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OIIMCAHUE U30BPETEHUA
2420-570216EA/085
KPUCTAJVIMYECKASA ®OPMA MOHOI'H/IPATA 1-(1-OKCO-1,2-
JAUTUAPON3OXHUHOJIHNH-5-UI)-5-(TPUOTOPMETHWJI)-N-(2-
(TPUOTOPMETUHIIUPUINH-4-NT)-1H-ITIUPA30JI-4-KAPBOKCAMHU/JIA

OBJIACTb TEXHUKH, K KOTOPOM OTHOCUTCS U30BPETEHUE

Hacrosee n3o0pereHne OTHOCUTCS K KpUcTayundeckor popme monoruapara 1-(1-oxco-
1,2-nurnapon30XuHONUH-5-1i)-S-(Tpudropmernn)-N-[ 2-(TpudTopmernn)nupuann-4-mn|-1 H-
nupason-4-kapOokcamuna (coenuHenust A). [JlaHHas kpucramnmyeckas (opMa MOXKET OBITh
NPUrOAHA NI JiedeHus1 3a00sieBaHUs], CHHAPOMA, COCTOSHUS WJIM HAPYLIEHUs, B YaCTHOCTH,
ceszanHoro ¢ MALT]1 3a0oneBaHusi, CHHAPOMA, COCTOSIHUSI WJIM HapyIIeHUs, BKIIO4as Oe3
OrpaHUYEHUs] paKk M HUMMyHosorumueckue 3aboneBaHus. Hacrosimee wu3oOpeTeHne Takke
OTHOCHUTCS K (papMalieBTUIECKUM KOMITO3ULIMSAM, COJEPKAIINUM TaKy0 KPHCTAIMUECKYIO (hopMy,
K crnoco0aM TMOJMyYeHUs TAaKOH KpUCTAIMYECKOH (OpMBI M K TNPUMEHEHHIO TaKOM
KPHUCTAJUTNYECKOW (opMbl WM  (HapMalleBTUYECKOW KOMIIO3MLIMU JUIs JICYSHUS paka |
UMMYHOJIOTHYECKHX 3a00JIeBaHNH, CHHAPOMOB, HAPYIIEHUH MM COCTOSIHU, aCCOLMUPOBAHHBIX
¢ uaruburopamu MALTI1.

IMPEATTIOCBIJIKM K CO3JAHMIO U30BPETEHUA

MALT1 (tpaHcnokauuoHHblii Oenok 1 mumpombl JTUMGOUAHONW TKAHH CIU3UCTBIX
000J104eK) SBJISIETCS KIIFOYEBbIM METUATOPOM Kjiaccuieckoro curnaibaoro mytu NFKB. MALT1
SIBJIIETCSI €IUHCTBEHHOH Tapakacra3oll 4YejoBeKa M TMepelaeT CHUrHajibl OT B-KJIETO4YHOTro
peuentropa (BCR) wu T-knerounoro penentopa (TCR). MALTI sBnsercss akTHBHOU
cyobenununel kommiekca CBM, kotopasi oOpasyeTcsi mpu akTuBauuu peuentopa. Komriekc
CBM cocrout u3 Heckonmbkux cyOwpenuunn u3z tpex Oenko: CARDI11 (unen cemetictBa 11,
conepskauuil moMeH pexpytuposanus kacrnas), BCL10 (6enok B-knerounoit CLL/mumdomsr 10)
u MALT1. MALT] Bnusier Ha nepenauy curtaia NFKB ¢ momormpio nByX MeXaHH3MOB. BO-
nepBbix, MALT1 cayuT B KauecTBe MONIECPKUBAIOIIETO OeJIKa U PEKPYyTHPYET CUTHAJIbHBIE
oenku NFKB, takne xak TRAF6, TAB-TAKI nwin NEMO-IKKa/B; a, Bo-BTOpsix, MALTI, B
Ka4eCcTBE I[IMCTEMHOBOM MPOTEa3bl, PACLISTUISIET U 3a CYET 3TOTrO JEaKTHBUPYET OTPHULIATENIbHBIE
peryasitopsl nepenadn curHana NFKB, takme kak RelB, A20 mwnun CYLD. Konewynas Touka
aktuBHocTH ~ MALT1  mpencraBisier  coOOM  sOEpHYHO  TPAHCJOKALMIO  KOMILIEKCA
TpaHckpunuuoHHOTO (akropa FKB u akruBaumro nepenauu curnana FKB (Jaworski et al., Cell
Mol Life Science 2016. 73, 459-473).

KoncrurytuBHass aktuBaumsi nepemaun curHana FKB  mpexacraBmser  coboi
orimruutenpHbld npu3Hak ABC-DLBCL (noarun nug¢y3Hoi B-kpymHOKIETOUHOMH TUM(POMBI U3
aKTUBUPOBAaHHBIX B-kietok), 6onee arpeccusHoi popmbl DLBCL. DLBCL sBnsiercst Haubonee
pacrpocTpaHeHHOH (opMol HexOomKKUHCKOH mumdombl (NHL), Ha 1070 KOTOPOH MPUXOIUTCS
npumepao 25% cnydaes naumdomsl, Torna kak ABC-DLBCL cocraBnser mpumepno 40%
DLBCL. AktuBaumss nytn NFKB oOycnaBnmBaercss MyTalMssMH KOMITOHEHTOB Iepemadu
currana, takux kak CD79A/B, CARDI1, MYDS88 wmm A20, y namuentoB ¢ ABC-DLBCL



(Staudt, Cold Spring Harb Perspect Biol 2010, 2; Lim et al, Immunol Rev 2012, 246, 359-378).

ITpumenenune unrnduropos BTK, mampumep ubpytunmnOa, odecrieuynBaeT KIMHUYECKOE
NOATBEPIK/IEHNE TMPABIWIBHOCTH KOHLEMIMH, 3aKIIOYAIMEeHcs B TOM, YTO WHTMOMpPOBaHUE
nepenaun curtaja NFKB npu ABC-DLBCL sBnsiercst a¢pdextusapiM. MALTI] crenyer mocne
BTK B nyru mnepemaum curnana NFKB, u wmarnbutrop MALT1 wmoxer obecneunBaTh
LieJleHanpasiieHHoe BozjelicTBue 111 nauueHToB ¢ ABC-DLBCL, He BOCHpUMMHYHUBBIX K
ubpyTuHNOyY, rnaBHbIM oOpa3oMm mauueHtoB ¢ myrtanmsimu CARDI11, a taxxke obecrieunBaTh
JieYeHNe MAIFeHTOB, Y KOTOPBIX HAOI0AaeTCsl MPHOOpETeHHAs! Pe3UCTEHTHOCTh K HOPYTHHHOY .

HNuruburopsr mporeazsl MALT1 Ha OCHOBE HHM3KOMOJIEKYJISIPHBIX (HapMaKOJIOTUYECKU
aKTUBHBIX COEAMHEHWH mokaszamu 3¢dexrnBHOCTy B pokamHMYeckux Mmonemsix ABC-DLBCL
(Fontan et al., Cancer Cell 2012, 22, 812- 824; Nagel et al., Cancer Cell 2012, 22, 825-837).
IIpumeuarenbHO, 4TO OBLIM OMHMCAHBI KOBAJIEHTHBIH KAaTAIUTHYECKUI CAlT U aJUIOCTEPHUYECKUE
uHrnourops! pyHkuuu nporeassl MALT1, 4To yka3piBaeT Ha TO, YTO HHTHOUTOPBI 3TOH MTPOTEa3bl
MOTyT OBbITh MPUTOAHBIMH B KauecTse (papmaneBruueckux cpencts (Demeyer et al., Trends Mol
Med 2016, 22, 135-150).

XpOMOCOMHAsI TPAHCIOKAIIMSI, CO3aromast CiuThlii oHkoOenok API2-MALT1, siBnsiercst
HaunOoJiee pacrnpoCTPAaHEHHON MyTalueid, onpeneneHHoi mpu gumpome MALT (nmumbougHoi
TKaHH CIIM3UCTBIX 00osouek). API2-MALT1 sBnsercs apdexruBHbiM akTuBaTopoM nmyty NFKB
(Rosebeck et al., World J Biol Chem 2016, 7, 128-137). API2-MALT1 wumutupyer
nurannaceszannbiid peuentop TNF, cnocobcTByet 3aBucumomy oT TRAF2 yOUKBUTHHHPOBAHUIO
RIP1, 4TO BBICTYHAaeT B KaueCTBE MOANEPKUBAIOIIEH CTPYKTYpPbI AJIs1 aKTUBALIMU KaHOHUYHOU
nepenaun curHana NFKB. Kpome Toro, xak Obuto mokazano, API2-MALTI pacwemnnsier u
oOpaszyer cTaOuiIbHBIN, KOHCTUTYTUBHO aKTUBHBIA (parMeHT mHAyuupyromeid NFKB kuHa3bi
(NIK), 3a cuer sToro aktuBupyst HekaHoHHuHbIH yTh FKB (Rosebeck et al., Science, 2011, 331,
468-472).

IMomumo mumdpom, kak O6bu10 TokazaHo, MALT1 urpaet BaskHYIO pOJIb BO BPOKISCHHOM U
npuodperenHoM ummyHuTeTe (Jaworski M, et al., Cell Mol Life Sci. 2016). Maruburop nporeassl
MALTI1 MOXeT cMArdaTh Ha4aJlo U MPOrPEeCCHpPOBaHUE 3a00JI€BAHUSI MIPH SKCTIEPUMEHTAIBHOM
AJIEPrHYECKOM SHLE(PATOMHUENUTE Y MbIIICH, MBIIIUHONW MOAENIH paccesHHOro ckieposa (Mc
Guire et al,, J. Neuroinflammation 2014, 11, 124). MpImu, 5KCIPECCUPYIOLIHE KATAIUTHIECKH
HeakTuBHbII MyTaHT MALTI1, npomemoHcTpupoBanu mnotepro B-xinerok u BlB-knerox
MaprUHAJIBHON 30HBI M OOIUIT IMMYHOAE(DULINT, XapaKTePU3YIOIIHNNCS CHIDKEHHON aKTHBAIUen
u nponudepanueir T- u B-kmerok. OmHAKO 5TH MBINHM TaKXke MPOSBISUIN CIIOHTAHHOE
ayTOMMMYyHHO€ BOCHAJICHHME MHOTMX OPraHos B Bospacte oT 9 no 10 menmens. Bee eme mioxo
NOHSATHO, TIOYE€MYy MBIIIH C HOKHHOM (PYHKLHMOHAJBHO HEAKTUBHOW mporeassl MALTI
yTPAYUBAIOT TOJIEPAHTHOCTh, TOTAA KaK y OOBIMHBIX HOKayT-Mbimied mo MALTI1 storo He
npoucxoautr. OnHa rumoresa MpenanosiaraeT, YTO HEPaBHOMEPHBIM MMMYyHHBIH IOMeocCTas y
MBIIIEH C HOKHHOM (PYHKIMOHAJIBHO HeakTUBHOW mpoteassl MALTI moker ObITh BBI3BaH HE
nojHbeM aepunuroM T- u B-ki1eTok, a CUIBHBIM Ne(UIIITOM HMMYHOPETYJSITOPHBIX KIIETOK
(Jaworski et al., EMBO J. 2014; Gewies et al., Cell Reports 2014; Bornancin et al., J. Immunology



2015; Yu et al.,, PLOS One 2015). Ananoruuno, nedpuuutr MALT y mromeit Obut CBsi3aH CO
CJIO’KHBIMA UMMy HopeuuuTeiM HapymerueM (McKinnon et al., J. Allergy Clin. Immunol. 2014,
133, 1458-1462; Jabara et al., J. Allergy Clin. Immunol. 2013, 132, 151-158; Punwani et al., J.
Clin. Immunol. 2015, 35, 135-146). C y4eroMm pa3HUIBI MEXAy TI'€HETHUECKOW MyTauued u
dapMakonornieckuM HWHruOMpoBaHueM, (EHOTUN MbIeH C HOKHHOM (PYHKLHMOHAJIBHO
HeakTuBHOI nporeasel MALT1 MoxeT He UMeThb CXOACTBA C TAKOBBIM y NAaI[MEHTOB, KOTOPBIX
neyat uHruouropamu nporeassi MALT1. YMeHbIneHHe KOIMYECTBA UMMYHOCYTIPECCUBHBIX T-
KJIETOK TOCpeAcTBOM nopaasienus nporeassl MALT1 mMokeT ObITh MMONIE3HBIM /TS TALIUEHTOB C
PaKoOM U3-3a MOTEHLUAIBHO MOBBIMIAKOIIETOCS IPOTHBOOIYXOJIEBOTO UMMYHUTETA.

Taxum obpazom, naruouropsl MALT] moryT obecniednBaTh TE€PareBTUUECKYIO MOJIb3Y
JUI TALIMEHTOB, CTPAAOLINX PAKOM W/WJIM UMMYHOJIOTHUECKUMH 3a00JI€BAaHUSIMU.

B WO 2018/119036, xoTOpbIii BKJIIOUEH B JaHHBII JOKYMEHT IOCPEICTBOM CCBHUIKH,
pacKpbIBAlOTCA COEAMHEHUs, Kkortopele wuHruoupyror MALTI, Bxmouas 1-(1-okco-1,2-
AUTHIPOM30XUHOIUH-5-11)-5-(Tpudropmernn)-N-[2-(TpudTopmern)mupuanH-4-nn|- 1 H-
nupason-4-kapookcamun (ykasanusiii B WO 2018/119036 kak coenunenue 158).

CymectByer mnoTrpeOHOCTh B o0ecrnedeHuu ajnbTepHaTUBHBIX (Gopm 1-(1-okco-1,2-
IUTHAPOU3OXHHOIUH-5-1)-S-(Tpudropmern)-N-[2-(TpudTopmernn)nupuaun-4-un|- 1 H-
npasoi-4-kapbokcamuna.

KPATKOE OITMCAHME M30BPETEHUA

Hacrosimee nso0perenne HampasieHO Ha Kpuctajuimdeckyro ¢gopmy III monoruapara 1-
(1-okco-1,2  mUrHIPOU3OXUHOIHH-5-U)-5-(TpudTopmeTin)-N-(2-(Tpudp TopMeTr ) mupugH-4-

wi)-1H-nupaszon-4-kapbokcamuna (coenrHenus A):
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MOJKET CYIECTBOBATh B IPYTOil TayTOMEPHOH KOH(UTYpaLuu
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B koHTekcTe HacTosIero M300peTeHHs B KpUCTAJUIMYecKoW (opme coenuHeHHs A
COEIMHEHNE A MOXKET HaXOIUThCS B JFOOOH M3 BBIIIEYKA3aHHBIX TayTOMEPHBIX KOH(PUTYparyii,
WIA MOXET TNPENCTaBisATbh COOOM MX CMeCh, NMPH 3TOM TOYHAsl TayTOMEpHas KOHQUIypauus
HEeM3BeCTHA. [l MPOCTOTBI TOJBKO ONHA BO3MOXKHAs TayTOMEpHas KOH(UIypaumus TIpymmn
COEIMHEHUs] A UCIOJB3YeTCs MPU ONMUCAHUN COEAMHEHHH, HO CHEeNMAINCTy B AaHHOHM obOjactu
TEXHUKU JTOJKHO OBITh OYEBHIIHO, YTO B KPHCTAJIMUECKOH (opme coennHeHHs A, TakOH Kak
kpuctramnueckas ¢popma III moHOTHIpaTa coenuHeHust A, coequHEHNEe A MOXKET HaXOIUTHCS B
OITHOH W3 BBIIIEYKA3aHHBIX TAYTOMEPHBIX KOH(PHUIYPALUI MM MOXKET MPEACTaBIATh COO0M MX
CMECH.

BapuaHT ocyiecTBiIeHus] HaCTOSIEro N300peTeHnsT HalpaBjieH Ha (apMaleBTHYECKYIO
KOMITO3HUIIUIO, CONEPIKAINy 0 KpucTaundeckyto ¢popmy 111 MoHOrHnpara coenuHeHus A.

B Hacrosimiem mn300peTeHHM Takke NpefayCMOTpeHa (apMaleBTHYeCKas KOMITO3HIIHS,
comeprKalasi, COCTOsLIAss U3 W/WIM MO CYTH COCTOSIast W3 (papMaLeBTHYECKH MPUEMIIEMOrO
HocUTeNsd,  (papMaleBTHYeCKH  MPHEMJIEMOrO  BCIOMOTATENbHOIO  BELIECTBA  W/WIH
(apMaLeBTHUECKH MpHEMJIEMOro pasbaButesiss u Kpuctamanueckoi ¢opmsl III MoHOrHIpara
CoeMHEeHus A.

Taxke mnpenycMOTpeHbl CHOCOOBI MONy4YeHHst (apMaleBTUYECKOW KOMITO3MIUH,
BKJIFOYAIOIHE, COCTOSIIIME W3 W/WJIHM MO CYTH COCTOSLINE M3 CMELIMBAHMS KPUCTAJUTMYECKON
¢opmer III monormppara coemnuHeHHs A W (apMaLEBTUYECKH TMPUEMIIEMOrO HOCHTEIS,
(bapMaLIeBTHUECKH MPHUEMJIEMOTO BCIOMOTATENIbHOTO BelecTBa WHIN (apMaleBTHUECKU
NPUEMIIEMOTO pa30aBHUTES.

B HacrosimmeM M300peTeHHH OTMOJIHUTENBHO MPEAyCMOTPEHBI CIOCOOBI JIEYCHUS HIIH
YMEHbIICHUsI HHTEHCHBHOCTH 3a00JIEBaHHS, CHHIPOMA, COCTOSIHUS WJIM HApyIIEHUs y CyObeKTa,
BKJIFOYAIOIIETO MIJIEKOTIMTAIOIIEee W/WJIM YeJIOBeKa, y KOTOPbIX Ha 3ab0JieBaHUE, CHUHAPOM,
COCTOSIHME WM HapyLIeHHe BO3ACHUCTBYIOT myteM mnopasneHns MALTI, Bxirouas 0Oe3
OTpaHUYEHUS PaK W/HJIN UMMYHOJOrHYeCKHe 3a00JIeBaHMs, C MPUMEHEHHEM KPUCTAJUTMYECKON
¢dopwmel 111 MmoHOTHApaTa CoequHEHHS A.

Hacrosmee nso0pereHne Takke HapaBleHO Ha MPUMEHEHHE KPUCTAJUTHYECKON (popMbl
Il moHorumpara coeauHeHUssT A B TOJYYEHUH JICKAPCTBEHHOIO Tperapara, NpuyYeM
JIEKApCTBEHHOE CPEACTBO IOJIYYEHO MJIsl JieueHHs 3a00JeBaHUs, CHHAPOMA, HAPYIIEHUsS WU
COCTOSIHUS, Ha KOTOpBIE BO3JIEHCTBYIOT myTeM mnoxasieHuss MALTI, Takoe kak pak w/wim
UMMy HOJIOTHUYECKHE 3a00JIEBAaHUSL.

IIpumepoM HacTosIero H300pPETEHUS SBISIFOTCA CIOCOOBI JiedeHus 3aboJeBaHus,

CHHIPOMA, COCTOSIHUSI WIM HapylleHus, omocpenoBaHHbIX MALTI1, BbIOpaHHBIX W3 TPYIIIEL



cocrosaie u3 auM¢pOM, BHUIOB JIEHKO3a, KAPLUUHOM H CapKOM, HAIMPHUMEp, HEXOIKKHHCKOH
mumpomer (NHL), B-knerounoit NHL, nuddysnoii B-kpynHoknerounoit numbomsr (DLBCL),
muMpomer 3 kietok MantuitHoN 30HBI (MCL), dommukynsaproit mumdomsr (FL), mumdomsr
muMpounHoN TkaHu cnu3uCcThIX obonouek (MALT), mumpoMbl U3 KJIETOK MaprHHAIBHOM 30HBI,
T-knerounoit mumdpomsl, Tumdpomel XomKKUHA, TUMPOMbI BepkuTTa, MHOKECTBEHHON MHEJIOMBI,
XpoHHUYeckoro mumdoununTtapHoro neiikos3a (CLL), MenkokiaeTouHOH TuMPOLUTapHON JTUM(POMBI
(SLL), wmakpornoOynunemun Banbaencrpema, numdobnactHoro T-kierodHoro Jeikosa,
XpOHUYEeCKOro muejoreHHoro Jeiko3a (CML), BOJIOCATOKJIETOYHOTO JIeHKO3a, OCTPOro
muMpobaacTHoro T-knerounoro JerKo3a, TJIA3MOLIUTOMBI, HMMMYHOOJIACTHOTO
KPYMHOKJIETOYHOTO JIeHK03a, MerakapuoOacTHOroO JeHKo3a, OCTPOro MerakaproOJacTHOIO
JeiiKo3a, TPOMHENIONUTAPHOrO JIeHK03a, SpUTPoeliko3a, (POpMbI IIIHOMBI) TOJOBHOTO MO3Ta,
BUJIOB ININOOJACTOMBI, paka MOJIOYHOMN JKeJe3bl, KOJOPEKTAJIbHOIO paka/paka TOJCTOM KHUILIKH,
paka TIpeACTaTeNbHON JKeNe3bl, paka JIerKoro, B TOM 4YHCJIE HEMEJKOKJIETOYHOIro, paka
eIy TOUHO-KUIIEYHOTO TPAKTa, paka 3HAOMETPUs, MEJIAHOMBI, paKa IMOXKENYIOYHOMN >KeNe3bl,
paka I€4eHH, paka TIOYKH, IUIOCKOKJIETOYHOH KapLUUHOMBI, paka SHUYHUKA, CaAPKOMBI,
OCTEOCAPKOMBI, paka IMUTOBUIHOMN JKEJe3bl, paka MOUEBOTO IMy3bIps, paka TOJIOBbI U LIEH, paka
An4Ka, capkoMbl FOuHra,

pabIoMHOCaPKOMBI, MEIyJI00JaCTOMBI, HEHPOOIACTOMBI, paka LIEWKU MaTKH, OYEYHO-
KJIETOYHOT'O pakKa, ypOTeIHaJIbHOIO paka, paka BYJIbBBI, paka MUINEBOMA, paKa CIIOHHBIX JKeJes,
paka HOCOTJIOTKH, paka Iiekd, paka poroBoi mosoctu u GIST (racTpoumHTeCTHHATBHOU
CTPOMAJIbHON OMyXOJIH), BKJIOYAIOIINE, COCTOSIIINE U3 W/WIK 10 CyTH COCTOSILIHE U3 BBEICHUS
CyOBEKTy, HYKAAOIEMyCs B OTOM, TepaneBTHUecKd S(P(PEeKTHBHOrO  KONIUYECTBA
Kkpuctaunaeckoit popmer 111 MoHOTMApaTa coenuHeHus A.

