThCS B KOMOWMHAIMM C OJHUM WU Ooee
BTOPBIMH aKTHBHBIMH CPEICTBAMH, OMHCAHHBIMU B JaHHOM JOKYMEHTE, €CIIH 3TO HEOOXOIUMO
U JiedeHHust 3a00JIeBaHM, ONMMCAHHBIX B JAHHOM JIOKYMEHTE, M MPEeIyCMOTPEHO B OOJIACTH
TEXHUKU.

[00233] B HexoTophIx BapuaHTax ocyuectBieHus Coeaunenue 1, Coenunenue 2 unu
CoenuHenne 3 MOXXET IPUMEHSTHCS B KOMOMHAIIUK C OHOM MK O0Jiee MMMYHHBIMH KJIETKAMHU,
SKCIIPECCUPYIOIIUMHU ONMH WM Oojee penentopoB xumepHbix aHTureHoB (CAR) Ha wux
MOBEPXHOCTH (Hampumep, MOAWGULIUPOBAHHBIA UMMyHHBIH 31emeHT). Kak mpasuno, CAR
COZIep KaT BHEKJIETOUYHBII JOMEH U3 MEePBOro Oejka, HalpuMep, aHTUT€HCBS3BIBAIOIIEr0O Oenka),
TPaHCMEMOPAHHOTO JIOMEHAa M BHYTPUKJIETOUYHOTO CHUTHAJBHOTO JOMEHa. B  HEeKOTOphIX
BApPUAHTAaX OCYIIECTBJIEHHUs, KaK TOJBbKO BHEKJIETOYHBIN JIOMEH CBS3BIBAETCS C OeNKoM-
MUIIEHBIO, TaKUM KaK aCCOLMUPOBaHHbIMN ¢ omyxonbto aHtureH (TAA) wm

onyxonecrnenudpudeckuii  antured  (TSA), CUTHAJl ~ TEHEpUpyeTcsi  IMOCPEACTBOM
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BHYTPUKJIETOYHOTO CUTHAJIBHOTO JIOMEHA, KOTOPBII aKTUBHPYET UMMYHHYIO KJIETKY, Halpumep,
1Tl HALIETIMBAHUS M YHUUTOXKEHUS KJIETKH, SKCIPECCUPYIOIIEH 1eNeBOi Oemok

[00234] Bneknerounele nomeHbl: BHekierounble nomensl CAR CBsI3BIBAIOTCS €
NPEACTABJSIIOIUM ~ HWHTEpEC AHTHUIeHOM. B HEKOTOpbIX  BapuaHTaX  OCYIIECTBIIEHHS
BHeKkJIeTOuHbli foMeH CAR BKIIIOUaeT penenTop WK HYacTh PELienTopa, KOTOPbIH CBSI3bIBAETCS C
yYKa3aHHbIM aHTUT€HOM. B HEKOTOpBIX BapHaHTax OCYIIECTBJEHHs BHEKJETOUHBIH JIOMEH
COEPKUT, WM TpPEACTaBiIsieT COOOH, AHTHTENO WM €ro aHTUIeHCBS3bIBAIOLIYIO 4acTb. B
KOHKPETHBIX BapHUAHTAaX OCYIIECTBJICHUS BHEKJIETOYHBIH JOMEH COIEPIKHUT, WU MPEICTABISET
coboii, omHouenoyeunbiii fomeH Fv (scFv). OmgHouenodeuHslii noMeH Fv MOXeT conmepskaTh,
Hanpumep, Vi, CBsI3aHHBIM ¢ Vy MOCPENCTBOM THOKOro JiMHKepa, rae Vi u Vy SIBISIFOTCS
AHTHUTEJIAMH, KOTOPBIE CBSI3bIBAIOT YKA3aHHbIA AHTUIEH.

[00235] B  HeKOTOpBIX  BapuaHTaX  OCYIIECTBJEHMs]  YKa3aHHbIH  aHTHUIEH,
pacro3HaBaeMblii BHEKJIETOUHBIM JIOMEHOM IOJIUTIETITHAA, OIMMCAHHOIO B JAHHOM IOKYMEHTE,
npeacTaBisieT coOol omyxosieaccounnpoBaHHblil aHTUreH (TAA) i onyxonecnenuduuecKuii
aatured (TSA). B pasnuuHbBIX KOHKPETHBIX BapHAHTaX OCYIIECTBIEHHS, aCCOLMUPOBAHHBIN C
OMyXOJIbK0 AHTUT€H WM OIyXoJecrnenupuueckuii aHTHreH NpeacTasisier coboit, 0Oe3
orpanmueHusi, Her2, aHTUreH CTBOJIOBBIX KJIETOK mpencrarenbHout skene3nl (PSCA), anbda-
¢eronporenn (AFP), kapuumrosmOpuonaneHbelii anturen (CEA), pakosbiii anturen-125 (CA-
125), CA19-9, xanbperuann, MUC-1, anTures co3peBanusi B-knerok (BCMA), snutennanbHbIi
meMmOpannplii  Oenok (EMA), snurenuanbHbiii omyxonesblii antured (ETA), TuposuHnasa,
Mmenanoma-24-accouunpoBannbiii antureH (MAGE), CD19, CD22, CD27, CD30, CD34, CD45,
CD70, CD99, CD117, EGFRVIII (Bapuant III snunepmanbHOro (pakropa pocra), ME3OTENHH,
PAP (nmpocrarnueckas kucnast gocdarasa), npocrent, TARP (6enox T-knerounoro peuentopa
aNIbTEPHATUBHON pamMku cuutThiBaHus ramma), Trp-p8, STEAPI (wecturpancmemOpaHHbIH
SIUTENNABHBI AHTHIeH MPEACTATeIbHOH JKene3bl 1), XpOMOTpaHUH, LUTOKEPATHUH, IECMUH,
ruanbHbId GuOpuIsipHeid kucibiii 6enok (GFAP), 6enok skuakocTH mpu OCTPON KHCTO3HOM
oonesnu  (GCDFP-15), anturen HMB-45, Oenok MenaH-A  (aHTHUMeH  MeJAaHOMBI,
pacriosHaBaemblii  T-nmumdouutamu, MART-I), muo-D1, wbimeuHo-crienuduyuHblil  aKTHH
(MSA), meitpodunament, HelipoH-crienuduueckas eHosasa (NSE), mianeHrtapHas menodHas
docdaraza, cuHanTopus, TUPeOrNOOyNUH, (HAKTOP TPAHCKPHUIIMH LIUTOBHIHON >Keje3bl-1,
numepHas popma msodepmenta Tina M2 nupysar-kuHasbl (omyxonb M2-PK), aHOManbHBIN ras-
OenoK UM aHOMaJTbHBIH Oestok pS3. B HEKOTOPBIX APYrHX BapuaHTax ocyuiecTBieHus TAA umm
TSA, pacno3HaBaeMble BHekiIeTouHbIM noMeHOM CAR, mpencrammsiror coboii mHTErpHH 0vp3
(CD61), ranaktun unu Ral-B.

[00236] B Hexoropbix BapuaHtax ocyuiectBieHus TAA unu TSA, pacnoszHaBaemble
BHeKkJIeTouHbIM oMeHoM CAR, mpencraBisitoT coboi pakoBo-TecTukyssipHbid antureH (CT),
Hanpumep, BAGE, CAGE, CTAGE, FATE, GAGE, HCA661, HOM-TES-85, MAGEA,
MAGEB, MAGEC, NAS88, NY-ESO-1, NY-SAR-35, OY-TES-1, SPANXBI, SPA17, SSX,
SYCPI unu TPTE.

[00237] B HekoTOpbIXx JApyrux BapuaHTax ocyumectsieHuss TAA wumn  TSA,
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pacrno3HaBaeMble BHeKJeTOUHbIM jaoMeHOM CAR, mpencrasmstror coboit  yriaeBonm Wiu
ranrnuo3un, Hanpumep, fuc-GMI, GM2 (oHkoderanpHbI aHTUreH-UMYHHOreHHbIH-1; OFA-I-
1); GD2 (OFA-1-2), GM3, GD3, u Tomy nogo0Hoe.

[00238] B HekoTopbIXx Apyrux BapuaHTax ocyumectsieHuss TAA wumn  TSA,
pacrno3HaBaeMblii kak BHekyeTouHblii nomen CAR mpencraenser coOoit anbda-akTUHUH-4,
Bage-1, BCR-ABL, cawuteii Oenok Bcer-Abl, Oera-xkarenun, CA 125, CA 15-3 (CA
27.29\BCAA), CA 195, CA 242, CA-50, CAM43, Casp-8, cdc27, cdk4, cdkn2a, CEA, coa-l,
cnutbiii Oenok dek-can, EBNA, EF2, anturennl Bupyca OmniuteiiHa-bappa, ciuteiii Oenok
ETV6-AMLI1, HLA-A2, HLA-AIl, hsp70-2, KIAA0205, Mart2, Mum-1, 2 u 3, neo-PAP,
, 0S-9, cmureii Oemok pml-RARa, PTPRK, K-ras, N-ras,
tpusodocharuzomepasa, Gage 3,4,5,6,7, GnTV, Herv-K-mel, Lage-1, NA-88, NY-Eso-1/Lage-
2, SP17, SSX-2, TRP2-Int2, gp100 (Pmell17), Tuposunaza, TRP-1, TRP-2, MAGE-1, MAGE-3,
RAGE, GAGE-1, GAGE-2, p15(58), RAGE, SCP-1, Hom/Mel-40, PRAME, p53, HRas, HER-
2/neu, E2A-PRL, H4-RET, IGH-IGK, MYL-RAR, anturenst E6 u E7 Bupyca nmanumiomsl
yenoseka (HPV), TSP-180, MAGE-4, MAGE-5, MAGE-6, p185erbB2, p180erbB-3, c-met, nm-
23H1, PSA, TAG-72-4, CA 19-9, CA 72-4, CAM 17.1, NuMa, K-ras, 13-katenun, Mum-1, p16,
TAGE, PSMA, CT7, rtenomepasa, 43-9F, 5T4, 791Tgp72, 13HCG, BCA225, BTAA,
CD68\KP1, C0-029, FGF-5, G250, Ga733 (EpCAM), HTgp-175, M344, MA-50, MG7-Ag,
MOV18, NB\70K, NY-CO-1, RCAS1, SDCCAG16, TA-90, TAAL6, TAG72, TLP umu TPS.

[00239] B pa3snuuHbIX KOHKPETHBIX BAapUAHTAaxX OCYIIECTBJIEHHsS] aCCOLIMHMPOBAHHBIN C

MUO3MH Kjacca [

OIyXOJIbK0 AHTHIeH WJIHM OIMyXOoJjecnenu(uuecKuil aHTUTeH IMPEACTaBIsieT COOOH OMyXoJieBble
aHTureHsl, csizanuble ¢ OMJL, kak omucano B S. Anguille et al, Leukemia (2012), 26, 2186-
2196.

[00240] dpyrue cBsi3aHHBIE C OMYXOJIBIO U OMyXoJiecre(puIeckue aHTUreHbl H3BECTHBI
B JAaHHOI 00JIaCTH TEXHUKHU.

[00241] W3 ypoBHS TEXHUKH M3BECTHBI peLENTOpPbI, aHTUTEeNa U ScFv, Koropble
cBs3piBatoTCE ¢ TSA u TAA, mpurogHeIMu JJii KOHCTPYHUPOBAHUSI PELENTOPOB XHUMEPHBIX
AHTUTEHOB, a TaK)Ke HYKJIEOTUHBIE MTOCIEA0BATEIbHOCTH, KOTOPbIE KOJUPYIOT UX.

[00242] B  HeEKOTOpPbIX KOHKPETHBIX BapHaHTax  OCYINECTBJIEHHUS  aHTUIEH,
pacro3HaBaeMblii BHEKJIETOUHBIM TOMEHOM XMMEPHOIO aHTUT€HHOI'O peLenTopa, MpeaCcTaBiseT
co0ol aHTUTEH, KOTOphI 0ObIYHO He cumrtaercs TSA mmm TAA, HO KOTOpBIH TeM He MeHee
aCCOLIMHPYETCs] C OMYXOJIEBBIMH KJIETKAMHU HWJIM TOBPEXAEHHEM, BbI3BAHHBIM ONyXOJbio. B
HEKOTOPBIX BapHAHTaX OCYLIECTBICHMsS, HANPUMEpP, aHTHICH MpPEACTaBIsieT COOOH, Hampumep,
¢dakTop pocTa, LMTOKMH WM WHTEPJEHKHH, Harmpumep, (GakTop pocTa, LWUTOKHH, WIH
UHTEPJICHKNH, CBS3aHHbI C aHIMOT€HE30M MJIM BacKyJoreHesom. Takume (hakTopbl pocTa,
LIUTOKMHBI M UHTEPJICHKHUHBI MOTYT BKJIIOYATh, HApUMep, (PakTOp pocTa SHAOTENHS COCYIOB
(®POC), ocHoBHOI (akTop pocta udpodmacroB (bFGF), TpomOouuTapHsii ¢akTop pocra
(PDGF), ¢akrop pocra rematouutoB (HGF), uncynunononoOHeiit ¢akrop pocra (IGF) mmm
uHTepneiikuH-8 (IL-8). Omyxomu MOTyT Tak»e cO37aBaTh TMIOKCUYECKYIO CPeNy JIOKAJIbHOW 110

OTHOLIEHWIO K JAHHOH omyxonu. Takum o0pa3oM, B JpPYruxX KOHKPETHBIX BapHUaHTaX
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OCYIIECTBIIEHHSI aHTUTEH MpPEACTaBIsieT cOOOH (hakTop, CBSI3aHHBIN C TMIIOKCHEH, HarpuMep,
HIF-1a, HIF-1B, HIF-2a, HIF-2B, HIF-30 wnu HIF-33. Omnyxonm MOryT Takke BbI3BIBATH
JIOKaJIM30BAHHOE TIOBPEXIEHNUE HOPMAJbHONW TKaHHU, BbI3bIBAs BBICBOOOKAEHHWE MOJIEKYII,
M3BECTHBIX KaK MOJIEKYJIbl IaTOre€H-aCCOLMUPOBAHHOIO MolekyisapHoro marrepHa (DAMP;
TAKXK€ H3BECTHbIE Kak amapMuHbl). Takum o00pa3soM, B HEKOTOPBIX JAPYIMX KOHKPETHBIX
BapUAHTAaX OCYLIECTBJIECHUS aHTUTeH mpeacTtasisier coboit DAMP, nanpumep, Oenku TEmI0BOro
moka, OOkc 1 CBsI3aHHBIX C XPOMATHMHOM O€NKOB ¢ BbICOKOH mnozasrkHocThi0O (HMGB 1),
S100A8 (MRP8, xanrpanynun A), SIO0A9 (MRP14, xanrpanysuH B), CbBIBOPOTOYHBIN aMUION
A (SAA) umu Moxer ObITh N1€30KCUPUOOHYKJIEHHOBOW KHCJIOTOW, aaeHO3UHTpUdOCchaTOM,
MOYEBOI KUCJIOTOW WJIH CYJIb(aTOM renapuHa.

[00243] TpancmemOpaHHBIE 1TOMEH: B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
BHekJeTouHbli oMeH CAR coenunsiercss ¢ TpaHCMeMOpPAHHBIM JOMEHOM TNOJHIENTHAA C
MOMOUIBI0 JIMHKEPHOMW, CIENCEPHOM WM TMEeTJEBOW MOJUMNENTUAHON MOCIEA0BATEIbHOCTH,
HarpuMmep, mnochenoBarenbHocTd w3 CD28  wunu  nocnenosarenpHocTH w3 CTLAA4.
TpancmeMOpaHHBIE ~OOMEH MOXET OBbITh IOJNy4YeH WM OBITh  TNPOU3BOAHBIM U3
TPAaHCMEMOPAHHOTO JIOMEHA JIFOOOro TpaHCMEMOPAHHOTO OeNika U MOXKET BKJIFOUaTh BECh TaKOU
TpaHCMEMOpPaHHBI JOMEH WJIH €ro 4acTb. B KOHKPETHBIX BAapHAaHTaX OCYIIECTBJICHHUS
TPaHCMEMOPAHHBIH TOMEH MOXET OBITh IOJIy4€H U ObITh MPOM3BOAHBIM U3, Hanpumep, CDS,
CD16, peuentopa HUTOKHHOB U peLIENTOpa MHTEPJICHKIHA WIH perentopa (Gakropa pocra Wid
TOMY MOOOHOTO.

[00244] BHYTpUKJIETOYHbIE CHUTHAJbHbBIE JOMEHbI. B  KOHKpETHBIX BapHaHTax
ocyliecTBleHHsT BHyTpukierounblii nomeH CAR mnpeacraBisier coOol MM COAEPIKUT
BHYTPHKJIETOUYHBIH JIOMEH HJIM MOTHUB Oe€lika, KOTODPbIH 3KCIPeCcCHpyeTcss Ha MoBepxHocTH T-
KJIETOK M MHHULUHPYET aKTUBALMIO W/uiy npoiudepaimto ykasanHelx T-kietok. Takoit momen
WIN MOTHB CHOCOOEH IepenaBaTh INE€PBUYHbIA AHTHUICHCBSA3BIBAIOIIMN CUTHAJ, KOTOPBIH
HEoOXOmuM JUIsl aKTUBALUH T-JTUM(pOLIUTOB B OTBET HA CBS3BIBAHHE AHTHICHA C BHEKJIETOYHOMN
yacteto CAR. OOBIMHO 3TOT IOMEH MM MOTHB COIEPXKHUT HIM mnpencrasisier coboit [ITAM
(MOTHB aKTHBAllMM HAa OCHOBE THPO3MHA HMMyHOpeuenTopa). [lomunentuabl, comeprkamiue
ITAM, nomxomsmme mis CAR, Briarovaror, Hanpumep, uenb a3era CD3 (CD3() wiu ee
coxepsxamue ITAM gactu. B KOHKpETHOM BapuaHTe OCYIECTBIEHHs] BHYTPUKIETOYHBIN JTOMEH
SIBJIIETCSI BHYTPUKIIETOUYHBIM CHTHAJIBbHBIM AoMeHOM CD3( B apyrux KOHKpETHBIX BapHaHTax
OCYIIECTBIICHHsI BHYTPUKJIETOYHBINA TOMEH MPENCTaBiIsIeT cOO0H Lenb penentopa JMM(QOIHUTOB,
komruiekcHbId Oenok TCR/CD3, cybbenununy peuenropa Fe mnu cyopenuanny penenropa IL-
2. B HekotopbIx BapuaHTax ocymectsieHnst CAR IOMONHUTENBHO CONEPXKUT ONMH Win Oonee
KOCTUMYJIMPYIOIIMX JOMEHOB WJIM MOTHUBOB, HalpUMep, KaK 4acTb BHYTPHUKJIETOYHOIO JOMEHA
nojgunentura. OmauH wiau  Oojee KOCTUMYJIMPYIOLIMX JOMEHOB WJIM MOTHBOB MOTYT
NPEACTaBIATh COOOM WM MOTYT COAepXaTb OAHY WM Ooliee M3 KOCTUMYJHPYHOLIEH
nocienoBatenbHocTy  nonunentuaa  CD27, kocTUMynHMpyloolied — MOCIeN0BaTeNbHOCTH
nonunentuna CD28, koctumynupyrolei nocienosareiabHocTi nosmmnentuaa OX40 (CD134),

KOCTUMYJIUPYIOLIEH MOCJIEIOBATENbHOCTH MOJIUMENTH A 4-1BB (CD137) W
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KOCTUMYJIHPYIOIEel MHIyUHOeIbHONH nojunenTHaHoi nocienosarenbHocTH T-kierok (ICOS)
WJIN APYTOrO KOCTUMYJIMPYIOLIEr0o JOMEHA UM MOTHUBA WJIN JFO00H NX KOMOMHALIUH.

[00245] CAR Moryt Takxke COAep:KaTb MOTUB BbDKMBaHMs T-kieTok. MoTus
BbDKMBAEMOCTH T-KJIETOK MOXeT OBIThb J0OON MOJUNENTUAHON IMOCIENOBAaTENbHOCTBIO WU
MOTHBOM, KOTOPBIH 00Jierdaer BbDKMBAEMOCTh T-JTUM(OLUTOB MOCIe CTUMYJISILIUN AHTUTEHOM.
B HexoTOpBIX BapuaHTaxX OCYLIECTBJIEHHS MOTHB BbIKHUBAHHs T-KJIETOK HpeACTaBisieT COOOM
i nosydeH u3 CD3, CD28, BHyTpUKIETOYHOr0O CUTHANBHOTO 1oMeHa peuenrtopa IL-7 (IL-7R),
BHYTPUKJIETOYHOTO CUTHAJIBHOTO AoMeHa penentopa IL-12, BHYTPUKJIETOYHOTO CHUTHAIBHOTO
nomeHa peuenrtopa IL-15, BHYTpHUKIETOYHOrO CUrHajbHOro noMeHa peuenrtopa IL-21 wnm
BHYTPHUKJIETOYHOIO CUTHAJILHOTO JOMEHa peuentopa Tpanchopmupyroimero dakropa pocra 3
(TGFB).

[00246] MomupuuupoBaHHBIME HWMMYHHBIMH KieTkaMu, skcrpeccupyromumu CAR,
MoryT ObITh, Hanpumep, T-mumbounts! (T-knerku, Hanpumep, CD4+ T-xaerku nmu CD8+ T-
KJeTkn), uurotokcndeckne nmumdonntel (CTL) mmu ecrectBeHHble KieTku-kmuiepsl (NK). T-
TUMQOLUTBL, TMPHUMEHSEMble B KOMIIO3ULMSAX M Croco0ax, MPenCcTaBleHHBIX B JaHHOM
IOKyMeHTe, MOryT ObITb HaTuBHbIMH T-mmMmdonuramu wnmm MHC-orpannuenasMu  T-
muMporramu. B HEKOTOPBIX BapuaHTax OCyInecTBICHUs T-TUMQOIUTHI MPENCTaBISIOT COO0H
uHpupTpupyomue onyxonu gumdoruts! (TIL). B HeKoTOpBIX BapraHTax OoCyInecTBiIeHHs T-
auM@oruThI ObUTH BbIZIENIEHBI U3 OUOTICHU OIYXOJIU WK OBbLIM pa3MHOXKeHbI 13 T-1uMQpouunToB,
BBIJIEJIEHHBIX M3 OUOTICUU OMyXOJii. B HEKOTOPBIX APYrHX BapHaHTax OCYINECTBJIECHHs T-KJIeTKH
ObUIM BbIIENIEHBl U3 WM Pa3MHOXKEHBbI U3 T-ITUMQOLUTOB, BBIAENEHHBIX U3 Nepupepudeckoi
KPOBH, NMYTOBUHHON KpOBH MU JUM(pbl. FIMMyHHBIE KJI€TKH, MOJIEKAIINEe TPUMEHEHUIO IS
reHepanyu MOIU(HULMPOBAHHBIX UMMYHHBIX KIeTOK, skcnpeccupyromux CAR, moryt ObiTh
BbIJEJIEHbI C MPUMEHEHHUEM OOIIEMPHUHATHIX, OObIMHBIX CIOCOOOB, Hampumep, cOopa KpOBH C
nocienyomuM adgepesoM M, HEOOS3aTeIbHO, AHTUTEJIONOCPENOBAHHOIO BBIIEIEHHUS WIN
COPTHPOBKH KJIETOK.

[00247] MonupuuupoBaHHbIE HWMMYHHBIE KJIETKH MPEINOYTHTEIBHO  SIBIISTFOTCS
AyTOJIOTHYHBIMH ~WHAWBUAYYMY, KOTOPOMY HEOOXOAMMO BBOOUTh MOAMDHUIIMPOBAHHbIE
UMMYyHHBIE KJIETKH. B HEKOTOpBIX APYrHMX BapHaHTaX OCYIIECTBJIEHHs MOAN(DHLIHNPOBAHHbBIE
UMMYyHHBIE KJIETKH TPEINOYTHTEIBHO SBISIOTCS aJUIOTEHHBIMH HWHIUBUIYYMY, KOTOPOMY
HEOOXOIMMO BBOAMTHL MOIU(HUIMPOBAHHBIE WMMYyHHbIE Kierkn. Korma amnorenHele T-
muMporutsl miu NK-KIeTKH MPUMEHSIOT IS TOTyYeHUs] MOAHU(DUIMPOBAaHHBIX T-ITUM(pOLUTOB,
NPEATIOYTUTENbHO BhIOMparOT T-nmumbonntsl win NK-KIeTKH, 4TO yYMEHBIIAeT BEPOSTHOCTH
NOSIBJIEHUSI PEAKLUU «TpaHCIUIaHTaT npoTuB xo3suHay (GVHD) y unausunyyma. Hanpumep, B
HEKOTOPBIX BAapHAHTaX OCYIIECTBIEHHs BUpyc-crnienududeckue T-muMponnuTsl BbIOpaHbI A
NOJY4YeHUs] MOIU(PUIUPOBAHHBIX T-TUM(OLUTOB; OXHUIAETCS, YTO Takue JUMQOIUTHl OyayT
UMETh 3HAUYUTENIbHO YMEHBIIEHHYIO0 HATUBHYIO CIIOCOOHOCTD CBSI3BIBATHCS C M, TAKMUM 00pa3oMm,
aKTUBUPOBATbCS  JIIOOBIMH ~ AQHTHIE€HAMHU-PELIUITUEHTaMH. B HEKOTOpBIX  BapuaHTax
OCYIIECTBIIEHHUSI OTTOP’KEHHE, OMOCPEAOBAHHOE PELUIHMEHTOM, aJJIOreHHBbIX T-mumdoruron

MOJKET OBIThb YMCHBIICHO IMYTEM COBMECCTHOI'O BBCACHHUA XO3sUMHY OAHOI0 HIJIN Oornee
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MMMYHOCYIIPECCUBHBIX areHTOB, HalpuMep, LUKIOCIOPUHA, TaKpOJIUMyca, CHpPOJIHUMYCa,
ukiodochaMuia, WM TOMy ITOZOOHOTO.

[00248] T-numdormtsl, Hampumep, HemomudunuposanHele T-mumdorurer wmm T-
aumbountsl, 3Kcrpeccupyromue CD3 u CD28, unu coneprkaiiue MOJUNENTHA, CONep KAl
curHaibHbIi nomMeH CD3( u koctumysimpyromuii fomeH CD28, MoryT ObITh pa3MHOXEHBI C
npuMeHeHueM aHturen Kk CD3 u CD28, Hanpumep, aHTHUTEN, NPUKPEIUIEHHBIX K TpaHyJaMm;
cmotpu, Hanpumep, nateHTsl CIITA NeNe 5948893; 6534055; 6352694; 6692964, 6887466, u
6905681.

[00249] Monu¢uiupoBaHHbIE UMMYHHbBIE KJIETKH, Hampumep, MoaupuuupoBaHHbe T-
TUM}OIHTBI, MOTYT  He00s3aTeNbHO coziepkaTh «TeH camoyOwuiicTBay Wiu
«TPENOXPAHUTENbHBIA BBIKJIFOUATENb), YTO TO3BOJISIET BBI3BATh T'MOENb MO CYLIECTBY BCEX
MOIU(PHUIMPOBAHHBIX KJIETOK HMMYHHOH CHUCTeMBI, Korma 5TO HeoOxoxumo. Hampumep,
mMomuduuuposanHble T-TMMPOIUTHI B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS MOTYT COEPIKATh
red HSV-tumupnnkunaszsl (HSV-TK), kortopeiii BbBbIBaeT rudenb MoauduuupoBaHHBIX T-
TMM(OIUTOB TNPH KOHTAKT€ C TAaHLUUKIOBHPOM. B apyromM BapuaHTe OCYINECTBIICHHS
momuduuupoanHele  T-muMponuThl  comep)KaT HMHAYHNHMOENbHYKO — Kacmasy, Harpumep,
uHAyIuOenpHy0 kKacmasy 9 (icaspase9), Hampumep, CIUTHIA OeOK MeXIy Kacma3on 9 wu
yenosedecknM FKS506-cBs3pBarommM OekoM, 4TO MO3BOJISIET TUMEPU30BATHCS ¢ IPUMEHEHUEM
cnenuduueckol ¢apmauepTuueckoil Majoi moinekynbl. Cm Straathof et al., Blood 1 05(11
):4247-4254 (2005).

[00250] B onpenenenHbIx BapuaHTax ocyuiectsieHuss Coenunenue 1, Coenunenue 2
nnu CoenuHeHue 3, NPeIIOKEHHOE B JaHHOM JOKYMEHTE, BBOAAT MALMEHTaM C Pa3IMYHBbIMU
TUNIAMM  WJIM  CTaJUsIMH MHOXKECTBEHHOW MMeJIOMBl B KoMOuHammu ¢ T-xierkamuy,
MoAu(GUIMPOBAaHHBIMU XUMepHbIM perienTopoMm aHtureHa (CAR). B HekoTOpbIx BapmaHTax
ocymectieHus T-knetkamu CAR B kOMOMHAIMM C MHILIEHBIO AHTUTEHOM CO3peBaHHs B-
kietok (BCMA), a B Ooyiee KOHKpeTHBIX BapuaHTax ocyiecTBienus T-kimetkamu CAR bb2121
wii bb21217. B Hekoropeix BapuaHtax ocyuiectBienns CAR-monudunmposannas T-kneTka
npexncrasisier codoit JCARH125.

G. ®apmaneBTHYECKHE KOMITO3UIIHH

[00251] dapmaueBTHUECKHE KOMIO3WIMHU, TMpeaiaraéMble B JaHHOM JIOKYMEHTE,
cofiepKaT TepaneBTHUECKH >PPEKTHBHOE KOJUYECTBO ONHOTO WM HECKOJBKUX COCTUHEHUH,
NpeayiaraéMbelX B IaHHOM JOKYMEHTE, M HeoOs3aTeNbHO (papMalleBTHUECKH MPHEMIIEMbIH
HOCHUTEIb, pa30aBUTENb WM BCIOMOTATEIbHOE BEIECTBO.

[00252] VYka3aHHBIE COEOUHEHHMS] MOTYT OBITh COCTABJIEHbBI B  IOAXOJSIIHNE
JeKapCTBeHHbIE (OPMBI, TaKHE€ KaK paCTBOPBL, CYCIEH3UH, TaOJETKH, TUCTIEPTUPYEMbIe
TaONETKH, THJIFOJIH, KAaICyJbl, TOPOIIKH, MPernapaTbl ¢ 3aMEIJIEHHBIM BBICBOOOIKICHUEM WU
3JIMKCUPBI, JJIs1 EPOPAIBHOIO BBEIEHUS, UJIU B CTEPUIIBHBIX PAaCTBOpPAX WM CYCIEH3MsX IJIs
0(hTaTbMOIOTHYECKOT0 WJIM MAPEHTEPATBHOIO BBEEHUS, a TAaKXKe TPAHCIEPMAaJbHbIN IUIACTBIPb
U UHIajgsaTopbl B Buae cyxoro mnopomka. Kak mnpaBuio, coequHEHUs, ONUCAHHBbIE BBILIE,

COCTaBJICHbI B Q)apMaHeBTI/ILIeCKI/Ie KOMITIO3MLIMK C HUCIIOJIb30BAHUEM MCTOAOB H MCETOIHUK,
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XOpOLIO M3BECTHBIX B JaHHOW obOmactu TexHuku (cM, Hampumep, Ansel Introduction to
Pharmaceutical Dosage Forms, 7-e uzn. 1999).

[00253] B manHbIX KOMHOO3UIMSX S(PQeKTUBHBIE KOHIIEHTPALUH OXHOTO WM Ooyee
COEANHEHUN Wiu uX (apMaLeBTHUECKH MPUEMJIEMBIX COJIeH CMEMIMBAIOT C IMOIXOASIIUM
(bapmMareBTUIECKIM HOCUTEJIEM UJIM HAIMOJHUTENEeM. B KOHKPETHBIX BapUAHTAX OCYLIECTBICHUS
KOHLEHTPALUH COEJUHEHUH B KOMIIO3MLUSX SBISIOTCA AS(PQPEKTUBHBIMH ISl JIOCTAaBKU
KOJIMYECTBA, KOTOPOE IIPHU BBENEHHM JICYUT, MPEAOTBpAINaeT MJIM oOJjierdaer OOWH WU
HECKOJIbKO CUMITOMOB W/HJTH MPOTPECCHPOBAHNE MHOKECTBEHHON MHUEJIOMBI.

[00254] Kak mpaBuiio, KOMITO3WIIMM COCTABJICHBI JJIsi OJMHOKPATHOTO BBEHAEHUS JO3bL
JIis IPUrOTOBIIEHHUS] KOMITO3ULIMY MacCOBYIO HABECKY COCUHEHUs PACTBOPSIOT, CYCIIEHAUPYIOT,
OUCTIEPTUPYIOT WJIM HMHBIM OOpa3oM CMEIIMBAIOT B BBIOPAHHOM HANOJHUTENE C TaKOH
3¢ (eKTUBHON KOHLIEHTPAIMEH, YTO MATOJOTHYECKOE COCTOSHUE O0JIerdaeTcsi WM YIIy4IIaeTcs.
®dapmalrieBTHUECKHE HOCUTENM WM HAMOJHUTENH, MOAXOASILIME AJis BBEACHUs COEeIMHEHUH,
NPEACTABJICHHbIX B JaHHOM JOKYMEHTE, BKJIOYAIOT JIFOOBIE TAaKHe HOCHTENH, H3BECTHBIC
CTHEeLMANCTaM B JAHHOM 00JIACTH TEXHHUKH, TOAXOSIINE JIs1 KOHKPETHOTO CrIoco0a BBEICHUSI.

[00255] Kpome TOro, CoenMHEHUs MOTYT OBITh COCTAaBJICHBI B BUIE €IMHCTBEHHOIO
(apManieBTUYECKN aKTUBHOTO MHIPEINEHTa B KOMIIO3MIUU WM MOTYT ObITb OOBEOMHEHBI C
APYTMMU aKTUBHBIMH HUHIpeAUeHTaMU. JIumocoMasbHble CyCHEH3UH, B TOM YHCIJE JIUITOCOMBI,
HAlleJICHHbIE HA TKaHH, TaKHE€ KaK JIMIIOCOMBI, HALIEJIEHHbIE HA OIMYyXOJb, TAK)KE MOTYT OBITh
NPUTOHBI B KadecTBe (papMaLeBTHUECKH MPpUEeMIIEMBIX HocuTeneil. OHU MOTYT OBITh TIOJTYYEHBI
B COOTBETCTBHM CO CIOCOOAMH, HM3BECTHBIMU CIIELUAINCTaM B JAHHOW OONACTH TEXHHKH.
Hanpumep, numocoMHble JeKapCTBEHHbIE (OPMBI MOTYT OBITh IOJNY4€HBI, KaK H3BECTHO B
JaHHOW O0JIaCTH TeXHHMKH. BKpaTiie, JMIIOCOMBI, TaKe Kak MHOTOCHOWHbIEe Be3uKyibl (MLV),
MOryT ObITb  O00pa3oBaHbl IMyTE€M  BBICYIIMBAHUS  SIMYHOTO  (HOCHATUAMIKOIMHA U
dochaTunuiaceprHa roJOBHOrO Mo3ra (MOJSIPHOE COOTHOLIEHHE 7:3) Ha BHYTPEHHEH CTOPOHE
KoObl.  JIOOABNSIOT pacTBOp COENUMHEHHs], TMPENJIOKEHHOTO B JAHHOM JIOKYMEHTE B
3a0ydepennom ¢ocdarom ¢usnonorunueckom pactBope (PCB), NMUIIEHHOM IBYXBaJEHTHBIX
KaTHOHOB, M KOJIOY MEepeMEIInBAOT A0 TeX IMOp, MOKA JHMMUAHAS IJICHKa HE JUCTIEPTHPYETCSL.
ITony4yeHHble BE3UKyJIbl MPOMBIBAIOT ISl yAAJleHHUsS HEWHKAICYJIHMPOBAHHOTO COEIUHEHUS,
OCAXKIAIOT LEHTPUPYTUPOBAHUEM U 3aTeM pecycreHaupyoT B DCh.

[00256] AKTHBHOE COEOUHEHHE BKJIIOYEHO B (PapMaLeBTUUECKH IPHEMIIEMBbIi
HATIOJIHUTEIb B KOJIMYECTBE, JOCTATOUHOM JUIsl OKA3aHUsI TePAIEeBTUYECKU NoJie3HOro 3¢ dekra B
OTCYTCTBHE HEKEJATENbHBIX MOOOUHBIX 3 deKTax sl MalueHTa, TOABEPTAOLIEroCs JIEYESHHUIO.
Tepaneprudecku 3¢ppeKkTHBHAS KOHLEHTPALHSI MOXKET ObITh ONpenesieHa SMIHUPUIECKH MyTeM
WCCJICZIOBAHMSI COETUHEHUH B in Vitro u in vivo CUCTeMax, ONTMCAHHBIX B JTAHHOM JOKYMEHTE, U
3aTeM HKCTPANoJupOBaHa Ha OCHOBAHUU 3TOTO AJIsl JO3UPOBKU AJIs JFOAEH.

[00257] KoHueHTpaiusi aKTHMBHOTO COE€OUHEHUs B (hapMaleBTHUECKOW KOMITO3ULIUH
Oymer 3aBUCETb OT CKOpOCTel aOcopOuum, pacmpeneieHuss B TKaHAX, WHAKTUBALIUY,
MeTa0oIM3Ma U 3KCKPELMH AaKTHBHOTO COENMHEHMs, (PU3MKO-XUMHUYECKUX XapaKTEPUCTHK

AaHHOI'O COCOAHMHCHUA, rpa(bm(a AO3UPOBAHUSA MU KOJIUYCCTBA BBOAUMOI'O BEIIECTBA, a4 TAKXKE
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apyrux (aKkTOpPOB, M3BECTHBIX CIEIHANNCTAM B JAaHHOW oOmact TexHuKu. Hampumep,
KOJINYECTBO, KOTOPOE€ IOCTABIISETCS, SIBJIACTCS AOCTATOUHBIM JUIL OCJAOJIEHUS OJHOTO WM
OoJiee CUMITTOMOB paka, BKJIFOYAIOIIErO COJHMIHBIE OMYXOJH U OMyXOJIHd KPOBH.

[00258] PactBoppl WJIM  CYCHEH3UM, NPUMEHSIEMble JJisi  [APEHTEPAJbHOTO,
BHYTPUKOXKHOTO, MOAKOXXHOTO WM MECTHOTO INPHMEHEHUs, MOTYT BKJIOYaTh JIFOOOH U3
CIIEAYIOIIMX KOMIIOHEHTOB. CTEpUJIbHBIN pa30aBUTENb, TAKOW KaK BOAA [JIi HWHDBEKLHM,
(u3nONOrMYecCKUil  pacTBOp,  HeJeTydee  Macjio,  MOJUATHICHIJIMKONb,  TJIHLEPHH,
NPOMUICHIVIUKONb,  AMUMETUJIAleTAMUI UM JAPYroll  CUHTETHYECKUH  pPacTBOPUTEIND;
NPOTHBOMHUKPOOHBIE  CPEACTBA, TakWe Kak OCH3WIOBBIH CIOUPT M METWINapadeH;
AHTHOKCHJIAHTBI, TaKHUE€ KaK aCKOpOWMHOBas KHUCIOTAa W OHCYJIb(QUT HATPHS, XEIaTUPYIOIINE
CpeACTBa, TaKWe KakK STWICHOHMaMuHTeTpaykcycHas kuciora (DJTA); Oydepwl, Takume Kak
arietaThl, TUTPaThl U (pocdaThl, U CpencTBa s PErYIMPOBKH TOHHYHOCTH, TAKHE KAK XJIOPUJ
HAaTpUsi WM JekcTpos3a. [lapeHTepanbpHBIE TpenapaTbl MOTYT OBbITh 3aKIIOYEHbI B aAMITYJIbI,
IIMPHUL-PYYKH, OJHOPA30BbIE IIMPULBI, WM OIHOPA30BBIE WM MHOTrOpa3oOBble (DIAKOHBI U3
CTeKJIa, MUIACTUKA WIH JPYroro NOAXOAAIIEro MaTepuana.

[00259] B caywasix, Korja COEAMHEHMs MPOSBIAIOT HEAOCTATOYHYKO PAacTBOPUMOCTD,
MOTYT OBITh MCHOJB30BAHBI CIOCOOBI U COMFOOMIM3UPYIOMUX coennHeHnil. Takue crocoObl
M3BECTHBI CIELUAINCTAM B JAHHOH OOJACTH TEXHWKH M BKJIOYAIOT, HO HE OrPaHUYHBAIOTCS
UMU. TIPUMEHEHHUE COpacTBOpHTENeH, Taknx kKak aumerwmicyibpokcun (JIMCO), npumenenue
MOBEPXHOCTHO-aKTUBHBIX BelIecTB, Takux kak TWEEN®, unu pacTBOpeHHE B BOJHOM PAaCTBOPE
ruapokapOoOHaTa HATPUS.

[00260] Ilpu cMemmBaHUK WK AOOABJICHUM COeNMHEHUsI(I) TOMyYeHHAss CMECh MOXKET
HPENCTABISTh COOOM pacTBOp, CYCIEH3UIO, 3MYJBbCHIO WM TOMy mnomoOHoe. JlekapcTBeHHas
dopmMa MONYyUEHHONW CMECH 3aBUCUT OT psna (akTOPOB, BKIIOUAs MPEATNONaraeMblii Criocod
BBEICHHsI M PACTBOPUMOCTb COEOUHEHHs B BbIOPAHHOM HOCHTENE WIM HAINOJHUTEIE.
O¢ddexTrBHAS KOHIEHTpALUsl JOCTATOYHA JJIsI YMEHBIIEHUS CHMITOMOB 3a00JIeBaHUs,
HAPYILISHHs WK MATOJIOTHUH, H MOKET OBITh ONpeAeeHa SMITUPUUECKH.

