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2420-561178EA/061
OAPMALIEBTUYECKHWE KOMITIO3UIINHN TEPAIIEBTUYECKHW AKTHMBHBIX
COEJJUHEHWI
3ASBJIEHUE O ITPUOPUTET
JanHas 3asBKa 3asBisieT npuopuret 1o 3asgske CIIIA Ne 61/953480, nmogannoii 14 mapra

2014 r., xoTOpas BKJIKOYEHA B JAHHOM JOKYMEHTE B KA4eCTBE CChUIKH BO BCEH €€ MOJHOTE.

YPOBEHb TEXHHUKH

HsouurparaerugporeHassl (IDHs) KaTaJu3upyOT OKHUCJIUTEIbHOE
nexapOOKCUIMPOBAaHNE U30LUTpPATA A0 2-OKCornyTapara (T.e. o-KeTornyrapara). OTH (pepMeHTHI
OTHOCATCS K IBYM Pa3JIMYHBIM MOJKJIACCAM, OJUH U3 KOTOpBIX ucnonb3yeT NAD(+) B kauecTse
akuenTopa 31eKkTpoHoB, a npyroi NADP(+). Coolbmanoch 0 maTu H30LUTPATACTHAPOreHa3ax:
Tpu NAD(+)-3aBUCHMBIX M30LUTPATAECTUAPOreHa3axX, KOTOPbIE JIOKAIU3YIOTCS B MUTOXOHIPHUSX,
a takxke nByXx NADP(+)-3aBUCHMBIX M30LUTPATAECTHAPOreHa3aX, OIHA M3 KOTOPBIX SIBISIETCSI
MUTOXOHJIPHAJIBHON, a Jpyras MNperuMyInecTBeHHO wuto3osibHOU. Kaxnpii NADP(+)-
3aBHCUMBIH n30(hepMeHT npexacTasisieT coO0i romoaumep.

IDH1 (m3oumutpatneruaporenasa 1 (NADP+), muro3onbHas) Takxke u3BectHa kak IDH;
IDP; IDCD; IDPC unu PICD. benok, konupyembiii 3TuM reHoM, siBiisieTcst NADP(+)-3aBucumotii
U3OLMTPATACTUAPOTeHA30H, OOHAPYKEHHOH B LMUTOIUIa3Me M mepokcrcomax. OH Comep:KuT
MEePOKCUCOMAJIbHO HAIPABJIEHHYK CHUTHAJNIBbHYIO mochenoBarenbHocTh PTS-1. IlpucyrcTBue
sToro (epMeHTa B TMEPOKCUCOMAX mpedmnojaraer posu B perenepaun NADPH mns
BHYTPHIIEPOKCUCOMAJIbHBIX BOCCTAHOBJICHUH, TAKHX Kak mpeoOpaszoBanue 2, 4-auenoms- CoAs B
3-eHomn-CoAs, a Takke B NMEPOKCHCOMAJIbHBIX PEaKIMH, MOTPeONSIFOIMUX 2-0OKCOryTapar, a
UMEHHO aJib(a-ruapOKCHINpOBaHie (UTAHOBOW KHUCJIOTHL lluTrormasmatuueckuil (epmeHT
UTpaeT 3HAUUTEIbHYIO POJIb B LIUTOIIa3MaTuueckoi renepaun NADPH.

I'en IDHI1 wuenoeka komupyer Oemok u3 414 amwmuokucnor. HyxkieotwnaHbele wu
AMHHOKHCJIOTHBIE TIOCJIENOBATEIbHOCTH Ut denoBedeckoid IDH1 moryT ObITh HaliieHbl Kak
GenBank 3amucu NM _005896.2 u NP _005887.2, coorBercTBeHHO. llocienoBarenbHOCTH
HYKJICOTUJIHBIX M aMHUHOKHUCJIOTHBIX nocieaoBatesbHocTel s IDHI1 Takke ommcanbl B,
Hanpumep, Nekrutenko ef al., Mol. Biol. Evol. 15:1674-1684(1998); Geisbrecht et al., J. Biol.
Chem. 274:30527-30533(1999);, Wiemann ef al., Genome Res. 11:422-435(2001); The MI'C
Project Team, Genome Res. 14:2121-2127(2004); Lubec ef al., nmonaHo (nexabpp, 2008) B
UniProtKB; Kullmann ef al., nonano (uronb, 1996) B 6a3b1 nanueix EMBL/GenBank/DDBJ; u
Sjoeblom et al., Science 314:268-274(2006).



HemyTanthHas, Hampumep, aukoro Ttuma, IDHI1, katanusupyer OKHUCIUTENbHOE
nexapOOKCHIMPOBaHNE HM30LUTPATa B (-KETOTJyTapaT, TeM CaMblM BoccTaHaBiuBasi NAD™
(NADP*) 8 NADH (NADPH), Hanpumep, B IPsIMOH peaKIfu:

Wzonurpar + NAD™ (NADP*) — a-KG + CO, + NADH (NADPH) + H™.

beuto obnapyxeno, uro mytauumu IDHI1, mpucyTcTByIOIIHE B HEKOTOPBIX PAKOBBIX
KJIETKax, MPHUBOAAT K HOBOHW cmocoOHocTu (epmeHTta karaimmsupoBatb NADPH-3zaBucumoe
BOCCTaHOBJIEHHE O-KeTornyTapara B R(-)-2-rugpokcurayrapat (ZHG). Ilpoussoactso 2HG, kak
MOJIAraloT, CHocoOCTBYIOT oOpa3oBaHuio W mporpeccupoBaHmio paka (Dang, L et al, Nature
2009, 462:739-44).

Taxum oOpa3zom wuHruOmposanue MyTaHTHOH IDHI1 U ee HEOAKTUBHOCTH SIBIISIETCS
NOTEHLUAJbHBIM  TEPaneBTUYECKUM CPEeACTBOM Ans  JjedeHuss paxka. COOTBETCTBEHHO,
CYLIECTBYET MOCTOsIHHAS NOTpeOHOCTh B nHrnoutopax IDH1 MyTaHTOB ¢ anbda-ruipoKCHIIbHOM
HEOAKTUBHOCTBIO.

IMy6mukamms PCT WO 2013/107291 u nyOmukaums CHIA 2013/0190249, xotopbie
BKJIFOUEHbl B JaHHBIM JTOKYMEHT B Kade€CTBE CCBbUIKM BO BCEH MX IOJHOTE, OMNMCHIBAKOT
coenuHeHus, Kkortopble wuHrHOupyror IDH1 wmytantel (Hanpumep, IDHIRI32H wmm
IDH1R132C). DTu 3asBKM IOMOJHUTENIHO PACKPBIBAOT CIOCOOBI MOJYyYEeHUS HHTHOUTOPOB
myTanTHbIX IDH]1, papmaneBTriyeckne KOMIIO3ULIUY, COAEPIKAIINE 3TU COSAUHEHHS, U CIIOCOOBI
JeueHuss 3a00JeBaHUH, pACCTPOWCTB WJIM COCTOSHUE (HAampuMep, paka), CBS3aHHBIX C
MOBBIIIEHHOM 3Kcnpeccueli u/minn amrumdukanueit myrantHor IDHI.

CymectByer noTpeOHOCTh B (hapMaleBTHYECKHMX KOMIIO3MLHUAX, KOTOpbIE UMENH Obl
CBOWCTBA, MOAXONAIINE JJIsl KPYyMHOMACIITAOHOTO TPOM3BOACTBA M Pa3pabOTKH, a TaKKe
UCIIOJIb30BAHUS MPU JIEYEHUU PACIPOCTPAHEHHBIX COJUIHBIX OMyXOJieH, TaKuX KakK IJIMOMBI,
BHYTpHIIEYCHOUHbIe XosaHrnokapuuHoMbl (BITXK), xoHapocapkoma, pak HpencTaTebHON
JKeJe3bl, paK TOJICTOW KHWIIKH, MeJaHOMa WM HEeMEJKOKJIeTOo4YHbl pak serkoro (HMKPJI),
KaXJasl U3 KOTOPBIX XapaKTepU3yeTCsl HaTudueM MyTaHTHoro amuiens IDHI.

KPATKOE OIITMCAHUE CYINHOCTHU U30OBPETEHU A

B nmaHHOM JOKYMEHTE pacKpbITHI CIIOCOOBI JIEYEHHS PACHPOCTPAHEHHBIX COJHUIAHBIX
OmyxoJiel, TakuX Kak TJHOMBL, BHYTPHIIEYEHOUHBbIE XoOnaHrnokapuuHombl (BITXK)
XOHAPOCAPKOMA, pAaK MPEACTATENbHOM JKENe3bl, pPaK TOJCTOM KHIIKH, MeJaHOMa WIH
HeMeJKOKJIeTouHbi pak jerkoro (HMKPJI), kaxnas u3 KOTOPBIX XapaKTEPU3YETCs] HAIUYHEM
myTtaHTHOro ayens IDH1, Bximrouaromme BBeIeHHE HY KAAOIIEMYCSl B 3TOM CYOBEKTY TBEpAOH
aucTiepcud Wi (apMaleBTHUECKOW KOMIIO3HMLIMH, COZAEpKaIleld TBEPAYIO IHCIEPCHUI0 U IO

MeHbIIeH Mepe OUH (papMareBTUIECKH TPUEMIIEMbIH HOCUTENb.



Taxke B TaHHOM JOKYMEHTE PACKpbITHI TBEPIbIE AUCIIEPCHH, COAEpPIKAIUE HHTHOUTOP
myTtanTHOH IDH1 nnm ee papmanieBTHUECKN NPHEMIIEMOI COJM U OAMH WIH 0oJiee OJIMMEpOB.
Taxke B JAaHHOM JTOKYMEHTE PACKpPBITHI CIIOCOOBI MOJYYEHUSI TAKUX TBEPIBIX IUCIEPCHH. ITH
TBEpAbIE AUCHEPCHUM HUMEKT JIYYIIYK PacTBOPUMOCTb M YCHJIUBAIOT  BO3JEHCTBHE
TEPANeBTUYECKU AKTUBHOTO COEAMHEHHUs] OTHOCUTENIbHO YHCTBIX KPHCTAIMYECKUX (opm
TEepaneBTUYECKH aKTUBHOT'O COCIMHEHHS.

Taxke B IOAaHHOM JOKYMEHTE pPacKpbITO (papMaLEeBTHUECKOE HCIOIb30BAHUE 3TUX
TBEPABIX NUCIEPCHUN MJIS JIEYEHUS] PACIIPOCTPAHEHHBIX COJIMAHBIX OIyXOJIEH, TAKUX KaK IJIMoMa,
BHyTpuUIieueHoYHble XxoanruokapuuHomsl (BITXK), xonapocapkoma, pak IpencraTeinbHON
JKeNe3bl, paK TOJICTONW KHUIIKH, MeJaHOMa WM HeMeJKokyieTouHblil pak serkoro (HMKPJI),
Ka)K[asl U3 KOTOPBIX XapaKTEePU3yeTCsi HaIu4ueM MyTaHTHOro amuiens IDHI.

Taxoke B JaHHOM JOKYMEHTE PacKpbIThl (papMalieBTUYECKHE KOMIIO3ULUH, COAepIKalue
TBEPAYIO AMCHEPCHI0 U MO MEHbLIEH Mepe OnuH (papMaLeBTUYeCKH NMPUEMJIEMbli HOCHTENb.

Taxske B JaHHOM TOKYMEHTE PACKPBITHI CIIOCOOBI MTONTyUYeHHs (PapMaLEeBTHIECKUX KOMITO3HLIHI.

KPATKOE OIIUCAHUE TPAOUYECKUX MATEPHUAJIOB
OUI'YPA 1 mpencraBisier coOOil pEHTTeHOBCKYH) MOPOLIKOBYHO audpakrorpammy (PITT)
®opmer 1.
OUI'YPA 2 mpencrasnsier codoii kpuByro auddepeHnnaIbHON CKaHUPYIOIEH KaJopUMeTPpUn
(JACK) @opwmsr 1.
OUI'YPA 3 npencrasinsieT codoii KpUBYIO TepMorpasuMeTpryeckoro ananusza (TT'A) @opwmbr 1.
OUI'YPA 4 mnpencrasisier coO0il PEHTTeHOBCKYHO MNMOPOLIKOBYIO audpakrorpammy (PITT)
Dopmel 2.
OUI'YPA 5 mpencrasisier codoii kpuByro AuddepeHInaIbHOl CKaHUPYOIEH KaJOpUMETPUN
(JACK) ®@opwmsr 2.

durypa 6 npencrasiser cob0i KpUBYIO TepMorpasuMerprueckoro aHanusza (TT'A) @opmbr 2.

IMOJAPOBHOE OINTMCAHUME CYIIIHOCTHU U3OBPETEHU A
IMonpoOHoe omucaHue KOHCTPYKIHMA U PACIIONOKEHHS KOMIIOHEHTOB, H3JIOXKEHHBIX B
MOCJIEAYIOMEM ONMUCAHUU WM NPOWUIFOCTPUPOBAHHBIX HA TpadUIecKUX MaTepuaiax, He
MpeIHA3HAYEHBI JJIsi OrpaHnueHus. J[pyrue BapuaHThl peau3alii U300pETeHUsT W Pa3InIHbIe
cnocoObl  peanu3aunu HU300peTeHust BKIIOYeHbl B siBHOHW (opme. Taxxke, Qpaseonorust u
TEPMUHOJIOTHS, UCTIOIB3yEMBbIE B HACTOSIIEM JOKYMEHTE, IPUBEACHBI IS LIeJIeH ONMUCAHUS U HE
JOJDKHBI PACCMAaTPUBATBCS Kak orpaHuumBaromue. Vcnonp3oBaHHe BbIpaXeHUM '"BKIHOYAst”,

"copepkauui" win "umeromuit", "comepkamuit”, "BKIIOYAOLIMN" 10 UX BapUALMUA B JAHHOM



JOKYMEHTe IpedHa3HaueHbl [JIsl OXBaTa 3JIEMEHTOB, IEPEUUCIIEHHBIX II0CJA€ HUX U HX
SKBUBAJIEHTOB, a TAK)KE JOMOJHUTENbHBIX 3JIEMEHTOB.
Omnpenenenns:

Hcnonp30BaHHbIE BBILIE U BO BCEM ONMHCAHWU W300PETEHUS CIENYIOIUE TEPMUHBI, €CITH
HE YKa3aHO MHOE, Clle/lyeT NIOHMMAaTh KaK UMEIOLINe CIeyoLIe 3HAaUeHUs.

Hcnonb3yemblii B JaHHOM JOKYMEHTE€ TEPMHMH "KPUCTAJUIMUECKUH" OTHOCUTCH K
TBEPAOMY BELIECTBY, HOMEIOLIEMy XUMHUUYECKYIO CTPYKTYpYy BBICOKOrO nopsiika. B gactHocTH,
KPHUCTAJUINUECKOe CBOOOIHOE OCHOBAHME WJIM coyieBast (popmMa MOTryT OBITH MOJNyYEHBI B BHIE
ofHOW unu Oonee MOHOKpHCTaTMueckux ¢opm. s meneit HacTosied 3asiBKU TEPMUHBI
"kpucraymueckas ¢opma', "MoHOKpHcTamueckas ¢opma' u "momumopd" SABIAFOTCH
CHHOHMUMAaMH{; TEPMHUHBI, pPa3IUYalOIUe KPUCTAJUIBL, KOTOpble OONalalOT Ppas3IUYHBIMU
cBolicTBaMu (Hampumep, pasnuunble oOpasubl XRPD w/mnm pasnuusbie pesynsratel DSC
ckaHupoBaHus1). TepMuH "momuMopd" BKIFOUAET MCEeBIONOIUMOP(BI, KOTOPBIE, KaK MPaBUIIO,
NPENCTaBIAIOT COOOI pasiuYHbIe CONBBATHI Marepuaia W, TakKUM O0Opa3oM HX CBOWCTBA
OTJMYAIOTCS JAPYr OT gapyra. Takum oO0pa3oMm, KakIOpldi OTHOENbHBbIA mOnMuMopd U
nceBnonouMopd CBOOOJHOTO OCHOBaHUST WM B (OpPME COJIM CYUTAETCSl  OCOOOH
MOHOKPHCTAUTMYECKOH (POPMOI1 B TaHHOM OIHCAHUU.

TepmuH "Moo CyIIECTBY KPUCTAUTMYECKHUI" OTHOCUTCSI K JOpMaM, KOTOPbIE MOTYT UMETh
[0 MEHbLIEH Mepe OINpeAeIeHHbli MacCOBbIM IPOLEHT KPUCTALINYHOCTH. KOHKpeTHbIe
MaccoBble MPOLeHThI cOCcTaBIIOT 10 %, 20 %, 30 %, 40 %, 50 %, 60 %, 70 %, 75 %, 80 %, 85
%, 87 %, 88 %, 89 %, 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, 99,5 %,
99,9 % wumm mo6oi mpoueHT ot 10 % o 100 %. B HEKOTOpBIX BapUaHTAX peaTH3aLUN
u300peTeHus], 1Mo CYIIEeCTBY KPUCTAJUIMYECKHI, OTHOCUTCS K (hopMe CBOOOAHOTO OCHOBAHUS WU
kK popme comm, koTopasi mo MeHblneil mepe Ha 70 % sBiIsIeTCS KpUCTAUTMYECKOW. B apyrux
BAapUAHTAX peajM3aluyd H300pEeTEeHUs, MO CYIIECTBY KPUCTAJUIMYECKHH OTHOCHTCS K (hopme
CBOOOIHOTO OCHOBAaHMSI WM K (pOpMe COJNH, KOTOpas sIBJSIETCS HAa Mo MeHbined mepe 90 %
KPUCTAJTUYECKOM.

"©opma 1" wmm "Popma 1 Coemmuenmss 1" MOrytr ObITb HCHOJB30BAHBI
B3aMMO3aMEHSIEMO JI0 ONHCHIBAIOT KPUCTAIUINIECKYIO (POPMY, CHHTE3UPOBAHHYIO B IpuMepe 2, B
pasaene Ilpumepsl HUXKE U KaK ONMUCAHO HUKE MO MPENCTaBIEHO JAaHHBIMU, ITOKA3aHHBIMHU Ha
OUI'. 1,2 u3.

"Oopma 2" wnu "®opma 2 CoeguHeHuss 1" HCHONB3YIOTCS B3aUMO3aMEHSEMO MU
OIUCBIBAIOT KPUCTAIUTMYECKYIO (HopMy, cuHTe3npoBaHHYIO B [Ipumepe 3, B pasnene IIpumepsr

HIDKE U KaK ONMHUCAHO HIKE U MPEACTABICHO NaHHBIMHU, TOKa3aHHbIMU HA @UI". 4, S u 6.



Hcnonp3yeMblii B TaHHOM OIMMCAHWHM TEPMHH "aMOpP(QHBIH" OTHOCHTCS K TBEPAOMY
BEIIIECTBY, HE MMEIOIIEMY JaJbHEro MopsiAKa B IMOJIOKEHHH €ro aTOMOB. AMOp(QHBIE TBEpIbIE
BEIIECTBA, KaK NPABWIIO, MPENCTABISIOT COOONW MNEPEeOXITKIECHHBbIE JKUIKOCTH, B KOTOPBIX
MOJIEKYJIbl PACIIONIOKEHbI CIy4aiiHBIM 00pa3oM Tak, YTO HE CYIIECTBYET YETKO ONpeAeeHHAs
YHOPSIIOYEHHOCTh M OTCYTCTBYET HAJIbHUI TNOPSAAOK. AMOp(QHBIE TBEpAblE BEIIECTBA, Kak
NPaBUJIO M30TPOMHBIE, T.€. O0JAaJar0T CXOAHBIMH CBOMCTBAMH BO BCEX HAINPABJIEHHSX M HE
UMEIOT ONpeAeNIeHHbIX TO4YeK IuiaBieHus. Hampumep, amMopdHBI Marepwan NpPeACTaBiIsAeT
coOoli TBepABI MaTepuaj, He UMEIOLINHA OCTPBIX XaPAKTEPUCTUIHBIX KPUCTAJUIMYECKUX IMHUKOB
Ha €ro PeHTreHOBCKOW nopowmkoBoi peHtreHorpamme (XRPD) (T.e. He KpucTayninyeckui, Kak
omnpeneneHo no XRPD). Bmecto sToro onus unu Oonee LIMPOKUX MHKOB (HAPUMEP, OPEOJIbI)
nosiBisiroTest Ha ero XRPD. IMlupokne nuky sIBJSIFOTCS XapaKTEPUCTUYHBIMU JJisi aMOP(GHOTO
TBEPJOTO BellecTBa. AMOpGHBIN Mpernapar COEANHEHUs, ONUCAHHOTO B JAHHOM JOKYMEHTE, 110
CYLIECTBY, HE COEPIKHUT MPUMECEH W/IIH KPUCTAIMIECKOE COSTUHEHHE.

TepmuH "mo cymiecTBy He copepiKamui" OTHOCHTCS K (opMaM M KOMIIO3ULHSM,
KOTOpbIE MOTYT, IO MEHbIIEH Mepe Ha KOHKPETHbIE MAaCCOBBIE IPOLEHTHI, HE COAEpPKaThb
IpUMecH W/WIM  KPHUCTAJUIMYecKoe coenuHeHune. KOHKpETHble MacCOBbIE  IPOLIEHTBI
npeACTaBISIIOT coboit 60 %, 70 %, 75 %, 80 %, 85 %, 87 %, 88 %, 89 %, 90 %, 91 %, 92 %, 93
%, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, 99,5 %, 99,9 % wunu mobo# nporeHt ot 60 % no 100
%, 0e3 mpumecel W/WIM KPUCTAIMYECKOTO COETMHEHHs. B HEKOTOPBIX BapUaHTAX peah3aliiu
n300peTeHus], Mo CYLEeCTBY He COAEP KALINI OTHOCUTCS K (hopMe CBOOOTHOTO OCHOBAHHMS HJIH B
dopme comm, koropas umeer mo Menbwedl mepe 70 % wuucrory. B npyrux BapuaHTax
peanuzanuu M300pETeHUs, MO CYINEeCTBY KPUCTAJUTUYECKHH OTHOCHTCS K (opme CBOOOTHOIO
OCHOBaHHMS WJIH B (POPME COJIH, KOTOpast SIBIISIETCS 1O MeHbliel Mepe Ha 90 % uuctoil. B npyrux
BapMAHTAX peajn3aluu H300pPETeHUs, N0 CYLECTBY HE COAEPIKALIMHA KPUCTAIUIMYECKOTO
COEIMHEHUs] OTHOCUTCSI K KOMITO3ULMU HOMerlneld MeHee 4deM mpumepHo 30 %, meHee ueMm
npumepHo 20 %, meHee ueM npumepHo 15 %, meHee yem npumepHo 10 %, MeHee yeM pUMEPHO
5 %, menee ueM npuMepHO 1 %o KPUCTATMYECKOTO COSTUHEHMUSL.

Hcnonp3yeMblil B HACTOSIIEM OMMCAHUHM TEPMHH "BBIACICHHBIN" OTHOCUTCS K (opmam,
KOTOPBIE MOTYT COCTABJISITh IO MEHBLIEH Mepe ONpEeAeIeHHbI MAaCCOBBIN NMPOLIEHT KOHKPETHON
KPUCTAJUTNUECKOH (opmbl coenuHeHns. KOHKpeTHpIe MacCOBBIe MPOLEHTHI COCTABISIOT 90 %o,
91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, 99,5 %, 99,9 % unu MOOOH MPOLEHT
ot 90 % no 100 %.

Tepmun "conmpBaT WM COJBBATHPOBAHHBIA' O3HA4YaeT (UIMUYECKYIO AaACCOLMALUIO
COCIMHEHUS, BKJIFOUas €ro KPUCTANTMYECKY0 (OopMy, B COOTBETCTBHH C JaHHBIM H300pETEHHEM

C OmHOH mjM Oojiee MOJIEKYJaMH pacTBOpUTENs. JTa (u3NYecKas acCOLMAMs BKIKOYAET



o0Opa3oBaHHE BOJOPOAHBIX CBs3eil. B HEKOTOPBIX Cllydasix COJIbBAT MOXKET OBbITb BBIIEIIEH,
HAIpUMep, €CIM MOJIEKYJIbI OJHOTO MM OoJiee pacTBOPUTENIEH BKIIFOYEHBI B KPUCTAJUINIECKYIO
pPEeLIeTKy KpUCTaJUIMuecKoro TBepaoro BemecTBa. "ConapBaT WM  COJbBATUPOBAHHBIN"
OXBaTBIBAET Kak (pa3y pacBopa, Tak U BBIAENSIEMBbIE COJIbBATHL. THUMUYHBIE COBBATHI BKIIFOYAIOT,
HanpuMep, TUAPaT, STAHONAT WM METAHOJIAT.

Tepmun "runmpatr" npexncrapiisier coOOH CONBBAT, B KOTOPOM MOJIEKYJIOH PacTBOPHUTENS
asisercs HyO, xoTopas mMpuUCYTCTBYET B ONpENEN€HHOM CTEXHOMETPUYECKOM KOJIUYECTBE U
MOJKET, HallpuMep, BKIJIOUATh NOJIYyTUAPAT, MOHOTUAPAT, IUTUAPAT WU TPUTUAPAT.

Tepmun "cmecs" ncnonb3yercst st 0003HaUeHUsE KOMOMHUPOBAHHBIX 3JIEMEHTOB CMECH,
HE3aBUCUMO OT (a30BOro  COCTOSHUSI ~ KOMOMHauuu  (Hampumep, KHAKOCTb WU
KUAKOCTH/KPUCTAILT).

Tepmun "3aTpaBka" ucnonp3yercst s 00O3HaueHHs AOOABICHUS KPUCTAIHYECKOTO
MaTepuasa 1js1 THULIMMPOBAHMSI NEPEKPUCTAIUIU3ALMH WU KPUCTAJUIU3ALIH.

TepmuH "aHTHPACTBOPUTENL" UCTIONB3YETCS Uil OO03HAUEHHSI PACTBOPHUTENIS, B KOTOPOM
COEIMHEHMS, BKIIFOYasl KPUCTAJUTNYECKHE (POPMBI, SIBJISIOTCS IIOXO PACTBOPUMBIMH.

Hcnonb3yemblii B TaHHOH 3asBK€ TEPMHH "TIPUMEPHO" O3HAYaeT NMPUMEPHO, B 00JIACTH,
OPUEHTHUPOBOYHO WM okoyo. Ecmm TepmuH "npumepHO" uCHIoONb3yeTcs B COYETAHUU C
YICJIOBBIM IMATIA30HOM, OH MOIU(ULIMPYET 3TOT JUANA30H MyTEM PACLIMPEHUS TPAHUL] BBIIIE U
HUKE€ W3JIOKEHHBIX YHUCJIOBBIX 3HaueHui. B olmem, TepMuH "IpUMepHO" HCMONB3YeTCs B
JAHHOM JIOKYMEHTe JUIi MOIU(UKALMH YHUCJIOBOrO 3HAYEHUS, BBIIIE U HIKE YKA3aHHOTO
3HAUYEHUs C IOMOIIBIO BeposATHON norpemHocty 10 %.

Hcnonb3yemblil B JaHHOM ONMUCAaHUU TEPMUH "MOBbIeHHbIe YpoBHU 2HG" o3Hauaer 10
%, 20 %, 30 %, 50 %, 75 %, 100 %, 200 %, 500 % wnmu Gonee 2HG, 4yem mpuUCyTCTByeT y
cyObekTa, KoTopblii He HeceT MyTaHTHbId IDH1 amnens. Tepmun "nossimenHble ypoau 2HG"
MOXKET OTHOCUTbCSI K konuuecTBy 2HG BHyTpM KJI€TKH, B ONYyXOJIM, B OpraHe, cojaep:kallem
OIyXOJIb UJIN B )KUJKOCTH OPTaHU3Ma.

Tepmun "Ouonormueckasl KUAKOCTB' BKJIIOUAET OAHO WM Oojiee M3 aMHUOTHYECKOM
JKUJIKOCTH, OKPY KArOIIeH IJIOA, BHYTPUIIA3HOM KUIKOCTH, KPOBH (HAMIPHMED, TUIa3Mbl KPOBH),
CBIBOPOTKH, CIHWHHO-MO3IOBOM JKHUAKOCTH, YIIHOW CEpbl, XUMYyCa, XUAKOCTH KyNepOBOU
JKENe3bl, JKEHCKOrO 3sKyJSITa, TKAHEBOH JKMIAKOCTH, JUMQBI, TPYOHOTO MOJIOKA, CIH3U
(HarpuMep, HOCOBOTO APEHAKa HII MOKPOT()), TUIEBPAITbHON JKUAKOCTH, THOSI, CIFOHBI, KOXKHOTO
caja, CepMbl, CHIBOPOTKH, 10Ta, CJI€3, MOYH, BATMHAJIBHOIO CEKPETa UJIH PBOTHI.

Hcnonp3yemble B TaHHOM JOKYMEHTE TEPMHHBI "UHrHOMPOBATH"' MM "NIPENOTBPATUTH"
BKJIFOYAIOT KaK MOJHOE, TaK U YaCTUYHOE MHruOupoBaHue U npodrmakTuky. MHruburop Moxer

MMOJIHOCTBIO UJIN YaCTUYHO I/IHFI/I6I/IpOBaTI:> LEJICBYO MULIICHD.



TepmuH «1€UUTH» O3HAYAET CHIDKEHHWE, IOJABJECHUE, OCa0ieHne, yMEHbLICHHUE,
MIPUOCTAHOBKY WIH CTaOMITU3ALIUIO pa3BUTHUSA WJIH MIPOrpeccUpOBaHNUs
3aboseBaHmsI/pacCTPONCTBA (HAMMPUMED, PACIPOCTPAHEHHON COJMIHOW OMyXOJH, TAaKOH Kak
rJIMOMa, BHYTpUIeYeHO4Hble  xojaHrmokapuuHombl  (BIIXK),  xonnmpocapkoma, pax
MPEACTATENIbHOM JKENE3bl, PaK TOJICTON KHUIIKH, MEJIAHOMA WUJIM HEMEJIKOKJIETOUHBINA PaK JIETKOro
(HMKPJI), kaxxpoe W3 KOTOPBIX XapaKTepu3yeTcs HamuuueM MyTaHTHoro amtens IDHI),
CHI)KEHHE TSDKECTH 3a00JIeBaHUs/PacCTPOCTBa (T.€. PaclpOCTPAHEHHON COJIMIHOM OIMyXOJIH,
TaKOW Kak TJIMOMA, BHyTpHIiedeHOuYHble XojiaHrnokapiumaoMel (BITXK), xonnpocapkoma, pak
IIPECTATENbHON KeNe3bl, paKk TOJACTON KUIIKH, MEJaHOMA WJIM HEMEJKOKJIETOYHbIN paK JETKUX
(HMKPJI), kaxxnoe U3 KOTOPBIX XapakTepusyercs HajnuuueM MyTaHTHoro amiens IDHI1) wnu
yJy4lIeHHue CHUMIITOMOB, CBSI3aHHBIX c 001e3HbI0/pacCTPOHCTBOM (Harmpumep,
pacCIpOCTPAHEHHOW  CONMAHONW  ONyXOJNblO, TAaKOW Kak [IJIMOMA, BHYTPHUIIEYEHOUYHbBIE
xonanruokapiuHoMsl (BITXK), xoHnpocapkoma, pak mpencTaTelbHON >KeJe3bl, paK TOJCTOU
KUIIKH, MeJNaHOMa WM HeMenkokierouHbll pak jerkoro (HMKPJI), kaxnmoe u3 KOTOpPBIX
XapakTepusyercs HaauuueM MmyTanTHoro ajuiens IDH1.

Hcnonb3yemoe B JaHHOM JOKYMEHTE KOJHYECTBO COEAMHEHHUs, 3(PQPEeKTHBHOrO JuIs
JICUEHUs PacCTPOICTBA WM TEPMHH "TepaneBTHUeCKU 3(H(HEKTUBHOE KOJIUYECTBO" OTHOCUTCS K
KOJIMYECTBY COENUHEHMs, KOTOpoe siBisieTcsi S()(EeKTUBHbIM, TpPHU OIHOKPATHOM WK
MHOTOKPATHOM BBEI€HUH JIO3bI MALIMEHTY, TP JICYCHUHU KJIETKU WU MIPU JICUSHUH, OOJIETUeHHIH,
CMSITYCHHH WJIM YJIyYIIEHHH COCTOSIHUSI CyObEKTa C PacCTPOHCTBOM, BBIIE OXKHIAEMOTO TPHU
OTCYTCTBUU TaKOTO JIEUCHUSI.