B npyrom BapuaHTe OCYINECTBJICHUs] HACTOsIIee M300PETEHHE HAMPABJIEHO Ha
kpucrajnueckyro ¢opmy III mMoHormapata coenuHeHHs A Ui NPUMEHEHHs] B KayeCTBE
JIEKapCTBEHHOTO Mperapara.

B npyrom BapuaHTe OCYINECTBJICHUs] HACTOsIIee M300PETEHHE HAMPaBJIEHO Ha
kpucrajunueckyro ¢opmy III MoHormzapata coenuHeHHMs A sl TPUMEHEHUS B JICYCHHUH
3a00seBaHysl, CHHIAPOMA, COCTOSIHUSI WJIM HAPYIIEHHs, Ha KOTOPOE BO3ACHCTBYIOT MyTEM
nogasieHusi MALTI1, BbIOpaHHOro M3 TpyIIbL, COCTOSALIEH M3 JUM(POM, BHUAOB JIEHKO3a,
KapIMHOM H CapKoM, Hampumep, HeXOmKKuHCKoW mumdomer (NHL), B-kmerounoit NHL,
muddysnoit B-xpynHoknerounoit mumdomsl (DLBCL), mumdpoMbl U3 KIETOK MAHTHHHON TKaHU
(MCL), ¢ponmukysiproii umbomsl (FL), mumdombr 1uMpONTHON TKAaHH CIU3UCTBIX 000JI0UEK
(MALT), numdpoMbl U3 KJIETOK MaprHHAIBHOW 30HBI, T-KJIETOYHOH JIUMQOMBI, JTHUMEPOMBI
XomxkuHa, TMM(POMBI bepkuTTa, MHOKECTBEHHOI MHEIOMBI, XPOHUYECKOTO JIMM(POLUTAPHOTO
neiikoza (CLL), menkoknerouHod numdorurapHoii mumdomer (SLL), makpornoOynnHemMun
Banbnenctpema, mumdobnactHoro T-kneTodyHOro mneiko3a, XPOHUYECKOrO MHEJIOT€HHOTO
neiiko3za (CML), BOJOCATOKJIETOYHOTO JieHko3a, ocTporo JuMgpobmacTHOro T-KIeTOoYHOro
JIeWKO03a, MIa3MOLUTOMBI, HMMYHOOJIACTHOTO KPYITHOKJIETOYHOT'O JIEHK03a, Merakapro0IacTHOTO

JIeiK03a, OCTPOTO MErakaproOIaCTHOTO JIEHKO03a, TPOMHUEIOLUTAPHOTrO JIEHK03a, SPUTPOJSIEHKO3a,



(popMBbI TIIMOMBI) TOJIOBHOTO MO3Ta, BHAOB TJHOOJACTOMBI, paka MOJIOYHOH KeNe3bl,
KOJIOPEKTAJIbHOTO paka/paka TOJICTON KHIIKH, paKa MPeICTaTeIbHOM JKeJIe3bl, paKa JIETKOro, B TOM
YHCIIe HEMENIKOKJIETOUHOTO, paKa JKeJy JOYHO-KHIIEYHOTO TPAKTA, paKa SHAOMETPHS], METAHOMBI,
paka moJpKeTy JOYHOH KeJle3bl, paka MMeYeHH, paka MOYKH, TUIOCKOKJIETOYHOH KapIMHOMBI, paKa
SAUYHHUKA, CAPKOMBI, OCT€OCAPKOMBI, paka LIUTOBUIHOM JKEJe3bl, paka MOUEBOTO My3bIps, paka
rOJIOBBI M 1M, paka su4yka, capkombl FOwuHra, paOmoMHOCapKOMBI, MeNyJUIO0NaCTOMBI,
HEeMpoOIacTOMBI, paka LIEWKH MATKH, [MOYEUHO-KJIETOYHOTO PakKa, ypOTEIHaJbHOIO paka, paka
BYJIbBBI, paKa MHIIEBOJA, Paka CIFOHHBIX JXeJie3, paka HOCOIJIOTKH, paka IeKH, paka pOTOBOH
nostioct 1 GIST (racTpouHTECTHHAIBHON CTPOMAJIBHOM OMYXOJIH).

B npyrom BapuaHTe OCYINECTBJIEHHS HACTOsIee H300pPETEHHE HAMpPaBJIEHO Ha
KOMITO3UIINIO, COnepKainyro kpucraumndeckyto ¢opmy III Monormmpara coemuHeHHst A st
JeueHust 3a00JI€BaHNsl, CHHAPOMA, COCTOSTHHS WJIM HapYLIEHHUs, HA KOTOPOE BO3AEHCTBYIOT My TEM
nonasneHuss MALTI1, BbiOpaHHOro M3 rpymnmbl, COCTOsALIeH M3 JUMGOM, BHUAOB JIEHKO3a,
KapLUUHOM M CapKOM, Hampumep, HeXOKKHHCKOW jumdomer (NHL), B-knmerounoii NHL,
nu¢dysHoit B-kpynHoknerounoit mumdomsl (DLBCL), muMpoMbl U3 KJIETOK MAaHTUIHOH TKaHH
(MCL), ponnukynsapuoit tumpomsl (FL), mumdomer tumMpONTHON TKAaHH CIU3UCTHIX 000JI0YEK
(MALT), numdombl U3 KJIETOK MaprUHAIBHOH 30HBI, T-KJIeTOUHOH JuUM(OMBI, JTHM(pOMBI
XomxkkuHa, tumdpombl bepkuta, MHOXXECTBEHHOW MHEIOMBI, XPOHHYECKOTO JMM(POLUTAPHOTO
netiko3a (CLL), menkoknerouHoi mum¢pountapHoii nmumdomsr (SLL), makporiaoOynnHeMun
Banbaencrpema, mumdobnacTHoro T-KIeTOYHOro JeHKo3a, XPOHUYECKOrO MHEJOT€HHOTO
neiikoza (CML), BOJOCATOKJIETOYHOTO JieHKo3a, OcTporo JumM¢poOsacTHOro T-KIeTOYHOro
JIeWKO3a, MIa3MOLIUTOMBI, HFMMYHOOJIACTHOTO KPYITHOKJIETOYHOT'O JIEHK03a, Merakapro0acTHOTO
JIeiiK03a, OCTPOro MerakaproOJIaCTHOTO JIEHKO03a, TPOMHUEIOLUTAPHOrO JIEHK03a, SPUTPOJSIEHKO3a,
(bopMBbI TIIMOMBI) TOJIOBHOTO MO3Ta, BHUAOB TJIHOOJACTOMBI, paka MOJIOYHON KeJe3bl,
KOJIOPEKTAJIbHOTO paka/paka TOJICTOH KHIIKH, paKa MPeaCTaTeIbHOH jKeJIe3bl, paKa JIErKoro, B TOM
YHCIIE HEMEJIKOKJIETOUHOTO, paKa JKeJTy J0YHO-KHIIEYHOTO TPAKTA, paKa SHAOMETPHS], MEJTAHOMBI,
paka moJKeTyJOYHOH KeJie3bl, paka MEeYeHH, paka MOYKH, TUIOCKOKJIETOYHOH KapIIMHOMBI, paka
SIMYHHKA, CAPKOMBI, OCT€OCAPKOMBI, paKa LIUTOBUIHOW JKEJe3bl, paka MOUEBOTO My3bIps, paka
TOJIOBBI M IIeH, paka sM4YKa, capkombl FOWHra, padmoMHOCapKOMBI, MeNyJUIO0JaCTOMBI,
HEeMpOoOIaCTOMBI, paka LIEWKH MATKH, paka MOYEYHO-KIETOUYHOrO paka, YPOTEIHAJbHOTO pPaKa,
paka ByJIbBBI, PaKa IMUIIEBOAA, PaKa CIIFOHHBIX JKeJIe3, paka HOCOTJIOTKH, paka IIeKH, paKa pOTOBOH
nosioct U GIST (racTpOUHTECTHHANBHON CTPOMAJIBHOM OMYXOJIH).

B npyrom BapuaHTe OCYINECTBJIGHUs] HACTOsIIee M300PETEHHUE HAMpPaBIEHO Ha
KOMITO3UIIHIO, CONepKalnyro kpuctammudeckyro ¢opmy III MoHormmpara coemuHeHHss A s
JeueHnst 3a00JIeBaHNs1, CHHAPOMA, COCTOSTHHS WJIM HAPYLICHHUS, HA KOTOPOE BO3IEHCTBYIOT My TEM
nonasieHust MALT1, BeiOpanHOTro U3 Tpymimel, coctosuei u3 auddy3Hon B-kpynHokieTouHOH
muMpomer (DLBCL), itumdpomer u3 knerok mantuitHoi Tkanu (MCL), honnuky nsipHOM TUMQOMBI
(FL) n mumdomer mumbonHON TKaHH CIM3UCTHIX obonouek (MALT).

BapuaHT ocymecTBieHHs HACTOSIIEro H300pPETeHHs] HAIMpPABIeH Ha KOMIIO3ULIHUIO,

comepskamyro kpuctammndeckyro ¢opmy III mMoHOrmmpara coenuHeHuss A s JIEYEHUS



UMMYHOJIOTHUECKUX 3a00JieBaHMN, Ha KOTOpblE BO3AEHCTBYIOT myTeMm monasienus MALTI,
BKJIFOYAst O€3 OrpaHnYeHHs ay TOMMMYHHbBIE U BOCTIAJIUTEIIbHBIE HAPYILIEHHs, HAIPUMED, apTPHT,
BOCTIAJIUTEJIBHOE 3a00JIeBaHNE KUIIEYHUKA, TACTPUT, AHKIJIO3UPYIOIIUI CIIOHINIINT, SI3BEHHBIN
KOJIUT, TIaHKpeaTuT, Oone3nb KpoHa, menmakuu, pacCesHHBIH CKIEPO3, CHCTEMHYIO KPAcCHYIO
BOJIYaHKY, BOJUYAHOUYHBIN HE(QPUT, peBMATUUIECKOHN JIMXOPAIKHU, TIOAArPYy, OTTOP’KEHHE OPTaHOB
WY TPAHCIUIAHTATOB, XPOHUUECKOE OTTOPKEHHE AJUIOTPAHCIUIAHTATA, OCTPYIO HIIH XPOHUYIECKY IO
peakUuo "TPaHCIUIAHTAT MPOTUB XO3MHA", IEPMATHUT, BKJIFOUAsi aTOMUYECKUH, J€PMaTOMHO3UT,
ncopuas, Oosne3Hp bexdera, yBeuT, MuacTeHuro gravis, 3a0oneBaHue I 'peiiBca, THUPEOUAMT
Xammmoro, cuHapom Illerpena, HapylmeHWss NpU My3bIpyaTKe, CHUHAPOMOB BAacCKYJINTA,
OTOCPENOBAHHOIO AHTUTEJIAMU, UMMYHOKOMITJIEKCHbBIE BACKYJIUTHI, AJJIEPrHYECKHe HapyLISHMUS,
acTMy, OpOHXUT, XpOHHUYeckoe oOcTpykTuBHOe 3abonesanue Jjerkoro (COPD), kucrosnbiit
¢ubpo3, MHEBMOHUIO, 3a00JIeBaHUS JIETKOTO, BKJIOYAsl OTEeK, dMOonuio, Gudpo3, capKounos,
TUIIEPTOHMIO U 3M(H3eMy, CHIINKO3, PECITUPATOPHYIO HEJOCTATOYHOCTD, OCTPBIN PeCIUpPaTOPHBIN
auctpecc cuaapom, 3aboneBanne BENTA, Oepuuino3 v MOJTUMHO3MUT.

B npyroMm BapuaHTe OCYLIECTBJIEHUs HACTOsee W300pEeTeHHe HAmpaBlIeHO Ha
KOMIIO3UILIUIO, COAEp KAy Kpuctaminueckyro ¢opmy III mMoHorunpara coenuHeHuss A st
JedeHus1 3a00J1eBaHMsI, CHHIPOMA, COCTOSIHUS MJTH HAapyIIEHHs1, HA KOTOPOE BO3JEHCTBYIOT MyTEM
nopasnenuss MALT1, BeiOpanHOe M3 Tpymmbl, COCTOsIIEH n3 peBMarougHoro aprpura (RA),
ncopuarndeckoro aprputa (PsA), ncopuasa (Pso), siseernoro xonura (UC), Gonesnn Kpona,
cucTeMHON KpacHoM BosuaHku (SLE), acTMbl M XpOHUYECKOTO OOCTPYKTUBHOTO 3a00JIeBaHuUs
aerkoro (COPD).

Hacrosiee n3o0pereHne Tak»ke HaMpaBIeHO HA MOJyYeHHe KpUCTauTnueckoi opmer 11
MOHOTHJIpaTa COeIMHEHUs A.

KPATKOE OITMCAHUE I'PAOUYECKHNX MATEPHUAJIOB

Kparkoe ommcaHue, a Takke HIDKECIEAyollee MOApoOHOe omucaHue OyayT Ooee
MOHSATHBI IPU UX PACCMOTPEHUH B COUYETAHHUH C pUJIaraeMbIMH rpadpudeckumu marepuanamu. C
LEJIbI0 WLUTFOCTPALIMH HACTOSAIEr0o M300peTeHus: Ha (PUrypax MOKa3aHbl THUITHMYHBIC BAPHAHTHI
OCYILECTBJIEHUs] HACTOALIETO M300PETeHHUs; OJHAKO, HACTOsIIee M300pETeHHE HEe OrpaHHYeHO
KOHKpPETHBIM packpeiTieM ¢uryp. Ha durypax:

Ha ¢ur. 1 mpencraBieHa PEHTTeHOBCKas mopomkosas audpakrorpamma (XRPD)
MOHoTuApaTa coequHenus A, popwmer 111,

Ha ¢ur. 2 npexacraBieHa TepMmorpamma audQepeHIHaTbHON  CKaHUPYIOLIeH
kanopumetpun (DSC) monoruapara coennaenust A, ¢popmsi 111

Ha (pur. 3 npeacTaBieHa KpuBas TepMorpasuMerpudeckoro ananmnsa (TGA) moHoruapara
coennaeHus A, ¢popmaer 111

Ha ¢ur. 4 mpencrasineH rpaguk H30TEepMBbl IUHaMHUYeckod copOumm mapos (DVS)
MOHoTruapaTa coequHenus A, ¢opwmer 111,

Ha ¢ur. S npencrasieH rpaguk U3MeHeHUsT Macchl pu DV'S MoHOTHIpaTa cCoequHEeHHS
A, popwmsr I1I;

Ha ¢ur. 6 npencrasien uHdppakpacHbiii (MK) crnektp MoHOrmmpara COenuHEHUs A,



¢dopmer 111

Ha ¢ur. 7 TpencTaBiIeHAa pPEHTICHOBCKasl IOPOIIKOBas AudpakTorpamMma ruapara
coenuHeHust A, ¢popmsl I

Ha ¢ur. 8 npencrasnena repmorpamma DSC runpara coennnenust A, ¢popwmsi I;

Ha ¢ur. 9 npencrasnena kpusast TGA runparta coenunenus A, Gpopmsi I;

Ha ¢ur. 10 npencrasneH rpaduk nzorepmsl DVS runpara coennnenus A, gpopmst I;

Ha ¢wur. 11 npencrasneH rpadguk n3meHeHust Maccel npu DVS ruzppara coenunenus A,
dopmst I;

Ha ¢mr. 12 npencrasnen UK-cnextp runpara coenunerns A, ¢opwmsi 1.

ITOJAPOBHOE OIIMCAHUME U30bPETEHMA

Hacrosimee packpbiTue MoOXeT ObITh OOJiee IMOJHO MOHATO C IOMOIIBI0 CCHUIKH Ha
clenyollee ONMHMCAHUE, B TOM 4YHUCJE CIEAYIOLUN TJI0CCapuil TEPMUHOB M 3aKJIIOUUTEIbHbIE
npuMmepbl. CreayeT NOHUMATb, YTO ONPEIENECHHbIE MPU3HAKU PACKPBITON KPUCTAIIMYECKON
(opMbI, KOMIO3ULMH U CIOCOOOB, KOTOPBIE ISl HATJISIAHOCTH OMMCAHbI B JAHHOM JIOKYMEHTE B
KOHTEKCTE OTAEJbHBIX aCMEKTOB, TAKXKe MOTYT OBITh MPENyCMOTPEHbl B KOMOMHAIIMN B OXHOM
acriekte. C Ipyrodl CTOPOHBI, pa3jIMYHbIE NMPU3HAKH PACKPBITOH KPUCTAJUIUYECKOW (DOPMBI,
KOMITO3MLIUI 1 CIOCOOOB, KOTOPBIE JIJIst KPATKOCTH ONUCAHBI B KOHTEKCTE OHOT'O ACTIEeKTa, TAKIKE
MOTYT OBITh IPEAYCMOTPEHbI OTAEIBHO WIH B JIFOOOH MOAKOMOWHAIINY.

Hexkoropble U3 KOJIMYECTBEHHBIX BBIPAKEHUM, MPUBEACHHBIX B JAHHOM AOKYMEHTE, HE
olpezeNeHbl BbIpakeHHeM "puOnu3nuTensHo" . [IOHSITHO, 9TO HE3aBUCHMO OT TOT'O, UCTIONIB3Y €TCSI
JU TePMUH "TIPUONHM3UTENBHO" SIBHO WJIM HET, KaXKJI0€ KOJUYECTBO, MPUBEIECHHOE B JaHHOM
JOKyMEHTE, 03HAYaeT OTHOCSIIeeCs K PaKTHUECKH YKa3aHHOMY 3HAYEHHIO, M OHO TAK)Ke O3HAYaeT
NpUOIMKEHHE K TaKOMY yKa3aHHOMY 3HAYEHHIO, KOTOpoe OyIeT pa3yMHO MPENroJyiOKUTh Ha
OCHOBAHHMHM 3HAHUH CHEIHMAINCTA CpeaHel KBaiu(UKaLuu B TaHHOW OOJACTH TEXHUKH, B TOM
yricie npuOIKeHust, 00yCIOBIEHHbIE SKCIIEPUMEHTAIBHBIMU YCIIOBUSIMH W/MJIH Y CJIOBHSIMU
U3MEepEeHUi! IJIs1 TAKOTO YKA3aHHOTO 3HAUEeHMUS.

Bo Bcem ommcanuu u ¢popmysie U300pETEHHs] NAHHOW 3asiBKU CJIOBA '"comepikaTh' U
"BKJIFOUATh" U BapUAaHThl AAHHBIX CJIOB, HAMpuUMep, 'coxepxkamuil" U "comep>KUT", O3HAYaAKOT
"conmepskamuii 0e3 orpaHudeHus" U He TPeqHa3HAYEHbI JJIsl UCKITFOYSHHS IPYTHUX KOMIIOHEHTOB
(¥ He NCKITIOYAIOT UX).

Jnsg  ueneil HacTOALIErO W300pEeTEHUs TEepMUHBI "KpHcTajmueckas ¢opma" wu
"monumopd" sBysFOTCS cMHOHMMaMu. MHpopManus 0 XapakTepUCTUKAX IS KPUCTAJUTHIECKUX
¢dopMm mpencraBieHa B JaHHOM AoKyMeHTe. ClieayeT MOHUMAaTh, YTO ONpeAesieHHe KOHKPETHON
(OpMBI MOKET IOOCTHUTaThCsl C IMOMOINBI JIFOOOW 4acTh HMHGOPMALMH O XapaKTEePHCTHKAX,
KOTOPYIO CIEIHMAIIICT B TaHHOH 00JIaCTH TEXHUKHU MPU3HAET KaK JTOCTATOYHYIO [Tl Y CTAHOBJICHUS
NPUCYTCTBUSI KOHKPETHOH (opmbl. Hampumep, nake OOMH OTIMYUTENbHBIA MUK MOXKET OBITh
IOCTaTOYHBIM JUJIsl CHIELMAIMCTA B JAHHOH OOJACTH TEXHUKH, YTOOBI MOHSTh, YTO KOHKPETHAsS
¢dbopMa mpUCyTCTBYET.