[00261] ®apmaneBTHUECKHE KOMITO3ULIMHM TMPEAHA3HAYEHbI AJII BBEAEHUS JIEOISIM H
JKUBOTHBIM B BHJI€ JIEKAPCTBEHHBIX (POPM E€IMHUYHBIX /03, TAKHX KaK TaOJIETKH, KarcCyJbl,
MWIIOJY, TOPOLIKH, TpaHyjbl, CTepUJIbHbIE NapeHTepajbHble PAacTBOPbl WM CYCHEH3UHU, U
pPacTBOpPBI WM CYCIEH3UHU AJI MOJOCTH PTA, a TAKXKE 3MYJbCUHU MACIO0-BOJAA, COMEpIKALIMX
NOAXOMALINE KOJMYECTBA COEAMHEHUH Wi HX (apMaleBTHYECKH TNPUEMIIEMBIX COJEH.
DapmaleBTHUYECKH TepaneBTHUYEeCKU aKTUBHbIE COEAMHEHUS] U UX COJIM COCTABISIOT U BBOIAT B
BUAE EIUHUYHBIX JICKAPCTBEHHBIX (OPM WM JIEKapCTBEHHBIX (OPM MHOTOKPATHBIX 03
Ennangnble nekapcTBeHHblE (OPMBI, NPUMEHSEMblE B JAHHOM JIOKYMEHTE, OTHOCATCS K
($u3nYeCKn TUCKPETHBIM €IUHHUIAM, ITOAXOISIINAM IS JIFOJe U JKUBOTHBIX, U YIIAKOBBIBAIOTCS
MHIMBUAYAJIBHO, KaK U3BECTHO B JAHHOH oOnacTy TexHUkH. Kaxxnas ennHudHas 1032 COOepIKUT
NPENONpeaeIEHHOEe KOIUYECTBO TEepaneBTUYECKH AKTUBHOIO COEAMHEHHUs, OCTaTOYHOIO [JIs
NOJIyYEeHHUS] JKEJNAaeMOro  TepaneBTU4ecKoro »sddexra, B COUETAHMH C HEOOXOAMMBIM

(dapMaleBTUYECKIM HOCUTENIEM, HAIOJHHUTENeM WiIHu pazOaButenem. IIpumMepsl eTUHHUYHBIX
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JEKApCTBEHHbIX (OPM BKIIOYAOT AMITYJbl M IONPUIBl, M WHAWBUAYAJIBHO YIIAKOBAHHBIE
TabNeTKu WM Kancynbl. EnuHuuHBIE NekapcTBeHHbIE (JOPMbI MOXKHO BBOJAUTH B BHJE HacTeil
WIN UX KPaTHBIX BeMM4MH. JlekapcTBeHHast (opMa MHOTOKPATHOHM O3Bl MPENCTaBIsET COOOH
MHOYKECTBO UICHTUYHBIX €IMHUYHBIX JIEKAPCTBEHHBIX (POPM, YIIAKOBAHHBIX B OJMH KOHTEHHEP,
KOTOpble OJDKHBI BBOAMUTHCS Pa3lieibHbIMU E€AMHUYHBIMHU JIEKAPCTBEHHBIMHU (hopMamu.
ITpumeps! JeKapCTBEHHBIX (OPM C MHOXKECTBOM 103 BKIIHOYAIOT (hJIakoHbI, OyThuH TabJeToK
WM Karcyn wid OyTbUIM NMUHT WM rajwioHoB. CrenoBaTenbHO, JeKapcTBeHHas (opma
MHOTOKPATHOM J103bI MPEACTABIISIET COOOM MHOKECTBO €IUHUYHBIX 103, KOTOPBIE HE Pa3/IeIeHbI
B YIAKOBKE.

[00262] MOXHO HM3TOTOBUTH JIEKAPCTBEHHBbIC (POPMBI MJIM KOMIIO3HMLIUH, COAEPIKALIHE
aKTUBHBIN MHrpenueHT B auana3zoHe oT 0,005% no 100%, rme ocTainbHYIO 4acThb COCTaBIISIET
HETOKCHUYHBIH HOcUTeNb. J{s1 mepopasbHOro BBeAeHHs (HapMALIEBTUYECKH MPUEMIIEMYIO
HETOKCHUYHYI0 KOMIIO3HMLHUIO TOJYYAKOT MYyTeM BHECEHHs JIF0OOro M3 OOBIYHO MPHMEHSEMBIX
HANOJIHUTENEH, TakuX Kak, Hampumep, (GapMaleBTHUECKHE KJIaCChl MAaHHUTA, JIAKTO3BI,
Kpaxmaja, cTeapaTa MarHus, TajbKa, NMPOU3BOAHBIX LEJUIIOJIO3bL, HATPUH-KPOCC-KapMEJUIO3bI,
TJIFOKO3BI, caxapo3a, KapOoHaTa MarHus WM caxapuH HaTtpusi. Takue KOMIO3HIHMU BKIIIOYAIOT
pacTBOpBI, CyCIEH3MH, TaOJEeTKH, KAaIlCyJbl, TOPOIIKH M COCTaBbl C 3aMEIJIEHHBIM
BbICBOOOXKIIEHHEM, Takue  Kak

HO HE OorpaHu4urBasiCb HUMH UMILIAHTAThI u

2 2

MUKPOUHKAICYJIMPOBAHHbIE CHUCTEMBbI JOCTaBKH, W Ouomerpagupyemble, OHOCOBMECTHMBbIE
MOJIMMEPBI, TaKU€ KaK KOJJIareH, 3THJIEH BHUHWIALIETAT, MOJMAHTUAPHUABI, MOJUTIINKONEBas
KHCJIOTA, MOJUOPTO3(HPHI, MOJMMOJIOUHAs Kuciora U apyrue. CrocoObl MOMy4YeHUs TaKUX
KOMITO3UIIMI OYE€BUAHBI CIIEIIHATNCTAM B JTAHHOH 00JIACTH TEXHUKH.

[00263] AKTHBHBIE COeOMHEHHS WIH (hapMalleBTUUECKH MPUEMIIEMbIE COJIU MOTYT OBITh
HOJIYYeHbl C HOCHTENSIMH, KOTOpbIE 3aIMUINAIOT COCAMHEHHE OT OBICTPOrO BBIBENEHHS U3
OpraHu3Ma, TaKUMH KakK JIeKapCTBEHHbIE (OPMBI I BBICBOOOXKIEHHS CO BPEMEHUM WU
IIperaparsl C MOKPHITUEM.

[00264] Kommno3uiiuu MOTYT COAEep KaTh APYrUe aKTUBHBIE COCIUHEHUS IS TOTYYeHHs
KeJlaeMbIX KoMOWHanwmii cBoWcTB. CoeaMHEHUs, MpeyaraeéMbple B JaHHOM OIMCAHHMHM, WIIH HX
(apMaeBTHYECKH MPUEMJIEMbIE COJIH, KaK OMHMCAHO B JAHHOM JIOKYMEHTE, TaK)XKe€ MOTYT OBbITh
NPEUMYLIECTBEHHO BBEIEHBI B TEPAMEBTHUYECKUX MM MPOPUIAKTUYECKHX LEJIIX BMECTE C
apyruM ($apMakOJIOTUYECKHM CPEICTBOM, KOTOPOE M3BECTHO B OOINEM YPOBHE TEXHUKHU Kak
NOJIE3HOE JUIL JIEYEHUS] OFHOrO Win Oosiee 3a00NE€BaHMH MM MEIULUHCKHX COCTOSIHUH,
YIIOMSIHYTBIX BBIIIE B JTAHHOM JTOKYMEHTE, TAKUX Kak OOJIe3HM, CBS3aHHBIE C OKHUCIHUTEIbHBIM
crpeccom. Cnenyer MOHMMATh, YTO Takas KOMOWHUPOBAHHAs Tepamnus IMPENCTABISET COOOH
TOTIOJTHUTEIIBHBIN aCTEeKT KOMITIO3ULMHA U CHOCOOOB JIEUEHHs], IPEACTABIEHHBIX B JaHHOM
JOKYMEHTE.

H. Ouenka AxtuBHoctu H CBoiicTB faHHbIX CoeqMHeHuN

[00265] CranpaptHble ¢usnonOrnyeckue, (apmakosornueckue U OHOXUMHUECKHUE
NpOLENypbl AOCTYIHBI Ui MCCIEAOBAHUS COSAMHEHUI sl MAEHTH(UKALUU TeX, KOTOpbIe

00ajmaroT KeJaeMbIMH CBOWCTBAMH, B TOM 4YHCJE€ AKTHBHOCTBIO NPOTHUB Mposudepanuu
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MHOYKECTBEHHON MHEJIOMBI U a[IeKBATHBIM IPOQHieM O0e30MacHOCTH.

Takue aHanM3pl BKIIOYAIOT, HAPUMeEP, OMOXMMHUYECKHE aHAJIHM3bl, TAKUE KaK aHAJIN3bI
CBSI3bIBAHUS, aHAIM3bl PAJANOAKTHBHBIX BKJIIOUEHHUH, a TAK)Ke pPa3jIMYHbIE aHAIU3bI Ha OCHOBE
KJIETOK.

[00266] IIpow3BoaHbIE H3OMHAOIMHOHA U HMX TEPANeBTUYECKOE NPUMEHEHHe ObLIN
onrcanbl, Hanpumep, B narente CIIIA Ne 8518972. Heoxunanno, Coenunenue 1, CoenuHeHune
2 n CoenuHeHne 3 JEMOHCTPUPYIOT HEOXKHUJAHHbIE U IIOJIE3HbIE CBOMCTBA, KaK IOKAa3aHO B
paznene Ilpumepsl. [laHHBIE TONE3HbIE CBOWCTBA BKJFOYAOT 3HAYMTENIBHO YBEIUYCHHYIO
AKTUBHOCTh TMPOTHUB MHOXKECTBEHHOH MHEJOMbI, MOBBIIIEHUE ypPOBHEW amomnrto3a, u Oosee
CIIbHBIH U 3(QeKTHBHbII OTBET B KOMOMHAIMM C JEKCAMETA30HOM, M YJAHMBUTEJBHO
YIYYIIeHHBIH Npopuib Oe30MacHOCTH, KaK TMOKAa3aHO MO CHIKEHUIO (YHKUHOHAJIBHON
aKTUBHOCTH Ha anpeHepruieckux ol m modammuoeeix D2 penentopax (in vitro, a Takxke in
ViVO), YIy4IlIeHHe CeJIEKTUBHOCTH MO KJIETOK (KaK MOKa3aHO MO CHIKEHHUIO THOeTH KIIETOK
HE MUEJIOMBI), U yMeHblIeHne naruonposanust CYP3A4.

[00267] T1oHATHO, YTO BBIMIETPUBEIECHHOE MOAPOOHOE OMHCAHUE U COMPOBOIUTENbHBIE
NPUMEPBI SIBISIFOTCSI BCErO JIMIIb WIUTFOCTPATHBHBIMU, M HUX HE CJIEOyeT BOCIPHHUMATH Kak
orpaHmyeHne oO0bemMa oO0BekTa u3o0peTeHUss PasnudHble W3MEHEHUss W MoaudUKau
OINMCAHHBIX BAPUAHTOB OCYLIECTBJIEHHMs OYAYyT OYEBUIHBI CIIELIUATUCTAM B JAHHOW O0JACTH
TeXHUKH. Takue M3MEeHEeHus: U MOAU(HUKALMM, BKJIFOYas, Oe3 OrpaHHYEHUs, OTHOCSIIUECS K
XUMHYECKUM CTPYKTYpPaM, 3aMECTHUTENsIM, IPOH3BOAHBIM, IPOMEXKYTOUYHBIM COECIUHEHUSIM,
CHHTE3y, COCTaBaM H/HJIM Croco0aM NMPUMEHEHMs], IPUBEJEHHBIM B TAHHOM JOKYMEHTE, MOKHO
OCYIIECTBIISITh, HE OTCTymHas OT ero cymsHoct u oObema. Ilarentsr CIIA u nyOnukauuy,
YIIOMHHAEMbI€ B JAHHOM JOKYMEHTE, BKJIIOUEHbI B JAHHBIN TOKYMEHT MTOCPEICTBOM CCBUIKH.

6. IPUMEPBI

[00268] Hexotopsie BAapPUAHTHI OCYLUECTBJIEHUSI  JAHHOIO n300peTeHus
NPOMLTIOCTPUPOBAHBI CIIEAYIOLIMMH HEOTPAHMUHBAIOIINMU IPUMEPAMHU.

CokpaineHus:

AcN/ACN AueToHUTpuUII

AIBN A300ucH300yTUPOHUTPILIT

Boc tper-OyTokcukapOoHmI

Boc,O nu-Tper-OyTmnankapOoHaT

tBuOK Tper-OyTokcun kanus

JATIDA JIunzonponuasTHIaMUH

JIM®A N, N’-JIumetnnpopmamus

JIMCO umernncyib(okcnn

EtOAc Otunauerar

HIIC H3onponaHoi Uiy 2-nponaHos

MeOH Meranon

MM MHoxecTBeHHass Muenoma

NBS N-O0pomMcykumHIMHEL
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AMP Anepusiii MarautHbiil Pesonanc

MKIIK MoHoHYyKJI€apHbIe KIETKH Mepru(epruuecKoil KpOBU YeJIOBEKa

1-PrOAc U3onponunanerar

TBDMS Tper-0yTUiIIuMeTUICHITIII

TBDMSCI tper-0y THIAMMETHIICUITHIIXIOPU

TI'® Terparunpodypan

TCX Tonkocnoiinas xpomaTtorpadus

TMSCI TpuMeTUICUITUIXIOPHUT

[pumep 1.Cunre3 4-(4-(4-(((2-(2,6-auoxconunepuann-3-ui)-1-0oKkcoON30UHAOTHH-4-

WI)OKCH)MeTHJ)0eH3ua)nunepa3un-1-mwn)-3-propoernzonurpuia (Coenunenne 1).

NG

[00269] 2-AmunHO-5-MeTOoKCH-5-0KCcOmeHTaHOBas kucaora. K cycneHsum 2-
aMHHOTIyTapoBoi Kuciotsl (250 r, 1,70 monp) B cyxoMm metanone (2,5 1) B atmMocdepe azora
nobasysimu TpuMeTHacwwxyopun (277 r, 2,55 monb) B Teuenne 30 munyT. IlomyueHHBIN
NpO3payHbIl PacTBOP MNEpeMEINnBaIM NMPU KOMHaTHOW Temreparype (20 °C) B teuenue 30
MUHYT. 'H saMPp MOKa3aJ, YTO WCXONHBIM Marepuan ObUl H3PACXOAOBAH IOJHOCTHIO.
PeakiHOHHYI0 CMeCh HCIIOB30BANN HA CIEAYIOLIeil CTaaNH 6e3 JOTOTHATEIbHOH OTMBIBKH. 'H
SIMP: 400 MI'u CD30OD 6: 4,17-4,15 (m, 1H), 3,71 (¢, 3H), 2,70-2,60 (m, 2H), 2,33-2,25 (m, 2H).

[00270] 2-((TpeT-0yTOKCHKAPOOHUJI)AMHHO)-5-MeTOKCH-5-0KCONEHTAHOBAS
kucaora. K nomyueHHomy pactBopy noOasisuin TpudTWiIaMuH (275 1, 2,72 MOJb) U OH-TPET-
Oyrunaukapbonar (447,35 r, 2,05 moinb). PeakunonHyo cmech nepemermmBanu npu 25 °C B
TedyeHue 2 yacoB. PacTBop ynmapuBanu nocyxa, 3ateM nobaBisui Boay (2,5 1) 11 pacTBOpEHUs
ocratka. Ilomy4eHHbI BOJAHBIA pPAaCcTBOP MNpOMbIBAIM dTHianeratom (200 wmu), 3atem
nonkucisiin 1o pH=3 ¢ nmomompo HCl (1 H) u skcrparuposanu stunaneratom (1 m x 3).
Oprannyeckrie CIOU MPOMBIBAIN COJEBbIM pacTBopoM (800 mur), cymmiam Han Cyiabdparom
HaTpus, (UIBTPOBAJIM W YHAPUBAIA C TOJNy4YeHHUEM 2-(Tper-OyTOKCHKapOOHMIIAMHHO)-5-
METOKCH-5-0KCOMEHTaHOBOH KUCIOTHI (250 T, BbIXOA 56%, NBE cTaanu) B BUIE OEJIOr0 TBEPIOTO
semectsa. 'H SIMP: 400 MI'y CDsOD §: 4,18-4,11 (m, 1H), 3,69 (¢, 3H), 2,48-2,43 (M, 2H),
2,21-2,15 (m, 1H), 1,95-1,91 (m, 1H), 1,46 (c, 9H).

[00271] Metna S-amuHo-4-(TpeT-0yTOKCHKAPOOHUIAMHHO)-5-0Kco-eHTaHoaT. K
pactBopy 2-(TpeT-OyTOKCHKapOOHHMIAMUHO)-S5-METOKCH-5-OKCOMEHTaHOBOH KUCIOThl (200 T,
765 mmonb) B 1,4-muokcane (1,5 m) nobasmsmu au-Tper-OyTmn nukapOonar (267 r, 1,22 mmonb)
u upuauH (121 1, 1,53 momnp). I[Tocne Toro, kak peakMOHHY0 cMech nepemenmsany npu 25°C
B TeyeHue 30 MuHyT, kK cMmecu pobOaemsim kapOonat ammonus (182 r, 2,30 monp) u

nepeMelnBanu B TeueHue eue 16 yacos npu 25 °C. OpraHuyeckuil pacTBOpUTENDb YAANIIN HA
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poropHoMm wmcmapurtene, ocratok noakucusuin HCl (6 M) no pH=3, a 3aTteM 3KCTparupoBaju
stunaneratoM (800 mu x 3). OOpenuHEHHYI0 OpPTraHMYECKYI0 (pa3sy NHpPOMBIBAIN COJEBBIM
pactBopom (800 mut), cymunu Hapn cyibdaroM Hartpusi U ¢GuibTpoBaid. JleTydme BemiecTBa
yIAJsId  TpU  TNOHM)KEHHOM  JIaBJIEHUHM C  TOJY4YeHHEM  MeTHn  S-aMuHO-4-(Tper-
OyTokcukapOoHMIaMUHO)-5-0kconeHTtaHoara (180 r, Bbxoxm 90%) B Buae Oenoro TBEpAOrO
Bemectsa . 'H SIMP: 400 MI'u CDCls &: 6,51 (¢, 1H), 5,94 (c, 1H), 5,43 (c, 1H), 4,21 (¢, 1H),
3,63 (c, 3H), 2,59-2,40 (m, 2H), 2,15-2,11 (m, 1H), 1,94-1,90 (m, 1H), 1,42 (c, O9H).

[00272] Metua 4,5-nuamMuHO-5-0KcOo-neHTaHOAT rHApoxJopua. Cmech meTuwn S-
aMuHO-4-(TpeT-OyTOKCHKapOOHMIAMUHO)-5-0KkconenTanoara (180 1, 692 wMmonb) W
HCl/stunanerar (300 mi, 4 M) nepememuBanu npu 25°C B teyenne 12 uvacoB. OcaxneHHOE
TBEPJIOE BELIECTBO COOMpaIN BaKyyMHOH (priIbTpaLueil 1 mpoMeiBain StuareratoM (500 mi) ¢
NOJIyYeHHUEM MeTh 4,5amaMuHo-5-0okconeHTanoar rugpoxiopuna (130 r, Bexox 95%) B Buze
0eNoro TBepAOro BEIIECTRA. 'H SIMP: 400 MI'y CD;0OD §: 4,00-3,96 (M, 1H), 3,70 (¢, 3H), 2,59-
2,52 (m, 2H), 2,222.13 (m, 2H).

[00273] Metun 3-ruapokcu-2-mermii-6enzoar. Yerbipe 3arpy3ku (200 r kaxmas)
npoBoawsn mapajuieabHo. K pactBopy 3-ruapokcu-2-mermnOen3oiHol kucnotsl (200 T, 1,31
MoJsb) B MeraHode (4,0 ;) mo0aBisiid KOHLEHTPUPOBAHHYIO CEpHYKO KHCIOTY (47,7 1, 486
MMoOJb). PeakumonHyro cmech nepememuBanu npu 60 °C B teyenume 17 4HacoB m 3arem
ynapusanu 10 800 mu. [lonydennyro cmech oxnaxkaanu 10 20 °C U MeJIeHHO BbUIMBAJIM B BOLY
(400 mi) B Teuenue 30 munHyT. JoGasmsimm Boxy (1200 mur) mpu 20°C B TeueHue 3 4acoB U
NOJyueHHYI0 cMech nepememnBanu npu 20 °C B teuenue 1 uyaca. OcaxxaeHHOE TBEpAOE
BEIECTBO COOMpaiu IMyTeM BaKyyMHOH ¢uibTpauun (OOBEIUHEHHbIE YeTBIPE 3arpy3ku) H
IPOMBIBAIN TPHU pasza Bonoi/meranosnoMm (1000 mu, 9:1), uau no Tex mop, moka GuibTpatr He
umen pH > 3. TBepnoe BemecTBo cymwiu nox Bakyymom npu 45°C ¢ nonyueHuem merun 3-
rugpokcu-2-metunoenszoata (700 r, Berxon 80,4%) B BUe CEpOro TBEPAOTO BEIIECTBA. 'H SIMP:
400 MI'u IMCO-d¢ 6: 9,70 (c, 1H), 7,18 (T, J=6,8 T'y, 1H), 7,09 (T, J=7,6 'y, 1H), 7,00 (T,
J=6,8 ', 1H), 3,81 (c, 3H), 2,29 (c, 3H).

[00274] Metun  3-[Tper-0yTHI(AUMETHI)CHINI|OKCH-2-MeTHI-0eH30aT.  [IBe
3arpy3ku (240 r kaxpas) mpoBOmMWIM mapaienbHo. K pacTBOpy MeTwa 3-THOPOKCH-2-
metmwiOensoara (240 r, 1,44 monb) B JIMDA (1,40 1) nobasmsin umunaszon (246 r, 3,61 monp) u
Tper-OyTunaumermncmmxiopun (238 r, 1,58 mone) mpu 5 °C. Ilocne nobamneHus, cmech
Harpesaiu 10 20°C u nepememnuBainu B TedeHue 6 dacos. JloOasmsm nzonponuianerat (1700
MJI) , a 3areM MeUIeHHO nolaBms Boay (2000 M) B TO BpeMsl Kak TEMIIEpaTypy
nonnepxkuBain Huxke 30 °C. TlomydeHHYIO CMeCh MepeMeIluBalid, U OPTaHUYecKyr (asy
oraensn. OOBEIUHEHHYIO OpraHnveckyro (asy (oObennHeHHbIE IBE 3arpy3Kd) MPOMBIBAIIH
Bonoit (1700 mi x 3) m ymapusanmu 1o ~1500 mu (KF < 0,05%). IIpoaykT XpaHuian B BHIE
pacTBOpa B H3ONPONMJIALIETATE, KOTOPBIH HCIONB30BANM JJsl Cleayromeid craguu  0e3
JONOJIHUTEIIbBHOU OYUCTKH.

[00275] Metna 2-(6pommertuna)-3-[Tper-0yTHa(aumeTHa)cuanalokcu-0enzoar. [Ise

3arpy3ku (~ 375 r kaxkpmas) mposomwid mapauienbHo. K pactBopy Merun 3-[Tper-
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OyTun(numerni)cuami|okcu-2-metmnoensoara (~ 375 r, 1,34 Monp) B H3OMpoOnMianerare
nobasnsimu N-Opomcykumaumug (274 r, 1,54 monb) u azobucuzobyruponurpun (4,40 r, 26,8
MMoJib). Peakunonnyro cmech HarpeBasiu no 70°C B TeueHue mo MeHbinedi mepe 1 yaca u
nepememnBanu npu 70 °C B Teuenue 4 yacoB. Peakuunonnywo cmech oxnaxaaiu no 20°C u
Bbiiep)kuBasin npu 20 °C B TeueHue no MeHbluedl mepe 1 waca. JlBe 3arpy3ku TBepAOro
BeIecTBa (CyKUMHMMUAA) yIAIUM (UIBTPOBAHMEM M NPOMBIBAIN H3omponuianeratom (700
mu1). QUIBTPAT MPOMBIBAIM HACBIIEHHBIM PAacTBOpOM cyibdura Hatpus (700 r) B Boxme (6000
mt), 3ateM Bonoi (1500 mur). OpraHudeckuii ciioi neperoHsuu noa Bakyymom npu 45°C nocyxa
¢ mojydeHueM wmetua 2-(Opommerun)-3-[Tper-OyTun(aumeriun)cuiii]okcudbenzoara (920 T,
BbIXOA 95,5%) B BHIE TEMHO-OPAHKEBOTO Macia. 'H SIMP: 400 MI'u JIMCO-dg &: 7,45 (m,
J=6,8 I'n, 1H), 7,36 (T, J=8,0 I'u, 1H), 7,13 (1, J=7,2 ', 1H), 4,95 (¢, 2H), 1,02 (¢, 9H), 0,29 (c,
6H).

[00276] Metua S-amuno-4-[4-[Tper-0yTun(aumerni)cuiani]oxkcu-1-okco-
H30MHAOJHH-2-11]-5-0kco-neHTanoat. K nepemernnsaemMomMy pacTBOpy MeTUl 4,5-1uaMHHO-
5-okconeHtaHoat ruzapoxsopuaa (74,5 r, 379 mmonb) B aueronutpuie (2,50 x) mobasisuu
meTunn 2-(06pommetin)-3-[Tper-Oyrun(aumer)cuiin |okcubenzoar (125 r, 348 wmmons). K
cycneH3un nobasnsum quusonponmwnTIiaMuH (89,9 r, 696 MMOIb) Yepe3 KarneabHYI0 BOPOHKY
B TeueHue 10 MuHYT u 3areMm cmech nepememuBanu npu 60°C B TeueHue 16 dyacos.
Peakunonnyro cmech pazdasnsian stunaneraroMm (1,0 i), mocnenosarensHo npomeisann HCI (1
H, 1,0 n), runpokapbonarom Hatpus (Hac., 1,0 1) u coneseiM pactBopom (1,0 i). Opranuueckuit
CIOW  ymapuBaJiu €  TIOJYyYEHHMEM  HEOYHMINEHHOro  MeTusn  S-amuHO-4-[4-[Tpert-
Oy THII( TUMETHIT ) CHITUJI | OKCH- | -OKCOM30MHIOJINH-2- 1T |-5-OKCOTIEHTaHOAaTa (108 r,
HEOYMIICHHbII MPOAYKT) B BuAe OjemHo-kenToro TBepmoro BemectBa. XXKX-MC: m/z 407,3
[M+1]".

[00277] Metu S-amuHo0-4-(4-ruapokcu-1-0KCco-U30MHAOTHH-2-IJT)-5-0KCO-
neHrtaHoatr. K mnepememnBaeMOMy XOJOZHOMY pacTBOpPy MeTHs S-amuHO-4-[4-[Tpert-
Oy THII( TUMETHIT ) CHITUJI | OKCH - | -OKCOM30MHIONMH-2- 11 |-5-0kconenTanoara (108 r, 266 MMoIib) B
N, N-nmumerundopmamune (350 mi) nopuusimu godassin kapoonat kamus (14,7 v, 106 mmorb)
B Boge (40 mu) B Teuenne 5 muHyT. [lONy4eHHYI0 pPEakLMOHHYIO CMECh MEPEeMEIINBAIN TPU
15°C B Teuenmne 15 yacoB. PeakIMOHHYIO CMeCh OXJIQXKOAJIM Ha JICASHOH OaHe W MENJICHHO
nobasystmn HCL (12 M, 15 mi) mpu 0-5 °C. K cmecu pobasnsimm aneronutpun (200 mi), u
oOpasoBbiBasicst ocanok. CyCneH3uro NMepeMeInnBaii PpU KOMHATHOW TeMIepaType B TEUCHHE
10 mMunyT M ¢punbTpoBamu. Ocagok Ha QuibTpe mpombiBaiH dTHianeraroM (200 mu x 5) ¢
nojy4eHueM mnpoaykra (55 r). @uupTpaT ynapuBasd MOJ BBICOKMM BaKYyMOM C TOJyYE€HUEM
HeounieHHoro npoxykra (100 r) xoropslii pactBopsin B auxiopmerane (1,0 1) u ocrasisu
crosatb nipu 15°C B Teuenune 16 ywacoB. OOpa3oBBIBAIOCH Oelioe TBEpAOe BELIECTBO, KOTOPOE
¢unbTpoBaNM C MONy4YEHHEM S5 T MponykTa. TBepzple BemecTBa OOBEAMHSUIN C IOJNYyYEHHEM
METHJ S-aMUHO-4-(4-TUAPOKCH- 1 -OKCOM30MHAONNH-2-1)-5-0KkconeHTanoara (60 r, Berxon 77%)
B BUze O€JIoro TBEPAOro BELIeCTBa. 'H SIMP: 400 MI'g JIMCO-dg 8: 7,58 (¢, 1H), 7,31 (1, J=8.0
I'n, 1H), 7,197,14 (m, 2H), 7,01 (m, J=7,6 I'u, 1H), 4,75-4,71 (m, 1H), 4,50 (n, J=17,6 I'u, 1H),
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4,32 (n,J=17,6 T'u, 1H), 3,51 (¢, 3H), 2,29-2,18 (m, 3H), 2,09-1,99 (m, 1H).

[00278] Metua S-amuno-4-[4-[[4-(OpommeTna)Ppennn]|meroxcu]-1-oxco-
W30HHAOJMH-2-11]-5-0kco-neHTanoar. /e peakumu (25 1, 85,5 MMonb) mpoBOIMIH
napajuienbHO. Cmech 1,4-Ouc(6pommernn)oensona (67,7 r, 257 mmons), kapOonata kamust (11,8
r, 85,5 MMosb) U MeTUl S-aMUHO-4-(4-rUIPOKCH- 1-OKCON30MHAOINH-2-1JT)-5-0KCONEHTaHOaTa
(25 1, 85,5 mmonb) B anerorutpuiie (1 i) nepemenrnsamu npu 60 °C B Teuenue 16 yacos. /[Be
3arpy3ku OOBEOUHSAIN U cMech oxnaxaanu 10 15 °C u ¢unprpoBanu. @uibTpar ynapuBaiu U
OCTAaTOK OYHINAJNK KOJOHOYHOM xpomartorpadueii Ha cunukarene (dmoupoBanue 50%
neTposielinoro 3¢upa B strnanerare 10 100% sTunanerara) ¢ MOJy4YeHUEM METHI S-aMHHO-4-
[4-[[4-(6GpommeTwn)peHmIT |METOKCH] - 1 -OKCOM30MHIOINH-2- 1T |-5-0KkconenTaHoaTa (52 T, BBIXOA
63%) B Buae OENOro TBEpAOro BEIECTRa. 'H SIMP: 400 MI'u JMCO-dg &: 7,59 (c, 1H), 7,50-
7,44 (m, SH), 7,32-7,28 (m, 2H), 7,19 (c, 1H), 5,26 (c, 2H), 4,79-4,71 (m, 3H), 4,55 (n, J=17.6
I'm, 1H), 4,43 (», J=17,6 T'u, 1H), 3,52 (¢, 3H), 2,30-2,19 (M, 3H), 2,10-2,08 (M, 1H).

[00279] 3-[4-[[4-(6pommeTunn)penun]merorcu]-1-0Kco-H30UHIOIUH-2-
wi|nunepuanH-2,6-quoH. Jpe peakuu (28,5 r, 60,0 MMOJIb) MPOBOAMIIN MAPAJIIETBHO. METHII
5-amuHO-4-[4-[[4-(6pommeTr)peHIT |METOKCH | - | -OKCOM30MHIONNH-2- 1T |-5-OKCOIEHTaHOAT
(28,5 1, 60,0 MMonb) pacTBOpsiu B TeTparuapodypane (720 M) u pacTBop oxyaxkaanu OaHel ¢
cyxuMm Jbaom/aneronom o -70 °C. Ilpu nepemMeminBaHUHM K JAHHOMY MPO3PAYHOMY PACTBOPY
nobasisuu TpeT-Oyrokcun kamusi (7,4 r, 66,0 MMosib) omHOHN mopuued. PeakunoHHast cMech
npuoOpena OJeIHO-KENTHIN BET U NepeMeIInBaHIe MPOAOJIKAIN B TEUEHHUE elle 2 YacoB IpH -
70 °C. Oxnaxnennsiii pactsop HCI (1 H, 260 M) ObicTpo 100aBsUIM B PEaKIIUOHHYIO CMECH,
noaaepskuBas remneparypy Ha yposHe -70 °C. CMech cpasy ke cTajna MOJOYHO-Oenoi u OaHro
cyxoro Jppa/aneroHa yaamsui. CMech ymapuBanu Uil yAaleHus Oonbliel  4acTu
terparunpodypana. Ilocie ymapuBaHusl pEaKLMOHHOM CMECH OCaXIaloch Oeyoe TBeproe
BelecTBo. benyro cycnensuio pasdasisiin Bonoit (S00 mu) u 3arem ¢unbrpoBanmu. Ocagok Ha
¢unbTpe mpombiBamu Bonoit (500 mut) u cymmin B BakyymMHOH neun npu 40°C B Teuenue 12
9YacoB, 3aTeM MNpoMbIBaiu dSTuianeraroM (500 wmur). 3arpy3ku OOBEOUHSUTM C TOJYYEHHUEM
3[4[[4(6pommeTri)peHnT | MeTOKCH |- 1 -OKCOM30MHAONUH-2- 1 [nunepuaus-2,6-nuona (49,85 r,
93%) B BHIE GiemHO-XKeNTOro TBepAoro Bemecrsa. 'H SMP: 400 MI'ny JIMCO-dg &: 10,95 (c,
1H), 7,51-7,41 (m, SH), 7,35-7,28 (M, 2H), 5,23 (¢, 2H), 5,12-5,07 (m, 1H), 4,70 (¢, 2H), 4,41 (7,
J=17,6 T'u, 1H), 4,25 (n, J=17,6 T'u, 1H), 2,90-2,84 (M, 1H), 2,58-2,53 (m, 1H), 2,44-2.41 (m,
1H), 1,98-1,95 (m, 1H).

[00280] 4-(4-(4-(((2-(2,6-guoxconunepuant-3-uia)-1-0oKkCON30UHAOTHH-4-
WJI)OKCH)MeTHJ)0eH3u1 ) munepa3uH-1-mi)-3-propoeH30HuTpUI. 3-(4-((4-
(OpommeTHIT)OeH3MIT)OKCH )- | -OKCOM30MHAOIUH-2- ) unepuauH-2,6-nuoH (5,0 T, 11,28 Mmonn)
nobasysimu B koJOy ¢ 3-prop-4-(nmunepasus- 1-un)denzonurpmiom (2,315 r, 11,28 mmors),
auu3onpommunBTIIIaMUHOM (5,91 M, 33,8 mmonb) u auerorutpmiom (100 mut). PeakunoHHyro
cmech nepeMemnBanu npu 40 °C B TeueHue 18 wuacos. JleTyume opraHuveckue BelleCTBa
yIaJSUTd TIPY TIOHM)KEHHOM JIaBJICHMM U OYHINAIN CTaHIAAPTHBIMH METOAMHU C IOJydYeHHeM 4-

(4-(4-(((2-(2,6-muokconurepuanH-3-1i)- 1 -OKCON30MH0INH-4 -



82

VLIT)OKCH)METHIT)OeH3 ) rnepasuH- 1 -in)-3-propbensonnrpma. 'H SIMP (400 MI'y JIMCO-dq)
6 10,97 (c, 1H), 7,68 (nn, J=1,96, 13,45 T'u, 1H), 7,56 (nn, J=1,77, 8,38 'y, 1H), 7,43-7,52 (m,
3H), 7,30-7,38 (M, 4H), 7,11 (1, J=8,80 I', 1H), 5,24 (c, 2H), 5,11 (mn, J=5,14, 13,33 T'u, 1H),
4,37-4,46 (M, 1H), 4,22-4,30 (m, 1H), 3,54 (c, 2H), 3,12-3,23 (M, 4H), 2,84-2.98 (m, 1H), 2,52-
2,62 (M, SH), 2,36-2,48 (m, 1H), 1,92-2,04 (M, 1H). MC (ESI) m/z 568,2 [M+1]*. Anan. Paccu.
st C3oH30FNsOy: C, 67,71; H, 5,33; N, 12,34. Okemn: C, 67,50; H, 5,44, N 12,34,

IIpumep 2.Cunres (S)-4-(4-(4-(((2-(2,6-nnoxconunepuanH-3-ui)-1-
OKCOU30MHI0JIHH-4-HJT1)0KCH)MeTH )0eH3ua)nunepasud-1-ui)-3-propoeHzoHuTpuiia

(Coenunenue 2)

[00281] TpeT-ByTHA (45)-5-amuHo0-4-(6eH3MTOKCHKAPOOHHUIAMHHO)-5-0KCO-
MEeHTAHOAT. K pacTBopy (25)-2-(6en3MNOKCUKapOOHMITAMIHO)-5-TpeT-Oy TOKCH-5-
okcomneHTaHoBol kucHoTel (150 1, 445 mmonb) B 1,4-guokcane (1,50 m) noGasmismu Ou-TpeT-
Oytun pukapbonar (155 1, 711 wmmomb), mupuamn (70,3 r, 889 mmonp) U aMMOHHUH
rugpokap6onat (105 r, 1,33 mons). Peakunonnyro cmech nepememusany npu 18 °C B TeueHue
16 ygacoB u 3arem ymnapusanu. Ocrtatok pactBopsuii B stmianerare (5,0 m) u Bome (5,0 ),
oprannueckuii cioit orpensiu ¥ npomsiBanu HCI (3,0 mn, 1 H), HacelleHHBIM pacTBOpOM
rugpokapbonara Hatpus (3,0 1n), comeBbiM pactBopoM (3,0 1), cymmiau Hajg Oe3BOJHBIM
cynbhaToM HaTpus, GHIBTPOBAIH U YIAPUBAIN C TIOJTYUYE€HHEM HEOUHIIEHHOTO TpeT-0yTui (45)-
5-amMuHO-4-(0eH3MITOKCUKapOOHUIAMIHO)-5-0KconeHTanoara (450 T, HEOYHINEHHbIH) B BHIE
6eJI0ro TBEpAOro BEIeCTBa, KOTOPOE MCIIONb30BAIN B CIEAYIOLIeH cTaiun 0e3 TOMOIHUTEIbHON
ouncrku. 'H SIMP 400 MI'y IMCO-dg &: 7,35-7,30 (m, 5H), 7,02 (¢, 1H), 5,01 (x, J=3,2 I'y,
1H), 3,93-3,90 (M, 1H), 2,20 (1, J=8,0 I'u, 2H), 1,88-1,84 (m, 1H), 1,72-1,69 (m, 1H), 1,35 (c,
9H).

[00282] Tper-Byrna (4S)-4,5-nuamuno-5-oxco-nenranoar. K pactsopy Tper-OyTun
(45)-5-amuH0-4-(0eH3MITOKCUKAPOOHMUIIAMIHO)-5-0kconieHTanoata (112 1, 333 wmombp) B
metaHose (1,0 i) nobasmsmu 10% mammaguii Ha yrae (15 r) B atmocdepe azora. CycneH3uro
Aera3upoBAIN MO BAKYYMOM M MPOIYBAJN BOJOPOIOM HECKOJBKO pa3. CMech mepeMernBaiim
nox armocepoii Bogopona (40 ¢yut/kB. mroim, 2,75 Bap) mpu 30°C B TeueHue 16 uacos.
Peakunonnyro cMech PruIbTpoBau U QUIBTPAT YHAPUBAIHN C ITOJNTYyYEHHEM HEOUHIEHHOTO TPET-
GyTin (4S)-4,5-1HaMIHO-5-0OKCOMeHTaHoaTa B Buxe GecuserHoro macma. 'H SIMP 400 MI'n
JMCO-dg 6: 7,30 (¢, 1H), 6,95 (¢, 1H), 3,10-3,07 (M, 1H), 2,27-2,23 (m, 2H), 1,69-1,78 (m, 1H),
1,59-1,55 (m, 1H), 1,38 (c, 9H).

[00283] Metna 3-ruapoxcu-2-mermi-6enzoar. Uerbipe sarpy3ku (200 r kaxmas)

npoBoawau mapajuienpbHo. K pactBopy 3-ruapokcu-2-mermnOensoiHoi kuciotsl (200 T, 1,31
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MoJsb) B MeraHoie (4,0 ;) mo0aBisiiM KOHLEHTPUPOBAHHYIO CEpHYK KHUCIOTYy (47,7 1, 486
MMOJIb). Peaknmonnyro cmechk nepememusanu npu 60 °C B teuenune 17 uvacos. PeakunoHHyro
cMmech ynapuBanu 10 800 mut. IlonyueHnnyro cmech oxnaxkaanu 10 20 °C 1 MeIJIEHHO BbUIMBAJIH
B Bony (400 mu) B Teuenue 30 munyt. Jlo6asmsnu Boay (1200 mu) mpu 20°C B Teuenue 3 yacos
U TONy4YeHHy cMmech mnepememuBanu npu 20 °C B TeueHue 1 uaca. OcaxaeHHOE TBeprOe
BEIECTBO COOMpaaM IMyTeM BakyyMHOH (uibTpauun (oObeqUHEHHBIE YeTbIpe 3arpy3ku) U
NPOMBIBAJIM TPH pasa Boxoi/meraHosnoMm (1000 mu, 9:1), uam 1o Tex mop, moka GuiIbTpaT He
umen pH > 3. Teepmoe BemecTBO cyumum nox Bakyymom mpu 45°C ¢ monydeHneM MeTui 3-
ruapokcu-2-meruiGensoara (700 r, Bbixox 80,4%) B Bume ceporo TBepaoro semecrsa. 'H SIMP:
400 MI'u IMCO-d¢ &: 9,70 (c, 1H), 7,18 (T, J=6,8 'y, 1H), 7,09 (T, J=7,6 'y, 1H), 7,00 (T,
J=6,8 I', 1H), 3,81 (c, 3H), 2,29 (c, 3H).

[00284] Metun  3-[Tper-OyTHI(AUMETHI)CHINI|OKCH-2-MeTHI-0eH30aT.  [IBe
3arpy3ku (240 r kaxpas) mpoBOmMWIM mapauienbHo. K pactBopy MeTwn 3-THOPOKCH-2-
metmnoen3oara (240 r, 1,44 monb) B N, N-nmumerundopmamune (1,40 1) n1obaBisiin MMHIA30
(246 1, 3,61 monb) u Tper-OyTmnaumerwicurxiaopun (238 r, 1,58 monp) npu 5 °C. Ilocne
nobasneHus, cMech HarpeBanu A0 20°C u mepememmuBaiu B TeueHue 6 uacoB. JloOaBisiim
uzonpomnmianerar (1700 min) , a 3arem MenieHHo nodasisu Boxy (2000 M) B TO BpeMs Kak
temnepatypy mnoaaepxkusanu  Hike 30 °C. IlonyueHHy0 CMech mNepeMelIuBali, U
opranmueckyro ¢azy ormensin. OObenuHeHHble opranuyeckue (aspl (OOBEIMHEHHBIE JBE
3arpy3ku) npomsiBaiu Bozpoit (1700 mu x 3) u ynapusamu 10 ~1500 ma (KF < 0,05%). ITponyxT
XpPaHWIM B BHUIE PAacCTBOpPAa B H3OINPOIMMIALIETATE, KOTOPBIM HCHONBb30BATIHM Ui CIEAYIOIIeH
craguy Oe3 TOTMOJIHUTENbHONW OYHCTKH.