Hcnonb3yemblii B NTaHHOM JOKyMeHTe TepMuH " % wmac./mac." HCIONb3yeTcs: IS
0o0O3HaueHNss MO Macce B MPOLEHTaX OT O0IeH Macchl, KOTOpasi UCHOJb3YETCsl B KAa4eCTBE
OCHOBBI Il BBIUNCJIEHHUsI MAaCCOBOI'O MPOLIEHTa OTAENbHOIO KOMIIOHEeHTa. B kauecTBe npumepa,
11 00beMHON KOMINO3ULIMH, % Mac./Mac. OTAENBHOIO KOMIIOHEHTa MOXKET OBITh PACCUMTAH KaK
NPOIIEHT OT O0IIel MacChl BCEX KOMIIOHEHTOB OOBEMHOI KoMmo3uuuu. B kadectse npyroro
npuMepa, Il ONHOW TepOopalibHON JieKapcTBeHHOW Qopmbl, % Mac./Mac. OTAETBHOTO
KOMITOHEHTa MOXKET ObITh PACCUMTAH KaK MPOLEHT OT O0Ieil MacChl BCEX KOMITOHEHTOB OJHOMN
NepopaibHON JiekapcTBeHHON (opmbl. Hampumep, ecnu omgHa mepopasibHasi JieKapCTBEHHAs
dbopma mpencramiser cobol TabneTky, obmas macca MOKeT ObITh O0IIeld Maccol Bcex
KOMITOHEHTOB TaOJIETKH.

Hcnonp3yemblil B JTaHHOM OIMMCAHUN TEPMUH "CyOBbeKT" MpenHa3HaueH sl 0003HAYCHUS
yenoBeka. [IpuMepsl deIoBeYeCKHX CyOBEKTOB BKIIOUAOT MALMEHTa-4eJIOBeKa (HAa3bIBAEMOTO
MAlMEHTOM) HMEIOINEro pPacCTPOICTBO, HANPHUMEP, PACCTPONCTBO, OMHCAHHOE B JTAHHOM

TOKYMEHTE, FJIH HOPMAJIBHOTO CYyOBEKTa.



Tepmun "usnueckn cTaOMIBHBINA", KaK UCTIONB3YETCS B JAHHOM JOKYMEHTE, O3HAYaeT,
YTO KOHKpeTHas (popma cBOOOAHOrO OCHOBAHHsS WIJIM COJIM HE M3MEHSETCS B OJHY HIH Oojee
pasnuuHbIX (Qusnueckux ¢GopMm (Hampumep, pas3udHble TBepAble (POPMBI, KaKk H3MEPEHO C
nomotpeio XRPD, DSC no T.11.) npu BO3AeCTBUM YKa3aHHBIX YCJIOBUH, HATIPUMED, BIAKHOCTH
OKpy Karomie cpeabl mpu KoMHATHOW Temmeparype wmwiu 40 ° C/75 % oTHocuTenbHON
BJIAXHOCTH, B TEUEHHUE ONPEAEJICHHOIO MepUoJa BPEeMEHU, HanpuMep, | neHb, 2 nvd, 3 axs, |
Henens, 2 Henenu, 1 Mmecsu, 2 mecsua, 3 Mmecdana , 6 Mmecsiues, 12 mecsies, 18 mecsues, 24
Mecsia win Oonee. B HEKOTOPBIX BapuaHTax peanusanuu nzoOpereHusi, meHee 25 % ¢opmbl
COEIMHEHUs] M3MEHSETCS] B Oy MJHM Oojiee pa3NuyHbIX (Pusnueckux (op™m, Mpu BO3AEHCTBUU
OTIpeNIeNIeHHBbIX YCIIOBUI. B HEKOTOpBIX BapHaHTax peanu3aliu H300pETeHUs, MEHee ueM
npumepHoO 20 %, meHee ueM npuMepHo 15 %, menee uem npumepHo 10 %, MeHee YemM NpUMEpHO
5 %, meHee ueM npuMepHo 3 %, meHee yeM npumepHo 1 %, meHee yem npumepHo 0,5 % Buna
KOHKPETHOTO COEAMHEHMS] MePEXOHUT B OJHY MM OoJiee pasiHyHbIX (PU3NUECKUX (POPM 3TOro
KOHKPETHOTO CO€AMHEHMsl NIPU BO3ACHCTBUM ONPEAEICHHBIX YCJIOBUI. B HEKOTOPBIX BapHaHTax
peanuzanuy n300peTeHust He OOHAPYKUBAEMOE KOJIMUECTBO KOHKPETHOH (POPMBI COSTMHEHHS He
U3MEHSIETCS B OHY WK OoJiee pasIMuHbIX GH3HUECKUX (HOPM COeTMHEHMS.

Tepmun "xumudecku CTaOWJIBHBIN", KaK OH HKCIOJB30BAH B JAHHOM JOKYMEHTE,
O3Ha4yaeT, 4TO XUMUUYECKas CTPYKTypa KOHKDETHOTO COEAMHEHHUs] He MU3MEHSeTCs B JIpyroe
COeMHEeHUe (HanmpuMep, He passiaraercsi) Mpyu BO3ACHCTBUH OMPEICICHHbBIX YCIOBUH, HAIPUMED,
BJIQJKHOCTH OKPY KaIOIIEeH cpeabl Mpu KoMHATHOH Temnepatype wiu 40 °C/75 % oTHOCUTENBHOMN
BJIAKHOCTH, B T€UEHHE OMPEAEJICHHOIO Mepuoja BpeMeHU, Hanpumep, | neHb, 2 nvs, 3 axs, |
Henmens, 2 Hexmenw, 1 mecsan, 2 mecsna, 3 Mecsima, 6 mecsnes, 12 mecsnes, 18 mecsnes, 24
MecsieB win Oosiee. B HEKOTOPBIX BapuaHTax peann3auuu uzodpereHus, menee 25 % Gopmbl
KOHKPETHOTO COEIWHEHHs H3MEHSeTCsl B OJHO WM Oojiee JpYyrux COCOUHEHUH, TpHu
BO3JCUCTBUHU OIpPEICJICHHBIX YCJIOBHH. B HEKOTOPBIX BapHaHTaX peau3alud H300peTeHHs,
MeHee deM npumepHo 20 %, meHee ueM npumepHo 15 %, menee uem npumepsHo 10 %, meHee
yeM npuMepHo 5 %, MeHee ueM mnpumepHo 3 %, meHee yeMm mpumepHo 1 %, MeHee ueMm
npumMepHo 0,5 % ¢opMbl KOHKPETHOTO COEAMHEHHs] U3MEHSIETCS B ONHO WM Oojiee IPYyTrHx
COEAVHEHUH, NPU BO3JEHCTBUU ONPENEIECHHBIX YCIOBUI. B HEKOTOPBIX BapuaHTaxX peanu3aluu
n300peTeHus He OOHapy’KMBaeMOe€ KOJMYECTBO (POPMBI KOHKPETHOIO COCOUHEHUS He
U3MEHSEeTC B OAHY WM Oonee pasnuyHbIX (U3NYeCKHX (OpPM JaHHOTO KOHKPETHOTO
COEIMHEHUSI.

TepMuH «aucnepcus» OTHOCUTCS K AMCIIEPCHON CHUCTEME, B KOTOPOH OJHO BELIECTBO,
aucTieprupoBaHHas (pasza, pacpeneneHo B AUCKPETHBIX €AMHULIAX 110 BCEMY BTOPOMY BEIIECTBY

(nucnepcuoHHasi cpema WM OCHOBa). Pa3Mep mucneprupoBaHHOH (ha3bl MOXKET 3HAYUTEIIBHO



BapbUPOBATHCS (HAMPUMEpP, KOJUIOMIHbIE YaCTHIbI HAHOMETPOBOIO pa3Mepa, IO HECKOIbKHX
MUKpOH). B oOmem, nucneprupoBaHHble (a3bl MOryT OBbITH TBEPABIMH BEINECTBAMH,
JKUIKOCTSIMHM WM ra3amu. B ciydae TBepao OUCTIEPCHH, AUCTIEPTUPOBAHHBIE M HETIPEPBIBHbBIC
(a3pl SABISIOTCS TBEPAbIMH BeleCTBAMH. B (papMauneBTHYECKHX MNPUMEHEHHsX, TBepast
OHUCTIEPCHsT MOXKET BKJIIOYATh KPUCTAIMYECKOE TEpaneBTHYECKU AaKTUBHOE COEIMHEHHUE
(nucnepcHast ¢aza) B amopdpHoM mnonumepe(ax) (HermpepriBHas (pasa) WM aJBTEPHATHUBHO,
aMop(HOE TepaneBTUYECKH aKTUBHOE CoequHeHue (aucrnepcHas ¢asa) B aMOPPHOM MOIHMEpe
(menpepriBHas ¢aza),

Tepmun "amopdHas TBepmas AUCTepcHs’» OObBIYHO OTHOCHUTCS K TBEPIOW IUCTIEPCUH
ABYX Win OoJjiee KOMIIOHEHTOB, KakK IPABHJIO, TEPANEBTUYECKH AKTUBHOIO COCIMHEHHs |
nojuMepa (WM HECKOJBbKHX MOJMMEPOB), HO, BO3MOXKHO, COAEPIKAIIUX IPYTrHe KOMIIOHEHTHI,
TaKMe Kak  IOBEPXHOCTHO-aKTUBHbIE  BEIECTBA WIM  Apyrue  (papMaLeBTHIECKHUE
BCIIOMOTATENIbHbIE BEIIECTBA, TIJ€ TEPANeBTUUECKH AaKTUBHOE COCJUHEHHE HAaxXOOHUTCS B
amop¢HOl (asze, a ¢usnueckas CTaOMIBPHOCTb W/HIM PACTBOPEHHE H/WIM PACTBOPUMOCTD
aMOpP(HOTO TepaneBTHYECKH aKTHMBHOTO COSIUHEHUs YCUIMBAETCS APYTMMH KOMIIOHEHTaMu. B
HEKOTOPBIX BAPUAHTAX peaN3alMy M300peTeHus HCIepcHst aMOp(HOro TBEPAOIO BEIIECTBA
comepxkut nojumep(bl) (M He0OA3aTENBHO MOBEPXHOCTHO-AaKTUBHOE BEIECTBO), COCTABIISIFOIINE
aucniepcHyro  (asy W TepanmeBTHUECKH AKTUBHOE COEOMHEHHE IIPEeNCTaBisieT CcoOOoi
HenpepbiBHYIO (asy. B HEeKOTOphIX BapuaHTax peanusalud U300peTeHus, amopdHas TBepast
aucnepcust conep:kuT nonuMmep(bl) (M HeoOsA3aTeNbHO TMOBEPXHOCTHO-AKTHBHOE BEILECTBO),
COCTaBJISIFOIIME HENMPEPbIBHYIO (Pasy U TepaneBTHYECKH aKTHBHOE COEIMHEHHE IMPEACTaBIISET
coboii mucnepcHyo ¢asy.

HUnmocTpaTtuBHasi TBepAasi AMCIEPCHS MPENCTaBIsAeT COO0H COBMECTHBIH OCATOK WU
COBMECTHBIH CIIaB KOHKPETHOT'O TEPANEBTHYECKHA aKTHBHOTO COSTUHEHUsI C OMHUM WM OoJee
nojguMmepom(amu). "COBMECTHBIH OCamOK" TMOJNYYAKOT IOCJIE PACTBOPEHUS] TEPareBTHUECKU
AKTUBHOTO COEIWHEHHs] M ONHOro wiu Oojiee monumMepa(oB), B PACTBOPUTENIE WIH CMECU
pacTBOpUTENEH, ¢ MOCIENYIOINM YAAIEHHEM PaCTBOPUTENISI WIIM CMecH pacTBoputeneil. MHorna
onuH wuiau Oojee TONUMEPOB MOXKET ObITh CYCHEHOUPOBAaH B PACTBOPHUTENEC WM CMECH
pactBoputeneii. PacTBopuTens WM CMECh PACTBOPHUTENEH BKIOYAET OPraHUYECKHE
pacTBOPHUTENIN U CBEPXKPUTHUECKUE JKUAKOCTU. PacTBOpHTENb WJIM CMECh PacTBOpHUTENEH
MOXKET TaKXke cojepxkaTb HeleTy4yuil pactBoputenb. "COBMECTHBIN pacrjiaB" MPOU3BOIUTCS
NOCJIe HarpeBaHHs TEPANeBTUYECKH aKTHBHOTO COEIUHEHHs M OJHOTO WM 0oJjiee MOJHMEpPOB,
IUTS PACIUIABJICHUS], HEO0S3aTeIbHO B NMPUCYTCTBUN PACTBOPUTENST HIIH CMECH PACTBOPHUTENEH, C
NOCJIENYIOIUM CMEIINBAHUEM, YIAAJEHHEM 110 MEHbIIEH Mepe YacTH PacTBOPUTEINS, €CIH 3TO

MPUMEHNMO, W OXJIAKIEHUs JO KOMHATHOW TeMIlepaTyphl, MPH BBIOPAHHOH CKOpocTH. B
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HEKOTOPBbIX ClIydasiX TBEpPAble IUCIEPCHM IOJYYAlOT TNyTeM JA00aBI€HHs pacTBOpa
TEPANeBTUYECKH AKTUBHOTO COEIUHEHHMS M TBEPAbIX IOJUMEPOB C  IOCJIEAYIOLINM
CMEIIMBAHUEM M YJAJICHHEM pPaCTBOPUTENl WM CMecH pactBopurenei. s ynaneHus
pPacTBOPUTENST MJIM CMECH PACTBOPHUTENEH MOTIYT OBITh NMPUMEHEHbl BAKYYMHAsl CYINKa, CyINKa
pacrbUleHHEM, CYIIKa Ha CTeJIakaX, JUOPHIM3aLMs, a TaKkKe APYTHe MPOLEAYpPHI CYIIKH.
IIpumenenue mOOOr0 W3 3THX METONOB C HCIIOJNB30BAHMEM IMMOIXOAALINX MApaMeTpPOB
00paboTKHM, B COOTBETCTBUU C HACTOALIMM ONHCAaHUEM, Oyaer obecrnednBaTh KOHKPETHOE
TEPaNeBTUYECKU AaKTHUBHOE COENMHEHHE B aMOP(QHOM COCTOSSHUM B KOHEYHOH TBEPHOM
IUCTIEPCUU.

Hcnonp3yemblii B [JaHHOM ONHCAHMM TEPMUH '"JeKapcTBeHHas (opma mpsMOro
IpeccoBaHus", Kak MpaBWJIO, OTHOCHTCA K (opme (Hampumep, TaOneTke), IMONYyYEeHHOH B
pesyJbTare NPeccoBaHMUs CyXOW CMeCH MOpPOIIKOB (HalpuUMep, TBEPAOH JUCTIEPCHH, HAIIPUMED,
arJIOMEpUPOBAHHON UCIIEPCUM), KOTOPbIE COAEPIKAT COETUHEHNE, HAIPUMep, TepaneBTHIeCcKoe
coefnHeHHe (HampuMep, IUIOXO PacTBOPUMOE TEPANeBTUYECKOE COEJUHEHHE, Hampumep,
Coenunenue 1, Hanpumep, amoppHoe CoennHenue 1, Hampumep, B BHIE TBEPAOH AUCIIEPCUH,
HanpuMep, KOTOpPOe TaKKe CONEPXKUT OAMH WM Ooyiee MOJMMEPOB U HEOOS3aTeIbHO OHO WIIH
Oonee MOBEPXHOCTHO-aKTUBHBIX BELIECTB) M HEOOSA3aTENbHO OAMH MM 0OJiee SKCLIUIHEHTOB.
Hanpumep, nmponykr (Hampumep, TBepaas AHCIEPCHs), MOJYYECHHBIH B pe3yJbTaTe MpoLecca,
OMUCAHHOTO B HACTOSINEM JOKYMEHTE, MOXKET HMETb YJIYYIIEHHbIE CBOWCTBA (HAmpUMeED,
CBIMTyYECTb), KOTOPbIC MO3BOJISIIOT €My OBITh HEMOCPEICTBEHHO MPECCOBAHHBIM, HATIPUMEpP, B
NepOpabHYIO JIeKapCTBEHHYIO (opmy, Hampumep, TaONeTKu wWid ObITh TOJIYyYEHbI B BHJE
KaICyJ1 MJTH carie.

dapmaneBTHYECKHE KOMIIO3HIHH M CIIOCO0BI JIeYeHHsI

IIpencraBneH cnoco0 Je4yeHHs PacCHPOCTPAHEHHBIX COJMIHBIX OMYyXOJEH, TaKuX Kak
rJIMOMa,  BHyTpUINeueHO4YHble  xojaHruokapuuHomel  (BIIXK)  xowapocapkoma,  pak
MIPEACTATENbHON JKEJEe3bl, PAK TOJICTON KHUILIKH, MEJIAHOMA WJIM HEMEJIKOKJIETOUHBIN PaK JIEFTKOrO
(HMKPJI), kaxnmass W3 KOTOPBIX XapakKTepuU3yeTcs HaliuuueM MyTaHTHoro amiens IDHI,
BKJIFOYAIOIIUI BBEICHUE HYKIAOIIEMYCsI B 3TOM CyOBeKTY (papMameBTH4YEeCKON KOMITO3UIIHH,
coneprKalei: (a) COeIHEHHE ((S)-N-((S)-1-(2-xnopodenmn)-2-((3,3-
TG TOPOLMKIO0Y THIT)aMHUHO)-2-0KCO3THI)- 1 -(4-1manonupuans-2-mn)-N-(5-gToponupuans-3-
wi)-S-okconupponunune-2-kapookcamu (Coenmaenune 1) wim  ero  QapmaneBTUYECKU
NPUEMIIEMYIO COJIb, KaK 4acThb TBepAOH nucnepcuu U HeobOs3arenpHO (b) ommH mim Oonee
(apMaLeBTHUECKH TPUEMIIEMBIX HOCUTEINEH.

Taxxe mnpeacraBneHbl kommosuuuy, cogepxamue CoeauHenne 1 win  ero

(apMaLeBTHUECKH TPUEMIIEMYIO COJIb B KAueCTBE YacCTH TBEPAOW AMCIEPCHUU (HAIpPUMED,



11

amopdHOI TBepAol aucnepcuu). Takke TPENCTaBIeHbl (PapMalEBTUYSCKUE KOMIIO3HIINH,
conepxkamue: (a) Coegunenne 1 wim ero (apMaleBTHUECKH MPUEMJIEMYIO COJIb, KaK 4YacCTh
TBepaoi aucnepcuu u (b) onun wim 6osee GapMareBTUISCKH PUEMIIEMbIX HOCUTEIIEH.

Otn  Merombl JiedeHuss W (apManeBTHYECKHE  KOMITO3ULMH  JOIMOJHHUTEIBHO
NPOMJUTIOCTPUPOBAHbl  MOAPOOHBIMH ~ OMHMCAHUSIMH M WJUTFOCTPATUBHBIMU  NPHMEPAMH,
MIPUBEIEHHBIMH HUXKE.

dapmaneBTUYECKUE KOMITO3ULMH, COAEPKAIINe TBEPAblE TUCTIEPCHHU TepPaneBTHUECKH
AKTUBHOTO COEIMHEHUS B MaTpHUIle, MOTyT OOECHe4YUThb YJy4lIeHHble (U3NYEeCKHe U
XUMHUYECKHE CBONCTBA IO MOTYT OBITh MOJIyY€HBI IyTeM OOpa30BaHMs OJHOPOAHOTO PacTBOpa
WIN pacIijiaBa TeParneBTUUECKH aKTUBHOIO COEUHEHNUS U MaTepHajia MaTPHLbI C MTOCIENYOIIUM
OTBEP)KIEHUEM CMECH IyTeM OXJaXIEHWs WM YAAleHHs pacTBOpUTENs. Takue TBepible
IUCTIEPCUM TEPANeBTHYECKH AaKTUBHBIX COEIMHEHMH 4YacTO IOKa3bIBAIOT MOBBIIEHHYIO
OMONOrNYeCKy0 AOCTYIHOCTh TPHU MEPOPANbHOM BBEIEHMM IO CPABHEHUIO C NEPOPaJbHBIMU
KOMITO3ULIUSIMH, COAIEPIKALTUMH HEAUCTIEPIHPOBAHOE COSTUHEHNE.

PacnputnrenbHas Cylika sIBISIETCS HAHOOJee MIMPOKO HCIOIb3YEMbIM IPOMBILIIIEHHBIM
IPOLIECCOM, BKJIFOUAIOIIUM OOpa3OBaHME YAaCTUI] U CYIIKY M MOXET OBITh MCIHOJb30BaHA IS
MOJIyUeHHUs] TBEPIbIX JAUCIEPCHI TeparneBTHYeCKU AaKTUBHBIX coequHeHui. OHa XOpoIlo
MOJXOMUT AJIs HENMPEPBIBHOTO MPOU3BO/ICTBA CYXUX TBEPIBIX BEIIECTB B BUIE MOPOIIKA, IPAHYJI
WIN arjioMepaTHOH (OPMbI M3 JKUAKUX HCXOIHBIX MAaTEPUAJIOB B BHIE PACTBOPOB, SMYJBCHH U
NepeKaYnBaeMbIX CycreH3ud. Takum o0pas3oMm, pacHbUIMTENbHAS CYINKA SIBJISIETCS MOJIE3HBIM
NpOIIECCOM, B KOTOPOM KOHEUHBIH MPOAYKT JOJDKEH COOTBETCTBOBATh YCTAHOBJIEHHBIM
CTaHIApTAaM KadyecTBAa B OTHOLIEHHH PACIpPENeIeHUs YacTHI[ 1O pasMepaM, OCTATOYHOH
BJIAKHOCTH, OOBEMHOM MJIOTHOCTH M BUAA YaCTHILL.

Kputnueckue XapakTepUCTHUKH KadeCTBAa JUCTIEPCUHM BBICYLICEHHOW pPAaCIbUICHHEM
BKJIFOYAIOT 3((EeKTUBHBIC, CBS3aHHBIE BELIECTBA, OCTATOYHOE COJACPIKAHUE PACTBOPHUTEIS,
TOMOT€HHOCTb, OTCYTCTBHE KPHCTAJUTMYHOCTH, CHOCOOHOCTh K PACTBOPEHHUIO, MOP(OIIOTHIO
YaCTHUIl ¥ CBOMCTBA TEKYYECTH OOBEMHOTIO MOPOLIKA.

Kputnueckue mnapameTpsl MpoLecca BKJIIOYAIOT COCTaB PAaclbUIIEMOrO pacTBOpa MU
BSI3KOCTb, THUN COIUIA M Pa3Mephl, JABJICHHUE DPACHBUICHUS, CKOPOCTh IMONAYH PACIBLUIIEMOTO
pacTBopa, CKOPOCTb CYIIKH IMOTOKA ra3a, BXOAHYIO M BBIXOAHYIO TEMIEpPATypPbl, TEMIIEPATYPHI
KOHIIeHCaTopa (HarmpuMep, AJsl CYIIKH MPOLIECCOB ¢ 3aMKHYTBIM LIUKJIOM), & TaK)K€ BTOPHUYHBIE
napaMeTpshl CYIIKH ,

B onHOM M3 BapmaHTOB peanu3auvy W300pETEHHs] MO MEHbINEH Mepe ONpeneTeHHbINH
nporieHT oT Maccel CoenuHeHuss | sBIsieTcss KpHUCTauTMuecKuM. KOHKpeTHbIE MacCoBbIe

MPOLIEHTBI MOTYT cOoCcTaBATh 10 %, 20 %, 30 %, 40 %, 50 %, 60 %, 70 %, 75 %, 80 %, 85 %, 87
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%, 88 %, 89 %, 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, 99,5 %, 99,9 %
i moOoi npoueHT ot 10 % no 100 %. Ecnu xorkpeTHsIit npouenT no macce Coenuaenus 1
ABJIIETCS KpHUCTaJUIMUeckuM, TO ocTtatok CoenuHeHust 1 sBisercss aMOppHBIM BHIOM
Coenunenus 1. He orpannunBaromue npumeps! kpuctanaudeckoro CoenuHeHust | BKIOYAKOT
MOHOKpUcTamnyeckyto ¢opmy CoenuHeHus | WM CMeCh Pa3iIMYHBIX MOHOKPHUCTAJUTMYECKHX
¢dopm. B HekoTOpBIX BapuaHTax peanmsanuu n3oo0perenus CoenuHenne | sBsieTCs 110 MEHbIIEH
Mepe Ha 90 % mno macce KpUCTaNIMYECKMM. B HEKOTOpBIX ApPYrux BapUaHTax peajnu3aliu
n3o0perenus Coenuuenue | sBisieTcs Mo MeHbLIeH Mepe Ha 95 % 1o macce KpUCTAIUINIECKUM.
B HekoTophIx Apyrux BapuaHTax peanuzauuu uzoOpereHus: CoenuHenue | sBIsIeTCs IO
MeHblIel Mepe Ha 99 % 1o mMacce KpUCTAITMUECKUM.

B npyrom BapumaHTe peanm3auuyd H300pETEHUs], ONpENeJeHHbIH MNpPOLEHT IO Macce
KPUCTAJIIMYECKOTO Coenunenus 1 IIPENCTABIIAET coboi cnenuuIecKyro
MOHOKPHCTAIMYECKYIO (OpPMYy WIM COYETaHHEe MOHOKpHCTaumdeckux (opm. KoHkperHble
MacCOBBI€ MPOLEHTHI MOTYT coCTaBIsATh 10 %, 20 %, 30 %, 40 %, 50 %, 60 %, 70 %, 75 %, 80
%, 85 %, 87 %, 88 %, 89 %, 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %,
99,5 %, 99,9 % wunu moboii nporeHt ot 10 % no 100 %. B npyrom BapuaHTe peanuzanuu
uzobperenusi CoenuHenne 1 sBisercss no MeHbineld Mepe Ha 90 % mo  Mmacce
MOHOKpHCTaIMYeckuM. B npyrom Bapuanre peanusaunu nzodperenus Coenunenue | sBisieTcs
1o MeHblel mepe Ha 95 % mo Macce MOHOKpHUCTAJUIMYECKUM. B apyrom BapuaHTe peanu3anuu
uzobperenust CoenuHenne 1 sBiseTcss mno MeHblned wMepe Ha 99 % mo  Mmacce
MOHOKPHUCTAJNINYECKUM.

B npusenenHom Hike ommcanuu CoenuHeHUs |, BapuaHThl peanu3alid HACTOSIIETO
nu300peTeHns] MOTYT OBITh ONMHUCAHBI CO CCBUIKOW Ha KOHKPETHYI KPUCTAJUTMYECKYIO (Gopmy
Coenunennst 1, Kak OXapakTEPU30BAHO OIHHM MM Oojiee CBOWCTBAMH, KaK OINKCAHO B
HacTosimeM JOoKyMeHTe. OMUCaHus, XapakTepH3yIOLIHe KPUCTAJUINIeCKUe GOPMBbL, MOTYT OBITh
TAK)K€ HCIOJNBb30BAHBI JIJIsl OMUCAHHMS CMECH PA3JIMYHBIX KPUCTAUIMYECKHX (OPM, KOTOpBIE
MOTYT NMPUCYTCTBOBaTh B Buae kpuctamnudeckoro Coeannenust 1. TeM He MeHee, KOHKpPETHbIE
kpucrayumaeckue Gopmel CoemuHenns: 1 Takke MOTYT OBITh OXapaKTEPHU3OBAHbI OJHUM WU
Oojee M3 XapaKTEPUCTUK KPHUCTALUTMYECKOH (POPMBI, KaK OMUCAHO B JAHHOM JIOKYMEHTE, C
y4eTOM WM 0e3 ydeTa CChUIOK Ha KOHKPETHYIO KPUCTAUTHUECKY0 GopMmy.

Kpucrammgyeckne  QopMbl  IOMOJHHUTENBHO  MPOWLIIOCTPUPOBAHBI  MOAPOOHBIMU
ONMCAHUSIMH UM WUIIOCTPATUBHBIMU IpuMepamy, npuseaeHHbiMU Hmke. Iluku XRPD,
ornucanHble B Tabmumax 1 wm 2, Moryt BappupoBaTtbcss Ha *+ 0,2 B 3aBUCUMOCTH OT
HCIIOJIb3y €MOTO MHCTPYMEHTA 7151 IOJTyYE€HUs! TaHHbIX.

®opma 1
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B ongHOM BapmaHTe peanuzaluu H300peTeHHsT MOHOKpHCTayumueckas ¢opma, ¢opma 1,
Coenunennst | xapakrtepusyercss peHTreHorpammoi mnopomkoBoi audpakumn (XRPD),
nokasanHoii Ha ®UI' 1 wu paHHble, KOTOpble npuBeneHbl B TaOmume 1, momydeHsl ¢
ucnionb3oBanueM CuKa wu3nydeHus. B KOHKPETHOM BapuaHTe peann3aluu H300peTeHus
noJIMMOP( MOXKHO OXapaKTepH30BaTh OOHUM WiH Ooyiee W3 MHUKOB, B3AThbIX u3 @OUI. 1, kak
nokasano B Tabmume 1. Hanmpumep, momumopd MOXKHO OXapakTepH30BaTh C IMOMOIIBIO OIHOTO
WM JIBYX WJIM TPEX, YEThIPEX WU MATU WM LIECTU UM CEMU UM BOCbMHU WJIM JI€BATHU U3 MTHUKOB,

nokasaHHubix B Ta0muue 1.

Ta6auna 1
Yroa HNHTEeHCHUBHOCTH
2-ITa’ %
8,6 90,3
13,2 60,0
15,6 85,5
18,5 72,5
19,6 31,5
20,6 71,6
21,6 100,0
26,4 64,2
273 45,6

B npyrom Bapuante peanusanuu uzoopereHus popma 1 MOKeT ObITh OXapaKTepHU30BaHA
nukaMu, uaeHtTuGuuupoBaHHbIMU Tipu 20 yriax 8,6, 15,6, 18,5, 20,6, 21,6 u 26,4°. B apyrom
BapHaHTe peanuzauuu uszoOpereHust ¢opma 1 MokeT OBITh OXapaKTEPU3OBAHA ITHKAMH,
uneHTuGUIUPOBaHHBIMU TipU 20yriax 8,6, 15,6, 18,5 u 21,6°.

B npyrom BapumanTe peanmzaumu uszoOpereHus: ¢popma | MOXKET XapaKTephU30BAThCS
kpuBoil nuddepenumnanpaoli ckanupyromeit kanopumerpun (JICK), nokazannoit na ©UI. 2.
I'paduk JICK oroOpakaer moToK Teria B BUae PyHKLUUU TEMIIEpaTypbl OT 00pa3iia, H3MEHEHHUE
CKOopocTH Temmeparypbl cocraBisier npumepHo 10 °C/mun. KpuBas xapaxrepusyercs
SHIOTEPMHUYECKUM TEPEeXOIOM C HaydajdbHOW Temmeparypoii mnpumepno 140,1 °C ¢
pacruiaBieHHeM Npu TeMrnepatype npumepHo 1499 °C.

B npyrom Bapumante peanmuzaumu uzobpereHuss GopMmy | MOKHO OXapakTephU3OBaTh
tepmorpaBuMerprueckuniM aHamuzoMm (TI'A), mnokasamnbiM Ha @OUI. 3. Kpusas TIr'A
NOKa3bIBAET Ha Tpadyike MPOLEHT NOTEPb MACcChl 0Opa3iia B 3aBHCUMOCTH OT TEMIEPaTypbl, IPU
CKOpPOCTH U3MeHeHHsI TeMrepatypbl mpumepHo 10 °C/muH. [Totepst Macchl mpencTasisier coOoi
notepro npuMepHo 0,44 % maccel 00pasna, Tak Kak TEMIIEpaTypa H3MEHsETCsl MpuMepHo ot 29,0
°C no 125,0 °C.
dopma 2
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B oxgHOM BapumaHTe peanuzanuu M300peTeHus: MOHOKpUCTauueckast Gpopma, @opma 2,
Coenunennst | xapakrtepusyercss peHTreHorpammoi mnopomkoBoi audpakumn (XRPD),
nokasanHoii Ha @UI. 4 u naHHBIE, KOTOpBIE NpUBEAEHbI B Tabmume 2, MOJNydYeHBI C
ucnionb3oBanueM CuKa wu3nydeHus. B KOHKPETHOM BapuaHTe peann3aluu H300peTeHus
MoJIMMOP( MOXKHO OXapaKTepH30BaTh OOHUM WiH Ooyiee W3 MHUKOB, B3AThHIX u3 OUI. 4, kak
nokasano B Tabmume 2. Hanpumep, monmuMopd MOXKHO OXapakTepH30BaTh C IMOMOIIBIO OIHOTO
WIM ABYX WIN TpeX, YeTbIpeX WU ISITH WM LIECTH WIM CEMU WJIM BOCBMM WIM AEBATH WU

JIECSITH TTUKOB, TTOKa3aHHbBIX B Tabjuie 2.