Tepmun "BoineneHHas Gpopma" OTHOCHTCS K COSIUHEHMIO, TIPUCYTCTBYIOIIEMY B (pOopMe,

KOoTOpast ObliIa BbIAENeHA U3 000 cMecH ¢ IpyruM(ApyriuMH) COeIHMHEHUEM(COSTMHEHUIMH),



CUCTeMOW pacTBOpUTEJICH WiIn OWOJOTHYECKOW Cpenoil. B ogHOM BapwaHTe OCYIIECTBICHUS
HACTOSIIIEro N300peTeHNs KpUCTaTnIeckas opma MpUCYTCTBYET B BBIAEIEHHON Gopme.

Tepmun "koMHaTHas Temriepatypa” (K. T.) OTHOCHTCS K TEMIIEPAType OT MPUOTU3UTENBHO
15°C no nmpubnusurensHo 30°C, B wactHOCTH, OT npuOmM3uTeabHO 20°C 10 MPUOTU3UTENBHO
30°C. IlpeamouTuTenbHO KOMHATHAs TeMIeparypa NpeAcTaBisieT CcoOOH TeMmepaTrypy
npubnusurensHo 25°C.

Ecnu kpucramnmudeckyro GopMy ONpenessifoT ¢ MPUMEHEHHEM OJHOTO WJIM HECKOJbKUX
nukoB XRPD, npuBeneHHbIX B BHIE 3HaueHWH yria 20 (gBa TeTa), KakI0e W3 3HA4YeHUi 20
MOHMMAIOT KaK O3Hauarolee 3aaHHoe 3HadeHne + 0,2 rpagyca, eciu He YKa3aHo UHOE.

Ecnu kpucramnmudeckyro GopMy ONpenessifoT ¢ NMPUMEHEHHEM OJHOTO WM HECKOJbKUX
3HAUEHWH TeMIepaTypbl C KPUBOW TepMOrpaMMbl Au(QepeHIaIbHON CKaHUPYIOLIEH
kanopumerpun (DSC) (Hanpumep, Ha4asO 3HIOTEPMUYECKOTO MEpexofa, IUIABJIeHUs U T. 1.),
KaKA0€ U3 3HAUeHUH TeMIlepaTypbl IOHMMAIOT KaKk O3Havarollee 3aJjaHHoe 3Hadenue + 2°C, ecinu
HE YKa3aHO UHOE.

Tepmun "BBeneHHe 3aTpaBKU" OTHOCUTCS K OOABICHUIO KPUCTAUIMYECKOTO MaTepraa B
pacTBOp WU CMECH JJIs1 MTHULIMUPOBAHNE KPUCTAJIN3ALUN I NEPEKPUCTAIIU3ALIUN.

CoenuHeHne A MOXET CylIeCTBOBATh B BUJE conbBaTa. "ConbBaT" MOKET MPEACTaBIIThH
co0oii conpBaT ¢ BOJOM (T. €. TUIPAT) WK C OOIIENPUHATHIM OPTAaHUYECKUM PACTBOPHUTENEM.

Kpucranmueckas ¢gopma III MmoHOrHapata coenuHeHnst A MoKeT OBITh NPEACTaBJICHA B
O CYTH YUCTOU (hOpME, MPHUEM MOJIbHBIN MPOLEHT MPUMECEH B BbIICICHHON KPUCTAIUTMYECKON
dopme cocraBisieT MeHee MPUOTU3UTETHPHO 5 MOJIBHBIX MPOLIEHTOB, MPEANOYTUTEIPHO MEHee
NPUOTU3UTENIBHO 2 MOJIbHBIX MPOLEHTa, Oojiee MpeanoYTHTEIbHO MeHee npudausureabHo 0,5
MOJIPHOTO TpPOLEHTa, Haubojiee NPEenrnoyYTHTEIbHO MeHee mnpudnusutenbHo 0,1 MoJpHOrO
nporeHta. B ogHOM BapuaHTe OCYINECTBJIEHUS HACTOSLIErO M300pPETEHUS] KPHUCTAJLTHUYECKas
¢dopma III MmoHOTHApaTA COETUHEHHST A IPUCYTCTBYET B BUAE MO CYTU YUCTON (POPMBIL.

Takke B JaHHOM JOKyMEHTE IIPENyCMOTPEHO coequHeHHe A B BUIE CMeCH
kpucrajunueckoit ¢opmer Il MoHOrMapaTa coequHEHHMS A W ONHOM WJIM HECKOJIBKHX
JOTIONHUTENbHBIX (popM coenuHeHuss A win ero conbBata. [Io MeHbIIEH Mepe KOHKPETHBIH
BECOBOH MPOLIEHT COENUHEHHs A MOXeT ObITh NpencTaBiieH Kpuctautnueckon (opmoit 111
MoHoruapata coearHeHus1 A. KoHKpeTHbIe BeCOBbIe MPOLIEHThI BKIIIOYarOT 10%, 20%, 30%, 40%,
50%, 60%, 70%, 80%, 85%, 90%, 95%, 96%, 97%, 98%, 99%, 99,5% 1 99,9%. Ecnu kOHKpeTHbIi1
MPOLEHT TO BeCy COENMHEHUs TpencTaBjeH Kpucraummdeckoi ¢opmoit III moHorumpara,
OCTaJIbHASl YaCThb COENUHEHHs MOXKET MPENCTABIATh CO0OH aMophHY GopMy COeTUHEHUS A,
ruapatHyio  Gopmy [ KpuCTammmueckoro coenuHeHHs A, OAHY WM HECKOJBKO JPYTHX
KPHUCTAJUTMUECKUX (POPM COEAMHEHUs] A WIJIM UX CMECH.

"®apMaleBTUYECKH MPHEMIIEMbIH" O3Ha4aeT OXOOpeHHBIH WM  OmoOpseMbIi
KOHTPOJIbHBIM OpPTaHOM (penepasbHOrO NPABUTENBCTBA MJIM TPABUTENBLCTBA IUTAaTa WK
COOTBETCTBYIOIIUM OpraHOM B cTpaHax, oTM4YHbIX OT CoeanHeHHbIX IIITaTOB, UMM KOTOPBIH
nepeuncien B @Papmakonee CIIA wmu gpyroit oOmenpusHaHHOH (apmakoriee st

UCTIOJIb30BAHUS Y JKUBOTHBIX U, 00JIee KOHKPETHO, Y JIFOJIEH.
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Tepmun "cyObekT" OTHOCHTCS K JKMBOTHOMY, NMPENNOUYTUTEIBHO K MIIEKOIHUTAIOIIEMY,
HanOoJiee MPEANOYTHTEIBHO K YEJIOBEKY, KOTOPBIH SIBISIETCS OOBEKTOM JIeUeHHsI, HAOJFOeHUs
WJIN SKCTIEPUMEHTA.

Tepmun "repameBTuueckn 5((PEeKTHBHOE KONUYECTBO" OTHOCUTCA K KOJHUYECTBY
AKTUBHOTO COCIMHEHHUS WIH (PapMaLeBTHUECKOTO CPECTBA, BKIIOUAs KPUCTAILUTHUECKYIO hopMy
[0 HACTOSIIIEMY HM300pETEHHI0, KOTOPOE BBI3BIBAET OMOJIOTMYECKHH WJIM MEIULUHCKHHA OTBET B
chUCTeMe TKaHel, KHBOTHOM WJIM YeJIOBEKe, KOTOPBI CTPEMHUTCS TOJYYHUTh HCCIIENOBATENb,
BETEpUHAp, Bpay WM APYTOH KIMHHULHCT, YTO BKJIIOYAET CHIDKEHHE HITH ITOJIABJICHNE aKTHBHOCTH
depmenTa nnu OenKa, WM YMEHBIIEHHE WHTEHCUBHOCTH CHMIITTOMOB, OOJIErd€HHE COCTOSHHA,
3aMeUIeHUE WM 3aJIePXKKY Pa3BUTHs 3a00JI€BaHUs, HIIH MPERYPEXIeHIE 3a00I€BaHNs.

B ogHOM BapuaHTe OCyIeCTBIEHHS TEPMHH "TepaneBTHIecku 3 PekTUBHOE KOJNUECTBO"
OTHOCHUTCSI K KOJIMYECTBY KPUCTAJUTUYECKON (POPMBI 10 HACTOSIIEMY U300PETEHNI0, KOTOPOE NPU
BBEJICHUHU CYOBeKTy siBJsieTcs 3¢ exkTuBHbIM 11 (1) Mo MeHblIel Mepe YaCTUYHOTO YMEHBIICHUS
VUHTEHCUBHOCTH, TTOZIABJICHHSI, TIPSy IPEXKISHHS W/HIH O0JIErYeHUs] COCTOSIHUS, HJTH Hapy LICHUS,
wnu 3abonesanus, (i) onocpenoBanHoro MALTI; wmu (ii) acCOLMUPOBAHHOTO C aKTUBHOCTBIO
MALT1; nnu (iil) XapakTepU3yrOIEerocss akTHBHOCTBIO (HOpMasibHOH wiH atunuyHoil) MALTI,
i (2) CHWKeHUs: WK nonasjieHus: akTuBHOCTH MALT1; unu (3) CHIDKEHUs] WM TIOJJaBJICHUS
skcnpeccun MALT1; wnn (4) momudukauun yposaeit 6enka MALT1.

TepmuH "koMmosuiust" OTHOCUTCS K NPOAYKTY, KOTOPBIM COHEPKUT ONpeIeeHHbIE
UHIPENEHThl B TepaneBTHYECKH 3((EKTHBHBIX KOJMYECTBAX, a TaKXkKe JIOOOMY MpPOIYKTY,
KOTOPBIH MOJIy4arOT, HEMOCPEICTBEHHO WM OMOCPEIOBAHHO, U3 KOMOMHAIIMIA OMpeNeeHHbIX
UHTPEUEHTOB B ONPEIEICHHBIX KOJUYECTBAX.

Tepmun "onocpenoBanubiii MALT1" oTHOCHTCST K JIFOOOMY 3a00JIEBAaHHUIO, CHHAPOMY,
COCTOSIHUIO WJIM HAPYLICHUIO, KOTOPble MOTYT BO3HHKATh B oTcyTcTBHE MALTI, B™MecTe ¢ Tem
moryT Bo3HHKaTh B mpucytctBuun MALTI. IMoaxonsmue mpumepbl 3a00eBaHUs, CHHAPOMA,
COCTOSIHUS MUTH HapyLIeHus1, onocpenoBanHbix MALT1, BximoyaroT 6e3 orpaHuueHus TUM(OMBI,
BUZBI JIEHKO3a, KapLMHOMBI M CapKOMBI, HamlpuMep, HeXOMKKUHCKYyro juMmpomy (NHL), B-
kierounyro NHL, nuddysnyro B-kpynaoknerounyro mumdpomy (DLBCL), numpomy u3 kietok
mantuiiHo Tkanu (MCL), dommukynsapayro mumdomy (FL), mumpomy numbonaHol TkaHu
cimm3ucteix obonouek (MALT), mumdpoMy H3 KIETOK MaprHHAIBHON 30HBI, T-KJIETOYHYIO
muMpomy, tumdomy XomKKuHa, TuMpoMy bepkutTa, MHOKECTBEHHYIO MHEJIOMY, XPOHUYECKHH
muMmponurapasiii  neiiko3 (CLL), wmenkokierounyro numdorurapHyro jumpomy (SLL),
MakporjaoOyiuHeMuro BampaeHcrpema, numpoOnacTHbid T-KJIETOYHBIH JIEHKO3, XPOHUYECKUH
muenoreHHbiil  Jeiiko3 (CML), BOMOCATOKIETOYHBIN JeHKo3, ocTpblidi juMdodmacTHeid T-
KJETOYHBbIH  JIEHKO3, IJIa3MOLUTOMY, HMMMYHOOJIACTHBI  KPYITHOKJIETOYHBI  JIEHKO3,
MerakapuoOJIaCTHBIN JIEHKO3, OCTPBII MerakaproOJIaCTHBIN JIEHKO3, MPOMHENIOLUTAPHBIN JIEHKO3,
SPUTPONIEHKO3, ((OPMBI TJIHOMBI) TOJJOBHOIO MO3ra, BHIBI TJIHOOJACTOMBI, PaK MOJOYHOU
JKeJe3bl, KOJIOPEKTAJIbHBIN pak/pak TOJCTOH KUIIKH, PaK MPEACTATENbHON JKENe3bl, pak JEerkoro,
B TOM YHCJI€ HEMEJKOKJETOYHBIH, paK >KeNyJOYHO-KUIIEYHOrO TPAKTa, PaK >HIOMETpPHS,

MCJIaHOMY, pak HOI[)KGJ'IYI[OLIHOI\/'I JKECJIE3bI, paK TMNE€YCHHU, pPaK IMOYKH, MIOCKOKIECTOUYHYO
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KapLUUHOMY, paK SAMYHHKA, CAPKOMY, OCTEOCapKOMY, PaK LIUTOBHUIHOM >KeNe3bl, paK MOUYEBOIO
Ny3bIPsi, paK rOJIOBHI U LIEH, pak sudka, capkomy FOusrra, pabnommuocapkomy, Menyuiodiacromy,
HelpoOmacToMy, pak MIEHKH MaTKH, TOYEYHO-KJIETOUHBIHA PaK, YPOTENHANbHBINA PaK, PaK BYJIbBEL,
pak MUINEBOJA, PaK CIFOHHBIX JKeJie3, paK HOCOTJIOTKH, PaK IIeKH, pak poroBoi monoctu u GIST
(TacTpOMHTECTUHAIBHYIO CTPOMAJIbHYIO OMYXOJb).

IIpu ucronp30BaHUM B JAHHOM NOKyMeHTe TepMuH "uHruomrop MALT1" oTrHOCHTCS K
CPeACTBY, KOTOPO€ MHIMOMPYET WIM CHI)KAET 10 MEHbIIEH Mepe OJHO COCTOSHUE, CHMIITOM,
HapyeHne u/win 3abonesanue, cBsizannoe ¢ MALTI.

IIpu ucronb30BaHUU B JAHHOM JAOKYMEHTE, €CJIM HE OTMEYEHO MHOE, TepMUH "BiusHuE"
win "mox BosxedicTBueM" (KOrma OTHOCHTCS K 3a0O0JIeBaHUIO, CHHAPOMY, COCTOSIHHIO WU
HApYILIEHHIO, Ha KOTOpble BO3AEHCTBYIOT myTeM mopasieHuss MALTI1) Bkirodyaer CHuXKeHUE
94acTOTbl W/WIIM TSDKECTH OJHOTO WJIM HECKOJIbKMX CHUMIITOMOB WJIHM TPOSIBIEHUH yKa3aHHOTO
3a00neBaHysl, CUHAPOMA, COCTOSHMS WJIM HApyIUIEHUs, W/WIM BKJIOYAET NpPEAyNpexIeHUe
Pa3BUTHUsI OIHOTO MJIM HECKOJBbKHX CHMIITOMOB WJIM TPOSBICHUI yKa3aHHOro 3a0oyieBaHMS,
CHHIPOMA, COCTOSTHHSI MUTM HApYLISHUsS] WIN Pa3BUTHA 3a00J€BaHUS, CHHAPOMA, COCTOSTHUS WIIH
HapyLICHMs.

IIpu ucnonap30BaHNUU B JAHHOM JIOKYMEHTE TEPMUH "j1eunTts”, "oCcylecTBIeHUe JedeHus"
wn "neverne" modoro 3ad0neBaHus, COCTOSIHNSA, CHHAPOMA WIJIM HAPYLIEHUS] OTHOCUTCS B OHOM
BapUaHTEe OCYINECTBIEHUS K OOJNErdYeHnro 3a00eBaHusl, COCTOSIHUS, CHHAPOMA HJIM Hapy LIEHUsI
(T. €. 3aMeAJICHHIO, WJIM IPUOCTAHOBKE, MIIH CHIDKEHUIO Pa3BUTHS 3a00JIeBaHUS WJIH IO MEHBIIEH
Mepe OJJHOTO U3 €ro KJIMHUYECKUX CUMNTOMOB). B npyrom BapuaHTe ocyIinecTBieHUs "neuuTh",
"ocyliecTBieHHe JiedeHus" WM "JedeHue" OTHOCUTCS K OOJIETYEHHIO WM yMEHBIICHHIO
UHTEHCUBHOCTH T10 MEHbBILEH Mepe OJHOTr0 (U3NYECKOT0 MapaMeTpa, B TOM YHCJIe TAKUX, KOTOPbIE
MOTYT He ObITh 3aMETHBI JJIs IALUeHTa. B TONMOIHUTEIBHOM BapHaHTE OCYIECTBICHHS " ICUUThD",
"ocylecTBieHHE JieueHus1" Win "JedeHne" OTHOCUTCS K MOAYJISIUH 3a00JieBaHUs, COCTOSIHUS,
CHHIpPOMAa WJIM HapylleHus jJubo Qusuuecku (Hampumep, MyTeM CTaOWIM3ALUU 3aMETHOTO
cuMnToma), Tubo gusnonorndecku (HanmpuMep, MyTeM CTadmIn3atun (GU3MIECKOro mapamerpa),
aubo U Tak W Tak. B elne ogHOM BapHwaHTe OCyIIEeCTBJIEHUs "NeunTh", "mporecc JeueHus" wiu
"neueHne" OTHOCUTCA K MNPOQWIAKTUKE WIH 3aJepXKKe Hayana, WIH Pa3BUTHUS, WM
NpOrpecCcupoBaHUs 3a00JIEBaHMsA, COCTOSIHUS, CHHAPOMA WIIN HAPY LISHHUS.

Kpucrammueckas dopma I ruapara coenmuaenus A

1-(1-Okco-1,2-murupou3oX uHOIHH-5-11)-5-(TpudTopmeTin)-N-[ 2-
(rpudropmerin)mupunuH-4-min -1 H-nupazon-4-kapOoKkcaMHu UMEET CIENYIOIYI0 CTPYKTYpy U

ompeseNieH B JaHHOM JTIOKyMEHTe Kak "coenuHenne A",

FF 2N
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Coenunenne A
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CoenuHeHne A MOKHO MOJIy4aTh, HAIIPUMep, M0 aHAJIOTHU C MPOLEAY PO, ONMCAaHHOH B
npumepe 158 B WO 2018/119036, koTOpBIil BKIIFOYEH B JAHHBIH JTOKYMEHT ITOCPEICTBOM CCBUIKH.
IIpouenypa B mpumepe 158 ObiIa onpeneneHa kak 0OeCeunBaromas KPUCTAILTHYECKY IO hopmy [
runparta coenuHeHus A. @opma I 1eMOHCTpUpPYET rUrPOCKONMYECKOE MTOBEAECHHE.

®opmy I MOXHO OXapakTepu3OBaTb C IMOMOLIBI0 PEHTTEHOBCKOW IOPOLIKOBOU
mudpakTorpaMmMbl. PEHTr€HOBCKYIO TOPOIIKOBYK IU(PPAKTOrPaMMy MOXKHO TMOJy4aTh C
NPUMEHEHUEM PEeHTTeHOBCKHX Jyuer K-anbdha menu npu mumHe BoiHbI 1,5406.

Pentrenosckast moporikoBasi nudpakTorpaMma conepskut muku npu 8,4, 12,7, 13,3 u 16,7
rpanyca nsa tera + 0,2 rpaayca nBa Teta. PEHTreHOBCKas OPOIIKOBas AudpakTorpaMma MOXKET
JOTIOTHUTEIFHO COZEpIKaTh MO0 MEHBIIeH Mepe OAMH MUK, BeIOpaHHbId u3 6,7, 10,0, 10,7, 12,0,
12,3, 13,5, 14,1, 14,6, 15,4, 15,6, 16,0, 18,1, 18,4, 19,2, 20,0, 20,3, 21,1, 22,0 u 24,9 rpanyca nsa
tera = 0,2 rpagyca aABa TeTa.

®opma I MOXeT NONOJHUTENBHO XapaKTepU30BAaTbCS PEHTICHOBCKON MOPOLIKOBOM
Au(PaKTOrpaMMOH € YETBIPbMS, MIATHIO, IIECTHIO, CEMbIO, BOCEMBIO, IEBSATHIO MK O0JIee MIKaMy,
BBIOPAaHHBIMHU M3 T€X MHUKOB, KOTOPbIE ONpeeseHbl B Tabmune 1.

®opma I MOXeT NONOJHUTENBHO XapaKTepU30BATbCS PEHTICHOBCKOW MOPOLIKOBOM
nu(pakTOrpaMMoN, CoAeprkalledl Takhe MHKH, KOTOpble OmpeneneHel B Tabmuue 1, mpuuem
OTHOCHUTEJbHAsI ~ MHTEHCUBHOCTb IMKOB  COCTaBisieT Oonee  mpuOnusurenbHo 2%,
IPEANOYTUTENEHO OoJiee MprOIM3nTenbHO 5%, Oonee npeAnoYTUTENIBHO Oostee MPUOIN3UTEIBHO
10%, Gonee npeanouTuTenbHO Ooee npudnusuTensHo 15%.