[00285] Metua 2-(6pommeru)-3-[Tper-0yTHia(aumMeTni)cunniajokcu-6eH3zoar. J(se
3arpysku (~ 375 r kaxpas) mnposogwiu mnapamienbHo. K pactBopy Mmerun 3-[Tpert-
OyTun(numeTni)cuini |okcu-2-metunoensoata (~ 375 r, 1,34 Moip) B HM30MpOMUIALIETaTe
nobasysimn N-Opomcykuumnumun (274 1, 1,54 monp) u azobucuzobyruponutpun (4,40 r, 26,8
MMOJIb). PeakunonHyo cmech HarpeBanu ao 70°C B TeueHHe mo MeHblLIed mepe | vaca u
nepememmBanu npu 70 °C B Teduenune 4 yacoB. Peakimonnyro cmech oxyaxknanu ao 20°C u
BbiiepkuBasii npu 20 °C B TeueHue mo MeHblued Mepe 1 waca. JlBe 3arpy3ku TBEpPAOTrO
BellecTBa (CYKIMHUMUIA) YOS (UIBTPOBAHHEM U MPOMBIBAIM u3omnponmianeratom (700
wit). @uUibTpaT MPOMBIBAJIHM HACBHILIEHHBIM pacTBopoM cyibdura Hatpus (700 r) B Bozme (6000
M), 3ateM Bonoit (1500 mur). Opranmueckuiil CJIoH neperoHsuu noa Bakyymom npu 45°C nocyxa
¢ monyueHueM MeTwin 2-(6pommerwn)-3-[Tper-OyTuia(mumeTin)cunmi|okcudenszoata (920 T,
BbIXOA 95,5%) B BHIIE TEMHO-OPaHKEBOTO Macia. 'H AAMP: 400 MI'u IMCO-dg &: 7,45 (m,
J=6,8 I'n, 1H), 7,36 (T, J=8,0 I'y, 1H), 7,13 (1, J=7,2 ', 1H), 4,95 (¢, 2H), 1,02 (c, 9H), 0,29 (c,
6H).

[00286] Tper-ByTtna (4S)-S-amuno-4-[4-[Tper-0yTua(aumerna)cuianialokcu-1-oxco-
W30MHAOJMH-2-1]-5-0kco-nenranoar. K pacrBopy Tper-Oyrun  (4S)-4,5-nmamuno-5-
okcomnenTanoara (130 r, 643 mmorb) B anieronutpuie (4,0 m) nobasnsimu meTun 2-(OpoMMeTw)-

3-[Tper-OyTrn(mumerni)cummi Jokcubensoar (210 r, 584 mmonp) u aunzonpornumsTuiaMuH (113
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r, 877 mmonb). Peakumonnyro cmech mnepememmsann npu 50 °C B TedyeHue 16 dacos.
PeakunoHHy0 CcMech ymapuBaiu Uil yAajdeHus OOonblield YacTH AaleTOHUTPUJIA, OCTaTOK
pacTBOpsiIM B MeTWI-TpeT-OyTuioBoMm s¢upe (2,0 1) u Bonme (1,5 m), opranudeckuii cioi
IPOMBIBAJIN HACBIIIIEHHBIM pacTBOpoM nuruapodocdara xanus (1,0 1 x 2), coneBsIM pacTBOPOM
(1,0 n), cymmnm Hax Ge3BOAHBIM CyJIb(paTOM HATPHsl, (PUIBTPOBAIH U YIIAPUBAIH C MOJyYEHUEM
HEOYMIIEHHOTO TpeT-OyTHI (4S)-5-amun0-4-[4-[Tper-OyTHi(AMMETHIT ) CHITHIT | OKCH- 1 -
OKCOM3OMHJOJIHNH-2-UJ|-5-0kconenTaHoara (524 r), KOTOPbI MCHONB30BAIM B CIEAYIOIIEH
craguu Oe3 TOTOHUTENIbHOW OYHCTKH.

[00287] Tper-Byrun  (4S)-5-amuno-4-(4-ruapoxcu-1-okco-u30MHA0THH-2-1JT)-5-
OKCO-TEeHTAHOAT. K pacTBopy TpeT-OyTHn (4S)-5-amunO0-4-[4-[TpeT-
Oy THII( IUMETHIT ) CHITUJI | OKCH - | -OKCOM3O0MHIONMH-2- 11 |-5-0KconenTanoara (275 r, 613 Mmonb) B
metanose (2,0 1) noGasismu TerpadyTunammonuii ¢ropun tpuruapar (38,7 r, 123 mmors).
Cwmech nepememuBanu npu 18°C B TeueHue 16 uyacos. PeakiMoHHyI0 cMech ynapuBaiu AJis
ynajneHus: OOJIbIIed YacTH METaHOJa, OCTAaTOK PAcTBOPSUIM B AuXjopMmerane/Boxe (3 i/ 2 ),
OpPTaHWYECKUH CJIOM OTHEsI W TNPOMBIBAJIM COjeBbIM pactBopoMm (1,0 1), cymmmm Han
0e3BoAHBIM Cysib(aTOM HATpusi, (PUIBTPOBATM M YNAPHBAIU C IMOJYYSCHHEM HEOUHIIECHHOTO
NPOAYKTA, KOTOPBIM OYMINAIN HA KOJIOHKE C CHJIMKarejeM ¢ MojJydeHueMm mpoaykra (260 r).
IMponyxr mobasnsumu B aneronutpui (750 M) u cmech nepemermmBanu mpu 60°C B TeueHue 2
yacoB, oxjaxaanu 10 18°C u mepememinBainu B TeueHue eue 2 4acoB. TBepaoe BeELIECTBO
¢unbTpOBaANTM M OCAAOK CYLIMJIM C TOJydeHueMm Tper-Oytun (4S)-5-amuno-4-(4-runpokcu-1-
OKCOM3OUHIONUH-2-1)-5-0kconenTaHoara (248 r, Beixon 60,5%) B BHIE Ceporo TBEPAOTO
Bemectsa. 'H SIMP 400 MI'y JIMCO-dg &: 10,00 (¢, 1H), 7,54 (c, 1H), 7,29 (r, J=7,6 I'u, 1H),
7,14 (1, J=4,8 'y, 2H), 4,72-4,68 (m, 1H), 4,49-4,28 (m, 2H), 2,17-1,97 (m, 4H), 1,31 (c, OSH).

[00288] 4-(4-(4-(xnopmeTni)oensun)nunepasun-1-mi)-3-propdeH3oHuTpuI.
1,46uc(xaopmermn)denson (51,2 r, 292 MMoJb) OMeIaIu B KOOy ¢ aneToHUTpriioM (195 m)
u N, N-numerundopmamunom (195 mit). PeakinoHHY0 CMeCh MepeMelInBalIN PH TeMIepaType
OKpY’KaloIleH Ccpenpl A0 TMOJHOTO PACTBOPEHUS TBEPHAbIX BELIECTB. 3aTeM 00aBIISLIIH
mumsonpornmiamuH (51,1 mit, 292 mmons) BMecTe ¢ 3-(hrop-4-(unepasuH- 1-mi1)0eH30HUTPHIIOM
(20 1, 97 mmonb). Peakunonnyro cmech HarpeBanu ripu 60 °C B Teuenne 1 yaca. ALETOHUTPUI
yIAJSUTH TIPU TTOHIKEHHOM JiaBJiieHHH. OCTaBUIYIOCS CMECh OTMBIBAJIH C MTOMOIIBIO 3THJIALIETAaTa
(1,0 ), Bomst (700 M) u coneBoro pacteopa (300 mur). OpraHudeckuii CIOH OTAENSIN U BOIHBINA
CJIOM BaKIBI SKCTPAruPOBAIM STHJAETATOM. JleTyune opraHMuYecKre BeIecTBa YOAJSLIN TPH
NOHMKEHHOM JaBJIEHUH. TBepHoe BELIECTBO pPACTBOPSUIM B MHHHUMAJIBHOM KOJHUYECTBE
IUXJOPMETaHa W OYMINATU Ha KoJioHke ¢ cuimkareneM (0-100% »sTunanerara B rekcane B
TedeHue 3 ). Dpakuuy, COmep)KalMe >KENAeMbIi MPOAYKT, OOBENUHSUIA M JIeTydne
OpPTraHHYECKHE BEINeCTBA YAASUIM MpPU MOHIWKEHHOM JaBieHuu. OCTaToOK pacTBOPSUIM B
MUHHMaJbHOM KOJMYECTBE AUXJIOPMETaHa U OYMIIAIN BTOPOH pa3 Ha KOJIOHKE C CHIIMKAresieM
(m3okparmueckuit 10% sTunanerar B rekcane B reuenue 800 mi, 3atem 20-80% sTunanerara B
rekcaHe B TeueHue 4 n). @pakuuu, copepkalne xKeraeMblil MPOAYKT, OOBEIUHSIIN U JIETY4He

OpraHMYeCKHUe BEIeCTBA YAAJIAIN IpPU MOHIKEHHOM JaBI€HUU C monydeHuem 4-(4-(4-
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(xnopmerun)ben3mn)nunepasun- 1-un)-3-propdbensonutpuna (22,7 r, 66,0 MMOJb, BBIXOA
67,7%) B BHIe cepoaToro TBepaoro semecrsa. 'H SIMP (400 MI'y CDCls) & m.x. 7,33-7,39 (m,
5H) 7,29 (», J=1,96 'y, 1 H) 7,25 (&, J=1,96 I', 1 H) 6,91 (1, J=8,56 'y, 1 H) 4,60 (c, 2 H)
3,58 (¢, 2 H) 3,19-3,27 (m, 4 H) 2,58-2,66 (m, 4 H). MC (ESI) m/z 344,2 [M+1]".

[00289] (S)-Tper-0yruan S-amuno-4-(4-((4-((4-(4-unano-2-Ppropdenna)nunepasun-1-
WJI)MeTH)0eH31T)0KCH )-1-0KCOM30MHA0IHH-2-WJT)-5-0kconeHTanoat. (S)-Tper-Oytun  5-
aMHUHO-4-(4-THapOKCH- 1 -OKCOM3OMHAONIUH-2-11)-5-0KconeHTanoar (22,05 r, 65,9 wMmounb)
nobaeysimn B KOOy ¢ 4-(4-(4-(xnmopmerwn)OeH3mn)nunepasus-1-ui)-3-pTopOeH30HUTPHIIOM
(22,67 t, 65,9 mmonp), kapbonaTtom kamust (18,23 r, 132 mmonb) u N, N-numetundopmamuiom
(330 mu1). Peakimonnyro cmech HarpeBanu npu 45°C B Teuenune 16 yacoB. PeakMOHHYIO CMeCh
pazbaBmsin  stunanerarom (50 wmi)  QuibTpoBanu. DUIBTPAT OTMBIBAIH C TOMOIIBO
stunanerara (900 mur), Boasl (600 mu) u coneBoro pacreopa (200 mur). OpraHuueckuii cioi
OTAENSUTH M MpoMbIBaiK Bonoi (600 mut). OpraHuueckuil CIOH BBICYLIMBAIN HaA CyJIb(paTom
HATPUsl M JIETY4He BEINeCTBA YAAJSUIM INPH MOHMKEHHOM naaBieHnu. Ocratok obpabaTteiBamm
20% s3TUaLeTaToM B I'eKCaHe, W JIETy4He BELIeCTBA YN NMPU MOHM)KEHHOM JIaBIICHHU C
nonydeHueM  (S)-tper-Oytun  S-amuHO-4-(4-((4-((4-(4-1mano-2-¢propdenn)nunepasus- 1-
WUT)METHI )OS H3MIT)OKCH )- | -OKCOM30MHIONNH-2-11)-5-0kconeHTanoara (44,02 r, 68,6 Mmounb,
Bbixon 104%) B BHOe CcepoBaTOro TBEPAOro BemecTBa. Beixom ObpuT 4yTh Ooublie
KOJIMYECTBEHHOIO, TaK KaK OCTaBaJloChb HEKOTOpoe KojiuuecTso JMPA. 'H aMmPp (400 MI'g
CDCl3) 6 m.o. 7,43-7,49 (m, 2 H) 7,40 (¢, 4 H) 7,36 (an, J=8,38, 1,28 I'u, 1 H) 7,29 (n, J=1,96
I'm, 1 H) 7,26 (n, J=1,83 I'y, 1 H) 7,11 (an, J=7,64, 1,16 I'n, 1 H) 6,92 (T, J=8,50 I'y, 1 H) 6,23
(yum ¢, 1 H) 5,24-5,32 (m, 1 H) 5,15 (c, 2 H) 4,86-4,94 (M, 1 H) 4,38-4,55 (m, 2 H) 3,61 (c, 2 H)
3,18-3,32 (M, 4 H) 2,58-2,70 (M, 4 H) 2,09-2,47 (m, 4 H) 1,43 (c, 8 H). MC (ESI) m/z 6424
[M+1]".

[00290] (S)-4-(4-(4-(((2-(2,6-nnoxconunepuanH-3-mj)-1-0KCOU30MHA0THH-4-
WJI)OKCH)MeTHIT)0eH3u1)nunepa3ut-1-ui)-3-¢propoenzonurpui. (S)-tper-Oytun S-aMuHO-4-
(4-((4-((4-(4-umano-2-propdhenmn)munepasun- 1 -ua)MeTi1 ) OEH3UIT )OKCH ) - | -OKCOM30MHAOHH-2-
wi)-5-okconentanoar (12,1 r, 18,86 mmoinb) nobasnsum Bo (uakon ¢ anerorutpuiiom (189 mu)
u OeH30JCyIb(pOHOBON KucaoTOM (3,96 T, 24,51 MMoIb). PeakiMOHHYIO CMeCh MOMEIaIH MO
BAaKyyM M MPOIYBaJu a30TOM. JlaHHYIO Mpoueaypy NMOBTOPSUIM €Ile pa3 U MOJYYSHHYIO CMeCh
3areM HarpeBaiu a0 85 °C B TeueHune HOUM B aTMocdepe a3ota. Termny peakiHOHHYK) CMECh
BBUIMBAJT HETIOCPEICTBEHHO B 2 NENUTEIbHBIX BOPOHKH, conepskamux auxiaopmeran (1000 m)
u stunanerat (300 mun). K manHOW cMecu NOOaBISIIM HACBHIIIEHHBIM PAacTBOP TUApoKapOOHaTa
HaTpus (900 mur), Bony (100 mut) u conesoit pactBop (450 mu1). OpraHudecKkuii CJIOW OTACISUTH U
BOIHBIN CJION 3KcTparupoBanu auxjopmeraHom (800 wmu) w stmmaneratom (200 ).
OObennHEHHBIE OPTaHUYECKUE CIIOH CYIIMIIA HaJ O€3BOIHBIM CYJIb(AaTOM MarHus U yIapHBaJI.
Ouniam ¢ MOMOIIBIO CTAHAAPTHBIX METOJOB C MOJYYEHHEM YKa3aHHOIO COEIMHEHUSI. 'H samP
(400 MI'u AIMCO-de) & m.o. 10,96 (c, 1 H) 7,68 (an, J=13,45, 1,83 I'u, 1 H) 7,56 (nn, J=8,44,
1,83 I'u, 1 H) 7,43-7,52 (m, 3 H) 7,29-7,39 (m, 4 H) 7,11 (1, J=8,80 I'y, 1 H) 5,24 (¢, 2 H) 5,11
(nm, J=13,20, 5,14 T'y, 1 H) 4,22-4,46 (M, 2 H) 3,54 (c, 2 H) 3,12-3,22 (M, 4 H) 2,85-2,97 (m, 1
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H) 2,53-2,62 (m, 2 H) 2,38-2,48 (M, 2 H) 1,93-2,03 (M, 1 H). MC (ESI) m/z 568,2 [M+1]".
Hpumep 3.Cunre3 (S)-4-(4-(4-(((2-(2,6-nuoxconunepuauH-3-ui)-1-
OKCOU30MHI0JHH-4-HJT1)0KCH)MeTH)0eH3ua)nunepasud-1-ui)-3-propdeHsonurpuia

(Coeaqunenue 2)

MC

[00291] 4-(4-(4-(xsiopmerun)oensua)nunepasu-1-ui)-3-GpropoeH30HUTPUI
ruapoxJsopua. K pacreopy 3-¢prop-4-(munepasus- 1-un)denzonutpuia (100 r) B Tonyose (1400
MJT) 100aBJISLTH YKCYCHYEO KUCTOTY (28 mut) mpu 25°C U peakMOHHYIO CMeCh BBIIEPIKHBAIIU B
teueHne 30 wmuHyT. 4-(xnopmermn)oensanbaerun (79 r) nmobasmsumm mpu 25°C u cmech
BBbIIEPKUBAJN B TedeHHe 2 dacos. Jlobasismn TpuanerokcuOopruapun Hatpust (52 r KaKabli
pa3) mpu 25 °C kaxnbie 30 MuHyT TpH paza. Cmech nepemernnBain npu 25°C B TeueHHE OKOJIO
10 gacos. JloGassuu Bony (600 mut) B Tewenne 1 daca, mogaep KuBasi TEMIIEPATyPy CMECH HIKe
30 °C. bonpmyr YacTh HIDKHEro ciosi otaensin. Cmech (UIBTPOBAIM U HIDKHUN CJIOH
ornesuii. OpraHudeckwii cyioii mpombiBaid Bopod (200 mu). K opraHudeckomy  Ciior0
nobasmsmu UIIC (75 mm), 5-6 H HCI B UIIC (8 mi), a 3areM CycneH3uro xjombeB 4-(4-(4-
(xnopmeTn)ben3mn)nunepasu- 1 -mn)-3-propdbensonutpun rugpoxiopuna (2 r) B Tonyose (20
mi). K cmecu nobasnsanu 5-6 H HCl 8 UIIC (115 mi) npu 25°C B Teuenue 2 gacos. Cmech
BBIJIEPKUBAJIN B TeueHHe okoyio 10 4acoB, 3aTeM (UIBTPOBAIM C MOJYYEHHEM HEOUUIIEHHOTO
TBEPAOrO BEIIECTBA. 1BepHOe BEINeCTBO NpPOMBIBIM ToNyoiaoM (400 M) U cymuiaun B
BaKyyMHOW  meun ¢  momydeHueMm  4-(4-(4-(xjmopmerwn)OeH3nn)nunepasus-1-mm)-3-
dropGensonutpun ruapoxiopuna (152 r, Bbixon 82%) B Bume GieAHO-kKeNTOro Bemecta. 'H
SAMP (300 MI' ZIMCO-dg) 6 m.n. 11,82 (¢, 1H), 7,50-7,79 (m, 6H), 7,18-7,24 (m, 1H), 4,80 (c,
2H), 4,38-4,39 (m, 2H), 3,44-3,70 (M, 2H), 3,14-3,44 (M, 6H).

[00292] Tper-ByTna (S)-5-amuno-4-(4-((4-((4-(4-unano-2-¢propdenna)nunepasun-1-
WJI)METHJT)0eH3H)OKCH)-1-0KCOM30MHAOMUH-2-11)-5-0KkconeHTaHoaT Ttaprpar. K cmecu 4-
(4-(4-(xnopmernn)OeH3mn ) nunepasus- 1 -mn)-3-gropdensonntpun  rugpoxiopuna (100 r) u
mpem-0yTun (S)-5-amuHO-4-(4-rUapPOKCH- 1 -OKCOM30MHAONINH-2-11)-5-0KconeHTanoara (97 r) B
JIM®A (600 mi) nobasnsuin kapboHat kamusi (KoCOs) (75 r) mpu 35°C u peakIMOHHYIO CMECh
BbIIEpKUBAIM B TedueHue 24 vacoB. B cmech nmobGammsim tpustmiamuH (11 M) u cmech
nepemernuBany npu 45°C B Teuenue okouso 2 yacos. B cmech nobasmsin EtOAc (1 1) u BonHbIH
pactBop kapboHara xamus (5%, S00 mur). Opraauueckuil o MPOMBIBATIH BOJHBIM PACTBOPOM
xjopuna Hatpusi (5%, 500 mu). B cmech mobasmsmu Ecosorb C948 E-pak (30 1) m cmech
BbIIEp)KUBAIN B TedeHue 2 dacoB. Cmeck ¢uubTpoBanu. K manHOMYy pactBOopy mobaBisim
pactBop L-BunHON Kkucnotsl (47 r) B Metanone (850 mu) npu 45°C u cMech BBIACPIKUBAIU B

tedenne 2 yacoB. Cmech oxnaxaanu no 25 °C. Tsepasie BeiecTBa (GUIBTPOBAIU C TIOJYyUYEHUEM
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TapTpara TpeT-OyThi (S)-5-amun0-4-(4-((4-((4-(4-11mano-2-proppenmn)nunepasus- 1 -
VLIT)METHIT)OEH3UIT)OKCH - 1 -OKCOM30MHIOIH- 2-T)- 5-0KkconenTanoara. (145 r, Bexox 70%). 'H
SAMP (300 MI'y JIMCO-de) 6 m.a. 1,31 (c, OH), 1,87-2,27 (m, 4H), 2,55 (yu ¢, 4H), 3,18 (yu c,
4H), 4,29 (c, 2H), 4,36-4,62 (M, 2H), 4,71 (g, J=4,2, 10,0 I'y, 1H), 5,22 (¢, 2H), 7,10 (1, J=8,8
I'u, 1H), 7,18 (c, 1H), 7,29 (n, J=7,7 'y, 2H), 7,33-7,40 (M, 2H), 7,40-7,51 (m, 3H), 7,51-7,63 (M,
2H).

[00293] (S)-4-(4-(4-(((2-(2,6-nnoxconunepuanH-3-mj)-1-0KCOU30MHA0THH-4-
WT)OKCH)MeTH1)0eH3u ) nunepa3u-1-umi)-3-¢propoensonurpus. Pacteop Taptpara (S)-5-
aMUHO-4-(4-((4-((4-(4-umnano-2-propdeHrn)nunepasut- 1 -1uin)MeTra)0eH3 W) OKCH)- 1 -
OKCOW3OMHIONHH-2-1)-5-0kconentaHoata (100 1) B 2-merwnrerparuapodypane (1 1)
NPOMBIBAJIM BOIHBIM pacTBOpoM kKapOonarta kamus (10%, 85 mur). HumwkHui ciod oTmessuiu.
PactBopurens 2-mermnrerparunpodypan Obul 3aMEHEH Ha AaLETOHUTPWII, C MOJYYCHUEM
pactBopa. K nanHOomMy pactBopy npobaBisuin OeH3oncynbpoHOBYO Kuciory (60 r) B
aneronutpuie (200 mn) mpu 70°C B Tedenue 2 yacoB. OYHINATH C MOMOIIBI CTAHIAPTHBIX
METO/IOB C TMOJYYEHUEM YKa3aHHOTO COCIUHEHMSI. 'H AMP (400 MI'u IMCO-dg) 6 m.. 10,96
(c, 1 H) 7,68 (an, J=13,45, 1,83 I'y, 1 H) 7,56 (nn, J=8.,44, 1,83 I'u, 1 H) 7,43-7,52 (M, 3 H)
7,29-7,39 (m, 4 H) 7,11 (1, J=8,80 I', 1 H) 5,24 (¢, 2 H) 5,11 (an, J=13,20, 5,14 I'y, 1 H) 4,22-
4,46 (m, 2 H) 3,54 (c,2H) 3,12-3,22 (M, 4 H) 2,85-2,97 (M, 1 H) 2,53-2,62 (m, 2 H) 2,38-2,48 (m,
2 H) 1,93-2,03 (M, 1 H). MC (ESI) m/z 568,2 [M+1]".

Hpumep 4.Cunres3 (S)-4-(4-(4-(((2-(2,6-nuoxconunepuauH-3-ui)-1-
OKCOU30MHI0JHH-4-HJT1)0KCH)MeTH)0eH3ua)nunepasud-1-ui)-3-propdeHzonurpuia

(Coeaunenue 2)

MC

[00294] 4-(4-(4-(xsiopmeTun)oensua)nunepasu-1-ui)-3-gpropoeH30HUTPUI
ruapoxJsiopua. K pacreopy 3-¢prop-4-(munepasus- 1-un)denzonutpuia (100 r) B Tonyose (1400
MJT) A00aBIsUIA YKCYCHYEO Kuciaoty (28 mut) mpu 25°C u cMech Bbinep:kuBaiu B TeueHue 30
MUHYT. 4-(xiopmermn)oensanbaerun (79 r) nobasmsum npu 25°C U cMech BBIIEPKUBAIU B
teyeHue 2 vacoB. JloOarnsmu Tpuanerokcudbopruapua Hatpus (52 r kaxkaeid pas) mpu 25 °C
kaxaple 30 MuHyT Tpu pasa. Cmech nepememnsanu npu 25°C B TeueHue okoso 10 yacos.
Hobasnsimm Bopy (600 mum) B Teuenne 1 waca, moanepskuasi Temrepatypy cmecu Hike 30 °C.
bonpmyro uwacte HIKHEro ciost otaessuid. CMech (PUIBTPOBANIM M HIDKHMHA CJIOH OTHEINSIIN.
Opraangeckwnii cioit mpombiBanu Bogoi (200 mur). K opranngeckomy cioro godasmsum UTIC (75
min), 5-6 H HCI B HIC (8 wm), a 3areM cycneH3uro xJjombeB 4-(4-(4-
(xnmopmeTrn)ben3mn)nunepasun- 1 -mn)-3-gropdbensonurpun rugpoxnopuna (2 r) B tonyone (20
mi). K cmecu nobasnsanu 5-6 H HCl 8 UIIC (115 mn) npu 25°C B Teuenue 2 gacoB. Cmech
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BBIIEP)KUBAIN B TeueHHe okoyio 10 "acoB, 3aTeM (UIBTPOBAIH C MOJYYSCHHEM HEOUHIIEHHOTO
TBEPJIOTO BEIIECTBA. 1BEpO€ BEINECTBO MpPOMbIBAIU TodyosoMm (400 mu) u cymmnu B
BaKyyMHOH  me4H ¢  nomyueHueM  4-(4-(4-(xmopmeTmin)OeH3WIT)TUnepasuH- 1 -mi)-3-
¢dropbenzonutpun rugpoxsopuna (152 r, seixon 82%) B Buge 0eoro BelecTna. 'H ssMP (300
MI'u IMCO-dg) 6 m.a. 11,82 (¢, 1H), 7,50-7,79 (m, 6H), 7,18-7,24 (m, 1H), 4,80 (c, 2H),
4,384,39 (m, 2H), 3,44-3,70 (m, 2H), 3,14-3,44 (M, 6H).

[00295] Tper-ByTua (S)-5-amuno-4-(4-((4-((4-(4-unano-2-propdennia)nunepazun-1-
WJI)MEeTH1)0eH3 T )OKCH)-1-0kcon3ouna0IMH-2-un)-5-okconentanoar. K cmecu  4(4(4-
(xopmetin)Oen3u)nmunepasut- 1-mn)-3-¢propodensonurpun  rugpoxiopuaa (100 r) u mpem-
Ooytun  (S)-5-amuHO-4-(4-rupokcu- 1 -OKCOM30MHOMNH-2-1iT)-5-0kconieHTaHoata (88 1) B
mumeruicyibdpokcune (JAMCO) (700 mi) nodasmsuin kapbonar kamusi (K>COs) (73 1) mpu 35°C
U CMeCh BbIIEpKUBaIHN B TeueHue 24 dacoB. B cmecwy nodasnsm EtOAc (1,2 ) u Boay (1,1 ).
Opraandeckuii ClOW MPOMBIBAIM BOIHBIM pacTBopoM xsopuaa Hatpus (5%, 1 m). B cmech
nobGasysimu H-renTad (200 mir). CMech MPOMBIBAIA BOIHBIM PaCTBOPOM YKCYCHON KHUCIOTHI (3%,
1 n), Bogoi#i (1 m), BomabM pactBopoM K3PO4 (20%, 10 n) u Bomoit (10 m). PactBoputens
oTronsu 10 okojio 1,2 1. CMech MepeKpUcTaAIUTM3UPOBAIN U3 H-TENTaHA C MOJyYeHHEM TPET-
oytun (S)-5-amuna0-4-(4-((4-((4-(4-unano-2-propdenmn)munepasut- 1 -1 )MeTHI )OSH3 1T )OKCH) -
1-OKCOM3OMHIOMMH-2-1)-5-0kcomenTanoara (143 r, Beixox 85%). 'H SAMP (400 MI'y, CDCls)
dm.na 7,43-7,49 (m, 2 H) 7,40 (c, 4 H) 7,36 (nn, J=8,38, 1,28 I'y, 1 H) 7,29 (n, J=1,96 I'y, 1 H)
7,26 (no, J=1,83 I'y, 1 H) 7,11 (an, J=7,64, 1,16 T'u, 1 H) 6,92 (1, J=8,50 I';, 1 H) 6,23 (ym ¢, 1
H) 5,24-5,32 (m, 1 H) 5,15 (c, 2 H) 4,86-4,94 (M, 1 H) 4,38-4,55 (m, 2 H) 3,61 (c, 2 H) 3,18-3,32
(M, 4 H) 2,58-2,70 (m, 4 H) 2,09-2,47 (m, 4 H) 1,43 (c, 8 H).

[00296] (S)-4-(4-(4-(((2-(2,6-nnoxconunepuanH-3-mj)-1-0KCOU30MHA0THH-4-
WJI)OKCH)MeTHIT)0eH3uI)nunepa3ut-1-ui)-3-¢propoensonurpua. Pacrsop tper-Oyrtun (S)-5-
aMHuHO-4-(4-((4-((4-(4-umaHo-2-propdernn)nunepasnH- 1 -nia)mernn)0eH3 ) oken)- 1 -
OKCOM3OMHIOJHH-2-1)-5-0okconentanoata (100 r) B aueronutpuie (1 1) Boiieps:kuanu npu 70
°C. K nanHOMy pacTBOpy A00aBisuiu OeH30JCYIb(OHOBYIO KuchoTy (74 r) B aueronurpuie (200
mut) ipu 70°C B Tedenue 2 yacoB. QUHINAIN C MOMOIIBIO CTAHAAPTHBIX METOJIOB C MOYYEHUEM
YKa3aHHOTO COEIUHEHMSI. 'H amp (400 Mru, AIMCO-dg) 6 ma. 10,96 (¢, 1 H) 7,68 (un,
J=13,45, 1,83 T'u, 1 H) 7,56 (nn, J=8,44, 1,83 T'uy, 1 H) 7,43-7,52 (m, 3 H) 7,29-7,39 (M, 4 H)
7,11 (1, J=8,80 I'y, 1 H) 5,24 (c, 2 H) 5,11 (an, J=13,20, 5,14 'y, 1 H) 4,22-4,46 (m, 2 H) 3,54
(c, 2 H) 3,12-3,22 (m, 4 H) 2,85-2,97 (m, 1 H) 2,53-2,62 (m, 2 H) 2,38-2,48 (M, 2 H) 1,93-2,03
(m, 1 H). MC (ESI) m/z 568,2 [M+1]".

pumep 5.4-(4-(4-(((2-(2,6-AnoxconunepuauH-3-ui)-1-okcon3onnaoanna-4-

n.n)0Kcn)MeTnﬂ)Gemnn)mmepasml-1-n.11-2,2,3,3,5,5,6,6-d8)-3-(l)T0p6eH30HnTpn.11
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[00297] 3-®Drop-4-(nunepazun-1-ui-2,2,3,3,5,5,6,6-d8)6enzonurpun. Pacrsop 3,4-
muropbensonuTpra (278 mr, 2,00 MMonb) H mmmepasuna-2,2,3,3,5,5,6,6-d° (942 wmr, 10,0
MMoJb) B cyxoM JIM®PA (6 mn) nepememuBanu npu 110°C B Teuenme 16 wacoB. Cmechb
OXJIKIAIN 0 TeMIIepaTypbl OKpy:Karomel cpeasl u MeniaeHHo nodasysmu B HoO (60 mut) mpu
nepememnBanuu. Cmech skcrparuposamn EtOAc (3x) m opraHuueckue ciIou OOBEIUHSIIH,
npombiBaM HackieHHbIM pactBopoM NaCl (3x), cymmnu Hag MgSO4, dunbTpoBamu u
ynapuBanu. OCTaTOYHBIH OECLBETHBIH CHPON CYIIMJIM MOA BAaKyyMOM C IOJNyYEHHUEM
HEOYHIIIEHHOT0 MPOAyKTa B Buae Oeynoro TBepaoro Bemectsa (599 wmr). TBepmoe BeliecTBO
pacteopsiin B EtOAc u pacteop npomsiBanu H,O (3 pasa), HaChIEHHBIM BOAHBIM PAaCTBOPOM
NaCl (3 paza) u cymmnu wHag MgSO,. BricymenHslii pacTBOp (UIBTPOBANIN, YIAPHUBAIH, U
OCTaTOK CYLIWJIH IO/ BAKYYMOM C MOJyYeHHEeM yKa3aHHOTro coenunenusi (447 mr, 105%) B Bune
6enoro Tepaoro semectsa. XKX-MC (ESI) m/z 214,2 [M+H]".

[00298] 4-(4-(4-(((2-(2,6-quoxconunepuanu-3-ui)-1-0KCON30UHAOTHH-4-
n.n)oxcn)MeTnn)ﬁeﬂsnn)nnnepaan-1-n.11-2,2,3,3,5,5,6,6-d8)-3-(l)T0p6eH30HnTpn.rl. K
pacTBopy 3-[4-[[4-(6bpommeTin)peHmT | METOKCH |- | -OKCOM30MHAOINH-2 -1 |TUIepUInH-2,6-
muona (736 wmr, 1,66 mmonb) u 3-drop-4-(nunepasus-1-ni-2,2,3,3,5,5,6,6-d°)6ensonnrprna
(425 wr, 1,99 mmonb) B cyxom JIM®PA (5,0 M) nodasmsumu JIUIIDA (0,870 mn, 4,99 Mmons) u
CMeChb IEpPEeMEIINBAIIN TPU TEMIIEpaType OKpy’Karolled cpenbl B TeueHue 4 yacoB. Cmech
¢unbTpoBan (0,45 MKM HeinoHOBass MeMOpaHa), W pPacTBOP OUYMINAIN C ITOMOIIBIO
CTaHIAPTHBIX METOJIOB C MOJyYeHHEM yKazaHHOro nmpoaykra (532 mr, 56%). dKX-MC (ESI) m/z
576,4 [M+H]".

Ilpumep  6.AnTHnpoaudepaTuBHble M NpoanonTHyeckHe 3(¢exkTnl Ha
MHO’KeCTBEHHYI0 MHEJIOMY.

[00299] Marepuansl KiIeTOYHONH KyJbTypbl: KierouHble JUHMM MHOXKECTBEHHOM
MHEJIOMBI YeJIOBeKa ObUIM MPHOOPETEeHbI Y MOCTaBIIMKOB, M KyJbTuBUpoBaHbl mpu 37 °C 5%
CO, B KyJbTypalibHOH cpene, kak ykazaHo B TabOmuue 1. KnerodHble JTUHUM, yCTOWYHBBIE K
JICHAJMIOMUAY M TMOMATUIOMHIY OBUIM MOJY4YeHbl COCOOaMH, KakK MPABHIIO, OMHCAHHBIMHU
panee (Lopez-Girona et al Leukemia 2012; 26(11): 2335). Bce kieTo4YHblE JHHHUU
nojaepkuBau B log-ase M KOHTPOIMPOBAIN IUIOTHOCTh KJIETOK U JKHU3HECIIOCOOHOCTH C
MIOMOIIBIO BBITECHEHUS] TPUITAHOBOT'O CHHETO ¢ MPUMEHEHHEM aHaJIU3aTopa JKU3HECITOCOOHOCTH
kietok Vicell XR (Beckman Coulter, Bpes, Kanmugopaus).

Tabauua 1: Tectupyembie Kierounbie JIunnu Muo:xkecrBenHoii Muenombl

YcaoBus

Knerounas nunus Homep mo
MocraBmuk/UcTouHUK KyJbTHBHPOBA

MM Karanory

HHS KJIETOK

RPMI-1640,
NCI-H929 ATCC (Manaccac, Bupruawsi) CRL-9068

10% @bC
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Ycaosus
Knerounass nuHus Homep mo
HocTraBmuk/UcTouHuk KyJbTHBHPOBA
MM Karanory
HHUSI KJIETOK
paspaboraHHas CaMOCTOSITEINIBHO,
RPMI-1640,
NCI-H929-1051 ClleJlaHHAast yCTOMUNBOM x | HI
10% PBC
JIEHAJUJIOMUY
RPMI-1640,
OPM2 DSMZ (bpaynuseiir, ['epmanusi) ACC-50
10% ®BC
pa3paboTaHHast CaMOCTOSITEINIbHO,
RPMI-1640,
OPM2-P10 caenaHHas ycroitumBod k 10 mMxM | HJ]
10% ®BC
MOMAJTUIOMHU/IA

[00300] Moayuenme PacrBopoB TecroBoro W3menmsi: CoenuHeHuss BbICEBATUA B
yepHble 384-nyHounble ruiaHmeTsl (Corning Inc.) mo koneunoro obwvema JMCO 0,1%, mpu
YCJIOBUH, YTO MaKCUMAabHBIA 00beM cocTaBisut 50 M. 10-TouedHbIH HO303aBUCHMBIN OTBET,
HaunHas ¢ 10 MkM ¢ paszbaBienreM 1:3, HAHOCHIIU B IBYX MOBTOPHOCTSIX MyTE€M aKyCTUYECKOTO
noszuposanusi ¢ npumerenneM miargopmer EDC ATS-100.B ansrepHaTnBHOM BapuaHTe ObLTH
UCTIOJIB30BaHbI 10-TOYEUHBIN 10303aBUCUMbIN OTBET, HaunHas ¢ 10 MkM ¢ pa3basiennem 1:10,
i HaunHas ¢ 100 HM ¢ pazbasnenuem 1:3.

[00301] Amnanu3bl npoaudepauun  KJeTok: BiusHue  coenuHeHWl  Ha
nposudepanuio/;KU3HeCIOCOOHOCTh  IeMAaTOJIOTHUeCKNX — KiIeTouHbiX JinHud (Tabmuma 1)
oueHuBanu uepe3 120 waco unkyOaruu ¢ npumeneHueM CTG (Promega) B cooTBercTBUH C
MHCTPYKLIMSAMH POU3BOAUTENSL. ' eMaTonornueckie KieTouHble JTMHUK ObLIH pacrpeneeHbl Ha
IUIAHIIEeTaX ¢ coeguHeHueM ¢ nomombio Jlozatopa PearentoB Multidrop Combi (Thermo
Scientific, Yonrem, Maccauycerc) npu koHuentpaumn 0,1 x 10° ketok Ha M1 B 061eM oGbeme
50 M. B 120 gacoB 25 mkn CTG Ha nyHKY DO3HMPOBAIM C MOMOINBK J03aTOPa PEareHTOB
Combi  Multidrop wu  wu3mepsuin  BbicBOOOXkeHHe  aneHosuHTpupochara  (ATP)
JKU3HECTIOCOOHBIMH KJIETKAMH B OTHOCHTEJIBHBIX JIOMHHECLIEHTHBIX eIUHHUIAX crycTsi 30 MUHYT
¢ mpuMeHeHueM 1uiatgopmel Envision.

[00302] Ananu3 amonrto3a Kjaerok: CrnocoOHOCTh COEOUHEHHMH K HHIYLHUPOBAHHIO
aronTOo3a OLICHUBAJIM B OTOOPAHHBIX KJIETOYHBIX JUHUSX MM B yKa3aHHbIE MOMEHTBI BPEMEHH U
IpU YKa3aHHBIX KOHLIEHTPAaLMsX COeAMHEHMs. B kadecTBe Mapkepa amonros3a, HU3Mepsiu
ypoBeHb akTuBHOCTU Kacmassl 3 B kierkax MM c HCHONB30BaHHUEM BU3YaJIN3allUU JKUBBIX
KJIeTOK. /JIas BuU3yanu3alMM CyCHEH3UM KJIETOK, 90-JyHOUHble IUIAHIIETHl MOKPbIBAJIH
¢uOpoHEKTHHOM, YTOOBI KJIETKH MPHJIUNAIN M JIEKAIH IUIOCKO HAa HIDKHEW YacTH TUIAHIIETA.
Knetkn noGammsmu B 96-JyHOUHBbIE IUIAHIIETHI C HCIONb30BaHMeM Jlo3aropa PeareHToB
Multidrop Combi (Thermo Scientific, Yonrem, Maccauycerc) B HOYb Tiepen noOaBIeHUEM
coennneHusi. CoenuHeHuss ObUTM HaHECEHBI CBEPXY KIJETOK B COOTBETCTBYIOIIYIO JIYHKY 96-

JYHOUHBIX IUIAHIIETOB ¢ ucnonb3oBanneM Lludposoro Jo3atopa Hewlett-Packard D300 (Tecan,
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Mennenopd, Isetinapus). Knerounsie muanu MM obOpabarbiBaiy COeqUHEHHEM U 4epes 6
4acoB cpena Oblla M3MEHEHa Ui BOCIPOHM3BEACHUS MeTa0oJIu3Ma COSAUHEHHs in VIVO, YTO
NPUBOAMWIO K MpuUMepHO 20-KpaTHOMY CHIDKEHUIO KOHLIEHTpauuu coefquHeHus. Kierku
BbIpAIIMBAIA B MpUCYTCTBUH (pepMmeHTHOro cyocrparta NucView 488 Kacmaser 3 (Biotium) u
unkyouposanu B Cucreme st Ananmmsza IncuCyte ZOOM Live-Cell (Essen Bioscience, AHH-
ApGop, Mwuunran), KOTOpYIO pasMeljaj B CTaHZApTHOM HHKyOaTtope. Pacmernnenue
¢depmenTHoro cybcrpara Kacnasel 3 v CiusiHMe KJIETOK B KaKAOH JIyHKe ObLIO OOHApy)KEeHO ¢
nomotnblo Bu3yanmuzanuu npu 10x B Cucreme IncuCyte ZOOM kaknbie 4-6 4acoB B T€YEHHUE 5
naHer. Kaxxayro JyHKy/yCIoBUe MPOBOAWIN MOBTOPHO HA TOM K€ TUIAHIIETE, U KAXKI0€ YCIOBUE
Obu10 cpenHuM u3 4 10X M300pakeHui, MOMYYEHHBIX B KQXKIbIi MOMEHT BPEMEHH.