Tabauna 2
Yroa HNHTEeHCHUBHOCTH
2-ITa’ %
9.8 85,6
11,6 100,0
14,9 11,4
16,5 15,3
19,6 75,2
20,1 7.3
22.5 32,6
23.0 69.4
25.0 8,9
31,4 22.0

B npyrom Bapuante peanmusanuu u3oOpereHus, popma 2 MokeT ObITh OXapaKTepH30BaHA
MUKaMU, UAEeHTUPUIUPOBaHHBIMU Tipu 20 yriax 9.8, 11,6, 19,6, 225, 23,0 no 31,4 °. B apyrom
BapHaHTe peanusalnuu uzoOpereHus, Gopma 2 MoxkeT ObITh OXapaKTEPH3OBaHA ITHKAMH,
uneHTuunrpoBaHHbIMU Tipu 20yriax 9,8, 11,6, 19,6 u 23,0 °.

B npyrom BapumanTe peanmzaumu u3oOpereHus ¢popmMa 2 MOXKET XapaKTepU30BAThCS
kpuBoil nuddepenumnanprol ckanupyromeit kanopumerpun (JICK), nokazannoit na ©UI. 5.
I'padux JICK orobpazkaeT moTOK Terwia B BUAe GYHKIUU TEMIIEPATypbl OT 0Opasiia, HO3MEHEHHE
CKopocTH Temmeparypbl cocraBisier npumepHo 10 °C/mun. KpuBas xapakrepusyercs
SHIOTEPMHUYECKUM TMEPEXOAOM C HayajJbHOW Temmeparypoi mnpumepHo 62,7 ° C ¢
pacrmyiaBlieHHeM IMpu TemnepaType npumepHo 72,5 °C U 3HIOTEPMUYECKUM MEPEXOIOM C
HayvaJlbHOM TemnepaTypoil npumepHo 145,6 © C ¢ pacnnaBieHueM NpU TeMmiepaType NpUMEPHO
153,6 °C.

B npyrom BapuaHTe peanusanuu u3o0peTeHus, GopmMa 2 MOKET ObITh OXapaKTePHU30BaHA
C TIOMOIIBKD TEPMHYECKOro TpaBuMmeTpudeckoro aHamusza (TT'A), mokaszannoro Ha OUI. 6.
IIpodune TI'A mokas3piBaeT Ha rpaduke MPOLEHT MOTEPh MAcChl 00paslia B 3aBUCHMOCTH OT

TEMIEepaTypbl, IPU CKOPOCTH M3MEHeHUus1 Temneparypbl npumepHo 10 °C/mun. ITorepss macchl
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npencrasisier coboli morepro mpumepHo 0,57 % mo macce oOpasma, Tak Kak TemmepaTrypa
u3MeHsiercs npumepHo ot 29,3 °C no 170,3 °C.

Jlpyrue BapHaHTBl peann3aluud HW300pETeHUs] HANpPaBJIEHbl HA MOHOKPHCTAUTUYECKYIO
dopmy CoenmaeHust 1, KOTOpast XapaKTEPU3YETCsl COYETAHUEM BBIIICYKa3aHHBIX XapaKTEPUCTUK
1000 U3 MOHOKPUCTAIMYECKUX (POPM, ONMHCAHHBIX B JAHHOM JOKYMEHTE. XapaKTepUCTHKA
MOXKeT ObITh 00O kKoMOuHanuen ognoro uinu 6onee u3 XRPD, TI'A u JICK, xak onucaHo ajis
KOHKpeTHO! nonumopdHoi popmbl. Hanpumep, MmorokpucTammmueckyro ¢popmy Coenunenus 1
MO>KHO XapaKTepU30BaTh JI000H KoMOnHanuel pe3ynbTatoB XRPD OTHOCHTENBHO MONOKEHUs
ocHOBHBIX NTHKOB B XRPD ckaHe; w/wun 1000i KOMOMHAIMEH OHOTO WK OoJiee mapaMeTpoB,
MOJIyYEHHBIX M3 JAHHBIX, NMOay4eHHbIX nmyTeM XRPD ckanupoBanusi. MOHOKpHUCTaIMYECKas
¢dopma Coenunenuss 1 Taxke MoxkeT ObITh OxapakTepu3oBaHa TI'A ompeneneHUsIMH TOTEPb
Macchl, CBS3aHHBIMM C OOpa3loM B Te4YeHHE 33JaHHOTO J[Wala30Ha TeMIlepaTyp, W/uiu
TEMIepaTypol, NpU KOTOPOM HadyMHAeTcsl KOHKpeTHbIM mnepexon mnorepu Maccel. JICK
ONpeAeNeHUs] TeMIIepaTyphl, CBSI3aHHOM € MAaKCHUMAaJbHBIM PAcXOAOM TeIula NpPU Mepexose
TEIUIOBOTO TIOTOKA W/WJIM TEMITEPATypPbl, IPH KOTOPOH 00pasell HAauMHAET UCTIBITHIBATD MEPEXON
TEIUIOBOTO TOTOKA, MOTYT TaKXKe OXapakKTepH30BaTh KPHUCTALIMYECKYI0 (opmy. HM3menenue
Macchl B oOpasie n/unm n3MeHenue copOorun/necopouuu Bonbl Ha MoJiekyry CoennHeHus 1, kak
OMpEeNEeeHO C MOMOINBI MU3MEepeHHi copOuuu/necopOunu BOABI B AUANA30HE OTHOCUTEIHHOMN
BJIaKHOCTH (Hampumep, or O % mo 90 %), Takke MOIYT XapaKTepPH30BaTh
MOHOKpUCTaILTHYECKYI0 (hopmy Coenmnnenust 1.

TBepaple nucnepcun

IIpencraBnensl kommosuiuy, conepxkamue Coenunenue 1 wim ero apmaueBTUYeCKH
NPUEMJIEMYIO COJIb M OAMH MM OoJiee TIOJMMEPOB B COCTaBE TBEPAOH AUCHEPCUH (HAIPUMED,
amopdHOI TBepao# aucnepcun). B HEKOTOPBIX BapHaHTaxX peanu3aliu U300pETeHUs: TBEpras
mucnepcus conepkut Coennnenne 1 wim ero apMaleBTHUECKH IPUEMIIEMYIO COJIb U OIMH WU
Oosnee momuMepoB. B HEKOTOpPBIX BapHaHTAaX peaTH3alUd H300pETEeHHs] TBEpHas AUCIEPCHUs
conepxur CoenuHenne 1 wim ero ¢apMaleBTHYECKH NMPHEMIIEMYIO COJb, OOUH Wi Oolee
NOJIMMEPOB, a TaKXe OAHO WM 0ojiee MOBEPXHOCTHO-aKTUBHBIX BEINECTB. B HEKOTOPBIX
BapHAHTAaX peann3aluu U300peTeHus: TBephas aucnepcusi copepxkutr CoenmHeHwe | wim ero
(bapMaLeBTHUECKH TPUEMIIEMYIO COJIb M OIMH NOJHMEp. B HEKOTOPBIX BapHaHTax pealn3aluu
u3zo0perenust TtBepmas mucnepcus coxepxkur Coenunenne 1 wiam ero ¢dapManeBTHUECKH
MIPUEMJIEMYIO COJIb, OIVH MOJIUMEP U NTOBEPXHOCTHO-aKTUBHOE BELIECTBO.

TBepable nucnepcuu. MpeacTaBieHHblE B JAHHOM JJOKYMeHTe, conepsxalue CoennHeHne
1 wmm ero QapmManeBTUYECKH TNPUEMIIEMYIO COJIb, MOTYT TIOBBIIIATh PACTBOPHMOCTD

Coenunenns 1 Mo OTHOIIEHUIO K YKCTON Kpuctammyeckoi ¢popme Coenmnenust 1 (Hampumep,
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@®opma 1 uan Popma 2) u, Takum 00pa3oM, 0OECMEeUYHBAIOT YJYYIIEHHOE BO3JCUCTBHE TPU
NepOPaTBHOM JTO3UPOBAHUU TBEPAOW MUCTIEPCHU CYOBEKTY. B OMHOM M3 BapHaHTOB peann3anun
n3o0perenust tBepmas mucnepcus coxepxkut Coenunenne 1 winm ero ¢dapmaneBTHUECKH
NpUeMJIEMyI0 COJb, OAMH WM Ooyee MOJMMEPOB U HEOOs3aTeIbHO OJHO WM Oosee
MOBBILIAIOIINE PACTBOPUMOCTD TOBEPXHOCTHO-aKTHBHBIX BEILECTB.

Hanpuwmep, pactBopumocTs B Bope @opmel 1 coctapnsier ot nmpumepso 0,025 mr/mia no
npumepno 0,035 mr/min no pacrBopuMocTs B Boze @opmel 2 coctasisier oT npumepHo 0,008
mr/ma 1o npumepso 0,010 mr/mo.

®opma 2 umeeT pacTBOpUMOCTh npumMepHO 0,018 MI/Mi B UMHUTHPOBAaHHOH B IOJIOAHOM
cocrossHun kumeuHor oxunkoctu (FASSIF) mpu pH 6,1 mpu 4 wacax. [Insa cpaBHeHus,
amMop(dHbIe BBICYLIEHHbIE PACIBIICHHEM AUCHEPCHH MMEIOT PacTBOPUMOCTH OT mpumepHo 0,05
mr/ma o npumepHo 0,50 mr/mn B FASSIF npu 3 gacax.

B HekoTOpbIX BapHaHTax peanu3alvy U300peTeHHs TBepAas AUCHEPCHs MPOSBIAET IO
MeHblIelt Mepe mnpumepHo 20 %, mo meHsblueil mepe mpumepHo 30 % mo MeHblued Mepe
npumepHo 40 %, no menblne mepe npumepHo 50 % no meHslueit mepe npumepHo 60 % mo
MeHblIelt Mepe npumepHo 70 % mo meHbluel mepe npumepHo 80 % uiaM Mo MeHblIed mepe
npumepHo Ha 90 % Oonee cunbHOe BosxedicTBust CoenuuHeHust | mim ero (apManeBTHYECKH
IpUEeMJIEMOI COJIM, TIPH BBEIEHHU CYyOBEKTY, IO CPABHEHHUIO C BBEIEHHEM 7 Sifi aMOpP(HOro
Coenunennss 1 wim ero (¢apManeBTHYECKH NPUEMIIEMON COJIM. B HEKOTOpPBIX BapuUaHTax
peanuzannu U300pETeHUs] TBEpAas AUCIEPCUs] UMEET MO MeHbluel mepe mpumepro 20 %, mo
MeHblIel mepe mpumepHo 30 % mo meHbinelr Mepe npumepHo 40 %, mo MeHbluel Mepe
npuMmepHo 50 % no mensineli Mepe npumepHo 60 % mo MeHsblel mMepe nmpumepHo 70 % mo
MeHbInel Mepe npumepHo 80 % wmnm Mo MeHblLIeld Mmepe npuMmepHo Ha 90 % Oonee cuibHOE
Bo3aericteue Coenmuenust | uinm ero ¢apMareBTUYECKH MPHEMIIEMON COJIM, MPHU BBEACHUU
CyOBEKTy, MO CPaBHEHHUIO C BBEACHHEM YHCTOro Kpucrajumdeckoro CoenuHenus | wim ero
(dhapMareBTHYECKH MPUEMIIEMOU COJTH.

B ¢apMakOKMHETHYECKHX HCCIEAOBAHUSIX KpPbIC M OO€3bsH, YMEPEHHOE YJIyYIIeHHE
BO3ACUCTBUS HAONIOAAETCSl MPH BBEACHHH TBEPAOH OUCIIEPCHU MEPOPANBHBIX JIEKAPCTBEHHBIX
¢opM MO CpPaBHEHHUIO C MOKa3aTeNsIMH i sifu aMOpQHBIX N03upoBOK. Hampumep, TBepnmas
mucniepcust, comepxkamasi 50 % wac./mac. Coemmuenust 1 u 50 % wmac./mac. ¢ranara
nonuBuHMIanerata (PVAP) mmeer npumepHo B 1Ba pa3a Ooyiee CHIBHOE BO3ACHCTBUE II0
cpaBHeHUIO ¢ in situ amopdHbeIM CoenuHenneM 1 y camuos kpeic Crpar-Jloymu. OTcyTcTBYET
CYIIECTBEHHAsl pa3HULIA B BO3ACHCTBMU MEXAY TBEPHOHN nucrnepcuei, coxepxkameit 70 %
mac./mac. Coemmuenuss 1 um 30 % wmac./mac. mepopanbHO JekapcTBeHHOH (opmoi mo

cpasHeHnto ¢ in situ amopdueiM CoenuHeHueM 1, y caMIIOB Makak, BO3AEHCTBHE TBEPHOH
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nucnepceuu, coaepxkamen S0 % mac./mac. Coenunaenns 1 u 50 % mac./mMac. AueraTt CyKIMHATa
TUJIPOKCUNPONMIMETHIILIEIUTIONO3bL, TAK)KE€ H3BECTHBIN Kak aleTaT CyKLMHAT TUIPOMEINJIO3bI
(HPMCAS), He moka3bIBaeT CYIIECTBEHHOH pa3HULBI MO CPABHEHUIO C i situ aMOpPQHBIM
Coenunennem 1. AHanormdHbIM O0Opa3oM, TBepHas aucmepcus, comepxkamas S0 % mac./mac.
Coenunennss 1 u 50 % wmac./mMac. TUAPOKCHUIIPONIIMETHIILIEIUTIONO3b], TAKXKEe H3BECTHAs Kak
runpomeioza ¢ranar (HPMC -¢dranar), He mnokaspiBaeT CYIIECTBEHHOH pPa3HUIIBI I10
cpaBHeHHto ¢ in situ amoppHeIM Coemunenuem 1. B TO Bpems kak in situ aMopdHbIe
TEPaneBTUYECKHUE COCTUHEHUSI OOBIYHO HCIIONB3YIOTCS AUl JO3UPOBAHUS B HMCCIEJOBAHUAX HA
JKUBOTHBIX, OHM HE NPUIOAHBI KAaK JIEKAPCTBEHHBbIE (POPMBI IJIsI JO3MPOBAHUS B OpPraHU3MeE
4eJIOBEKa.

Kax Obuto ommcano B (papMakOKMHETHMYECKOM HCClENOBaHMM Ha Kpbicax [Ipumepa 4,
Bo3zaelicteue CoenuHeHus | ymydinaercs, €clu JO3MPOBaHHBIE (OPMBI TBEPIOH AMCIEPCUU
BBOJAT IO CPAaBHEHMIO ¢ yucToi Popmoii 2 kpucrammmyeckoro CoenuHenus 1.

B HeKkoTOpBIX BapHaHTaxX peaju3alud H300peTeHHs] IO MEHbLIeH Mepe YacTb
Coenunenus 1 uim ero papmaneBTHYECKH IPUEMIIEMON COJIH, B TBEPIOH AUCIEPCHU HAXOAUTCS
B aMOp(HOM COCTOSHMU (Hampumep 1o MeHblueil mepe nmpumepHo 50 % mo MeHblLIeH Mmepe
npuMepHO 55 % mo meHbinel mepe nmpumepHo 60 %, B MeHblel Mmepe, mpumepHo 65 % mo
MeHblel mepe mnpumepHo 70 % mo MeHblued Mmepe npumepHo 75 % mo MeHbInel Mepe
npumepHO 80 % mo MmeHbluel mepe npumepHo 85 %, mo meHbinel mepe npumepHo 90 % mo
MeHbIIel Mepe npuMmepHO 95 % mo meHbiuel mepe nmpumepHo 98 % unu mo MeHbluell Mepe
npumMepHo 99 %). B nmpyrux BapuaHTax peaju3aluyd U300peTeHUs] TBepAas IUCTIEPCHs IO
CyLlecTBy He conepkut kpucraummueckoro CoemuHenus 1 wim ero (¢apmaneBTHUECKH
MIPUEMIIEMOU COJH.

B HekoTOpHIX BapHaHTaX peaju3alud HACTOSINEro HM300peTeHHs KOMITO3HULUS
npeacrasisier coboi  amMopdHYr TBepAyr (HampuMmep, BBICYLICHHYIO PacIbUICHHEM)
mucniepcuto, copepkamyro Coenuaenue | wim ero ¢papMaleBTHYECKH MPHEMIEMYIO COJIb U
nojuMep. AMopQHast TBepaasi JUCTIEPCHsT MOXKET COAEPKATh, HAPUMEDP, MEHEE UeM MPUMEPHO
30 %, menee yem npumepHo 20 %, meHee yeM npumepHo 15 %, meHee ueM npumepHo 10 %,

MeHee YeM npumMepHo S5 %, meHee ueM npumepHO 4 %, MeHee ueM mpumMepHo 3 % , MeHee ueM

>
npuMepHO 2 % wunu MeHee yeMm npumepHo 1 % xpucramnuueckoro CoeauHeHus 1 uiam ero
(apMaLeBTHUECKH TPUEMJIEMOH  COJIM, HAampuMmep, IO CYLIeCTBY, HE COAEpIKaThb
kpuctasumaeckoe Coennnenne 1 umn ero papMaleBTHIECKU IPUEMIIEMYIO COJIb.

B onmHOM W3 BapuaHTOB peann3anny H300pETEHUs] TBEpAas OUCIIEPCHs TPOSBISIET 3apaHee

OTpEENICHHbI YPOBEHb (PU3MYECKON W/MIIM XUMHUYECKOH crabmibHOCTH. Hampumep, TBepaas

aucnepcus coxpansier npumepHo 50 %, npumepno 60 %, npumepno 70 %, npumepsHo 80 %,
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npumepao 90 %, mpumepro 95 %, mpumepHo 98 % wnm mpumepHo 99 %, amopdHOro
Coenunenns 1 nim ero apmManeBTHYECKH MPUEMIIEMOI COJH, NP XPaHEHUH TIPU TEMIIEPaType
25 °C B IJIOTHO 3aKPBITOH Tape ¢ BOAOW, HanpuMep, (iakoHe U3 SHTAPHOTO CTEKJIa, KOHTEHHepe
u3 noamTwieHa BbicokoW motHoctd (HDPE) mnm nBOMHBIX MELIKOB W3 MOJHMITHIIEHA C
BUTBIMU HEHJIOHOBBIMHU CTsKKaMu, noMmelneHHbIX B HDPE koHTeliHep ¢ ocymuTenem.

B HekoTOpBIX BapHaHTax peaju3alud H300pETeHHs IMOJUMEP MOBBIIAET XUMUYECKYIO
Wi (PU3NIECKYI CTAOMJIBHOCTh (Hampumep, Kak H3MEPEHO C IMOMOLIBI0 MOIYJHPOBAHHOTO
nuddepeHMaIbHOro ckanupyroiero kanopumerpa) Coennnenus 1 wnum ero papmaneBTudecku
pUEeMIIEMON coNu, TIpU XpaHeHuu (Harmpumep, npu temmneparype 2-8 °C, Hanpumep, 4°C unu
IIpYU KOMHATHOH TemIiepatype) 1o MeHbliei mepe npuMepHo Ha 10 % (Hanpumep, Mo MeHbIuei
Mepe npumepHo Ha 20 % no mensbluell Mepe npuMepHO Ha 30 % Mo MeHblIel Mepe IPUMEpPHO Ha
40 %, no menblIell Mepe mpumepHo Ha 50 % mo MeHblel Mepe mpumepHo Ha 60 % 1o
MeHblIel Mepe npuMepHo Ha 70 % no meHsblueil mepe mpuMepHo Ha 80 % unu mo MeHbluei
mepe mnpumepHo Ha 90 %) mo cpaBHeHuro ¢ amopdubiM CoenunHeHweM 1 wuam ero
(papManeBTHUECKH MPUEMIIEMO COJIBIO, HE B IIPUCYTCTBUH MOJIHUMEpPA.

Teepnas gucnepcusi, kKak NPaBUIO, UMEET TEMIEPATypy CTEKJIOBaHUs, Ie AUCIEPCHUs
OCYIIECTBIIIET MEPexXo U3 CTEKJIO0OPa3HOTrO TBEPAOro BEINECTBA B KAyUYKOBYIO KOMITO3HLIMIO.
B of0wmem cay4yae, ueM BbIlle TeMmreparypa CTEKJIOBaHUs, TeM Oousblie (usndecKas
cTabunbHOCTD Aucnepcuu. CyliecTBOBaHHE TEMIIEPATYPbl CTEKJIOBAHUS OOBIMHO YKA3bIBAET, YTO
no MeHblnel Mepe, Oosblias 4acTb KOMIIO3WLUH (HAmpUMep, IUCIEPCHU) HAXOAWTCS B
amopdHoM cocrosiHnm. Temnepatypa crekyoBanus (Tg) TBeproil AUCTIEPCUN, MOAXOASALICH AJIst
(hapMaLeBTHUECKOr0 MPUMEHEHHUS], KaK MPAaBHJIO COCTABISIET MO MEHbLIeH Mepe npuMepHo S0
°C. B HEKOTOpBIX BapHaHTAX peaTH3aLUN H300pETEeHHs] MPEANOUTUTENbHBI 0OJiee BBICOKHE
TemnepaTypsl. Takum 00pa3oM, B HEKOTOPBIX BapHAHTAX peasu3alli M300peTeHHs TBepaast
JOUCIIEPCHUsl, PACKpbITasl B TaHHOM JOKyMeHTe uMeeT Tg rno meHsbiuell Mepe npumepnHo 100 ° C
(marmpumep no MeHbinell mepe mpumepHo 100 °C mo menbinedi mepe mpumepro 105 °C mo
MeHbuieil mepe npumepHo 110 °C, no mensbiieit mepe npumepHo 115 °C nmo meHblieit Mepe
npumepHo 120 °C no menbleit mepe npumepHo 125 °C no mensbiei mepe npumepHo 130 °C no
MeHbuiel mepe nmpumepHo 135 °C no mesbiueii Mepe npumepHo 140 °C mo menblieil mepe
npumepHo 150 °C no menblieil mepe npumepHo 160 °C no menbiueit mepe npumepsHo 170 °C
no MmeHblell Mepe npuMepHo 175 °C no menbuieil mepe npumepHo 180 °C unn no MeHbluei
mepe npumepHo 190 °C). B HEKOTOpPBIX BapHaHTax peanusalun n3odpereHus Tg cocTaBiseT 10
npumepro 200 °C. B HeKOTOpBIX BapuaHTax peanuzauud u3zodOpereHus: Tg cocraBiseT a0
npumepno 130 © C (mampumep mo Mmenbineii mepe npumepno 110 °C mo meHbineii mepe

npumepHo 111 °C, no menbiueit mepe npumepHo 112 °C, no mensiuei mepe npumepHo 113 °C
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no meHblel mepe npumepHo 114 ° C no menblueil mepe npumepHo 115 °C no mensbiuel Mepe
npumepHo 116 °C no menbleit mepe npumepHo 117 °C no menbluei Mmepe npumepHo 118 °C no
MeHbuieil mepe nmpumepHo 119 °C no menbiueii Mepe npumepHo 120 °C mo MeHblieil mepe
npumepHo 121 °C no menblueit mepe npumepHo 122 °C no mensblei Mepe npumepHo 123 °C no
MeHblIel Mepe nmpumepHo 124 °C no mesblueil Mepe npumepHo 125 °C mo MeHblieil mepe
npumepHo 1216 °C no menbiueii Mepe npumepHo 127 °C no MeHbluel mepe npumepHo 128 °C,
npu MeHbliel mepe, npumepHo 129 °C wnu no mensineii Mmepe npumepHo 130 °C). Ecnu He
yKa3aHO HHOE, TeMIepaTypbl CTEKJIOBAHUS, PACKPBITbIE B JAHHOM JIOKYMEHTE, HU3MEpSIOT B
CYXHUX YCJIOBUSIX.

B HexoTOpBIX BapuaHTax peanu3aluy HW300peTeHus] TBepAas AUCIEepPCHs UMeeT Oolee
BBICOKYIO TEMIIEpPATypy CTEKJIOBAHHs MO CPABHEHMIO C TEMIEpPaTypoOil CTEKJIOBaHHUs aMOp(HOro
Coenunenus 1 unu ero (apManeBTHUECKU NMPUEMIIEMON COJIM, HE B IPUCYTCTBUM IOJIHUMEPA
(oB). B HeKOTOpBIX BapuaHTax peanu3aliy W300pETeHUs TBepAas AUCIEPCHs UMEET CKOPOCTb
penakcaly, KOTopasi HHUXKe, 4eM CKOpocTh penakcaimu amopgHoro Coemmuenus | uim ero
(apmaneBTHUECKH TPUEMIIEMOH COJIH, HE B IPUCYTCTBUHU MouMepa (OB).

IIpumepsl MoOAUMEpPOB B TBEPAOH NUCNEPCUM BKIIOYAIOT MPOU3BOJAHBIE LIEJUIFOJIO3BI

(Hampumep, rUAPOKCHITPOITUIMETHIILEIUTIONIO3Y, TAKXKe H3BECTHYIO Kak runpomerniosa, (HPMC),
¢dTanar TUAPOKCHUNPONMMIMETIILEIIIIONO3bL, TAaKKe H3BECTHBIM Kak TUIpoMeiuiosa (ranar
(HPMCP), amerar-CyKUMHAT THUAPOKCHIIPONMIMETHILEIUTION03bI, TaKXKe W3BECTHBIM Kak
runpomeriosa amerar cykuuHat, (HPMCAS), rugpokcunpormunnemnmoiosa (HPC)),
STHILEJUII0JIO3a WM aneTar-prajar wewnonossl, nonuBuHmmupponunons  (TIBIT);
nojmsTiieHrmukonu  (I19I); nmonmuBuamIoBble crupThl (PVA);, NONMBUHUIOBBIE CIIOKHBIE
s¢upsl, Takue Kak nonuBuHWiIanerar-gramar  (PVAP), akpunarel, Takue — Kak
nojguMermiMerakpunatr (Hanpumep, Eudragit RTM. E); nuknonexkctpunbl (Hanmpumep, Oera-
muknoaekctpun), nonu (D, L-maktun) (PLA), momu (D,L-nmaktun, Co-TJIMKONUAHAS KUCIOTA
(PLGA), a Takke UX CONOJUMEPbl U WX NPOM3BOIAHBIE, BKIIOYAs, HAIPUMED,
nojuBHHUITHPponuaoH-uHWIanetar ([IBII-VA), monuBUHUI KamnpoJakTaM-MOJUBHHUAI 1O
aleTaT-TIOIMATHJICHIIMKOJIEBBI  COTOJIUMEDP,  METWIAKPUIIAT/COMONUMED  METaKPHJIOBOH
kucaoTel, Soluplus; KOMOBHOOH 10 HMX CcMecH. B HEKOTOpBIX BapUaHTaX peaTH3aluu
n300peTeHus TBepIask AUCTIEPCHUS CONEPIKUT OAMH BOIOPACTBOPHMBIH MOJIUMED.
B HekoTOphIX BapuaHTax peajn3alud H300pETeHHs TBEpAas AUCHEPCHs] CONEPXKUT OIUH
YaCTUYHO PACTBOPUMBIN B BOJE MOJNUMEP. B HEKOTOPBHIX BapHaHTaxX peasu3allii HU300peTeHHUs
NOJTUMEP MPECTABIIET COO0H NOTUMep LEJUIFOJIO3BL.

B HekoTopbhIx BapmaHTax peanmzanuu u3zoOpereHus: nomumep sisietcss HPMCAS

(marmpumep, HPMCAS paznnuneix mapox: HPMCAS-M, HPMCAS-MG unmu HPMCAS-HG). B
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HEKOTOPBbIX BapHaHTaxX peanu3alu u3o0pereHuss mnonumep seisercs PVAP. B HexoTopbix
BapHaHTaxX peanu3aluy n3odpererus nonmumep npencrasisier codoit HPMC (manpumep, HPMC
pasmuuabix Mapok: HMPCO60SHS0, HPMCESO unun HPMCELS). B HekoTopbIX BapHaHTax
peanuzanyu uzooperenus noaumep ssisiercs HPMCP (manpumep, HPMCP pasznuuHbIX Mapok:
Hanpumep, HMPCP-HPSS).

B HexkoTOpBIX BapmaHTax peanu3alud W300peTeHus MOJUMEp mpencrarisier codoi pH-
3aBUCHMBIA PacTBOPUMBIM B KulledyHHKe nogumep. Takue pH-3aBHUCHUMBIE PacTBOPUMBIE B
KUIIEYHUKE MOJMMEpPbl BKJIIOYAIOT, HO HE OrPAHUYMBAIOTCS HMMH, MPOU3BOIHBIC LEJUTIOJIO3bI
(Hammpumep, anerar-¢ranar LEJUTFOJIO3BI (CAP)), HPMCP, HPMCAS,
kapookcumermnuesuonosy (CMC) mnm ux comu (HampuMmep, HaTPUEBYIO COJIb, TaKyH Kak
(CMC-Na)); aleTaTTPUMEILIUTAT LEJITFONIO3bI (CAT), auerar ¢ranar
rugpokcunponunneonossl (HPCAP), anerar ¢ranmar rugpoKCUNIPpONHIMETHIILEIUTIONO3bI
(HPMCAP) no aunerar ¢ranar merwnuesnnonodbl (MCAP), monumerakpunaTel (Hampumep,
Eudragit S) nnu ux cmecu.

B HekoTOpBIX BapHaHTAX peann3aluy H300pEeTeHHs IMOJUMEP MNpeACTaBiIseT coOoM
aleTaT-CyKLMHAT TMAPOKCUIIPONMIMETHIILEIUIFOJIO3b], TAK)KEe M3BECTHBIN KaK aleraT CyKIMHAT
runpomesiossl, (HPMCAS), nanpumep, HMPCAS-HG.

B npyrom BapuwaHTe peanmzanuu H300peTeHus mojuMmep(bl) TMPENCTaBIsAET COOOM
HEePaCTBOPHMBIii TIOTMIEPEYHO-CIIUTHIN MOJUMED, HANPUMED TOJMBHHUITUPPOIUAOH (HArpumep,
KpocroBHIOH). B nmpyrom Bapuanrte peanuzauuu n3o0pereHus monumMep(bl) MpencTaBisieT coOoi
nojuBruHIIIHPponuaocH ([IBIT).

B HekoTOphIX BapuaHTaxX pealu3alii W300peTeHus: OauH Wiu Oojiee moauMep(OB)
NPUCYTCTBYET B TBEPIOHW MUCHEPCHH B KoimdecTBe mpumepHo ot 10 % mac./mac. mo 90 %
Mmac./mac. (Hampumep, ot npuMmepHo 20 % mac./mac. no npumepro 80 % mac./mac., OT MPUMEPHO
30 % wmac./mac. no npumepro 70 % mac./mac., ot mpumepHo 40 % mac./mac. 1o nmpumepHo 60 %
Mmac./mMac. Wi ot npuMmepHo 15 % wmac./mac. no mpumepHo 35 % wmac./mac.). B HekoTOpbIX
BapHAHTAX peajn3aluyd u300peTeHus: nojumep (bl) MPUCYTCTBYET B TBEPAOH AMCIEPCHU B
kojmuecTBe OoT mpumepHo 10 % wmac./mac. no mpumepno 80 % wmac./mac., Hampumep, OT
npumepro 30 % mac./mac. no npumepHo 75 % mac./mac. wnu ot npumepsHo 40 % mac./mac. 1o
npuMepHo 65 % wmac./mac. wim ot npumepHo 45 % mac./mac. no nmpumepHo 55 % wmac./mac.,
Harpumep, npumepHo 46 % mac./mac., npumepHo 47 % wmac./mac., npumepso 48 % mac./mac.,
npumepHo 49 % mac./mac., npumepHo 50 % mac./mac., npumepHo 51 % mac./mac., mpumepHo 52
% mac./Mac., mpumepHo 53 % mac./mac. wim npumepHo 54 % mac./mac. B HEKOTOpBIX BapruaHTax
peanuzaunu U300peTeHus noauMep(bl) MPUCYTCTBYET B TBEPAOH MUCTIEPCUU B KOJHYECTBE OT

npumepHo 48 % mac./mac., mpumepHo 48,5 % mac./mac., npumepHo 49 % mac./mac., MPUMEPHO
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49,5 % wmac./mac., npumepHo Ha 50 % mac./mac., mpumepHo 50,5 % wmac./mac., npumepro 51 %
Mmac./mac., mpumepHo 51,5 % wmac./mac., mpumepHo 52 % wmac./mac. wiu npumepHo 52,5 %
mac./mac.