®opma [ MOXET OONOJHUTENBHO XapaKTepU30BATBHCS PEHTTEHOBCKOW IMOPOLIKOBON
audpakTOrpaMMoii o CyTH TaKOH, KaK MoKa3aHo Ha dur. 7.

dopma 1 MoXeT TaKke XapaKTEpPH30BAThCS TepMorpaMmoin auddepeHnnanbHON
ckanupyromeii kanopumerpun (DSC), comeprxamieit SHAOTEpPMYy € TeMmmeparypoil Hauana
I1aBJieHus, coctapistoeii 66°C, u nukosoil Temneparypoii npu 99°C. DSC moxeTt conepkaTb
BTOPYIO SHAOTEPMYy C TEMIIEpaTypoOl Hayaja IJiaBieHus, cocrapistomeit 145°C, u mukoBou
temrieparypoii 157°C. @opma I moxkeT xapakrepuzoBatbcsi Tepmorpammoii DSC no cytu Takoii,
KaK MoKa3aHo Ha ¢ur. 8.

Dopmy I MOXHO JOTOJIHUTENBHO OXapaKTEepU30BaATh c IIOMOLIBIO
tepmorpasuMerprdeckoro anannzaMm (TGA). @opma I mosker xapaktepusoBarbest kpusoit TGA
0 CYTH TaKOH, KaK IMOKa3aHo Ha ur. 9.

®opmy | MOYKHO TOTIOTHUTENBPHO OXaPAKTEPH30BATH C MOMOIIBIO THHAMHYECKON COpOIIH
napoB (DVS). @opma I moxer xapakTepuszoBaThesi rpadukoM uzotepmbl DVS mo cytu Takum,
KaK rmokaszaHo Ha ¢ur. 10.

Kpucrammueckas dopma Il moHOrMapara coenudesust A

@®opwma Il nemoHCcTpHpyeT Herurpockonudeckoe moseaeHre (MeHee 0,2% MOTJIOMICHHUS
Bonbl nipu 80% oTHOcuTenpHOU BiakHocTH). B oTnmume ot ruppara ¢opmel I, y dopmer 111
u3beraercs morepst BOAbI MPU HU3KOH OTHOCHTENBHOHN BJIAYKHOCTH (HANpPUMeEpP, OTHOCUTEIbHON
BIaKHOCTH 20% WM MeHblIe). DTO CBOIHCTBA SIBISIFOTCS HEOOXOOMMBIMH JUIS aKTHBHBIX

(I)apMaL[eBTI/ILIeCKI/IX HUHTPEAUECHTOB, B YaCTHOCTH, NpE€aAHA3HAYCHHbBIX JJIA TBEPABIX
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JekapcTBeHHbIX (popM. TouHBIE KONMYECTBA COCOUHEHHS A MOXKHO JO3UpPOBAaTh M H30€XKaThb
NOTPENIHOCTEH B3BEIIMBAHNUS (HAIIPUMED, TP TOTYUE€HUH COCTABOB MJIH JIEKAPCTBEHHBIX (POPM),
KOT/1a UCKJIFOYAeTCsl U3MEHEHUE COAEP KaHuUs BOABL

®opmy III MOXHO OXapakTepu3OBaTb C MOMOILIBID PEHTIEHOBCKOW IOPOLIKOBOU
mudpakrorpaMmbl. PEHTr€HOBCKYIO TOPOIIKOBYK OU(PPAKTOTPAMMY MOXKHO TMOJy4aTh C
NPUMEHEHNEM PEeHTTeHOBCKHX Jyuer K-anbda menu npu mymHe BoiHbI 1,5406.

PenTrenoBckasi mopomkoBasi audpakrorpaMMa ConepskuT nuku npu 16,4, 23,7 u 25,7
rpanyca nsa tera + 0,2 rpagyca nBa Teta. PEHTreHOBCKas MOPOIIKOBas AudpakTorpaMma MOXKET
JONOJIHUTENBHO coaepskaTh nuku npu 13,6, 17,9, 22,6, 24,5, 25,2 u 27,1 rpanycax asa tera = 0,2
rpagyca nBa TeTa. PEHTreHOBCKas MOPOLIKOBas IU(PPAKTOrpaMma MOXKET IOIMOJHUTEIBHO
CoIep KaTh [0 MEHbIIeH Mepe OAH MUK, BbiOpaHHbi u3 8,3, 8,6, 11,5, 14,0, 15,4, 17,5, 19,7, 22,0,
22,2, 24,0 u 29,9 rpanycos aBa Tera = 0,2 rpaayca Ba TeTa.

Pentrenosckas mopomkosast 1upakrorpaMmma MOKET Collep kaTh Muku npu 8,3, 8,6, 11,5,
13,6, 14,0, 15,4, 16,4, 17,5, 17,9, 19,7, 22,6, 23,7, 24,5, 25,2, 25,7 u 27,1 rpanycax asa tera + 0,2
rpaayca JiBa TeTa.

PenTrenoBckast mopomkoBast AuGpakTorpaMma MOXeT cozepkath muku npu 11,5, 16,4,
19,7, 23,7 u 25,7 rpanycax nsa tera + 0,2 rpagyca aABa TeTa.

®opma III MOkeT NOMOIHUTENBPHO XapaKTEPU30BATHCS PEHTTEHOBCKOW MOPOLIKOBOM
Au(PaKTOrpaMMOH € YETHIPBMS, IIATHIO, IIECTHI0, CEMbIO, BOCEMBIO, IEBATHIO TN O0JIee MIKaMy,
BBIOpAaHHBIMU U3 T€X ITUKOB, KOTOpBIE OnpeneseHsl B Tabnume 2. MoHOruapar CoeauHeHus A,
¢dopmbr  III  MOKET IOMOJHUTENBHO XapaKTePH30BATHCS PEHTTEHOBCKOH  MOPOLIKOBOM
nudpakTorpaMMoii, comepiKaliedl Takhue MUKW, KOTOpbIe OMpenesieHbl B Tabiuue 2, mpuyem
OTHOCHUTEJIbHAs ~ MHTEHCUBHOCTb TNHKOB  COCTaBjsieT Oonee  mpuOnusutenbHo 2%,
NPEATIOYTUTENbHO Oosee mpuOIH3UTENpHO 5%, OoJiee mpeanouTUTENIbHO Ooiee MPUOIH3UTETBHO
10%, Gonee mpeanoururenbHo Oonee mpubmM3uTENpbHO 15%. OnHako CHeuuaniucT B JAAHHOU
00J1aCTH TEXHUKH MOWMET, YTO OTHOCHTEJbHAss MHTEHCHBHOCTh MHKOB MOXKET HM3MEHSTBHCS B
3aBUCHMOCTH OT PA3JIMYHBIX 00PA3LOB U PA3IMUHBIX H3MEPEHUH JJIsl OMHOTO M TOTO JKe o0pasna.

®opma III MOXeT ANOMOJHUTEIBPHO XAPaKTEPU30BATHCS PEHTICHOBCKOM IMOPOLIKOBOU
I pakTOrpaMMOii IO CYTH TaKOH, KaK IMoKa3aHo Ha ¢ur. 1.

@opma III MoxeT Takke XapaKTepU30BATHCS TEPMOrpaMMon nuddepeHInanbHON
ckanupyromeii kamopumerpun (DSC), comepskameli SHAOTEPMY ¢ TEMIEpaTypod Hadvana
miaByeHus, cocrasistomeii 142°C, u nukosoit Temneparypoil npu 158°C. ®@opma III moxer
XapaKTepU30BaThCS TepMorpaMMoii nuddepeHnnanbHON CKAHUPYIOIEH KaTIOPUMETPHUH 110 CYTH
TaKOM, KaK MoKa3aHo Ha dur. 2.

Dopmy I MOXKHO IOIOJIHUTEIILHO OXapaKTEPU30BaTh c IIOMOLIBIO
tepmorpasuMerprdeckoro ananmnsza (TGA). @opma III moxker xapakrepusoBatbest kpusoit TGA
IO CYTH TaKOH, KaK IMOKa3aHo Ha ¢ur. 3.

®opmy Il MOKHO AOMONMHUTENBHO OXxapakTepuszoBaTh ¢ momowbio DVS. ®opma 111
MOJKET XapaKTepu30BaThes rpadgukoM n3otepMbl DVS 1o cyTu Takum, Kak rmokasaHo Ha ¢ur. 4.

I'padux  wm3orepmsr DVS wHa ¢ur. 4 ngemoncrpupyer, uro ¢opma III sBusercs
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HErUrpOCKONMUYECKOM.

Tonyuenue popmsl 111

®opmy III MoHoruapara coenuHeHUs: A MOXXHO MOJy4aTh MepeKpUCTAIIM3ALEH
COEIMHEHUs] A WM €ro rujpara Wil CoJlbBaTa, Hampumep, ruapata ¢opmsl I coenuuaenus A, u3
MOIXOASAIINM 00pa3oM BEIOPaHHON CMECH PACTBOPUTEIICH.

@opmy III mMoHOrmzapara coenwHEHHs A MOXKHO IOJIy4aTh CHOCOOOM, BKJIOYAIOIINM
craguu a) noOaBIeHNsI COENMHEHNs A WJIM €ro TMApaTa WIN COJbBaTa B CMECh STWiALETaTa U
STaHOJIA ¥ HATPEBAHMS 10 TEMIIEPATy pbl B AUana3zoHe ot npuoamurenabHo 30°C 1o TeMnepartyphl
KUTEHHs pacTBopuTess, b) nobasneHust BoApl B cMeCh U OTQHIBTPOBBIBAHUS JIFOOOTO OCasKa,
NOJ/IeP’KUBAHUS YKAa3aHHON TeMIlepaTypel, C) OOOaBJIEHUs H-TENTaHAa B CMECh, BBEICHUS
3aTpaBku Kkpuctammyeckod ¢opmsl III u monmneprkaHus ykasaHHOW Temmepatypbl, U d)
OXJIAXK/IEHUs] 10 KOMHATHOW TeMIepaTypbl ¢ MOJYYEHHEM OCaJKa KPUCTAJUINYECKOH (OpMBI,
IpUYeM KOJIMUECTBO BOABI COCTABJIsIET OT npubnusutensHo 0,1% Bec/Bec 1o npubausurenbHo 3%
BEC/BEC OTHOCHTENIHO OOLIero Beca PacTBOPUTENST, MPUYEM, B YACTHOCTH, KOJIUYECTBO BOJIBI
cocTasisier ot npubmmsurenbHo 1,0% Bec/Bec 10 npuONIM3nuTenbHO 3% BeC/BEC OTHOCHUTEBHO
o01mero Beca pacTBOPUTES.

B onHOM BapmaHTe OCyLIECTBJIEHMs KOJHWYECTBO BOJABI COCTABISIET MO MEHbINEH Mepe
0,3% Bec/Bec, B yacTHOCTH, 0,4% Bec/Bec, Oosee KOHKpeTHO Mo MeHbInel mepe 0,8% Bec/Bec, ere
Oonee KOHKPETHO 1o MeHbIIel Mepe 1,0% Bec/Bec OTHOCHTENBHO 001Iero Beca pacTopuress. B
OJTHOM BapHaHTEe OCYLIECTBIIEHHs KOJIMYECTBO BOJBI COCTABJISIET MO MeHbLIel mepe 0,3% Bec/Bec,
B yacTHOCTH, 0,4% Bec/Bec, B 4aCTHOCTH, 1O MeHbinell Mmepe 0,8% Bec/Bec, eie Oosiee KOHKPETHO
no meHblnel Mepe 1,0% Bec/BeC OTHOCHUTENBHO OOIIEl MacChl peaKLMOHHONW cMecH. B ogHOM
BapHUAHTE OCYIIECTBJICHUS] PEaKLIHOHHASI CMECh JOJDKHA CONEPIKaTh KOJIMYECTBO BOABI, KOTOPOE
npesbimaet B 0,038 pas3a KonM4eCTBO coeUHEHUs A.

B oxHOM BapuaHTe OCYILIECTBJICHUS KOJMYECTBO BOABI COCTaBJIsIET MakcUMyM 3,0%
Bec/Bec, 2,5% Bec/Bec, 2,0% Bec/Bec, 1,5% Bec/Bec uu 1,0% Bec/BeCc OTHOCUTENBHO OOIIEro Beca
pPacTBOPUTEIS.

B opHOM BapmaHTe OCYLIECTBIEHHS KOJIMYECTBO BOABI coctaBysieT 1,0% Bec/Bec
OTHOCHUTEJIbHO O0INEero Beca pacTBOpPUTENs. B ONHOM BapuaHTE OCYLIECTBICHUS KOJIHYECTBO
BOIBI cocTaBisier oT mnpudmmsurenbHo 0,3% Bec/Bec no npubnusurenvHo 1,5% Bec/Bec
OTHOCHUTEJIbHO O0INEero Beca pacTBOPUTENs. B ONHOM BapuaHTE OCYIIECTBICHUS KOJIHYECTBO
BOMBI cocTasysieT oT 0,3% Bec/Bec 10 1,5% Bec/BeC OTHOCUTETHHO OOIIETO BECa PAaCTBOPUTEIIS.

AnbrepratusHO, popmy III MoHOrHIpara coenmuHeHHs A MOXKHO TOJY4YaTh CIIOCOOOM,
BKJIFOYAIOIUM CTaIuH a) NOOaBIEHHs] COENMHEHHsI A WIIM €ro TUApaTa WIH COJbBAaTa B CMECh
BOIbl W M3ONPONIJIOBOIO CIHPTa W HArpeBaHUs 1O TEMIIEPaTypbl B JAMANa30HE OT
npubnusurensHo 30°C 1o Temmepatypbl KUMIEHHs pacTBOPHUTENS, b) moOaBlIeHUs H-TENTaHa B
CMecb, BEICHMs 3aTpaBKu Kpucrammmuecko ¢opmber III m mopmepkanus yka3aHHOH
TEMIEpPaTypbl, W C) OXJAKACHHUS [0 KOMHATHOH TeMmepaTrypbl C TMOJYYCHHEM OCalKa
KPUCTAJUTMUECKON (OPMBI, MPUYEM KOJUYECTBO BOABI COCTAaBIsIET OT mpubimsurenpHo 1,0%

Bec/Bec 10 npubnm3nuTensbHO 6,0% Bec/BeC OTHOCHTENBHO O0IIETo Beca PaCTBOPHUTEIISL.
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B onHOM BapuaHTe OCyLIECTBJIEHMs KOJMUYECTBO BOJbI COCTABIsE€T IO MEHbLIEH Mepe
2,0% Bec/Bec, B uacTHOCTH, 2,5% Bec/Bec, Oojiee KOHKPETHO Mo MeHbIel mepe 2,8% Bec/Bec, eime
OoJiee KOHKPETHO MO MeHbIel mepe 3,0% Bec/BeC OTHOCUTENFHO 00IIero Beca pacteopurens. B
OJTHOM BapHaHTE OCYLIECTBIEHHS KOJIMYECTBO BOJBI COCTABIISET IO MeHbLIeH Mepe 2,0% Bec/Bec,
B yacTHOCTH, 2,5% Bec/Bec, Ooyiee KOHKpPETHO Mo MeHblnei mepe 2,8% Bec/Bec, eme Ooiee
KOHKpPETHO 1o MeHbIneil Mmepe 3,0% Bec/Bec OTHOCUTENBHO 00IIeH MacChl PEaKIHOHHONH CMECH.

B onHOM BapuaHTe OCYLIECTBJIEHUS KOJMYECTBO BOJBI COCTaBIseT MakcuMyMm 5,5%
Bec/Bec, 5,0% Bec/Bec, 4,5% Bec/Bec, 4,0% Bec/Bec uiu 3,5% Bec/BeC OTHOCUTENBHO OOIIEro Beca
pacTBOpUTES.

B opHOM BapmaHTe OCYLIECTBIEHHMsS KOJIMYECTBO BOABI cocTaBisieT 3,5% Bec/Bec
OTHOCUTEJIbHO O0INEero Beca pacTBOpPUTENs. B OfHOM BapuaHTe OCYIIECTBIECHHS KOJIMYECTBO
BOABI COCTaBjsier OT mnpubnusurenvHo 2,0% Bec/Bec no mpubnamsutenbHo 5,0% Bec/Bec
OTHOCUTEJIbHO ODINEero Beca pacTBOpUTENs. B OnHOM BapuaHTe OCYIIECTBIEHUS KOJIMYECTBO
BOJBI cocTaBisieT oT 2,0% Bec/Bec 10 5,0% Bec/BeC OTHOCUTEIBHO OOIIEro Beca paCTBOPHUTENS.

Crnernmanuct B JaHHOH OOJIAaCTH TEXHMKH MOWMET, YTO AOCTATOYHOE KOJIUYECTBO BOJIBI
JOJIKHO TIPUCYTCTBOBATh B PEAKLIMOHHONW CMECH, U YTO KOHKPETHOE MUHUMAJIbHOE KOJINYECTBO
BOZABI 3aBUCUT OT KOJNIMYECTBA coequHeHus A. B ciyuae, xorga copepaHue BOAbI CIMIIKOM
BbICOKOE, (opma I coenuuenns A moxer oOpaszoBbiBaThesi BMecTO (opmsbl 111 coennuenus A, B
Clly4ae 4ero CozepKaHue BOIbI JOJKHO OBITh CHIIKEHO.

OOmuii BeC pacTBOPUTENS, HA KOTOPBIN CCBUIAIOTCS B ONUCAHUSX BBIIIE, OTHOCHUTCS K
obmeMy Becy pactBopuTtenisi, B kotopoM (opma III coemunennss A wim ero ruapat (Hampumep,
MOHOTHAPAT) WK COJIbBAT PACTBOPUMBI, HE BKJIFOUAsl aHTUPACTBOPUTEIH (BOY M H-TEMTaH).

Crierpranmuct B JaHHOHN 00J1aCTH TEXHUKHU TAKXKE MTOWMET, 4TO B CIy4ae, KOryia COeIUHEHHE
A, WCHONIB3yeMOe B Ka4yeCTBE HMCXOOHOro Marepuana npu nonydeHuu ¢opmel 111, sBisercs
THAPATOM, HEKOTOPOE KOJIMYECTBO BOABI OYyAET yk€ AOCTYIHBIM B CHCTEME M3 HCXOTHOTO
MaTtepuana. B ciydae, korna He SIBASIOLIUICS THAPATOM COJBbBAT COENMHEHHUS A HCIOJB3YIOT
BMECTO 3TOTO B KAY€CTBE HCXOAHOIO MaTepUaa, CrIelHaIICTy B JaHHON 00JIacTH TEXHUKH OyaeT
MIOHSITHO, YTO OOJIbIIIE BOBI CIIeAyeT NOOABIISITh B CMeCh IIs MoTy4eHus Tpedyemoro % Bec/Bec.

CoenuHeHne A wiM ero rUApaT WIM COJbBAT MOTYT BKJIIOYATh KPUCTAIJIHYECKYIO
ruapatupoBaHnyo ¢gopmy I Temmepartypa, A0 KOTOpOH CMeChb HarpeBarOT B Crocofax,
ONMHCAaHHBIX B JAHHOM JIOKYMEHTE, MOXKET COCTaBisTh OT mnpudmmsurensHo 40°C  nmo
npubnusurensHo S5°C. Ha cramum a) cMech MOYKHO HarpeBaTh B T€UEHHE MO MeHbIuel Mepe 30
MUHYT WK 0 MeHbinei Mepe 1 gaca. Ha cranuu, roe noOaBisitOT H-TeNTaH, MaTepual 3aTPaBKH,
NPEACTABISIIOINN co0oi kpuctammyeckyro ¢opmy III, MoxkHO n00aBisATH B CMeCh IOCHE
no0aByieHUs] H-TENTaHa, U TEMIIEPATyPy MOXKHO MOANEPKUBATH B TEUCHHUE IO MEHbLIEH Mepe 4
4yacoB. JIOMONHHUTENBHYIO TMOPLUIO H-TENTaHA MOXKHO MEIJICHHO AO00aBISITh B TEUEHHE IO
MEHBIIIeH Mepe 5 4acoB, B YACTHOCTH, B T€UEHHE 10 MEHbIIEH Mepe 8 4acoB, OoJiee KOHKPETHO B
TeueHne no menpuienn Mepe 10 gacos. Ha cragum, rae cMech OXJaXKAarOT A0 KOMHATHOM
TeMIlepaTypbl, CMECb MO)KHO IepeMelnBaTh INPU KOMHATHOM TeMIlepaType B TeueHue IO

MeHbIIeH Mepe 12 9acos.
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Criocobbl, onMcaHHBIE B TAHHOM JOKYMEHTE, MOTYT JOMOJHUTEIBHO BKIIOYATh CTAaIUIO
OT(UIBTPOBBIBAHMS OCAllKa U NMPOMBIBAHUS YKAa3aHHOTO ocaaka H-rentaHoM. Crioco® Moxker
JOTIOJTHUTENBHO BKJIFOYATh CTAIMI0 BBICYIIMBAHUS OCAJKa IOJ BaKYyMOM, HEOOs3aTE€NbHO IPU
Temneparype ot npudnuzutenbHo 45°C no npubnmsurensao 55°C.