[00303] Pesyabtatbl. [lemMoHCcTpanusi AHTHUNPOJH(EPATHBHOH AKTHBHOCTH
Coenudenusi 1 u CoennHennsi 2 B KJeTouHbIX JuHusax MM. Knerounbie nmuanun MM,
BbIOpaHHBIE JUII JAHHOTO MCCIENOBaHUS ObUTH JIMHHUSIMU, YYBCTBUTENHBIMU U YCTOWYHMBBIMH K
JeHamuaoMuay w/wnmu nomanuaomuay (Tadnwma 1), 1ByM areHTaM, HCIOIB3YEMbIM B KIIMHUKE
IUI JIEYeHHsl TAlMeHTOB ¢ MuesnoMmoil. [Iponudepannto oneHuBaan ¢ MPUMEHEHHEM aHaH3a
CellTitre-Glo®. PesynbraTtel Ui KyJbTyp, WHKYOHMPYEMBIX C HAaHHBIMH COEJUHEHUSIMHU,
HOpPMAaJIM30BalIi K pe3yNbTaTaM JAJisl KOHTPOJBbHBIX KYJbTYpP A KakAoH kierouHoi nunuu. 1Cs
IUIE UHTUOMPOBAHUS KIIETOYHOTO POCTA COCOUHEHUSIMH ONPENEeIUTN ISl KaXKIOW KJIETOYHON
JUHUM C TPUMEHEHHeM IporpamMmeHoro obecneuenust ActivityBase. Coemunenue 1 wu
CoenuHeHne 2 akTUBHO MHTHOMPOBAJIO MPOJH(epannio KIETOK B YEThIPEX KJIETOUYHBIX JIMHHSIX,
KaK OINpeAeNeHO MyTeM KOJMYECTBEHHOH oLeHkH ypoBHeill ATP, mpencrtaBieHHBIX B cpenax
yepe3 120 yacoB. 3Hauenus: antunponupeparuBHoit ICsy nns Coenunenus 1 u Coenunenus 2
Haxoxwnuck B auanaszo”e ot 0,07 HM no 19 M (Tabmuua 2). Coenunenue 1 u Coenunenue 2
NIOKA3aJIM O4Y€Hb CHJIbHYIO aHTHUNPOIN(EPATUBHYIO aKTHBHOCTD JUJIsI MHOKECTBEHHON MHUEIOMBI
Jake Ha KJIETOYHBIX JIMHUAX, KOTOpble OBbUIM YCTOWYMBBIMU K JICHAIUAOMUAY W/WUJIH
MOMAaJIIOMUTY.

Ta6auua 2: Uarn6uposanue kierouHoro pocra Coenunenuem 1 u CoennHeHuem 2

B KJ1eTO4HOM JuHuu MM B CyCneH3UOHHOM KYJbTYype

NCI-H929 NCI-H929.1051 OPM-2 OPM-2 P10
Coen. Ne 120 h 120 h 120 h 120 h
ICso ICso ICso ICso
1 <0.5 oM 2.5 oM <0.5 uM 19 1M
2 0.07 M 1.0 M 0.07 uM 43 oM

[00304] AmnonTo3, mHayuupoBaHHblii Coennnenuem 1, B Kierounbix Jlunusix
MmuoxecrBenHoii Muenomsl. ccnenoBanu 3h(ekTbl COeAMHEHNI B OTHOLIEHUH aIONTO3a B
KJIETOUHBIX JHHUAX MM. Jlnsg Toro, d4TOOBI ONpeneNuTb CIIOCOOHOCTh COEAMHEHHI
UHAYLHUPOBATh aroNTO3 W KUHETUYECKH OXapaKTEepPU30BaTh HAYaAJIO AAHHOIO MpoLecca,
uHaykuuo Kacnassel 3 u3Mepsiin OTHOCUTENBHO BpeMeHH B kieTkax H9291051, ycroluuBbIx K

nenamupomuny (®@ur. 1). Knerkn H929-1051 nnkyOupoBanu ¢ CoenMHEHUSAMU B KOHLIEHTPALMSIX
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1 M, 10 sM, 100 EM u 1000 HM u oLeHUBaANU anoONTO3 OTHOCUTEIBHO BpEMEHU. Pe3ynbpTaThl
nokasany, 4ro ans kjerok HO929-1051 Bce koHuentpauun CoenuHeHuss 1 MHAyLUPOBAIH
aronTo3, HaYMHasi C OKOJIO 48 4acoB U JOCTUTAIM MOYTH MAKCUMAJIBHON MHIYKLUUU HA ~ 72 4ac
uHKyOaumu. [lanee paccuutsiBanu miomanb nox kpusoit (AUC) misa kaknoil KOHLEHTpaLuu U
UCIOJIB30BAJIM AJI1 MOCTPOEHUSI KPUBBIX KOHLIEHTPALUA-OTBET IJIsI KaKAOTO COEAMHEHHs. JTO
70 KOJIMYECTBEHHbIE AaHHble O crocoOHocTn Coenunenus | maaynuposath anonto3 B H929-
1051. HeoxwunanHo, uHaykuust anonto3a CoenuHenunem | Obula 3HAYUTENBHO BBIIIE, YEM
WHAYKLHS anonTo3a, HaOjromaemasi IJIsi COEOWHEHMs], OMHCaHHOro panee 3-(4-((4-((4-(2,4-
nudTopd eHUT ) TUEpa3uH- 1 - U1 )METHIT )OS H3HIT)OKCH )- | -OKCON30MHIOTMH-2- W1 ) TUTTePUANH-2,6-
nuoHa (ITpumep 5.285 B marente CIIIA Ne 8518972) (Coenunenue A). Kak nokasaHo Ha Dwr.
1B, wHpykoust anonrto3a (mo nanHbIM u3Mepenusi obuieit AUC) Coenunenmem 1 Obuia
yBenmueHa nout Ha 30% (126%) mo cpaBHeHUIo ¢ HHAyKIMeH anonto3a CoequHeHneM A.

[00305] KomoOumnamuss ¢ JlekcamerazoHoM. AKTHBHOCTb IIOMAaJUIOMHIA C
CoenuHenneM 2 B OTHETBHOCTH HJIM B KOMOHMHAILMH C JEKCAMETAa30HOM OLICHWBAJIN B MAHEIH
KJIETOYHBIX JIUHUH MM. @ur. 2 npencrasisier codOl penpe3eHTaTUBHBIN HA0OpP KPUBBIX J103a-
OTBET B KJIeTOUHOM JuHuKA H929-1051, ycToNUMBON K IEHAITUAOMUAY, AEMOHCTPUPYIOLIUN, YTO
Coenunenue 2 B KadecTBe OTAENbHOro areHra B 10 pa3 Ooyee akTHBHO, YeéM KOMOWMHALWHS
NOMAJIUOMU/Ia-IE€KCAMETa30Ha U TOYTH CToib ke OdddexktuBHo (Pur. 2, maHemp A).
Heoxxunanno, korma CoennHeHue 2 CKOMOMHHPOBAHO C JIEKCAMETA30HOM, OHO HE TOJIbKO
coszaeT OoJiee CHIIbHBINA OTBET, HO TAKJ)KE MIOKA3bIBAET HAMHOTO OoJiee BBICOKYIO 3(peKTUBHOCTD
(@ur. 2, manens B); mocruraercs moutu nosHas rudenp kiaerok. B Tabmuue 3 mpusenena
aktuBHOCTh (ICsp) oTnmenpHOro areHra W HUCCIENOBaHMNA KOMOMHAIMM C JEKCAMETa30HOM,
BBIMIOJIHEHHBIX B kjeToyHoW suHuu H929-1051. Ilepeuncnensr ICsy oTmenpHOro areHra
nomanuaomuna, Coenqunenus 2 u komoudaumu 1, 0,1 wnu 0,01 MmxM nekcamerasoHa (Jlekc) B
KJIeTKax, ycToW4mBbIX K JeHamupomuay (H929-1051). Kaxpas ICsy mpencrasnsier coboit
CpeaHee U3 MO MEHbLIeH Mepe 3 He3aBHCUMBIX dKciepuMeHToB. [Iponudepanmto Habmoganm Ha
Henp 5 ¢ momompbto Cell Titer-Glo. Takum oOpasom, CoenuHeHue 2 B KOMOWHAIMHM C
JEKCAaMETa30HOM ObUIO 3HAYMUTENBHO OoJiee AKTUBHO, YeM IOMAJHIOMHI B COUETAHHU C
JIEKCAaMETa30HOM, W JTaHHAsl IMOBBIIIEHHAs] AaKTUBHOCTb ObUIAa JTOCTUTHYTA NMPU KOHLIEHTPALMSX
nexcamera3oHa, B 10-100 pa3z Oonee HM3KMX. BMmecTe 5TH naHHBIE YKa3bIBAIOT HAa MOTEHIHAJ
NOBBIIIEHHOH 0€30MacHOCTH KOMOMHUPOBAHHOTO JieueHUs1 CoefMHEHNEM 2 U IEKCAMETa30HOM,
MIO3BOJISIsT HCTIONIB30BaHKE OoJiee HU3KHUX 03 IEKCaMEeTa30Ha MPU COXpaHeHuH 3(hdekTuBHOCTH U
CUHEpPTHUH.

Tabmuua 3: CpaBHenme anTunponudepatuBHbix 3HadeHuidl ICsy Coenunenust 2 u
ITomanumomuna B BHAE OTHENbHBIX AareHTOB WMJIM B KOMOMHAIMM ¢ JlekcameTa3oHOM B

Knerounoit iuanm H929-1051, ycroitunsoi k JleHanuaomMuay
ICso Onunounoro 1 uM Komb 0,1 uM Kom6 | 0,01 uM Komb

areHra Hexc ICsg Hexc ICsg Hexc ICsg

MKM
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Homanunaomup >10 mxM 0,01884 mxM 0,11824 mxM 3,837 MxM
Coeaunenue 2 0,00098 MmxM 0,000018 MmxM | 0,0000429 mxM | 0,00041 mxM

[00306] Ouenka OezomacHoctu In Vitro OuenmBanuem aHTHnNpoaudgepaTHBHOH
CeJIeKTHBHOCTH OTHOCHUTEJIBbHO 3A0POBBIX KJeToK. C Lenbi0 NpPOAEeMOHCTPUPOBATH, UTO
CoenuHeHne 2 KaKk MPaBHJIO HE SIBJISETCS LIUTOTOKCHYECKUM, TIPOBOMIIA OOPATHBIH CKPHHUHT B
OTHOLIEHHH UMMOPTAJIM30BAaHHOM (HO HE OHKOreHHOM) kierouno nuanu THLE-2, monyuenHoi
u3 remnarorutoB uejoBeka (Pfeifer et al, Proc Natl Acad Sci USA. 1993; 90(11):5123-7) u B
OTHOLIEHUH TMepPBUYHBIX, 310poBbIXx PBMC uenoseka (®ur. 3). CoennHeHue 2 mMMesIo malioe
antunponudpeparuBHoe neiicteue Ha kjaerku THLE-2 (ICsg > 10 MxM) wium Ha
HectumyipoBanHble nepsuaHbie PBMC venoseka (ICso > 10 MKM) o CpaBHEHUIO C JTMHUSIMHA
kJeToKk MM, nmoka3aHHBIX BBIIIIE.

[00307] IIporuBoomyxosieBasi akTUBHOCTHL CoeauHeHuss 2 B  MOJeJH
KCeHOTpaHCIJIaHTA MHoxecTBeHHOM Mmuesiombl, ycroilunonl Kk Jlenammpomuay. Llens
JAHHOTO HCCJIEeIOBaHMs 3aKJII0UYaiach B IPOBEPKE MPOTUBOOIYXO0JIEBON aKTHBHOCTHU OTAEIBHOIO
arenta CoenuHeHus 2 B Mojenu KceHoTpaHcruiantata H929-1051 ¢ no3upoBkoil oniuH pa3 B
cytku (QD) mpum 1, 3

MPOTHUBOOMYXOJIEBAA AKTUBHOCTH Ha BCEX YPOBHAX MOO3UPOBKU C YMCHBUHICHUEM obbema

2

10 m 30 wmr/kr. Habmomanoce 3HaumtenpHast (p < 0,0001)

omyxoyu Ha 75%, 86%, 84% u 85% npu 1, 3, 10 u 30 mr/kr, coorBeTcTBeHHO (Dur. 4).

[00308] BwiBoa: B3sATHIE BMeCTe, 3TH AaHHbIE TOKa3biBalOT, uro CoenuHenune 1 u
Coennnenne 2 MOKa3bIBAOT OYEHb CHUJIBHYIO aKTHBHOCTH MPOTHUB MHOKECTBEHHOW MHUEJIOMBI H
HEOKHUTAHHO TOKA3bIBAIOT 3HAYUTENIbHO TOBBIIIEHHBIH YPOBEHb aIONTO3a IO CPAaBHEHUIO C
paHee omucCaHHBIMU coeanHeHusiMH CoennHeHHeM A W TOMaluIOMHUAOM. JIOMONHUTENBHO,
Coenunenue 2 B KOMOMHALIMY C JEKCAMETa30HOM He TOJIbKO cO37aeT 0oJjiee CHIIbHBINA OTBET, HO
3¢ (eKTUBHOCTD TAK)KE 3HAUUTENBHO yhydinaercs. Kpome Toro, Oblia moka3aHa CeJIeKTUBHAs
ru0esb KJIETOK MHOKECTBEHHON MUEJIOMBI TI0 CPABHEHHIO CO 30POBBIMH KJIETKAMH.

Hpumep 7. Dpdexrnr Coenunenns 1/CoennHeHnst 2 Ha peuHenTopbl, KOTOPbIE He
SIBJISIIOTCS MHLIEHbIO, U [lociencTBus.

[00309] Appenepruueckue ol u Jopamunosbie D2 peunentopsl. Cnoco0bi:
Cesi3biBaHMe W (DYHKIUOHAJbHBbIE aHATU3bI sl anpeHeprudeckux ol u modamuHOBBIX D2
penenrropoB ObLTH BhIONHEHBI Eurofing Cerep B COOTBETCTBHH € UX CIIOCOOAMH.

[00310] Anpenopeuentop al. CesspiBanue mpu 10 uyM. B ananuze CBsI3bIBAHUS

oueHUBAIN ap(UHHOCTH TECTUPYEMOTO H3AENUS Il HECENEeKTHUBHBIX aqpeHepruueckux ol
peLenTopoB B KOPE TOJIOBHOT'O MO3ra KpbIC. MeMOpaHHbIe TOMOT€HAThl KOPBI TOJIOBHOTO MO3Ta
MHKYOMPOBAJIN B ABYX SK3eMILULIpax B TeueHne 60 MUHYT MPU KOMHATHOH Temmeparype ¢ 0,25
HM [3H]npa3031/1Ha B OTCYTCTBHE WIH B IPUCYTCTBUU TeCTUPYEMBIX u3nenuii npu 10 uM. Ilocne
nepuoga WHKyOammu oOpasupl GuiabTpoBamu udepe3 (UIBTPHI U3 CTEKIOBOJIOKHA, (HIIBTPHI
CYLIMJIM M 3aT€M MOACUMUTBHIBAIN PAAUOAKTHUBHOCTb C HCIOJB30BAHUEM CLHUHTHIUISILUOHHOIO
CueTyrKa. Pe3ynbpTarhl BbIpaXKATH B BHIE CPEIHErO MPOLEHTA MHTHOMPOBAHMS CBS3BIBAHHS
PaauOIMraHAHOTO KOHTPOJIS.

[00311] ICsq cBasbiBanus. [ns onpenenenusi 1Csp cBsI3bIBaHUSA U1 HECEJIEKTHUBHOTO
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aapeHeprudeckoro ol peuentopa pas3iuyHble KOHLEHTpPALUU TECTHPYEMOIO  H3JENHs
MHKYOMpOBanu B ABYX sk3eMiuripax ¢ 0,25 eM [3H]npa3031/1Ha. CoenuHenue A TecTUpOBAIH
npu 0,01-30 uM. Coenunenue B, S-anantuomep Coenunenust A, trectuposanu npu 0,0003-10
uM. Coenunenue 1 u Coenunenue 2, S-snantuomep Coenunenus 1, ananusuposanu npu 0,03-
100 puM. PaguoakTMBHOCTb u3Mepsiid, Kak onucaHo Bbime. ICsy omnpenemsinu  kak
KOHLIEHTPALIMIO, BbI3BIBAIOIIYIO TOJIYMAKCUMyM HHIHOMPOBAHHS KOHTPOJISI CEJEKTHBHOIO
CBSI3bIBAHUSI.

[00312] AHTaroHucTUYECKask aKTUBHOCTb. AHTArOHUCTHYECKHE S(P(PEKThI TECTUPYEMbBIX

COEIMHEHHI Ha aJpEeHePruyYecKuX PEeLenTopax tja U o U3MEPSIN C UCIOJIb30BAHHUEM KJIETOK
SSMYHUKOB  KkuTakickoro xomsiuka (CHO), TpaHCPUIMPOBAHHBIX PELENTOPOM YeJIOBEKa.
AHTaroHUCTHYECKYI0 AaKTHUBHOCTb ONpENesUId MyTeM u3MepeHus 3¢ddexkra coenuHeHus Ha
MOOMJIM3ALUIO KaJIbLUs, UHAYIMPOBAHHYI0 ArOHUCTOM (QPEHAIMHOM), B aHAJM3E PelenTopa
aya Wi ypoBHel TAM® B aHanmuse penenropa o;p. B manabix 3kcnepumentax kietku CHO
MHKYOMPOBAJM B JIBYX SK3EMIUIIpaX MPH KOMHATHOH TeMIIEpaType ¢ TECTUPYEMBIM U3JENUEM U
aapeHaquHoOM npu 3 HM B aHanu3ax peuenrtopa oja uiad 3000 HM B aHanuse peuenrtopa op.
Coenunenune A TtectupoBaiu B aHanuse peuentopa ;s npu 0,01-30 uM. Coenunenue B
TECTUPOBAIM B aHajgu3ax peuentopoB ojpn u oy npu 0,0003-30 uM. Coenunenne 1 u
Coenunenue 2 ananusuposaiu npu ot 0,03 no 30 pM B ananuse peuenrtopa aa u ot 0,03 1o
100 uM B ananu3ze perenTopa [aojp. B ananuze penentopa o4 U3MEPSIIU LUTO30JIbHBIE YPOBHU
KaJblusl (IIyOPOMETPUUECKUM METOIOM C HCIIONb30BaHHEM (¢uyopecueHTHOro 3oH1a Fluo4
Direct. YpoBHu BHyTpukierouHoro nAM®P B aHanuse aApEeHEPrHYECKHX PELENTOpOB Ojp
U3MEPSIJIH C TIOMOIIBIO TOMOTeHHOH (uiyopectieHnu ¢ BpeMeHHbIM paspewmernneM (HTRF). ICsg
AHTAarOHM3Ma ONPENeNsIM KaK KOHLEHTPALHIO, BBI3bIBAIOLIYIO MOJYMAKCHMYM WHTHOUPOBAHUS
KOHTPOJII arOHUCTUYECKOrO OTBETA.

[00313] Modamunobiii D2 peuenrtop. CessbiBanue npu 10 pM. B anamuse

CBSI3bIBAHUS OLIEHUBAIU a(PUHHOCTh TECTUPYEMBbIX u3nenuil nisi nogamuHooro D2 peuenTopa
B TpaHC)UIMPOBAHHBIX SMOPHOHANBHBIX KieTkax rmouek uejoBeka (HEK)-293. [ns
OTIpeNeNIeHUs] CBS3BIBAHMS B aHajm3e peuentopa Dos, TecTupyemoe u3nenne MHKyOUpOBAIU C
0,3 .M [3H]MeTI/IJ'[Cl'II/IHepOHa umu 1 kM [3H]7—r1/1):[p01<c1/1—2—N, N-punponunamuHoTeTpanuHa (7-
OH-DPAT). [3H]M6TI/IJICHI/IHepOH npu 0,3 HM Takke HCHOJb30BAIM B KA4ECTBE KOHTPOJIA
JWraHaa B aHaim3e cBs3biBaHUS Dy, KieTouHble MeMOpaHHbBIE TOMOT€HATHI KOPBI TOJIOBHOT'O
MO3Ta HHKYOMPOBAJIN B ABYX SK3EMIUIIpax B TeueHHe 60 MUHYT MPpH KOMHATHOH TeMITEpaType ¢
JIUTaHIOM B OTCYTCTBHE WJIH B PUCYTCTBUU TeCcTUpyeMbIx usaenuit npu 10 pM. ITocne nepuona
UHKyOanmu o0pa3ipl GUIBTPOBATIH uepe3 (PHIBTPbI M3 CTEKJIOBOJOKHA, (PHIIBTPHI CYIIUIH H
3aTeM MOACUUTHIBAIM PAAMOAKTUBHOCTb C HCIOJb30BAHHUEM CLUHTHUISIUOHHOTO CUETYHKA.
PesynbraTel BBIpa)KaTM B BHIAE CPENHEro IMPOLEHTa WHTUOWPOBAHUS  CBSI3BIBAHUS
panMONUTaHAHOTO KOHTPOJIS.

[00314] ICsq cBazbiBanus. Jns onpenenenust 1Csy CBA3BIBAHUS B aHAIN3aX PELIETITOPOB
D2, HEK-293 tectupoBany, Kak ONHMCAHO BbILIE, HO C PAa3JIM4YHBIMU KOHLEHTPALUsIMU

tectupyemoro uszenus. Coenunenne A tectuposanu npu 0,01-30 pM B paanonurasHaHOM



95

aHanmuse cBs3biBaHus Dys. Coenunenne B tectuposamu npu 0,0003-10 uM B oboux aHammsax
cBsi3biBaHus Dys 1 Dy Coenunenne 1 ananusuposanu ripu 0,03-100 uM B oboux ananmuzax Dog
u Dy, B TO Bpems, kak Coeaunenue 2 tectuposanu npu 0,03-100 pM B anamuse Dog u 0,01-100
uM B anamuzax Do. ICsy ompenmensiiin kKak KOHLIEHTPALMIO, BBI3BIBAIOLIYIO MOJIYMaKCUMyM
MHTUOUPOBAHUS KOHTPOJISL CEJIEKTUBHOTO CBSI3bIBAHUS.

[00315] AronucTtuyeckas akTHBHOCTb. ATOHHU3M TECTHPYEMBIX COEAUHEHUH Ha

nodamuHoBbI D,g penenTop oneHuBamu ¢ ucnoib3oBaHueM kierok HEK-293 uenoseka
TPaHC(UIUPOBAHHBIX  PELENTOPOM. ATOHHUCTHYECKYK) aKTUBHOCTb OIpPENEeNsId  MyTeM
usMepenus sddexra coenuHEHHs Ha MOAYJSLMIO HMIENaHCa. B HaHHBIX SKCHEPUMEHTaxX
kietkn HEK-293 unkyOupoBamu B OByX sk3emruisipax npu 28°C ¢ TeCTHPYEMbIM H3IEIHEM.
Coenunenue A tectuposanu npu 0,01-30 uM. Coeaunenne B tectuposanu mpu 0,0003-10 uM
B TO Bpemsi, kak Coennnenne 1 u Coenunenne 2 anamusuposanu mpu 0,01-10 uM. JTodpamus (3
uM) ucrnonbp30Ba M B KAa4yeCTBE aroHUCTa KOHTpoJsi. M3MmepeHus ummmenaHca HaOMOgand B
tedueHne 10 MuHYT Tmocnme MOOaBJGHMS JIMTaHOA C  HCIIOJNB30BAHUEM  KIETOYHOM
AudneKkTpuueckoil  crektpockonuu. ECsy onpenensiv Kak KOHLIEHTPALMIO, BBI3BIBAIOLIYIO
MOJIYMaKCHMYM OTBETA MO0 CPABHEHUIO C KOHTPOJIEM (10(paMIHOM) arOHUCTUYECKOTO OTBETA.

[00316] PesyabraTbl. CisaseiBanue npu 10 MxM Ha azapeHepruueckux ol wu
nonamMuHOBbIX D2 penenropax ouenuBanu Ayt Coequnenus 1, Coenqunenus 2, Coenunenus A,
Coenunenus B u psina coennnenuii, mpuseneHHbix B natente CIIIA Ne 8518972 (Tabnuua 4). B
TO BpeMs KaK paHee ONHMCAHHbIE COCIUHEHHUS MMOJIHOCTBI0 HHIMOUPYIOT CBSI3bIBAHUE JINTAHA HA
oboux penenropax, HeoxunaHHo, CoenunHenne 1 u CoenuHeHune 2 TNOKa3anu 3HAYUTEIBHO
CHIDKEHHYIO CIOCOOHOCTh MHTMOMPOBATH CBSI3bIBAHME JIMTaHNA, IOKa3biBas TOJbKO 67/62%
(anpenepruueckuii ol peuenrop) u 55/52% (modpamunoBsiii Dyg) MHrHOMpPOBaHNUS CBSI3bIBAHUS
JIUTaHAA, COOTBETCTBEHHO. ITosTomy ObL1 JOTIOJIHUTEIBHO IIpOaHaIU3UPOBaH
muddepenumupoBannbiii 3pdext Coenunenus 1 u Coenunenus 2 no cpaBHeHuto ¢ CoequHeHneM
A u CoenunennieM B Ha anpenepruyeckuii ol u nogamunoBeiii D2 penentopsr.

Tabnuna 4. D ekt Coenunenus A, Coenunenus B, Coenunenus 1 u Coennnenus 2 u

paHee ONMUCAHHBIX coenuHeHni Ha Anpenepriueckuii ol u Jlopamunossrit D2 penentop

Anpenepruueckn | JlopamMuHOBBINH

ial Dys
Coen. Ne R R’ X Crepeo

% Hur, % HUur.
(@10 mxM) (@10 MmxM)
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Appenepruueckn | JlopamMuHOBBINH
it al Dy
Coen. Ne R' R’ X Crepeo
% HHr % HHr
(@10 MxM) (@10 MxM)
1 CN F CH, pan 67 55
2 CN F CH, S 62 52
A F F CH, pau 102 99
B F F CH, S 98 99
ITpumep.
H H CH, pau 98,3 98,7
5,229
ITpumep.
F H CH, pau 100,3 94,7
5,273
ITpumep.
F H CO pau 97,9 92,4
5,289

[00317] Heranbuble 3¢ddexTs
Coenunenust 2 Ha al aapeHopeuenTop npuseneHsl B Tabnuue 5. CoenuHeHne A UHruOMpyeT

Coemunenuss A, Coegunenuss B, Coenunenus 1 wu

CBsI3bIBaHUE uranaa ¢ aapenopeuentopom ol Ha 102%. ICsy CesaspiBanus mist CoenuneHus A ¢
peuentopom Obuta 0,064 puM. CoenuHeHue A  0Ka3ajlOCh CUJIBHBIM aHTarOHHCTOM
anpenopenentopa o;a, ¢ ICso 0,014 uM. Kpome Ttoro, Coenunenue B uHrubuposao
CBs3bIBaHHE NuraHna c aapeHopeuentopom ol Ha 98 -100% mpu 10 pM u umeno ICsgy
ces3biBanusi 0,024 pM. CunbHbI aHTAaroHW3M aApeHopeuenTopa ol Habmomamw s
Coemunenuss B, co 3nauenusmu ICsy 0,0064 u 0,078 uM Ha peuentopax o4 U Oyg,
COOTBETCTBEHHO. HeoknamanHO, B OTIMYHE OT 3TOro, Obuto mokaszano, yto CoenuHenue 1 u
Coenunenne 2, oba umerT ciaalyr akTHBHOCTh Ha aapeHopenentope ol. 3Hadenus ICs
anTaronmsma penenrtopa Coenunennem 1 Obutu 0,98 UM u 6,9 UM 1ist 04 ¥ O PELIETITOPOB,
coorBercTBeHHO. ConocTaBiMBble pe3yJibTaThl Habmoaanuch st CoennHeHus 2.

Tabmuna 5. Oddexror Coenunenus A, Coenunenust B, Coennnenus 1 u Coenunenus 2

Ha ol AxpeHopenenTop

Coeaqunenne ol (HeceJ1eKTHBHOE) ol 1Cs5yp anTaronnzma
% WurudupoBanus | (HeceJleKTHBHOE) (uM)
(10 uM) 1Csy cBa3BIBAHMSA goa 1B
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(uM)
Coenunenne A 102 0,064 0,014 HO
Coenunenue B 98, 100° 0,024 0,0064 0,078
Coenunenue 1 67 3,9 0,98 6,9
Coenunenue 2 62 1,3 (oueHo4Ho) 0,58 2,4
* He3aBUCHMBbIE SKCTIEPUMEHTBI.
HO, He onpeneneno

[00318] Jdopamuuosbiii D2 peunentop. Dddexkrsr Coenunenuss A, Coenunenus: B,
Coenunennsi 1 u Coenunenusi 2 Ha nodamuHoBbii D2 peuenTop mpuseneHsl B Tabmure 6.
CoenuHenne A MHrHOMpYeT CBs3bIBAHHE JIMTaHaa ¢ nogamMuHOBBIM Dog penentopom Ha 99%.
ICso CesizpiBanust nnsi Coenmuaenust A ¢ Dos peuentopom Obuia 0,15 pM. Coenunenne A
0Ka3aJloch YaCTUYHBIM aroHUCToM nodamuHoBoro Dag penentopa, ¢ ECsy 0,016 uM. Kpome
toro, Coenunenne B wunrnbuposano D,s penentop Ha 99% mnpu 10 pM u mmeno ICsy
ceaspBanHuss 0,084 u 0,016-0,047 uM ma Do, u Dss peuenropax. Heoxupanno, HO B
IPOTHBOMOJIOXKHOCTh 3TOMY, ObUTO Moka3aHo, uro Coenunenne 1 m CoenuHenue 2 0o0Jamar0T
cnaboii akTUBHOCTBIO Ha nodamMuHOBOM D2 penentope ¢ nnruouposanuem npu 10 uM < 55% u
3HaueHneM ICsp cBsizpiBanus > 2 uM. @ynkuuoHanbHbli aroHm3M (ECsp) Coenunenuss B Ha
noamuaOBOM Dag pelienTope B TpexX HE3aBUCHMBIX HcciienoBaHusix Obut > 10, 2,7 u 1,9 uM.
Xorts crenenb aronnm3ma Coenunenust B Ha Dag peuenrop Obuia MeHbIei, yem Habomaemas
nnsa CoenuHeHust A, HaOmonanach TeHaeHIus kK Oonbumiemy aroHn3my Coeaunenust B mo
cpaBHeHnto ¢ CoenunenneM 1 u Coenunenuem 2. B3siTele BMecTe, NaHHBIE % MHIHOMPOBAHUS
cesizbiBanuss mpu 10 uM, ICsp cBszbiBanusi u ICsy aroHmsma MpOAEMOHCTpUPOBAIN Oolee
cuibHyt0 akTuBHOCTH Coenunenust A u Coenunenust B Ha nodamunoBelii D2 penentop mo
cpaBHennto ¢ Coenunenniem | u Coenunenuem 2. JlaHHOe HaOMIOI€HUE COTIIACYETCS C TAaHHBIMU
0 aronusma noamuHoBOrO D2 penentopa (T. €., CHUXKEHHE MOTOPUKH JKeJTy1Ka/OTIOPOKHEHUS] )
y kpbic Coenunennem A, HO He CoennHeHneM | (Kak OMMCAaHO HUXKE).

Tabauua 6. Dddexrnr Coenunennss A, Coennnenuss B, Coegunenunss 1 u

Coenunenus 2 Ha lopamunosbiii D2 peuentop

Coenunenune % 1Cs¢ cBsA3BIBAHUSA Aronnsm Dyg
HNuruduposan (M) ECso (uM)
ust
(10 uM)
D2 D DaL D
Coenunenne A HO 99 HO 0,15 0,016
Coenunennue B 103 99, 0,084 0,016, 0,021, >10,2,7,1.9°
99* 0.047*

Coenunenue 1 55 55 2,3 7.4 OTpunarenbHbl
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=

Coenunenue 2 HO 52 3 2 (oueHOYHO) >10

(oLIleHOUHO)

* HezaBucumpie sxkcriepumentsr, HO, He onpeneneno

[00319] 7-aHeBHBIe NPOOHBIE HCCJEAOBAHHS TOKCHKOJOIHH HAa CaMIAX KPbIC.
Cnocobsl. Camuam kpsic CD-IGS (n=5/rpynmna ajsi TOKCHKOJOTMYECKOH OLEHKH; n=4/rpymnmna
111 TOKCUKOKUHETUYECKOH OIIEHKM) BBOIMJIM OAMH pa3 B CYTKH MepopanbHO 4epe3 30HA (10
mi/kr) Hanomautenb (0,5% TTIMIY/0,25% Tween-80 B 50 MM uutpara, pH 2,6-2,8) unu
tecrupyemoe uznenue (Coenunenue A unu Coeaunenue 1) mpu 100, 300 nam 1000 mr/kr/cyTku
B Te4YeHHEe 7 TOCIenoBaTeNbHbIX nHed. OOpasubl KPOBH ISl aHATM3a TOKCHKOKHHETHKH
cobupamu Ha Jlenp 1 1 7. V Bcex KpbIC HAOMIOJAINCH KIMHUYECKUE MPU3HAKUA TOKCUYHOCTH MPH
MpenBapUTENILHON 7103€, Yepe3 OkoJio 1 vaca mocse BBeaeHus 1036l B Jlnu 1-7 u 1o ayroncuu Ha
Henp 8. Bec Tena perucTpupoBaiu NpU pPaHAOMHU3ALMU, A0 AOZUPOBAaHUS B OHU 1-7 U 10
ayrtoricur. OOpasipl ANl aHAJIM30B T'€MATOJOTHMH U XUMHH CBIBOPOTKH coOupanu Ha [leHp 8,
yepes3 0KoJo 24 yacos nocie nociaeaneil no3el. Kpeic ymepmsisiiu Ha JleHp 8 Ayt ayTONCHU.
AHaTtomMHuecKasi OIEHKa MAaTOJIOTHU COCTOsIa M3 o0mero HaOJIOJEHUs, MacChl OPraHOB M
T'HCTOIATOJOTMYECKOTO U3YUEHUST OTACNbHBIX TKAaHEH.

[00320] Pe3yabTatsel. [locne exenHeBHOro nepopaibHOro BeeneHus CoeaumHeHust A B
TeYeHHe 7 TmochenoBaTeNbHbIX nAHel, cucremHas skcno3unms (AUCy) yBenuymBaiach B
3aBUCUMOCTH OT 10361 OT 100 o 1000 mr/kr. Dxcno3uuus B Jlenp 7 Oblia mpumepHO B 3-7 pas
oonpire, uem B [lenb 1. AUC B [lenp 7 Obutn 441, 1230 u 1760 MxM -4 mipu 100, 300 u 1000
MI/KT, COOTBETCTBEHHO. KiuHHuYeCKHe NpPU3HAKM TOKCHYHOCTH (BbIrMOAHHWE  CIUHBI,
IIJIOAPEKIHsT U CHIDKEHHE aKTHBHOCTH) U CHIDKEHHE Macchl Teja HaOmomamuch mpu > 300
mr/kr. He Obuio 3amedeHo yBenuyeHust Macchl Tena npu 100 mMr/kr. AHOMaJbHOE COIepIKaHue
xenynka (cyxoe, Marepuanbl numu) B o0meM HaOmonasoce npu > 100 wmr/kr 6e3
MHUKPOCKOTTUYECKUX KOPPEJSTOB. J[aHHOE OTKpBITHE MPEANojaraeT YMEHbLUICHHYI) MOTOPHKY
JKEJTyIKa/OTIOPOJKHEHHE M COTJIACYETCSl ¢ arOHUCTHYECKOH aKTHBHOCTBIO Ha nodamMuHOBOM D)
peuentope. MMUKPOCKONMYECKHE  HAXOAKH, CBSI3aHHbIE C TECTUPYEMbIM  HU3JEIHEM
OrpaHUYMBAJIMCh MHHUMAJIbHBIM MYJIbTH()OKAIBHBIM HEKPO30M MHOKapAa M CMEIIaHHOH
KJIETOUHOW HWH(HUIbTpaleld B CepAIax KPbIC MPU BCEX YPOBHAX ITO3HPOBKH. XOTS TOUYHYIO
NPUYHHY J@HHOTO MOpPa)XK€HUsl Cepilla elle IPeICTOUT OIpeAeNnuTb, BBIBOJ COIJIacyercsi ¢
aroHmMoM paodamuHOBOro D, peuentopa W/WiIM aHTaroOHU3MOM agpeHepruueckoro ol
peuenTopa. I3MeHEHUs! JaHHBIX PELIENTOPOB MOTYT MPUBECTH K Ba3OAMIATALIUH, YTO MPUBOIUT
K CHIDKEHHIO KPOBOTOKA, TUITOTEH3UU U PepIIeKTOPHOHN TaxuKapauy. PacronoskeHne mopaxeHuit
cepana (amekc, SHAOKAPIHAS MOBEPXHOCTb JKEJYJOYKOB) TAK)KE COTIIACYETCS C MEXaHH3MOM
umemun. [na Coenunenus 1, skcnosunus (AUCy,) Takke yBelIUYNBajiach B 3aBUCHMOCTH OT
no3sl oT 100 mo 1000 mr/kr u sxcrio3unust B JleHp 7 Obla mpuMepHO B 2-6 pa3 OoJblue, 4eM B
Henr 1. B Jlenp 7 AUC mpu 100, 300 u 1000 mr/kr Obumm 143, 514 u 1220 MM 4,

cooTBeTcTBeHHO. He ObLI0 HMKAKHX KJIMHHYECKHX Ha6J'II-OI[eHI/II\/'I, CBsA3aHHbIX C TECTUPYEMbIM
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u3zenieM. MUHUMAaNIbHbIE YMEHBIIEHUs] IPUPOCTA MACChI Tella HaOmoamuch npu > 300 mr/kr.
Heoxxupnanno, HO B oriuuune ot CoenuHeHnst A, He ObUIO OOHAPY)KEHO HUKAKOTO BIIMSIHUS HA
KENyJOK MIIM cepaue y Kpeic, kotopbiM BBomwau CoenmHeHue 1, 49TO coriacyercss c
YMEHBLIEHHON aKTUBHOCTBIO Ha aapeHepruueckux ol u podammuoBeix D, penentopax,
HaOmonaemoii Eurofins Cerep, onucanHo# BblILIe.

[00321] Ouenka Coenunenusi 2 u Coennnenusi B in vitro B kauyecrse HHruéuTopa
(¢pepmenToB nuTOoxpoma p450 yenoseka. Llenbio Obu1o oneHnuTh MoteHnuan CoenuHenus B u
CoenuHenusi 2 B Ka4yeCTBE MPSIMOr0 WM 3aBUCHMOIO OT BPEMEHHM HHTHOMTOpA aKTUBHOCTH
mutoxpomMa p450 (CYP) B oObeIMHEHHBIX MHKPOCOMAax IME€YeHH 4YejioBeka. B maHHOM
UCCIICIOBAaHUH M3YYaJl WHruOMpoBaHue naeBiTH (epMeHTOB muroxpoma P450 uenoBeka, a
umenHo CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2D6, CYP2EI nu
CYP3A4/5 (c ucronb3oBaHHEM ABYX CyOCTPATOB).

[00322] Cnocobbl. {7151 nccinenoBaHus MOTEHIIMANA TaHHBIX COEAUHEHHI NeliCTBOBATh B
KadecTse npsimoro uaruouropa ¢pepmentos CYP, oObennHeHHbIE MUKPOCOMBI TIEYEHH YEJIOBEKA
UHKYOHpOBaJN ¢ CyOCTpaTaMy 30HAAMH B KOHIIEHTPALMSX, MPIMEPHO PaBHBIX MX siBHOM Km, B
orcyrcrBue uin B npucytcreun Coenmnaenus B (ot 0,03 go 30 MxM) i Coenunenus 2 (OT
0,03 no 30 MmxM) u HAZI®H (1 mMM). Kpome Toro, naHHblE COENMHEHHs OLIGHUBAIM IO UX
CIOCOOHOCTH BBICTYIIAaTh B KAueCTBE 3aBUCSIIUX OT BPEMEHH WHIHOUTOPOB NPU TEX XKe
KOHLIEHTPALUAX, YKa3aHHBIX Bbime. IIpu oleHke MHrHOMpOBaHUS, 3aBUCUMOIO OT BPEMEHH,
TaHHbIE COENUHEHMs MPEIBAPUTENbHO MHKYOUPOBAIM C MHUKPOCOMaMH II€UEHH YeJOBeKa |
HAJI®H (1 mM) B Teuenue 30 muHyT nepen nodasneHneM cyocTpaTta 30HAa. B nonmomHennn k
COOTBETCTBYIOLIIEMY KOHTPOJIFO HOCHUTEJIs, N3BECTHbIE NPsIMbleé MHTUOUTOPBHI M 3aBUCSIIUE OT
BpeMeHU UHruouTopbl H30hopM CYP OblM BKIIFOUEHB! B KAYECTBE TOJIOKUTEIBHOTO KOHTPOJISL.
[Mocne wuHKyOamMu KOHLEHTPALMU METa0OJUTOB CyOcTpara 30HAA OBbUTH KOJUYECTBEHHO
OmpenesneHbl ¢ HCIob3oBaHueM ycTaHoBJIeHHbIX JKX/MC/MC wmeronoB. beuta BeipakeHa
CTeNeHb MHTHOUPOBAHUSI KaK MPOLEHT aKTUBHOCTH KOHTPOJIS.