B HekoTOphIX BapmaHTax peaiuzalud H300peTeHus monuMep(bl) TPHCYTCTBYET B
TBEPIOH JuCTIepcHy B KomdecTse oT npumepHo 30 % mac./mac. no npumepHo 70 % mac./mac. B
HEKOTOPBIX BapHUaHTaX peaiu3aluu u300peTeHus mnojuMep(bl) NPHUCYTCTBYET B TBEPAOM
IUCTIEPCUM B KOJWYECTBE OT mpuMmepHo 35 % mac./mac. no mpumepHo 65 % wmac./mac. B
HEKOTOPBIX BapHUaHTaX peanu3aluu u300peTeHus: mnojuMep(bl) NPHUCYTCTBYET B TBEPAOM
aucriepcuu B KonudectBe oT mpumepHo 40 % mac./mac. no mpumepHo 60 % wmac./mac. B
HEKOTOPBIX BapHUaHTaX peanu3aluu u300peTeHus: mnoiuMep(bl) NPHUCYTCTBYET B TBEPAOM
IUCTIEPCUU B KOJWYeCTBE OT mpumepHo 45 % mac./mac. no mpumepHo 55 % wmac./mac. B
HEKOTOPBIX BapHUaHTaX peanu3aluu u300peTeHus: mnoiuMep(bl) NPHUCYTCTBYET B TBEPAOM
IUCTIEPCHU B KOJMUECTBE OT npumepHo 50 % mac./mac.

B HekoTopbIx BapumaHTax peanusammu uszoOperenuss CoemuHenume 1 wim  ero
(apmaneBTHUECKH MpHEMIIEMasi COJb NMPHCYTCTBYET B TBEPIOHW AMCHEPCHHU B KOJIUYECTBE OT
npumeprno 10 % wmac./mac. 1o 90 % wmac./mac. (Hanpumep, ot mpumepno 20 % mac./mac. 1o
npumepHo 80 % mac./mac., ot npumepHo 30 % wmac./mac. no nmpumeprHo 70 % mac./mac., ot
npumepro 40 % mac./macc. 1o npumepHo 60 % mac./mac. wu ot npumepHo 15 % mac./mac. 10
npumMepHo 35 % mac./mac.). B HeKoTOpbIX BapuaHTax peanusanuu n3odperenus CoenuHenue 1
win ero (apMaleBTHYECKH TNpHeMJIeMasl COJb TMPUCYTCTBYET B TBEPAOW IHUCIEPCHH B
KonmudectBe OT mpumepHo 10 % wmac/mac. no mpumepno 80 % wmac./mac., Hampumep, OT
npumepno 30 % mac./mac. 1o npumepHo 75 % mac./mac. wiu ot npumepHo 40 % mac./mac. 1o
npumMepHo 65 % wmac./mac. wiu ot npumepHo 45 % mac./mac. 1o nmpumepHo 55 % wmac./mac.,
Harpumep, npumepHo 46 % mac./mac., npumepHo 47 % wmac./mac., npumepso 48 % mac./mac.,
npumepHo 49 % mac./mac., npumepHo 50 % mac./mac., npumepHo 51 % mac./mac., mpumepHo 52
% mac./mMac., mpumepHo 53 % mac./mac. wim npumepHo 54 % mac./mac. B HEKOTOPBIX BapuaHTax
peammzaiuu  u3odpetenusi CoenuHenne 1 wim ero QapmaueBTHYECKH MpHeMJeMasl COJib
NPUCYTCTBYET B TBEPIOH AMCIEPCHU B KOJHUecTBe mpumMepHo 48 % mac./mac., mpumepHo 48,5
% w™ac./mac., mpumepHo 49 % wac./mac., npumepno 49,5 % wmac./mac., mpumepHo 50 %
Mmac./mac., nmpuMmepHo 50,5 % mac./mac., nmpumepro 51 % mac./mac., mpumepHo 51,5 % mac./mac.,
npumMepHo 52 % mac./mac. nim npumepHo 52,5 % mac./mac.

B HekoTOpbix BapuaHTax peanusaimu u3zoOperenuss CoemuHenue 1 wim ero
(papMmarieBTHUECKH MpHeMIIeMasi COJib MPHUCYTCTBYET B TBEPAOW IAMCIEPCHHU B KOJIUYECTBE OT
npumepro 30 % mac./mac. no npumepHo 70 % mac./mMac. B HEKOTOpPBIX BapHaHTaX peaTn3alun

u3obperenust Coenunenne 1 unm ero ¢apManeBTHUECKH NMpHUEMIIEMas COJIb NMPHUCYTCTBYET B
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TBEPJIOH JUCTIEPCHU B KOJIMYECTBE OT MpUMepHO 35 % mac./mac. 1o mpumepHo 65 % mac./mac. B
HEKOTOPBIX BapuaHTax peanm3anuu u3zodperenus CoenwHenne 1 wim ero QapmaneBTUYECKU
npuemiieMasl Cojib IPUCYTCTBYET B TBEpAOW AucHepcuu B KonudecTBe OT mpumepHo 40 %
mac./mac. 1o npumepHo 60 % mac./mac. B HEKOTOpPBIX BapHaHTax peajH3aluHu H300pEeTeHUs
Coenunenne 1 wim ero ¢apMaueBTHUECKH TNpHEMIIeMas COJb IPHUCYTCTBYET B TBEPAOH
IUCTIEPCUH B KOJWYeCTBE OT mpumepHo 45 % mac./mac. mo mpumepHo 55 % wmac./mac. B
HEKOTOPBIX BapuaHTax peanu3anuu usobperenuss CoenmHenne 1 wim ero QapmaneBTUYECKU
IIPUEMJIEMOI COJIM, NMPUCYTCTBYET B TBEPJAOHW AMCIEPCHUM B KoaudecTBe OT mpumepHo 50 %
mac./mac.

B npyrom BapuaHTe peanuzaumu H300pETEHUS TBepHAas IUCTEPCHsI COAEPIKHUT OT
npumepo 20 % wmac./mac. no mnpumepHo 80 % wmac./mac. Coemunenus 1 wunm ero
dapmanesTiueckn npuemiieMoil comu 10 ot npumepHo 20 % mac./mac. no nmpumepHo 80 %
noiuMepa (0B). B npyrom Bapuanrte peanusanuy H300peTeHHs TBEpAAs AUCHIEPCHS COAEPIKUT OT
npumepHo 25 % wac./mac. no mnpumepHo 75 % wmac/mac. CoemumHenus 1 wim ero
(hapMaLeBTHUECKH TPUEMIIEMON COJIM IO OT mpumepHo 25 % wmac./mac. mo mpumepHo 75 %
nonumepa (0B). B npyrom Bapuanrte peanusanuy n300peTeHHs TBEpAAs AUCIEPCHS COAEPIKUT OT
npumepro 30 % wmac./mac. nmo mnpumepHo 70 % wmac./mac. CoemuHenus | wim ero
(apmaneBTHUECKH TpuemMyieMol coiu 10 oT mpumepHo 30 % wmac./mac. o mpumepHo 70 %
nosumMepa(oB). B npyrom BapuaHTe peanusaiiiy u300peTeHHs TBEPAAs TUCTIEPCHS CONEPIKUT OT
npumepro 35 % wmac./mac. nmo mnpumepHo 65 % wmac./mac. CoemuHenus | wnm ero
(dbapmaneBTHUECKH MPUEMIIEMOI COJiu 10 OT mpumepHo 35 % mac./mac. no mpumepHo 65 %
nosumepa(oB). B npyrom BapuaHTe peanusaiuy u300peTeHus: TBEPAAst TUCTIEPCHSI CONEPIKUT OT
npumepro 40 % wmac./mac. nmo mnpumepHo 60 % wmac./mac. CoemuHenus | wnm ero
dapmarneBTHUECKH MpUemMiieMoil comu a0 ot npumepno 40 % wmac./mac. no mpumepHo 60 %
nonuMepa (0B). B npyrom BapuaHTe peanusanuu H300peTeHHs TBepAasi JUCIIEPCHs COAEPIKUT OT
npumepao 45 % wmac./mac. nmo mnpumepHo 55 % wmac./mac. CoemuHenus | wnm ero
(dapmaneBTHUECKH MPUEMIIEMON CoJiu 10 OT mpumepHo 45 % mac./mac. no mpumepHo 55 %
nonuMepa (oB). B npyrom BapuaHTe peanusanuu H300peTeHHs TBepAasi JUCIIEPCHs COAEPIKUT OT
npuMmepHo 50 % wmac./mac. CoenuHennss 1 unmu ero (apmareBTHUECKH MPUEMIIEMON COJH, a
Takke ot npumepHo 50 % mac./mac. monumepa (oB).

B npyrom BapuaHTe peanusaluu M300peTeHUs TBepAas MHCIEPCHS COAEPIKUT OT
npumepHo 45 % wmac./mac. nmo mnpumepHo 55 % wmac./mac. CoemuHenus | wnm ero
(dapmaneBTHUECKH MPUEMIIEMOI Cojiu 10 OT mpumepHo 45 % mac./mac. mo mpumepHo 55 %
mac./mac. HPMCAS (manpumep, HPMCAS -MI" uniu HPMCAS-HG wnu npyrue copra, Takue

kak LF, MF, HF wnu LG) unmu PVAP. B npyrom BapuanTte peannzaunu u300peTeHHs TBEpAAs
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nucnepcust copepxkutr npumepro 50 % wmac./mac. CoenuHenust 1 uimu ero ¢apMamneBTHUECKU
pUEMIIEMOH coiy, a Takke mpumepHo S0 % mac./mac. HPMCAS.

B HekoTOpbIX BapHaHTaxX TBEpAasi AUCTIEPCHS TAKKe CONEPKHUT MOBEPXHOCTHO-aKTHBHOE
BEIECTBO MJIM MHEPTHOK (papMalieBTHYECKH MpHuemyieMoe BeliecTBo. [IpumMeprl MOBEpXHOCTHO-
AKTHBHBIX BELIECTB B TBEPAOH MUCTIEPCUH BKIFOYAIOT Jiay puiicyibdar Hatpus (SLS), Buramun E
win ero npousBonHoe (Hampumep, ButamuH E TPGS), nokysar Hatpws, nomgenmicyyibdar
Hatpusi, monucopOatel (Hampumep, Tween 20 m Tween 80), mojokcamepbl (Takue Kak
nosiokcamep 335 u monokcamep 407), raumepun MoHooseaT, Span 65, Span 25, Kampuon 90,
IUTIOPOHOBBIE  conomMepsl  (Hampumep, Pluronic F108, Pluronic P-123) u ux cmecu. B
HEKOTOPBIX BapUAHTaX PeaNN3allH W300PETeHHUs] MOBEPXHOCTHO-AKTUBHOE BELIECTBO SIBIISIETCSI
SLS. B HeKOTOpBIX BapHaHTaxX peasu3alii U300peTeHUs MOBEPXHOCTHO-AaKTUBHOE BEIIECTBO
siByisieTcss BuTaMuHOM E mnu ero npoussoaHeM (Hanpumep, ButaMmuHoMm E TPGS).

B HeKOTOpBIX BapHaHTax peasu3alyu U300pETEeHHs MOBEPXHOCTHO-AaKTUBHOE BELIECTBO
IPUCYTCTBYET B TBEPAOI Aucnepcuu B kKonmuectse ot npumepHo 0,1 % mac./mac. 10 mpuMepHO
10 % mac./mac., Harpumep, ot npumepHo 0,5 % mac./mac. 1o npumepHo 2 % Mac./mMac. WiH OT
npumepro 1 % wmac./mac. no mpumepno 3 % wmac./mac., ot mpumepno 1 % mac./mac. mo
npumepHo 4 % wmac./mac. wiu ot npumepHo 1 % mac./mac. no mpumepno 5 % mac./mac. B
HEKOTOPBbIX BAapUAHTAX pealu3alud HM300pPETeHUs TOBEPXHOCTHO-AaKTHBHOE  BELIECTBO
NPUCYTCTBYET B TBEPAOH Aucnepcun B koamdectse npumepHo 0,1 % mac./mac., mpumepno 0,2 %
mac./mac., npumepHo 0,3 % mac./mac., npumepro 0,4 % mac./mac., npumepno 0,5 % mac./mac.,
npumepro 0,6 % wmac./mac., npumepHo 0,7 % mac./mac., npumepro 0,8 % mac./mac., IpuUMepHO
0,9 % wac./mac. wiu npumepHo 1 % wmac./mMac. B HEKOTOpbIX BapuaHTAX peaTu3aluu
U300peTeHUs] TOBEPXHOCTHO-aKTHBHOE BEIIECTBO MPHUCYTCTBYET B TBEPAOW [IUCIIEPCUH B
kojmuectse npumepHo 0,5 % mac./mac., mpumepro 1 % mac./mac., npumepro 1,5 % wmac./mac.,
npuMmepHO 2 % mac./mac., npumepHo 2,5 % mac./mac., npumepHo 3 % mac./mac., mpuMepHo 3,5
% mac./mac., npumepHo 4 % mac./mac., npumepHo 4,5 % mac./mac. wiu npumepHo 5 % mac./mac.
CriocoObl MONTyYeHHs] TBEPIBbIX JUCTIEPCHIt

B HekOTOpbIX BapuaHTax peajqu3aluil U300peTeHHs TBepAasi TUCIEPCHS MOXKET ObITb
NOJIy4eHa B COOTBETCTBHH CO CIIOCOOOM, ONMHMCAHHBIM B HACTOSALIEM AOKyMeHTe. B olmiewm,
METOJbl, KOTOPbleé MOTYT OBbITb KCIOJB30BAaHbIL, BKIIFOYAIOT T€, KOTOpPbIE BKIIKOYAIOT OBICTpOE
yaJieHne PACTBOPHUTENS I CMECH PACTBOPUTENIEH M3 CMECH HITH OXJIAKICHHE PACTUIABICHHOTO
obpasua. Takue cnocoObl BKIIOUYAIOT, HO HE OTPAaHHMYMBAIOTCSI UMH, BbITAPUBAHUE BPAILCHHUEM,
CyOMUMaNMOHHYI0 CYIIKY (T.e. JMHOPMIM3AIHNI0), BAKYYMHYIO CYIIKY, OTBEpPACBAHHE MOCIE
pacriaBleHHs U SKCTPYy3Hi0 W3 paciuaBa. OOUH W3 BapUAHTOB pEATHM3aLUU HM300pETeHHUS

HACTOALIECTO PACKPBLITHUSA  BKJIHOYACT TBEPAYHO AUCIEPCUIO, TMOJYYCHHYHO C TTOMOLIBRO
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pacTbUIMTENbHON CYIIKH. B OHOM BapuaHTe peanu3aluu U300peTeHUsT NPOAYKT, Oy YEHHbIH
NyTeM pAaCHbUIMTENbHOW CYIIKH, CymmaT, dYroObl yAaNUTh pPAaCTBOPUTENb HIH CMECh
PaCcTBOPUTENEH.

IIpemaparbl, omnucaHHbIE B JAaHHOM JOKYMEHTe, Hampumep, (apmaneBTudeckas
KOMITO3ULIUS,, MOXKET OBITh TOJNyde€Ha INyTeM CYIIKH paclbUIEHHEM CMECH, COonepsKaiuei
Coenunenne 1 wnm ero apManeBTHUECKH MPUEMIIEMOH CONM, OIUH WK Oojiee MONIUMEPOB U
COOTBETCTBYIOIUI PACTBOPUTENb WM CMECh pacTBOpHUTeNel. PacmbuiurenbHas Cymka
BKJIFOYAET paclbUIEHHE >KUIAKOM CMeCH, CoAepiKallell, HampuMmep, TBEpAOe BELIECTBO U
PacTBOPUTEINb WM CMECh PACTBOPHUTENIEH U yaJI€HNUE PACTBOPHUTENS HIIM CMECH PACTBOPUTENEHN.
PacTBopuTens ninm cMech pacTBOPUTENEH MOXET TakKe COAEPIKAThb HEJNETY4YHIl pacTBOPHUTEIb,
TAKON Kak JIe[siHasi YKCYCHasl KUCJOTa. PacmblieHne MOXeT ObITh BBINOJHEHO, HANpUMeEpP U3
ABYX SKUAKOCTEW WJIM TOA MAaBlI€HHEM WJIH M3 3JEKTPOYJbTPAa3BYKOBOIO COIJIa WM Ha
BPALIAOIIEMCs TUCKE.

PacnbuturenpHasi cymka npeoOpasyer SKHUAKOE ChIpbe B CYXYHO T'DaHYJHUPOBAHHYIO
¢dopmy. PacmbuinrenbHas cymka OOBIMHO BKJIIOYAET pACIbUIEHHE pacTBOpa ISl IMOJAYH
JKUIKOCTU B OpBI3rH U3 Kareib U KOHTAaKTUPOBAHUE Kalesb C TOPSYUM BO3AYXOM HIIM ra30M B
CYLIMJIBHOW Kamepe. bpeisru 0OpIMHO mosydaroT 1ubo BpalieHHeM (Kojeca) WM MPH TOMOIIH
pacmbpuUTENbHBIX (OpCYyHOK. Mcmapenue Biarm u3 Kamenek M oOpa3oBaHHE CYXHX YacCTHII
MPOTEKAIOT B YCIOBUSX PETYJIUPYEMOI TEMIIepaTyphl M YCIOBHSIX pacxoa BO3ayXa.

Heo0s3aTenbHO, BTOPUYHBIH MPOLECC CYLIKH, TAKOW KaK CYIIKA C MCEBIOOKUKEHHBIM
CJIOEM WJIM BaKyyMHasl CyIIKa, MOTYT OBbITb HCIIOJIb30BAHbI Uil YMEHBLIEHHS OCTATOYHBIX
pactBoputeneii (M gapyrux 100aBOK, TakKue Kak JIeAsHas YKCYCHasl KHCIOTa) [0
(papMaLeBTHUECKH MpHEMIIEMbIX ypoBHeH. Kak mpaBmiio, pacmlbUIMTENbHAsE CYLIKa BKIKOYAET
KOHTAKTHPOBAHUE BBICOKOAMCIIEPCHOW JKHIKOH CYCHEH3MHM WJIM pacTBopa (Hampumep,
pacIbUIEHHOTO pPacTBOpa) M JOCTATOYHOrO OOBEMa ropsiuero BO3AyXa WJIHM rasa (Harmpumep,
a30Ta, HAapUMep, YUCTOrO a30Ta), YTOOBI MPOM3BECTH HUCHAPEHHE M CYLIKY KUAKHX Karelb.
[Ipenapar ansi BBICYIIMBAHUS PACHBUICHHEM MOKET MPEICTABISTH COOOH JIOOOW pacTBop,
rpyOyi0 CYyCIIEH3HIO, CYCIIEH3MIO, KOJUIOMAHYIO ANCIEPCHI0 WM MAcTy, KOTOPBIE MOXHO
pacmbUIAITE C HCIOJB30BAHUEM BBIOPAHHON pPACHBUTUTENBPHON Cymwikd. B cranmapTHOU
nporenype, npenapar pacHbUIIFOT B MOTOK TEIUIOro (HIBTPOBAHHOTO BO3AyXa (WK B ras,
HarpuMep, a30T), KOTOPBIA HCIApsSeT PAacCTBOPUTENb M TEPENaeT BBICYIICHHBIH NPOAYKT B
KoJiekTop (Hampumep, ULHMKIOH). OTpaOoTaHHBIH BO3AYX WM Tra3 3aTeM BBIXOIAT C
pactBopuTeneM (M CMECBIO PACTBOPHUTENEH, B TOM YHCIE JFOOBIMH 100aBKaMM, TAKUMH Kak
JensHas yKCyCHas KHCIOTa), (KOTOpbIe, Hampumep, 3areM (QIIBTPYIOT) HJIM B KadecTBE

AJIbTCPHATHUBBI, OTpa6OTaHHbIM BO3AYXOM HJIM ra30M. KOTOprﬁ HaIrpapJIACTCd B KOHIACHCATOP,
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9TOOBl 3aXBAaTUTh W TIOTEHIMAJBHO NepepadoTaTh PACTBOPUTENb MM CMECh YKa3aHHBIX
pactBopuTteneil. Hanpumep, eciiu ucmosib3yercst ra3 (Hampumep, a3oT), ra3 3aTeM MOXKeT OBbITb
BO3BPAILEH, CHOBA HArpeT M BO3BpalleH B OJIOK B CHUCTEME C 3aMKHYTBIM KOHTYPOM.
Kommepyeckn NOCTyNHBIE THIIBI anmapaToB MOTYT ObITb HCIOJB30BAHBI JJIsI TPOBENEHHS
pacnpUIMTeNbHON cyliku. Hanpumep, koMmmepueckue pacnbUIMTENbHbIE CYIIMIKA POU3BOAATCS
Buchi Ltd. u Niro (Hanpumep, PSD nuHus pacibUIMTENBbHBIX CYIIUIIOK IPOU3BOACTBA Niro).

PacnpimnrenbHas cymka OOBIMHO HCIONB3Ye€T TBEPAbIE HArpy3Kd Marepuaija oT
npumepro 1 % no npumepHo 30 % umu no npumepHo 50 % (T.e. TepaneBTUYECKH aKTUBHOE
COEIMHEHHUE TUTFOC U SKCLIUIMUEHTHI), IPEANOUTUTENbHO O MeHbInel Mepe npumepHo 10 %. B
HEKOTOPBIX BaPHAHTAaX pealn3aliy H300peTeHns TBepable Harpy3ku MeHee yeM Ha 10 % moryT
NPUBECTH K CHWXKEHUIO BBIXOJIOB M HEMIPUEMJIEMO JJOJTOCPOUHBIX MepHOAaM poroHa. B olmem,
BEPXHHUI TpeAes TBEPIbIX HArpy30K OIpPENeNseTcsl BA3KOCTbIO (HAmpuUMep, BO3MOXKHOCTBIO
IIPOKa4YMBaTh) MOJYYEHHbIII PacTBOpP M pPaCTBOPUMOCTBIO KOMIIOHEHTOB B pactBope. Kak
IIPAaBUJIO, BA3KOCTb PAacTBOPA MOXKET OMNPEAEsATb pa3Mep YacTHULl B MOJYUYEHHOM NOPOIIKOBOM
IPOAYKTE.

Metonbl u crnocoObl PacHbUIMTENBHOM CyIIKM MOXKHO Hadth B Perry's Chemical
Engineering Handbook, 6th Ed., R. H. Perry, D. W. Green & J. O. Maloney, eds., McGraw-Hill
Book Co. (1984); u Marshall "Atomization and Spray-Drying" 50, Chem. Eng. Prog. Monogr.
Series 2 (1954). B ofuieM, pacnbUIUTEIbHYO CYLIKY MPOBOISAT MPU TEMIIEPAType Ha BXOAE OT
npumepHo 40 °C no mpumepHo 200 °C, nanpumep, ot npumepHo 70 °C no npumepso 150 °C,
npennoutuTesbHo oT npuMepHo 40 °C no npumepso 60 ° C, ot npumepHo 50 ° ¢ 10 npuMepHO
55 °C wmu or mpumepHo 80 °C mo mpumepno 110 ° C, nampumep, npumepHo 90 °C.
PacnpumuTenbHy 0 CyHKy OOBIMHO MPOBOAST MPU TEMIIEpaType Ha BeIXxoae oT mpumepno 20 °C
no npumepro 100 °C, manmpumep ot npumepro 25 °C no npumepro 30 °C (Hanpumep, TPUMEPHO
26 °C), ot npumepHo 40 °C nmo mpumepno 50 °C, ot mpumepro 50 °C no mpumepHo 65 °C,
Hanpumep, oT npumMepHo 56 °C no npumepso 58 °C.

Y naneHnue pacTBOPHUTENSI WIM CMECH PACTBOPUTENIEH, MOXKET MOTPeOOBATh MOCTEAYIOIIEH
CTaAUM BBICYIIMBAaHMs, TaKOM Kak BBbICYLIMBaHHE Ha CTeJlaXke, BBICYIIMBAaHHE B
TMICEBIOOKIKEHHOM CJioe (HampuMmep, OT KOMHATHOW Temmeparypbl Ao npumepno 100 °C),
BakyyMHasi cymka, CBU-cymka, cymka B poTanoHHOM OapabaHe wiu OHMKOHHUYECKas
BaKyyMHas CyIlKa (HarmpuMep, OT KOMHATHOH Temnepartypbl 1o nmpumepHo 200 °C).

B onHOM M3 BapHaHTOB peann3alii H300peTeHUsT PACTIBUIUTEIbHAS CYILIKA PEACTABISAET
co00i1 pacIbUIUTEIBHYIO CYIIKY B NceBnooxkimkeHHoM cioe (FSD). Ctagun, onucanusie B FSD,
MOTYT BKJIIOYaTh, HANpUMep. TPUTOTOBJICHHE pAcTBOpa JKUAKOTO KOpMa (Hampumep,

conepxamero Coennaenne 1 wim ero apmManeBTHYECKH MPUEMIIEMYIO COJIb U HEOOsI3aTEIIbHO
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nojguMmep(bl)  W/HIM ~ TNOBEPXHOCTHO-aKTHBHOE  BELIECTBO(a),  PAacCTBOPEHHOE WU
CYCIIEHIUPOBAHHOE B PACTBOpUTENE (PAaCTBOPUTENSIX)), paclbUIeHHE (HAMpPUMeEp, ¢ HAaCaIKOH
IIOJ] IaBJICHUEM, LIEHTPOOEKHBIM PACTIBUINTENIEM TN TUCKOM, (POPCYHKOH C ABYMS JKUIKOCTIMHU
WIA JPYTUMH METOAaMU pAaCIbUIEHHs)) PacTBOpa HCXOMHOTO MaTepHajia NpH JOCTaBKE B
CYLIMJIBHYIO KaMepy pacIbUIMTEIbHON CYIIMJIKH, Hampumep, padortaromeit B pexkxume FSD;
BBICYLIMBAHUE PACTBOpPAa MCXOAHOrO MaTepuaja B CYyLIMJIBHOW KaMmepe C HarpeTbIM BO31yXOM
WJIA HarpeThIM ra3oM (HampuMep, a30TOM) AJIs IOy YEeHHUs MPOAYKTa, B KOTOPOM OoJiee KpyITHbIe
4acTULIbl MPOAYKTAa OTAENSAIOTCSA, HAIPHUMEp, BBINAJAIOT, B TO BPEMsl KaK MEJKHE YacTHIIb
MEPEHOCATCS] MOTOKOM BO3[yXa MJM Tra3a BBEpPX B BEPXHIOIO YacTb CYIIMJIBHOM KaMepbl
(HarpuMep, 3a CHET eCTECTBEHHOW KOHBEKIMH) U B LIUKJIOHE M IOBTOPHOE BBECHUE (HAIIPUMED,
B BEPXHEI 4acTH CYIIMIBHOM KaMephl WM B OCEBOM HAIPaBJIEHUH K CEpeIHE KaMePbl) MEJIKHX
4acTULl B CYyLIMWJIBHYK Kamepy, B KOTOpPOW IOBTOPHO BBEACHHbIE MEJKHE YacCTHIBI MOIYT
arJoMepupoBaTbCcss  CO  BHOBb  OOpa3OBaHHBIM  NPOAYKTOM At  (popMupoBaHUs
arJIOMEpUPOBAHHOIO NPOAYKTA, B KOTOPOM, €CJIHM arJIOMEPUPOBAHHBIA NPOAYKT SBISAETCS
AOCTaTOYHO OOJNBLIMM, OH OyJeT OTAENSTHCS, €CIM OH He SBISIETCS JOCTATOYHO OOJbLINM,
4TOOBI OTAENATHCS, TO ArJIOMEPUPOBAHHBINA MPOAYKT OyIeT MEPEeHOCUTHCS 38 CUET KOHBEKIMH K
BEpXHeH kaMepe U B LIUKJIOH U BHOBb B KaMepy. DTOT MPOLECcC OBTOPSIETCS IO TeX TOp, MOKa He
copMupyeTcsl arlIoOMEpUPOBAHHONW MNPOAYKT, KOTOPBIH AOCTATOYHO BEJHK, YTOOBI BBIMACTb.
Mernkue 4acTuibl MOTYT OBITh MOBTOPHO BBEIEHBI M3 LIMKJIOHA B CYLIMJIBHYI) KaMepy uepes
BITyCKHYO TpyOy.

B HekOTOpBIX BapHaHTax peaan3aluy U300peTeHHs], CKOpee YeM BBICYIINBAaHHE PacTBOPA
HCXOAHOrO MaTepHalia ¢ HarpeThbIM BO3AyXOM WUJIM HarpeThiM ra3oM, MUTAOIUN PacTBOP MOXKET
BMECTO TOTO 3TOr0 OBITh OTBEPXKIOEH pACIBUICHHEM, HAalpuMep, KaMepa HaxOOUTCS TpHU
KOMHaTHOU Temnepatype (Hampumep, 21+4 °C) wunu OXJIaKIaeTcs, HApUMeEp, OXJTaKICHHBIN
ras (Hampumep, a30T) UCTIOIB3YETCs ISl pOoLecca.

FSD mo’xeT HONONMHUTENBbHO BKJIIOYATh COOp arjJoMepUpOBAaHHOTO MPOAYKTAa B MEPBOU
MICEBAOOKIDKAIOLIEH KaMepe, ¢ MOCIEAYIOUIEH pa3rpy3KOol arjioMepUpPOBAHHOTO MPOAYKTa U3
NepBOH TICEBAOOKMIKAIOLIEH KaMepbl BO BTOPYIO IICEBAOOKIIKAIOLIYIO KaMepy, B KOTOpPOM
MOJKET MPOUCXOAUTD MPOLIECC MOCTE CYIIKH.

ATrIOMepHPOBAaHHBIA NMPOAYKT (HAPUMEP, KOTOPBIA OCAXKIAETCSI B CYIIMJIBHOW KaMepe)
3aTeM MOXeT ObITh TMepeJaH W3 BTOPOH IICEBIOOXKIDKAIOINEH KaMmepbl B  TPETHIO
NCEBAOOXKIDKAIOLIYIO  KaMepy, IZle  OXJaXJIaeTcs  arjlOMepUpOBaHHBIN  MPOAYKT.
ATIIOMEPHPOBAHHBINA MPOAYKT (HAPUMED, TBEPAAst AUCTIEPCUST aMOP(PHOTO COCTUHEHNUST) MOXKET
3aTeM OBITh TONBEPTHYT IOMOJHUTENbHOH oOpaboTke. Hampumep, mpoaykT MokeT ObITh

HETIOCPEICTBEHHO  crpeccoBaH. IIpoaykT MokeT OBITh JOTMOJHUTENBHO CMEIaH C
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MOBEPXHOCTHO-aKTUBHBIM BEIIECTBOM, BCIIOMOTATENbHBIM BELIECTBOM N (hapMaLeBTHUECKU
NPUEMIIEMbIM HOCHUTEJIEM, HAIlpuMep, OO MpsSAMOro mnpeccoBaHus. IIpogykT Moxker ObITh
HEeoOs13aTeNIbHO JIOTIOIHUTENbHO 00paboTaH, HampuMep H3MENbYeH, I'PaHyJHpPOBaH, CMeEIlaH
IO/MAM TepeMelIaH C pacIUlaBOM T[PAHYJSITa, [MOBEPXHOCTHO-aKTUBHBIM  BEILIECTBOM,
SKCLUMUEHTOM W/MH papMalieBTHUECKH PHEMIIEMBIM HOCUTEIIEM.

FSD wmoxer ObiTh BBINOJHEHA B KOMMEPYECKOW pPACIBUIMTENBHONH — CYIIHIIKE,
paboraroiieil B pexuMe ICEBIOOKIKEHHON pacnbuuTenbHol cymku (pexum FSD). FSD
MO>KET OBbITh BBITIOJHEHA B JTIOOOM peXMMe OTKPBITOTO IHMKJIA WIIA B PEXKHUME 3aMKHYTOTO IHKJIA
(HarpuMep, CYIIMJIBHBIA Tra3, HampuMmep, a30T, PEeUUpKyJupyroT). Ilpumepsl mnoaxonmsimx
PaCTIbUIMTENbHBIX CYLIWJIOK U MCHONb30BaHUs B FSD BKIOUAIOT cienyroiiue CyIIWIKH: OT
Niro (manpumep, PSD 7nuMHHMA  pacHbUIMTENBHBIX  CYLIMJIOK  HM3TOTOBJIEHHBIX  NIro:
PHARMASD.TM .; Xumunueckast win SD nmunus cyurmiok). FSD moxker cyecTBeHHO ObITh
BBINOJIHEHA B JIIO0OH pPACHbUIMTENIBHOH CYIIMJIKE, KOTOpas HACTPOEHa, YTOOBI IO3BOJIUTH
MOBTOPHOE BBEJICHUE MEJIKMX YaCTHUI[ B CYLIMJIBHYIO KaMepy.