@opmy III moHOrHIOpaTra COeqUHEHUs] A MOXKHO TMOJyYaTh CIOCOOOM, BKITFOYAIOIINM
craguu a) Ao0aBleHUs COENMHEHHMs A WIM €ro TMApaTa WM COJbBaTa B JSTHJALETAT WIH
U30TPOIMIALeTaT U b) mepeMeInnBaHusl OTyYeHHON CyCIIEH3UH MPH TEMIIEpaType B IHUANa30He
ot npubnusurensHo 30°C o TemmepaTypbl KHIIEHHS PAaCTBOPHUTENS C IOJYYEHHEM OCajKa
KPHUCTAJUTNUECKOro MoHoruapara coenuaenust A, popmsl III. Coennnenue A unm ero ruzipart uim
COJIbBAT MOJKET BKJIFOYATh KPUCTAJUINYECKYIO THAPATHPOBAHHYIO hopmy [

Temneparypa, 10 KOTOpPOH CMeCh HAarpeBarOT, MOXET COCTABJIATH OT MPUOIUZUTENHHO
40°C no npuOIM3UTEIBHO TEMIIEPATYPbl KUIIEHHUs PACTBOPHUTENS Wil OT npubnusutensHo 50°C
10 TPUONU3UTENBHO TEMIIEpPaTypbl KUIIEHUsI pacTBOpuUTessa. TemmnepaTypa, 10 KOTOPOH CMeCh
HArpeBaroT, MOXET cocTaBiATh npuonusurenabHo 60°C. CyCneH3H0 MOXHO NEpeMElINBaTh B
Te4eHHe MO MeHbllel Mepe | AHs, Mo MeHblIed Mepe 2 AHEH, O MeHblIeH mMepe 3 AHEH, Mo
MeHbLIeH Mepe 4 AHEH WM [0 MEeHbIIEN Mepe 5 qHel.

Crioco0 MOXEeT [OMOJHHUTENBHO BKJIIOYATh CTAAHIO C) OT(QHIBTPOBBIBAHHS OCAIKA.
Croco0 MOXET NOMOJHUTENBHO BKJIKOYATH CTaAMIO d) BBICYIIMBAHUS OCAIKa IOA BaKyyMOM,
HeoOs3aTeNIbHO TIPH TeMIiepatype ot npudnusurenbHo 45°C no npubnusurensho 55°C.

AnbrepratusHo, popmy III MoHOrHIpaTa coenmuHeHHss A MOMHO TMOJNy4YaTh CIIOCOOOM,
BKJIFOYAIOLIUM CTaIuM a) NOOaBIIEHHs] COEIMHEHHs] A WJIM ero TUApaTa WIH COJbBaTa B CMECh
BOJIbI M H30IIPOITUIJIOBOTO CITUPTA U b) MepeMenrBaHus MOy YeHHOH CyCIIeH3UH TIPU TEMITepaType
B uanasoHe oT npuonusutesibHo 30°C 1o TeMrepaTypbl KUIIEHUS] PACTBOPUTEIIS C MOy YSHHEM
ocaZKka KpUCTauIn4eckoro MoHoruaparta coenuHenuss A, ¢opmsl III. Coenunenune A wuim ero
THAPAT WU COJIbBAT MOXKET BKIIFOYATh KPUCTAJIMUECKYIO THAPATUPOBAHHYIO opmy L.

Temmneparypa, 10 KOTOPOH CMeCh HArpeBarOT, MOXKET COCTABJIATH OT MPUOIUIUTENILHO
40°C no npuOIM3UTEIBHO TEMIIEPATYPbl KUTIEHHS PACTBOPHUTENS WIA OT npubsusutensHo S0°C
10 TPUOTU3UTENIBHO TEMIIepPaTypbl KUIIEHUsT pacTBOpUTEsl. TemmepaTypa, 10 KOTOPOH CMeCh
HArpeBaroT, MOXET COCTaBJATh npudmusutenbHo 60°C. CyCneH3M0 MOXKHO NMEpPEeMENINBATh B
TeUeHUE MO MeHbIed mMepe | NHs, Mo MeHbLIel Mepe 2 AHEH, MO MeHbIIeH Mepe 3 OHEeH, 1o
MEHbIIEH Mepe 4 THEeN WM 10 MEeHbIIEH Mepe 5 qHel.

Croco® MOXXET AONOJHHTENBHO BKJIIOYATh CTAOHIO C) OT(HIBTPOBBIBAHHUS OCAJIKA.
Crioco® MOKET IOTONHUTENBHO BKIIKOYATh CTanui0 d) BBICYIIHMBAHHS OCAJKa IMOJ BaKyyMOM,
Heo0s13aTeNIbHO TpU TeMIiepatype oT npudiamsurensHo 45°C no npubmmsurensao 55°C.

Komnosuiuu

Jlaxke HeCMOTpsl Ha TO, UYTO COEIMHEHHUS M3 BAPUAHTOB OCYILIECTBJIECHUs HACTOSLIErO
n300peTeHNsI MOJKHO BBOAHTD OT/AEIBHO, X OOBIYHO Oy 1y T BBOIUTH B CMECH C (hapMaLeBTHIECKH
NpUEeMIIEMBIM HOCHUTENeM, (apMaleBTHYECKH MPHEMIIEMbIM BCIIOMOTATENIbHBIM BEIECTBOM
/v (papMalleBTHUECKA TIPUEMIIEMbIM pa30aBUTEIeM, BBIOPAHHBIMH B 3aBUCUMOCTH OT

NPEATIoNaraeMoro MyTH BBENEHUs M CTAaHAAPTHOH (papMameBTUYEeCKOH WM BeTepUHAPHON
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npaktuku. TakuMm 00pa3oM, KOHKPETHBIE BAPUAHTHI OCYIIECTBIEHHUS HACTOSIIEr0 N300pEeTeHHUs
HampaBJeHbl Ha (apMaLeBTUUECKWE W  BETEPUHAPHBIE KOMIIO3WLMH, COIEpIKaline
kpucrajmueckyro ¢opmy III MoHormppara coemuHeHHs A W MO MeHbIIEH Mepe OIHH
NPUEMIIEMBI HOCUTENb, (PapMalleBTUYECKU NMPUEMIIEMOE BCIIOMOTATENIbHOE BEINECTBO /WK
(bapMaLieBTHUECKH TPUEMIIEMBIH pa30aBUTENb.

B xauecTtBe npumepa B (papMaLeBTHUECKUX KOMIIO3HLUAX U3 BAPUAHTOB OCYIIECTBICHHS
HACTOSIIIEro n3o0peTeHns kpucramumdeckyro ¢opmy III moHOrMapata coenuHeHHs A MOXKHO
CMeIINBaTh C JEOOBIM(JIFOOBIMH) MOAXOAAINM(TIOAXOAAIINMHI) CBA3YIOIUM(CBSI3YIOIUMH),
CMa3bIBAKO LM BEIIECTBOM(BEIECTBAMH), CYCIIEHIUPYOLINUM
CpencTBOM(CpencTBaMHU ), BEIIeCTBOM( BEIIECTBAMM) TUTST HAHECEHMUS MTOKPBITHS,
COJIFO OMITH3UPYIOIITUM CPEACTBOM(CPEICTBAMH) U UX KOMOWHAITUSIMU.

Tsepable nekapcTBeHHbIE (OPMBI I IEPOPATBHOTO BBEACHUS, TAKHE KaK TaOIEeTKU WIN
KaIiCyJibl, COjep Kalie KPUCTAUIMYECKYI0 (OpMy IO HACTOSINEMY H300PETEeHHIO, MOXHO
BBOJUTH 10 MEHbINEH Mepe B ONHOW JIeKApCTBEHHOH (opMe OJHOBPEMEHHO, B Ciydae
HeoOxoaumocTH. Takke BO3MOXHO BBEINCHHE KpUCTAIMYECKOH (opmbel B cocraBax C
3aMEJICHHBIM BBICBOOOXKICHUEM.

JononuutenbHble GOPMBI Ui MEPOPATBHOTO BBEIEHHS, B KOTOPBIX KPHCTAJUINYECKYIO
(bopMy MOKHO BBOAMTH, BKIIFOUAIOT HACTOWKH, PACTBOPBI, CUPOIIbI ¥ CYCIIEH3UH; TIPUUYEM Kaxast
Heo0s3aTeIbHO COIEPIKUT apOMATH3aTOPBI M KPACUTEIH.

AJBTEepHATUBHO, KPUCTAJUTMUECKYIO (POPMY MOXKHO BBOAWTH IOCPENCTBOM HMHIAJSILIUH
(BHYTpUTpaxeaabHON WM UHTPAHA3AIbHON) WIIH B BU/IE CYTIITO3UTOPHS HITH TIECCAPHS HITH MOYKHO
HAaHOCUTb MECTHO B BHE JIOCbOHA, PaCTBOpPa, KpeMa, Ma3u Wi Npuckinku. Hampumep, ee MoxHO
BKJIFOYATh B KPEM, COICPIKALIMA, COCTOSIIIMN U3 W/HIIH 1O CYTH COCTOSILIHMIA U3 BOIHOU 3MYJIbCUU
MOJIMATUIICHTITUKOJIEH Wit skuakoro napaguHa. Ee Takske MOXKHO BKITFOYATh B KOHIEHTPALIUU OT
npubm3uTenbHO 1% no npubmmsutensHo 10% mo Becy kpema B Masb, COIEPIKAIIYIO, COCTOSIIYEO
U3 W/WIU 1O CYTU COCTOSIIIYIO M3 OCHOBBI U3 BOCKA WJIM MSTKOTO napaduHa BMECTe C JIFOOBIMU
CTa0MIM3aTOpaMu M KOHCEPBAHTAMH, KOTOpPBIE MOTYT TpeOOBaThCs. AJBTEPHATHUBHBIE MYyTH
BBEJIEHUS BKJIOYAIOT TpaHCIEPMAllbHOE BBEJEHHE C [IOMOLIBI0 UYPECKOXKHOIO WU
TpPaHCIePMaJIbHOTO TLIACTHIPS.

dapmareBTHYeCKHe KOMIIO3UIMU IO HACTOSIIEMYy H300peTeHHr0 (a TakXKe TOJIBKO
kpucrajunueckyro ¢opmy Il MoHormapara) Takke MOKHO BBOAMTH MOCPEICTBOM HHBEKLIUU
NapeHTepalibHO, HAIMpUMep, BHYTPUKABEPHO3HO, BHYTPUBEHHO, BHYTPHUMBIIIEYHO, MOIKOXHO,
BHYTPHKOXXHO WJIM UHTPATEKAIbHO. B 3TOM ciydae koMmno3uuuu OyayT TakKe BKJIFOUYATh I10
MeHbIIeH Mepe OHO U3 MOAXOASIIEr0 HOCUTENS, MOAXOAALIEro BCIIOMOTaTeIbHOIO BELIeCTBa U
MOIXOASIIETO pa30aBUTEIS.

Jlns mapeHTepanbHOTO BBEACHUS (hapMaLEeBTHUECKHE KOMIIO3ULUH TI0 HACTOSIIEMY
n300pETEHHUIO JIy4llle BCEro HCIOJIb30BaTh B BHIE CTEPHIBHOIO BOJHOTO PAaCTBOPA, KOTOPBIH
MOXXET COAep:KaTb Jpyrue BelLIecTBa, HalpuMep, JOCTaTOYHOE KOJIMYECTBO COJied U
MOHOCAXapUAOB JJis TOJy4Y€HUsl PaCTBOPA, H30TOHUYHOTO KPOBU.

I[J'If[ 6YKKa.]'II:>HOFO WIN IIOABA3BIYHOI'O BBCACHUA (I)apMaI_[eBTI/ILIeCKI/Ie KOMITIO3UIIHUH IIO
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HACTOSIIEMY M300pPETEHHI0 MOKHO BBOAHUTH B BHJE TAOJETOK WJIM MACTHIOK, KOTOPBIE MOXHO
COCTABJIATH OOBIYHBIM CITOCOOOM.

B kauecTBe HONMOJHUTENBHOTO MpuMepa GapMaleBTHIECKHE KOMIIO3ULIUH, COAEpIKAIIUe
KPHUCTAJUTMUECKYI0 (OPMYy B Ka4yeCTBE aKTHBHOTO (hapMaleBTHYECKOTO HHIPEAHEHTA, MOXHO
NOJIy4aTh MyTeM CMEIINBAHHUS KPUCTAJUINYECKOH (OpMBI ¢ (papMameBTUYECKH MPUEMIIEMBIM
HocuTeneM, (papMaleBTUYECKH TNpUeMieMbIM pa3OaButeneM W/win  (GapMaLeBTHUECKU
NPUEMJIEMBbIM BCIIOMOTAaTEIbHBIM BELIECTBOM COTJIACHO OOBIYHBIM TEXHHKAM COCTaBJICHHUS
dapmaneBTHUecKux npenapaToB. Hocurenb, BcioMoratenbHOE BELIECTBO U pa3daBUTENb MOTYT
MPUHUMATh MIMPOKOE pa3HooOpasue (Gopm B 3aBUCHMOCTH OT HEOOXOIHMMOTO MyTH BBEIEHUS
(HampuMmep, TepOpaibHBINA, MapeHTepadbHBId W T. 1.). Takum o0Opa3om, B Ciydae >KHIKUX
IpenapaToB AJis IEPOPATBHOTO BBEEHHS, TAKUX KaK CYCIIEH3UH, CHPOIIbI, HACTOMKH 1 PaCTBOPHI,
MOJXOALINE HOCUTENHN, BCIOMOTaTeNIbHbIE BEIECTBA U Pa30aBUTENN BKIKOYAIOT BOAY, TIIMKOJH,
Macla, CIHMPThI, ApOMAaTHU3aTOPbl, KOHCEPBAHTHI, CTAOMIN3ATOPBI, KPACUTEIH U T. I, B ClIydae
TBEPJIbIX JIEKAPCTBEHHBIX CPECTB AJIsl IEPOPAIBHOIO BBEACHHUS, TAKUX KaK MTOPOLIKH, KaIICyJIbl U
TabJeTKN, TMOAXOASIINE HOCUTENH, BCIIOMOTAaTEeNbHbIE BEIECTBA U Pa30aBUTENIM BKIOYAIOT
KpaxMajbl, caxapa, pa3z0aBuUTeNH, CHOCOOCTBYIOLIME TPAHYJSALUUA CPEACTBA, CMAa3bIBAIOIIUE
CPeICTBa, CBA3YIOLIME, pa3pbIXJIUTEIM M T. NI. TBepiable JEKapCTBEHHBbIE IpenapaThl AJs
NepOPaJIBHOTO BBEACHUE TAKXKE MOTYT ObITh HEOOS3aTEIBHO MOKPHITHI BEIIECTBAMY, TAKUMH KaK
caxapa, WIM HMETb SHTEPOCOIIOOMIBHOE MOKPBITHE, YTOOBI PEryJHpOBaTh OCHOBHOW CaMT
abcopbumu u ne3uHTerpauuu. sl mapeHTepaJbHOrO BBENEHUs HOCUTEIb, BCIIOMOTAaTeIbHOE
BEIIECTBO U pa3daBUTENh OyayT OOBIMHO BKJIIOYATh CTEPUIIBHYIO BOIY, a APYTHUE MHIPEAHEHTHI
MOKHO H00aBJSAITH JJIsl TIOBBILIEHHS PACTBOPUMOCTH M KOHCEPBALMU  KOMITO3ULIHMH.
HUnbenupyemMbie CyCNEH3WH WM PAaCTBOPbI TAKXKE€ MOXKHO IMOJy4YaTh C TOMOIIBIO BOJHBIX
HOCHUTEJel BMECTe ¢ MOAXOASLINMH J00aBKaMH, TAKUMH KaK COJFOOMIIN3ATOPBI 1 KOHCEPBAHTHI.

Tepaneprryecku 3G HeKTUBHOE KOJUYECTBO KpucTajuinuaeckoil gopmser I Mmonoruapara
coeqnHEeHUsT A wWiu ero (papManeBTHUECKOH KOMIIO3UIMHM BKJFOYAET IHANa30H 703 OT
npubnusutensHo 0,1 mMr no npubmmsurensro 3000 Mr wiu 1000€ KOHKPETHOE KOJIMYECTBO WITH
IWanasoH B IMpefeNax BbIIEYKa3aHHOTO, B YACTHOCTH, OT NpuOmu3uTensHo | Mmr 1o
npubnusutensHo 1000 Mr wim r000e KOHKPETHOE KOJMYECTBO WM JHANa30H B Ipenesax
BBILIEYKA3aHHOTO WIH 00Jiee KOHKPETHO OT mpubausutenpHo 10 Mr 1o npubnusutensHo 500 mr
Wi JF000€ KOHKPETHOE KOJMYECTBO WJIHM JIMANa30H B MpeAeiax BBIIEYKa3aHHOTO, aKTHBHOTO
(hapMaLIeBTHUECKOTO UHTPEUEHTA B CXEME BBEACHHS OT MPUOIU3UTENBHO 1 10 MpUOIH3UTEIPHO
(4x) B cyTKH AJis UenioBeka cpeaHero Beca (70 Kr); XOTs CelUaIiCTy B JAHHON 00JIACTH TEXHUKU
OYEBHUJIHO, YTO TEPANeBTUYECCKH 3PPEKTUBHOE KOJUYECTBO Ui YKA3aHHON KPUCTAJUTMYECKON
¢dbopmbl Oyner BapbHUpPOBaTh B 3aBUCUMOCTH OT 3a0O0JIeBaHUM, CHHIPOMOB, COCTOSIHHHM U
HApYIIEHHUH, KOTOpble HEOOXOIUMO JIEUHUTb.

Jns  mepopanbHOro BBeACHHUs (apMaleBTUYECKass KOMIIO3HMLHUS, B YaCTHOCTH,
npencTaBieHa B Buue TabneTok, comep:kamux npudmusutenpHo 1,0, mpubnusurensHo 10,
npubmmsurensio 50, mpubmmsurensho 100, mpubnusurensHo 150, mpubmusurtensho 200,

npubnusurensHo 250 u npubmusurensHo S00 MUIIIHTpaMMoOB KpucTajuindeckoit ¢opmbr 111
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MOHOTHJIpaTa COeIMHEeHus A.

Jns  mepopanbHOro BBeAEHUs (apMaleBTUYECKass KOMIIO3MLUS, B YaCTHOCTH,
MpeacTaBieHa B BUAE KarcyJ, coaepxamux npudmmurensuo 1,0, mpubmusurensHo 10,
npubnusurensHo 50, mpubnusurensHo 100, mpubmmsurensro 150, mpubnusutensHo 200,
npubnusurensHo 250 u npubmusurensHo 500 MUIIIHTpaMMoOB Kpuctajuindeckoit ¢opmbr 111
MOHOTHIpaTa COeIMHEeHus A.

BapuaHT ocyInecTBieHUs] HACTOALIETO U300PETEHNsI HalpaBileH Ha (apMaleBTHUECKYIO
KOMITO3ULIMIO Uil TIEPOPAIbHOTO BBENEHHs, COAEPKAllyK Kpuctajumdeckyro (opmy III
MOHOTHAPATa COEANHEHNsI A B KOJHUYECTBE OT NMPHOIM3UTENBHO 25 Mr 1o npubnusurensHo 500
M.

IIpenmyimecTBeHHO KpucTaundeckyro ¢opmy III MoHOrMapara coeauHeHUs A MOXKHO
BBOJIUTb B €JMHUYHON CYTOYHOM 103€, WM OOLIyI0 CYTOUHYIO A03y MOXKHO BBOAHTH B BHIE
pa3aeneHHbIX 103 ABa, TPU WK 4 pa3a B CyTKH.

OnrtumanbHble TO3UPOBKH KPUCTATMYECKOH (POPMBI, KOTOPBIE CIIENYET BBOAUTH, MOTYT
ObiTb O€3 Tpynma ompeneneHbl W OyAyT M3MEHSTHCS B 3aBUCUMOCTH OT KOHKPETHOIO
UCIIOJIb3YEMOIO COEAUHEHUs, IyTU BBEIECHUS, AKTUBHOCTU IIpenapara MU INPOrpecCUpPOBAHUS
3a00JeBaHysl, CHHAPOMA, COCTOSIHMS MM HapyuieHus. Kpome Toro, ¢axtopel, CBS3aHHBIE C
KOHKPETHBIM CyOBEKTOM, MOJBEPraeMbIM JICUEHHUIO, B TOM YHCJIE IOJ, BO3PAcCT, BEC, PALHOH
cyObekTa 1 BpeMst BBeZieHHs1, Oy Iy T IPUBOIUTD B pE3yJIbTaTe K HEOOXOAMMOCTH PETyJIMPOBKH 7103
1151 IOCTHKEHUS COOTBETCTBYHOLIETO TEPANIEBTUYECKOTO YPOBHS U JKE€JIA€MOT0 TEPaNeBTUIECKOIO
s¢pekra. BrimeykasaHHble JO3MPOBKH, TAaKUM OOPa3oOM, SIBJISIOTCS WJUTFOCTPATHBHBIMH IS
YCPEOHEHHOro ciiy4yasi. MoryT ObITh, KOHEYHO, OTHENIbHBbIC CIy4Yau, e HeoOXOomuMmbl Oolee
BbICOKME WM Oojiee HU3KHE JHANa30Hbl JO3MPOBOK, U OHU HAXOMAATCS B Mpenesax o0bema
HACTOSIIIEro H300PETEHMSI.