[00323] Pesyabtarbl. Coeamnenue B. B »skcrepuMeHTanbHBIX — YCIOBUSIX,
UCTIONIB3YEMBIX ISl pacCMOTpeHusi mpsimoro unruOuposanus, CoenuHenne B (Brutote no 30
MKM) nokaszano kpaitne maiblii (< 30%) sdext nunrnbuposanns CYP1A2, CYP2A6, CYP2CS,
CYP2D6, CYP2E1, u CYP3A4/5 (munazonam). Ilpu 30 mxM Coenunenne B mHrunOuposano
aktuBHOCTH CYP2B6, CYP2C9 u CYP2C19 na 59, 38 u 45%, coorBercrBenHO. Coenunenue B
unruouposano CYP3A4/5 (recroctepoH) co 3HadeHuem ICsy 2,92 mxM. B ycnoBusix,
UCTIONB3YEMBIX Ul TECTUPOBAHHUS WHIMOMPOBAHUS, 3aBUCHUMOTO OT BpemeHnH, CoenuHenue B
(BrutoTh 10 30 MKM) MOKa3aio KpakiHe MaJio 3aBUCUMOT0 OT BpeMeHu nHruouposanus CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6 u CYP2E1l mnocne 30 muHyT
npennkyouposanus ¢ win 6e3 HAJI®H. Coennnenue B nnrunduposano CYP3A4/S 3aBucumo ot
Bpemenn. Casunytoe 3Haduenne 1Csyp (¢ HAJI®H) 6bin0 2,23 u 1,93 MxkM nanst Mumgasonama u
TECTOCTEPOHA B KAUECTBE CyOCTPATOB, COOTBETCTBEHHO.

[00324] Coeaunenue 2. B SKCHEpUMEHTANBHBIX YCJIOBUSX, HCHOJIb3YEMbIX IS

paccMoTpenus npsiMoro uHruouposanust, Coenunenue 2 (BruoTh 10 30 MkM) mokasano kKpaitHe
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manbiil (< 30%) sddext uarndbuposanus CYP1A2, CYP2A6, CYP2B6, CYP2CS8, CYP2C9,
CYP2D6, CYP2E1, u CYP3A4/S (munazonam). IIpu 30 mxM CoeanHeHue 2 MHrHOHMPOBAIIO
aktuBHOCTE CYP2C19 u CYP3A4/5 (tectoctepon) Ha 41 u 46%, cOOTBETCTBEHHO. B yCcrnoBusx,
UCTIONBb3YEMBIX Ul TECTHPOBAHUS MHTMOMPOBAHUS, 3aBUCUMOro OT BpeMeHM, CoenuHeHue 2
(BmoTh 1o 30 MKM) MOKa3ano KpaifHe Majio 3aBUCUMOT0 OT Bpemenu uHruouposanust CYP1A2,
CYP2A6, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, CYP2El u CYP3A4/5
(Munazonam) nocne 30 munyT npenHkyOupoBanus ¢ umn 6e3 HAJI®H. Coenunenue 2 (npu 30
MKM) unrubuposano aktuBHoCTb CYP3A4/5 (Tectoctepon) Ha 59% (¢ HAJI®H) u 23% (Oe3
HAJI®H), uro ykaseiBaer, yro CoenmHeHue 2 ObUIO cjnaObIM B 3aBUCSIIMM OT BpPEMEHH
unruouropom CYP3A4/S .

[00325] BeiBoa. B urore, Coenunenne B (Briots 1o 30 MkM) mokasasno KpaifHe MaJiblii
(£30%) adpdexr npsimoro unruduposanus CYP1A2, CYP2A6, CYP2CS8, CYP2D6, CYP2EL, u
CYP3A4/5 (munazonam). Coemunenue B wunrubuposano CYP3A4/5 (TectocTepoH) co
3HaueHneM 1Csp 2,92 mxM. IIpu 30 MM Coenunenune B unrnbuposano akrusaocts CYP2B6,
CYP2C9 u CYP2C19 na 59, 38 u 45%, coorBerctBeHHO. Coennnenue B (Bmutots 1o 30 MkM)
He siBjsieTcst 3aBUCHMbIM OT BpemeHu unruouropom CYP1A2, CYP2A6, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2D6 u CYP2EI, Ho siBisieTcst 3aBUCUMBIM OT BPEMEHH WHTHOUTOPOM
CYP3A4/s5.

[00326] HeoxkunanHo, HO B ommuue OT dtoro CoemmHenue 2 (mo 30 MxkM) mmeno
kpaitne maneii (< 30%) a3 dext narnOupoBanus Ha J0O0OM U3 ucbITaHHBIX GpepmerToB CYP, u
npu 30 MM Coenunenne 2 unruOuposano aktuBHOCTh CYP2C19 u CYP3A4/5 (TecTocTepon)
Tonbko Ha 41 u 46% (1. e. IC59 > 30 MxM), cootBercTBeHHO. Coenunenue 2 (no 30 MxM) Taxxe
SBJISIETCS] JIMIIb CJaObIM 3aBUCSIUM OT BpeMeHu wuHruouropom CYP3A4/S. CHumxenHas
uHruoutopHast akTHBHOCTH B oTHOoIeHHH CYP2C19 nu CYP3A4/5 npuBonuT K yMEHBIIEHHOMY
s dexTy Ha MeTabonn3M, B TOM HYHUCIE APYTHX JIEKAPCTBEHHBIX CPEICTB, U, COOTBETCTBEHHO,
CHIDKEHHOT'O MOTeHLIMANA HeOIaronpUsATHBIX JIEKAPCTBEHHBIX B3AUMOIEHCTBUH.

[00327] Pe3iome. KoMOuHaIMsi CHUIBHOW AKTHBHOCTH TPOTHB MHOKECTBEHHOM
MUEJIOMBI, TIPH 3TOM HE 3aTparuBas 3A0POBbIC KJETKH, 3HAYUTEJIbHO MOBBIIIEHHBIX YPOBHEH
aronro3a u Ooyee CHIbHOrO W 3((EKTHBHOrNO OTBeTa B KOMOWHALIMU C JIE€KCAMETA30HOM
nokasbiBaet, 4to Coennnenue 1 u Coenunenne 2 OyayT MOJNE3HBI IPH JIEYEHUH MHOKECTBEHHON
muenoMbl. Kpome Toro, HeO)KMIJaHHOE OTKPBITHE YIYUIIeHHBIX npoduiel He mumeHeir u CYP
in vitro W in VIivO B COYETaHWH C TOTEHLWAJOM HCIONb30BaHUS 0Oojee HHU3KUX 103
nexcameTra3oHa nokasbiBaer, uto Coenunenne 1 u CoeanHeHue 2 NOKHO UMETH YIIyYIIEHHBIE
npoduii 6€30MacHOCTH MO OTHOIICHHUIO K paHee OMHUCAHHBIM COSIMHEHHSIM.

[Ipumep 8. AnonTo3, uHayuupoanublii Coenunenuem 2, B Kierounnix JImausx
MuoxecTBeHHOH MueoMbl, XAPAKTEPHU3HPYIOMIEHCH OHKON¢éHHbIMH /JpaHBepamMH,
XPOMOCOMHBIMH TPAHCJIOKALHSMH H MyTauusiMu pS3.

[00328] Cnocobbl. Dddext coenuHeHnit Ha mponudepannuio U HUHIYKIHUIO aronTo3a
pETpe3eHTaTUBHBIX ~KJIETOYHBIX JUHMH MM, obnaparonmx OOBIMHBIMH — OHKOT'€HHBIMHU

MyTalusIMU MW XPOMOCOMHBIMH TPAHCJIOKALIUAMHU, BKIIIOYAOMIUMHU TEC, KOTOPBIC CUHUTAKOTCA
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TPAHCJIOKALMSIMU WJIM MyTalMsIMH BBICOKOTO PHCKA, OOHApy)KEHHBIMH Yy MAalMEeHTOB ¢ MM,
OLICHUBAJIM C HCIOJb30BAHUEM AaHAJIN3a MPOTOYHOM LUTOMETpUEH 96-JIyHOUHOrO IUIAHIIETa
nocyie 120 yacoB MHKyOaluM ¢ JAHHBIMH COENWHEHUsSIMHU. J[BanuaTh KJIETOYHbIX JUHUN MM
(Tabmuma 7 u 8) (B TOM UMCIIE KJIETOUHbIE IMHUY JIeHKo3a ra3MaTuieckux kietok (PCL) L363,
JIN-3, ARH-77, m SKMM-2) ofpabareiBaqu B JBYX O3K3eMIUIPaX C YBEIHYCHHUEM
koHueHTparun CoeanHeHus 2 wiy noManuaomuaa B npegenax ot 0,015 no 100 HM. Ucnonesys
ucxoaHble S MM pacTBOpBI, COeAMHEHNS ObUTH NPEBAPUTEIBHO HAHECEHB! B COOTBETCTBYIOLINE
JAyHKA 96-JyHOUYHBIX IUJIAHIIETOB ¢ Hcnonb3oBanueM Lludposoro Jozaropa Hewlett-Packard
D300. Knerku nobasisin B 96-1yHOYHBIE IUIAHIIETHI ¢ UCTIOJb30BaHueM Jlo3atopa PeareHToB
Multidrop Combi. Uepe3 5 nneit 00pabOTKM HCMOIB30BAIM AHAIM3 MPOTOYHON LUTOMETPHUEH
IUIL ONPEENICHUsT KOJMYECTBA KJIETOK, KOTOpPbIe OBUIM JKHMBBI, MEPTBBI WMJIHM AINONTHYECKHUMH.
Uepes S5 npHeit 00paOOTKM KJIETKM HMHKYOUPOBAJM C AHHEKCHMHOM V U OKpAaILIMBAaHUS
SKCIIOHUPOBAHHOTO (ochaTuanICeprHa, MapKepOM MOBEPXHOCTH ATNONTOTHYECKUX KIJIETOK, U
BUTAJIBHBIM KpacureseM 7-AAD, KOTOpBIH OTTOpraercst U3 KJIETOK ¢ HHTAKTHBIMH KJIETOYHBIMU
MeMOpaHaMH, W AHAJIM3UPOBAIM C TOMOIIBI NPOTO4YHOH nutomerpun (Attune®, Thermo
Fisher). 3arem mnpoBomwnmm aHanmu3 JUisi ONPENENICHUS YHCJA >KUBBIX KJIETOK (IBOWHOrO
OTPHLIATENIbHOTO OKPAIIMBAHUS KJIETOK aHHEKCHHOM V u 7-AAD) m Obuia paccuuTaHa IOJs
aTIONTOTHYECKUX KJIETOK (QHHEKCUH V-TIOJIOKUTENbHbIE KJETKH) Ui KaKAOrO YCIOBHUS IO
OTHOIICHUI0O K KOHTpomo obOpabdorku JIMCO. Bce omnucanHbie 3HaueHust ObUIH
HOPMAaJIM3UPOBaHbl K KieTkam, odpadoranHeiM Tonbko JIMCO. Bee kpuBble nponudepanuu u
WHAYKIUHA arnonrto3a Obuin  00paboTaHbl M TOCTPOEHbI KaK MPOLEHT OT KOHTPOJA C
ucnions3oBanueM XLFit (IDBS, Anamuna, Kanudopuus) u GraphPad Prism 7.03 (GraphPad
Software, Jla-Xonbst, Kanmudpopuus). KonnuecTBo XKUBBIX KJIETOK IS KaKAOW KOHLEHTPALIUU
HopManu3oBamu k koHTposo JIMCO (paccmarpuBaercs kak 100%) B Microsoft Excel nns
reHepupoBaHusi KpuBbIX mnponudepannu. 3HadeHus: ICsy (KOHUIEHTpauusi, NpU KOTOPOH
coennHeHue obOecneunBaer 50% WHrHOMPOBAHMS) 3aTEM PACCUUTHIBAIN IyTEM BBINOJHEHUS
aHaJIM3a MEePEeMEeHHOro HakJIoHa rpaduka log(MHruOMTOpP) OT HOPMAIU3UPOBAHHOIO OTBETA, U
3HaueHus miomanyn nox kKpusoi (AUC) pacCUMThIBAIN MyTEM BBITIOJIHEHUS aHATN3a TUIOLIAN
non kpuBoi Ha GraphPad Prism 7,03. AHajoru4dHo, s aHaIu3a arnonTo3a, MPOIEHT aronTo3a,
BBI3BAHHOTO NPENapaToM, PACCUUTBHIBATIM JUIsI BCEX J03 IMyTEM CIIOKEHUS 3HAYCHHH O0OMX
«paHHEro» (aHHEKCHH V MOJOXKUTENbHBIN U 7-AAD OTpHUIATENbHBIN) U KIIO3HET0» (AHHEKCHUH
V u 7-AAD nonoxuTeNnbHbIN) anonTo3a U BEIYUTAHUS 3HaYeHHH (poHa (kineTku, oOpaboTaHHBIE
koHTposaeM Hocutenst JIMCO). Benmunaber AUC aist KpUBBIX anonTo3a ObUTA BBIYUCIIEHBI Ty TEM
BBITIOJTHEHMS aHAIM3a Tuiommanu moa kpusoit Ha GraphPad Prism 7.03. Ilnomans mox KpuBoid
no3za-otBer (AUC) paccuuThiBai, TOCKOJBKY OHA YHCEIbHO BBIPAXKAET AaKTHBHOCTh U
3¢ (eKTUBHOCTD JIEKAPCTBEHHBIX CPEACTB BBIPAXKEHHEM aIroNTo3a OIHUM IapaMeETPOM.
3nauenns ICso mmst CoenmHeHus 2 W NMOMaJMAOMHAA B aHAIM3aX MPOTOYHOM LIUTOMETPUHU
npeacrasieHbl B Tabmune 9. B Tabmuue 10 mokasana ruomanb Moj KPUBBIMU J103a-OTBET
(AUC) cpaBHuBaromasi aktuBHOCTh CoenuHeHHs 2 W TMOMAJIMIOMHIA aHAJN3a MPOTOYHOU

LIUTOMETPHUU B NTAHEJIU KJIETOUYHbIX JUHUH MM.
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Knerounas HocTraBmuk/UcTounnk Homep no YcaoBus
auausa MM Karanory KYJbTHBHPOBAHUSA
KJIETOK
ANBL-6 Jelinek, Ahmann et al. Cancer Res|H]| RPMI-1640, 10% ®BC,
(1993) 53(21): 5320-5327 IL-6
ARH-77 ATCC (Manaccac, Buprunus) CRL-1621 RPMI-1640, 10% ®BbC
CAG Borset, et al. Blood (2000) 96(7):|H RPMI-1640, 10% ®bC
2528-2536
DF15 Shaughnessy, et al. US20070027175 |HJ RPMI-1640, 10% ®BbC
EIM DSMZ (bpaynuseiir, I'epmanus) ACC-560 RPMI-1640, 10% ®BbC
NCI-H929 [ATCC (Manaccac, Buprunwsi) CRL-9068 RPMI-1640, 10% ®BC
H929-1051 |PaspaboranHas CaMOCTOSITENIBHO, RPMI-1640, 10% ®BC
caenaHHas ycronuyuBon k 10 MM
JIeHaIuAOMUA
IM-9 ATCC (Manaccac, Buprunus) CCL-159 RPMI-1640, 10% ®bC,
IL-6
JIN-3 DSMZ (bpaynuseiir, I'epmanus) ACC-541 RPMI-1640, 10% ®BbC
KMS-11 Japanese Collection of Research{JRCB-1179 |RPMI-1640, 10% ®bC
Bioresources Cell Bank (Ocaka,
Snonust)
KMS-12-PE [DSMZ (bpayHnuuseiir, I 'epmanust) ACC-606 RPMI-1640, 10% ®bC
KMS-34 Japanese Collection of Research{JRCB-1195 |RPMI-1640, 10% ®bC
Bioresources Cell Bank (Ocaka,
SroHus)
L363 DSMZ (bpaynseiir, I'epmanus) ACC-49 RPMI-1640, 10% ®BC
LP-1 DSMZ (bpaynuseiir, I'epmanusi) ACC-41 RPMI-1640, 10% ®BbC
MM.1S ATCC (Manaccac, Buprunus) CRL-2174 RPMI-1640, 10% ®bC
OPM2 DSMZ (bpaynwseiir, I'epmanus) ACC-50 RPMI-1640, 10% ®BC
OPM2-P10 |Pa3paborannas CaMOCTOSITENILHO, RPMI-1640, 10% ®BC
caenaHHas ycronuyuBon k 10 MM
NOMaJIUIOMUAA
RPMI-8226 [ATCC (Manaccac, Buprunusi) CCL-155 RPMI-1640, 10% ®bC
SKMM-2  |DSMZ (bpayHiuseiir, I epmanust) ACC-430 RPMI-1640, 10% ®BC
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Knerounasn HocraBmuk/UcTounuk Homep no Ycaosus

auauss MM Karanory KYJbTHBHPOBAHHS
KJIETOK

U266 ATCC (Manaccac, Buprunus) TIB-196 RPMI-1640, 10% ®BbC

ATCC=American

Type Tissue

Collection;

DSMZ=German

Collection

of

Microorganisms and Cell Cultures; ®bC=®eranbnas berabst CriBopotka; IL-6=HHrepneiikun 6;

JCRB=Japanese Collection of Research Bioresources Cell Bank; MM=mMHoxecTBeHHas

muenoma; H[=HeT naHHBIX.

Tabmuua 8: OHKOreHHbIE IpaiBepbl, XPOMOCOMHBIE TPAHCIOKALUHU M MyTaUuu pS3,

HalineHHble B maHenu Kierounsix JInnut MHOKecTBEHHON MUEIOMBI

Knerounass nunus | craryc pS3 Onkorennsbie J{paliBepbl Tpancnokaunun

MM

ANBL-6 myT (Q331)* C-MAF t(14;16)

ARH-77 myT (R273H) - -

CAG AT T C-MAF t(14;16)

DF15 AT - -

EIM myT (K132N) MAFB t(14;20)

NCI-H929 AT FGFR3 u MMset t(4;14)

H929-1051 AT FGFR3 u MMset t(4;14)

IM-9 AT - -

JIN-3 AT C-MAF t(14;16)

KMS-11 AT T FGFR3/MMSET, C-MAF | t(4;14),t(14;16)

KMS-12-PE JIT TYmyt (R337L)° | ukomus D1 t(11;14)

KMS-34 myT (W 146%) FGFR3 u MMset t(4;14)

L363 MyT (S261T) MAFB 1(6;20), t(20;22)

LP-1 myT (E286K) FGFR3 u MMset t(4;14)

MM.1S AT C-MAF t(14;16)

OPM2 myT (R175H) FGFR3 u MMset t(4;14)

OPM2-P10 myT (R175H) FGFR3 u MMset t(4;14)

RPMI-8226 myT (E258K) C-MAF t(14;16), t(16;22)

SKMM-2 AT MAFB, Huknuna D1 t(14;20), t(11;14)

U266 MyT (A161T) Huxnun D t(11;14)
I'’/I=romo3urotHas peneuus; Myt=myrtauus, JAT=aukuil Tum, - = HE NPUCYTCTBYET.

b= -
*=HOHCEHC MyTals. = NPOTUBOpeUMBbIE cooOLIeHus B auteparype p53 T ¢ Tonbko 1 kornmeis

WUJIM MyTaLUEH.
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Hcrounuku: Bergsagel, et al. Oncogene (2001);20:5611-5622; Berglind, et al. Cancer
Biology Therapeutics (2008);5:699-708; Keats, J. Common Genetics of Myeloma Cell Lines
[Uurepuer]. Jonathan Keats Laboratory. Translational Genomics Research Institute (TGen) -
Integrated Cancer Genomics Division. 2012 - [mpouuTtuposano 05 Aus 2017].

[00329] Pe3yabTaThl. AHTUNIPOIU(EPATUBHYIO aKTUBHOCTh COEAMHEHNS 2 OLIEHUBAJIH B
IIaHEeJIN PEeNpe3eHTATHBHBIX KJIETOUHbIX JIMHUA MM, oOnanarommx OObIMHBIMH OHKOT€HHBIMU
MyTaLUsIMH M XPOMOCOMHBIMH TpaHciokauusMu (Tabmuna 8), BKIIOYAOIMMU T, KOTOpBIE
CUMTAIOTCS TPAHCJIOKALMSIMU WM MyTALUSIMHU BBICOKOTO PUCKA, OOHAPYKEHHBIMHU y MAIL[HEHTOB
¢ MM (Johnson, et al. Int J Hematol. (2011);94:321-333; Zhou, et al. Leukemia (2009);23:1941-
1956; Terpos, et al. Leuk Lymphoma (2006);47:803-814; Tonon, Hematol Oncol Clin North Am.
(2007);21:9851006). KpuBble 3aBHCHUMOCTH OTBETa OT KOHIIEHTPALUU OBUIM TOJYYEHBI C
UCTIOJIb30BAHUEM TPOTOYHOM IMTOMETPHM JUIi W3MEPEHHUs] YHCIA JKUBBIX KJIETOK, YTOOBI
NPOEMOHCTPUPOBATh AHTUMIPONU(PEPATHBHYIO aKTUBHOCTH COEAMHEHUs 2 TO CPaBHEHHIO C
nomanuaoMuaoM. 3HaueHus ICsop ana CoenuHeHust 2 M NOMaJUAOMHUAA TNPEACTABIEHbl B
Tabnuue 9.

Tabmuua 9: ArtunponudepariBHast akTUBHOCTh CoennHEHHsI 2 B KJIETOUHBIX JIMHHSX

MHO>KE€CTBEHHON MUEJIOMBEI

AnTunponudeparusras AxtuBHOCTH (IIporounas
LIUTOMETPHSI)
ICso (HEM)
Knerounas JIuaus Coenunenue 2 ITomanunomun
MM1-S 0,04 33,74
DF15 0,05 40,98
OPM2 0,05 69.68
ANBL-6 0,06 60,61
NCI-H929 0,05 63,10
KMS-12-PE 0,09 83.79
LP-1 0,14 175,77
JIN-3 0,10 365.84
CAG 0,12 1084,88
U266 0,19 380,67
EIM 0.43 2843.08
NCI-H929-1051 0,45 1949.67
KMS34 0,45 > 10000
KMS-11 1,41 5290,11
RPMI-8226 0,75 > 10000
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OPM2-P10 1,81 > 10000
SK-MM-2 0,82 > 10000
L363 0,16 > 10000
ARH-77 >10000 > 10000
IM-9 5569,43 > 10000

[00330] Oddexr wunnykuum amnontoza CoearHEHHEM 2 OLEHHBAJIU C TOMOIIBIO
NPOTOYHOM nUTOMeTpur mocie 120 yacoB 00OpabOTKM W MO CpaBHEHHIO ¢ 00paboTKOM
noManuaoMuaoM. [IpomeHT OT KOHTPOJS PacCUUTHIBAIM IMyTeM HOPMaIU3alUU K KOHTPOJIO
JMCO (100% oT KOHTPOJIs) [UTsl TeHEPALMU KPUBBIX J03a-OTBET W IS pacueTa IUIOMAIH MO
naunabiMA KpuBbiMU (AUC). Habmonaemoe 3HaueHne AUC COOTBETCTBYET IUIOLIAAU TMOJ
KPHUBOH N103a-OTBET, B KOTOPOM 3HadeHuss 10000 cCOOTBETCTBYIOT MOJHON MHAYKLUH anoNTo3a
IIpU BCeX 103axX U 3HaueHus 0 COOTBETCTBYIOT OTCYTCTBHIO MHAYKLMHM anonrto3a. Kaxkaas Touka
TAHHBIX TIPEACTABIIET COOOH 2 HE3aBUCHMBIX 3KCIIEPHUMEHTAa C, 1O MEHbLIEH Mepe, IBYMs
oOpasuamu B kaxaoM skcriepumente. (Tabmuna 10).

Tabmuua 10: Anonrto3, mHayuupoBaHHbIH CoenuHennem 2, B Kierounbx JIuamsx

MHoxecTBeHHOU Muenomsbl

AUC

Knerounsnie JIunuun Coeaunenne 2 IMomaaunagomMua
CAG 5804 1561
DF15 6002 3707
NCI-H929 6089 2115
SKMM-2 3204 1033
OPM2 5620 3298
MM1.S 5701 3525
RPMI-8226 3245 1369
ANBL-6 4751 2580
H929-1051 3968 423
EIM 2591 900
KMS-12-PE 2017 1069
KMS-11 1270 2344
JIN-3 (DSMZ) 1125 199,1
KMS-34 1614 429,7
IM-9 3239 25.4
U266 927.8 373
OPM2-P10 1768 108,7
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AUC
Knerounsie JIunun Coeannenue 2 Homanuaomun
ARH-77 709 28,16
LP-1 630,7 174
L363 347 293

[00331] BeiBoa. CoenuHenue 2 ObLIO B LIEJIOM AKTUBHO B OOJIBIIMHCTBE KJIETOYHBIX
auHuA MM, ¥ OTJIMYaJoCh OT MOMAJIMAOMHUAA, TIOKA3bIBAsI CHIIbHYIO AKTUBHOCTH B KJIETOUHBIX
JIMHUSX, KOTOPbIE HMEIOT MPOMEKYTOYHYIO YYBCTBUTEIBHOCTh K TIOMAJTUIOMHY U B KJIETOUHBIX
JMHUAX, KOTOpPbIE SIBISIFOTCSl YCTOHUMBBIME K momanmunomuny. CoemuHeHue 2 ObUIO B LIEJIOM
AKTUBHO CPEeAY AAHHOIO JMara3OHa KJIETOUYHbIX JUHUHA MM ¢ OTJIMYaroIUMUCS CTaTycoM pS3,
OHKOT€HHBIMU ApaliBepamMH WJIM XPOMOCOMHBIMH TpaHciokauusmu. Hanpuwmep, knerku OPM2,
LP-1, EJM, U266 u RPMI-8226 umeror mytauuto pS3 u Obuth 4yBCTBUTENbHBI K COSTUHEHUIO
2. K Tomy xe, knerounble muauu NCI-H929, KMS-11, KMS 34, OPM2 u LP-1 Bce comepkar
XPOMOCOMHYIO TpaHciokauuio t(4;14) «Bbicokoro puckay MM u ObUlM YyBCTBUTENBHBI K
Coenunennro 2. Knerku SK-MM-2 u EJM conepxaT Apyryr0 XpOMOCOMHYIO TPaHCJIOKALHUIO
t(14;20) «Bbicokoro puckay MM u Opun Takke 4yBCTBUTENBbHBI K CoenuHenunto 2. (@ur. 5)
Crocobnocts CoenuHeHus: 2 WHAYLHPOBATh AaroMNTO3 IIOCHE KOPOTKHUX —OIpPEaeeHHBIX
SKCIIO3ULIUNA MOXET TIO3BOJUTH OOprOY ¢ OOJIe3HBIO, KOTOpasi JOCTUTAETCS C UCTIOJIb30BAHUEM
MHTEHCUBHBIX, 3MU30JUYECKUX TpadukoB yedeHus. Takue rpadukd MOTYT TakXKe YIYYLIUTh
TEpaneBTHUECKUN HMHIEKC INyTeM yMeHblieHus mnoreHuuana CoenuHeHus 2 WHAYLHPOBATH
LIUTOTNIEHUH, KOTOpble HAOMOJAI0TCs Npu 0oJee HENpepbIBHOM JTO3UPOBAHMU TEKYIIUX
coequHeHui npotus MM.

IIpumep 9. AxktuBHOCcTh CoeauHeHUs] 2 B KJIETOYHBIX JIMHUSIX MHOKECTBEHHOM
MHeEJIOMbI, KOTOpbIe HMEKT NPHOOpPeTeHHYI0 YycToHuHBOCTHL K JleHanupomuay wuiau
Homanuaomunay

[00332] AxrtuBHOCTh CoenwHEHHsT 2 TECTUPOBAJM B KJIETKAX, KOTOPbIE HMEIOT
NpUOOPETEHHYIO YCTOWYHBOCTD K JIEHATUAOMHY MJIH TOMAJTHIOMHUY M3-32 MPOAOJKUTEIBHOTO
BO3ACUCTBUSI KAKOTO-THOO COEMUHEHHMs W, B TIPOLECCe, NPHOOpENH CHIDKEHHBbIE YPOBHHU
uepednona (Tabmuma 11). Knerku oOpabaThiBaiu B TeHeHUE S5 NHEH M 3aTEM OLEHUBAIU C
ucnionse3oBanueM aHanmusa omnpenenenuss AT® (CellTiter-Glo). IlpomeHT oT KOHTPOJsS
pacCUMUTHIBAIM MyTeM BbIUMTaHUA (OHA M HopMmaim3anmu K kKoHTpomo JIMCO (100% ot
KOHTpOJs). OTHOCHTENBHYIO AOMI0 IepedjioHa B KIETOYHBIX JIMHUSAX C TNPHOOPETEHHOM
YCTOMYUBOCTBIO K JICHAJMAOMHAY WM TOMAJIMAOMHUAY OIpENessii ¢ MOMOIb BecrepH-
OnoTTHHra M OTOOpakajl OTHOCUTENPHO KOJIMYECTBA B POAUTENBCKUX KIETOYHBIX JIMHHSIX,
obo3HaueHHoro kak 100%.

[00333] Pesyabrarbl. Ha ®ur. 6 nokasansl ICsy KpUBBIX 3aBUCUMOCTH OTBETa OT
KOHLIEHTPALIUH, CPaBHUBAIOLINE aKTUBHOCTh CoenuHeHHs 2 1 MOMAIUAOMUNA, ISl U3MEpPEHHS
npoiudepanun B poaurenbckux JuHMsIX (DF15, NCI-H929 u OPM2), kneTo4HOW JIUHUH,

ycroituuBoi k jeHamuaomuay (NCI-H929-1051) unu nsaTu KJIETOYHBIX JIMHUSIX, YCTOHUUBBIX K
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nomamuaomuny (NCI-H929-PO1, OPM2-P01, OPM2-P1, OPM2-P10 u DF15R).
Tabmuuma 11: CoenuHeHne M KOHLEHTpPALUs COEOUHEHUS, WCIOJb3yeMble s
BbIpaOaThIBAHUS YCTONYMBOCTH K IperapaTam y KJIETOYHBIX JUHUN MHOKECTBEHHON MUEJIOMBI U

oOpeTeHus UI3BMEHEeHUH B 3KCIpeccuu Oenka 1epedioHa

Knerounas JIunus YcToiunBoCTh Lepebnon (%)
(HopmanuzoBaHo K
Ucxonnoit Jlunun)
DF15 H/[T 100
DF15R 100 MxM ITom 14*
NCI-H929 H/ 100
NCI-H929-1051 10 MxM Jlen 50
NCI-H929-P01 100 HM nmomanunomuaa 35
OPM2 H/ 100
OPM2-P0O1 100 HM nmomanunomuna 61
OPM2-P1 1 MxM Ilom 33
OPM2-P10 10 MxM ITom 31

H/1=ner naunsbix; [Tom=nomanunomun; * ypoBenb (oHa, a He PpaKkTHUECKUH 1epeOIoH,
KOTOPBIN OTCYTCTBYET B AAHHOW KJIETOYHOW JINHUU

[00334] BeiBoa: Haubonee nopasurenbHbiM 3¢ dextom CoennHenns 2 Oplia HIUpOKast |
CHJIbHAsI aHTUNIPONIU(epaTUBHAS AKTUBHOCTD B KJIETOUHBIX JIMHUSX MM, HO HE B HEOHKOT€HHBIX
kietkax. CoenuHeHne 2 MMeeT CHJIBHYIO AHTUNPOJIH(EpPaTUBHYIO aKTUBHOCTb B KJIETOUHBIX
auHUSIX MM, conepskalux TpaHCJIOKAIlMH BBICOKOTO pHCKa, Takue Kak t(4;14), t(14;16) u
apyrue. ITo cpaBHeHMIO ¢ JeHAMUAOMUAOM M mnomanunomunoM, CoennHeHue 2 SBISIETCS
3HAYUTEJBHO OOJiee CHIIbHBIM, yOuBasi OOJNIIIMHCTBO KJIETOYHbIX JuHUH MM. Bonee Toro,
CoenuHenue 2 MHAYLHUPOBAJIO ATMONTO3 MO JAHHBIM U3MEPEHHs] MHIYKIMHU aKTUBHOCTU KaCIa3bl
3 B KJIETOUHBIX JIMHUSIX MM, KOTOpBIE UMEIOT MPUOOPETEHHYIO YCTOHYUBOCTD K JIEHATUAOMHUTY
U TIOMAJTUAOMUNTY.

Hpumep 10. IPpdpext Coennnenns 2 Ex Vivo Ha co3peBaHHe MHEJIOHIHBIX KJIETOK-
NpeJmecTBeHHUKOB 3PeJibIX HEHTPO(UI0B

[00335] Cnocobbl: KyneTypel ex vivo knerok CD34% koctHoro mosra (KM) us
310pOBbIX TOHOPOB (3/]) OBLTH MCTIONIB30BAHBI Uil UCCIENOBAHUST HEUTPODHII-CrieupUIecKoro
co3peBanust ex vivo. JuddepeHnmamuoo in vitro KJIETOK-TPEIIeCTBEHHUKOB HEUTPO(UIIOB
WHAYLUPOBAJIHN MyTeM N00aBJIEHUsI K KYJIbTypasibHOH cpene (akropa cTBonoBbIX KieTok (SCF),
ouraHna  fms-momoOHOM — THPO3MHKHHA3BL 3 (FIt-3-L) U TpaHyJOLUTapHOIO
kojioHuectumynpytomero ¢akropa (G-CSF). [Juddepenumanuo KIeTOK OLEHUBATU C
NOMOIIBK) NPOTOYHOM LUTOMETPUH, KaK TIPOLEHT KJIETOK B S5  cyOmomynsnusx:
remonostuueckre  crBosioeie  kietkn (I'CK, CD34%/CD33/CD11b) wu Cramus |
(CD34%/CD33*/CD11b), Cramus 11 (CD34/CD33*/CD11b), Cramus III (CD34/CD33"/



108

CD11b*) u Cramusa IV (CD34/CD337/CD11b") (or He3penbx m0 3pefbiX), KaK MOKa3aHO Ha
Qur. 7. AnamusupoBanu dpdexTer CoenuHeHns: 2 Ha CO3PEBaHUE KJIETOK-IPENIIECTBEHHIKOB
HEUTPO(UIOB, ¥ OLEHHBAJIM pa3IuuHble TIpadUKU JO3UPOBAHUS, UTOOBI MOJNYYHUTH
NpEeACTaBJIEHNE O 3aBUCHMOCTH JaHHBIX COOBITUH OT rpaduxa.

[00336] PesyabraTel. Koporkme ExenHeBHble »skcnmo3unuu CoenuHenus 2.
Db dexTs pazauuHbIX MEPHOAOB 3Kcro3uLuu (2, 4, u 6 yacos) npu 1, 10 u 100 ’M CoennHenus
2 B Te4eHME BILIOTH [0 3 MOCJIEAOBATENbHBIX AHEW HAa CO3PEBAHUE KJIETOK-NPEAIIECTBEHHUKOB
HEUTPO(DUIIOB OLICHUBAJIM B 3apaHee 3alaHHBbIX TOYKAX BPEMEHH C HUCTIOJIb30BAHUEM MPOTOYHOM
qUTOMETpUH.  Pe3ynpTaThl MOKa3andu, YTO TMO3AHSS  CTaAWsl  CO3PEBaHMSI  KJIETOK-
NPEAIIECTBEHHUKOB HeWTpodmioB Obuta OnokupoBana CoenuHeHHEM 2, CO 3HAYHTEIBHO
CHIDKEHHBIM YHCJIOM 3pENbIX KJIETOK Mpu OoJjiee BBICOKMX KOHLIEHTPALUSIX TOCJIE OAHOTO WU
Oonee nHEH SKCIO3UIMH. 3afepkKaHue CO3PEBAHMS MMO-BUAMMOMY, NPOHCXOONT B MEPBYIO
ouepenb Ha pPA3BUTHH KJIETOK-TpeAlIecTBeHHUKOB HeWTpopmwioB Cragmu II, o uem
CBUJIETEJILCTBYET HAKOIUICHHE KJIETOK ¢ MMMYHO(DEHOTHIIOM KJIETOUHOH moBepxHOCTH CTamuu
III u cokpameHre MONyJsIHK KJIETOK ¢ UMMYHO(EHOTHIIOM KJIeTOYHOH mosepxHocTH Ctanuu
IV (3pensix Heltrpodmion). Kak nokasano Ha @ur. 8 B mpumepe 6-4acoOBOM MHKYyOALMK, JTaHHBIN
s¢dexT Ha co3peBaHHME 3aBHCE OT KOHIICHTPAIMU W YBEJIMYUBAJICS C KOJMYECTBOM IHEH
SKCIIO3ULMH, HO HE H3MEHSUICS C MPOAOJDKUTENBHOCTBIO (2, 4, mnm 6 4acoB) OTHENbHBIX
SKCIO3NIMHA. BakHO OTMETHTh, HYTO JKU3HECNOCOOHOCTh  KJIETOK-TIPEALIECTBEHHUKOB
HEUTPO(UIIOB U 3peNbIX HEUTPODUIIOB, SKCITOHUPOBAaHHBIX CoennHeHneM 2, He Oblja 3aTPOHYTa,
0 UeM CBUJIETENIbCTBYET OTCYTCTBHUE KAKOr0-JIMO0 OOHAPYKMBAEMOTO YBEIMYEHUS TOJIU KIIETOK,
NO3UTUBHBIX HA AHHEKCHMH V WM 7-aMUHOAKTUHOMULMH D, KOTOpble HakamjauBarOTCs B
MEPTBbIX KJIETKAX.

[00337] BoccranoBnenue 3pesbix HelTpoduiaos nocne skcnozutpn CoenuHenns 2 ObU1o
TaKke OLIEHEHO B cucTeMe. BoccTaHOBIEHHE ypOBHEH 3penblx HEHTPO(MIOB, HA, IO MEHbILEH
mepe, 50% HeoOpaObOTaHHOTO KOHTPOJIBHOTO YPOBHS B aHAJUTHYECKOH CHCTEME, UCTIOIb3YeMOH
B JaHHOM HCCJIEJOBAaHUM, KOPPENIHpPyeT C OTCYTCTBHEM WHAYKIIMH WJIH BOCCTAHOBJIEHHUS OT
KJIMHUYECKH 3HAYMMOU HelTpornennu. JleficTBUTENbHO, nocie oaHol Henenu 0e3 CoennHenus 2
nons knerok Cramuu IV BoccraHoBuiach, mo MeHblieil mMepe, Ha 50% IO CpaBHEHUIO C ee
MaKCHUMaJIbHBIM CHIKeHHeM (Pur. 8, HIKHHE MaHeau), ¢ TeHACHLUel kK Oojee ObICTpOMY M
MIOJTHOMY BOCCTaHOBJICHHUIO NPU O0JIee HU3KUX KOHLIEHTPALUSIX.

[00338] BeiBoa: J[laHHble pe3yJnbTaThl YKa3bIBalOT, YTO BO3MOXKHO YCIELIHOE
yopasieHue HeWTporneHuel y mnauueHToB ¢ MM, kotopeix nedar CoenuHeHHeM 2 C
UCTIOIb30BAHUEM MOIXOASALINX IPa(rKOB JO3UPOBAHMSL.

[00339] bosee aauHHBIE exeaqHeBHble HKcnosuuun CoenuHennss 2. Jlia
JOTIONTHUTENBPHON XapaKTEePUCTHKH MOTEHINAIbHOIO BO3JEHCTBUS Pa3NMYHBIX TI'paduKOB Ha
3alep’)KaHie  CO3PEBAHUS  KJIETOK-NPEIIIECTBEHHUKOB HEUTPOQUIOB U IOCIEAyroInee
BOCCTAHOBJICHHE, OLIGHUBAJINM U3MEHEHHs] B OTHOCHUTEJBHBIX NPOMNOPLUSX KaKAOW U3
BBIIIEYNIOMSIHYTBIX CTaAuN CO3PEBAHMUs MHENOUIHBIX KJETOK-IPEIIECTBEHHUKOB 3peJbIX

HEHUTPOPUIOB C TOMOIIBIO MPOTOYHON LUTOMETPHUH 4epe3 3 WIH S5 MOCIeNOBaTeNIbHBIX THEH
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skcno3unuu 1, 10 unu 100 HM Coenunenus 2 B TeueHue 6 uiu 24 4acoB Kakablk neHb. KieTku
CD34" KOCTHOTO MO3ra, MOJyYEHHBIE U3 310POBBIX TOHOPOB OBUIM MOABEPTHYTHI SKCIIO3ULIUH
CoenuHenus 2 B KaKAbIM U3 3 WM 5 nocieaoBaTeNbHbIX qHeN, HaunHas ¢ Jua 10 B Teuenue 6
gyacoB ([lonopsr Ne 1 u 2) unu B Teuenue 24 vacos ([onoper Ne 3 u 4) kaxnbiii nens. [locne
3aBEPILICHUS] KOHEUHOH SKCIO3ULIUH KJIETKH IIPOMBIBAJIN M 3aTEM PEUHKYOHUPOBAIIM B OTCYTCTBHUE
Coenunenus 2 no nus 22. O6e 6- u 24-vyacosas skcnozuiyu CoenuHeHust 2 B T€YeHUe 3 UM S
IIOCJIEIOBATENIbHBIX JHEH NPUBENN K HAKOIUIeHWto nonyssauuu Heiirpodwmios Cramuum III ¢
COOTBETCTBYIOLIMM yMeHbleHueM B nonyssinuu Craguu [V B cOOTBeTCTBUU ¢ OJIOKMPOBAHUEM
co3peBanus ot Craguu Il no Craguu IV. Kak nokazano Ha @ur. 9 u @ur. 10, B npumepax 6-
YaCOBOM SKCMO3UIMU B TedeHue 3 U 5 AHEH, COOTBETCTBEHHO, TEMIT BOCCTAHOBJICHHS TOCJE
3a1€pKAHNSl CO3PEBAHUSl 3aBHCENI OT KOHLIEHTPALMU U 3aBUCEN OT KOJMYECTBA €KEIHEBHBIX
SKCIO3NLIMH, Oyayun Oosiee UITHTENBHBIM MpH 00Jiee BBICOKMX KOHIeHTpauusx CoennHeHus 2,

u TAaK¥XE, TIpHU 5 AHAX 110 CPAaBHEHUIO C 3 JAHAMU  3KCIIO3UWIIUMM, HO HN3MCHCHHC

>
NPONOJDKUTEIBHOCTH (6 POTUB 24 4acOB) €KEIHEBHBIX SKCIIO3ULUHA OKAa3aJi0 HE3HAYUTEIbHOE
BJIMSIHUE Ha SIBHBII TEMIT BOCCTAHOBJICHMUSI.