JlononHuTeNnbHAs ~ MOCT-CylLIKa, HAmpuMep, B  BakyyMeé WM  CyIIMJIKE C
TIICEBJIOOKIDKEHHBIM CJIOEM MJIM CYIIMJIKE ABOHHOTO KOHYCa MM OMKOHHYECKOH MOCT-CYLIMIIKE
WIN CyIIMIbHOM OapabaHe, MOTyT ObITh BBINOJHEHBI IPU HEOOXOJUMOCTH/IIPUMEHUMOCTH IS
yhajeHus JAOINOJHUTEIbHbIX pacTBopuTeneil. B HEKOTOphIX BapuaHTax pealn3aluu
n300peTeHNs! BBITIOMHAETCS CTAAHS TOCT-CY LIKH.

JIns ynaneHus paCTBOPUTENS WM CMECH PAacTBOPUTENEH, BaKyyMHas CyIIKa, CYIIKa
pacmbUieHHEM, CYIIKa B TICEBIOOXKIKEHHOM CHpeH, CyIIKa Ha CTeJula)ax, JHO(IIH3aims,
BbIMIAPUBAHUE MPHU BpalleHHe [0 JAPYrHe MPOLEAypbl CYIIKH MOTYT OBITh NPUMEHEHBI
[IpumeneHue mOOOrO0 W3 3THX METONOB C HCIIOJNB30BAHHEM MMOIXOMALINX MMapaMeTPOB
00paboTKH, B COOTBETCTBUH C HACTOSILIUM ONuUcaHueM, Oyner obecrnieunBath CoennHenne 1 wim
ero (apmaueBTHYECKH NPUEMIIEMYIO COJb B aMOP(HOM COCTOSSHUM B TOTOBOH TBEpPAOH
nucniepcud. [1pu HCTIONB30BAaHUH COOTBETCTBYOIIUX YCIOBHH (HAIPUMEp, HU3KUE TEMITEPATYPhI
Ha BBIXO€ B pACIBUINTEJIbHOW CYLIMJIKE HCIIOJNB30BAHHE pPACTBOPHUTENICH C HU3KOH
TEMIEepPaTypol KHUIEHUS HCIOJb30BAHME HATPETOro Tasa), KOTOPbIE NMPHUBOAAT K JAUCIEPCHUH,
HaIpuMep, MOPOLIKA, C KeJaTebHBIMU CBOMCTBAMH (HarmpumMep, cpenHuii pasmep vactun (d50)
40-200 mukpoH 9 nHampumep, 40-150 MKM), TOPOIIOK C HACBITHOW IUIOTHOCTHIO> 0,2 r/mi
(marmpumep, ot 0,2 mo 0,5 r/mu) wim > 0,25 r/mi, MOPOLIKY C YJIYYLIEHHOH TEKYy4YeCThIO
(HarpuMep, HU3KHE CHIIbI CLETJICHUS, HU3KOe BHYTPEHHEE TPEHHE MEXIY HYacTHLIAMH), W/WIN
cyxoii nopommok ¢ Hu3kumu OVI (oprannueckue neryqne MpuMecH), HapuMep, HUXKe MPenesioB
ICH w/unn cneum¢ukauuii monp3oBaTelei), AUCTIEPCHS MOXET ObITh HETOCPEACTBEHHO

CIIPECCOBAHA B JIEKAPCTBEHHYIO (GOPMY.
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B HekoTOpBIX BapuaHTaxX peanu3aluy U300pEeTEeHHs] TeMIlepaTypa Ha BXOHIE COCTAaBIIAET
ot npumepHo 50 °C no npumepno 200 °C, Hanpumep, ot npumepHo 60 °C no npumepno 150 °C,
ot npumepHo 70 °C no nmpumepno 100 °C, or mpumeprHo 60 °C no nmpumepno 95 °C, or
npumepHo 65 ° C no npumepso 85 °C, ot npumepso 70 ° C go npumepso 90 °C, ot npumepHO
85 °C mo npumepHo 95 °C unu ot npumepHo 70 °C go npumepHo 85 °C.

B HexkoTOpBIX BapuaHTax peajn3aluy U300pEeTeHUs TEMIIEPaTypa Ha BbIXOME COCTABIIAET
OT NMPUMEPHO KOMHATHOH TeMnepatypsl (Hanpumep, USP xoMHaTHOH Temnepatypbl (HanpuMmep,
21 £ 4 ° C)) no npumepso 80 °C, nanmpumep, ot npumepHo 25 °C no mpumepno 75 °C, or
npumepHo 30 °C go npumepHo 65 °C, ot npumepHo 35 °C no npumepno 70 °C, ot npumepHo 40
°C mo nmpumepHo 65 °C, ot mpumepHo 45 °C go mpumepno 60 °C, or npumepso 35 °C nmo
npumepHo 45 °C, or mpumepno 35 °C pgo mpumepnHo 40 °C wmnu ot mpumepHo 37 °C nmo
npumepHo 40 °C.

B HekoTOpeIX BapuaHTax peanu3alMu U300pETeHUs 3aJaHHbIE TEMIepaTyphl
IICEBJIOOKIDKEHHBIX  CJIOEB (TeMIepaTypy Uil KaXk[AOro CJIosS BBIOMPAIOT HE3aBUCHMO OT
TEMIIepaTypbl, BBIOPAHHOW Ui APYIOro CIJOs) COCTABJSIFOT OT TNPHUMEPHO KOMHATHOH
temnepatypsl (Hanpumep, USP koMHaTHOM Temmiepatypsl (Hanpumep, 21 + 4 °C)) no npumepHO
100 °C, nanpumep, ot npumepno 30 °C no npumepho 95 °C, ot npumepHo 40 °C 1o npumepHO
90 °C, or mpumepHo 50 °C no mpumepno 80 °C, ot npumepno 60 °C no npumepso 85 °C, ot
npumepHo 65 ° C no npumepno 95 °C umm ot npumepso 80 °C no npumepso 95 °C.

FSD moeT ObITh BBINOJIHEHA HAa CMECH, COIEpKAIlledl paccMaTpUBAeMOE COEIUHEHHE
(HampuMep, TepamneBTUYEeCKHi areHT (HAampuMep, TEParneBTUYEeCKH AKTHBHOE COCHHHEHUE),
Hanpumep, Coenunenue 1 wim ero ¢gapmaneBTUYeCKu mpuemieMyro coiib). Hampumep, FSD
MOTYT OBITh BBITIOJHEHbI Ha cMecH, copepkameil CoenunHenne | wim ero (apMaleBTHUECKH
NPUEMJIEMYIO COJb (HampuMep O OAHMH WiIH OoJjiee TMOJMMEPOB U HEOOS3aTEeNIbHO OIHO WU
0oJiee MOBEPXHOCTHO-aKTUBHBIX BELIECTB U HEOOS3aTENIbHO ONWH WK OoJiee TOMOJHUTEIbHBIX
SKCLUUITUEHTOB JJIsl TMOJy4deHHus Teepaoil amcnepcun amopdHoro CoenuHenus 1 wim ero
(bapMaLeBTHUECKH NPUEMJIEMON COJIM, HAmpUMep, KOTOpPbIe MOTYT OBITh HEMOCPENCTBEHHO
CIPECCOBaHbl B TEPOPAIBHYIO JIEKAPCTBEHHYI0 (opMy (Hampumep, Tadnerka). B kadectse
aJBTEPHATHUBBL, TUCTIEPCHSI MOKET OBITh CMEIIaHa C OJHUM HJIH OoJiee SKCIUIMHEHTOAMH Mepen
IPECCOBAHUEM.

B onmHOM w©3 BapWaHTOB peanu3alu H300peTeHUs Crnocod MONy4YeHHs TBEPOOH
mucniepcun CoenuHenus | BKiroyaer

a) oopazoBanue cmecu CoenmHeHust | wiau ero ¢gapMaleBTHYECKH MPHEMIIEMOH COuH,

ofHOro wiu Ooee MOIMMEPOB U OJHOTO MK OoJiee PACTBOPUTENIEH; a TaKxkKe
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b) ObicTpoe ynaneHue pacTBopuTes (€if) U3 pacTBOpa C MOJyYSeHUEM TBepAOH aMOp(HOM
nucnepcun, coaepskameii Coenunenne 1 wim ero papManeBTHYSCKH MPUEMIIEMYIO COJIb M OIUH
win Gonee nmomumepoB. OanH win Ooee MONIMMEPOB M OIUH WK OoJiee pacTBOPUTETIEH MOTYT
OBITH JTIOOBIMH U3 PACKPBITHIX B TAHHOM JJOKY MEHTE.

B HEKOTOpBIX BapuaHTaxX peajH3alyd JaHHOTO M300pETeHUsi paCTBOPUTENb YAASIOT C
MIOMOLIBIO PACHBUIMTENIPHON CYLIIKH. B HEKOTOpBIX BapuaHTaxX peaju3aliyd H300peTeHus
TBEPAYIO JUCTIEPCUIO BHICYLIMBAIOT HAa CTEJUIAKAaX C MOMOIIbIO KOHBEKLIMOHHON LIEHTPOOEKHON
CYLIMJIKH. B HEKOTOPBIX BapHaHTaX TBEPAYIO TUCTIEPCHIO MPOCEUBAIOT.

B onHoMm BapuanTe peanuzauun n3odperenns CoenuHenue 1 wim ero gpapmManeBTHYECKH
npueMJieMasi COJIb SIBJISIOTCS] KPUCTAIMIECKUMU. B Ipyrom BapuaHTe peanusaiiy H300peTeHus!
Coenunenue 1 nnu ero papmaneBTHYECKU pUEMIIEMasi COJb SIBISIOTCS aMOP(QHBIMU.

Kak Oyner MOHSATHO CHENMAIMCTy B AAHHOW OOJIACTH TEXHMKH, CYIIKa PaCHbUICHUEM
MOKeT OBITh BBIMOJIHEHA 10 3TO YacTO JEJaeTCs B NMPUCYTCTBUH MHEPTHOTO rasa, TAKOro Kak
a30T. B HEKOTOPBIX BapHaHTaxX peaau3aliy H300PETEeHNs POLECChl, KOTOPBIE BKIFOYAIOT CYIIKY
pacmbpUIeHHEeM, MOTYT OBbITb BBINOJHEHbI B HPUCYTCTBUH CBEPXKPHUTHYECKOH JKHIKOCTH C
y4acTHeM JUOKCHAA YIJIepoa UM UX CMECH, CoAep Kalleil TUOKCUA yTieposa.

B npyrom BapuaHTe peanusanyu n300peTeHHs: Crocod MONyYeHUs TBEPIOH AUCIIEPCUH
Coenunenus | nnm ero gpapmManeBTHIECKH IPHEMIIEMON COJIN BKJIOYAET:

a) obpasoBanue cmecu CoenmHeHusi | wiu ero gapMaleBTHYECKH MPUEMIIEMOI COJH,
NOJIUMEPa U PACTBOPUTEJIS;, @ TAKIKE

b) pacmbLIMTENBHYIO CYIIKY CMECH C TOJy4eHHEM TBEPIAOW AUCIIEPCHH, COAEpIKallei
Coenunenvie 1 wiu ero papMaleBTUYECKH NPUEMIIEMYIO COJIb U MTOJHMED.

ITocne cymku W/uiny NOJUPOBAHUS MOTYT OBITh HEOOSI3aTEIPHO BBIOJHEHBI a9 PO30JIbHOE
BeicyummBanue aucnepcuu Hipke ICH wmnm 3amaHHbIX  crieiudUKALUid  As OCTATOYHBIX
PacCTBOPUTENECH.

OTH mpouecchl MOTrYyT OBbITh WCHOJNB30BAHbI Ui MOJy4YeHHs (apMalleBTHUYECKHX
KOMITO3MLIMH, pPAcKpPhITBIX B NOaHHOM JOKyMeHTe. KonudecTBa U MNpPU3HAKH KOMITOHEHTOB
HCIOJIb3YEeMbIX B MPOLIECCAX, MOTYT ObITh TAKMMH, KaK OMHUCAHO B JAHHOM JIOKY MEHTE.

B HeKOTOpBIX BapHaHTAX peasi3alud H300peTeHHs] PaCTBOPHUTEb BKIOYAET ONUH HJIH
Oonee JeTy4UX pacTBOpHUTENEH, 4TOOBI pacTBOPUTh WU cycneHauposath Coenunenue 1 win
ero (papMauUeBTHYECKH TMpHEMJIEMyI coib 70 mnojuMep(bl). B HEKOTOpBIX BapHaHTaxX
peamuzanu  M300pETEHUs] OOWH MM OoJiee pACcTBOPUTENEH TMOJHOCTBIO PACTBOPSIOT
Coenunenne 1 nnm ero papmManeBTHYECKH MPUEMIIEMYIO COJIb B TTOTUMeEpP(Bl).

B HEKOTOpBIX BapHaHTaX peaju3aliu H300peTeHHs OAMH WiH Oojiee pacTBOpUTENei

IpencTaBisieT COOON JIeTydHuil pacTBOPUTENb (HANpUMEP, METHJISHXJIOPHH, aLeTOH, METAaHOI,
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sTaHoi, xiopodopm, terparuapodypan (THF) mnu ux cmecs). [IpuMeps! MOIXOASIIUX JETYUNX
pacTBopuUTeNel BKIHOYAIOT T€, KOTOPbI€ PAaCTBOPSIOTCS WU CYCHEHAMPYIOT TepaneBTHUECKU
AKTUBHOE COEAMHEHHE, TNO0 HHINBUAYAIBHO, JTHOO B COYETAHUH C APYTUM COpacTBOpHTETIEM. B
HEKOTOPBIX BapHUAHTAX pealn3aluil H300peTeHHsl PacTBOPUTENDb (PACTBOPUTENHN) IOJHOCTHIO
pPacTBOPSIIOT TepaneBTUUECKH AaKTUBHOE COeAUHEHHe. B HEeKOTOphIX BapHaHTax pealnu3aluu
n300peTeHNs] PaCTBOPUTENb NMPEACTABIsIET cOOO0M aneToH. B HEKOTOPBIX BapuaHTaX peatu3aluu
n300pETEeHNs] pACTBOPUTENIEM SIBJIIETCS] METAHO.

B HekoTOpBIX BapuaHTaxX peanu3alid U300pETeHUs PaCTBOPUTEINb MPEACTABISIET COOOH
HENeTY4YNi pacTBOpUTENb (HampuMep, OpraHUYeCKHe KHCIOThI, TaKHe Kak JIeAsHas yKCyCHas
kuciota, auMmermicyiasdpokenn (DMSO), numerundopmamun (DMF) unu Boay). B HexoTopbIx
BapUaHTaX peaju3alMd H300pPETeHUs] HENeTY4YHH pacTBOPUTENb SBISETCA OJHUM U3
KOMIIOHEHTOB B CUCTeMe pacTBopuTenell. Hanpumep HeneTyuuii pacTBOpUTENb NIPUCYTCTBYET B
KayecTBe KOMIIOHEHTa B pacTBoputene, oT mpumepHo 1 % no mpumepno 20 % mac./mac.
(manmpumep, ot mpumepHo 3 % mac./mac. 1o nmpumepHo 15 % wmac./mac., ot npumepHo 4 %
mac./mac. 1o npumepHo 12 % mac./mac. wiu ot npumepHo 5 % mac./mac. 1o npumepHo 10 %
mac./mac.).

B HekoTOpBIX BapuaHTax peaju3aluy U300peTeHUs PAaCTBOPUTENb MPEACTaBIIeT cOOOH
cMech pactBopureneil. Hampumep, pactBopurenb Moxer copepxkarb oT npumepHo 0 % nmo
npumepHo 30 % aumeroHa u ot npumepHo 70 % po mpumepno 100 % wmeraHoma winu
PacTBOPUTENb MOKET comepxkaTh OT mpuMepHO 0 % no mpumepro 40 % areToHa U OT MPUMEPHO
60 % no mpumepHo 100 % wmeranona. [[pyrue WIIIOCTpaTHBHbIE COOTHOLIEHHS METaHOJNA B
aneroHe BrirouaroT 80:20, 75:25, 70:30, 60:40, 55:45 u 50:50.

B HekOTOpBIX BapuaHTaX peasu3alii U300PETeHUs PACTBOPUTEIb MPEACTABISIET COOOM
KOMOMHAIIMIO PACTBOPHUTENICH, B TOM YHUCIIE MO MEHBLICH Mepe, OIUH HEJIETy4YUid PaCTBOPUTEINbD.
Hamnpumep, pactBoputens npeacTasisieT co00H KOMOMHALIMIO KOMIIOHEHTOB, KOTOPbIE CONEpPIKaT
KaK JIETY4Ud pacTBOPUTENb, TAaK W HEJNEeTy4Uud pPACTBOPUTENb. B HEKOTOpPBIX BapHaHTax
peanuzanuu H300pEeTeHUsT CUCTEMA PACTBOPUTENIEH MpeaCcTaBisieT cOO0H KOMOMHAIIMIO JIETYUEro
pacTBOpUTENST WM KOMOMHALIMK PACTBOPHUTENEH, TAKHX KaK METAHOJ M ALETOH C HEJETYYHM
pacTBOpuUTeNeM, TaKOM Kak JieAsiHasl yKCycHas kuciora. Hampumep, cucrema pacTBopuTenei
conepxut ot npumepHo 40 % no npumepHo 80 % mertaHona, ot npuMepHo 20 % no0 npumMepHO
35 % auerona u ot npuMmepHo 1 % no mpumepHo 15 % neasiHON YKCYCHON KHCIIOTHI (HAIpUMeD,
ot npumepHo 50 % no mpumepHo 70 % meraHona, or npumepHo 25 % no npumepsHo 30 %
alleTOHA U OT mpuMepHo 3 % 1o npumepHo 12 % neastHON YKCYCHOM KUCIIOTHI).

B HekoTOphIX BapMaHTax peanu3alld H300peTeHHs CHCTEMa pPacCTBOPHUTENIEH

npeacTaBisier co00l KOMOMHAIMIO JIETYYEro PacTBOPHUTENS WM KOMOHMHAILIMM PAaCTBOPHUTENEH,
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TAKUX KaK METAHOJ W alleTOH C HEJEeTYYHUM pAcCTBOPHTENEM, TaKUM Kak Boja. Hampumep,
cuctema pacTtBopuTenell comaepxuT ot npumepHo 40 % no mpumepHo 80 % wmeraHona, OT
npumepHo 20 % no npumepHo 35 % auetona u ot npumepHo 0,1 % no npumepHo 15 % Boabl
(marmpumep, ot npumepHo 50 % no npumepHo 70 % meTaHONa, OT MpUMEPHO 25 % 10 MPUMEPHO
30 % anerona u ot npumepHo 1 % no npumepHo 5 % BOIBI).

dapmaneBTHIeCKre KOMITIO3ULIH

dapmaneBTHYECKHE KOMITO3ULIUH TBEPIOH JUCTIEPCUN MOTYT OBITh MOJyYEHBI CTIOCOO0M,
ONMCAHHBIM B HacTosieM aokymeHrte. Hanpuwmep, tBepnas aucnepcus: (a) Coenunenus 1 wnun
ero (Qapmanesruyeckn mnpuemiemoil comu ao (b) omHoro wmm Oosee MOIMMEPOB O
HEeoOs13aTeNIbHO OJHOTO MJIM OoJiee IMOBEPXHOCTHO-aKTUBHBIX BELIECTB 10 HEOOs3aTeNIbHO
OJTHOTO MK O0JIee NOTOIHUTENBHBIX SKCLIUITHEHTOB.

B naHHOM nokyMeHTe mnpencTaBiieHbl (papMaleBTUUECKHE KOMIIO3ULIUH, COZAepsKallue:
(a) TBepayro amucmepcuio, conepxamyro Coemunenue 1w ero  (dapMareBTHYECKH
npuemiieMyro coib 10 mnonumep, u (b) omuH wiau Oojee (papMalEeBTHYECKH MPUEMIIEMbIX
Hocurened. [lpumeps! (apManeBTHUECKH NPUEMIIEMbIX HOCHTENEH MpPEeACTaBIAIOT COOOM
HATOJIHUTEJH, Pa3phIXJIUTENH, YBIAKHSIOLINE areHThl, areHThl CKOJIbXKEHUS 710 CMAa3bIBAaIOIINeE
BEILECTBA.

B HekoTOpbIX BapuaHTax peaqu3aliH H300peTeHHs, (papMaleBTUYEeCKHEe KOMIO3UIUH
MOTYT OBITh BBEIEHBI NMEPOPATBHO B JIIOOO0H MepOopaibHO MPUEMIIEMOM JIEKapCTBEHHOH (popme,
BKJIFOYAasi, HO HE OrPAaHMYUBASICh UMM, KaICyJibl, TaOJETKH, SMYJbCHH M BOAHBIC CyCICH3WH,
TUCTIEPCHU U PACTBOPBI.

B HekoTOphIX BapuaHTaX peanuzaluu u300peTeHus (papmMareBTUYecKas KOMITO3HLIUS
NpeACTaBIsieT COOO0H TaOIeTKy.

B HekoTOphIX BapuaHTaX peanu3aluu U300peTeHus (papmMareBTUYecKas KOMITO3HLIUS
COIEpPXKHUT JIeKapCTBEeHHYK (opmy mnpsimoro mpeccoBanusi CoenuHenuss 1 wim  ero
(dhapMareBTHYECKH MPUEMIIEMOU COJTH.

B HekoTOpBIX BapuaHTaX peanu3aluu H300peTeHHus (papMareBTUYecKass KOMITO3HLIUS
COHNEPXKHUT  TaK¥Ke HATIOJIHUTEb. Hanonaurenem MOXeET  OBITb, Harpumep,
MUKPOKPHUCTAJUTMYECKAsT LEJUTF0JI03a, JTAKT03a, MAHHUTOJ, 3TUILEIUII0JI03a, COPOUT, Kpaxma,
caxapo3a, (Qochar  kampmus, nNopomkooOpasHas ~— LEJUI0JI03a,  CUJIMKATHPOBAHHAs
MUKPOKPHCTAUTMYECKAsT LEJUTF0JI03a JO30MAJbT WM HMX CMECH. B HEKOTOpBIX BapHUaHTax
peamu3ali  HM300pETeHHs] HAIMOJHHUTENb TPENCTaBIsACT COOOH MHKPOKPUCTAIUINYECKYIO
LIeJUTIOJIO3Y.

B HekoTOphIX BapHaHTaxX peanu3aldud W300pPETeHUs HAIOJHHUTENb INPUCYTCTBYET B

(hapmaneBTHUECKOH KOMIIO3UIINH B KoJindecTBe OT mpumepHo 10 % mac./mac. no 50 % mac./mac.
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(marmpumep, ot mpumepHo 15 % mac./mac. 1o nmpumepHo 45 % mac./mac., ot npumepno 20 %
Mmac./mac. o npumepro 40 % mac./mac., ot mpumepHo 25 % wmac./mac. no nmpumepHo 35 %
Mmac./mac., Wi oT npumepHo 28 % wmac./mac. 1o mpumepHo 32 % mac./mac.). B HeKoTOpbIx
BapHAHTAX peaM3alUd H300PETEeHUs] HAIMOJHUTENb MPUCYTCTBYeT B (hapMalleBTHUECKOH
KOMITIO3ULIMK B KosmdecTBe oT mpumepHo 20 % wmac./mac. no mpumepHo 35 % wmac./mac,,
Harmpumep, oT npumepHo 25 % mac./mac. no npumepHo 34 % wmac./mac., ot nmpumepHo 26 %
Mmac./mac. o npumepHo 33 % mac./mac., ot nmpumepHo 27 % wmac./mac. no npumepHo 32 %
Mac./mac., HarpuMep, npumepHo 28 % mac./mac., npumepHo 28,5 % mac./mac., npumepHo 29 %
Mac./mac., mpumepHo 29,5 % mac./mac. npumepno 30 % wmac./mac., npumepto 30,5 % mac./mac.,
npumepHo 31 % wmac./mac., unu npumepHo 31,5 % wmac./mac. B HEKOTOpBIX BapuaHTax
peanuzanyu U300peTeHHs] HANOJHUTENb NPUCYTCTBYET B (hapMaLeBTUUECKOW KOMITO3ULUH B
KojmuecTBe npumepHo 29 % wmac./mac., mpumepHo 29,1 % wmac./mac., npumepro 29,2 %
mac./mac., npumepHo 29,3 % wmac./mac., npumepHo 29,4 % wmac./mac., nmpumepHo 29,5 %
mac./mac., npumepHo 29,6 % wmac./mac., npumepHo 29,7 % wmac./mac., npumepHo 29,8 %
mac./mac., mpuMepHo 29,9 % mac./mac. niu npumepso 30 % mac./mac. B HeKoTOpBIX BapuaHTax
peanu3anyu M300pETeHHs] HANOIHUTENb NMPHUCYTCTBYeT B (hapMalleBTUUECKONW KOMIIO3ULMU B
KOJIMYecTBe OT mnpumepHo 25 % mac./mac. mo mpumepHo 35 % wmac./mac. B HekoTopeix
BapMaHTAX peaju3aluu W300pEeTeHUs] HAMOJHHUTEIb TMPUCYTCTBYeT B (apMarieBTHYECKON
KOMITO3ULIMH B KOJIMYECTBE pUMepHO 29,5 % mac./mac.

B HekoTOphIX BapuaHTaX peanuzaluu u300peTeHus (papmareBTUYecKas KOMITO3HULIUS
TAK)KE CONEP’KUT Pa3pPbIXJIHUTENb. Pa3pbIXJHTENb MOXKET MPEACTABISATh COOOH, HarpuMep,
KOJUIOMIHBI ~ JAMOKCHI KPEMHHS, MOPOIIKOOOPA3HY0 LEJUIFOJIO3Y, CHJIMKAT — KajbLs,
KPOCTIOBHJIOH, aJIbI'MHAT KaJbIHsl, METHJIIEJUTI0JI03a, XUTO3aH, KapOOKCHMETHIILEIIIONO03Y,
KPOCKapMeJUIo3y HaTpus, KapOOKCHUMETHUJIKpaxXMaJj, aJlblTHHAT HATPHs, KPaxXMaJTIHKOJISAT
HaTpus, Hpe)Ke.]'IaTPIHPISHpOBaHHbeI KpaxmaJl HJIIN HUX CMECH. B HEKOTOPBIX BapUaHTax
peanu3any H300peTeHUs Pa3pbIXJIUTENb MPEICTABIAET COO0H KPOCKapMEIO3y HATPHSL.

B HekoTOphIX BapuaHTaX peaju3aluy H300pETeHHs] Pa3pbIXJIUTENb MPUCYTCTBYET B
(bapMaLeBTHUECKOH KOMIO3ULIUK B KOJU4YecTBe OT mpumepHo 1 % mac./mac. u 15 % mac./mac.
(marmpumep, ot mpumepHo 3 % mac./mac. 1o mpumepHo 12 % wmac./mac., ot npumepHo 4 %
mac./mac. no mpumepuno 10 % mac./mac., or mpumepHo 5 % wmac./mac. go mpumepHo 7 %
Mmac./mac., wiu ot npuMepHo 6 % wmac./mac. no mpumepHo 7 % mac./mac.). B HekoTopbIx
BApUAHTAX peaNHM3allu HM300pPETeHUs] Pa3phIXJIIUTENb MPHUCYTCTBYET B (papMarieBTHIECKOH
KOMITO3UIMH B KOJiMuecTBe nmpumepHo 3 % mac./mac., mpumepHo 3,5 % mac./mac., npumepHo 4
% wmac./mac., npumepHo 49,5 % mac./mac. nmpumepHo S % mac./mac., mpumepHo 5,5 % mac./mac.,

npumMepHo 6 % Mac./mac. nim npuMepHo 6,5 % mac./mac., mpumepHo 7 % mac./mac., IPUMEpPHO
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7,5 % wmac./mac., npumepao 8 % wmac./mac., mpumepHo 8,5 % wmac./mac., mpumepHo 9 %
mac./mac., mpumepHo 9,5 % wmac./mac. wu npumepHo 10 % mac./mac. B HEKOTOpBIX BapHaHTax
peanuzannu U300PETEeHUsT Pa3PBIXJIUTENb MPUCYTCTBYET B (PapMaleBTUYECKON KOMITO3ULIUU B
KOJINYECTBE OT MpuUMepHO 5 % mac./mac. 1o npumepHo 7 % mac./mMac. B HEKOTOpBIX BapHaHTax
peanuzannu U300pETEeHUsT Pa3PhIXJIUTENb MPUCYTCTBYET B (papMaleBTUYECKON KOMITO3ULIUU B
KOJINYeCTBE MpUMepHO 6 % mac./Mac.

B HexkoTOphIX BapmaHTax peanuzaluu u300peTeHus (papmareBTUYecKass KOMITO3HLUS
TAK)K€ CONEPKUT CMadyMBaroIuil areHT. CMauuBalOIIUNA areHT MOKET IPECTaBIATh COOOM,
HanpuMep, Jlay priicyibpar HaTpus, AOACLMICYIbdaT HaTpus, nmoarcopbatTel (Hampumep, Tween
20 u Tween 80), monokcamepsl (Harpumep, nojokcamep 335 u monokcamep 407), rnunepun
MOHOOJIEAT WK UX CMeCH. B HEKOTOpBIX BapHaHTAax peau3aliy U300pETeHUs] CMavMBarOIIUI
areHT SIBJIAETCS JIay pUIICYIb(haToM HATpHS.

B HEKOTOpBIX BapHaHTaX peann3aliy H300peTeHHsI CMAYMBAIOLIUN ar€HT MPUCYTCTBYET
B (hapManeBTUUECKOH KOMIIO3MLMH B KonudectBe oT mpumepHo 0,1 % wmac./mac. 1o 2 %
mac./mac. (Hampumep, ot npumepHo 0,5 % mac./mac. 1o npumepHo 2 % mac./mac., OT IPUMEPHO
0,5 % wmac./mac. 1o npumepHo 1,5 % wmac./mac. wim ot npumepHo 1 % mac./mac. 10 IpUMEpHO
1,5 % mac./mac.). B HEKOTOpBIX BapHaHTaX peanu3anuy H300pETeHUS CMAYUBAIOLIMN areHT
NPUCYTCTBYET B (hapMaLeBTHUECKOW KOMMIO3MLMHU B KosmuecTBe mpumepHo 0,1 % wmac./mac.,
npumepro 0,2 % mac./mac., npumepHo 0,3 % mac./mac., mpumepHo 0,4 % wmac./mac. IpuUMepHO
0,5 % wmac./mac., npumepro 0,6 % mac./mac., npumepno 0,7 % wmac./mac. wiu npumepHo 0,8 %
Mmac./mac., mpumepHo 0,9 % mac./mac., npumepro 1 % wmac./mac., npumepro 1,1 % mac./mac.,
npumepro 1,2 % wmac./mac., npumepHo 1,3 % mac./mac., npumepso 1,4 % mac./mac., mpuMepHO
1,5 % wmac./mac., npumepro 1,6 % wmac./mac., npumepsro 1,7 % wmac./mac., npumepsro 1,8 %
mac./mac., npumepsao 1,9 % mac./mac. nim npumepso 2 % mac./mac. B HEKOTOpPBIX BapHUaHTax
peanu3zali  M300peTEeHHsT CMAYMBAIOIIMI areHT MPHUCYTCTBYeT B (hpapMaLeBTHYECKOI
KOMITIO3ULIMN B KojmuectBe oT mpumepHo 0,5 % mac./mac. mo mpumepHo 1,5 % mac./mac. B
HEKOTOPBbIX BapUAaHTaX peaIH3alud H300pETeHHs CMAYHMBAIOIIUI areHT MpPHCYTCTBYET B
(dbapmaneBTHUECKON KOMIO3UIIMH B KOJIHMUeCTBe mpuMepHo 1 % mac./mac.