Cnoco0bl JieueHust

Kpucrammyeckyio popmy Il MmoHOrMApaTa coearMHEHUs] A MOKHO BBOIAUTH B JIFOOOH 13
BBILIEYKA3aHHBIX KOMIIO3ULIUA U CXEM AO3UPOBAHMS WIHM MOCPEACTBOM TAKUX KOMIO3ZULIUNA U
CXE€M JO3MPOBAaHMS, KOTOPbIE YCTAHOBJIIEHbl B MJaHHOW OONacTH, KOrga NpPUMEHEHHE
KPHUCTAJUTHUECKOH (hOpMBI TpeOyeTcst Uit CyOBeKTa, Hy KIAOLIEr0Cs B 3TOM.

Kpucrammueckas ¢opma III mnpuromHa B cmocobax — JIeYeHUs, YMEHBIIEHHS
UHTEHCUBHOCTH W/WJIH TIPENYIPEKACHUS 3a00I€BaHUs, CHHAPOMA, COCTOSIHUS WIJIM HAPYLICHHS,
Ha KOTOpOe BO3IEHUCTBYIOT nmyTeM noaasienuss MALT1. Takue cmocoObl BKIFOYAKOT, COCTOSIT M3
W/WUJTY TIO CYTH COCTOSIT M3 BBEICHUS CYOBEKTY, BKIIFOUAs! JKUBOTHOE, MIIEKOITHTAIOIIIEE U YEJIOBEKA,
HY>KJAIOIIErocss B TAKOM JICUEHHH, YMEHBbIIEHHH WHTEHCUBHOCTH W/WIN TPEenyTNpekIeHHH,
TepaneBTHUeCKd 3(dexTruBHOrO KoamuecTBa Kpucraumdeckoil ¢opmbr Il mMonormappara
coequHeHus A.

OnuH BapuaHT OCYIIECTBIEHHS HACTOSIIEr0 H300PETeHNsT HAMIPABJIEH Ha CIIOCO0 JIEUeHUS
3aucsmero or MALT1 unn onocpenoBarnoro MALT1 3a0oneBanust MK COCTOSIHUS Y CyOBEKTa,
HY>KJAIOLIErocsi B 3TOM, BKJIIOYAsl )KUBOTHOE, MIIEKOMUTAIOLIEE U YEJIOBEKA, HYKAAKLIErocs B

TAKOM JIEUEHUH, BKJIFOYAIOIINI BBEIEHHE CyOBEKTY TepaneBTHUECKH 3P (PEKTUBHOTO KOIMYECTBA
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Kpuctaumaeckoit ¢popmer 111 MoHOTMApaTa coenuHeHus A.

B npyrom Bapuante ocyuiectBieHus 3asucsiee oT MALTI] unu omnocpenoBaHHOE
MALT1 3aboneBaHue WK COCTOSTHHE BBIOPAHO U3 PaKa T€MOTIOITHYECKOTO TIPOUCXOKICHUS WU
COJIMAHBIX OIyXOJIEH, TAKMX KAK XPOHUYECKOIO MHEJIOTCHHBIN JIEMKO3, MUEJTOUAHBIN JIEHKO3,
HEXOJDKKUHCKas tuMpoma u apyrue B-knerounsie muM@pomeL

B uactHOCTH, KpucTajumueckas ¢popma III moHormapara coenuHeHHss A MPUrOgHA IS
J€YEHHWsT WJIM YMEHBIIEHUS HWHTEHCHUBHOCTH 3a00JNeBaHUH, CHHIPOMOB, COCTOSHUH WU
HapylIeHni, Takux kak au¢¢ysHas B-kpynHoxnerounas mumpoma (DLBCL), nmumbpoma u3
knetok MantuitHoit Tkanu (MCL), gomnukynsapras numbpoma (FL) n numdoma numbonnHoi
TKaHH CIU3UCTBIX obonouek (MALT).

bonee koHkperHO, kpuctauueckas ¢opma III MoHOrmapara coenuHeHust A nMpUroxHa
IUIA JIEYEHUS] WIM YMEHBIIEHHs] MHTEHCHUBHOCTH Au(p(y3HON B-KpymHOKIETOUHON JUMQPOMBI
(DLBCL), numdomsbl u3 kinerok MantuiiHod TkaHu (MCL), dpomnukynsapHoit numdomsl (FL) u
auMpoMbl TUMPOUIHONW TKaHU CIM3UCTBIX obomouek (MALT), BkirOHaroInero BBEICHUE
CyOBeKTy, HYXXAAIOIEMyCsl B 3TOM, TepaneBTHYeCKH 3()(HEKTHBHOrO KOJIMUECTBA YKa3aHHOM
KPHUCTAJUTHUECKOH (HOPMBI.

Kpowme Toro, kxpucramumueckast ¢popma III MoHOrnapara coemquHeHUss A NPUroOxHA A
J€YeHUs] WIM YMEHBIIEHHs WHTEHCHBHOCTH HMMMYHOJOIMYECKOTO 3a00JeBaHMs, CHUHIAPOMA,
HApYLIEHUsI MM COCTOSIHUS, BBIOPAHHOTO M3 TPYMIIbI, COCTOSAIIEH M3 PEBMATOMIHOIO apTpUTa
(RA), ncopuatuueckoro aptputa (PsA), ncopuasza (Pso), szBennoro konura (UC), Gonesnu
Kpona, cucremHoi kpacHoit Bosyanku (SLE), acTMbl M XpOHMYECKOTO OOCTPYKTHBHOTO
3abonesanus gerkoro (COPD).

B oxHOM BapuaHTe OCYINECTBJIEHHUS BUBI PaKa, Uil KOTOPBIX MOXKET MPHUHOCHTD MOJIb3Y
JIeYeHHe C MOMOLIBI0 Kpuctajumdeckoit popmoit 111 moHoruapara coenuaeHust A (MHTHOUTOpPA
MALTI), BrmouaroT 0e3 orpaHuyYeHust JUM(OMBI, BHUIbI JIEHKO3a, KapPLUMHOMBI U CAPKOMBI,
Hampumep, HexXOMKKUHCKYro JuMmpomy (NHL), B-knerounyro NHL, nmuddysnyro B-
kpynHokyerounyo Jumpomy (DLBCL), mumdpomy u3 kinerok wmantuitHoit tkanm (MCL),
bommukysapayro umpomy (FL), mumbpomy umdpounHol TKaHu CIU3UCThIX obonouek (MALT),
auM(oMy M3 KJIETOK MaprHHAJIbHOH 30HBI, T-kieTtounyro mumdomy, aumdomy XOmKKUHA,
muMpomy bepkuTra, MHOXKECTBEHHYIO MUEIIOMY, XpOHHUYeCKui uMmdoruTapHbii eiiko3 (CLL),
MEJIKOKJIETOuHY0 JMponutapayro auMmpomy (SLL), makpornoOynuHemuto BanbneHcrpema,
muMmpobnactabiii  T-kIeTOUHBbIH  JIEHKO3, XPOHWYECKUH MuenoreHHeld Jeiiko3 (CML),
BOJIOCATOKJIETOYHBIN JIEMKO3, OCTPhIA JTUM(POONACTHBIM T-KJIETOUHBIN JIEHKO3, TIa3MOLIUTOMY,
UMMYHOOJIACTHBI ~ KPYITHOKJIETOYHBIH  JIEMKO3, MErakapuoONacTHBI  JIEWKO3, OCTPBIA
MerakaproOJaCTHBIM JIEHKO3, MPOMHUENIOLHUTAPHBIN JIEWKO3, SPUTPOJIEHKO3, ((HOPMBI TIIHOMBI)
TOJIOBHOTO MO3Ta, BUAbI IIIHOOJIACTOMBI, paKk MOJIOYHOH JKeJe3bl, KOJOPEKTAJIbHBIA pak/pak
TOJICTOH KHIIKH, PaK MPENCTaTEIbHOMN JKeJe3bl, PaK JIEFKOr0, B TOM YHCJI€ HEMEIKOKJIETOYHBIMH,
PaK >KeJIyAOYHO-KHIIEYHOTO TPAKTA, PaK SHAOMETPUS, MEJIAHOMY, PaK TOKENTyTOUHOH JKeNe3bl,
paK meueHH, paK MOYKH, TUNIOCKOKJIIETOUHYIO KapLIMHOMY, PaK SIMYHHUKA, CAPKOMY, OCTEOCAPKOMY,

pak H.IPITOBPII[HOﬁ JKEJIE3bL, paK MOYEBOr0 My3bIps, paK rOJOBBI U HICH, paK AHWYKA, CAPKOMY
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IOwunra, padgomuocapkoMy, Meayuio0nacToMy, HEHpOOIaCTOMY, paK MIEHKH MAaTKH, IMOYEYHO-
KJIETOYHBIA paK, YPOTEIHaJbHBIN PaK, paK BYJIbBBI, Pak MHIIEBOAA, PaK CIIOHHBIX JKENe3, pak
HOCOTJIOTKH, paK IeKH, pak potoBod nmojoctd U GIST (racTpOoMHTECTHHANBHYIO CTPOMAJIBHYIO
Oy XOJIb).

B npyrom BapumanTe ocymecTBieHHs kpucraumdeckas ¢opma III monOrmmpara
COEIMHEHUs] A MOXKET ObITh MIPUTOAHA IJIS JICYSHHUSI UMMy HOJIOTHUECKUX 3a00JIeBaHUH, BKIIOUast
0e3 orpaHMueHus ayTOMMMYHHbIE U BOCHAJHTEJIbHbIE HAPYLIEHUs, HANpPUMeEp, apTpHT,
BOCTIAJINTEJIbHOE 3a00JIeBaHNE KUIIEYHUKA, TACTPUT, AHKMJIO3UPYIOIIUI CIIOHIMIINT, SI3BEHHBIN
KOJIUT, TaHKpeaTuT, Oone3Hb KpoHa, Lenuakuio, pacCessHHBIN CKJIEPO3, CHCTEMHYIO KPacHYIO
BOJIYaHKY, BOJTYAHOYHBIN HE(PPUT, pEBMATHUYECKYIO JTMXOPAIKY, MOJArpy, OTTOPKEHHE OPraHOB
WY TPAHCIUIAHTATOB, XPOHUUECKOE OTTOPKEHHE AJUIOTPAHCIUIAHTATA, OCTPYIO HIIH XPOHUYECKY IO
peakuuo "TPaHCIUIAHTAT MPOTUB XO3MHA", IEPMATHUT, BKJIFOUAsi aTOMUYECKUH, JEPMaTOMHO3UT,
ncopuas, Oosne3Hp bexdera, yBeuT, MuacTeHuro gravis, 3a0oneBaHue I 'peiiBca, THUpPEOUAMT
Xammumoro, cuHzapoMm Illerpena, HapyiieHuss npu My3bIpUyaTKe, CHUHAPOMBI BAaCKYJINTA,
OTOCPENOBAHHOIO AHTUTEJIAMU, UMMY HOKOMITJIEKCHbBIE BACKYJIUTHI, aJlJIeprUdecKie HapyLIeHMUs,
acTMy, OpOHXHT, XpoHHYecKoe oOCTpykTHBHOEe 3aboneBanue yerkoro (COPD), kucTo3HbBIH
¢ubpo3, MHeBMOHHIO, 3a00JI€BaHUs JIETKOTrO, BKJIOYAs OTEeK, sMOommio, Gudpos, capkoumos,
THIIEPTOHHIO M 5M(pHU3EMY, CHITKO3, PECITHPATOPHYIO HEAOCTATOYHOCTD, OCTPBIN PECIIMPATOPHBIHI
auctpecc cuHapom, 3adonesanne BENTA, Oeprumos u moiuMHuo3ur.

OnuH BapuaHT OCYIIECTBICHUS HACTOSINETO H300PETEeHNs HATIPABJIEH Ha CIIOCO0 JIeUeHHs
3a0oneBaHusi, CHHAPOMA, COCTOSHUSI WJIM HApyLISHHs, NMPUYeM Ha YyKa3aHHOe 3a0oyeBaHue,
CHUHJIPOM, COCTOSIHME UJIU HapyLIEeHUE BO3AEUCTBYIOT IyTeM nogasienuss MALT1, BkirodaroLmii
BBEJICHUE CyOBEKTY, HYXKTAIOIIEMyCss B 5TOM, TepaneBTU4YeCKd 3()(PEeKTHBHOrO KONIUYeCTBA
Kkpuctaunaeckoit popmer 111 MoHOTMpaTa coenrHeHus A.

B nononHUTENbHOM BapuaHTe OCYIIECTBJICHHUS 3a00JE€BaHUE, CHHIAPOM, COCTOSHHE HIIH
HapyILIeHHe BBIOpaHbl M3 TPYMIbI, cocTosmer 3 nuddysnoit B-kpymHokneTouHoi auMdombl
(DLBCL), mumdombl u3 kinerok MantuiiHor TkaHu (MCL), domnmukynspaoi mumdomsr (FL) u
muMpomel TUMEPOUTHON TKaHU cIU3UCThIX obonouek (MALT), pesmarounnoro aptpura (RA),
ncopuarudeckoro aprtputa (PsA), ncopuasa (Pso), szBenHnoro konuta (UC), 6onesnu Kpona,
cUcTeMHON KpacHOW BosuaHkU (SLE), acTMBI M XpOHHYECKOTO OOCTPYKTUBHOTO 3a00J€BaHUs
aerkoro (COPD).

B nononaHMTENbHOM BapuaHTE OCYINECTBIICHHUS 3a00JE€BaHUE, CHHAPOM, COCTOSTHHUE HIIH
HapyIIeHHe BBIOPaHbl M3 IPYMIbI, cocTosmeid 3 nuddysnoit B-kpymHokneTounoi auMdombl
(DLBCL), nmumdombl u3 kierok MantuiiHON 30HBI (MCL), dommukynsproit mumdomsr (FL),
auMbpombl  TUMGOUTHONH TKaHU CIAU3UCTBIX obonouek (MALT), numdombl H3  KIETOK
MapriuHajJbHON 30HBL, XpoHHYeckoro muMdorurapHoro nerikoza (CLL), MenKokiIeToOuHOH
muMpornuraproit mumdomsl (SLL) u makpornoOynnHemun Banbaencrpema.

B onHOM BapmaHTe OCYIIECTBIIEHHsI HACTOALIEE M300pETEHHE HANpPAaBIEHO Ha CIOCO0
JeueHust 3a0OJeBaHUS, CHUHIPOMA, COCTOSIHMS WJIM HApPyIIEHHs, BBIOPAHHOTO W3 TPYTIIbIL,

cocrositern u3 nuddysHoit B-kpymaoknerounoi numpombel (DLBCL), mumdombl H3 KIETOK



22

mantuiiHoN Tkanu (MCL), dommukynsproit mumbomsl (FL) n mumdomsr mumbonaHoN TKaHH
cimsucTeix odonouek (MALT), pesmaronnnoro aprpura (RA), ncopuarmueckoro aptpura (PsA),
nicopuasa (Pso), sizsernoro xonuta (UC), 6one3nu Kpona, crucremHoit kpacHoi Bouanku (SLE),
aCTMBbI 1 XpOHHUYECKOT0 00CTpyKTUBHOTO 3a00neBanust ierkoro (COPD), Bxirouaromuii BBeaeHne
CyOBeKTy, HYXINAIOWEMyCs B OTOM, TepamneBTHYeCKd d(P(EKTHBHOIO  KOJIHYECTBA
kpucrajunaeckoit popmer 111 MmoHOrMApaTa coenuHeHus A.

B npyrom BapmaHTe OCYIIECTBJIEHHS HACTOsIIee M300pPETEHHE HAIPABIEHO HA CIIOCOO
JeueHuss 3a0OJIeBaHUS, CHUHIPOMA, COCTOSIHMS WJIM HAapyIIEHHs, BBIOPAHHOIO W3 TPYIIIbI,
cocrosiiet u3 nuddysHoit B-kpynnoknerounodt mumdomer (DLBCL), numdpombl U3 KieTok
mantuiiHol Tkanu (MCL), ¢onmuxymnsproit nmumdomsr (FL), nmumdombr mumbongHoN TkaHH
cimuzucteix odonmouek (MALT), numdomMbl U3 KJIETOK MapriHaJbHON 30HBI, XPOHUYECKOTO
muMmornuraproro neiikoza (CLL), menkoknerouHoi mumorurapaoit aumpomsr (SLL) u
MakporjgoOyanHeMun BanbaeHcTpema, BKIIFOUAIOLIMM BBeNEHHE CyOBEKTy, HY>KAAIOLIEMyCsl B
5TOM, TepaneBTH4eCK! 3(P(PEKTHBHOTO KOJNYECTBa KpUcTanieckoi ¢popmsl 111 moHOrMIparTa
coenuHeHHusT A. B JONOJIHUTENHHOM BapuaHTE OCYINECTBICHUS 3a00JE€BaHHE, CHUHAPOM,
COCTOSIHME WJIM HapylleHWe MpeACTaBIAT co00i HexomkkuHCckyro auMmpomy (NHL). B
JOMOJHUTEIbHOM BapHaHTe OCYLIECTBICHUs] HexomkkuHckas numdoma (NHL) mpencrasuser
coboit B-kinerounyro NHL.

B npyrom BapuaHTe OCYLIECTBJIEHHs HACTOslIee H300pETeHHe HAampaBlIeHO Ha
kpucrajunueckyo ¢opmy III mMoHormapara coeawiHeHUss A ISl TIOJYYEHHUS JIEKAPCTBEHHOTO
npernapara JUist JeueHus 3a00JeBaHus, CHHAPOMA, HapyIIEHHUs] UM COCTOSIHHS, BBIOPAHHOTO U3
rpymnmel, coctosmei u3 audpdysHoit B-kpynHoknerounoit mumdomer (DLBCL), nmumdombr u3
kjetok MantuiiHOW TKaHu (MCL), domnukynsproit sumdomsl (FL) u nmumdpomsl umbponaHon
TKaHU CIU3UCThIX 00oouek (MALT), pesmatounnoro aprpura (RA), mcopuaruaeckoro apTpura
(PsA), ncopuasa (Pso), sizBennoro konuta (UC), 6one3nu KpoHa, CUCTEMHO! KpacHO!H BOJTYaHKU
(SLE), actMbl 1 XpoHHYECKOro oOcTpykTuBHOrO 3aboneBanus jerkoro (COPD), y cyObekra,
HY KIAIOLIETr0oCs B 3TOM.

B npyrom BapuaHTe OCYINECTBJICHUs] HACTOsIIee M300PETEHHE HAMpPABJIEHO Ha
kpucrajnueckyro ¢opmy III mMoHormaparta coemmHeHUss A IUIsl TIOJYYEHUS JIEKAPCTBEHHOTO
npernapara Juist JeueHus 3a00JeBaHus, CHHAPOMA, COCTOSIHUS WIJIM HApPYIIEHHs, BBIOPAHHOTO U3
rpymmel, cocrosmei u3 auddysHoit B-kpynmHoknerounoit mumdomer (DLBCL), nmumdomsr u3
kietok MantuiiHOH Tkauu (MCL), dommukynsiproit mumdomsr (FL), mumpomsr mumbonnHoi
TKaHU CIU3UCTBIX 00osnouek (MALT), mum@oMBbl U3 KJIETOK MaprHHAIBHOMN 30HBI, XPOHUYECKOTO
muMmporurapaoro Jeiikoza (CLL), menkoknerouHod mmmdorurapaoit aumpomsr (SLL) u
MakporynoOyanHeMun Banbaercrpema, y cyObekTa, Hy KIAOIIErocs B 3TOM. B nononHuTensHOM
BapHAHTE OCYINECTBIIEHHs 3a00J€BaHNE, CHHIPOM, COCTOSIHUE WJIM HAPYLICHHE MPEICTABJISIOT
coboit HexomxkkuHCKy0 JuMpomy (NHL). B pomonHuTEnhbHOM BapuaHTe OCYIIECTBIICHUS
HexomKKuHCKast tuMmpoma (NHL) npencrasisier codoii B-knerounyro NHL.

B npyrom BapumanTe ocymecTBieHHs Kpucrajuimdeckas ¢opma III monOrmmpara

COCAMHCHUA A npeaHasHa4Y€Ha AJid IPUMCHCHUS B crioco0e JeueHusI HapyLICHU, BbI6paHHOFO u3
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rpymmel, cocrosmei u3 audpdysHoit B-kpynHoknerounoit mumdomer (DLBCL), nmumdomsr u3
kjetok MaHTtuiiHON TKaHu (MCL), domnukynsproit mumdomsl (FL) u mumbomsl mumbonaHon
TKaHu CIM3UCThIX 00009ek (MALT), peBmarounnoro aptpura (RA), mcopuaTuueckoro apTpura
(PsA), ncopuasa (Pso), si3eennoro xonuta (UC), 6one3nu KpoHa, cuCTeMHOH KpacHOH BOJTYaHKU
(SLE), actmMbl m XpoHHYeCKOro odctpykruBHoro 3abonesanusi jerkoro (COPD), y cyObekra,
HY KAQIOLIEr0Cs B 3TOM.