[00340] ITocne skcmo3unmm CoemuHeHWss 2 B TeYeHHWE 3 TIOCIIENOBATEbHBIX JTHEH
Habmonanoce 50% wunm Oojee BOCCTAHOBJIEHUS HOPMAJIBHOTO CO3PEBAHMS MOCIE TEpephIBa
BBeleHUs1 mpernapatoB oT 8 no 10 nHelt BO Bcex Tectupyembix ycnosusix (Pur. 10, mpasas
naHenb). B ormimmume or sroro, mocie skcno3unuu  CoenuHeHWss 2 B TE€YEHHE S
NOCJIEIOBATENbHBIX AHEH, HaOmonansock 50% wnm Oonee BOCCTAHOBIIEHHS HOPMAJBHOTO
CO3peBaHus MOCJE NepepriBa BBeAeHUs npenapaTos oT 8 10 10 aHEN A1 KOHLUEHTPALU TOJIBKO
1 uw 10 sM. Ilpu camoii BbicokoH koHUeHTpauun Coeamnenuss 2 (100 HM) Moxer
notpeboBarbcsi  Ooyee  AMUTENbHBIA MEPUOA  TepepbiBa BBEACHUS IpernapaTroB s
BOCCTAHOBJICHUSI CO3PEBaHMs KJIETOK-NPEIIECTBEHHUKOB HelTpoduinoB. Tem He MeHee,
HECMOTPsI Ha JaHHOE HETIOJHOE BOCCTAHOBIICHHE CO3PEBAHMs, He HAOJ0AAI0Ch HUKAKOH MOTepH
JKU3HECTIOCOOHOCTH TIpU JIFOOOM M3 TECTUPYEMBbIX YCJIOBUI, B TOM YHCIE HENpPEpbIBHON
skcno3nnmu (24 yaca) 1o 5 nHeit. /lanHoe HaOMIONEHNE KOHTPACTUPYET C MHAYKIHEH arnonTo3a
B KJIETKaX MHEJIOMbI, KOTOpasi Obljla ONTUMHI3UPOBAaHA HEMPEPBIBHOM sKcno3uimer CoeqnHeHus
2 B TedeHue Oojee 6 4acoB.

[00341] B Teuenue ot 6 no 8 mHEl Mocie MOCIEAHEH YKCIIO3UIUHN B S-THEBHOM Irpaduke
HaOmoanu HadaibHble 3Tambl BocctaHoBNeHMst Cragum IV (3penbie He#Tpodwmibl) mocie
skcniozuuun CoenuHeHUss 2 MpU KOHLEHTpauuu Toibko 10 HM, Torma kak HHUKaKoro
BOCCTaHOBJICHUs He HAONIOAANOCh B TEUYEHHE NAHHOTO NMPOMEXYTKA BPEMEHH B KYJIbTYpax,
noaBepruyThix Bo3aeiicTBuro 100 HM CoenuneHusst 2 B TeueHue S5 NHEW. DTU JaHHBIE
CBUJIETEJILCTBYIOT O TOM, YTO 3KCIO3MLIMS NMPHU OoJiee BHICOKUX KOHLeHTpauusix CoenuHeHHs 2
10 CPABHEHHUIO C YBEJIWYEHUEM YHCIIa TOCIEAOBATENbHBIX JHEH MpeaBeIaeT 0oiee JINTENbHOEe
3a/iep’)KaHie CO3PEBAHUSl KJIETOK-TPEALIECTBEHHIKOB HEHTPO(UIOB (M HEHTPONEHHUIO) U UTO
TEMII BOCCTAHOBJIGHHS HE 3aBHUCHT OT JUIMTENbHOCTH (6 mpoTHB 24 4acoB) e€KeIHEBHBIX
SKCIO3ULIUH.

[00342] BeiBoa: B3sTbie BMecTe, 3TH JaHHbIE CBUIETEIBCTBYIOT O TOM, YTO OoJjee
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UHTeHCUBHOe no3upoBanue CoenuHeHust 2 (HECKOJBKO 03 B JEHb), 1O CPAaBHEHHIO C
JO3UPOBAHUEM pa3 B JE€Hb, MOXET HE OKa3aTh HETraTMBHOE BO3ACHCTBUE HAa WMHIYKLUIO U
BOCCTAHOBJICHHE NOCJIE HEUTPOIIEHUHN Y MALUEHTOB.

Hpumep 11. DddexT AexcamMeTa3oHa HA CO3pPeBaHHME KJETOK-NpedlecTBEHHHKOB
HelTpoduI0B in vitro B KauecTse 0OTAEJBHOI0 areHTa U B komOuHauuu ¢ CoennHeHueM 2

[00343] Cnoco6wi. [{st Toro, 4roObl MOHATH 3P dekTsl fekcaMeTa3oHa Ha HEUTPOIIEHHIO
HCMONB30BaMM KyJbTyphbl in vitro kiaerok CD34" KM u3 300pOBbIX JOHOPOB /s OLIEHKH
COOBITHIT HEUTPONIEHNUH, OTIOCPEIOBAHHBIX JEKCAMETA30HOM KaK B Ka4eCTBE OTAEJIBbHOIO areHTa,
Tak U B komOumHaium ¢ Coemunenmem 2. Jlna onpenenenus 5((HEKTOB MOHOTEpaNH
JleKcaMeTa30oHa B JAaHHOM MOJENH, OHKCIo3uumio nekcamerazoHa 1, 10 uom 100 vM
NoAAepKUBAIH B TeueHue 30 4acoB CpaBHUBAsS 7 pa3IMYHbIX rpadukoB nosuposanus (Pur. 11).
JInist uccnenoBaHuii KOMOMHALIMH, COBMECTHYIO skcno3unmio Coequnenus 2 (1, 10 umm 100 HM)
U J€KCaMeTa30Ha MOAJepKUBaIN B TeueHue 6 u 30 4acoB, COOTBETCTBEHHO, HauuHas ¢ [{usa 13
KYJIbTUBUPOBAHMUSL.

[00344]  PesyabTtarnbl. Pe3ynmpTaThl  moOKa3ald, YTO  CO3PEBAHHUE  KJIETOK-
NPEAIIECTBEHHUKOB HEUTPO(PHIOB HE 3aBUCENI0 OT BO3JEHCTBUS OTAEIBHOTO areHTa
IeKCaMeTa30Ha TMpH JIIOOOM TeCcTHpyeMoM rpadmuke, TOrga Kak CO3PEBaHHUE KIIETOK-
MPeIIIeCTBEHHUKOB HEHTPOPUIIOB Mo3aHeH cTaauu Obu1o Oyokuposano CoenunenuneM 2 (Pwur.
12), ¢ yMEHBIIEHHBIM KOJMYECTBOM 3PENbIX KJETOK IPU BCEX TECTUPYEMBIX KOHIEHTPALMSX
nocJie OHOM skcno3unuu. Takke HaOIIOANOCH 3aaeprKanue co3peBanusi, korna CoequHenue 2
KOMOMHHUpOBAIM C JeKcameTa3oHOM. JlaHHOe 3anep’kaHue CO3PEBaHMs 3aBHCENO  OT
koHueHTtpauuun CoenuHeHuss 2, HO HE U3MEHAJIOCh TIPU HU3MEHEHUU KOHLEHTpaLUH
nekcamera3oHa. Ha JKH3HECTIOCOOHOCTb HE3pENbIX M 3pPeNbIX HEHTPOPHIOB HE BIMSI
nekcamerasoH win CoenuHeHWe 2 MO OTHENBPHOCTH WM B KOMOMHaiwu. Ilocne BhIMBIBaHUS
npenaparoB, HaOJIONATIOCh IIOJHOE BOCCTAHOBJIEHHE HOPMAJIBHOTO CO3DEBAHUS BO BCEX
TECTUPYEMBIX YCIOBUSIX MOCIIE OAHON HEAeU IepepbiBa BBEEHUS MPerapaTos.

[00345] BeiBoa. DTu naHHbIE YKa3bIBAIOT HAa TO, YTO HAa HEUTPONEHMIO, BBI3BAHHYIO
CoenuHeHneM 2 MOYKHO BJIMSITH ITyTE€M M3MEHEHHsI rpaduka JO3UPOBAHUS, HO TPOTHO3HPYETCH,
9TO0 OHa He OyneT HU OoOJerdyarbcsi, HH YCyryOJsITbCS COMYyTCTBYIOLIMM JIEYEHUEM
J€KCaMETa30HOM.

Ipumep 12. Ipdext Coequnenus 2 oTaejbHO U B KoMOuHauH ¢ /lekcameTazoHom
Ha MuoxxecTBeHHy0 Muesiomy, ycronuusyro K Jlenanugomuay.

[00346] Cnoco0b1: JlekcaMeTa3oH OLEHUBAIM 1O €ro CIOCOOHOCTH HHIAYLHUPOBATh
amomnTo3 B KadyecTBE OTAENbHOro areHta, Jubo B komOuHaumu ¢ CoenuHeHueM 2,
NOMAJIUJAOMUAOM HWJM JIEHANTUAOMUAOM. MHAYKIMIO amnonTo3a U3MEpsid C HCIOJIb30BaHHEM
Caspase-Glo B kJleTKaX MHOYKECTBEHHONW MHUEJIOMBI, YCTOHYMBBIX K JeHamupomuny (H929-1051).
Hexcamera3on pacnpepensuyii npu 20 KOHUEHTPALMSX, HUCMOJIb3ysl aKyCTHYECKHH A03aTop.
Tectupyemble wu3menust A00aBISUIM B KAa4eCTBE OTAENbHBIX KOHLIEHTPALMH HAa JYHKH C
nexcametasoHoM ImudposbiM noszaropom Hewlett-Packard D300. Koneunble koOHIEHTpanuu

COeANHEHU 711 aHanu3a Obutn: aekcameTas3oH (ot 0,8 MxkM no 0,00002 mxM), nenamuaomun (1
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MkM), nmomamupgomun (0,1 mMxM) u Coemmuenue 2 (0,001, 0,01, wiu 0,1 mxM). Knerku
pacrpenessuIi B IUIAHIIETHI sl aHaiu3a go3aropoM Multidrop, u O cenansl 1y Oaupyrome
IUIAHIIeThl JUIs aHanu3a. CUMThIBAHME amornTo3a NPOBOAMIM Ha 72 yac mocie oOpadoTku
coequHeHneM ¢ ucnojbp3oBaHueM ananu3oB Caspase-Glo 3/7 u CellTiter-Glo. JlromunecueHmro
Caspase-Glo 3/7 nopmammsupoBanu k momunecueHun CellTiter-Glo ans yuera pasnuumii B
KOJIMYeCTBE KJIETOK. M3MeHeHne CBOpauMBaHHS B TECTHPYeMOM o0Opasle pacCUUTBIBAIN
CIIeNyIOMUM 00pa3oM: HOPMAJIM30BAaHHOE 3HaUeHHEe Kacrasbl oOpaboTaHHOro obpasua/cpenHee
3HauU€HHEe HOPMaIU30BaHHOTO 3HaueHus kouTpoist [IMCO.

[00347] Pe3yabraThl: AKTUBHOCTH aromnTo3a JIeKCaMeTa3OHa OTHENIbHO WJIH B
KOMOWHALIMHU C JICHATUAOMUIOM, ToManuaoMuioM win CoequHeHneM 2 U3MEPSTH C MOMOLIBIO
uHAykouu kacmasel 3. CoenuHeHWe 2 CHHEPrUpOBAIO C JIEKCAMETa30HOM B CHUKEHUHU
JKU3HECTIOCOOHOCTH KJIETOK M YCHJIMBAJIO AMONTOTHYECKYIO CIIOCOOHOCTH JEKCaMeTa30Ha B
3aBHCUMOCTH OT KOHLIeHTpanuu. Hauano akTMBHOCTH AekcameTa3oHa cMmemanoch Ha 1 log B
npucytcreun CoennHeHus 2.

[00348] BeiBoa: CoeauHeHnne 2  yCHWJIMBAaeT  alONTOTUYECKYIO  AKTUBHOCTH
IeKCaMeTa30Ha, MOKa3bIBasi MOTEHIINAJ CHI)KEHHUS 103bl JIEKCAMETa30Ha MPH HUCIOJIb30BAHUH B
koMOuHatmu ¢ CoeriHeHNEM 2 B KIIMHHKE.

[00349] Kak mokazano Ha Pur. 13, Habmomaercss CyIECTBEHHBINH BYHAIPaBICHHbIHN
cuHeprusM nocie oopadorku CoennHeHneM 2 B KOMOMHALIUU ¢ AekcameTasoHoM. Beero 10 HEM
JeKCaMeTa30Ha IOBBIIAET CIOCOOHOCTh HHMUMAIMKM rudenn kinetok CoenuHeHueM 2 u
kKoHueHTparun CoennHeHHs 2, OT HU3KUX A0 CyOHAHOMOJISIPHBIX, YCHJIMBAIOT AlONTOTHYECKHE
s dexTr! nekcamerasoHa.

IIpumep 13. CoeauHeHune 2 TmNOBBIIAET MNPOTHBOOMYXO0JIEBYI0 AKTHBHOCTH
HMMYHHBIX KJIETOK U3

310poBBIX 10HOPOB-JIIOEH

[00350] DxcnepumeHTBl  KOKYJbTHBHPOBAHHS  MOHOHYKJIEAPHBIX  KJIETOK
nepudgepuyeckoii kposu u KJaeTok K562. Cnocodbi: [lonyyeHne MOHOHYKJICAPHBIX KIIETOK
nepudepudeckoii  kposu (MKIIK): PBMC, BblmeneHHble H3  3I0pPOBBIX  JIOHODOB,
kynbTuBHpoBan B cpene RPMI 1640 ¢ nobGasnennem 10% DBC mpu mmorHoctn 1 x 10°
KJIETOK/MUI.

[00351] Kunerounass «kynbrypa: Kiaerkm K562 mnogmepxkuBamm B log-daze wu
KOHTPOJIMPOBAJH IUIOTHOCTh KJIETOK M JKH3HECIIOCOOHOCTh C TIOMOLIBEO  BBITECHEHUS
TPUMAHOBOT'O CHHETO C MPUMEHEHHEM aHan3aropa sku3HecnocoOHoctr kietok Vi-CELL® XR
(Beckman Coulter, bpes, Kanudophus).

[00352] Amnamutuueckue Meronuku:  CsexeBbineneHHole PBMC  uenoseka
KYJIbTUBHPOBAIN C peKOMOMHAHTHBIM IL-2 mpu koHuentpauuu 20 en/mi B TeueHHe 72 4acoB.
MoHOHyKJIeapHble KJIETKH mepupeprdeckodl KpPOBH 3aTeéM LEHTPU(PYTUPOBAJd U BHOBb
CyCIIEHIUpPOBAJIM B CBexel mnoysHou cpexe RPMI no 2x10° KieTok/Mn. 3aTeM KIeTKH
obpabarbBanu IMCO mnu coemuHEHMEM B YKa3aHHBIX KOHLEHTPALMSX U HWHKYOHMpOBaJNU B

T€UEHUE NOMOJHUTENbHBIX 72 vacoB. PBMC nBaxnbl mpoMbIBaI B CBEXEH IMOJHOW Cpenow
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RPMI no coBmectHOro kyabtuBupoBaHus. Knetku K562 mnoBTOpHO cycneHAUpOBaiud A0
motHOCTH KJ1eTok 1x10° kmerox/mn i okpamusami 1 MkM CellTrace CFSE B cootBercTBum ¢
UHCTPYKUMSAMHU npousBoautesss. Medenble K562 kineTku 3ateM BbICEBAIM B 90-IyHOUHBIX
IJIAHIIEeTax C KPyriabIM JAHOM Impu 1 x 10° KJIETOK/YHKY. MOHOHYKJI€apHbIe KJIETKU
nepudepudeckoil KpOBU 3aTe€M IMEPEHOCHJIM B TOT K€ CaMbli 96-TyHOUHBIH IUIAHIIET IpU
cootHomreHn# 1:15 B Tpex sk3emmuisipax u uHKyOupoBamu npu 37 °C B TeueHue 4 4acos.
Crneunduueckunii nusuc kinetok Mmumened kinerkamu MKIIK mMepsiin ¢ Mcnonb3oBaHHEM
anHekcuH V-duyopecueun nzoruouuanara (FITC) u nponunus noguna (PI) B cooTBeTcTBHM C
WHCTPYKLHUSIMU TIPOU3BONUTENS, M 00pasubpl mnoasepranu ckanupoBanuto FACS Array.
Hemeuennie knetkn K562, CellTrace CFSE-meuennie knetku K562 u annexkcuH V-FITC-
MedeHHble 1 PI-meuenbie HeoOpaboTaHHbIie KeTku K562 OblTH BKITIOUEHBI B KAXKIOM aHAJIHM3E B
KaueCTBE KOHTPOJISL.

[00353] AHaau3bl COBMECTHOro KYJbTHBHPOBAHHSI MOHOHYK/IEADHBIX KJIETOK
nepudepuyeckoii KpoBH 4YejioBeKa, o0padoranHbix CoeqnHeHHEM H HeOOpPa0OTaAHHBIX
Kunerounbix juHuii Muenombl. Cnocodbl Knerounas xynpTypa. Bce kjerouHble JIHHUU
MHUENIOMbl ~ ToAnepkuBaid B log-ase M KOHTPOJNMPOBAIM  IUIOTHOCTh KJIETOK U
JKU3HECTIOCOOHOCTh € TOMOINBID BBITECHEHHS TPHUIIAHOBOTO CHHEIO C TPUMEHEHHEM
aHanuzaropa xkusHecrocodroctu kiaetok Vi-CELL XR.

[00354] Anamutmueckas meronuka OO0paborku MKIIK JleBsSHOCTO MIECTH-JyHOYHBIE
IUTAHIIEThl OBUIM TpeaBapuTenbHO MOKpbITHl aHTU-CD3  anturenom (OKT3, 3 wmkr/miu) u
uHKyOupoBanbl npu 4 °C B TedyeHHE HOUM Iepell HAydajloM SKCIIEPUMEHTa. 3aMOPOXKEHHBbIE
PBMC nonopos orrausanu npu 37 °C B teuenne 2 munyT B cpeae RPMI ¢ nobasnenuem 10%
®BC, 3areM KOMMYECTBO KJIETOK M KM3HECNOCOOHOCTh Obutm u3MmepeHbl Ha Vi-CELL®
(Beckman Coulter). MoHoHyKI€apHble KJI€TKHM mNepudepruueckoil KpOBH TNPOMBIBAIA U
pasBoauiu 10 1 x 10° keTox/mn 1 pacmpenensiiy B IUTaHIIeTax, 00paboTaHHBIX COEIMHEHNEM B
obmem oobeme 200 mxi1. KieTkn HHKyOUpOBaJM B MPUCYTCTBHU COEAMHEHUN B TeUEHUE 2 YaCOB
nepea MEpPeHOCOM Ha IUIAHLIEeTHI, MOKpbIThie aHTU-CD3 aHTUTENamMHM, W WHKYOMPOBAIH B
teueHue eme 72 vaco npu 37 °C. Ilocne 72 yacoB MKIIK ueHTpudyrupoBain, U KJIETKH
nBaxknbl npombiBau cpenoit RPMI+10% ®BC. HeobpaboraHHbie kierouHble JuHHH MM
(H929 u H929-1051) metunu CellTrace CFSE B cOOTBETCTBMY C HHCTPYKIMSIMHU MPOU3BOIUTESI
U MOBTOPHO CYCIIEHAMPOBAIH MU OOIEel KOHLEHTPaluu 0,1x10° knerox/mn B 96-nyHOYHOM
IUIAHIIETe C KPyripiM OHOM B obmem o0beme 100 wmxia. MOHOHyKJE€apHbIE KIIETKH
nepupepuIeckoil KpOBH TOACYUTHIBAIN M 00BN K KieTkaM MM B COOTHOIICHWH
mutienb 3¢ dexrop (M:3) 1:5. Uepes 24 yaca COBMECTHOTO KYJIbTUBUPOBAHUS CHEIH(PUIESCKII
nau3uc kierok muiueHeil ¢ nomouso MKIIK n3mepsinu ¢ ucnonb3oBaHueM aHHeKCHH V-AF647
u 7-AAP B COOTBETCTBHM C MHCTPYKLHMSMH TMPOH3BOIUTENS] M OOpaslbl aHAJIW3MPOBAIH Ha
nuromerpe Attune NXT (Thermo Fisher).

[00355] Amnamutuueckass meroanka OOpadorkm MKIIK u Knerok MM. JleBsiHOCTO
II€CTU-TYHOYHbIE TUIAHIIETH ObLTH MpeaBapuUTeNbHO MOKPbITH aHTU-CD3 anturenom (OKT3, 3

MKI/Mi1) U uHKyOMpoBanbl mpu 4 °C B TedeHMe HOYM Iepe] Ha4daJoOM O3KCIEpUMEHTA.
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3amoposkeHHble kieTku PBMC nonopos orrausanu npu 37 °C B TedeHHe 2 MHUHYT B Cpefe
RPMI ¢ noGaenenuem 10% DBC, 3aTeM KOJIMYECTBO KJIETOK M JKU3HECTIOCOOHOCTH ObLIM
usmeperbl Ha aHanuszatope Vi-CELL. MoHoHykieapHble KJIETKH Mepudepudeckoil KpoBH
MIPOMBIBAJIM U PAa3BOAWIM 110 1 X 10° knerok/mi u pacrpenesnsiii B IUIaHIIETax, 00pabOTaHHBIX
coenuHeHueM B obmem ooveme 200 M. Knerku mHKyOHMpOBaIM B MPUCYTCTBUU COEAMHEHUH B
TE€YeHHEe 2 4acoB Iepe] MEepeHOCOM Ha IUIAHLIEeThI, MOKpbIThbie aHTU-CD3 anTuTenamu, u
MHKyOUpOBaiH B TeueHue eme 72 vacoB. B To ke Bpems, kiaerounsie quann MM (NCI-H929,
H929-1051, OPM2, OPM2-P10) passoauin 10 koHeuHoii konuentparn 0,1 x 10° kietok/mn u
metwin CellTrace CFSE B COOTBETCTBHM ¢ MHCTPYKIMSIMU TpousBoauTess. KierouHbie TuHIM
MHOKECTBEHHOH MHEJIOMbI 3aTeM paclpelesuld B IUIaHIIeTaX, 0OpaOOTaHHBIX COENUHEHUEM
npu odmem obbeme 200 Mk U MHKyOUpoBanu B TeueHue 72 ydaco. Uepes 72 yaca PBMC u
kjieTku MM noacuMThIBANM U NMEPEHOCHWIN B 96-IYHOUHBIN IUIAHIIET C KPYIVIBIM JHOM IIpU
KOHeUYHOM cooTHoumieHun M:D 1:5. Uepes 24 wuaca COBMECTHOrO KyJbTHUBHUPOBAHUS
crenupUIecKuii JIM3UC KJIeTOK MulneHed ¢ mnomombo kjetok MKIIK  usmepsuin ¢
ucnojp3oBaHueM aHHekcUH V-AF647 u 7-AAP B COOTBETCTBUHM C HMHCTPYKLMSIMU
MPOU3BOIUTENST U 00pa3bl aHAIM3UPOoBaU Ha nuromerpe Attune NXT.

[00356] Pesyabrarbl. J[laHHass MoAenb COBMECTHOTO KYyJbTHBHPOBAaHMS Obuia
UCTIONBb30BaHa s omnpeneneHust npsimeix d¢pdexkro CoenuHeHns 2 Ha MPOTHBOOIYXOJEBYIO
aktuBHOCTE MKIIK, B3ATBIX MX 310poBBIX AoHOpoB. OOpabotka Coemunennem 2 IL-2-
akTuBupoBaHHbIX PBMC uHnyunposana youiictBo HeoOpadoTranHbIX kieTok K562, 3aBucumoe
ot koHueHTpauuu (Pur. 14, npasas nanens). MKIIK, o6paborannsie Coequnenuem 2 (1C50=5,9
nM) Obutn B ~ 600 pa3 Gonee cunbHbiMH, ueM MKIIK, oOpabGorannbie nomamunomunom (ITom;
IC50=0,004 MxM) u B ~ 2600 pa3 Gojee cuabHBIMH, YeM 00paboTaHHbIe JeHaauaoMuaom (Jlew;
IC50=0,02 MmxM) B moctuxkennu 50% npsimoii rudenu knetok K562, Xors Coenunenue 2 ObU10
Oonee CUIBHBIM, Y€M JICHAIUAOMUI M IMOMAIMIOMHI, BEJIMYMHA OTBeTa ObLla CXOMHOH cpenu
IaHHBIX coenuHeHmit (Pur. 14, npasas maHenb).

[00357] Dddexter Coenunenust 2 Ha aktuBHOCTh MKIIK, wWHKYOMpOBaHHBIX C
Coenunenuem 2, npoTuB Ki1eTok MM ObUIH JOMOJHUTEIBHO MPOAHAIN3UPOBAHBI B KJIIETOYHBIX
JUHUAX, OTOOpakaromuxX (HEHOTHIT YCTOHYMBOCTH JUI TOTO, YTOOBI CPaBHUTH C OTBETOM B
4yBCTBUTENbHBIX KJeTkax. B apyroit momenu coBMmecTHOro KyibTuBUpOBaHus kieTku PBMC
JOHOPOB ObuTM mpeaBapuTebHO oOpabotanbl ¢ CoeguHeHHEM 2, JIEHATHIOMHIOM WJIH
NOMaJIUJOMUAOM B T€YEHHE 2 4acoB Iepe] TeM, KaK MX KyJbTHMBHUPOBAJIM Ha IUIAHLIETaX C
nokpbiTieM aHTu-CD3 anTuTen B TedueHue 72 4vacoB. PBMC, aktuBupoBaHHble aHTH-CD3
antuTenamy, obOpaboranHble CoennHEHHEM 2, TPONEMOHCTPUPOBAIN YBEIHUYEHHE JIU3HCA
OINyXOJIEBBIX KJIETOK, 3aBUCHMOE€ OT KOHLEHTpanuH, HeoOpaOOTaHHOW YYBCTBUTENBHOH K
aenamngomuny (NCI-H929; ICs5,=0,005 mxM) u yctoiiuuBoii k nenamunomuny (H929-1051;
IC50=0,0002 MxM) knerounsix uauiit MM B noxoskeilt crenenu (®@ur. 15). Coennnenue 2 0b110
Oonee CHJIBHBIM, 4Ye€M JICHAJIMIOMUI M TOMAJUAOMHI B OTHOIICHWH CHIDKEHHS [OJIH
KHU3HeCTIOCOOHBIX KieToK MM. ITonoOHbIH ypoBeHb YOUNHCTBA OMYXOJIEBBIX KJIETOK C IIOMOIIBIO

MKIIK HaOmonanu B OTHOLIEHHMM COBMECTHO KYJIBTUBHPOBAHHBIX OITYXOJIEBBIX KIIETOK,
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YyBCTBUTEJIbHBIX K JICHATUAOMUAY U YCTOMYMBBIX K JIEHAJIUAOMHUAY, MoKasbiBas, uro PBMC
OBUIN aKTUBUPOBAHBI JUTSI MHULIMALMU THOETN OMyXOJIEBBIX KJIETOK HE3aBUCHUMO OT UX (heHOoTHIa
YCTOHYUBOCTH.

[00358] ITockomnbky mpenBapuTenbHas HHKYOAIst UMMYHHBIX kieTok ¢ CoenuHeHneM 2
yCUJIMBAJIa HAaLleIMBaHUE U JIU3HUC KJIeToKk MM, Takske uccienosain 3¢¢GekT npeaBapuTeabHoi
unkyOarmn  kinerok MM ¢ CoenuHeHmeM 2 Ha UX BOCIHPUUMYUBOCTH K HMMMYHO-
ornocpenoBanHoi rubdenu (Pur. 16, Tabmuna 12). Yersipe xnerounsie auann MM u MKIIK,
aKTUBUpPOBaHHble aHTU-CD3  aHTUTEIOM OTAENbHO MPENBAPUTENIBHO WHKYOHPOBAIH C
CoenuHeHreM 2, JEHAJTUAOMHUIOM WM MOMAIUAOMUAOM B TedeHue 72 4dacoB. Korma PBMC,
akTuBUpoBaHHbIe aHTH-CD3 anTutenom, u muanu MM, o0e Obutn npenBapuTeIbHO 00pabOTaHbI
CoenuHeHueM 2, JeHaTUAOMUAOM WIIH TOMAIUIOMUIIOM, a 3aT€M COBMECTHO KYJIbTHBUPOBAHBI,
s¢dexTs Ha mu3uc kietok MM, naaynuposanneiii PBMC, Obutn yCUJIEHBI B TJIAaHE AKTUBHOCTH
U BEJINYMHBI OTBeTa rudenu kiuetok. [1o nanabM cpaBHeHus 3HaueHnH ICsy OTIENbHBIX KYJIBTYD
kJeTok MM B CpaBHEHMM C COBMECTHBIMU KyJbTYypaMH HMMYHHBIX U OITYXOJI€BbIX KIIETOK
Coenunenne 2 ycunmBaer ybuiictBo kierok NCI-H929 B ~ 7000 pas, m OHO yCHIHMBaeT
yowmiicTBO yBenuuuBaeT rudenb kierok H929-1051 B ~ 6000 pa3. B oTHOIIEHWH KIETOYHOU
muann OPM2-P10, ycroiiunBoii k momanmunomuay, oopadorka CoemnnHenneMm 2 kietok MM
yCHJIMBaJIa MMMYHO-OTocpenoBanHas ruoens B ~ 3000 pa3 (Tabmuma 12).

Tabmuma 12: HMmyHO-OmOCpenoOBaHHAss THOENb KIETOK B  KIETOYHBIX JIMHUSX

MHO>KECTBEHHOM MHEJIOMBI B OTACJIbHBIX KYJIbTYpax IO CPaBHCHUIO C COBMECTHBIMU

KyJIbTypaMu
Knerounast JIlunus | YcinoBus HNmmyHo-onocpenoBanHasi rudensb kyietok 1Csy (MkM)
MHOXeCTBeHHON | KyabTuBHpOBaH | JleHanmugoMusn Ilomanunomun | Coenunenue 2
Muenomsl Usl KJIETOK

MoHnorepanust > 10 > 10 0,5810
NCI-H929 CoBmecTtHas 0,3173 0,0444 8.702e-005
KyJbTypa
Monotepanust > 10 > 10 0,5753
H929-1051 CoBmecTHas 0,8782 0,0713 0,0001
KyJbTypa
Monotepanus > 10 0,6273 0,0003
OPM2 CoBmecTHast 1,722 0,1685 9.361e-005
KyJbTypa
MoHoTtepanus > 10 > 10 > 10
OPM2-P10 CoBmectHas 8,094 1,181 0,0031
KyJbTypa
RPMI-8226 Momnorepanus > 10 > 10 0,0134
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Knerounas Jlunus | Ycaosus HNmmyHo-onocpenosanHas rudens kietok ICsy (MkM)
MHOKeCTBEHHOM KYyJIbTUBUPOBaH Jlenanunomun INomanunomun | Coenunenue 2
Muenomsl U5l KJIETOK
CoBmecTHas 0,1245 0,0676 8.387e-005
KyJIBTypa

ICsp=koHLeHTpaLus, npuBoAsas kK rudenu 50% KIeTok.

[00359] BeiBoa: PBMC, o6paborannbie CoequHeHHEM 2, HHAYLUPYIOT JIU3UC OMyXOJIH
HeoOpabOTaHHBIX KJIeTOYHbIX JHHUH K562 m MM B moOXoXed CTeNneHH, MO CPAaBHEHHIO C
JICHAJMIOMHUIOM M TIOMAJIUAOMHIOM, XOTS M C ropa3no Oojblueil akTHBHOCTHIO. Kpome Toro,
rudesib OMyXOJIeBbIX KJIETOK Obljla 3HAYMTENBHO MOBbIIIeHA, eciaun ode PBMC u kieTouHble
muand MM Oputn ipeaBapuTenbHO 0OpaboTtanbl CoennHEHHEeM 2, YTO CBUAETEIBCTBYET O TOM,
YTO B JOTIOJIHEHHE K CBOUM CHJIBHBIM CaMOCTOSITENIbHBIM KJIeTOUHBIM 3 dekram, Coennnenne 2
MOJKET TaK»e TOBBICUTh UMMYHOT€HHOCTh KJIETOYHbIX JIMHUH MM. KomOuWHauus CHUITbHBIX
CaMOCTOSITENIbHBIX KJIETOYHBIX U UMMYHOT€HHBIX 3 (eKTOB Ha KjaeTkn MM B TOTIOIHEHUE K €T0
MMMYHOMOJYJIUPYIOLIUM cBolicTBaM aenaeT CoequHeHHe 2 MOTEHLUANbHbIM KaHIUAATOM ISl
KJIMHUKU.

IIpumep 14. Dpdext CoeauHenuss 2 B komOumHaumu ¢ Jlaparymymaldom Ha
MHo:xecTBeHHYIO Muenomy

[00360] [Haparymymad, antu-CD38 aHtuTeno, onmoOpeHHOE [UId  JICUEHHS
MHO>KECTBEHHOW MHEJIOMBI, OKa3bIBA€T CBOK AaKTHUBHOCTb IPOTUB MHEIOMBI IOCPEACTBOM
AHTHUTENI03aBUCUMON Kj1eTouHON nutoTokcuuHocTH (A3KL]), aHTUTEI03aBHCHUMOTO KJIETOYHOTO
¢aromuroza (ADCP) u kommementzasucumoii nurorokcuaHocTd (K3LL). Odpdexr Coennnenus
2 WM MOMAIMAOMHIA B KOMOMHAIMU C AapaTyMyMaOOM ONpenessuii B KIETOYHBIX JIMHHUSX
MM.

[00361] Anamu3 AS3KIl: Oddext Coemunenuss 2 wunu nomamumomuna Ha A3KII,
OMOCPENOBAHHYIO apaTyMyMaOOM OMpeneNisuld in Vitro MPOTOYHOH LUTOMETPHEH B MaHENn
kyieTouHbiXx JuHUuii MM. Knetku NK kyabTUBHpOBaIM B T€UEHHE HOUYHU B KYJIbTYPAJbHOU Cpee
s NK, comepskameii 10 en/min pekomMOMHAaHTHOTO 4enoBedeckoro IL-2, no Hauana aHanusa.
Knerku NK npomsiBaniu U CHOBa pecyCeHAMPOBAIU B KyJbTypajbHOU cpene ais kierok NK
mpu 3,75 x 10° knerox/mn. Knerku MM npenBapuTeNibHO oOpadaThiBaid CyOJeTaIbHBIMU
koHUeHTpauusaMu CoequHeHus! 2 WM NOMaJuAOMUAA B TedeHHe 72 4acoB 10 UCIOJIb30BaHUS B
anamuze A3KL[. Knerku MM npoMbIBaiy U METHIIM KPACUTENIEM OTCJIEKUBAHUS PO epannn
u kjaerok Tag-It Violet™ B coorsercTBuM C UHCTPYKLUUSIMA TIPOU3BOAUTENSA, a 3aTEM
pecyCrneHIupoBaIu B KyabTypaiabHOU cpene ansg NK npu xonuentpauuu 0,75 X 10° keToK/MiI.
Ananu3 A3KL] npoBoaiu B TpeX 3K3eMIUIIpax ¢ COOTHOImeEHHeM 3¢dexropa k omyxonu 10:1 B
96-nynounom rtranmere. Knerku MM (10 mkn) cmemmBamu ¢ 10 Mk 2X KOHLIEHTpALUH
napatrymymaba B JyHkax mepen noOasienueM 20 mka kietok HK. CoBMecTHBIE KYJBTYPBI
uHKyOuposanu ripu 37 °C B TeueHHe 3 4acoB C MOCIenyoIuM nodasneHnemM S0 MKJI pacTBoOpa

7-AAD npu KOMHaTHOH TeMIieparype B TedeHue 15 MUHYT. AHanIu3 NPOBOAWIN HA IPOTOUYHOM
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utomerpe BD Celesta.

[00362] Anamuz ADCP: O¢dexr Coemmnenuss 2 wnu nomamupomupa Ha ADCP,
OTOCPEIOBAHHBIA HapaTyMyMaOboM ONpenessuid B MaHe N KJIETOYHbIX JUHHH MM. MOHOUUTEI
BbICeBAIU B 96-nyHO4YHOM muiaHmete rpu 40000 kierok Ha ayHKY B 100 Mk oObemMa MONHOM
cpensl AIM-V, conepsxkareit 50 ar/man M-CSF. Knerkam naBanmu ocecTh Ha IUTAHIIET B TEUEHHE
15 MuHYT npu KOMHATHOW TeMmIeparype nepen nomeuienueM B uHkyoarop ¢ 37 °C, 5% CO; B
TedeHne 9 nHel, uyToObI Mo3BONIUTE AuddepeHimano B Makpodaru. Kynprypanbhyro cpeny
MOTIONHSAJIM  CBEXEHW KyJbTypaldbHOH cpenoil kaxnaele 3-4 nHA. B yrtpo amamuza ADCP
makpodaru romomanu B TedeHue 2-4 uacoB npu Temmeparype 37 °C, 5% CO, mnepen
COBMECTHBIM  KyJbTUBHpOBaHMeM ¢ kierkaMu MM. Knerku MM  npeasaputenbHO
oOpabateiBaii cyOneTanbHbIMU KOHLEHTpauusMu CoenuHeHHsT 2 WU TMOMAJIUIOMHIA B
TedeHue 72 yacos. B nenp ananuza knetku MM npomsiaiu @®Cb u metunu CSFE B Teuenue 15
MUHYT. Peakumio ocranaBnmBamu paBHbIM oObeMom 20% PBC. Knetku npomeiBain PCh
JBaXbl U pecycneHauposanu B cpene AIM-V mpu 1,6 x 10° kneTok/mi. 3atem 50 MK KII€TOK
MM cmemmBanu ¢ 50 Mk 2 MKr/miul gapatymymada B TedeHue 10 MHHYT MpH KOMHATHOH
Temneparype nepen n00aBIeHUEM royiofaBIInX Makpodaros. Kaxmoe ycioBre aHaIM3UpOBAIN
B Tpex sk3emmuisipax. KoHeunelli oObem anHammsza coctaBimsin 200 mki, comepxkammx 10%
CBIBOPOTKH  4YeJioBeKa ¢ cooTHomeHneM s3¢dextopa k wumenn 2:1.  Ilnaxmer
uertpudyrupoamu npu 500 oboporax B MHHYTY B TeueHHE | MUHYTHI C MOCIEAYIOLIEH
unkyOanueii npu 37 °C, 5% CO, B reuenne 3 yaco. B koHIe MHKYyOaLMy TUIAHIIET TPOMBIBAIIN
100 mxn ®@CBb, u ocraBmmecs kineTku okpamusanu aHTU-CD14 u antu-CD138 anTturenamuy,
4TOOBI UAEHTUUIIMPOBATh Makpodaru u kietku MM, coorBercTBeHHO. [InaHmeT npoMbliBaiu
u ayak# 3anoissm 100 mxn @CB. Makpodaru otaensuin ot AHa JyHKH goOaBieHueM 50 MK
0,25% Ttpuncuna. OOpasupl Helirpanu3oBanu nodaeiaeHneM 50 Mk nonHOW cpensl AIM-V.
OOpasupl aHANMM3UPOBAIM HA MPOTOYHOM wnuToMmerpe. [lomo darounTo3a ompenensm Kak
kosmmuecTBO CSFE/CD14 nBONHBIX MOJOKUTEIBHBIX KJIETOK, NEJEHHOE Ha 00IlIee KOJIUYECTBO
kieTok CD14+, ymHoxxennoe B 100 pas.

[00363] Pesyabratbi: OOpaborka kierok MM CoenuHeHreM 2 U MOMaJUIOMHIOM
npuBoAMia K yeenuueHuro skcrpeccun CD38, 3aBucumomy ot nossl (@ur. 17). Crenens
skcnpeccurn CD38 Obuta Beime ¢ CoennHeHWeM 2 W TOPOUCXOAMJA MPU Oojiee HUKHUX
KOHLIEHTPALUsIX MO CpaBHEHUIO ¢ mnomManupomunoMm. Knerkm MM +/- mpenBaputenbHON
obpabotkoit CoenuHeHHeM 2 WM MOMATHIOMHIOM Obuth oueHeHbl B aHamm3ax A3KI] c
naparymamadom. Knerku MM, obpabortannbie CoennHeHHEeM 2, MPOAEMOHCTPUPOBAIU Oolee
BBICOKYIO CTEIMEHb JIM3UCA OMyXOIH C JapaTyMyMaOoM MO CpPaBHEHHIO ¢ HeoOpaOOTaHHBIMU
knerkamu (@ur. 18). Knerkn, oOpaborannele CoeamHeHuem 2, ObuH Takxke Oolee
gyscTBuTeNbHBI K A3KL[, omocpemoBaHHOW aapaTymyMaOOM, MO CPaBHEHUIO C KJIETKaMH,
oOpaboTranHbIME OManuaAOMHIOM. Taxke ObLTa mpoTtecTupoBaHa crocodHocTs CoennHeHus 2
u nomanunomuna moxyiuposate ADCP, onocpenosanHbiii mapatymymabom. Kietku MM,
obpaborannsle CoenuHenuem 2, Obumn Oosnee uyBcTBUTENbHBI K ADCP, onocpenoBanHOMY

napatymymaboM, TIO CpPaBHEHHIO C KJeTKaMH, HeoOpaOOTaHHbBIMH U 00pabOTaHHBIMH
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nomayuaomuznoM (@ur. 19). Tompko oxnHa nporecTupoBaHHas JnuHHS Kietok ARH-77 He
nokazana ycwienHoro ADCP ¢ CoeauHeHueM 2  WJIM  NOMaTUAOMHUAOM,  HO
npoaemoHcTpuposaia ycuneHHyro A3KL] ¢ Coenunennem 2.

[00364] BeiBoa: Coenunenue 2 axtuBupyet skcnpeccuto CD38 B knerkax MM, uto
npuBoauT K yBenmudenuto ASKL] u ADCP, onocpenoBaHHBIX gapaTyMyMaOoM, IO CPaBHEHHUIO C
NOMAJIMOMUIOM WM HeoOpaOOTaHHBIMU  KJIETKAMU. OTH JaHHbBIE IOKA3bIBAIOT, YTO
koMmOuHams naparymymaba ¢ Coenunennem 2 MoxeT ObiTh Oojiee 3(h(EKTHBHOH B JICUSHUN
MM 110 CpaBHEHHIO ¢ KOMOWHAIMEH ¢ TOMAJTHIOMUIOM MJIH JAapaTyMyMaOOM OTIEIbHO.