B HekoTOphIX BapuaHTaX peanuzaluu H300peTeHus (papmMareBTUYecKas KOMITO3HLIUS
TaK»Ke CONEPKUT CKOoJb3siiee BeuiecTBO. CKob3siiee BEIIECTBO MOXKET MPEACTAaBISATh COOOI,
HATpuMep, JUOKCH] KPEMHHUS, KOJUIOMIHBIA AMOKCUI KpeMHHs, Tpukajiblmidocdar, creapar
MarHus, TPUCHJIMKAT MarHus, MOPOIIKOOOPa3HYIO0 LEJUTF0JI03y, TalbK, KpaxmMal U X cMmecH. B
HEKOTOPBIX BapHAHTAX peaju3alliil U300pETeHUs! CKOJb3siIlee BEIECTBO MPEACTAaBIsET COOOI

KOHHOHHHbIﬁ AUOKCUI KPEMHUS.
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B  HekoTOpbIX BapuaHTax peajH3aldd  H300pETeHUsl  CKOJB3SIIEe  BELISCTBO
NPUCYTCTBYET B (papManieBTUYIECKON KOMITO3MLIMHU B KojmuecTBe oT nmpumepHo 0,1 % mac./mac.
no 5 % wmac./mac. (Hanmpumep, ot npumepHo 1 % wmac./mac. no mpumepno 4 % wmac./mac., OT
npumepro 1 % mac./mac. o npumepHo 3 % mac./mac. win ot npuMmepHo 1,5 % mac./mac. 1o
npuMepHO 2,5 % mac./mMac.). B HEeKOTOpBIX BapuaHTax peajr3alii U300peTEeHUs] CKOJb3SIIee
BEIIECTBO NPHUCYTCTBYET B (papMalieBTUYECKOH KOMIO3ULMH B KojuuecTBe mpumepHo 0,5 %
mac./mac., mpumepao 1 % wmac./mac., mpumepHo 1,5 % wmac./mac., npumepro 2 % wmac./mac.
npumepHo 2,5 % wmac./mac., mpumepHo 3 % wmac./mac., mpumepHo 3,5 % wmac./mac. unu
npumepHo 4 % wmac./mac., nmpumepHo 4,5 % wmac./mac. unu npumepHo 5 % wmac./mac. B
HEKOTOPBIX BapHUaHTax peain3dalnun H306peTeHI/IH CKOJIB3AIEC BEIICCTBO IMPUCYTCTBYET B
(apmaLeBTHUECKON KOMITO3UIMU B KonudecTse npuMepHo 1,1 % mac./mac., mpumepso 1,2 %
Mmac./mac., npumepHo 1,3 % mac./mac., npumepro 1,4 % mac./mac., npumepso 1,5 % wmac./mac.,
npumepro 1,6 % mac./mac., npumepHo 1,7 % mac./mac., npumepso 1,8 % mac./mac., mpuMepHO
1,9 % mac./mac., mpumepro 2 % mac./mac., 2,1 % mac./mac., npumepHo 2,2 % wmac./mac., 00 2,3
% wmac./mac., npumepHo 2.4 % wmac./mac., npumepHo 2,5 % wmac./mac., npumepHo 2,6 %
mac./mac., npumepHo 2,7 % mac./mac., npumepHo 2,8 % mac./mac., mpumepHo 2,9 % mac./mac.
WM npuMepHo 3 % mac./mac. B HEKOTOpBIX BapuaHTaX peau3alu U300peTeHUs! CKOJIb3sInee
BEIECTBO MPUCYTCTBYET B (hapMalleBTHYECKONH KOMIIO3MIMKM B KOJWUecTBe mpumepHo 1 %
mac./mac. 10 mpumepHo 3 % Mac./mMac. B HEKOTOpBIX BapHaHTax peaju3aliyl H300pETEeHUsI
CKOJIb3sill[ee BEIECTBO MPUCYTCTBYET B (hapMaleBTHYECKOH KOMIIO3HULUH B KOJUYECTBE
npumMepHo 2 % mac./mac.

B HekoTOphIX BapuaHTaX peanuzaluu u300peTeHus (papmMareBTUYecKas KOMITO3HLIUS
COIEPIKUT Takke CMasbiBarolnee BellecTBO. CMasbIBarOllee BEIIECTBO MOKET MPEACTaBISITH
coOoli, HampuMmep, cCTeapaT MarHus, TaJbK, creapwidymapaT HaTpus, TIULEPUIOETreHar,
T'MIPOTeHU3NPOBAHHOE PACTHTENbHOE MAcio, CTeaparT LUHKA, CTeapaT KajbLus, creapar
caxapo3bl, TMOJUBHHHWJIOBBIA CIUPT, JAypHil Cyib(aT MarHus WM UX CMECH. B HEKOTOpBIX
BapUAHTaX peaju3alui M300peTeHHs CMa3bIBalOIlee BELIECTBO MPECTaBIsAeT COOOi creapar
MarHus.

B  HeKkOTOpbIX BapHaHTaX peanu3aliu H300pEeTeHHs] CMa3bIBAKOLIEe BELIECTBO
NPUCYTCTBYET B (papMaieBTUYECKON KOMIIO3MLIMHU B KojmuecTBe oT nmpumepHo 0,1 % mac./mac.
no 5 % wmac./mac. (Hampumep, oT npumepHo 1 % wmac./mac. no npumepno 4 % wmac./mac., OT
npumepHo 1 % mac./mac. o mpumepHo 3 % mac./mac. wiu ot npumepHo 1 % wmac./mac. mo
npumMepHo 2 % Mac./mac.). B HEeKOTOpbIX BapuaHTax peaju3alii M300peTeHHs CMa3bIBAIOIIEe
BEIIECTBO NPHUCYTCTBYET B (papMarieBTUYECKOH KOMIIO3ULUH B KojuuecTBe mpumepHo 0,5 %

mac./mac., npumepao 1 % wmac./mac., mpumepHo 1,5 % mac./mac., npumepro 2 % wmac./mac.
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npumepHo 2,5 % wmac./mac., mpumepHo 3 % wmac./mac., mpumepHo 3,5 % wmac./mac. wim
npumepao 4 % wac./mac., nmpumepHo 4,5 % wmac./mac. unu npumepHo S5 % wmac./mac. B
HEKOTOPBIX BapHaHTaX peaju3aliu H300pEeTeHHs CMa3bIBAIOLee BEINECTBO MPHCYTCTBYET B
bapmaneBTHUECKOW KOMITO3UIMK B KonndecTBe npuMepHo 0,1 % mac./mac., mpumepso 0,2 %
mac./mac., npumepHo 0,3 % mac./mac., nmpumepro 0,4 % mac./mac., npumepno 0,5 % mac./mac.,
npumepro 0,6 % mac./mac., npumepHo 0,7 % mac./mac., npumepso 0,8 % mac./mac., IpuMepHO
0,9 % wmac./mac., mpumepno 1 % wmac./mac., npumepno 1,1 % wmac./mac., mpumepro 1,2 %
Mmac./mac., npumepHo 1,3 % mac./mac., nmpumepro 1,4 % mac./mac., npumepno 1,5 % wmac./mac.,
npumepHo 1,6 % mac./mac., npumepHo 1,7 % mac./mac., npumepso 1,8 % mac./mac., npuMepHO
1,9 % wac./mac., npumepHo 2 % wmac./mac., 2,1 % wmac./mac., mpumepHo 2,2 % wmac./mac.,
npumepHo 2,3 % mac./mac., npumepHo 2,4 % wmac./mac. unu npumepHo 2,5 % wmac./mac. B
HEKOTOPBIX BapUaHTaX peajn3aliu H300peTeHHs CMa3bIBAIOLIee BEINECTBO MPHCYTCTBYET B
(apmaneBTHUECKOH KOMITO3ULIMK B KOJIUYeCTBe OT npuMepHo 0,5 % mac./mac. 1o npumepHo 2,5
% wMac./Mac. B HeKOTOpBIX BapHaHTaX peaju3alyu H300pEeTeHHs CMAa3bIBAIOINEe BEINECTBO
IPUCYTCTBYET B (hapMalleBTUUECKONW KOMIO3UIMH B KOJIMYECTBe pumMepHo 1,5 % mac./mac.

B HekoTOpBIX BapmaHTax peanu3aluy U300peTeHHs TBepAas JUCIIEPCHsI COCTABISIET OT
npumepHo 25 % no mpumepHo 85 % mo Mmacce or oOmel Macchl (apMaLeBTHYECKOM
KOMITO3ULIMH. B HEKOTOPBIX BapuaHTaxX TBEpHas AUCIEPCHs COCTaBIsieT OT mpumepHo 50 % mo
npumepHo 70 % no macce ot o01elt Macchl hapMaleBTHYECKOW KOMIIO3ULIUH.

B HekoTOpbix BapuaHTax peanusaimu uszoOperenuss CoemuHenue 1 wim ero
(bapMaLeBTHUECKH TpUEMIIEMAasi COJIb COCTABJISIET OT mpuMepHoO 15 % 1o 45 % ot olreli Macchl
(papMareBTHUECKONH KOMITO3HMLIMKM, a TakXKe OJWH WK Oojiee MOJMMEPOB COCTABJISIOT OT
npumepHo 15 % 1o 45 % ot olrmeli Macchl (hapMaLeBTHUECKON KOMIIO3ULIUY.

B HekoTopbix BapuaHTax peanusaimu uszoOperenuss CoemuHenue 1 wim ero
(dhapmaneBTHUECKH TpUeMIIeMast COJIb COcTaBisieT mpumMepHo 20 % mac./mac. papmareBTHIeCKOH
KOMITO3UIIMH, OIWUH WM Oojiee TOMUMEPOB cocraBysitor mpumepHo 40 % wmac./mac.
(papMarieBTHUECKONH KOMIO3ULIMH.

B HekoTopbix BapuaHTax peanusaimu uszoOperenuss CoemuHenue 1 wim ero
(bapmaneBTHUECKH MTpUeMIIeMast COJIb COCTaBIIsIET MPUMEPHO 25 % mac./mac. papmMareBTHIeCKOH
KOMITO3UIMH, OIWH WM Oojiee TOJUMEPOB COCTaBJISIIOT mpumepHo 35 % wmac./mac.
(papMarieBTHUECKOH KOMIIO3ULIMH.

B HekoTOpbix BapuaHTax peanusaimu u3zoOperenuss CoemuHenue 1 wim ero
(dapmaneBTHUECKH MTpUeMIIeMast COJIb cocTaBiisieT mpumMepHo 30 % mac./mac. papmMareBTHIeCKOH
KOMITO3UIIMH, OIWH WM Oojiee TOMUMEpPOB cocraBysitor npumepao 30 % wmac./mac.

(hapManeBTHUECKONH KOMIIO3HUIIHH.
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B Hexoroppx BapuaHTax peanmmsaimu  u3ooperenHust CoenuHenwme 1 wim  ero
(dapmaneBTHUECKH MTpUeMIIeMast COJIb COCTABIISIET MPUMEPHO 35 % mac./mac. papMareBTHIeCKOH
KOMITO3UIIMH, OAWH WK Oojiee TOJUMEPOB COCTABISIOT JisieT mpuMmepHo 25 % mac./mac.
(dapmaneBTHUECKOH KOMIIO3HULIHH.

B HexoTOpBIX BapMaHTax peajn3aliy M300peTeHHs TBEpHAas MUCIIEPCHS COCTABISET OT
npumepHo 50 % wmac./mac. no mpumepno 70 % wmac./mac. apmManeBTHIECKONW KOMITO3HILINH,
HAMOJIHUTENb COCTaBIsieT OT mnpumepHo 25 % wac./mac. mo mpumepHo 35 % mac./mac.
(apMaLeBTHUECKOW KOMIIO3ULUH, Pa3pPBIXJIUTENb COCTABISET OT mpumepHO 5 % Mmac./mac. 1o
npumMepHo 7 % mac./mac. ¢papMaLeBTHUECKON KOMITO3ULNHY, YBJIAXKHSIIOMUN areHT COCTaBIIsAeT
ot mpumepHo 0,5 % mac./mac. no npumepro 1,5 % mac./mac. papmMareBTHIeCKONW KOMITO3HLINH,
CKOJIb3fIlIIee BEIEeCTBO COCTaBIsAeT OT mpuMmepHo 1 % mac./mac. no mpumepHo 3 % mac./mac.
(bapMaLeBTHUECKON KOMIIO3ULIMHY, YBIQKHSAIOUIUM areHT cocrasiser or npuMepHo 0,5 %
Mmac./mac. a0 npumepHo 2,5 % wmac./mac. papmManeBTHYECKOH KOMITO3ULMH, TaKUM 00pa3oMm,
cocrasisasa 100 % nmo Macce KOMIO3ULUHL.

B HekoTOpBIX BapmaHTax peaju3aliy H300peTeHHs TBepAas IUCIEPCUS] COCTABISIET

npumepHo 60 % wac./mac. (¢apManeBTUYECKOH KOMIO3UIMH, HAINOJHUTENIb COCTABISET
npumepHo 29,5 % wmac./mac. ¢apMaLeBTHIECKOH KOMIIO3ULMH, Pa3pbIXJIUTEIb COCTAaBISET
npuMepHo 6 % Mac./Mac. papMaLeBTHUYECKOH KOMIO3UIMH, CMAYUBAIOIINHA areHT COCTAaBISET
npumepro 1 % mac./mac. papmaneBTH4YeCKON KOMIO3ULIUY, CKOJIb3SIIee BEIECTBO, COCTABIISET
npumepo 2 % wmac./mac. (apMaLeBTHUECKOW KOMIIO3HMLIMH, CMa3bIBAIOIIEe BEIIECTBO
cocrasisieT npumMepHo 1,5 % mac./mac. papmaneBTUYECKON KOMITO3ULIUH.
B HekoTOpBIX BapuaHTax peajuzauuu u300pereHus GpapManeBTHIeCKast KOMIIO3UIHS CONEPIKHUT,
or mpumepHo 25 % wmac./mac. no mpumepHo 35 % wmac./mac. CoenumHenust 1 wim ero
(dapmaneBTHUECKH TPUEMJIEMON coyu, OT mpumepHo 25 % mac./mac. 1o mpumepHo 35 %
Mmac./mac. cykuuHat aunerata runpomeriossl (HPMCAS), ot npumepHo 25 % wmac./mac. 1o
npuMepHo 35 % Mac./Mac. MEKPOKPUCTAJUTMYECKON LEJUTIOJIO3BL, OT IpUMepHO S % mac./mac. 1o
npuMepHO 7 % mac./Mac. KpockapMesuio3bl HaTpusi, oT mpumepHo 0,5 % mac./mac. 1o MpUMEPHO
1,5 % wmac./mac. naypuicynibdara HaTpusi, OT MPUMepPHO puMepHo 1 % mac./mac. 10 MpUMEPHO
3 % mac./Mac. KOJUIOUIHOTO TUOKCHIA KpeMHHUs, U oT npuMepHo 0,5 % mac./mac. 10 npuMepHo
2,5 % Mac./mac. cTeapaTta Maraus, TakuM oopasom, coctasiisisi 100 % mo Macce KOMITO3ULIUU.

B HekoTOphIX BapuaHTaxX peanuzaluu H300peTeHus (papMareBTUYecKass KOMITO3HLIUS
comepxut npuMmepro 30 % mac./mac. CoenuHenus 1 wim ero gpapManeBTUYECKH MPUEMIIEMON
comy, mpumepHo 30 % mac./mac. cykiuHar anerarta runpomeio3sl (HPMCAS), npumepro 29,5

% Mac./Mac. MHUKPOKPHCTAJUTMYECKOH MEJUTIOJNIO3bl, IPUMEPHO 6 % Mac./Mac. KpOCKapMeILIO3bI
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Hatpus, mpuMmepHo 1 % wmac/mac. maypwicynbpara HaTpus, npumepHo 2 % wmac./mac.
KOJUTOMTHOTO TUOKCHAA KpeMHuUs U ipuMepHo 1,5 % mac./mac. cteapata MarHusi.

B HEKOTOPBIX BapHaHTax peain3alun I/1306peTeHI/I$[ TBEpAAss AUCHIEPCUA, HANIOJIHUTE]ID,
Pa3pBIXJIUTEIb, CMAUMBAIOLIUI areHT, CKOJb3fllee BELUIECTBO M CMa3bIBAIOIIEE BEIIECTBO
NOOABISIIOT  BHYTPUIPAHYJISIPHO. B HEKOTOPBIX BapUaHTAX peaiu3allid  H300peTeHus
JOTMOJHUTENbHOE KOJHMYECTBO HAIMOJHUTENS, JE3UHTErpaTropa, CKOJB3SILEro BeLIecTBa, |
CMa3bIBAIOLIETO BEIeCTBa NOOABIISIOT SKCTPArpaHyJSIPHO.

B HekoTOphIX BapuaHTax peanuzaluu H300peTeHus (papmarieBTUYeCKass KOMITO3HLUS
COIEPKUT CIEAyIOLINe BHYTPUIPAHYJISIPHO AOOABICHHBIE KOMIIOHEHTBI TBEpAas IUCIIEPCHsI
cocrasisger or npumepHo 50 % wmac./mac. no npumepHo 70 % mac./mac. papmaneBTUIeCKOH
KOMITO3UILMH, HAIOJIHUTENb COCTaBjisieT OoT npuMmepHo 18 % mac./mac. mo mpumepno 26 %
mac./mac. (papMaleBTUYECKOW KOMIIO3ULMH, Pa3pBIXJIUTENb COCTABJISET OT NMpUMeEpHO 2 %
mac./mac. 10 npuMepHo 6 % mac./mac. papMareBTHYeCKOH KOMIO3ULMH, YBJIAKHSIIOIUN areHT
cocrasysieT ot mpumepHo 0,5 % wmac./mac. no npumepHo 1,5 % wmac./mac. ¢papmarieBTUIeCcKOi
KOMITO3HMLIMY, CKOJIb3fIIIee BEIIECTBO COCTaBisieT OoT mpumepHo 0,5 % mac./mac. 10 IpUMEpHO
1,5 % mac./mac. papMalieBTHYECKOW KOMITO3UIMKM U CMa3bIBAIOIIEe BEIIECTBO COCTABJISET OT
npumepHo 0,25 % mac./mac. 1o npumepHo 1 % mac./mac. papMareBTHUECKONH KOMIO3ULIHH.

B HekoTOphIX BapuaHTaX peanuzaluu u300peTeHus (papmarieBTUYeCKas KOMITO3HLIUS
COIEPIKUT CIIEAYIOUIHe OSKCTParpaHyJsipHO I00aBliEeHHbIE KOMIIOHEHTBI JOTOJHHUTEbHOE
KOJIMYECTBO HAIMOJHUTEJSI COCTABJISIET OT nMpuMepHO 4 % Mac./mac. 1o npumepHo 12 % mac./mac.
(bapMareBTHUECKONH KOMITO3HMLIMH, JOTOJHUTENbHOE KOJIHUYECTBO PA3PhIXJIUTENSI COCTABISIET OT
npumepHo 1 % wmac./mac. no mpumepno 3 % wmac./mMac. (apMaleBTUUECKOW KOMITO3HIINH,
JOTMOJHUTENHHO KOJHUYECTBO CKOJIB3SILIETO BELIECTBA COCTaBIsieT OT npuMepHo 0,5 % mac./mac.
no mpumepHo 1,5 % wmac./mac. ¢papManeBTHYECKON KOMITO3ULIMHU, a TaKXKe IOMOJHHUTEIbHOE
KOJINYECTBO CMA30YHOI0 MaTepHala cocTapisier ot npumepHo 0,5 % mac./mac. 1o npumepHo 1,5
% Mac./mac. (papmManeBTUIECKOH KOMITO3UIMU JOOABISIFOT SKCTPArpaHyJIsipHO.

B HekoTOpBIX BapuaHTaX peanu3aluu H300peTeHHus (papMareBTUYecKass KOMITO3HLIUS
COIEPKUT CIEYIOLINe BHYTPUIPAHYJSIPHO MOOABJICHHBbIE KOMIIOHEHTBI TBEpAas JUCIIEPCHsI
cocrapnsier mpumepHo 60 % wmac./mac. (apManeBTUYECKOW KOMITO3ULIUH, HATOJTHUTEh
cocraBisier mpumepHo 21,5 % wmac./mac. (apmaneBTHUECKOH KOMITO3UIMHU, Pa3pPBIXJIUTENh
cocTasisieT npuMepHo 4 % mac./mac. papManeBTUYeCKOi KOMITO3ULIMH, YBIKHSIOIIEr0 areHTa,
cocTasisieT npuMepHo 1 % mac./mac. papMaleBTU4eCKO KOMITO3HULIMH, CKOJIb3SILEe BEIECTBO
coctaBisier mpumepHo 1 % mac./mac. (apManeBTHYeCKOW KOMIO3UIMHA U CMAa3bIBarOIee

BEIECTBO cocTanisieT npumepHo 0,5 % mac./mac. papMarieBTHIECKONH KOMITO3ULHH.
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B HekoTOphIX BapmaHTaxX peanuzalud U300peTeHHus (papmareBTUYecKas KOMITO3HLUS
COIEPKHUT CIIEAYIOIINE SKCTPAarpaHyJsipHO HOOaBIEHHBbIE KOMIIOHEHTBI. JIOTIOJIHUTEIbHOE
KOJINYECTBO HANOJHHUTENS COCTaBisieT mnpuMmepHo 8 % Mac./mac.  (QapmarneBTudecKkoi
KOMITO3ULIUH, JOTIOJIHUTENIbHOE KOJIMYECTBO Pa3pBIXJIUTENs] COCTaBJsAeT npumepHo 2 %
mac./mMac. (papManeBTUYECKOH KOMIIO3ULIUH, JOIMOJIHUTEIbHOE KOJIHUYECTBO CKOJbB3SIIEro
BEIleCTBA cOCTaBisieT npuMepHo 1 % wmac./mac. ¢apManeBTHUECKOW KOMIIO3UIUH, a TaKKe
JOTIONTHUTENbHOE KOJIMYECTBO CMAa3bIBAIOIIErO BELIECTBA COCTaBisieT nmpuMepHo 1 % mac./mac.
(bapMaLeBTHUECKOH KOMIIO3ULINH, U UX T00ABISIOT SKCTPArpaHyJIsIpPHO.

B HexoTopeIX BapmaHTax peanuzaluu u300peTeHus (papmarieBTUYeCKass KOMITO3HULUS
COIIEPKUT CIIEAYIOIINE BHYTPUIPAHYJSIPHO A00aBIEHHbIE KOMIIOHEHTHI: TBEPAYIO AMCIIEPCHIO,
conepxainyro Coenunenne 1 win ee papmManeBTHUECKU IPUEMIIEMYIO COJIb, U AlleTaT CYyKI[UHAT
runpomeiiossl (HPMCAS), cocrasmsisi ot mpumepno 50 % wmac./mac. no npumeprno 70 %
mac./mac. (papMarieBTUUECKOH KOMITO3HLINH, MUKPOKPHCTAJUINYECKAs! LEJUTI0JI03a COCTABISIET OT
npumeprno 18 % wmac./mac. 1o mpumepHo 26 % mac./mac. (apMaLeBTHUECKON KOMITO3HULIHH,
KPOCKapMeJuIo3a HaTpHs COCTABISIET OT MpUMepHO 2 % mac./mMac. 10 npuMepHo 6 % mac./mac.
(bapMaLeBTHUECKOW KOMIIO3HLIMH, JIAypPUICYJIb(aT HaTpus coctaBiser or mpumepHo 0,5 %
mac./mac. no mpumepHo 1,5 % wmac./mac. ¢apmManeBTHYECKOH KOMIIO3MIMH, KOJUIOMIHBIMN
IUOKCUZ KpeMHHs cocTtaBisier oT npumepHo 0,5 % mac./mac. no mpumepso 1,5 % wmac./mac.
(bapmaneBTHUECKONH KOMITO3ULIMU U CTeapaT MarHus cocTasjsier ot npumepro 0,25 % mac./mac.
no npumepro 1 % mac./mac. papmarieBTHIeCKOH KOMITO3HUIIHH.

B HekoTOphIX BapuaHTaX peanuzauuu u300peTeHus (papmareBTUYeCcKas KOMITO3HLIUS
COIEPKHUT CIIEAYIOIIHE SKCTParpaHyJsipHO HOOaBJIEHHbIE KOMIIOHEHTBI. JIOTIOJIHUTEIbHOE
KOJIMY€CTBO MHUKPOKPHCTAJITMUECKOHN LEJUTIOJIO3bI COCTaBJsIeT OT mpumepHo 4 % mac./mac. 1o
npuMmepHo 12 % wmac./mac. apMareBTHYeCKONW KOMITO3HMIIUU, IOTOJHUTEIBHOE KOJHYECTBO
HATPUIl KPOCKaPMEJUIO3bl COCTaBIIsIET OT mpumepHo 1 % mac./mac. no npumepHo 3 % mac./mac.
(bapMaLeBTHUECKOW KOMITO3ULMH, JOTOJHUTENIbHOE KOJUYECTBO KOJUIOMIHOTO JHOKCHA
KpeMHUs1 cocTaBisier or mnpumepro 0,5 % wmac./mac. nmo mpumepno 1,5 % wmac./mac.
(bapMaLeBTHUECKOW KOMITO3UIIUH U JOTIOJIHUTENIbHOE KOJMYECTBO CT€apaTa MarHusi COCTaBIISAET
ot mpumepHo 0,5 % mac./mac. no npumepro 1,5 % mac./mMac. hapManeBTHIeCKOW KOMITO3HILINH,
U UX J00aBJISIFOT SKCTPArpaHyJIIpHO.

B HekoTOphIX BapuaHTax peanuzalud H300peTeHus (papMareBTUYecKas KOMITO3HLUS
COIEPKHUT CIEAYIOIINE BHYTPUIPAHYJSIPHO NOOABIEHHBIE KOMIIOHEHTHI: TBEPAYIO AHCIIEPCHIO,
conepxaiyro CoennHenne | uinm ero papMareBTHYECKH PUEMIIEMYIO COJIb, U alleTaT CyKI[UHAT
runpomeriossl  (HPMCAS), coctaBmsast mpumepHo 60 % wmac./mac. ¢dapmarneBTHUECKOH

KOMITO3ULINH, MHKPOKPUCTAJUTMYECKasi LeJUTI0JI03a cocTaBysieT nmpumeprHo 21,5 % wmac./mac.
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(apMaLeBTHUECKOH KOMIIO3MLIMKM, KPOCKapMeiIo3a HaTpusi CocTaBisieT npumepHo 4 %
Mac./mac. papManeBTUIeCKON KOMIIO3ULIUH, JIaypUIICYIb(aT HATPUsL COCTABIsIET puMepHo 1 %
Mmac./mMac. (papMaLeBTUYECKON KOMIO3HMLWH, KOJUIOMAHBI IHOKCHUI KPEMHHS COCTaBIIAET
npumepro 1 % wmac / mac (apManeBTHUECKOW KOMIIO3ULMH U CTeapaT MarHus COCTaBIIAET
npumepHo 0,5 % mac./mac. papMareBTHIECKONH KOMITO3ULIHH.

B HexkoTOphIX BapmaHTax peanuzaluu u300peTeHus (papmareBTUYeCcKass KOMITO3HLIUS
COIEPKUT CIIENYIOLINe OSKCTPArpaHyJisipHO [N0OaBJIEHHbIE KOMIIOHEHTBI JOMOJHUTEIbHOE
KOJINUECTBO MHKPOKPUCTAJUIMYECKOI LEJUIF0I03bl COCTaBisgeT mnpumepHo 8 % wac./mac.
(apMaLeBTHUECKOH KOMITO3ULMH, [OMOJHUTENPHOE KOJHYECTBO KPOCKAPMEIIO3bl HATPHUs
cocTaBisieT mpumepHo 2 % wmac./mac. (apMaleBTHYECKOH KOMITO3HLUH, JOMOJHUTEIbHOE
KOJIMYECTBO KOJJIOMJHOTO JUOKCUAA KpeMHHs cocTaBiseT mnpumepHo 1 % wmac./mac.
(bapMaLeBTHUECKON KOMIIO3UIMM, a TaKXe MOMOJHHUTENIbHOE KOJIWYECTBO CTeapaTa MarHus
coctaBisier mpuMepHo 1 % Mac./mac. (papMaLeBTHYECKOH KOMIIO3MLIUM, M HX JOOaBISIOT
9KCTParpaHyJIsipHO.

CyObexkty Moker ObiTh BBemeHa no3za Coenusenus 1 wim ero (apMareBTHYECKH
IpUEeMJIEMOM comH, Kak onucaHo B IIpumepe 5. bonee Huskue unu BBICOKUE O3BI, YEM YKA3aHO
BBILIIE, MOTYT moOTpeOoBarbcs. KOHKpeTHblE MO3MPOBKM M CXEMbl JIEUEHHs IS JI0OOro
KOHKPETHOro cyOwekra OyayT 3aBHCETh OT LEJNOro psaa (pakTopoB, BKIKOYAs AKTUBHOCTb
KOHKPETHOTO HCIIOJIb3yEMOr0 COENMHEHHsI, BO3PACT, Maccy Teja, oOliee COCTOSHHE 3[0POBBS,
IOJI, TMETY, BPEMsl BBEIEHHsI, CKOPOCTh BBbIBEIEHHs, KOMOWHALIMIO JIEKAPCTBEHHBIX CPEICTB,
TSOKECTb U TeYeHHe 3a00JIeBaHMS, COCTOSHUE WMJIM CHMIITOMBI, PACIOJIOXKEHHOCTh CyOBEKTa K
3a00JI€BaHMUIO, COCTOSTHHIO HJIM CUMIITOMAX, U CY’KII€HHE JISUalIlero Bpaya.

IIpn ynydmeHun COCTOSHUSL CyObeKTa, MONAEPKUBAKOLIAS 1034 COENUHEHHS,
KOMITO3ULIMM WJIM KOMOWHALIMK OJHOTO W3 aCMEKTOB HACTOSIIEro H300peTeHHs MOTYT OBITh
BBE/ICHBI, €CJIM 3T0 HeoOxoanuMo. COOTBETCTBEHHO, 034 MM YacTOTa MpHUeMa Win 00a, MOTyT
OBITh YMEHBILIEHBI, B 3aBUCHMOCTH OT CHMIITOMOB, IO YPOBHS, NPH KOTOPOM VJIyYIIEHHOE
COCTOSIHHE COXPAHSETCs, KOTJa CHUMNOTOMBI ObUTH OOJEr4eHbl OO JKEIaeMOro YPOBHSL
CyObekTam, OJHAKO, MOXET MOTpeDOBaThCS NMPEPBIBUCTOE JICUEHHE HA JIOJITOCPOYHON OCHOBE
npu I000M peLIuBe CUMIITOMOB 3a00JI€BaHIS.

Crniocobbl mpuMeHeHus

WNurnbupyromue axruBHoctn CoenuHenuns | W ux QapMaleBTHYECKH NPHEMIIEMBIX
COJIEH, MPeACTaBICHHbIE B TAHHOM JTOKYMeHTe 1o cpaBHeHHo ¢ IDH1 myTtantamu (Hanmpumep,
IDH1R132H wmu IDHIR132C) mMoryT OBITh MPOBEPEHBI C MOMOIIBI0 METOAOB, OMHCAHHBIX B

IIpumepe A, npuseneHHpiM B nyOmukanun PCT WO 2013/107291 u nyGmukanuun US
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2013/0190249, BxitoueHbl B JaHHBIH JOKYMEHT B KaUeCTBE CCBUIKH BO BCEH HX IOJHOTE WU
aHAJIOTUYHBIMHU CIIOCOOAMH.