B npyrom BapumanTe ocymecTBieHHs kpucrajuimdeckas ¢opma III monOrmmpara
COEIMHEHUs] A TpefHa3HauYeHa Ui PUMEHEHHs B criocobe jieueHust 3a00eBaHus], CHHAPOMA,
COCTOSIHUSL WJIM HapyIIeHWs, BBIOPAHHOTO W3 Tpymmbl, cocrosmeil u3 nauddysHoH B-
kpynHokyerouHoit numdombl (DLBCL), mumpomsl u3 knerok mantuiiHOW TKaHu (MCL),
donmukyasipHOi tumbomsl (FL), numdombl muMdoniHoNM TKaHU cIM3UCThIX obonouek (MALT),
TUM(OMBI U3 KJIETOK MaprHHAJIbHOHN 30HBI, XpOHHYECKOro gumdouurapHoro jetikoza (CLL),
MEJKOKJIeTOUHOH uMmdouuTtapHo mumbomsl (SLL) u makpornoOynmuuemun BanbneHcrpema, y
cyOBbeKTa, Hy KIAIOIIErocs B 3TOM. B OMOMHUTETPHOM BapHaHTe OCYyINECTBICHUS 3a00eBaHue,
CHHIPOM, COCTOSIHUE HJIM HapyIIE€HHEe MPEICTABIISIOT COO0H HEXOMKKHHCKY0 tumbomy (NHL) y
cyObeKTa, HyXOAOWErocs B OSTOM. B IONMOJHUTENPHOM BapHAHTE  OCYIIECTBIICHUS
HexomkkuHckas mumdoma (NHL) npencrasnser coboit B-knerounyro NHL.

B npyrom BapumanTe ocymecTBieHHs Kpuctauimueckas ¢opma Il monormmpara
COeIMHEeHUs] A npeiHa3HaYeHa JUIs IPUMEHEHUs B JICYSHUH Hapy IIEHHsI, BHIOPAHHOTO U3 IPYIIIIbI,
cocrositieit u3 nuddysHoi B-kpynHoknerounor mumdomer (DLBCL), numdpombl U3 KIETOK
mantuiiHol Tkanu (MCL), dommukynsproit tumdomsl (FL) u mumdomsr mumbponaHON TKaHU
cimsucthix odonouek (MALT), pesmarounnoro aptpura (RA), ncopuarmyaeckoro aptpura (PsA),
nicopuasa (Pso), s3ssernoro konuta (UC), 6one3nu KpoHa, crcreMHoit kpacHoit Bouatku (SLE),
aCTMbl M XPOHUYECKOro oOOCTpykTuBHOro 3aboneBanusi jerkoro (COPD), y cyOwbekra,
HY KAAIOLIETr0oCs B 3TOM.

B npyrom BapuanTe ocymecTBieHHs Kpucrajuimdeckas ¢opma III monOormmpara
COEIMHEHUs] A MpeqHa3HaueHa JUJIsl IPUMEHEHHs B JICUeHHH 3a00JIeBaHUs, CHHAPOMA, COCTOSTHUS
WIA HAapyLIEeHWs, BbIOPAHHOTO W3 TPYMIbL, cocTosmed u3 auddysHoit B-kpynHokIeTOUHOH
muMpomer (DLBCL), iumdpomer u3 kierok mantuitaoi Tkanu (MCL), honnuky asipHOM TUMQPOMBI
(FL), mumdombr mumdounanoil TkaHu ciu3ucThix obonouek (MALT), numpombl U3 KIETOK
MapriuHaJbHON 30HBI, XpoHHYeckoro juMmdorurapHoro nerikoza (CLL), MenKokiIeTOuHOH
muMmporurapaoit umbomsl (SLL) u makpornmoOynuHemun BanbneHcrpema, y cyObekTa,
HY KAAIOLIErocs B 3TOM. B IOMOTHUTEIPHOM BapuaHTe OCYLIECTBICHHS 3a00I€BaHUE, CUHAPOM,
COCTOSIHHE WJIM HapyLICHUE MPEACTABISIFOT CO00M HEXOMKKUHCKYIO JuMpomy (NHL) y cyObekra,
HY>KJAIOLIErocss B 5TOM. B OMONHUTENPHOM BapHaHTE OCYLIECTBICHHS HEXOMKKUHCKAs
mumpoma (NHL) npencrasisier coboii B-knerounyro NHL.

B npyrom BapumanTe ocymecTBieHHs Kpucrajummdeckas ¢opma III monOormmpara
COEIMHEHUs] A MpeqHa3HaueHa Il IPUMEHEHHs B JICUEHHH 3a00JI€BaHUs, CHHAPOMA, COCTOSTHUS
WIN HapyLIeHHs1 Y CyObeKTa, HYKOAIOIIErocsi B 3TOM, NMPUYEM Ha yKa3aHHOEe 3a0olieBaHMHE,

CHUHIPOM, COCTOSIHHE WJIM HAPYIICHHE BO3ACUCTBYIOT myTeM noaasieHus MALTI.
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B npyrom BapuaHTe OCYIIECTBICHHUS HACTOSIIETO H300PETEHNS KPUCTAIUTMIECKY IO (hopmy
III moHOTHIIpaTa coenuHeHnsT A MOKHO TIPUMEHSATh B KOMOMHAIINH C OTHUM WJIM HECKOJIBKIMHU
OPYTUMH MENUIUHCKIMH CPENCTBAMH, OoJjiee KOHKPETHO C IPYTMMH MPOTHBOPAKOBBIMU
CpeACTBaMH{,  HampuMep,  XUMHOTEPANEeBTUYECKHMH,  AHTHNPOJU(EpPATHBHBIMH WU
UMMYHOMOJYJIUPYIOIIMMHU CPEACTBAMH, WM CO BCIIOMOTATENbHBIMU CPEACTBAMHU B PaKOBOH
TEpaIuy, HapuMep, TMOAABISIOIINMA HUMMYHUTET HJIH IIPOTHBOBOCHIAIUTENIbHBIMU CPEICTBAML.

byner moHATHO, 4TO MOTyT OBITH CHENaHbl BapHALMU BBIIIEYKA3aHHBIX BAPHAHTOB
OCYIIECTBJIEHUS] HACTOSIIEr0 M300peTeHHs], KOTOpbIe BCE €lle HAXOIATCs B mpenenax o0beMa
Hacrosimero n3ooperenns. Kaxaplii mpu3Hak, pacKpbIThIi B JAHHOM ONMCAHUH, €CJIU HE YKa3aHO
MHOE, MOKHO 3aMEHUTD aJIbTEPHATHBHBIMH NPU3HAKAMH, CITy>KALIMMH TOW K€, SKBUBAJIEHTHON
wii nopodHoit nenmu. Takum oOpaszom, eciu He yKa3aHO MHOE, KaXKIbli PAaCKPBITBIA MPU3HAK
SBJIIETCSI TOJBKO OJHUM IPUMEPOM XapakTEPHOTO psfa SKBUBAJIEHTHBIX MM IMOJOOHBIX
IPU3HAKOB.

IIpenmonaraercs, 4YTO BCE BO3MOYKHBbIE KOMOWHALMM BBILICYKA3aHHBIX BapUAHTOB
OCYLIECTBJICHUS MOMAAI0T B 00BEM HACTOSIIErO H300PETeHUS.

Janee Oyner cnenaHa CCbUIKA HA CJIEAYIOLIME MPHUMEpPbI, KOTOPbIE HILTIOCTPUPYIOT
HAcTosIIee N300peTeHe HEOrPAHMYHBAIOIIUM 00pa30OM.

IMPUMEPBI

AHanm3 ¢ MOMOIIBIO PEHTI€HOBCKOH nopomkoBoil audpaxromerpun (XRPD) nposoammm
Ha PEHTIeHOBCKOM TmopomkoBoM paudpakromerpe Bruker (D8 Advance). Coenunenue
pacmpeneNsiyii 0 MOHOKPHCTAITMYECKOW KPEMHHEBOH IUIACTHHE U aKKypPaTHO MPHIABIMBAIIH,
4TOOBI 0Opasel] ObLT MJIOCKUM U OIHOPOIHBIM JJISi TECTHPOBAHMUSI.

O06pasipl aHanusuposaiu Ha XRPD, UCTONb3ysi HUKECTENYFOIIUNA CIOCo0.

Tpy6ka: Cu: K-amsha (A=1,540564)

I'eneparop: Hanpspxenue: 40 kB; Tok: 40 MA

Herextop: PSD: LynxEye

Iens pacxonumoctu: 0,60 mm; [lepuunas mens Comnepa: 2,5 rpan.

Ilens nerexropa: 10,50 mm; AnTHpaccenBaromas meib: 7,10 Mmm

Bropuun. mens Cosepa: 2,5 rpan.

Tun ckaHupoBaHUS: OIIOKHPOBKA, COTIACOBAHHE

Pexxum ckanuposanusi: HenpepreiBHOE CkaHUPOBaHUE

[Mapametp ckanupoBanust: OCb CKAHUPOBAHUS: 2-TeTa/TeTa

Juanazon ckanupoBanus: 3-50 rpaa.; Pasmep mara: 0,02 rpan.

Bpewmsi/mar: 0,12 ¢

Bpamenne obpasua: 60 06./mMuH.

Cxkopoctb ckannpoBanusi: 10 rpan./MuH.

Crienimanuct B JaHHOM 00JIACTH TEXHHUKH MOHMET, YTO TU(PPAKTOTPAMMBI U MOJIOKESHHUS
MTHKOB

OOBIYHO CHJIBHO HE 3aBHCAT OT HCIIOJIb3yEeMOro TU(PPAKTOMETPA U JTFOOOT0 KOHKPETHOTO

UCTIOJIb3yeMOT0 MeTona KaauOpoBku. OOBIYHO MOJIOKEHUS TUKOB MOTYT OTJIHYAThCS HA
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npubnusutensHO + 0,2° nBa

T€Ta WJIUM MEHblIEe. 3HAYeHWs WHTCHCUBHOCTH (M 3HAYEHHWs OTHOCHTEIBHOM
MHTEHCUBHOCTH) KaXKIOTO KOHKPETHOTO MU(PAKLIUOHHOTO MHKAa MOTYT TaKke BapbHPOBATH B
3aBHUCHMOCTH OT PA3JIMYHBIX (PAKTOPOB, BKIFOUAst O€3 OrpaHUUYEHHsI Pa3Mep YacTHUL], OPHEHTALHIO,
qrcToTy obpasua u T. A. OfHAKO CHEUANUCT B JAHHOW OOJACTH TEXHUKU CMOJKET YCTaHOBHTH
paznuune Mexxay coenuHeHneM A, ruaparom ¢opmel I u popmel 111 moHOrHpaTa coenuHerns A.

TepmorpaBumerpuueckuii ananmus (TGA) mnpoBogmimm Ha TepMOrpaBUMETPHUECKOM
anammzarope TA Instruments Q5000 IR, o6opynoBaHHOM KOJMYECTBEHHON ra30aHaIM3aTOPHON
ycranoBkoit Hiden. O6pasen nomermany B CTAHIAPTHYIO MUIATHHOBYIO KIOBETY ISl OOpa3IOB OT
TA instruments mocne ero B3BewmmBaHus. OOpasen ckanupoBammu ot 25° mo 300°C ¢
porpaMMupyeMoii ckopocTbio Harpesanus 20°C/MuH.

Amnanus copOuuu Biaru (DVS) npoBoaunu ¢ moMoImb0 yCcTpoicTBa sl AMHAMUYECKOH
copbumn mapoB Surface Measurement Systems Advantage-1. Ilpodunb comep:kanus Biaru
OLEHMBAIM IyTeM KOHTpossi aacopOuum/mecopbumu mnapa B auamazoHe ot 0 mo 95%
oTHocuTenbHON BrakHocTH npu 25°C. Ilpodunb comepkaHusi Bard COCTOSUT U3 2 LIUKJIOB
ancopbOumu/necopOrun napa.

Hndpaxkpacnyto (IR) cnekrpockonuro nposoamau Ha cnekrpomerpe Nicolet 6700FT-1R ¢
BCIIOMOTaTeNIbHBIM MUKpPOYycTpolicTBoM ¢ ATR.

Ipumep 1. Ioayyenue ruapara 1-(1-oxco-1,2-TUruaApON30XHHOJIHH-S-1T)-5-
(Tpudropmerni)-N-[2-(Tpudpropmerni)nupuaun-4-uil-1 H-nupason-4-kapdoxcamuaa
(coenunenusi A), popmnsi I

Iunpat coepriHeHUsT A TOJyYalld aHAJOTMYHO CIIOCO0Y CHHTE3a, OITUCAHHOMY B MPUMEpe
158 B8 WO 2018/119036. CoenuHeHHe, MOJyYE€HHOE C MOMOMIBI0 3TOTO CHocoda, Kak ObUIo
MOATBEPIKIEHO, MPENCTABIISLIO COOOM MMIPATHPOBAHHYIO KPUCTATHYECKYO Gopmy, dhopmy 1.

Omnpenensiiu xapakTepucTuku (opmbl I ¢ mpUMeHEHHEM pPEHTTeHOBCKOH MOPOIIKOBOH
muppakromerpun  (XRPD), nuddepenumanpHoli ckanupyroomeid  kajgopumerpun (DSC),
tepMmorpasumerpudeckoro ananusa (TGA), nuHamwuyeckoit copbumu mapoB (DVS) mu UK-
cnekTpockonuu (¢ur. 7-12).

Ha penrrenoBckoit  mopomkoBoii  audpakrorpamme  ¢dopmer I (dur.  7)
NPOIEMOHCTPUPOBAHBI OTAETbHbIE AH(PPAKINOHHBIE TNHUKA O€3 NPUCYTCTBHSA YUIMPEHHS,
yKa3bIBasi HA TO, YTO 3TO KPUCTAIUTMIECKHHA MPOIYKT.

B tabnune 1 npencraieH nepedeHb MMKOB U OTHOCUTENbHASI HHTEHCUBHOCTD it XPRD

runpara coenunenusi A, gpopwmsi I (pur. 7).

Tabmuua 1.
IMonoxxenue [°2-TeTa] OTHOCHUT. HHTEHCUBHOCTH [%0]
3,3492 39,37
6,6640 4,90
8,3921 99,18

9,5561 2,00
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9,0822
10,4253
10,7270
12,0003
12,2582
12,6973
13,3111
13,5391
14,0837
14,5855
15,3831
15,5724
15,9676
16,7336
17,4857
18,0702
18,3862
19,2183
20,0081
20,3419
21,1256
21,3242
22,0092
22,5028
23,1445
23,4107
23,8241
24,3918
24,5913
24,9140
25,3974
25,5768
26,1570
26,7323
27,2280

17,19
1,40
21,94
10,48
8,63
75,08
100,00
25,04
34,93
33,39
8,76
12,24
9,12
64,64
6,14
31,51
8,90
16,27
39,14
26,48
34,24
15,79
35,62
16,08
7,75
11,70
9,17
19,32
18,26
46,75
32,79
43,71
11,50
3,55
21,80
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27,5416 32,47
27,8348 16,14
28,0704 8,75
28,6818 11,22
29,3712 4,98
30,3808 4,04
31,2917 10,24
31,5862 11,98
32,9442 5,01
33,6350 4,99
33,9874 2,68
34,4781 3,01
34,8120 4,21
35,6513 3,06
37,1454 3,83
38,9841 1,18
39,4671 1,81
40,6150 4,58
42,5268 2,93
43,4580 2,63
44,1621 1,20
45,6961 2,04
46,7044 4,03
48,7494 8,95
48,8885 4,57
49,8753 4,63

Ha xpusoit DSC ¢opwmsl 1 (¢pur. 8) npopeMOHCTpHPOBAH IUPOKUI SHIOTEPMHUECKHUI
curnan nipu 98,7°C (142 JIx/r) ¢ Temnepatypoii Hadana 66,3°C u3-3a Aeruaparaliyl ruipara.
Bropoii sanorepmudeckuii curaan vHadmomaercs npu 157,0°C (17 JIx/T) ¢ TeMiiepatypoii Hadaa
145,2°C, v OH COOTBETCTBYET IUIABJICHHUIO IETHIPATUPOBAHHOM (HOPMBI.

Ha xpusoit TGA ¢opwmsl I (¢ur. 9) nponemonctpuposana norepst Beca 4,7% OT K. T. 10
82°C wm3-3a wucmapeHus: NPUCYTCTBYyroIIero pacteopurens (Bonbl). I[lorepro Beca 0,4%
peructpuposanu npu 82-122°C, u oHa COOTBETCTBYET AalbHENIIEMY HCIIAPEHUIO PACTBOPHUTES.

Ha rpa¢uke m3menenus maccsl mpu DVS ¢opwmel I (pur. 11) nokazana noreps Beca ~2,7%
BO BpeMsl CTaINH HaYaIbHOTO BhIcyuBaHus. CoequHeHne ObICTpo afacopbupyer u gecopoupyer

BOony B nuamnasone BnaxkHoctu 0-20% RH (orHocurensHO# Brnaknoctu) (pur. 10 u 11). Ono
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ancopbupyer He Oomee 4,1-4,2% Biaru (mpu 0-20% RH) B 3aBucuMocTu OT arMocdepHOi
BJIAKHOCTH U TIOJIHOCTBIO BBICBIXa€T BO BpeMs IMKJa AecopOuun. B nmuamasone Bnasknoctu 20-
95% RH coenunenmne ancopOupyer u aecopOupyeT MEMJIEHHO W o0paTuMo ¢ aacopOuued u
necopbumeii 1,8% Bnaru. Audpakrorpamma u MK-cnextp ¢pakmmu, monydeHHoit mocie DVS-
TecTa, OBUIM CPAaBHUMBIMHU C TAaKOBBIMHU JUIsI UCXOAHOTO Matepuana. He Habmromanu nmpu3HaKoB
U3MEHEHUs TBepAOH (a3l

DT naHHBIE MOKA3bIBAIOT, YTO FHApaTAlMOHHAast Boja B opme I cnabo cBsA3aHa u TepseTcs
npu RH 20% u meHblie.

IIpumep 2. Ionyuenne monoruaparta 1-(1-okco-1,2-AUruapou30XHHONNH-S-1I)-S-
(Tpudropmerni)-N-[2-(Tpudpropmernia)nupuaun-4-uil-1 H-nupason-4-kapdokcamuaa
(coenunenust A), 3aTpaska ¢opmsi I11

ITpudn. 200 mr coenunenus A, ruapara Gopmsl I, monyuenHoro B nmpumepe 1, nobassiu
B 400-800 mkn gubo sTuiamerara, JUOO0 HM3OMPONUIALIETaTa W TOJYYEHHYIO CYCIIEH3HIO
nepemernBanu npu 60°C B Teuenne 5 nueit. Ocanok 3aTeM (QHIBTPOBANN M BBICYLIHBAIH MO
BakyyMoM mpu 50°C B TedeHue 24 4acoB C IMOJNYyYEHHUEM KPHUCTAJUIMYECKOrO MOHOTHIpATa
coenuHenus A, gopmer 1.

Ipumep 3. Hoayuenune monoruapara 1-(1-oxco-1,2-ITUruapou30XHHOJIHH-S-1T)-5-
(tpudropmernin)-N-|2-(tpudropmernn)nupuaun-4-ui|-1 H-nupason-4-kapoéoxcamuaa
(coequnenust A), popmni 111

1-(1-Oxco-1,2-quruapou3oXuHOIUH-5-1i)-5-(Tpudropmerin)-N-[ 2-
(Tpudropmernn)mupunun-4-mn -1 H-nupason-4-kapdokcamun (100 r), moTy4eHHBIH ¢ TOMOIIBIO
NPOILEAYPhl, AHAJOTHYHON CHOCOOy CHHTe3a, omucaHHOMy B mpumepe 158 nokymenta WO
2018/119036, 3arpysxanmu B konOy (R1) Bmecte ¢ staHonom (150-170 mu) u stunanerarom (80-
100 mu). [Tonyuennyro cmech HarpeBanu 10 40-50°C u nepememuBaiu B TedeHue 0,5-2 4acos.
3arem nobasysiiu Boxy (4-7 MiT) M COmEpsKaHUE BOIBI U3MEPSUTA C MOMOIIBIO TUTPOBAHHUS IO
Kapny @umepy. Conep:xumoe R1 Harpesanu 1o 40-55°C u ¢punsrpoBaiu Bo BTOPyo kojdy (R2),
npeaBapuTesbHO HarpeTyro 10 40-55°C. R1 npomeiBanu strnanerarom (80-100 mur) mpu 40-50°C
u conepxxumoe ¢unbrpoBamu B R2. 3arpyxkamu H-rentan (340-410 mu) B R2 B TeueHue
npubmsuTenbHo 20-40 muH. ¢ nmoanepskuBanueM 40-55°C. B mojy4deHHBINH pacTBOP BBOAMIIU
3arpaBky 1,9-2,1 r moHoruapara coenunenusi A, ¢opmer 111 (monmyueHHolt u3 mpumepa 2), u
MOJy4eHHYI0 cMech mepemernvBanu npu 40-55°C B Tteuenue 4-8 yacos. J[0OaBnsiiu H-renTaH
(680-750 mum) B Tewenue 10-15 uacoB ¢ momnmepkuBanueMm 40-55°C; mony4eHHYIO CMeECh
MepeMENTNBAJIN B TEYEHUE IOMOJHUTENbHBIX 2-5 yacos npu 40-55°C, 3atem ee oxmaxkaanu 10 20-
25°C B teuenue 7-13 yacos. Cycnensuro nepemernnsanu npu 20-25°C B Teuenue 12-18 4., 3atem
ee GpuIbTpoBaK U NpoMbiBaiy H-rentaHoM (180-250 mim). [Tocne BeICYIIMBAHUS IO BAKYyMOM
npu 45-55°C B Teuenue 15-22 gacos nomyyanu MoHoruapat 1-(1-okco-1,2-a1uruipon30X uHOJIMH-
5-un)-5-(tpudropmernn)-N-[2-(tpudpropmernn)mupunus-4-ui|- 1 H-nupazon-4-kapOokcamuaa
(popmy III) ¢ BerxOmOM 80%.