[pumep 15.9¢pext Coenunenns 2 B komOunanuu ¢ Uuruduropamu Ilporeacom
Ha MHo:kecTBeHHYIO Muenomy

[00365] 3a pmBamuate dYerbipe dYaca 10 OOpabOTKM HMHTCHOMTOPOM MPOTEACOM M
TECTUPYEMBIM  COEIMHEHHEM, COOTBETCTBYIOLEE KOJMYECTBO KIETOK pasfeisuid A0
KOHLIEHTPaLUU 0,2x10° kmerok/mMn B CBexeil cpene st o0ecredeHHs: SKCIIOHEHIIUAIBHOTO
pocta. B nenp oOpabotku coenunenust pactBopstiii B JIMCO. HHruburopsl mnporeacom
oopresomu® wiu KaphwBoMHO pazBONMIM M AO0ABISUIA K TPEIBAPUTENIbHO HArpeTou
KYJIbTYpaJbHOU Cpene MpHu KOHEYHbIX pabouymx koHmeHTparusx 150 HM wmm 300 HM mois
ooprezomuba u 300 HM wmmm 550 HM nana xapdunsomuba. KoHueHTpaumu MHruOMTOPOB
IIPOTEacoM OIpenAeNsiad Ha OCHOBAHMM KJIMHMYECKMX KOHLeHTpaumi Cmax, a Takxe
NPEeALIECTBYIOIUX  HUCCACAOBAHUN B  KAXAOW  KJIETOYHOH JIMHUU, 4YTO  OMNPEAENsIo
NPONOJDKUTENBHOCTh W KOHIEHTPALMIO HMHTUOWTOpa MpOTeacoM, HEOOXOAMMOro Ul
KOHKPETHOH BEJTMYMHBI NHTMOMPOBAHUS aKTUBHOCTH IpoTeacoMbl 5. KneTkn noacuuTsiBany u
COOTBETCTBYIOLIEE KOJMYECTBO MOMELIANN B CpPeAy, COAEpPIKALyl0 HHTUOUTOp IMpOTeacoM, U
TiatenbHO nepemenirBanu. [locne unkyOauuu B Teuenue 1 4aca mpu 37 °C, 5% CO, knetku
NPOMBIBAJIN /Ba pa3a 40 MuI TIOJHOW Cpenbl AJs yOAJeHUs] HHTMOUTOpa MpoTeacoM. AJIMKBOTBI
KXol oOpabOTKM MpOTeacoM aHAJTU3UPOBAIIH, YTOOB! MOATBEPAUTH CTENEHb MHTMOWPOBAHUS
cyGpenuunn PS5, B2, u Bl. Kuerku pecycrnennuposanu mpu 0,1x10° KieTok/MiI 1 BbiceBamu mo
100 MKI/NyHKY B CBEXYIO MOCYAY MJIsl KyJbTHBHPOBAHUS, CONEPIKAINYIO AJHKBOTBHI JIHOO

Coenunenuss 2, nub0 mNOMATUAOMHIA, B TPEX DOK3EMIULIpaX. BBICESHHbIE KIETKH

,
kynbTuBupoBanu npu 37 °C, 5% CO, B TeueHHe OCTaBILENCs YaCTU 3KCIEPUMEHTA, BILUIOTh 10
72 vacos. Kaxxnpie 24 yaca, KOHTPOJUPOBAIN HHTHOUPOBAHUE MTPOTEACOM KJIETOYHBIM aHAJIU30M
Proteasome-Glo. IIponudepanmto u anonTo3 u3Mepsuu yepe3 72 daca ¢ MOMOIIBIO MPOTOYHON
nutomerpun. Knerku oxpammusanu APC annekcuH V u 7-AAD 11l BBIUKCIIEHUsI KOJIUYECTBA
KU3HECTIOCOOHBIX KJIETOK, OCTABIINXCS B KYJIBTYpE.

[00366] PesyabraThl. AHaNIW3 KIETOK In Vitr0 MPOBOAWIM MJIi TOTO, YTOOBI
UMHUTHPOBATh KIMHUYECKYIO (papmakokuHeTuky (PK) u papmakonunamuky (DJI) skcrozummn
UHruOUTOPOB MpoTeacoM Ooprezomuda u kapdrmzomuda. JlaHHas MOnENb BOIUIONMIAET KOPOTKHUE
SKCITO3UIMU HHTUOUTOPA MPOTEACOM C MOCIENYIOIINM TINATEIbHBIM BBIMBIBAHUEM COCIMHEHUS
IUIs TO3UPOBAHMUS KJIETOK KJIMHUYECKUH 3HAYMMBIMH KOHLIEHTPALMSIMA HHTHOUTOPA MPOTEACcOoM,
IPU 3TOM JIOCTUTast OBICTPOro KJIMpeHca, HabmogaeMoro in vivo. KpoMe Toro, conoctaBUMBIi

ypOBEHb MHTUOMPOBAHUS TPOTEACOMBI 35 MOXKET OBITh JOCTUTHYT BO BCEX KJIETOYHBIX JIMHHSIX.
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JIaHHYI0O MOZENb HCIONb30BAIM, YTOOBI OLEHUTH codetaHue s>¢dexros CoenunHeHus 2 B
KOMOMHaIMu ¢ JMoObIM K3 Oopresomudba umm kapdpmizomMuda B IMaHENH KJIETOUHBIX JIMHHUHA
MHOYKECTBEHHON MHEJIOMBI U JieHKko3a riasmMarnyeckux kiaerok (muauit OPM2 P10, RPMI.8226,
YCTOHYMBBIX K NOMAJIUAOMUAY U JIMHUH JIeHKo3a M1asMaTudeckux kiaerok L363 u JIN -3).

[00367] boprezomub u CoenuHenne 2 1eMOHCTPHPOBAIN KOMOMHUPOBAHHBIH 3 dekT B
obenx Tecrupyembix Juausx MM, OPM2 P10 u RPMI.8226, a Takke B OTHOMN U3 JIMHUI KJIETOK
aefiko3a miuasmatuuecknx kietok, JIN-3. KomOunupoBanHble 3PQeKThl B KICTOYHOW JIMHUU
L363 He mMorim ObITh OLIEHEHBI, TaK KaKk OOpTe30MHO HE MMeEJ aKTUBHOCTH OTIEJIBHOTO areHTa
Ha JKU3HECTIOCOOHOCTb KJIETOK B YCJIOBHUSIX JAHHOTO aHanu3a in vitro (Pur. 20 u @ur. 21A).

[00368] Xotst 00paboTka kapPrI3oMHOOM pa3uyaiach MEXIy SKCIIEPUMEHTAMH B JI0JIE
ru0enu  KJIEeTOK, KOTopas JOCTUrajacb B TedeHue 1 dyaca oOpabortku, Obutm
NPOEMOHCTPUPOBaHbl KOMOMHHUPOBaHHbBIE 3 dexTrl ¢ CoenrHeHnEM 2 BO BCeX 4 KIIETOYHBIX
muausX (Pur. 21B).

[00369] BwiBoa. Heosxupanno, Ho CoenuHeHue 2 COXpaHSET CBOK CIIOCOOHOCTB K
WHULIUALUA THOETHN KJIETOK NMPU KIMHWYECKH 3HAYUMBIX YPOBHSIX HMHTHOHMPOBAHHS MPOTEACOM.
KomOunamust Coemunenust 2 ¢ 6opresoMuboM win KapPuizoMuOOM MpPOAEMOHCTPUPOBAA
YBEJIMYECHUE arloNTO3a U AHTHIPOIN(EpaTHBHON aKTUBHOCTH B KiieTkax MM.

IIpumep 16. Ipdext CoennHennst 2 B KOMOMHANMHU ¢ HHTUOMTOPAMH FHCTOHOBOM
AeaneTHIa3bl, XHMHOTepPaneBTHYeCKUMH areHTamu, uHruéuropamu Bel-2, uaruéuropamu
Mcl-1, uaruduropamu BET nan unruéuropamu LSD-1.

[00370] D¢ ekt komOuHMpoBaHHOTO JeueHus1 CoequHeHneM 2 ¢ HI3KOMOJIEKY IIPHBIMH
UHTUOUTOpaMH Pa3IMYHBIMM MEXaHU3MaMH ONpEeAesUId B TaHENM KJIETOYHbIX JUHUH MM.
TpuHaauaTh HHU3KOMOJEKYJSIPHBIX WHTUOMTOPOB ObUIM  BBIOpAaHBI JUIA  HCCIEAOBAHUN
komOuHaimii ¢ CoenuHeHHeM 2 B 3aBUCHMOCTH OT HMX IOKJIMHUYECKOH W/WJIM aKTUBHOCTH
npotuB MM. Knerounsle muauun H929-1051, KMS11, KMS-12PE, L363, OPM-P10 wu
RPMI8226 Obuin BBIOpaHBI JAJisi JAHHOTO WCCIENOBAHHS JJISi TMPENCTABIECHHS] Pa3JIMYHbBIX
TFeHETUYECKUX KJIACTEPHBIX IPYNI cpenu KjaeTouHbIX JUHUM MM. KoHueHTpanuu coennHeHui
111 KOMOMHHUPOBAHHOHN Tepamnuu ObLTH BBIOpaHb B quamna3one ot Ha 1 log Beime no Ha 2 log
Hwke [Csy oTnenpHOro areHTa. AreHThl KOMOMHHPOBAHHON TEeparuy JO3UPOBAIN B 6 TOUEHHOM
kpuBoil no3za-oteer (DRC) npu paszbasnenunu 1:3, Coequnenuie 2 nosupoBanu B 10 ToYeuHOM
DRC, taxke mpu pasbasnenuu 1:3. KoMOMHUpPOBAaHHBIE SKCIIEPUMEHTBI TPOBOAMIIUCH TBAKIBI,
KQXIbIH pa3 ¢ BOCIPOU3BOIUMBIMU JTAaHHBIMH Ha OTAENbHBIX IuaHImerax. CoeanHeHus: ObLIH
NpeIBAaPUTEIbHO HAHECEHbl B COOTBETCTBYIOLIME JYHKU 384-J1yHOUHBIX IMJIAHIIETOB C
HCIOJIb30BAHUEM aKyCTHYeckoro nos3aropa. Bce kierounsle nuHuuM MM KyJbTUBHUPOBAJIN B
unkybarope mipu 37 °C ¢ 5% CO, ¢ uCmoNb30BaHUEM YKa3aHHBIX KYJbTYPAJIbHBIX CPEem IS
KJIETOK, COIEep’KaIllNX 1X MeHuIWLInHA-cTpenToMuimHa. Knerku nobasnsm B 384-myHOUHBIE
IUTAHIIETHI, COAEpKaIlNe COeAMHEHHue, ¢ wucrnonb3oBaHueMm Jlozaropa PearenroB Multidrop
Combi u unkyOupoBanu B teuenne 3 nHeil mpu 37 °C ¢ 5% CO,. UYepe3 3 mHA KIETKH
aHanu3upoBanu Ha yposeHb copepxkaHusi AT® ¢ momompio Cell Titer-Glo, usmepenHoro Ha

nerexkrope momuHecueHun (Perkin-Elmer Envision).



119

[00371] Ans oOHapy>keHHs CHHEPTUH B JAHHBIX KPHUBBIX [103a-OTBET HCIIOJIB30BAN
MeTon HauBbIcliero otnaeiapHoro arenrta (HSA). Jlns koMOuHammii  mpoaHa H3UpPOBAIIH
noBepxHocTu rpadukoB oreera. Crarmcruueckass 6a3a (Van Der Borght, K., et al., BIGL:
Biochemically Intuitive Generalized Loewe null model for prediction of the expected combined
effect compatible with partial agonism and antagonism; Scientific Reports, 7 (1), 17935-1-
17935-9 (2017)) Oblna BKJIHOYEHA B aHANW3 B JOMOJHEHHE K HysneBoil moxenn HSA ¢ nBywms
CTATHCTUYECKHMHU TeCTaMH: 1) MOJIHAs MOBEPXHOCTh OTBETA OTIIMYAETCS OT HYJIEBOW MozaenH, 2)
OTJeJbHAs IyHKa OTJINYAeTCs OT HyJIEBON MOJIEINH.

[00372] Pesyabratbi: Oddekr nedenus CoemuHeHueM 2 B KOMOWMHAIUU C
HU3KOMOJICKYJIIPHBIMH ~ WHTHOUTOPAMH  ONpENeJsIi B TAHENH  KJIETOYHBIX  JIMHHUH
MHOXeCTBEHHOH Muenombl. CoenuHeHne 2 TOoABEprajid CKPUHUHTY B KoMOuHammu ¢ 14
COEMHEHUSIMH U CHHEprusi Oblla pacCYMTaHa HAa BCEX CKBAXKHHAX Ui 6 KJIETOYHBIX JIMHUIL.
JlekcaMeTa30H M 3TOMO3UA MOKA3aJId 3HAYUTENbHYI0 CHHEPTUI0 B KomOuHaimu ¢ CoequHeHnemM
2 B IATH U3 IIECTH TECTHPOBAHHBIX KJIETOUHBIX JMHUH (Pur. 22). KomOunaus Coenuaenus 2 ¢
WHTHOUTOpaMu BET (4-[2-(uuKIoTpONUIMETOKCH )-5-(MeTaHcy b onm ) herun|-2-
mMeTrn3oxuHONMMH-1(2H)-oHoM (Coenunenne D), Oupabpecubom n GSKS525762A) Takke
MPOAEMOHCTPUPOBAaJa CUHEPTUYECKYI0 AKTHUBHOCTb B KJjeTkax MM, C pa3iau4HONl CTENEeHBIO
cuHepruu Mexay Tpemsi uHruomropamu. KomOmnanumss Coemunennss 2 ¢ AMGIL76
(narnbutopom MCL-1) mokasana CHHEPTMYECKYI0 AKTHBHOCTb B TPEX KJIETOUHBIX JIMHUSX
(KMS11, KMS12-PE, L363) B 1O Bpems kak komOuHaiusi Coenunenus 2 ¢ ACY241 nu
naHoOMHOCTATOM (MHIHOMTOpPaMM T'MCTOHJeaneTunasbl) Obia cuHeprudeckoid B L363/OPM2-
P10 u L363/H929-1051, coorBerctBeHHo. Coemunenne 2 B komOuHamuu ¢ 4-[2-(4-
aMUHONUMNepUauH- 1-ui)-5-(3-prop-4-merokcudenun)- 1 -merun-6-oxco-1,6-
auraaponupuMuanH-4-mi|-2-¢propoensonurpunom (Coenunenne E) Obuto cuHepruvyeckum B
kaetkax L363 u KMS12-PE. MIK665, uaru6urop MCL-1, Obl1 €AMHCTBEHHBIM COCANHEHHUEM,
KOTOpPO€ HE IMOKA3aJ0 3HAYUTENIbHYI0 CHHEPTUI0 B O NMPOTECTHPOBAHHBIX KJIETOYHBIX JIMHHUSIX
MM.

[00373] BwiBoabi: OOpaborka CoenuHenuemM 2 B KomMOuHammu ¢ 12 w3 14
HU3KOMOJIEKYJISIPHBIMU CO€JUHEHUSIMU MTPOJIEMOHCTPUPOBAJIa CHHEPTUYECKYI0 aKTUBHOCTD B IO
KpaiiHeli Mepe omHOH uiM Oojiee TECTHPYEMBIX KIETOYHbIX JUHUsIX MM. KomOunamms c
LIECTHI0 U3 COEAMHEHMH IMOKa3aja CUHEPIHIO MO MeHblIeH Mepe B 3 TECTHUPYEMbIX KJIETOUHBIX
miEuAX MM (Qur. 22). DT pAaHHBIE MOKA3bIBAIOT, YTO KOMOWHHPOBAHHOE JICYCHHE
CoenuHeHneM 2 ¢ MPOTECTUPOBAHHBIMH HU3KOMOJIEKYJIIPHBIMH WHTHOHUTOPAMU TPENCTABIISET
co00# MOTEHIUANTBHYIO MapangurmMy JiedeHuss MM, B TOM HHCJIe HEKOTOPOTO ¢ CHHEPTHYECKOU
AKTUBHOCTBIO.

[pumep 17. llpoTuBoonyxoseBas akTuBHOCTh In Vivo CoequHeHnus 2 0TAeJIbHO H B
komOuHaumu ¢ /lekcamerazonom

[00374] Cnocobwbi: IIpoBoauan uccieqoBaHNE KCEHOTPAHCIUIAHTATA C CAMKAMU MBIIIEH
SCID, WMeILMMH OINyXOJH MHOXKECTBEHHOH MHENOMbI/TUIA3MOLIUTOMBI  YCTOMYUBBIE K

nenamupomuny, NCI-H929 (H929-1051). Camkam wmbimmn SCID HMHOKYJIHPOBAIM ITOAKOXKHO
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kaetkn H929-1051 B obnacth Ooka Hax mpaBoii 3aaHel HOroi. Ilocne MHOKYJISIMY JKUBOTHBIX,
OIyXOJIb OCTABISUIM PacTH A0 odvema okojo 100 MM® 710 panpomusauuu. Ha 13 nens nocne
WHOKYJISALIMU OMyXOJIEBBIX KJIETOK, MbllIel Hecymux onyxoau H929-1051 B nuanasone ot 79 no
157 MM’ OOBEIMHSTH BMECTE U PAHIOMHU3HPOBAIH B PA3IMUHBIX IPyIax jedenns. CoeqnHenne
2 cocraBmsuin B 2% I'TIMII B Boge (B Bume cycmnensuu). Jlekcamera3on cocrasisiiid B 0,5%
KMI11/0,25% Tween 80 B nemonusupoBanHoii Boxe. Coenunenue 2 (0,1 Mr/kr) u nekcameTa3oH
(0,5 Mr/kr) BBOAMIN MEPOPATBHO OIMH pPa3 B CYTKHU B TEUEHUE BCErO MCCIIEAOBAHMUS, HAUMHAS C
13 nHs mocie MHOKYJISIMM OMyXOJIEBBIX KJIETOK. B rpymnmne KOMOMHAIIMHN JKUBOTHBIE MOJTYYaJIH
Coenunenue 2 (0,1 mr/kr/cytkn) u nekcamerasoH (0,5 MI/Kr/CyTku) OJHOBPEMEHHO B T€YCHUE
BCEro WCCJIEOBaHUs, HauMHas ¢ 13 AHS mocje MHOKYJSILUM OIyXOJeBBIX KieTok. Omyxomnu
U3MEPSUTH Ba Pa3a B HEAEIIO, UCTIOJb3YS [ITAHTCHIUPKYJIb U 0OBEMBbI ONYXOJIH PACCUUTHIBAIH
no ¢dopmyie W? x L/2. Cratucruueckuii aHammu3 MPOBOAUIN C HCMHOJIb30BAHUEM
onHodakTopHOro WM 2-hakTopHOro aucnepcuonHoro aHanmmsza (ANOVA). Pacyersl cuHepruu
MIPOBOAMIIN C UCIIOJIb30BAHUEM METOJIa YACTUUHBIX MHOXKUTEJIEH.

[00375] Pe3yabratei: JleueHue ¢ momolnplo otaenpbHoro areHta CoenuHenus 2
3HauutenbHo (p <0,01) murubmposano (-34%) poct omyxomu H929-1051 MHOKECTBEHHOI
Muenombl. JleueHue nexkcamMeTazoOHOM B KauecTBE OTHENbHOTO areHTa He3HAaYUTENbHO
UHrUOMPOBAJIO POCT onmyxonu kceHoTpaHciantata H929-1051 (-20%). Jleuenune CoennHeHnem
2 mpu BBOMMOI o3¢ 0,1 MI/Kr B KOMOMHAIIMY ¢ eKcameTa3oHoM mpu nose 0,5 mr/kr nasaio
3HauutenbHOoe (p < 0,0001) ymeHblieHHEe 00BEMa OIMYXOJU IO CPABHEHUIO C KOHTPOJIEM
HOCHUTEJIs], TIOKa3bIBasi yMeHbIIeHHe o0beMa onyxonu Ha 84%. B 2-¢pakropuom ANOVA ¢ nocr-
TecToM boH(peppoHH, AaHHAs TPOTHBOOITYXOJIeBast AKTUBHOCTb KOMOWHAIINM OblIa 3HAYUTEIBHO
nyuine, ueM y Coenunenust 2 otaenbHo (84% npotus 34% TVR; p < 0,0001) mnu nexcameTa3oH
otaenbHO (84% mporus 20% TVR; p < 0,0001). Mcnonb3yst METOA YaCTUYHBIX MHOKUTEJIEH,
OIIPEAEIUTH, YTO NMPOTHBOOIYXOJIeBast akTHBHOCTh komMOuHanmu Coenunenus: 2 npu nose 0,1
MI/KT U JeKcameTa3oHa npu fo03e 0,5 MI/Kr sBJsieTCsl CHHePrMYeCKOW B YMEHbLICHHH o0bema
onyxouu. (Pur. 23)

[00376] BeiBoa: CoemuHeHne 2 B KOMOMHAIIMM C JIEKCAMETA30HOM IIOKa3bIBAJIO
CHHEPTHUI0 B YMEHbLUICHHMH O0BbEeMa ONyXOJIM B MOJAEIH ONyXOJH MHOKECTBEHHOM
muenombl/masmorutombl - NCI-H929,  nokasbiBasi, 4YT0 KOMOWHHUPOBAHHOE  JIEYEHHE
CoenuHeHneM 2 U J€KCaMeTa30HOM IIOKA3ajl0 CHHEPrUYecKyl MPOTHUBOOIYXOJIEBYIO
aKTUBHOCTH B Moaenun MM, ycroitumBoil k JeHamunomupny. CoenuHeHue 2 yCHIIMBAET
amoNTOTUYECKYI0 AaKTHMBHOCTb JI€KCAMETa30HA, I[IOKAa3biBasi TIIOTEHIMA] CHIKEHHUS JO3bl
JeKCaMeTa30Ha NPHU MCIIONb30BaHNH B KoMOUHamu ¢ CoeanHeHNeM 2 B KIIMHHKE.

IIpumep 18. IIporuBoonyxoiesass akTuBHOCTH In Vivo CoennHenust 2 0TAeJIbHO U B
komOuHauuu ¢ boprezomudom

[00377] Cnocobwbi: IIpoBoauan uccieqoBaHNE KCEHOTPAHCIUIAHTATA C CAMKAMU MBbIIIEH
SCID, WMEIUIMMH OINyXOJHd MHOKECTBEHHOH MHENIOMbI/TUIA3MOLIUTOMbBI  YCTOHMYUBBIE K
nenampomuny, NCI-H929 (H929-1051). Camkam wmbimmu SCID HMHOKYJIMPOBAIHM TTOAKOXKHO

kaetkn H929-1051 B obnacth Ooka Hax mpaBoii 3aaHel Horoi. Ilocne MHOKYJISIMY JKUBOTHBIX,
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OIyXOJIb OCTABJUIA pacTu a0 o0bema okojo 500 MM 110 panpommusauuu. Ha 31 neHs nocne
WHOKYJIALIMU ONYyXOJIEBBIX KJIETOK, MbllIeN Hecylux omyxonu H929-1051 B nuanasone ot 366
M0 535 MM® OOBEQMHSUIA BMECT€ M PAHIOMH3HPOBANM B PA3NIMUHBIX TPYIINAX JICUCHHS.
Coenunenue 2 cocrasisuiu B 2% I'TIMLI B Boze (B Buae cycnensun). boprezomud cocraBnsiim B
1% AMCO B ¢usnonoruueckom pactsope (B Bune pacrsopa). CoenmHenue 2 (1 Mr/kr) BBOIUIH
NEepOPAIbHO OZIUH Pa3 B CYTKH B TeUEHHUE 3 MOCIEN0BATENbHbIX AHEH, HauuHas ¢ 31 qHA mocie
MHOKYJISILIMU OIMyXOJIeBbIX KieToK. boprezomud (1 MI/kr) BBOAWIM B BUAE OJHOKPATHOH O3B
BHYTPUBEHHO B JieHb 31 MOC/ie WHOKYJISIUU OMyXOJIEBbIX KJIETOK. B rpymnme komMOMHAIUH
»uBoTHBIE noydanu Coenunenue 2 (1 mr/kr/cytku) nepopanbHo B auu 31-33, u 6oprezomud
BBOJIMJIM BHYTPUBEHHO B BHJE OJHOKpATHOH 1036l B 31 nenb. Ha nens 31 BBOAmm Oopresomud
3a 1 gac no nepsoii no3bl Coenunenus 2. Onyxoiau U3MepsIu ABa pa3a B HENENI0, HUCIOJb3Ys
IITAHTEHIUPKYJIb U OOBEMBI OIMYXOJH PACCYUTHIBAIN IO (opMmyJe W? x L/2. JKuBOTHBIX
YMEpPIUBIISUIM, KOrga OOBEM ONyXOJH JAOCTHraj TPENONpEeNeSIeHHOH KOHEYHOH TOYKH
npubnusutensHo 2000 mv®.  CTaTHCTHUYECKHH aHANM3 MPOBOAUAN BIJIOTH A0 AHA S50 ¢
UCTIOJIb30BAaHUEM OMHO(MAKTOPHOrO wWiu 2-pakTopHOro aucnepcuoHHoro ananmusza (ANOVA).
PacueTs! cuHepriuy NpOBOAUIIM C UCIIOJIB30BAHUEM METO/Ia YACTUUHBIX MHOKUTENEH.

[00378] Pe3yabrartbl: JleueHue ¢ momoiblo OTAeNbHOro areHra CoemuHeHus 2 mpu
BBEJICHUH OJIMH pa3 B CYTKU B TeueHue 3 mochenoBatenbHbix nHei (QD x 3) B nuu 31-33 mocne
WHOKYJSIIUU OMYyXOJIEBBIX KJIETOK 3HauutTenbHO (p < 0,0001) marubumposano (-44%) poct
onyxonu H929-1051 mHokecTBeHHON Muenombl B JeHb 50. C TeueHHeM BPEMEHHU OIyXOJH
JKUBOTHBIX, oOpaboranubie CoenuHenneMm 2 (1 MI/Kr), pociaw W AOCTUTATH NPUOITH3UTENIBHO
2000 MM’ ko zHIO 58. JleueHue 00opTe30MHOOM B KaueCcTBE OTAEIbHOIO areHTa NpH BBEICHUU B
BUZI€ ONHOKpaTHOW 103bl B AeHb 31 3HaumrensHo (p < 0,0001) mrruduposano (-60%) poct
ornyxonu KceHorpaHcrutantata H929-1051 B genp 50. C TeueHumeM BpeMEHH OIyXOJHU
’KMBOTHBIX, 0OpaboTanHble OoprezomuOoM (1 MI/Kr), pocnu u gocturanu npudausurensHo 2000
MM KO nHio 66. Jlevenue CoenunenneM 2 mpu BBoaumMoii go3e 1 mr/kr (QD x 3) npu BBeAeHUH
B KOMOHMHaIMK ¢ OopTe3oMudoM mpu 103e | Mr/kr (OMHOKpaTHAs 103a) NAaBaJo 3HAUYUTEIbHOE (P
< 0,0001) ymeHblueHHe oObeMa OMyXOJIM MO CPABHEHHIO C KOHTPOJIEM HOCHTEJNS, MOKa3bIBas
yMeHblIeHne odbema omyxonu Ha 98% ko mHio 50. B 2-daxtopaom ANOVA ¢ mocr-Tectom
BoHndeppoHu, naHHast MPOTHBOOMYXO0JIEBASI AKTHBHOCTh KOMOMHAIIUH ObLIa 3HAYUTEIIBHO JIyYIle,
yem y Coenunenus 2 otnenbHo (98% npotus 44% TVR; p < 0,0001) unu 6opre3omMud oTaeasHO
(98% mpotus 60% TVR; p < 0,0001). Mcionb3yst METOA YaCTHYHBIX MHOKUTEJEH, ONpeaessuiy,
YTO MPOTHUBOOMYXOJIEBAs AaKTHBHOCTb KoMmOmHaumu CoenwHeHust 2 mpu po3e 1 MI/kr u
JeKCaMeTa30Ha MpH A03¢ | MI/KT SIBJISIETCS] CHHEPTUYECKOH B YMEHBIIEHHH O0BEMa OMyXOJH.
HeoxxnpanHo, HO kO AHIO 53 MOCHE MHOKYJSILUHM OIMYXOJIEBBIX KJIETOK, 7 M3 9 >KUBOTHBIX,
KOTOpBIX Jeumnu komOuHanue Coenunennst 2 u Gopre3oMuda cranu CBOOOIHBIMU OT OIYXOJIH
¥ OCTaBaJIMCh CBOOOJHBIMHU OT omnyXoiu. (Pur. 24)

[00379] BeiBoa: CoennHenne 2 B KOMOMHAIIMH ¢ OOPTE30MUOOM IMOKA3bIBAJIO CHHEPTHIO
B YMEHbLIEHUH 00BbeMa ONyxoiu B MozaemH onyxonu miasmoruromsl NCI-H929, ycroiiunsoii k

JICHAINAOMUAY, U, HCOXKUAAHHO, ITPUBEJIO K JKUBOTHBIM, CBO6OI[HI:;IM OT OITyXOJIH.
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IIpumep 19. Paza 1 KiuHHYECKOro HCCJIeJOBAHHS - PpPeLUAUBHPYIOLIAs H
pedpaxTepHasi MHO’KeCTBEeHHAsI MHeJIOMA

[00380] @a3za 1 MHOrOLIEHTPOBOIO, OTKPBITOE HCCIECAOBAHUS TMPOBOAUTCS C LEJbIO
OLIEHKU Oe30macHOCTH, (apMakOKUHETUKU U mpeaBaputenbHoii s exruBHocT CoennHeHus 2
B KOMOWHAIMM C JI€KCAMETa30HOM y CYOBEKTOB C peluauBHpYyIOIed u pedpakTepHOit
MHOKeCTBeHHOH muenomoit (PPMM).

[00381] Heam: OcHOBHas 1II€Ib AAHHOI'O MCCIIEOBAHUS 3aKJIIOYAETCS B OIIEHKE
dapmakokuHeTku (PK), 0e30MacHOCTU/IEPEHOCUMOCTH W OINpPENejeHHH MaKCHMAaJIbHO
nepenocumoii 1036l (MTD)/pekomenayemoit no3bi Otama 2 (RP2D) Coenunenuss 2 B
KOMOWHAIIMK C IEKCAMETa30HOM B COOTBETCTBUU C MHUHHMMYM IBYMs rpadUKaMu JTO3UPOBAHHS
Coenunenusi 2. Bropas menp 3akiro4aeTcsi B OLIGHKE INPEABAPUTEIBHON 3(P(PEKTUBHOCTH
CoenuHenus 2 B KOMOWHALIMY C IEKCAMETa30HOM.

[00382] IlnaH KJIMHMYECKOr0 HCCAEIOBAHMS: OJTO OTKpPHITOE, MHOTOLIEHTPOBOE,
MeXIyHaponHoe, wuccienosanue Pasel 1 ¢ wenpro ouneHku OesomacHocTH, DK/DJ] wu
npeaBaputenbHol 3¢dexTuBHOCcTH CoenuHeHHss 2 B KOMOHMHALMM C JEKCAMETa30HOM Y
cyobexktoB ¢ PPMM. Bee momxopsiinue cyOBeKThI JOJIKHBI IIPOBAUTh, UMETh HENEPEHOCUMOCTD
WIM WHA4Ye He SIBISITbCS KAHOUAATAMH JIOCTYIHBIX H3BECTHBIX METONOB JIEYEHHUS, YTOOBI
MOATBEPAUTD KIIMHUYECKOE MpenuMy1necTso B PPMM.

[00383] HMccnenoBanue mpooauTcs B aBa dtanma; Ha stame 1 onenumBaror OK/®J] u
Oe3omacHocTh ackamanuu  n03 CoenuHeHMs 2 C OJHOBPEMEHHON CTaHAAPTHOM JO30M
nexcamerasoHa u onpenenssitor MTD/RP2D nns komMOuMHAIMM mpy BBEAEHWU B COOTBETCTBHU C
MUHHMYM JIBYMS Pa3JIMNYHBIMH TpapuKaMi JO3UPOBAHMS. DTal 2 COCTOUT U3 HECPABHUTEIbHON
pacurpenHoit koropTsl (koropt) Coenunenus 2 npu RP2D mmroc mekcamerasoH ansi o0OuX
rpadukoB no3upoBaHus. B momonHeHue k oueHke OesomacHocTH, @K u @], Bce CyOBeKTHI
IPOXOAAT €KEMECSYHYH OLICHKY OTBETa B COOTBETCTBHM C KPUTEPUSMU PABHOMEPHOIO OTBETA
MesxxnyHaponHoii paboueit rpymmbel mo muenome (IMWG) (Rajkumar et al., Consensus
recommendations for the uniform reporting of clinical trials: report of the International Myeloma
Workshop Consensus Panel 1. Blood, 2011, 117(18):4691-5; Kumar et al., International
Myeloma Working Group consensus criteria for response and minimal residual disease
assessment in multiple myeloma, Lancet Oncology, 2016, 17:¢328-46) u MOryT mpoAOJIKaTh
UCCIIEIOBAHME JICUEHHSI 1O TIPOTPECCHPOBAHNUS 3a00JIEBAHUS, HETIEPEHOCUMON TOKCHYHOCTH HITH
NPUHSTHS PEIIEHHsT BPAYOM HIJIA CYOBEKTOM O MPEKPALIEHUH HCCIIEIOBAHUS JICUCHUSI.

[00384] UccnenoBaHue MpOBOIUTCS B COOTBETCTBUU ¢ MekayHaponHOH KoH(pepeHuneit
N0 TAaPMOHM3ALMM TEXHUYECKHX TPEeOOBAHMH K PErHCTpaLdU JIEKAPCTBEHHBIX CPEICTB IS
gyenoseka (ICH)/mamnexameit  knuHmueckod mpaktukod (GCP) wu  mpumeHHMBIMU
HOPMATHUBHBIMU TPEOOBAHHUSMH.

[00385] Dram 1 (IloBeimenme ao3b1): Koropter cyOwexktoB ¢ PPMM mnony4aroT
BO3pacraromue 1036l Coenunenus 2 mir0c GUKCHPOBAHHYIO 03y AekcameTra3zoHa (40 mr/mosa;
20 mr/mos3a y maumeHTOB > 75 neT) aist oueHku ero OesonacHoctd, MTD/RP2D u npoduneit

OK/D/I. Ha Otane 1 onieHNBaOT MUHUMYM JBa Pa3jMYHbIX rpaduka 103UPOBAHMs, NEPBbIH, 28-
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JHEBHBIA LUKJ, COCTOAWMNA U3 10 mocnenoBaTeNnbHBIX AHEH AO3UPOBAHMSI ONUH Pa3 B CYTKH
(QD) ¢ nocaenyromumu 4 mHAMH Oe3 JedeHus X 2 Kaxapli (ynomuHaercs kak 20/28 rpaduk).
Bropoit rpadux cocrour u3 no3upoBaHuss 1Ba pasa B cytku (BID) B Teuenme 3
NOCJIEIOBATENbHBIX JHEH ¢ mocneayromuMu 11 qHaMu 6e3 uccienyeMoro JeUeHHst X 2 KaXAbli
(ynomuHaercss kak 6/28 rpa¢uk). HagampHble koroptsl no3upoBku mnoaydvaror 0,1 mr/cyTku
Coemunenus 2 QD B 20/28 rpaduxe u 0,2 mr BID B 6/28 rpaduxe. Pacnpenenenue cyObekToB
Ha3HavyaeTcs kBoTolW CHOHCOpa MPU HAJIUYUHM CIOTOB CYOBEKTOB Ui OJHOTO WM OOOMX
rpadukos. [TepeknoueHne Mexxay rpapukamMu T03UpOBaHUS HE NOMycKaeTcs. JlomoTHUTeIbHbIe
rpaduku NO3upoBaHUs (Hampumep, 5 mHel no3upoBanus CoenviHEeHUs 2 C MOCIEAYIUMU 9
aHsIMH Oe3 JiedeHust X 2 WK 7 THeH AO3UpOBaHUs C MOCISAYIOIUME 7 THAMHU Oe3 JIeueHus X 2
Ha LUKJ 13 28 qHEH) MOTyT OBITh M3Y4EHBI B COOTBETCTBUH C YCIOBHSIMU MOMIPABOK MPOTOKOJIA B
OKUJAHUH PE3yJIbTATOB MePBOHAYATBHOU Oe30macHoCTH U pe3ysibTaToB @K/D]] B COOTBETCTBHUM
¢ 20/28 u 6/28 rpaduxamu.

[00386] Hnst Bcex rpadukos pozupoBanus, Llukn 1, au 1-28 npencraBnsier coboii
NepuoJ OLIGHKU TOKCHYHOCTH, orpannumBaromeil no3y (DLT), nnsa ueneii onpenenenuss MTD.
CyOBeKTsl SBISIIOTCS NoAAaIMHCs oueHke DLT, eciny oHM MONy4ar0T MPENNUCAHHY0 03y
Coenunenus 2, no MeHbiued mMepe, 16 u3 20 nuelt nosuposku B 20/28 rpaduke, U, Mo MeHbIIEH
Mmepe, 5 u3 6 nuel mo3uposku (10 mo3) B 6/28 rpaduke B ukne 1, win ucnerreiBaroT DLT.
Cybmwektsl, He monnaromuecs oneHke DLT 3aMeHsroTcs.

[00387] B xkaxnom rpaduke, KOrOpThl Tpex WM Oojee CyOBEKTOB MOJIYYarOT
Coenunenue 2 B no03ax, yBenuuuparomuxcs ¢ marom 100% B mocienyrommx KOroprax 1o
NOSIBJIEHUSI IBYX HEONAronmpUsATHBIX COOBITUH 2 Kjlacca, BOZHUKAIOUIUX TP JIEYEHUH, KOTOPbIe
HE MOTYT OBITh YETKO M HEONPOBEPKMMO OTHECEHbI K MOCTOPOHHUM npuyrHam. [locne sToro
IIar yBeJIM4YeHHs O3bl HE AOJKeH mpesblmarh 50%, Moka He HACTYNUT MOSBIEHHUE IEPBOIl
DLT. Hcnonwssyrorcss baliecoBckue METONOJOTMU  YBEJIWYEHHUs J03bl C  TOMOLIBIO
JIOTHCTUYECKOH perpeccuu mocie mnosieienus: nepsoit DLT B mobom rpaduke nosuposanus, ¢
Ha3HaueHHOW no30ii Coenmuenust 2, konuvyectBoM 103 B cytku (QD mporu BID) u
KOJINYECTBOM TOCJIEOBATENbHBIX JHEH HO3MPOBKH Aisi Kakaoro rpaduka (3 mporus 10) B
KadyecTBe KOBapuaHT. LleneBass CKOPOCTh TOKCHMYHOCTH JIsi KoMOuHaumu CoenuHeHus 2 TUTI0C
nexcameTa3oHa coctaBisieT 20% i Bcex rpadpuKoB.

[00388] B teuenue mepuona oueHkun DLT He momyckaercss yBenuueHHe AO3bI CPEnu
cyobekToB, onmHako B Llukne 2 w panee manst cyObekToB 0O€3 TPOSIBIEHUS NPU3HAKOB
nporpeccupoBaHyst 3a00IeBaHMs, KOTOPBIE MIEPEHOCAT CBOIO Ha3HaueHHYI0 103y CoenuHeHus 2,
BO3MOXHO (TI0O YCMOTPEHHIO UCCIENOBATENsI U C KOHCYJIbTalUel MEIULIUHCKOro HabmoaaTess
UCCIIEIOBAHNS) YBEJIMYEHNE 1O HAUBBICIIETO YPOBHS J03bI, KOTOPBIM aJeKBATHO MEPEHOCHIICS
0 MEHbIIeH Mepe OIHOW KOroproil CyOBEKTOB B TNpeAeNiax Ha3HAYeHHOro rpaduka
JO3UPOBAHUS.

[00389] Dranm 2 (Pacmmpenue Koroptsi): Ilocne 3aBepuienus Dtana |1 mpoBonsr
HCCJIEIOBaHNE HECPABHUTENbHOrO pacuupeHuss CoenuHeHuust 2 TUIHOC JekcameTtazoHa B 20

cyObekTax Ha rpaduk JO3UPOBaHMS ISl JalibHelInel oneHku ero OesomacHoctn, D) u
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s¢p¢exruHocTH Tpu RP2D u rpaduxke.

[00390] ITocne ompenenenust RP2D nns CoenmHeHUs: 2 IUIFOC JEKCaMETa30HA TaKKe
MOXeT ObIThb HauaTa TNapajIeNbHO OLeHKa Oe3omacHocTH/mepeHocumoctd, DK wu
npensapurenbHoil dddextuBHoctu CoenuHeHust 2/nexcaMeTa3oHa B KOMOWHALIMU C JPYTHMU
areHTaMy MPOTUB MUENIOMBI, MPENCTABISAIOUIMMUA UHTEpec, Harpumep, anTu-CD38 antureno B
ONHON WM HECKOJBKUX KOTOPT CyOBEKTOB C pAa3IM4HbIM aHAMHE30M JIEYCHUs] W/WiIn
IPOTHOCTUYECKUX OCOOEHHOCTEH, KaK YacTh JAHHOTO MPOTOKOJA.

[00391] Momynsiums aasi ucciaenoBanusi: CyObektsl > 18 jer ¢ MM, kotopble
SBJIIIOTCSL  peppakTepHbIMU K WX TMOCHEIHEH JMHUM JICYSHUS, NPOBAIMIN WIH HMEIOT
HETePeHOCHMOCTb HJIM HHA4Ye HE SIBJISIOTCS KAHAMIATAMHM JOCTYITHBIX H3BECTHBIX METOJIOB
JeYeHHs, YTOObI TOATBEPAHWTb  KJIMHUYECKOE MPEUMYLIECTBO JUISI  MAIEHTOB  C
peUUANBHPYIOMUM U pedpakTepHbiM 3a00€BaHHEM, HMEIOT CTaTyc OOIIero COCTOSHUS
BocrouHnoit o0benunenHoi onkonorudeckoii rpymnmel (ECOG PS) 0-2, msmepumoe 3aboseBaHue,
W aJeKBAaTHBIH KOCTHBIA MO3T, IIOYEYHYI0 M CEpPACYHYIO (YHKIHIO, MOTYT 3alHCaThCsl.
CyOBeKTel C aHaAMHE30M QJUIOTEHHOW TPAaHCIUIAHTALIMM, HE- WM OJIMTOCeKpeTopHOil MM,
JeKo3a MIa3MAaTUYECKUX KJIETOK WM NMepBUYHON pedpakrepHoit MM (T. €., B aHaMHe3€ HEeT
XO0Ts1 ObI HE3HAYUTEIBHOTO OTBETA HA MPEIIIECTBYIOLIYIO CXEMY JICUEHHST) HUCKITFOYAFOTCS.