IIpencraBnen cnocod JiedeHHs] PACMPOCTPAHEHHOW COJIMIHON OIMyXOJH, TaKOH, Kak
rJIMOMa,  BHyTpHIIEUeHOUYHble  xoyaHrhokapuuHombl  (BITXK)  xoHgpocapkoma, — pak
MPEACTATENBHON JKEJIEe3bl, PAK TOJICTON KHUIIKH, MEJIAHOMA WJIM HEMEJIKOKJIETOUHBIN PaK JIEFTKOrO
(HMKPJI), kaxnmas W3 KOTOPBIX XapakTepusyeTcs HaluuueM MyTaHTHoro amiens IDHI,
BKJIFOYAIOIUI BBEIEHHE HYKJAIOIIEMYCsI B 3TOM CyOBeKTY (papmMameBTHUEeCKON KOMITO3ULIHH,
conepxxameit: (a) Coegunenne 1 win ero (apMaleBTHUECKH MPUEMJIEMYIO COJIb, KaK 4YacTh
TBepAOW nucnepcuu u HeoOsi3aTenbHO (b) ommH mwim Oonee dapManeBTUYECKH TMPUEMIIEMBIN
HocuTenb (Hocutenwn). B ogHOM W3 BapuaHTOB peanu3alvi M300peTeHHs, PaclpOCTPaHEHHAs
CONMUIIHASL ONyXOJb, Takas KakK IJIMOMA, BHYTPHIIEYEHOUHble XonaHruokapuuHomel (BITXK)
XOHAPOCApPKOMA, paK MPEACTATENIbHOW JKENEe3bl, pPaK TOJICTOM KHIIKH, MeEJaHOMa WIH
HeMmenKkokinerouHelii pak Jserkoro (HMKPJI), noanexainass JedeHUIOE, XapaKTepU3YeTCs
myTtanTHbIM aieneMm IDHI, B koropom myrtamust IDH1 nmpuBomuT K HOBOH CIOCOOHOCTH
¢depmenta katamusupoBaTb NADPH-3aBuCHMOE BOCCTaHOBJCHHME O-KeTOTJyTapara MO
R(-)-2-runpokcuriyrapara y manueHTa. B 0OqHOM M3 acneKTOB JaHHOTO BapUaHTA, MyTaHTHBIH
IDH1 nmeer mytanuio R132X. B ogHOM U3 acrieKTOB 3TOrO BapHaHTA PealN3alii H300peTeHNsI
myTtaiust R132X BeiOpana uz R132H, R132C, R132L, R132V, R132S u R132G. B mpyrom
acriekte myTtanust R132X ssnsercss R132H wnm R132C. B eme ogaom acniekte myTarust R132X
seasiercst R132H.

PacnpocTpaHeHHble CONUAHBIE OMYyXOJM, TaKW€ KaK TIJIMOMA, BHYTPUIIEUEHOUHBIE
xonanruokapimHoMbl (BITXK), xoHmpocapkoma, pak MpencTaTeIbHOU JKeJe3bl, pak TOJCTOU
KHIIKH, MEJIAHOMa WM HeMeNKOKJIeTouHbl pak Jerkoro (HMKPJI), kaxpas W3 KOTOPBIX
XapakTepusyeTcs: HajguuueM MyTaHTHoro ajutensi IDHI, moryT ObITh mpoaHAU3HPOBAHBI C
NOMOIIBK) CEKBEHHUPOBAHUS KJIETOUHBIX OOpa3LOB Ui ONpPENEeNIeHUs TNPUCYTCTBHA U
KOHKPETHOW MpHUpOnbpl (HampuMep, W3MEHEHHOH aMHHOKHUCIIOTBI, MPUCYTCTBYIOLIEH B
NOJIOXKEHHNN ) MyTauuu B amuHokuciore 132 IDHI.

He sxenast ObITh CBSI3aHHBIMU TEOpHUEH, 3asBUTEH MOJATalOT, YTO MYTAaHTHbIE aJUIEIH
IDHI, rme IDH1 wmyTamusi mpuBOAMT K HOBOW CHOCOOHOCTH (hepMeHTa KaTajlu3upoBaTh
NADPH-3aBrucuMoe BOCCTAHOBIIEHHE O—KeToriayTapara A0 K(-)-2-TuapoKcHUriyTapara H, B
gactHocTH RI132H wmytanum IDHI1, xapakTepusyroT NOIMHOXKECTBO BCEX BHIOB paka,
HE3aBUCHUMO OT HX KJIETOYHOIO XapakTepa WIM MeCTa HaxOXIeHWs B opraHusme. Takum
o0pa3oM, coeiMHEHHss U CHocoObl B COOTBETCTBUM C ONHMM H3 AaCHEKTOB HACTOSINEro
nu300peTeHus MOTyT OBIThb HCIOJNB30BAaHbl ISl JICYEHHS PACIPOCTPAHEHHBIX COJUIHBIX

omyxoyiel, TakMX Kak TIJIMOMa, BHYTPHUIEUYEHOYHas xojaHruokapuuHoma (BIIXK)
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XOHAPOCAPKOMA, PAaK MPEACTATENbHOM JKENe3bl, pPaK TOJCTOM KHIIKH, MeJaHOMa WIH
HEMEeJKOKJIeTOuHbIH paka jerkoro (HMKPJI), kakaast U3 KOTOPBIX XapaKTePH3yeTCs HAIUIHEM
MyTaHTHOro ajuiens IDH1, npuparomux Takyr akTMBHOCTB U, B yacTHOCTH, ¢ IDHI R132H unu
R132C myTauueit.

B omgHoM w3 BapmaHTOB peanuszauuu  u300peTeHus, 3(P(PEKTUBHOCTb JICUCHHUS
pacCIpOCTPAHEHHBIX  COJMIHBIX  ONyXOJeW, TaKuX Kak T[JIMOMa, BHYTPHUIIEYEHOUYHbBIE
xonanruokapiuHombl (BITXK) xonmpocapkoma, pak MpencTaTelbHON jKele3bl, pak TOJCTOU
KHIIKH, MEJNaHOMa WM HeMeNKokjeTouHblli pak yerkoro (HMKPJI), kaxnpas W3 KOTOPBIX
XapaxkTepuszyercsi Hanuduem MmyTtaHTHoro amiens IDHI1, konTponupyercs myTemM H3MepeHuUs
ypoBHeit 2HG y cyObekra. OObrHO ypoBHHM 2HG wu3MepsitoTCst [0 JIeUeHHs, NPH 3TOM
NOBBIIIEHHBIN YPOBEHb MOKa3aH 111 ucnoibp3oBanus CoennHenus | i ero ¢papmaneBTHUECKH
IIPUEMJIEMOI CONH, AJIS JIEUEHUS] PACIIPOCTPAHEHHBIX COJNMAHBIX OMyXOJIeH, TAKUX KaK ITIHOMA,
BHYTpHIe4eHOUHble xonaHruokapuuHomel (BIIXK), xonapocapkoma, pak IpOCTaThl, pak
TOJICTOM KHIIKHM, MeJIaHOMa WM HeMeJKokjieTouHbl pak jerkux (HMKPJI), kaxmas us
KOTOPBIX XapakTepuszyercsa HanuuueM MyTaHTHoro amens IDHI. ITocne Toro, kak noBbIlIeHHbIE
YPOBHU ycTaHOBJEHbI, ypoBeHb 2HG onpenensercss B mpouecce W/WiIM IMOCIe NMpeKpameHus
JeYeHust JUIA  ycTaHOBieHHs 3(P@eKTHBHOCTH. B HEKOTOphIX BapHaHTaX peann3aLuu
n3o0perenust yposenb 2HG ompenensiercss TONBKO BO BpeMsl W/WIM TOCHE MPEKPAIIEeHUs
neuenusi. CHwkeHue ypoBHel 2HG B TeueHue Kypca JieUu€HHUS U TOCTE JIEUSHUs SIBJISAETCS
nokazaresyieM 3(p(PEeKTUBHOCTH. AHAJIOTUYHBIM 00pa30M, OmpeeNieHre Toro, uto yposHu 2HG He
TIOBBIIIAIOTCS B MPOLIECCE HITH TIOCIIE JICYCHUS, TAK)KE CBHIETENbCTBYET 00 3ddexruBHocTu. Kak
npaBuiIo, 5Tu usMepeHus 2HG OyayT UCONb30BaHBI BMECTE C APYTUMH XOPOLIO U3BECTHBIMHU
onpeneneHusIMH 3(PpPEeKTHBHOCTH JIeUeHHUs] paka, TAKUMH KaK YMEHBIICHHE KOJIUYEeCTBA U
pa3Mepa omnyxoield W/HIN APYTUX aCCOLMUPOBAHHBIX MOPAKEHUH KeJe3bl, OLEHKa OHONCHHA
W/WIM aCTIMPaTOB KOCTHOTO MO3Ta, MOJIHBIA aHAJU3 KPOBH U OCMOTP MepupepuyecKux Ma3KoB
KPOBH, YJy4YIIEHHE OOIIEro COCTOSHHUS 370POBbs CyOBEKTa, a TaKkKe HM3MEHEHHs JPYTHX
OromMapKepoB, KOTOPbIE CBSI3aHBI € 3()(HEKTUBHOCTHIO JICUSHHS PaKa.

2HG ™MoxHO OOHapy:KuTh B OOpa3le MeTonaMu, OnucaHHbIMU B myOmukammu PCT
WO0/2011/050210 u nybmukanuu US2012/0121515, koTOphIe BKJIKOYEHBI B TAHHBIN TOKYMEHT B
Ka4eCTBE CCHUIKH B MOJHOM 00bEMe, MITH aHAJIOTUIHBIMH CIIOCOOaMH.

Mertonpb! orieHKkHu 00pa3oB W/ WK CYyOBEKTOB

B sTOM pasnene npuBeneHbI METOBI IOTYYECHUS U aHAIN3a P00 U aHaIHn3a CyOBEeKTOB.

BapuanTtel peanmzammu crioco0a BKIIIOYAIOT OLEHKY OAHOTO WM 0ojiee mapameTpos,
ceazanHpix ¢ IDHI, anbda-rugpoxcnm HeoaktuBHOCTH, Hampumep, 2HG HeoakTHBHOCTH,

Harpumep, 4yToObl OLEHUTh TeHoTUN WK ¢peHotun HeoaktuBHocTH IDH1 2HG. Ouenka moxer
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OBITH BBIMTOJHEHA, HATIPUMED, YTOOBI BBIOPATh, TUATHOCTUPOBATH UJIH IIPOTHO3HPOBATH CYOBEKT,
yTOOBI BBIOPATh TEPANEBTUYECKHH AreHT, HANpUMep, MHTHOUTOP, WIM OLEHHUTh OTBET Ha
JeUeHNe WIN IporpeccupoBaHue 3abojeBaHus. B ogHOM BapmaHTe peannzauiu M300peTeHHUs
OLIEHKAa, KOTOpas MOXXET OBITh BBIMOJIHEHA 1O W/HIK TOCIE TOTO, KakK JieUeHHe Havdayoch,
OCHOBAaHa MO0 MEHbINE Mepe YaCTUYHO, Ha aHaJM3e oOpasia OnyXoiu, o0pasne KIeTOK paka Win
oOpa3na mpenpakoBbIX KJIETOK, OT cyOwpekra. Hampumep, oOpasen OoT mamueHTa MOXET OBITh
NPOAHAJIM3UPOBAH HA HAJMYHEe WIM YPOBEHb anb(a-TUAPOKCH HEOAKTUBHOCTU TPOIYKTA,
Hanpumep, 2HG, nanpumep, R-2HG, nyTem BbMUCIEHUs NapameTpa, KOTOPbIH KOPpENIUpyeT ¢
HAJIMYMEeM WM YpOBHEM anb(a-TUAPOKCH HEOAKTHBHOCTH MpoaykTa, Hampumep, 2HG,
Hanpumep, R-2HG. Anbda-rugpokcn HeoakTuBHBIN npoaykT, Hanpumep, 2HG, nanpumep, R-
2HG, B o0pasme, MOxeT OBbITb OMNpeAeNeH C MOMOIIBID XPOMAaTorpagpuueckoro MeTona,
Harpumep, ¢ nomourbto ananuza KX-MC. Takke MoxeT ObITh ONpeneneHo MyTeM KOHTaKTa CO
creln(pUIecKUM CBSI3bIBAIOIIMM areHTOM, HalpUMep, aHTUTENI0, KOTOPOe CBS3bIBAETCS C ajib(a-
T'MJPOKCH HEOAaKTHBHBIM mpoaykToM, Hampumep, 2HG, nampumep, R-ZHG, u mnossonser
nerexo. B ogHOM BapuaHTe peanusanuy M300peTeHus: oOpaser] aHAIU3UPYeTCsl Ha YPOBEHb
HEOaKTHBHOCTH, HaIpuMep, aib(a-ruapoKCH HEOAKTUBHOCTH, Hanpumep, 2HG HeoakTHBHOCTH.
B Bapuante peanmsaumum mnzoOpereHus oOpasel] aHATM3UPYIOT HA NPUCYTCTBHE MyTaHTHOIO
IDHI1, Genka, umeromiero anbda-rugpOKCH HEOAKTUBHOCTb, Hampumep, 2HG HE0aKTHMBHOCTD
(wmu coorserctBytomeli PHK). Hanpumep, crneuumduueckuii peareHT Ha MyTaHTHBIA O€JOK,
HATpUMep, aHTUTEJIO, KOTopoe creruduyecku cBsi3biBaeT MyTaHTHbIN Oenok IDH1, Hanpuwmep,
AHTHUTEJNIO, KOTOpoe crneunpuydecku cBs3biBaeT MyTaHTHbIM Oenok IDHI-R132H, mosker ObITh
UCTIOJIB30BAHO 1Tt OOHAPY KEHHUs] HEOAKTHBHOT'O MyTaHTHOTO (DEPMEHTa B BAPUAHTE PeaTH3aLUN
HYKJIEMHOBOM KHCJIOTBI, CEKBEHUPYIOT M3 o0Opasia, 4TOOBl ONpeneinuTb, TMPUCYTCTBYET JIU
BbIOpaHHbI amiens wian mytauuss IDHI1, omucanHble B JaHHOM AOKyMeHTe. B Bapuanre
peanu3any U300PETeHUsT aHAJIU3 OTJIMYAETCS OT MPSIMOTO OMPENENICHHUs] HAJIMYHs MyTaHTHOTO
6enka IDH1 (wmm coorserctByromeii PHK) nnm cexenupoBanmss rena IDHI1. B Bapuante
peanu3anyu H300pETeHHsT aHAIH3 SIBJIIETCSl OTJIMYAETCS OT NMPSMOTO OIpPENeNICHUs], HapHMep,
kpoMme cekBeHupoBaHus reHoMHon JIHK wnu x/IHK, mannums myrtanuu B ocrarke 132 IDHI.
Hamnpumep, ananus mMoxer ObITh OOHapy’keHHEM aib(a-THIPOKCH HEOAKTUBHOCTH MPOAYKTA,
Hanpumep 2HG, Hanpumep, R-2HG wunm wusmepeHwemM MyTtauumu 3TOH anbda THIPOKCH
HeoakTuBHOCTH, Hampumep, 2HG HeoaktmBHOCTH. B BapmanTe peamusanum u300peTeHUs
oOpasen W3BJEKAIOT W3 MALUEHTA M AHATU3UPYIOT. B BapuaHTe peanuszanuu HU300peTeHUs
OLIEHKA MOYKET BKJIOYATh OJHO WJIM OoJiee U3 BBHIMIOJIHEHUS aHaiM3a o0pasiia, 3ampoca aHalu3a
o0pasla, 3ampoca pe3yJIbTaTOB aHaIN3a 00pasla Wi MONyUYeHNs Pe3yJIbTaTOB aHajln3a o0pasua.

(Kax mpaBmio, B HacTosmeM JOKYMEHTE, aHaJIW3 MOXET BKJIOYAaThb ONWH HIH 00a u3
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BBITIOJIHEHUsT 0a30BOr0 METOJA WJIM TMOJYYEeHUS NaHHBIX OT JAPYroro, KOTOPBIA BBIMTOJHHI
OCHOBHOI MeTO.I. )

B onHOM BapmaHTe peanmzanny M300pETeHHsT OLIEHKH, KOTOpasi MOXKET ObITh BBITIOJHEHA
0 W/WIK TIOCJE TOrO, KaK JIeYeHHWE HA4alloCh, OCHOBAaHA IO MEHbLIEH Mepe YacTH4YHO, Ha
aHaM3e TKaHU (HAMpPUMeEp, TKAHHW, KPoMe oOpas3la OMyXOJiH) WIH TEJIeCHOH KUIKOCTH WU
TEJIECHOTO TNpOAyKTa. MIUTFOCTpaTHBHBIE TKaHHW BKIIOYAIOT JUM(pATHUECKUH y3el, KOXY,
BOJIOCSIHbIE (DOJUTMKYJIBI U HOITH. HIUTIOCTpaTHBHBIE OHOJOTMYECKHE >KHIKOCTH BKIFOYAIOT
KPOBb, IIa3My, MO4Yy, JUM(Qy, Cile3bl, IOT, CIIOHY, CIEPMy U CIMHHOMO3TOBYIO JKMIKOCTb.
HNnnroctpaTuBHBIE TENECHBIE MPOAYKTHI BKIKYAKOT BbIMX. Hampumep, TkaHb, KUAKOCTb WIH
OPOAYKT MOTYT OBITh NPOAHAJIM3UPOBAHbI HAa HAJMYUE WJIH YPOBEHb ab(pa-rHIPOKCH
HEOAaKTHUBHOCTHU Npoaykra, Hanpumep, 2HG, nanpumep, R-2HG, nyTeM BbluucIeHNs apameTpa.
KOTOPBII KOPPETUpYyeT ¢ HAJIMYUEM WUJIH YPOBHEM aib(da-rUAPOKCH HEOAKTUBHOCTH MPOIYKTA,
Hanpumep, 2HG, nampumep, R-2HG. Anbda-runpokcy HEOAKTUBHBIN MPOAYKT, HAMpUMEp, ,
2HG, nanpumep, R-2HG B 00pasiie MOKeT ObITh ONpenesieH ¢ MOMOLIBIO XpOMaTOrpaduuecKoro
Merona, Hampumep, ¢ nomoineio aHainmza JKX-MC. OH Takke MOXKET ObITh ONpEeAeseH MyTeM
NpUBENEHUs B KOHTAKT CO CHELU(HYECKHM CBSI3bIBAIOIINM areHTOM, HalpHMep, aHTUTEJIOM,
KOTOpO€ CBS3bIBAETCS C anb(pa-TUIPOKCH HEOAKTHBHBIM MpoxykroM, Hampumep, 2HG,
Hanpumep, R-2HG, u mnos3Bonsier nerekumio. B BapuaHTax peanusauyu U300peTeHUs, Ie
NPUCYTCTBYET JOCTATOYHOE YHWCIIO YPOBHEH, TKaHb, »XUIKOCTb WJIM MPOAYKT MOTYT OBITh
NPOAHAIM3UPOBAHBI HA YPOBEHb HEOAKTUBHOCTH, HANpUMeEp, aibda-TUAPOKCH HEOAKTHBHOCTH,
Hanpumep 2HG HeoakTuBHOCTH. B BapmanTte peanuzaumu n3o0peteHus oOpaszen aHaTU3UPYIOT
Ha TpUCYyTCTBUE MyTaHTHOro Oenka IDHI1, umeromero asnbda-ruapoKCH HEOAKTHBHOCTD,
Hanpumep, 2HG HeoaktuBHOCTH (Mam cootBercTByromyo PHK). Hampumep, cneundudeckuit
peareHT Ha MYTaHTHbIH O€JIOK, HampuMep, AHTHTENO, KOTOPOE CIELHU(UUECKU CBS3BIBAET
myTaHTHbIH Oesnok IDH, Hampumep, aHTUTENO, KOTOPOE CreUn(UIeCKH CBA3BIBAET MYTaHTHBIN
6enox IDH1-R132H moxkeT ObITh UCIIONB30BAHO JJIsi OOHAPY KEHUS] HEOAKTHBHOTO MYTAaHTHOTO
¢depmenTa. B omHOM BapuaHTe peanu3aniu M300peTeHUs HYKJICHHOBYIO KHUCIOTY U3 oOpasua
CEKBEHUPYIOT, YTOOBI ONpPENeNIuTh, MPUCYTCTBYET JIU BHIOPaHHBIA ajutenb win myTamms IDHI,
ONMHCaHHBbIE B JAaHHOM JOKyMeHTe. B OIHOM BapuaHTe peanu3aliu H300pPETeHUs aHAJIN3
OTIMYAeTCs OT TMpPsSMOTO ONpeAeNieHuss Hanmudust MyTaHTHoro Oenka IDH1 (v
cooteerctByromeii PHK) mnu cexsennposanusi rena IDH1. Hanpumep, ananu3 mMoxer ObITh
nerekuned anbga-rTUAPOKCH HEOAKTUBHOCTH mpoxaykra, Hampumep , 2HG, mampumep, R-2ZHG
wi mmepenne 2HG neoaktnBHOCTH. B OnHOM BapuaHTe peanu3annu M300pETEHUs TKaHb,
JKUJKOCTb MJI NMPOAYKT YAAJSAIOT U3 NALMEHTa U aHAIU3UPYIOT. B OHOM BapuaHTe peanusanuu

I/1306peTeHI/I$I OLICHKa MOXKECT BKJIIOYATb OJHO HIIH Ooyiee W3 BBIMIOJHEHHUS AHAJIU3a TKaHH,
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JKUAKOCTH WM TPOAYKTA, 3alpoca aHajiu3a TKaHM, JKUAKOCTH WM TpPOAYKTa, 3arpoca
pe3yJIbTaTOB aHaln3a TKaHU, JKUAKOCTU WIM MPOAYKTA WUJIHM TMOJYy4YEeHMs] Pe3yJIbTaTOB aHaJIN3a
TKaHH, ’KUAKOCTU WIN MIPOAYKTA.

B BapmanTe peanmuzanuu M300peTEHHs OLIEHKA, KOTOPasi MOXKET OBITh BBINOJHEHA 10 H/HIIH
IIOCJIE TOTO, KaK JIeUeHHe Ha4aJloCh, OCHOBAHA MO MEHbBINEH Mepe YaCTHYHO, Ha ajb(a-ruapoKCH
HEOAKTUBHOCTU mpoxaykra, Hampumep, 2HG, nanpumep, R-2HG, Bm3yammzaumu oObekra. B
BApUAHTAX pealu3aluil H300pEeTeHHs] MarHUTHO-PE30HAHCHBIE METOIbl HCIIONB3YIOTCS IS
OLIEHKU TPUCYTCTBHSI, PACIIPEENIEHHs] WM YPOBHA aib(a-rUAPOKCH HEOAKTHBHOCTHU MPOIYKTA,
Hanpumep 2HG, nanpumep, R-2HG, B cyObekre. B Bapuante peanusanmuu n3o0peTeHus: cyobekT
NOJBEPraeTcsl BU3YaJM3allUU W/HIM CHEKTPOCKOIIMYECKOMY aHAJIM3y, HalpuMep, aHalIu3y Ha
OCHOBE MarHUTHOTO pe3oHanca, Hanpumep, MPT w/unu MPC, Hanpumep, ananu3a U, BO3MOKHO
dopmupyercss n300pakeHue, COOTBETCTBYIOLIEE HAIMYUIO, PACTIPEIETICHUIO HIIH YPOBHIO anbga
T'MJPOKCH HEOAKTUBHOCTH mpoxaykra, Hampumep, 2HG, nampumep, R-2HG wnu omyxonu.
HeoGs13arenbHo m300paskeHHe WM 3HA4YEHHE, CBSI3aHHOE C HM300paKeHHUEM, XPAHUTCS Ha
MaTepuasbHOM HOCHTENle W/WIM ero NepefarT Ha BTOPOH y4acTok. B BapuaHnTe peanuzauuu
N300peTeHNs! OLIeHKAa MOKET BKJIIOYATh OJHO WK OoJiee U3 MPOBENSHUS aHaIN3a H300paskeHnH,
3arpoca aHanu3a M300pakeHHH, 3ampoca pe3yJbTaTOB BU3YAJIM3ALMK AHAIN3A U TOJIYYEeHUS
Pe3yJIbTaTOB aHAJIN3a N300paKEHUII.

B onHOM 13 BapuanTOB peanuzaimu n3odperenusi 2HG HEnocpecTBEHHO OLICHUBAETCSI.

B npyrom Bapmante peanusaiuu uszobperenuss npousBogHoe 2HG dopmupyercs B
IpOLIeCCe BBIMOJIHEHUSI AaHAJIUTHYECKOr0 MeETOJa OLIEHKH. B KkadecTBe mnpumepa Takoro
MPOM3BOJHOTO MOXKeT ObITh MPOU3BONHOE, MojydeHHoe B aHaimmse MC. IIpousBomHbIe MOTYT
BKJIFOUATh COJIEBOM aAnyKT, Hampumep, anaykKT Na, BapuaHT TUApaTald{d WM BapUaHT
THIPATAIH, KOTOPBIA TakXKe SBJISIETCS COJIEBBIM aJIyKTOM, HAmpuMep, ¢ oOpa3oBaHHEM
ananykra Na, Hanpumep, kak odpa3zoBaHo B aHajause MC.

B npyrom BapuaHTe peanu3zanuu  HU300pPETEHUs] OLIGHUBAETCS METa0OJHUYECKOe
npousBogHoe 2HG. Ilpumeps! BKIIOYAIOT BUABIL, KOTOPbIE HAKAIUIMBAIOTCS WM IMOBBILIAKOTCS
WIM yMEHbLIAIOTCS, B pe3yibTare npucytcteuss 2HG, Takue kak ruyTapaT WM TNyTamar,
KoTopble OyayT cootHecensl ¢ 2HG, Hanpumep, R-2HG.

WnmoctpatuBHble npoussoaHbie 2ZHG BKIIOYAIOT AernipaTHpOBaHHbIE IPOU3BOAHbBIE, TAKUE
KaK COEAMHEHMUs], YKa3aHHbIe HIXKE WU €r0 COJH aiAyKThl:
O O
H
o o HO o HO™ N.nO

o o
HOJ\/\/U\OH

2 2 >




45

B ongHOM BapmaHTe peanmzauny W300pPETEHHUS PACIPOCTPAHEHHAs COJUAHAS OIyXOJb,
Takas Kak TJHMOMa, BHYTpUIlEYeHOUYHble XonaHrnokapuuHoMbl (BIIXK), xonapocapkoma, pak
MIPEACTATENbHON JKEJEe3bl, PAK TOJICTON KHUIIKH, MEJIAHOMA WJIM HEMEJIKOKJIETOUHBIN PaK JIEFTKOrO
(HMKPJI), npencrasisier co0oit onmyxoiib, B KOTOpo# mo meHbinel mepe 30, 40, 50, 60, 70, 80
u 90 % omnyxonesblx kiaeTok HecyT Mytaumto IDH1 u B wactHoctu IDH1 R132H wunu
myTaiuio R132C, Ha MOMEHT MOCTAaHOBKHU AMArHO3a UK BO BPEMS ITPOBENCHMUS JIEUEHUS.

B npyrom BapmanTe peanmzaniy M300pETEHHs] PACIPOCTPAHEHHAs COJHIHASI OIMyXOJb,
NOoJUIeXKAINasl JICYEHUIO, NMPEACTABIsIeT COOOHM TIIIMOMY, KOTOpas XapakTepU3yeTCs HalIudueM
myTtanTHoro amnens IDH1. B npyrom BapuanTe peanusanuu H300peTEHHs TJIHOMA SIBISIETCS
PEKKYPEHTHON IOCJIe NPOBEACHMs CTaHAApTHOM Tepanmuu. B apyrom BapuaHTe peanusanuu
n300peTeHus IIMoMa MPOrpeccUpoBaa MOcje MPOBENEHUs CTaHNAPTHOW Tepanuu. B npyrom
BapUaHTe peasu3ali H300peTeHNs IIMOMa He pearnpoBaa Ha CTAaHIAPTHYIO TEPAITUIO.

B npyrom BapmanTe peanmzanuu H300peTeHUs] pacpOCTPAHEHHbIE COJIHMIHbBIE OMYyXOJIH,
NOAJIeKAINNE JIEYeHHI0, NpencTaBisitoT codoli BITXK, koTopelli XapakTepu3yercss HaIudueMm
mytantHoro amienss IDH1. B npyrom Bapuante peammsaumu usobperenuss BIIXK Obina
PEKKyPEHTHOH NOcje NPOBEACHUs CTAHAApPTHON Tepamuu. B apyrom BapuaHTe peanu3anyuu
n3obperenust BIIXK nporpeccupoBana mocie mpoBeAeHUs! CTaHAapTHOH Tepamuu. B ppyrom
BapuaHTe peanusanun nzodperenus BIIXK He pearnpoBania Ha CTAHAAPTHYIO TEPATIHIO.

B npyrom BapumanTe peanuzanuy M300peTEHHs] PaclpOCTPaHEHHAs COJHIHASI OMyXOJb,
NoJyIeXKAaINasl JICYSHHIO, TPEICTAaBJsIeT COOOW XOHAPOCAPKOMY, KOTOpas XapaKTepHU3yeTcs
HanuyueM MyTaHTHoro auens IDHI. B ngpyrom BapumaHTe peanuzauuu W300peTeHUs
XOHAPOCAPKOMA SIBJIAETCS] PEKKYPEHTHOM MOCie MPOBENEeHMs CTaHAAPTHON Tepanuu. B npyrom
BapHaHTE peaju3aluu H300pPETeHUs] XOHAPOCapKoMa MpPOTrpPecCHpoBaja IOCHE MPOBEACHUS
CTaHAAPTHOW Tepamuu. B apyrom BapuaHTe peaim3auuyd H300pETEHHs XOHIpPOCapKoMa He
pearupoBajia Ha CTAHAAPTHYIO TE€PAIUIO.

B npyrom BapmanTe peanmuzaniu M300peTEHHs] PACIPOCTPAHEHHAs COJHIHASI OMyXOJb,
nojuiexamasi  JieueHuro. IlpencraBnser coOOil pak TpeACTaTeNbHON JKele3bl, KOTOPBIA
Xapakrepuszyercsa HanmuuueM MyTantHoro amiens IDHI1. B gpyrom BapuaHTe peanusanuu
n300peTeHNs! pak MPOCTATHI SBISIETCS PEKKYPEHTHBIM MOCTIE MPOBEACHUS CTAHAAPTHON TEPaITHH.
B ngpyrom BapmaHTe peanuzanMu H300pETEHHMS pPaK MPOCTAThl MPOTPECCHPOBAN IOCIE
NPOBENECHUs] CTAaHAAPTHOH Tepanuu. B 1pyrom BapuaHTe peanu3aludl H300pETeHHs pak
MIPOCTATHI HE PEarupoBasl HA CTAHAAPTHYIO TEPAIHUIO.

B npyrom BapmanTe peanmusaniy W300pETEHHs! PACIPOCTPAHEHHAs COJHIHASI OMyXOJb,
NOJUIeXKAINAs JICUSHHIO, TIPEICTABIIACT COOOM paK TOJICTOW KHIIKH, KOTOPBIH XapaKTepU3yeTCs

HanmmuueM MmyTaHTtHoro amens IDHI1. B npyrom BapumanTe peanu3anuil H300pETEHHUS pak
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TOJICTOI KMILIKH SIBJII€TCS PEKKYPEHTHBIM I10CJIe NMPOBEAEHUs CTaHAApTHON Tepanuu. B npyrom
BapHUaHTE peajn3aliy M300PETeHHs PaK TOJCTOM KHUIIKH MPOrPECCHPOBAI IMOCI]E MPOBEACHUS
CTaHIAPTHOU Tepanuu. B apyrom BapuaHTe peanu3aluu N300pETeHHs], paK TOJCTON KHIIKUA He
pearupoBall Ha CTaHAAPTHYIO TEpPaIUIoO.

B npyrom BapmanTe peanmzanuu M300pETEHHs] PACIPOCTPAHEHHAs COJHIHAS OIMyXOJb,
NOJUIeXKAINAs JIEUSHHIO, MPENCTaBIsAeT COOOH MEIaHOMY, KOTOMAsl XapaKTePH3yeTCsl HAININEM
myTtantHoro amens IDH1. B npyrom BapuaHTe peanm3anuil H300peTeHHUsT MEJIaHOMa SIBJISIETCS
PEKKYPEHTHON IOCJIe NPOBEAEHMs CTAHAAPTHOM Tepanuu. B apyrom BapuaHTe peanu3alnuu
n300peTeHNs] MelaHOMa MPOrpecCcupoBalIa 1ocie MpoBeeHUs CTaHAapTHON Tepanuu. B npyrom
BapHUaHTE peasn3ali H300peTeHus] MeJIaHOMAa He pearupyeT Ha CTaHIAPTHYIO TEPATIHIO.

B npyrom BapuanTe peanuzanuy W300peTEHHs] PacIpOCTPAaHEHHAs COJMIHAS OIyXOJb,
NOAJIeKAINAS JICYSHHIO, TMPEACTaBiIseT CcOOOH HeMeNKokyeTouHbld pak Jjerkoro (HMKPJI),
XapakTepuszyercss HanuuueM MyTaHtHoro amiens IDHI1. B ngpyrom BapuaHTe peanu3zaunuu
u3o0peTeHust HemenkokyeTounblii pak Jerkux (HMKPJI) sBnsiercs peKkKypeHTHOH mocie
NPOBEINCHUS] CTAHAAPTHOW Tepanmuu. B 1OpyroM BapuaHTe peanu3auud  H300peTeHUs
HeMenKokJaeTounblid pak serkoro (HMKPJI) nporpeccupoBan nmocie npoBeAeHUs] CTaHJapTHOM
Tepanuu. B gapyrom BapuaHTe peanu3zalM H300PETeHUS HEMEJKOKJIETOYHBIH pPaK JIerKHX
(HMKPJI) He pearnpoBaj Ha CTAHAAPTHYIO TEPATTHIO.