IIpumep 3b. Monyuenne monoruapara 1-(1-okco-1,2-AUrnapou30XHHONNH-S-1)-5-

(Tpudropmerni)-N-[2-(Tpudpropmerni)nupuaun-4-uil-1 H-nupason-4-kapdokcamuaa
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(coenunenust A), popmni I11

1-(1-Okco-1,2-murunpon3oX uHOIHH-5-11)-5-(TpudTopmerin)-N-[ 2-
(Tpudropmerin)mmpunuH-4-min -1 H-nupason-4-kapookcamun (25 ), MONyUYEHHBIN MPOLETYPOH,
aHAJIOTUYHON c1Ioco0y CHUHTe3a, onucaHHoMy B npumepe 158 B WO 2018/119036, 3arpyxanu B
kondy (R1) Bmecre ¢ Bomoit (2,5-4,5 mu) m umsonporuioBbiM cnuptoM (IPA) (100 mo).
ITonyuennyto cmech HarpeBanu 10 S0°C u nepemernuBanu B TedeHue 0,5-2 yacoB. 3arpy>kajiu H-
rentad (125 mu) B R1. B monydenHslii pactBop BBOAMIN 3aTpaBky u3 500 Mr mMoHormmpara
coenuneHus A, popmel 111 (mosmy4ueHHOI B npuMepe 2), ¥ Oy YEHHY0 CMECh ITEPEMELINBAIN IPU
50°C B Tteuenune 72 vacos. JloGasisuin H-rentaH (275 mut) B TeueHue 12 4acoB, moanep KuBast
50°C, nonyueHHyI0 cMecCh IepeMelinBaiu B TedeHue ewe 58 uacoB mpu 50°C, 3arem ee
oxjnaxaanu 10 20-25°C B Teuenue 2 yacos. Cycnensuto nepemewnsaiu npu 20-25°C B TeueHue
94 4., 3aTtem ee QuupTpoBasu U NpombiBaIU H-rentaHoM (100 mun). Ilocne BbICyIIMBaHUS MOJ
BakyyMoM 1pu 50°C B TewyeHue 24 4dacoB mnonydanu MoHorunapar 1-(1-okxco-1,2-
AUTHIPOM30XUHOIUH-5-11)-5-(Tpudropmernn)-N-[2-(TpudTopmern)mupuanH-4-nn|- 1 H-
nupason-4-kapookcamuna (¢popmy I1I) ¢ Bexogom 90%.

Omnpenensanu xapakTepucTuku (Gopmel I ¢ mpuMeHeHHEM PEHTTeHOBCKOW MOPOLIKOBOH
nuppakromerpun  (XRPD), nuddepenumansHoli ckanupyroomeit kanopumerpuu (DSC),
tepmorpaBuMmerpudeckoro aHanmusa (TGA), nuHamuueckoit copbumu mapos (DVS) u HK-
CIIEKTPOCKOIHUH - ¢M. ¢ur. 1-6.

Ha penrreHoBckoit mopomkoBoii  auppaktorpamme  ¢opmer [T (dur. 1)
NPOEMOHCTPUPOBAHBI  OTAEbHbIE AH(PPAKIMOHHBIE TNHUKU O€3 NPUCYTCTBHUS YIUIMPEHHS,
yKa3bIBasi HA TO, YTO 3TO COEIUHEHHE HAXOMUTCS B BUAE KPUCTAJUTUIECKOTO MPOAYKTA.

B Tabnuie 2 npencraBiieH nepeveHb MMKOB U 3HAYEHUNM OTHOCUTEIbHONH WHTEHCHBHOCTH

s XPRD monoruapara enunenust A, ¢opwmst 111 (pur. 1).

Tabnuua 2.
IMonoxxenue [°2-TeTa)] OTHOCHUT. HHTEHCUBHOCTH [%0]

8,2904 25,26
8,6250 23,96
9,3485 2,24
11,4511 14,20
12,5682 4,31
13,6202 45,95
13,9754 21,49
15,4397 41,22
15,8867 3,10
16,4426 100,00
16,6283 17,71

17,5110 14,58
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17,9121
18,6250
19,6673
21,5675
21,9258
22,1775
22,5940
23,6809
24,0437
24,5412
25,1642
25,7310
27,1482
27,6772
27,9857
29,0996
29,3985
29,9267
30,0874
31,8056
32,8799
33,1991
34,4861
36,3854
36,6246
37,3258
37,8748
38,3143
40,8261
42,4567
43,2056
43,7464
45,0366
46,0177
48,3545

41,41
4,18
14,48
11,28
14,96
15,69
41,75
85,80
15,69
27,75
29,90
49,96
38,49
10,70
5,32
7,66
10,88
20,17
5,22
12,06
7,23
5,73
6,97
7,95
4,89
7,90
7,87
5,55
2,60
3,57
2,48
4,48
1,28
2,48
1,47
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Ha xpusoii DSC ¢opmer III (pur. 2) mporeMOHCTPUPOBAHO OCENAHUE M OXKMKEHUE
KPUCTAJIMUECKOTO NMPOAYKTa MPU 3HIOTEPMUYECKOM CUTHaJe ¢ Temnepatypoil Hadana 142°C u
makcumyM nipu 158°C (145,9 JTx/r).

Ha xpusoii TGA ¢opwmst 111 (pur. 3) mpopemorcTpuposana odmmas nmoreps Beca 3,9% ot
K. T. 10 180°C u3-3a ucnapeHust CBI3aHHOTO PACTBOPHUTEISL.

I'mrpockonmueckuii xapakrep (opmsl 11 oreHNBamM ¢ MOMOLIBIO aHATHM3a C TTOMOLIBIO
nuHaMudeckoi coporum napos (DVS). @opma Il siBisieTcss HErUTPOCKONMUYECKOH, KaK MOKHO
BuaeTh Ha rpadukax DVS Ha ¢ur. 4 u 5. @opma III ve Tepsier Bony B ycnoBusix Huskoit RH
(oTHOCHTENBHON BIAXXHOCTH), B oTiuue ot ¢popwmel . [ludpakrorpamma n MK-criextp dppaxmmy,
nojiy4eHHo# nocie DVS-tecta, Obuin CpaBHUMBI C TAKOBBIMH JUJIsI UCXOIHOrO Martepuana. He
HaOJIFO1aJN IPU3HAKOB NU3MEHEHHUs TBepAOH (asbl.

IIpumep 4. Uccnenopanue pusnyeckoi cTabUJIbLHOCTH MOHOTHAPATA COeAMHEHHUS A,
¢popmner 111

HccnenoBanu ¢usndeckyro crabuiabHOCT MOHOruapara coeaunenuss A, ¢opmer 111,
OTHOCHUTEJIBHO NMOTEPU UJIH MOTJIOLEHHS BOBL

Jlnst ucxogHOro ucneltanus oOpasubl MoHoruapara ¢opmsl 111 Becom 0,5 r momernanu B
IBOMHBIE aHTHCTaTHYecKHe OecuBeTHbIe Melku 13 LDPE u 3akpbiBasi.

Jlnst nuTenbHOro ucnblTaHus (CTaOMIBPHOCTD uepe3 1 mecsn u 3 mecsina) oOpasiubl
moHoruapaTta (opmer III Becom 1,5 r momemanu B ABOIHBIE aHTHCTATUYECKHE OECIIBETHBIE
memku u3 LDPE u 3akpbiBamu. O6pasisl xpanumu npu 30+2°C/75+5% RH u 40+2°C/75+5% RH
B KapTOHHBIX OapabaHax.

Jns uccnenosanusi porocrabmibHOCTH 1,5 T MOHOTHApaTa Gopwmsl 11 nomemany B yaky
[Tetpu 1 pacnpenensiy caoeM ToauHON He Oosiee 3 MM. Yamky [TeTpy HAKpBIBAIN KBAPLIEBBIMH
MIOKPOBHBIMH CTeKJIaMH M 3akpbiBaiu Parafilm. MccnenoBanue (HoTOCTAOMIBHOCTH TPOBOIWIN
cornmacHo ICH Q1B Bapuwant 2 (ICH Harmonised Tripartite Guideline, Stability testing:
Photostability testing of new drug substances and products, Q1B, Step 4 version, 6 November
1996). O0pa3ubl asi UcCIenoBaHUsI (POTOCTAOMIBHOCTH XPAHMIIN TIOJ OTAENbHBIMU JIAMITAMH,
U3JIyYAOIUMH BUIUMBIA 1 Y®-A cBer, Tak 4To oliiee oOaydeHHe COCTaBJsLIO HE MeHee 1,2
MUJIJIMOHA JIFOKC B yac 1 200 BaTT-4yacoB/M?, COOTBETCTBEHHO.

Conmepxanne BOABI B KaXKAOM oOOpasme Omnpefeisuld ¢ NPUMEHEHHEM METOAa
KaJIOpUMETPUYECKOTO TUTPOBaHUs ucnapuslielics BoAapl 1o Kapny @uiuepy coriacHo
Gapmaronee CIIA (USP <921> cnocob IC; coBcem HemaBHO mosiBuBLIHiics B Pharmacopeial
Forum: Volume No. 38(1); Page information USP42/NF37-7092) u Esponeiickoii papmaronee
2.5.32 (m3manue 10.0).

PesynpraTter  (Tabmuma 3) mokasanmm, 9to MoHormmpat Qopmser Il sBisercs
HErMrPOCKOMUYECKHM.

Tabnuma 3.
Yciaosue XxpaHeHHUs Bpems xpanenus Coaepxanue Boabl (%)
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_ Hauaso 3.4

1 x ICH BapuanT 2 - 3,4
30°C /75% RH 1 mecsin 33
3 mMecsila 3,8

40°C /75% RH 1 mecsin 33
3 Mmecsma 3,2

XOTs NpennoyYTHTEIbHbIE BAPUAHTBI OCYIIECTBJICHUS HACTOSINErO M300peTeHHs ObLIH
NIOKa3aHbl M OMHCAHBI B JAHHOM JIOKYMEHTE, CIIEMaIiCTaM B JaHHON 00acTu OyeT O4eBHIHO,
YTO TaKHE BAPUAHTBI OCYLIECTBIIEHUS MPEACTABIEHbI TOJBKO B KauecTBe mpuMepa. CrielinanucTsl
B JIAaHHOW OOJIAaCTH TEXHUKHU OyIyT OCYLIECTBJIATh MHOTOYHCIIEHHBIE BapHALUM, U3MEHEHHUs U
3aMEHbI, He BBIXOALINE 32 PAMKH HACTOALIEero n3o0pereHust. CieayeT NOHUMATh, YTO Pa3IndHbIe
aNbTEePHATHBBl BapHAHTAM OCYLIECTBJIEHMs HACTOSIIEr0 M300pPETEHHUs, ONMUCAHHBIM B JTAHHOM
JIOKYMEHTEe, MOXKHO MCIOJIb30BaTh MPH OCYINECTBICHUH HA PAKTHKE HACTOSILIEro N300peTeHus,

Y YTO BapUAHThI OCYIUECTBICHUSI B 00beMe NaHHOH (HOpMyJIbl H300PETEHUs U €€ SKBUBAJICHTOB

IIpU 5TOM OXBATbIBAKOTCH.
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®OPMYJIA U3OBPETEHUSA
1. Kpucranmmueckas ¢popma monoruapara 1-(1-okco-1,2-1uruapon3oxuHOIHH-S5-11)-5-
(rpudropmern)-N-[2-(tpudropmernn)nupuann-4-un |- 1 H-nupaszon-4-kapbokcamuna

(coenunenus A):
R F “ N
X9 Q\{
N S
0N F
\N,-'
O
HN /

coemuHeHue A,

npuyueM KpucTajimdeckasi ¢popma mpencrasisier coboi ¢opmy I, obecrneunBaromnyro
PEHTI€HOBCKYIO TOPOIIKOBYIO AH(pakTorpaMmy, conepskainyro nuku npu 16,4, 23,7 u 25,7
rpaayca asa teta = 0,2 rpagyca ABa TeTa.

2. Kpucrannmyeckas ¢opma no m. 1, rae peHTreHOBCKask MOpoLKoBasi AupakrorpaMma
JONOJIHUTENIbHO COAEP KUT nuku npu 13,6, 17,9, 22,6, 24,5, 25,2 u 27,1 rpaayca asa tera + 0,2
rpagyca aBa TeTa.

3. Kpucrammmueckast ¢opma mo m. 1 wmnm m. 2, rae pPEeHTICHOBCKAas MHOPOIIKOBAs
audpakTorpaMma AOTOIHUTEIBHO COAEPKUT IO MEHbIIEeH Mepe OIHH IHK, BBIOpaHHBIH u3 8,3,
8,6,11,5, 14,0, 15,4, 17,5, 19,7, 22,0, 22,2, 24,0 u 29,9 rpangyca nBa tera = 0,2 rpanyca ABa TeTa.

4. Kpucrannmueckas opma 1o Jirodomy u3 . 1-3, JOMOTHUTEbHO XapaKTePHU3YOLIasiCsI
PEHTT€HOBCKO MOPOLIKOBOH MTU(PAKTOrPaMMOIL MO CyTH TaKOM, KaK MOKa3aHo Ha ¢ur. 1.

5. Kpucrammudeckas: popma mo modomy u3 mit. 1-4, TOmOTHUTETFHO XapaKTEPU3YOIIASICS
TepMorpamMmoit TuddepeHnanIbHON CKaHUPYIOWEH KaIOPUMETPHH, COAEPIKALIeH YHIOTEPMY C
TeMITepaTypoll Hadaja IUJIABJIEHHs, COCTaBistomed npudnusutrensHo 142°C, w/uimu MUKOBOMU
TemnepaTypoi npu npudiansurensHo 158°C.

6. @apmarneBTHYECKast KOMITO3ULIMS, COAEpIKAIIasi KPUCTALUTHYECKYI0 (popMy 1o rodomy
u3

NPEABAYIIUX MYHKTOB U MO MEHbLIEH Mepe OOHO M3 (papMaleBTHYECKH MPUEMIIEMOTO
HOCcHUTeNs, (papMaleBTUYECKH MPUEMIIEMOTO BCIIOMOTATEJIbHOTO BEINeCTBA M (hapMaLeBTHUECKH
PUEMIIEMOTO pa30aBHUTES.

7. @apmaneBTHYeCcKass KOMITO3UIMS MO T. 6, I7ieé KOMIIO3ULUS TPEACTaBIsIeT COOOMH
TBEPIYIO JIEKAPCTBEHHYIO (POPMY AJISl IEPOPAILHOTO BBEICHUSI.

8. dapmareBTHUECKAst KOMITO3UIIHS T10 . 6, T/Ie KOMITO3ULIUS TIPECTABIISIET COOOU CHPOTI,
HACTOMKY, CyCIEH3UIO.

9. Croco® neueHust 3a0oNeBaHMs, CHHAPOMA, COCTOSIHUS WJIM HAapYIIEHHs, I1e Ha
yKazaHHOe 3a0oJieBaHHE, CHUHAPOM, COCTOSHME WM HApyLICHHE BO3JEHCTBYIOT MyTEM
nonaeneHuss MALTI, Bxmouaromuii BBeAeHHE CyOBEKTy, HYXKIOAIOUIEMyCsS B  OTOM,
TepaneBTHIeCK! 3P PEeKTHBHOTO KOJMYECTBA KPUCTAIUTNIECKOH hopmbl 1o modomy u3 mm. 1-5.

10. Crioco6 mo 1. 9, rae yka3zaHHbIe 3a00J€BaHUE, CHHIIPOM, COCTOSIHUE WIJIN HapyIlIeHUEe

BBIOpaHBI U3 paka U MMMy HOJIOTHYECKUX 3a00JIeBaHMUI.
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11. Ilpumenenune kpucramuindeckoil Gopmbl mo mobomy u3 mi. 1-5 mis momydeHus
JIEKApCTBEHHOTO Mperapara sl JIeUeHUs! 3a00JIeBaHMsA, CHHAPOMA, HAPYIIEHHSI WM COCTOSIHUS Y
CyOBEKTa, HY>KAAIOIIErOCsl B 3TOM, I7le Ha YKa3aHHOe 3a00JeBaHHe, CUHIPOM, COCTOSTHHE WU
HapylIeHHe BO3eNCTBYIOT yTeM noaasnenus MALTI.

12. CoenuHenune B KpUCTAUTNUECKOH (opme 1o mrodomy u3 mi. 1-5 as nmpuMeHeHus B
neueHnH 3a00JeBaHUs], CHHAPOMA, COCTOSHUS WJIM HApyIICHUS y CyOBEKTa, HY)KIArOIIErocs B
3TOM, I'7le Ha YKa3aHHOe 3a0oJeBaHHe, CHHAPOM, COCTOSIHHE WJIM HApPYLIEHHE BO3AEHCTBYIOT
nyteM nozasnenus MALTI.

13. Crioco® monmyuyeHust KpUCTAIIHYECKON (GOPMBI 1O JTF000MY U3 MI. 1-5, BKIFOUAOLIHUiA
CTaJUI0 NEPEKPUCTANIIN3ANN COSAUNHEHUS A, TIe IePEKPUCTAIUIN3ALINS BKIIOYAET CTAANUN!

a) noOaBlIeHUsl COENMHEHNUs A WM €ro THapaTa WK COJbBaTa B CMECh 3THJALleTaTa U
9TaHOJIA ¥ HATPEBaHMs 10 TEMIIEPATypbl B AUana3zoHe oT npuoamsurenabHo 30°C 1o TeMnepartyphl
KUIIEHHsI PACTBOPUTEIIS,

b) nobaBneHuss BOABI B CMeCh M OT()WIBTPOBBIBAHUS JIOOOr0 OCagKa, MOATEPKAHUS
yKa3aHHOH TeMIIepaTyphl,

¢) noOaBJIeHUsT H-TeNTaHa B CMECh, BBEICHUS 3aTPaBKH KpUcTaundeckoil Gopmsl 111 u
NOJ/IepP>KaHUs YKA3aHHOW TEeMIIEpaTyphl; U

d) oxnaxaeHus A0 KOMHATHOH TeMIlepaTyphl C MOJYYEHHEM OCaIKa KPHUCTATMYECKOH
¢dopmsl 1o modomy u3 m. 1-5;

IpUYeM KOJMYECTBO BOABI COCTaBsieT OT mnpuonusutensHo 0,1% Bec/Bec 1o
npubn3uTeNbHO 3,0% BeC/BEC OTHOCUTEIBHO OOIIETO BECa PACTBOPUTETS.

14. Cnoco6 mo m. 13, rme Temmeparypa cocraBisieT oT mnpuonmsutensHo 40°C mo
npubnusurenbHo S5°C.

15. Crioco® monmyyeHust KpUCTATHYECKON (HOPMBI 1O JTIF00OMY U3 MII. 1-5, BKIFOYAIOLIHIA
CTaUI0 IEPEKPUCTAIIM3AIMU COSAMHEHUS A, TIe MEPEKPUCTAIUTU3ALINS BKIIOYAET CTAAUU!

a) nmobOaBlieHUs] COeNMHEHWsT A WM ero ruapara WM COjJbBaTa B CMECh BOIbI H
U30MPOITUJIOBOTO CITUPTA M HATPEBAHMS 0 TEMIIEPATyPbl B JUana3oHe oT npuoiamsurensao 30°C
710 TEMITEPATYPbl KUIIEHUsI PACTBOPHUTEIIS,

b) nmobaBieHust H-renTaHa B CMECh, BBEACHHUS 3aTPaBKH KpucTaumdeckor ¢opmsl 11 u
NOJ/IePKAHUS YKA3aHHOW TEMIIEPaTyPhl; U

C) OXJIAXKJIEHHsI 1O KOMHATHOH TeMIIepaTypbl C MOJYYEHHEM OCallKa KPHCTAJLTMUECKON
¢dbopwmsl o jrodomy u3 m. 1-5;

npu4YeM KOJHYECTBO BOXBI cocTaBisier OT mnpubmmsurensHo 1,0% Bec/Bec 1o
npud3uTeNbHO 6,0% Bec/BEC OTHOCUTETHPHO OOIIETo Beca paCTBOPUTEIS.

I1o noBepenHoCTH
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