[00392] Kpurepun BrmodeHusi: CyObeKTbl TOJDKHBI YAOBJIETBOPATH CIEIYIOLINM
KPUTEPHSIM JJIs 3a4YHCIICHUS B HCCIIEIOBAHUE:

1. Bo3pact cyOpekTa > 18 mer Ha MOMEHT MOANMMUCAHUS MHQOPMHUPOBAHHOTO COTJIACHUS
(ICF).

2. CyObekT noipkeH nmoHuMarh U nooposonbHO noanucate ICF mo mposeneHus mo0ObIx
OLIEHOK/TIPOLIEYP, CBSI3AHHBIX C UCCIIEIOBAHUEM.

3. CyObekT roToB 1 criocoOeH MPHUAEPKUBATHCS PEKMMA TTOCELIEHUs TTPU UCCIIeJOBAHIH
U Ipyrux TpeOOBaHMI MO MPOTOKOINY.

4. Tlokazatenb OOLIEro COCTOSHUSI B COOTBETCTBUM ¢ BOCTOYHOH KOOMEpaTHBHOMN
onkonornyeckoi rpynmnoii (ECOG) 0, 1 um 2

5. CyOBexkThl IOKHbI MMETh IOKYMEHTHPOBAaHHBbIH auarHo3 MM u usmepumoe
3aboneBanue npu peructpaunu. Usmepumoe 3ab0seBaHe ONPEnesieTcs KakK:

Kommuectso M-6enka > 0,5 /1 no nanHbiM n3mepenust SPEP nm

> 200 mr/24 4 HakormieHne B Mo4e 1o nqaHHbiM UPEP win

Vposuu FLC B ceiBopoTke > 100 Mr/m (MHIITUTPaMM/JIUTP), BOBJICUEHHBIMU JIETKHE
L[ENU ¥ aHOMAaJIbHOE COOTHOIIEHUe Kanmna/msasMoaa (k/A) y cyobekToB Oe3 oOHapykuBaeMoro M-
Oelika B CBIBOPOTKE UJTH MOYE, WJIH

st cyOBeKTOB ¢ MuenaoMol mMMmyHornoOymuHa kimacca A (IgA), upe 3aboneBaHue
MOXeT OBITh  HQAEKHO HM3MEPEHO TOJNBKO IYTEM  KOJIWYECTBEHHOIO  H3MEpPEHUs
UMMYyHOTJI00yJIMHOB, ypoBeHb IgA B ceiBopoTke > 0,50 r/m.

6. Bce cyOBEeKThI JOJIKHBI

UMETh JIOKYMEHTHPOBAHHOE NpOrpeccupoBaHue 3ab0JeBaHus uyepe3 WM B TeueHue 60

IHEW ¢ MOMEHTA IOCIEeaHEN O3Bl NOCIEAHErO JIEUSHUST MUEJIOMBI U
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NPOBAJUTH JIEUEHUE, UMETh HENEPEHOCUMOCTb WJIM WHAa4de HE SIBIATHCS KaHAHIATOM
TOCTYITHBIX M3BECTHBIX METOJOB JIEYEHHUs, YTOOBI MOATBEPANTH KIMHHYECKOE MPEUMYIIECTBO
171t nanuenTos ¢ PPMM.

IIpumeuanue: IlpenmecTByromue JUHUN JEUEHHUs JOJDKHBI BKIIOYATh (KaK MUHUMYM)
MHTHOUTOpP MPOTEACOM M areHT, MOAYJIUPYIOIUIl 1epeOsoH, BBOAMMBIE OTAEIBHO (B JHOOOM
HIOPsIZIKE) MIIH BMECTE.

7. CyOBeKTsl JOIDKHBI IMETh CIIEAYIOLIHEe Ja00paTOPHbIE ITOKA3aTeNH:

AGcomoTHoe 4ncio Helirpodunos (ANC) > 1.25%10° kierox/n Ge3 moanepx ku daxropa
pocTa B TeueHue > 7 nHew (> 14 nHel nis meyrduiarpactuma).

I'emornobun (Hgb) > 8 r/m.

TpomGorwst (plt) > 75x10° kierok/n Ge3 nepenBaHus KpOBH B TeueHne > 7 aHeit (>
50x107 keTOK/1 s CyGBEKTOB ¢ > 50% MIA3MATHYECKUX KIETOK B KOCTHOM MO3TE).

KoppuruposanHslii kKanbLuii B cbiBopoTke < 13,5 Mr/mn (< 3,4 Mmmous/n).

24-4 ximpenc kpearunuHa (CrCl) > 45 mu/muH.

AST/SGOT u ALT/SGPT < 3,0 x BepxHsisi rpanuiia HopManbHoro auanasoHa (ULN).

CrBopoTounslit Ommpyoun < 1,5 x ULN.

Mouesas kucnora < 7,5 mr/mi (446 MKMOJTB/T).

PT/INR < 1,5 x ULN u gactuunoe TpomboruiactunoBoe Bpemsi (PTT) < 1,5 x ULN, (ans
CyOBEKTOB, HE MOJIYYAOLINX TePANeBTUIECKON aHTUKOATYJISIIINN).

Ipumeuanue: CyObeKThl, MONyYAOIIUE JIEYCHHE TPOMOOIMOOIHUYECKOTO COOBITHS,
KOTOpPOE MPOU3O0IIJIO > 32 3 Mecsilia A0 PErHCTPaLUH, SBJISIOTCS MOAXOIIIINUME 10 TEX IOp, MOKa
OHU HAXOAATCs Ha CTAaOUIIBHOM PEXUME aHTUKOAryJSIUHU BaphapuHOM, HU3KOMOJIEKYJISIPHBIM
rernapuHOM WM Ha JPYTrOM YTBEP KIEHHOM TEPANeBTUUYECKOM PEKUME aHTUKOATYJISILIUH.

8. Xenumnsl neropoanoro noreniuana (FCBP) nomkHsr:

Hmerhb 1Ba OTPHLIATENBHBIX TECTA HA OEPEMEHHOCTb, MPOBEPSEMbIX HCCIIEAOBATENIEM J10
HauaJjia UCCIIeIOBaHMsI JieueHus. JJOJKHbI COTTACUTHCS HA MMOCTOSIHHBIN TECT Ha OEPEMEHHOCTD B
XO0le HucchenoBaHuss U mocie npekpamenus CoenuHeHUs 2. JTO BBINOJIHIETCS AaKe €CIU
CyOBEKT MPAKTUKYET UCTUHHOE BO3/IEPIKaHUE™ OT reTepoCeKCyabHOIO KOHTAKTA.

JInbo coBepIIAIOT WCTHHHOE BO3AEPIKAHHE™ OT TeTepPOCEKCYaJbHOTO KOHTAKTa (UTO
IOJDKHO OBITh MPOBEPEHO HA €XEMECSYHOH OCHOBE W JOKYMEHTHUPOBAHO) HIIM COTJIACHBI
UCTIONB30BaTh U OBITh B COCTOSIHUU CJIEAOBaTh OBYM HaleKHBIM (popMaM KOHTpauenuuu Oe3
nepepbIBoB, 3a 28 nHell no Havana CoenuHEHUs 2, BO BpeMsl MCCIIENOBAHUS JIeUeHUs (B TOM
YHuCclie BO BpeMsi NEepPEepPhIBOB JO3UPOBKHM) W B TeueHHWe 28 paHeW mocie NpeKpalieHus
UCCIIEIOBAHMS JICUSHHUS.

Ipumeuanue: Xenmuna neropoxgHoro mnoreHnuana (FCBP) sensercss >keHIIMHOMN,
KOTOpasi: 1) mOCTHriIa MEHCTPyaluH B KaKOW-TO MOMEHT H, 2) He MpeTepriesia TUCTEPIKTOMHIO
WIA JBYCTOPOHHIOK OBApUAKTOMHUIO WM 3) HE OblIa €CTECTBEHHO IOCTMEHOMNAy3aJIbHOM
(ameHOpest Toce Tepanuu paka He UCKITIOYaeT NeTOPOAHbIN MOTSHIINAN) B TEYSHHE 10 KpalHe
Mmepe 24 mecsieB noapsia (T. €., UMeNna MEHCTPYalHio B JI0OOe BpeMs B MpealiecTyoomue 24

MECSILIEB TIOAPSIN).
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9. CyOBEKTBI-MYKYHHBI TOJIKHBI:

ITpakTHKOBaTP HCTUHHOE BO3JEPKaHUE™ (UTO NOJDKHO OBITh IIPOBEPEHO HA €KEMECSIUHON
OCHOBE) WJIM COTJIACUTBCS Ha HCIOJIb30BAHHE MPE3epPBATHBA BO BPEMs IOJOBOTO KOHTAKTa C
OepeMeHHOM JKeHIIMHON WM JKEHIIWHON IeTOPOAHOIO MOTEHLMAA, YYaCTBYsSI B UCCIEAOBAHUH
(maxxe BO BpeMsl IepepblBOB JO3MPOBKH) U MO KpailiHel Mepe B TeueHue 3 MecsleB Iocie
npekpauenust CoennHeHus 2, qake eCIi OH MOBEPresl yCIeUTHON Ba33KTOMUH.

* TlonHOE BO3AEpIKAHME SIBISETCS NMPUEMIIEMBIM MPU YCIOBHH, YTO 3TO COOTBETCTBYET
NPEATNIOYUTaeMOMY KM OObIMHOMY 00pa3sy >Ku3HM cyObekTa. [lepuomgmueckoe BO3IEpKaHHE
(HampuMep, KaJeHAapHAasi OBYJISLUS, CUMITOTEPMAJIbHBIA METOA, METOMBI MOCJe OBYJISILIMU) U
NPEPBAHHBIN MOJIOBOH aKT (OTMEHA) HE PUEMJIEMBI KaK CITOCOOBI KOHTPALISTILIUH.

10. My>K4MHBI JOJDKHBI COTJIACHTBHCST BO3JEPKATHCS OT JTOHOPCTBA CIIEPMBI MPH MTpHEME
Coenunenus 2 u B TeueHue 90 nHel nmocie ero npekpaieHus.

11. Bece cyOBeKTBI OJDKHBI COTIIACUTBCS BO3JEPKATHCS OT JOHOPCTBA KPOBU IPU MPHEME
Coenunenus 2 u B TeueHue 28 nHel mocie ero npeKpaieHus.

[00393] Kpurepun wuckmodenus: Hanuuue n1000r0 W3 CIEAYIOMIErO HCKIIIOYAET
perucTpanuto cyobekTa:

1. V cyObekra umeeTcsi 3HAUMMOE MEOUIMHCKOE COCTOSIHHE, Ja0OpaTOpHash aHOMAJHS
WIN TICUXHATpHUYecKoe 3a00ieBaHue, KOTOPble MOTYT IPEMSTCTBOBATH CYOBEKTY B YYACTHH B
UCCIIEIOBAHNH.

2. V cyOpekra umeercss J0OO€ COCTOSHHE, B TOM 4YHCIE€ HaJIU4dhe Ja0OpaTOPHBIX
aHOMaJIui, KOTOpOe MOoJBEpraeT cyobeKTa HeMPUEMIIEMOMY PHUCKY, €CIIM OH/OHA JOJDKHBI ObLIN
y4acTBOBAThb B HCCJIEJOBAHUU.

3. CyOBekT crpagaer oT Jr0OOro COCTOSIHMS, MPU KOTOPOM HApyIIAEeTCsh BO3MOXHOCTH
MHTEPIPETUPOBATH NaHHBIE UCCIIEOBAHUS.

4. CyObexT cTpaiaeT OT He- WIN OJIMTOCEKPETOPHON MHOKECTBEHHONH MUEJIOMBI.

5. CyOBexkT cTpamaeT OT Jeiko3a IJIa3MaTHYEeCKUX KJIETOK WKW aKTHBHOIO
JIENITOMEHUHTHAJIbHOTO MUEJIOMATO34.

6. CyOBeKT CTpafiaeT OT CUCTEMHOrO aMHJIOMI03a JIETKOHW LEMU WM MOJHHEWPONaTHH,
CHHIPOMA OPTaHOMETaJUH, SHIOKPUHOIMATHH, MOHOKJIOHAJIBHOW TaMManaTHH U TMOpPaKEHUI
koxu (POEMS).

7. CyOBeKT cTpagaer oT MHEJIOMbI UMMYHOTIIOOYIMHA Kinacca M (IgM).

8. B anamHe3e cyOBeKTa eCTh aJUIOT€HHAast TPAHCIUIAHTANS KOCTHOTO MO3Ta.

9. CyOBEKT MPOXOANT AUAIH3.

10. CyObexTnI ¢ nepudepudeckoit Heliponatueii > 2-1 CTeNeHu.

11. CyOpexTel ¢ 3a00J€BaHHEM JKENYJOYHO-KHIIEYHOrO TPAKTa, KOTOPOE MOXKET
3HAYUTEIBPHO N3MEHHTH nornouienne CoeqnHeHns 2.

12. CyOpekT mMmeer OCNabJeHHYI0 CEpAEUHYI0 (PYHKLIUIO MM KIMHUYECKH 3HAYUMOE
cepredHoe 3a00eBaHue, B TOM YHUCIIE JII000€ U3 CIEAYIOLIX !

LVEF < 45%, xak omnpenenero ¢ nomompbio ECHO nnm ckaHnpoBaHHOTO M300paskeHHsI
MUGA npu CxpuHHHreE.
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ITonnast neBast HOokka mydka ['mca, nByxmydkoBast OJOKaga WM APYrodl KIMHUYECKU
3HaYMMBIN aHOMAaJIbHBIH MOKa3aTesnb snekTpokaparnorpammsl (OKI') Ha CkpuHuHre.

VYnnunenne unrepsana QT na Ckpununre OKI', ompeneneHHoe myTeM MHOTOKpaTHOM
nemoHcTpaunn untepsasia QTc > 480 mmmmcekyHn (Mc) € HCHOJIB30BAaHUEM KOPPEKIUH
dopmynbl koppekiuu QT @Dpenepuxa, aHaMHe3 WM TeKylue (GakTOpbl pUCKAa MHUPYITHOM
JKENyJJOUKOBOH TaxWKapAuu (Hampumep, cepledHas HeAOCTaTOYHOCTb, T'MITOKAJIUEMHUs WU
ceMeiiHasi ucropusi cuHapoma yanuHeHHoro QT); u ogHOBpeMEHHOE BBEIEHHE NPErnapaTos,
KoTopble mpoaneBatoT untepsan QT/QTc.

3acroiiHasi cepaeuyHast HenmocratoyHocTh (knmace III-IV, mno  ¢dyHKumoHanbHOM
Kkyaccudukanuu Hbro—flopxcxoﬁ KapaUOJIOTHYECKOH acCOIHALIHH).

WHupapkr Mmuokapaa < 3a 6 mecsiues 1o Hayana seneHus: Coenqunenus 2.

HecraOuibHas win Mmioxo KOHTPOJHpYyeMasi CTEHOKapHsl, BKIOUAIOINAs CTEHOKAPIUIO
IIpunnmerana.

13. OnHOBpeMeHHOe BBeieHHEe CUIIbHBIX MoAysiTopoB CYP3A.

14. CyObekT mony4an MpeIIIecTBYIOLIEe CUCTEMHOE JieueHHe MHUEIOMbl (omoOpeHHoe
WIN HCCIENOBATENbCKOE) 32 < 5 MEepHOmOB IOJNYBBIBEACHUS WU 4 Hemenu mnepen HadajioMm
BBefieHus1 CoelHeHNus 2, HE3aBUCHUMO OT TOTO, KAKOH U3 HUX KOpOYe.

15. Cybbekt monBeprajcs pamuKalbHOW XUPYpPrHH < 3a 2 HEHeNUu Mepel HadajaoM
BeeneHus: Coenunenust 2. Ilpumeuanme: CyObekTbl IOJDKHBI ONPABUTHCS OT JIEFOOBIX
KJIMHUYECKH 3HAYMMBIX MOCJIECACTBUN HEJaBHEU XUPYPTUUECKON ONEPALIVU.

16. CyObekT siBnsieTcss OepeMeHHOM M KOpMsIeH JKEeHITMHON WIIH HAMEPEBaeTCsl CTaTh
OepeMeHHOM BO BpeMsI yUaCTHsI B UCCIIEAOBAHUML.

17. Y cyObekra umeercs n3BecTHas MH(PEKLHs BHpPyca UMMYHOIE(PHIMTA 4YeIOBEeKa
(BUY).

18. CyOpekT nMeeT H3BECTHYIO AaKTHBHYIO WM XPOHHYECKYI0 HHQEKIHIO BHpyca
renatuta B wiu C (BI'B/BI'C).

19. CyObekT umeeT aHaAMHE3 OJHOBPEMEHHOH BTOpHYHOU (DOpMBI paka, TpeOyroiei
AKTUBHOT'O JAJIUTENIBHOTO CUCTEMHOTO JICUEHUSI.

20. CyOBeKkT uMeeT aHaMHe3 MPEIIIeCTBYIOLIErO 3JI0KAYeCTBEHHOIO HOBOOOPA3OBAHMS,
oranyHOro or MM, ecnu cyOwpekT He Obul cBOOOmEH OT OOJEe3HM B Te4YeHHe > 3 JieT 3a
UCKJIFOYEHHEM  CIeAyIOLIuX HEUHBA3UBHBIX  3JIOKAYECTBEHHBIX HOBOOOPA30BaHHH,
MOJIBEPTaBLINXCsI TEPANUHU C LIENbI0 U3JICUEHMUST:

bazanbHbIi WK MIOCKOKJIETOYHBIN pak KOXHU.

IIpenHBa3suBHBIN pak IEHKH MATKU WIH FPYAU.

Pax mouesoro ny3eipst 1 craguu.

HemnpenBuneHHble T'MCTONIOTMYECKHE PE3yJNbTaThl JIOKAJIU30BAHHOIO paka MpPOCTaThl,
Takoro kak onyxoib craguu la wmm 1b (Tla wmmm T1b), mo knaccudpukanum CHCTEMBI
kjaccudpukaun 3jaokadecTBeHHbIX omyxoneil (THM) 310kadecTBeHHBIX ONMyXojied WM paka
MPOCTATHhI, KOTOPBIH ObLT 00padoTaH ¢ LETbI0 U3JICUSHHS.

21. B anamHe3e cyObekta ecTb aHapWIAKCHS K TaJUAOMUAY, JIEHAJIUIOMULY,
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MOMAJIMAOMUAY WU J€KCAMETA30HY.

22. YV cyOpekta uMeeTcs WM  TIOA03PEBAETCS  TMIEPUYYBCTBUTEIBHOCTH K
BCIIOMOTaTeJIbHBIM BELIECTBAaM, cofepkaiumcs B coctaBe CoeAMHeHNs 2 UK 1eKCaMeTa30Ha.

23. CyObekT mpereprien OIHO U3 CIEAyOLIero B TeueHue 14 nHel n0 Havana
Coenunenus 2:

[Tnasmadepes.

JlyueBast Tepamusi KpOMe€ MECTHOH Tepamuu il OOJerdeHHuss CHMITOMOB, KOCTHBIX
MOBPEKIACHUM, CBsI3aHHBIX ¢ MM.

24. CyObexT mosiyyaj UMMYHOJENPECCUBHOE JieYeHHe B TeueHue 14 nHel A0 mepBou
no3bl Coennnenus 2. Crnenyrouiee siBIsieTCsl UCKIIIOUEHUSIMU U3 TaHHBIX KPUTEPHUEB!

WUnTpanasanbHble,  HMHTaIALMOHHBIE, TONWYECKHE  WJIM  MECTHbIE  HHBEKLHU
KOPTHUKOCTEPOHIOB (HAIPUMEp, BHYTPUCYCTABHAS MHBEKLINS).

CucreMHOe JieueHHE KOPTHUKOCTEPOHMIAMH B J103aX, He mpesbimaromux 10 mr/meHb
MPEIHNU30JI0HA UJIH SKBUBAJICHT.

Creponnbl Kak MpeMEAMKAIMs Ui PEaKLUd TUNepYyBCTBUTEIBHOCTH (HAmpUMep,
npeMeInKaLusl CKAaHUPOBaHUsT KoMIbroTepHOi Tomorpadum (KT).

25. CyObeKkT He MOXET MJM HE XO4eT MPOHTH MPOTOKON MPOPUIAKTUKH BEHO3HOH
TpombosMOomu (BTD).

[00394] IIpoaoaKkuTEeNbHOCTD HccaeaoBaHusi: CpenHsis NPOJOIKUTENBHOCT YHaCTHs
B HCCIIEIOBAHUH JJIs1 CYOBEKTa, KaK OXKMIAETCS, COCTABUT OKOJIO 6 MecsueB. OXumaercs, 4To
MOJTHAsL peructpanus 3aiimer npumepHo 21 mecs no 3asepuienust (18 mecsines Ha Dtam 1 u 3
Mecsna Ha Otan 2). OXupaercs, YTO 3aBEepLICHHE AaKTHUBHOIO JIEYEHUS U TOCIEAyIollee
HaOJIOIeHUE TIOCIE JIEYEHUS 3alMeT JOMOJHUTENbHO OT 6 10 12 Mecsnes. Oxxupaercs, 4TO BCe
uccienoBanue OyeT IIUThCS MPUMEPHO 33 Mecsua.

[00395] OxoHuaHue UCTIBITAHHS OINpeNeNsieTCs] Kak JaTa MOCIeIHEro BU3UTA MTOCIEAHEr0
CcyObeKTa C 1eNIbI0 3aBepLIeHHsT HAOIIOAEHUs MOCIIe JICUSHHs WIM JaTa MOJYYeHHsT MOCIeTHErO
pesyabraTa HaONIOAEHHs OT MOCIEeOHEero CyObeKTa, KOTOpbIH TpeOyercst IUisi MEepBHYHOTO,
BTOPUYHOTO H/HJIH UCCIIEOBATEIbCKOTO aHAIN3A, KaK YKa3aHO B MPOTOKOJIE, B 3aBUCUMOCTU OT
TOT'O, YTO HACTYIIUT MO3/IHEE.

[00396] HUccaenyemoe neuenne: CoenvHeHue 2 BBOOST MepOPabHO JUOO ONUH pa3 B
neHb Jnsi CyOBeKTOB, 3aperucTpupoBaHHBIX Ha rpaduk 20/28, nubo aBa pasa B AE€Hb IS
CyOBEKTOB, 3aperuCTPUPOBAHHBIX Ha rpaduk 6/28. Jlynsg cyOBeKTOB, 3aperuCTPUPOBAHHBIX HA
rpadux nosupoBanus 20/28 CoenuHeHue 2 BBOAST YTPOM C, MO KpaitHed mepe, 240 M BOZIBI
1OCJIE HOYHOTO TOJIOIAHUS TMPOAOJUKUTENBHOCTBIO He MeHee 6 4acoB. CyOBeKThl TOJIKHBI
BO3JIEPKUBATBHCS OT €7bl UJIM MpUeMa JPYrux JEKapcTB B TeUeHHe, 10 KpaiiHeil Mepe, 2 4acoB
nocie Kaxaou yrpeHHeir no3bl. CyOBeKThl, 3aperucTpupoBaHHble Ha rpaduk 6/28 ciuenmyroT
BBILIEYNOMSIHYTBIM MHCTPYKLIMSM, KaK ykazaHo juist rpaduka 20/28 s mepBOi H03bI KaKAOTO
IHs 103UpoBaHus. BTopyro 103y BBOAAT uepes3 12 + 2 yaca nocyie yTpeHHE! 103bl, M0 KpailiHen
Mmepe, depe3 4 uvaca mocie U 3a 2 yaca A0 npuema numu. B kauecTBe npumepa, CyOBEKTBHI,

3aperucTpUpOBaHHbIe Ha rpaduk A03upoBaHUs 6/28, BO3MOXKHO, MOTYT MOJYYUTh HAYAIBHYIO
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no3y Coenunenus 2 B 7:00, a 3arem 3aBTpak B 9:00, oben B monneHp, BTOpyio 103y CoennHeHus
2 ne panee 17:00, u y>xuH Ha 2 4aca no3:xe (T.e., He panee 19:00). OGpaTure BHUMaHHUE, YTO
tonbko B [luxne 1 Coenunenne 2 BBogsaT B [luu ot 1 1o 3 (yrpom u Beuepom), Jlens 14 (Tonbko
Beuep), [uu 15 u 16 (yrpom u Beuepom) u Jlensb 17 (TOIBKO yTPOM).

[00397] Hdns oboux rpadukoB AO3UpPOBaHUs Aekcamera3oH BBOmAT ¢ CoennHeHuem 2
HATOINAK WJIM IO KpaiiHeil mepe dyepe3 2 yaca nocne CoeanHeHus 2 ¢ nuineil (3a HCKJIYeHUEM
nuel onenku @K, xorna 06a 1OKHBI ObITH BBEIEHBI B TO K€ Bpemst). JlekcameTa3oH, BBOJUMBbIH
B [{au 1, 8 (Jlenn 10 Toapko B [{ukne 1), 15 u 22 wnu Juu 1, 3, 15 (Jdenp 14 Tonpko B [ukie 1)
u 17 xaxmoro mukia B rpadukax gosuposanus 20/28 umu 6/28, COOTBETCTBEHHO, MOXKET ObITh
BBEJICH HaTOLIaK oqHOBpeMeHHO ¢ CoennHenueM 2. B anbrepHaTHBHOM BapuaHTe (y CyOBEKTOB
C aHAMHE30M Pa3pPaXEHUs JKENyAKa, WHIYLIHPOBAHHOIO JEKCAMETa30HOM), OHO MOXET OBbITh
BBEJICHO C MHUINEH, O MEHbINel Mepe, depe3 2 yaca nocie CoenrHEHUs 2, 32 UCKIIIOYEHUEM
nueit ouenku @K, xorna oda TOKHBI ObITh BBEIEHBI OJJHOBPEMEHHO BceM cyObekTam. J1Jist Bcex
CyOBEKTOB, KaKaast 103a ieKcameTa3oHa coctasisieT 40 mr it cyobekToB < 75 et u 20 Mr 1J1st
CcyOBeKTOB > 75 Jer.

[00398] O030p kJI04YeBBIX mNoOKa3aTejeid oueHkH 3¢¢exTuBHOCTH: IlepBuuHas
nepemenHasi 3pQexkTuBHOCTH TpeAcTaBysieT cobol yydinyro 4actoty obmero oreera (HOO)
OTIpeieNIIeMYI0 KaK JoJsl CyObekToB, uelt myumuii otBetT > U0, B COOTBETCTBUU C KPUTEPHUSIMHU
pasHomepHoro orBera IMWG (Rajkumar et al Blood 2011; 117(18):4691-5). CyObexTsl
NPOXONAT OLEHKY OTBeTa exkeMecsiyHO. OTBeT MHEJIOMbI ONpEeAessieTCs HCCIeoBaTeNeM
WCCJIEZIOBATENIbCKOTO LIEHTPAa HA OCHOBAHWM J1aOOPATOPHBIX HCCIeAOBaHUN (dJeKTpodopes
oenkoB ceiBopoTku (SPEP), snextpodopes Oenkos B wmoue (uPEP), snexkrpodopes c
ummyHoukcarmet  (IFE), ypoBHm cBoOomubix serkux nemneit  (sFLC)  cbiBopoTky,
KOJIMYEeCTBEHHBbIN aHamu3 wuMMyHorioOyiamHa A (IgA), aHanuM3 KOCTHOrO MoO3ra Jiis
KOJIMYECTBEHHON OLIEHKH IJIa3MAaTHYECKUX KJIETOK, B 3aBUCHMOCTH OT OOCTOSITENBLCTB),
NPOBENEHHBIX B ILEHTPAJIbHONW CHOpaBOYHON Jjadoparopuu W/WiM JOKambHO, (T. e,
CKOPPEKTUPOBAHHbIN KaJbLUN CBIBOPOTKH, MO3UTPOHHO-3MUCCUOHHOMN
tomorpadun/kommnetotepHoro  ckanupoBanus  (IIDT/KT) wnm  MarHUTHO-PE3OHAHCHOM
tomorpadpuu (MPT) nnst ouenku rumasmornmromsl w/mmu KT unm obcnenoBanust ckenera st
OLIEHKHU MOpakeHus1 KocTel). JlonomHuTenpHbIe IepeMeHHbIe 3(()EKTUBHOCTH BKIFOYAIOT BPEMSI
no orBeta (Bpemsi ot 1-ii mo3el CoenuHeHus 2 1O TepBOH AOKyMeHTanuu oreera > YO),
NPONOJDKUTEIBHOCTh OTBETa (BpeMsi OT mepBod AokyMeHTanuu oreeta (> YO) mo mepsoii
IOKYMEHTALMN TPOrPEeCCUpOBaHUsl 3a00J€BaHUSI MM CMEPTH) M BBDKHBAEMOCTH 0e3
nporpeccupoBanusi (Bpemsi ot 1-ii go3er CoemwHeHuss 2 1O TEPBOrO  IMOSIBJICHHS
POTPeCCUPOBAHMS 3a00JI€BaHNS WIIH CMEPTH OT JIFOOOH MPUYNHB).

[00399] Bce cyObekThl 0e30MacHOCTH C IEHCTBUTENBbHOH 0a30BOH JIMHUEH U TIO
MEHbBILIEH Mepe ONHOH OLEHKM OTBeTa Imocje ©0a30BOH JMHUM BKIIOYEHBl B aHAIH3
s¢¢pextuBHOCTH. Ecnm nedeHne mpekpainaercs MO pasjMyHbIM MPUYHHAM, 33 HCKIOYEHHEM
NPOrpeccUpoBaHysl 3a00JI€BaHMs, NAIMEHTOB IPOCAT MNPOJAOUKUTh OLEHKH OTBETa B

COOTBETCTBUH C YCTAHOBJICHHBIM Fpa(bI/IKOM OLICHKU OO MpOrpeCCUpOBaHusl, OT3bIBa COIJIACHsI,
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CMEpTH WJIM Havajla HOBOM CHCTEMHOH Tepanmiy MPOTHUB MUEJIOMBI, B 3aBHCUMOCTH OT TOTO, YTO
MPOMCXOIUT PaHHEE.

[00400] O0630p ka04YeBBIX mNOKa3aTeseil oOHeHKH Oe3omacHocTH IlepemeHHBIE
0e30macHOCTH Ul JAHHOTO  HCCIENOBAHUS  BKJIOYAIOT  HEONArompusiTHble  COOBITHS
BosHukaromue npu sedeHun (TEAE) u usmeHenus ot 0Oa30BOM JMHUM B (U3NYECKUX
pe3yJIbTaTax/’)KU3HEHHO BAXKHBIX IPH3HAKAX, BBIOPAHHBIX Ja0OPATOPHBIX aHamMTaX u 12-
KaHaJbHBIX 3JekTpokapauorpammax (OKI'). JlomonHuTenbHble MOKasarenu Oe30MacHOCTH
BKJIFOYAIOT CTEMeHb SKCIO3UIMH Hccienyemoro mpemnapata (oboux CoemuHenuss 2 u
JeKCaMeTa30Ha), OLEHKH MPUMEHEHHs] COMYTCTBYIOIIUX JIEKAPCTBEHHBIX MPENaparoB, a TAKKe
TECT Ha OEPEMEHHOCTh JUIsl XKEHIIHH JeTopoaHoro norennuana (KJIT).

[00401] O0630p PapmakoxkuHeTnueckux oueHok [Ipodrmmun ®K (HavanbHOU 1O3BI U
yCTOMYUBOTO cOCTOsIHUS) onleHnBanu st Coennuenus 2, ero R-snantuomepa (Coenunenue 3)
U JleKcamMeTa3OHa. AHamu3bl HKCIO3ULUS-OTBET MOTYT OBbITh TMPOBENEHBI MO Mepe
HeoOxonumocTH it nomoiny B uaeHTugukanun RP2D Coennnenns 2.

[00402] BapuwaHTbl OCYILIECTBIIEHUS, OIHUCAHHBIC BBIIIE MPEIHA3HAYEHBI TOJBKO B
Ka4ecTBE TNPUMEPOB U CHENMAINCTAaM B NaHHOH oOmactu OyAeT MOHSTHO WM OHH CMOTYT
YCTAaHOBHUTb, HCIONB3YySl HE Oojiee dYeM pPYTUHHBIE SKCIIEPUMEHTB, MHOTOYHCIIEHHBIE
SKBHUBAJICHTbI KOHKPETHBIX COSAMHEHUH, MaTeprajoB U MeToauk. [logpasymeBaercsi, 4To Takue
SKBHUBAJICHTbl BKJIFOUEHbI B OOBEM [AaHHOTO H300pPETEHMS M OXBATBIBAIOTCS MpHJIAraeMoi

b opmyioit n300peTeHusl.
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®OPMYVYJIA H30BPETEHUA

1. Coemunenue, rae coenuHeHue mnpexacrasysier cobori Coenunenue 1, wMeronee

bopmyy
0
Go-§a
NC/I@:F

1
WIH €ro JHAHTUOMEpP, CMeChb SHAHTHOMEPOB, TayTOMEp, H3OTOIMOJOr  WJIH
(hapMaleBTHYECKU TIPUEeMJIEMAst COJb.

2. CoenunHenue, rae coenuHeHue npexactaBisier coboit CoenuHeHne 2, UMEROIIee

dopmyiy
O
et
NC/©:F

2
WU €r0 TayTOMeP, U30TOMOJNOT MK (PapMalleBTUUECKH ITPUeMIIeMasi COJb.
3. Coenunenue no 1. 1, rae coequHeHue npeacrasiser coboit rayromep Coenunaenus 1.

4. CoenuneHue 1o 1. 1, rae coeauHeHne npeacrasiser codoi sHaHTHOMep CoenrHeHus!

5. Coenunenne no m. 1, rae coeauHEHHWE MPEACTABIsieT COOOH CMeCh HAHTHOMEPOB
Coenunenus 1.

6. CoemuHenue mo m. 1, roe coenuMHEHHE MpPEACTaBIsieT COOOW (hapMaLEeBTHUECKU
npuemiiemyto cosb CoenuHeHus 1.

7. CoenuHenue 1o 1. 2, T1e COeNUHEHHe MpeacTaBisieT coboit TayTomep CoennHeHus 2.

8. CoenmHeHue mo m. 2, TAe COEOUHEHHE NPEACTaBisieT CoOOH (apMareBTUYECKH
npuemiiemyto cosb CoeauHeHus 2.

9. ®apmarieBTHYECKas] KOMIIO3ULIMS, COZleprKalliasi CoeAuHeHue o 1. 1.

10. ®apmarneBTHUECKAss KOMITO3ULUS, COAEpIKallasi COeIUHEHUe 10 1. 2.

11. Crooco® JeyeHHsT MHOXKECTBEHHOH  MHEJIOMBI,  BKJIOYAIOI[UA  BBEICHHE
TepaneBTHUeCKU 3P (HEKTUBHOTO KOJIMYECTBA COSAUHEHHUS 110 M. | MalueHTy, Hy KIArIIeMycs B
5TOM.

12. Cnoco6 mo m. 11, OTJIMYAOIIUICSA TeM, YTO MHOKECTBEHHAs MHEJOMa SIBJISETCS
peuuaNBHUPYIOLIEH, pedpakTepHON WIIN PE3UCTEHTHOM.

13. Cnoco6 mo m. 12, OTIMYAIOIIUICSA TeM, YTO MHOKECTBEHHAs MHEJIOMa SIBJIIETCS

pedpakTepHOI UK PE3UCTEHTHON K JICHATUAOMUY.
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14. Cnoco6 mo m. 12, OTJIMYAIOIIUICSA TeM, YTO MHOKECTBEHHAs MHEJOMa SIBJISIETCS
pedpakTepHOH MK PE3UCTEHTHOHN K MOMATUAOMHULY.

15. Cnoco6 mo m. 11, OTIMYArOIIUICSA TeM, YTO MHOKECTBEHHAs MHEJIOMa SIBJISIETCS
BIIEPBbIE TUArHOCTUPOBAHHOW MHOXKECTBEHHON MHUEJIOMOM.

16. Cnioco® no mrobomy u3 m.im. 11-15, 7ONOTHUTEIBHO BKIIIOYAKOIININ BBEEHHE BTOPOTO
AKTUBHOI'O areHTa.

17. Crioco® no m. 16, OTIMYAIOLIMIACS T€M, YTO BTOPOH aKTHBHBINA areHT NPEeNCTaBISIET
co0Ool TeKCaMeTas30H.

18. Cnocob no m. 16, OTIMYarOIUICS TeM, YTO BTOPOH aKTUBHBIA areHT MPENCTaBIIsET
coboit bopTezomud.

19. Crooco® neuyeHHs MHOXKECTBEHHOH  MMEJIOMBI,  BKJIIOYAIOIIUN  BBEICHHE
TepaneBTHYeCKH 3P (HEKTUBHOTO KOJIMYECTBA COCTUHEHUS TI0 I1. 2 MAIUeHTY, HYKIAIIIeMycs B
5TOM.

20. Cnocob mo m. 19, OTIMYarOIIUICA TeM, YTO MHOKECTBEHHAs MHEJIOMa SIBJISIETCS
peUUANBHUPYIOLIEH, pedpakTepHON HIIN PE3UCTEHTHOM.

21. Cnocob mo m. 20, OTIUYAIOLIUICS TeM, YTO MHOKECTBEHHAs MHUEJIOMa SIBJISIETCS
pedpakTepHOI UK PE3UCTEHTHON K JICHATUIOMUY.

22. Cnocob mo m. 20, OTIUYAIOIIMICSA TeM, YTO MHOKECTBEHHAs MHEJIOMa SIBJISIETCS
pedpakTepHOI WK PE3UCTEHTHON K OMAJHIOMUAY .

23. Cnocob mo m. 19, OTIMYarIIUACA TeM, YTO MHOKECTBEHHAs MHEJIOMa SIBJISIETCS
BIIEPBbIE TUATHOCTUPOBAHHOW MHOXKECTBEHHON MHUEJIOMOM.

24. Cnoco0 no mobomy u3 m.m. 19-23, nonosHUTeNbHO BKIFOYAOLINNA BBEEHHE BTOPOTO
AKTUBHOIO areHTa.

25. Cnoco® 1o 1. 24, OTIMYAIOLINICS TE€M, YTO BTOPOH aKTUBHBIH areHT MPEICTaBIAET
co0oli TeKcaMeTas30H.

26. Cnocob no m. 24, OTAMYAOIIMNACSA TeM, YTO BTOPOI aKTHBHBIA areHT MPEACTaBIISIeT
coboit bopTezomud.

27. Coenunenue mo m. 1 1is mpuMeHEHUs: B crocobe JieueHUs: MHOXKECTBEHHOH
MHUEJIOMBI, TJe Croco0 BKJIFOYAaeT BBENEHUE TepaneBTHYecKu 3S(H(HEKTHBHOTO KOJUYECTBA
YKa3aHHOT'O COEMHEHMsI MALIUEHTY, HYKIA0IeMyCsl B 3TOM.

28. CoenuHeHHE M) MPUMEHEHHUS MO M. 27, rae MHOXXECTBEHHAs MHEJIOMA SIBJISIETCS
peLUUANBHUPYIOLIEH, pedpakTepHON TN PE3UCTEHTHOM.

29. CoenuHeHne M) MPUMEHEHHUS MO M. 28, rae MHOXXECTBEHHAs MHEJIOMA SIBJISIETCS
pedpaKkTepHON U PE3UCTEHTHOU K JICHATUIOMHUTY.

30. CoenvHeHnune sl MPUMEHEHHs MO M. 28, re MHOXKECTBEHHAas: MUEJIOMA SIBJIETCS
pedpakTepHOIi WM PE3UCTEHTHON K OMAJHIOMHUAY .

31. CoenvHenue s MPUMEHEHHs 1O M. 27, rie MHOXKECTBEHHAas: MUEJIOMA SIBJIAETCS
BIIEPBbIE TMArHOCTUPOBAHHOW MHOXKECTBEHHON MHUEJIOMOM.

32. CoenguHeHue I IPUMEHEHHs 110 JIFoOoMy u3 . 27-31, rae crnocod JOMONHUTETBHO

BKJIFOYAC€T BBEACHUEC BTOPOIrO aKTHUBHOI'O arcHTa.
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33. CoenuHenue AJsl MPUMEHEHUs 1O 1. 32, T7e BTOPON aKTUBHBIN areHT NpeACTaBlseT
co0Ool 1eKcaMeTa30H.

34. CoenuHenue A MPUMEHEHU O M. 32, r[ie BTOPOU aKTUBHBII areHT MpeACTaBIIsIeT
co0oit boprezomud.

35. CoenuHeHue 1o m. 2 g NPUMEHEHHUs B CrocoOe JIeUeHUs MHOXKECTBEHHOMN
MHEJIOMBI, I7ie¢ CIOocO0 BKJOYAET BBEACHUE TepPareBTHUECKH 3S((PEKTHBHOTO KOJINUYECTBA
YKa3aHHOT'O COEIMHEHMSI MALIUEHTY, HYKIAIOIEMYyCsl B 5TOM.

36. CoenuHeHne nJisi MPUMEHEHHs MO M. 35, rie MHOKECTBEHHAasi MUEJIOMA SIBJIIETCS
peLUUaNBHUPYIOLIEH, pedpakTepHON WU PE3UCTEHTHOM.

37. CoenuHeHnue njisi MPUMEHEHHs 1O M. 36, re MHOXKECTBEHHAs: MUEJIOMA SIBJIIETCS
pedpakTepHOI UK PE3UCTEHTHOU K JICHATUIOMULY.

38. CoenunHeHne njisi MPUMEHEHHs MO M. 30, rie MHOXKECTBEHHAsl MUEJIOMA SIBJIETCS
pedpakTepHOI WK PE3UCTEHTHON K OMAJHIOMHUAY .

39. CoenvHeHue nJisi MPUMEHEHHs TO M. 35, re MHOXKECTBEHHAs: MUEJIOMA SIBJIETCS
BIIEPBbIE TMATHOCTUPOBAHHON MHOKECTBEHHON MUEJIOMOM.

40. CoenuHeHue s TpuUMeHeHHss 1o Jrobomy u3 mn. 35-39, rme cmocob
JOMNOJIHUTEIBHO BKJIFOYAET BBEIEHUE BTOPOr0 aKTUBHOIO areHTa.

41. Coenunenue ans npuMeHeHus 1o 1. 40, rae BTOpOi aKTUBHBIN areHT MPEeACTaBJIseT
co0ol 1eKcaMeTa30H.

42. CoenuHeHue aisa npuMeHeHus no n. 40, e BTOPOM aKTUBHBIN areHT MPeACTaBIIseT
coboit boprezomud.

ITo noBepennocTn
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