CriocoObl JieueHHsl, ONTMCAHHBIE B JAHHOM JOKYMEHTE, MOTYT JOMOJHUTEIBHO BKJIIOYATh
pa3NuYHbIE CTaOUU OLEHKU 10 W/WIM Toche JedeHus (papMarieBTUYeCKOH KOMIO3MLUEH,
conepxkameit: (a) Coemunenue 1 win ero (apMaleBTHYECKH MPUEMIIEMYIO COJIO, KaK 4YacTh
TBepHOW nucriepcuu W HeoOsi3aTeapbHO (b) omuH wim Oonee papManeBTUYECKH MPUEMIIEMBbIN
HOCHUTEINb (HOCHTEIH).

B omgHOM BapuaHTe peanusanuu H300pETEHHs, OO W/WIHA TMOCIE JICYCHUS C MOMOIIBIO
dapmaneBTiueckor komno3unuy, conepskameii: (a) Coenunenue 1 uimu ero gapManeBTUYECKU
NPUEMJIEMYIO COJIb B KQU€CTBE YaCTH TBEPIOH qucnepcuu U HeoOsi3aTenbHo (b) onun mu Oonee
(bapMaLeBTHUECKH TPUEMJIEMBIX HOCHTENEH, NMPHU 3TOM CIOCOO OTOJIHUTENIBHO BKIFOYAET
OLIEHKy pOCTa, pa3Mmepa, Beca, WHBA3UBHOCTH, CTaaud WWIU Jpyroro (¢eHotumna
paclpoOCTPAHEHHOM  COJIMIHOW  OMyXOJH, TakOW, Kak TJIMOMA, BHYTPUIIEYEHOYHBIE
xonanruokapiuHoMbl (BITXK) xoHmpocapkoMme, pak MpencTaTelbHON jKelie3bl, paKk TOJCTOU
KHIIKH, MEJAaHOMa WM HeMeNKOKJIeTouHbl pak Jyerkoro (HMKPJI), kaxmas W3 KOTOPBIX
XapakTepusyercs HaauuueMm MyTanTHoro auiens IDHI.

B omgHOM BapuaHTe peanusanuu H300PETEHHs, OO W/WIHA TOCIE JIEYEHUS C MOMOIIBIO
dapmaneBTiueckor komno3unuy, conepskameii: (a) Coennnenue 1 uimu ero gapmaneBTUYECKU

PUEMIIEMYIO COJIb B KAU€CTBE YaCTH TBEPIOH qucriepcuu U HeoOsi3aTenbHO (b) onun mm Oonee
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(apMaLeBTHUECKH IPUEMIIEMBIX HOCUTEJIEH, CIIOCO0 TOMOTHUTENBHO BKIFOUAET CTaIUN OLIEHKH
IDH]1 renHotunma pacnpOCTpaHEHHBIX  COJIMIHBIX  ONyXOJieH, Takux Kak [JIMOMa,
BHYTpHIIEYeHOUHbIe XosaHrnokapuuHoMbl (BIIXK), xoHapocapkoma, pak TNpencTaTeabHON
JKeNe3bl, paK TOJICTOW KHUIIKH, MEJaHOMa WM HEeMEeJKOKJIeTo4dHbll pak serkoro (HMKPJI),
KaKaasi U3 KOTOPBIX XapaKTepusyercs HaindueM MyTaHTHoOro ajutensi IDH1. 3to moxer ObITh
JOCTUTHYTO C MOMOIIBI0 OOBIYHBIX B JAHHOH 00NacTé crocoOOB, TAKMX KaK CEKBEHHUPOBAHHE
JHK, uMMyHOJOrHUYeCKUil aHain3 W/WIKM OLleHKa NPUCYTCTBUS, PACHpenesieHHus WIIH YPOBHS
2HG.

B omgHOM BapuaHTe peanusanuu H300peTEHMs, OO W/WIN TOCIE JIEYEHUS C MOMOIIBIO
dapmanesriueckoi komno3unuy, conepkameit: (a) Coenunenue 1 umu ero gpapmaneBTUIECKU
PUEMIIEMYIO COJIb B KAU€CTBE YaCTH TBEPIOH qucrepcuu U HeoOsi3aTenbHO (b) oqun nnu OGonee
(papManeBTHUECKH MPUEMIIEMbIX HOCHUTEJNEH, CIIOocO0 JOMOJHHUTENbHO BKIIOUAET OINpeAeeHue
ypoBasa 2HG B cyObekTe. ITO MOXKET OBITH JOCTUTHYTO C TOMOIIBI CHEKTPOCKOMUYECKOrO
aHa/n3a, HANpUMeEp, aHAJM3a HAa OCHOBE MArHMTHOTO pe3oHaHa, Hampumep, MPT w/unmu
usmepenust MPC, ananuza oOpasia OMOIOrHYeCcKOo JKUIKOCTH, TAKOW KaK KPOBb, MIa3Ma, MOYa
WIN aHAJIM3 CIIMHHOMO3TOBOH JKUAKOCTH WJIM aHAJINU3 XUPYPrHYECKOro MaTepHal, Halpumep, ¢
nomoinelo Macc-criektpomerpun (Hanpumep, XKX-MC, I'X-MC) unu nr00bM H3 COCOOOB,
OIUCAHHBIX B HACTOSIILEM JIOKYMEHTE.

IIpumepnl

O0mmue meroabl

B cnenyroomux npumMepax, peareHTbl MOTYT ObITh IPHOOPETEHBI U3 KOMMEPUYECKUX HCTOUHHKOB
(B Tom umucne Alfa, Acros, Sigma Aldrich, TCI u Shanghai Chemical Reagent Company) u ux
UCTIONB30BAJIH O€3 TOTIOTHUTEIbHOW OYUCTKH.

[Tapamerpsl pertreHoBcor nopommkoBoil audpakuuu (XRPD): ananuz XRPD BeimosHsieTcs C
ucnonb3oBanueM PANalytical Empyrean peHTreHOBCKOTO MOPOLIKOBOrO AudpakToMeTpa

(XRPD) ¢ 12 cranusamu ayrtocomruiuHra. Mcmonbsyemsle mapamerpsl XRPD mpuBeneHs! B

Tabmmue 3.
Tabmmua 3.
ITapameTpsl AJis1 peskxUMAa OTPaKeHusl
JIn1HA BOJTHBI Cu, ka,
PEHTIEHOBCKOTO Kal (A): 1,540598, Ka2 (A): 1,544426
W3JIy4EeHUs Ko2/Kal cooTHomenune naTeHCcuBHOCTEMH: 0,50
YcTaHOBKH

45 kB, 40 MA
PEHTT€HOBCKOH TPyOKH

I[I/IBI/IpFeHTHaﬂ meJib ABTOMaTHUUECKas
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Pexxum ckaHUpOBaHUS HenpeprsiBHbIit
Jlnana3oH CKaHUPOBAHMUS
3°-40°
(°2TH)
Pa3mep mara (°2TH) 0.0170

CxopocTb CKaHUPOBAaHUSA

npumepHo 10
(°/mMun)

ITapamerpsl mudepenunansHoit  ckanupyromed  kajmopumerpun  (JICK): JCK  ananms
BbInOJTHsieTCst ¢ moMombio TA Q100 wmm Q200/Q2000 DSC ot TA Instruments. Temnepatypa
JIMHEMHO BO3pacTaeT OT KOMHATHOM TeMIepaTyphl A0 KEJAeMOW TeMIepaTypbl IPU CKOPOCTH
HarpeBa 10 °C/muH c ucnojbp3oBaHueM N, B KadeCTBE MPOAYBOYHOTO Tas3a, MPU IOMOLIU
roppUpOBaHHON KIOBETHI.

ITapametps! Tepmorpasumerpudeckoro asanusa (TT'A): TI'A-aHanu3 BBINOIHAETCS C MTOMOILBIO
TA Q500/Q5000 TGA ot TA Instruments. TemnepaTypa JTUHEHHO BO3PacTaeT OT KOMHATHOM
TEMIIepaTypbl A0 KeJaeMol TemriepaTypbl pu ckopoctu Harpesa 10 °C/mun nmm 20 °C /muH ¢
UCnosbp30BaHueM N, B Kaue€CTBe IPOAYBOYHOIO rasa.

Ipumep 1

Coenunenne | 1 pa3audHbIE KOJINYECTBA AlleTOCYKIMHAT runpomesuiosHoro MIT (runpomeniosa
anerocykuunar, MI" copta, Shin-Etsu Chemical Co.) monmumepa MOryT ObITh HCIIOJIB30BAHbI AJIS
NOJIyYeHUs: aMOP(HOTO MPOMEKYTOYHOTO BEIIECTBA TBEPAOH AHMCIEPCUU M KOMITO3HUIIHH,
npencrasieHabiii B 5ToM [Ipumepe 1. Ilokaszarenu 3¢p¢eKTUBHOCTH BKJIIOYATh MPOHU3BOACTBO
napTuil ¢ pasyMHbIMU BbIxogamu (> 60%), HU3KHE ocTaTouHble pacTBoputenu (<3000 ppm), a
TAKK€ COOTBETCTBHE CHELM(PUKALIUSAM JUTS aHAIU3a U YUCTOTHI.

Craaus 1: Iloayuenune amopgHoro teepaoii aucnepcuu Coequnenns 1

@®opmy 1 u anerar cyknunat runpomeiossl (HPMCAS) (50 % / 50 %, mac./mac.) B3BEIINBAIOT
U pacTBOPSIIOT B METAHOJNE W BBICYIIMBAIOT pacmnbuieHHeM (Bichi B-290) ¢ monyuyenunem
amoppHoro Coemmnenuss 1 W TBEepHOH IUCHEPCHM THIPOMENJIO3a AaleTaT-CyKLHATa
(HPMCAS). ITapameTpsl CYyIIKH PaclbUIEHHEM BKIIIOYAIOT a30T B KAU€CTBE CYIIMJIBHOIO Tasa,
TeMIiepatypy Ha Bxozae npumepHo oT 85 °C mo 95 °C, mpu TemmepaType Ha BbIXOAE OT
npuMmepHo 37 °C no 40 °C, xOHIEHTpaluio crhpes B pacTBope mpumepHo 5 % wmac./mac./,
BTOpUYHYIO cymiKy oT 12 mo 18 uacos mpu temmeparype 40 © C. IlonydeHHyr0 amMOpdHYIO
TBEPAYIO MUCHEPCUIO0 JOMOJHUTEIBHO CyIIAT B BaKyyMHOH Ie€4d M 3aTeM IPOCEUBAaOT.
ITonyueHnHnast amop¢Has TBepaas OUCTIEPCHS MOXKET OBbIThb YIaKOBaHA B  JIBOIHBIE

MOJTUATUIIEHOBBIE MEIIKH C BUTHLIM HEWJIOHOBBIM IIHYpOM W TIIOMCHICH B KOHTefIHep us3
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nojusTIiIeHa Bbicokol mnotHoctd (HDPE), conmepskamumii OCywIuTenb, W €ro XpaHAT NpU
temrieparype 2-8 © C o cienyromieit craguu oopaboTKH.

Cramus 2: ITpousBoactso tabnerok Coennnenus 1

Coenunenne 1 1 amopdHOE MPOMEKYTOYHOE BEIIECTBO TBEPAOH JAUCHEPCHH alleTaT CyKLIHATA
THIPOMENJIO3Bl M BCE JPYTHUE HANOJHUTENH, OIHCAaHHble B Tabmuie 4, B3BEIIMBAOT U
IIPOCEUBAIOT AJIl CMELINBAHMS.

B3BelnBaHue U CKpUHUHT UHTPAarpaHyJJIUpOBAHHBIX UHTPEAUEHTOB

Coenunenne 1 u amMOpHYIO TBEpPAYIO MAHMCIEPCHUIO aLeTaT CyKIUHATAa THUIPOMEIUIO3bI
CMELIMBAIOT €  MHUKPOKPUCTAJUIMYECKOM  LEJUIFOJIO30M,  KPOCKApMEJIO30M  HaTpus,
Jaypuiacynb(aroM HaTpus, KOJUIOMIAHBIM JUHOKCHIAOM KPEMHHS M CTeapaToM MarHus B
MOJIXOJAILIEM CMECUTETE.

Tabnuua 4: CocTaB KOMIO3ULIUY TAPTUN

Komnonent PyHKIHS KosnuecTBo Ha
napTuio (r)
50 mr 200 mr
TabJieTKa TAa0JIeTKA
WHTparpanyaupoBaHHO | oenuHeHue 1* TepaneBtuuecku | 241,75 1204.01
aKTHBHOE
COeJIMHEHHe
Auerar CyKIMHAT Crabunmzarop 241,75 1204.01
TUITPOMEJIO3bI ™
Mukpokpucranueckas | Hamomaurenns 173,26 862.87
LEJUTI0JI03a
Harpuii kpockapmenosa | Paspeixmurens 32,23 160.53
Hatpuii naypun VY BIakHSIOIIUN 8,06 40.13
cyabdar areHT
agent
Komnounueiii quokcun Ckounp3smee 8,06 40.13
KpEMHUs BCIICCTBO
Creapar maraus CwmassiBarommee 403 20.07
BELICCTBO
OkparpadyiupoBaHHO | Mukpokpuctauimdeckas | Filler 64,47 321.07
LEJUTI0JI03a
Harpuii kxpockapmenosa | Paspeixmurenns 16,12 80.27
Komnounueii fuokcun Cxomp3samee 8,06 40.13
KPEMHUS BCIICCTBO
Creapar maraus CwmazsiBaromiee 8,06 40.13
BELICCTBO
Bcero 805,85 4013,36
Teoperuueckoe KOTHIECTBO TAOIETOK 4835 6020
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*CoenuHenne | W TUIPOMENIO3a ALETOCYKUMHAT aMOP(HBIA NPOMEXYTOYHBIH MPOXYKT

TBEPJOH AUCTIEPCUH

HaTparpanyaupoBaHHOE CMEITHBAHIE

HnTparpanyIMpOBaHHYI CMECh YIUIOTHSUIM BAJIMKOM U CIIPECCOBAHHBIN MaTepuanl UMeeT TaKOU

pa3Mep, YTOOBI IPOU3BOIUTE TPAHY JIBL.

Cyxoe rpanyJIMpOBaHHOE/pacIpeaeaeHue 1Mo pa3mepam

OKCTparpaHyJIMPOBAHHYK) MMKPOKPUCTAJIMUECKYIO LIEJUIION03y, KPOCKapMeJIo3y HaTpus,
KOJUIOUJHBIN JUOKCUJI KPEMHUs U CTeapaT MarHusi B3BELIMBAIOT W MPOCEUBAIOT IS

CMCIIMBAaHUNA.

BapenivBaHue ¥ CKPUHHUHT SKCTPArpaHyJIUPOBAHHBIX UHIPETUEHTOB

[IpocesiHHbIE TpaHyJbl U SKCTPArpaHyJHPOBAHHBIE SKCLUUIMHEHTHI NOOABISIOT B MOIXOASILIHUIA
CMECHUTEIb U CMEIINBAIOT.

DKcTparpaHyJIHPOBAHHOE CMEIIUBAHUE

CMech MPECCYT ¢ HMCIOJIb30BAaHHEM POTOPHOTO TaOJETOYHOrO Mpecca, YCTAHOBIECHHOTO JJIs
U3TOTOBJIEHHSI TA0JIETOK COOTBETCTBYIOMIEH (POpMbI/ pazMepa U HEOOXOAUMOM MACChI, TOJIIIHUHbBI

U TBEPIOCTH.

IIpeccoBanue

Cyxue Tabnetku CoenuHeHusi 1 yrnakoBaHbI B JBOMHbBIE Fr€PMETHYHBIE TIOJUITHIICHOBBIE
Meniky, coxepxkamue 30 © CHJIMKareNieBble MaKeThl, KOTOPbIE MOMEIIEHbI B JJAMUHUPOBAHHbBIE
Oapabanbl U ux XpaHsT npu Temreparype 2 - 8 © C. TabneTku 3aTeM yaKOBBIBAIOT.

Tabnuua 5: Kommnozuuus tadierkn

KomnoHeHt DOyHKUUS 50 mr Tabuaerka 200 mr TabJieTka
Komnuyects | Cogep:xxanu | Komnuects | Coaepixanu
0 Ha e 0 Ha e
TabeTKy (%) TadJIeTKY
(mr) (mr) (%)
Coenunennue 1* TepanesTudeck 50,0 30 200,0 30
U aKTHUBHOE
COEIMHECHHUE
Iunpomernosa aerar | Crabumuzarop 50,0 30 200,0 30
CyKIuHaT*
Muxkpokpucramunieck | Hamomaurens 492 29,5 196,7 29.5
asl LeJUTI0NI03a
Hatpuit Pasperxsure b 10,0 6 40,0 6
KpOCKapMeso3a
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Harpwuii naypun VY BlaXHAOIIHN 1,7 1 6,8 1

cynbdar I areHT

Komonnueiii nuoxcun Ckonp3siiiee 33 2 13,2 2

KPEMHHSI BEIIECTBO

Creapat maruus CwmasbiBaroliee 2.5 1,5 10,0 1,5
BEIIECTBO

Bcero 166.7 100,0 666,7 100,0

IIpumep 2 Cunre3 Popmbi 1
Cwmecy Coemunennss 1 (3,5 xr, 7,28 monp) B 1,4-nuokcane (35 mn) merasupyror N, myTem
OapboTupoBaHus B TedeHne MakcUMyM 20 MuH. 2-xyop-4-tpanonupunut (1,21 kr, 8,73 morb),
Tpuc (nubensumuneHaneTon)-nunamuaauii (0) (167 r, 0,18 monb) u 4,5-6uc (nudenundochuno)
-9,9-numernnkcanTeH (kcantdoc) (211 r, 0,36 Mosb) U pEAKIIMOHHYIO CMECh I€Ta3upYIOT MyTeM
N, 6apbotupoBanusi B Teuerne makcumym 10 mun. K2CO; (1,21 kr, 8,73 mMojb) A00aBISIOT U
PEaKIMOHHYI CMeCh Aera3upyroT myteM N, 0apOOTHpOBaHUS B T€YeHHE MAaKCHMMyM 30 MUH.
Peakunonnyro cmech HarpesaroT npu Temmneparype 90-100 °C B Teuenue ot 4 10 24 4acoB 110
TeX IOp, MOKa PeaKlys He 3aBepLINTCs. PeaklIMOHHYI0 CMeCh 3aTeM OxXJaxaarT 1o 15-25 °C u
(GuIBTPYIOT dYepe3 LeIMT W NPOMBIBAIOT OSTHJIALIETATOM, a OOBEOMHEHHbIH (uiIbTpaT u
MIPOMBIBOYHYIO JKUIKOCTh KOHLIEHTPUPYIOT.

1,4-nuoKkcaH ynajsiiOT U OCTATOYHOE TBEPAOE BEIECTBO PACTBOPSIOT B 3TUJIALIETATe
(77,5 n). DTUnaneraTHBI PacTBOP MPOMBIBAIOT MOCJIEIOBATENBHO 5 % BOAHBIM PAaCTBOPOM
NaHSOs;, 2 % Bomubim pactBopoMm DJITA nunatpust u 1 % BomubiM pactBOpoM IJITA
nuHaTpueBoil conu. OpraHudeckyro ¢asy o0padaTbiBalOT aKTUBUPOBAHHBIM yTiieM mpH 55-65 °C
B TeyeHHe He Oosiee 2 4 M OYHMIIAIOT C MOMOMIBID Xpomartorpaduu Ha cuimkarene. [locne
xpomarorpaduu, MOJYYEHHBIH NPOAYKT OYMINAIOT C IMOMOINBI0 JBYX MEPEKPHUCTALTU3ALMI:
cHavana CoenuHenue | pacTBOpsitOT B 3THianeTare U HarpeBaroT 1o 60-70 °C u gobaBistoT
rentad. PeakioHHy0 cMmech oxjaxnaroT 10 15-25 °C u nmepememinBaroT B TedeHue 1-3 4.
ITpoayKT OT(UIBTPOBBIBAIOT U PACTBOPSIOT B AUXJIOPMETAaHE, 3aTeM (UIBTPYIOT U OCAKAAIOT
renTaHoM, QUIBTPYIOT U CyIIaT ¢ nonyyeHneM Popmsl 1.
IIpumep 3 Cunre3 Popmbi 2
Crocob A:
ITpumepro 100 mr Coenunenuss 1 cmemmBaroT ¢ 0,4 mMn MeOH u nepememmBaroT npu
KOMHATHOU Temnepatype B TeueHue 12 4. CycreH3uro 3aTeM HeHTpU(yrupyroT 1 Oenoe Teepaoe
BELIECTBO BbIIEIAIOT.

Merton B:
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ITpumepHo 10 mr Coenunenns 1 B 0,2-0,4 mn cmecu MeOH: H,O (9:1) B cTekisiHHON BHaje HA
3 mu. IlonydeHHblil B pe3ynbTaTe BU3yalbHO MPO3PAYHBIA PACTBOP 3aKPBIBAIOT KOJMAYKOM U
MOJBEPralOT MEMJICHHOMY HCIIAPEHUIO, YTOOBI BBbI3BATh OCAXAEHHE. T[BepAoe BelecTBO
BBIJIEJISAOT.

Meron C:

ITpumepro 15 mr Coenunenust 1 pacteopsitor B cmecu EtOH:H,O (8:7 obbem/o0beM) wim
mermmaTUiIkeToHe (M3) mpu 50 °C u nmepemermmsator npu 50 °C B teyenune 30 mMuH. 3atem
pactBop MemsieHHo oxJaxnaroT 10 5 °C co ckopocteio 0,1 °C/mun u nepememusatot mpu S °C B
TedeHHue Ho4M. TBep/oe BELIeCTBO BBIACISIOT.

IIpumep 4

IIpenycMmoTpeHs! Tpu cienyromue romorenssle cycnensuu Coennnenns 1:

®opwma 2 B ocHoBe (1 % d-anbda-roxopepon nomustuneHrimukonb 1000 cykuunar (TPGS): 1 %
HPMCAS B Bozne), amopduas tBepaas mucnepcust 25 % mac./mac. @opmsl 2 u 75 % mac./mac.:
HPMCAS-M (TBepmasi nucnepcusi A) B ocHOBe a0 amopdHoii TBepmoi nucmepcuu 25 %
macc./mac. @opmer 2 u 75 % mac./mac. PVAP (Tsepaas nucnepcusi B) B ocHoe (200 mr/kr B 10
MIT/KT).

Kaxayo cycreHsuro roTtoBsiT B JieHb BBedeHHUs 103bl, U Kppic Crpara-Jloyan no3upyroT
nepopanbHo. CepuiiHble 00pasipl MIa3Mbl OepyT B pPas3iMYHble MOMEHTHI BPEMEHM IIOCIE
nosupoBanusi. Konuentpaumio CoenuHennss | B IU1a3Me  ONPEAENSIOT € MOMOIIBIO
yyBcTBUTENbHOTO M cnenupuynoro meroma XKX/MC. PK mapametpsl, Bkitouas AUC.7pq U
Cmakc. pacCUMTBIBAIOT C UCIIOIB30BAHUEM MporpaMMHOro obecredennss WinNonlin.

s monydennst @opmbl 2, Cyee cocTaBiisieT 1600 ur/mn u AUC .75, cocTaisieT 21700 9*Hr/mot.
I tBepaoui auctepcuu A, Cyaee = 6820 aHr/mn u AUC.7p, coctaBnsier 105635 u*ur/mn. s
tBepaoi aucnepcuu B, Cpy . coctaBisier 30467 ur/mi, AUCy.754 coctaBnsier 406841 u*Hr/mut.
Coornomenne AUC.7;¢ TBepnoi aucnepcuu B u ®@opwmer 2 cocraBnsier 19. CooTtHowmeHue
AUC .7, TBepoi aucnepcun A u @opmel 2 cocTaBisieT S.

IIpumep 5

besonacuocts, @®K/®J] u ouenky kinuHH4Yeckod aktuBHOCTH CoenuHenuss | wiu ero
(bapMaLeBTHUECKH TPUEMIIEMOH COJM OIEHHUBAKOT Yy CYOBEKTOB C PacmpOCTPAHEHHBIMHU
CONUIHBIMUA ONYXOJSIMH, TaKUMH KaK TJHOMA, BHYTPHUIIEYCHOUHBIC XOJAHTHOKAPLITHOMBI
(BITXK), xoHOpocapkoMa, pak MpPeACTATENbHON JKEeNe3bl, paK TOJICTONH KHIIKH, MeJAaHOMa WITH
HeMeJKOKJIeTouHbIH pak jerkoro (HMKPJI), koropeie HecyT mytauuro IDH1. OcHoBHBIE 3a1aun
UCCIIEIOBAHMS BKJIFOYAIOT: 1) OIleHKy 0e30macHOCTH U nepeHocuMocTH JieueHus: CoenuHennem 1
wid ero ¢apMaleBTHYECKH TPUEMIIEMON COJIbIO, TPU HETPEPHIBHOM BBEICHUU B Ka4eCTBE

€IMHCTBEHHOT'O areHTa, KOTOPBIi BBOAWIIH MEPOPATBHO ABAKABI B A€HDb (MPUMEPHO Kakable 12
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gyacoB) B AHU ¢ 1 mo 28 28-mHEBHOro LMKJIA M 2) ONpeneieHne MaKCUMAaIbHON MepEeHOCHMON
no3el (MITJ1) w/umm pekomenayemoit @asel 2 no3bl Coenuuenust 1 wiu ero papManeBTHUECKU
MIPUEMJIEMO COJTU Y CyOBEKTOB.

JlonoSTHUTENBbHBIE LIEN UCCIEAOBAHUS BKIIOYAIOT: 1) omucaHue A0300TPaHUYHUBAOLINX
tokcuuHoctelt (JIOT) Coemnmuenuss 1 wim ero (apmaneBTUUECKH NPUEMIIEMONH COJH, Y
NAlUEHTOB C pacCHpOCTPAHEHHBIMM COJUAHBIMU  ONYXOJsSMM, TAaKUMU Kak IJIMOMA,
BHYTpHII€YeHOUHbIe XosaHrnokapunHoMbl (BIIXK), xoHapocapkoma, pak mHpencTaTeabHON
JKeNe3bl, paK TOJICTOW KHUIIKH, MEJaHOMa WM HeMeJKOkJIeTouHblil pak serkoro (HMKPJI),
kotopble HecyT myTarmio IDH]1, xapakrepuctuky ¢papmakokunetnku (PK) Coenunenuns 1 wnu
ero ¢apMaleBTUYECKH NPUEMJIEMON COJIM, V TMAILMEHTOB C PACHPOCTPAHEHHBIMHU COJHMIHBIMU
ONMyXOJIIMH, TAaKUMH Kak TJIHOMa, BHYTpHIEYeHOUHble xonaHruokapuuromel (BIIXK),
XOHJIPOCAPKOMA, paK IMpPEACTaTeNbHON SJKeNe3bl, pak TOJCTOW KHIIKHM, MeEJaHOMa WU
HeMmenkokierouHelii pak jerkoro (HMKPJI), xoropeie HecyT mytaumio IDHI, 3) onenkxy
[TK/dpapakonunamueuckoro (DJ]) coornomenuss Coenunenuss 1 win ero QapMareBTHYECKH
npuemsieMoil comu U 2-ruapokcuriayrapata(2-HG) mo 4) xapaxkTepucTuka KIMHHYECKOH
aKTHBHOCTH, CBsi3aHHOH ¢ CoenuHenneMm | miam ero (apMaleBTUYECKH NMPUEMIIEMOH CONH, Y
CyOBEKTOB C pacpoOCTPaHEHHBIMU COJIMAHBIMH  ONYyXOJIIMH, TAaKMMU Kak IJIMOMAa,
BHYTpHIEYeHOUHbIe XonaHrnokapuuHombl (BITXK), xoHapocapkoma, pak MpencTaTebHON
JKENe3bl, paK TOJICTOW KHUIIKH, MEJaHOMa WM HEeMEeJIKOKJIeTO4HbI pak serkoro (HMKPJI),
KOTOpble HecyT myTauuto IDHI1.

Ilenn NMOMCKOBOTO HMCCIENOBHHS BKIFOYAKOT. 1) OIEHKY M3MeHeHuil yposHei Ki67 B
obpasuax onyxojeit, 2) xapakrepuctuky @DJ[ sddexkroB Coemunenuss | wnm  ero
(bapMaLeBTHUECKH MNPUEMJIEMOH COJIM, Y CYOBEKTOB C pPaCHpPOCTPAHEHHBIMHU COJHMIHBIMU
ONMyXOJIIMH, TAaKUMH KakK TJHOMA, BHYTPHIEYEHOUHble xoyaHrnokapuuHomel (BITXK),
XOHJIPOCAPKOMA, paK IMpeACTaTeNbHON JKeNe3bl, pakK TOJCTOW KHIIKHM, MeJaHoMa WU
HeMmenkokieTouHbli pak Jjerkoro (HMKPJI), koropeie nHecyr myrtaummio IDHI1 mo ouenke
U3MEHEHUH B xapakrepe KierouHou aupdepeHunanym uonutpat neruaporeHasa-1 (IDH1) -
MYTHPOBaHHBIX OIYXOJIEBBIX KJIETOK W HM3MEHEHUH mnpoduield METHIUPOBAHHUS THCTOHA U
ne3okcupudonykiaenHoBoi kuciaotel (JIHK) B IDHI1-MyTHpOBaHHBIX OMYyXOJEBBIX KJIETKAX, a
Ttakke m3mMeHeHus 2-HG xoHueHTpanuu, mo pes3yjbTaTaM JETEKLHUH MPOTOHHONH MarHUTHO-
pesonancHoi  crmekrpockormu  'H-MPC) wHa 3 Ttecma (3T) MarHMTHO-pe30HAHCHBIX
uszobpaxenusx (MPT) y cyObekTOB ¢ TTHOMOH, 3) OLIEHKY CTaTyca MyTallMU reHa, rT00aTbHBIX
npoduneii SKCIpecCHH TeHOB M JPYTUX IOTEHIHANBHBIX IPOrHOCTUYECKHX MapKepOB
(umroreHernkoB) B IDHI-MyTHpPOBaHHBIX OMYyXOJEBBIX KJETKaX, a TaKXe CYOKIOHAIbHBIX

nonyysanusx He-IDH1 MyTHpOBaHHBIX OMyXOJEBBIX KJIIETKAX, YTOOBI UCCIENOBATh MPEIUKTOPHI
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IPOTHBOOITYXOJIEBOW aKTHBHOCTH W/WJIM YCTOHYUBOCTU U 4) KOHTPOJIb XOJIECTEPHHA B IUIa3Me U
4B-OH-ypoBHeii xonecTeprHa B KadecTBe nmoTeHuanbHoro Mapkepa CYP3 A4 unaykunu.

Coenunenne 1 wmm ero (apManeBTUYECKH NPUEMIIEMYIO COJIb BBOZIST IEPOPABHO
IBaXXIBI B IeHb (MPUMEPHO uepe3 Kakable 12 vacoB) B aHU ¢ 1 1o 28 B 28-1HEBHBIX IMKIIAX.
Ecnu cBumerenbcTBa OCHOBaHBI Ha (DOPMUPYIOIIMXCSl AAHHBIX, aJbTEpHATHBHbIE TIpaduKu
J03UPOBaHuUs (HapUMep, OMH pa3 B A€Hb HIIM TPIIKABI B IEHD), BKIFOYAsl BBEICHUE TAKOH ke
o01el CyTOYHON 03Bl UCTIONB3Ys PA3IMUHBIE CXEMbI JO3UPOBAHMS B NMAPAJUIETBHBIX KOrOpTax,
mMoryT ObITh m3ydeHbl. Haumnas ¢ CIDI1, nosmpoBaHue SBISIETCS HENPEPHIBHBIM, MEPHOIBI
OT/bIXa MEXIY LIUKJIAMU OTCYTCTBYIOT.

CyObexThl, KOTOpblE HE COOTBETCTBYIOT HM OJHOMY M3 CTAHAAPTHBIX KIMHUYECKUX

KpUTEPUEB JICUEHUsI CUHAPOMA OTMEHbI, MOTYT IPOAOJLKUTE JeueHue BHe Lukona 1.
CyObektam Oyner pacmpeneneHO COOTBETCTBYIOIIEE KOJMYECTBO TaONETOK B TeueHue 28 nHeit
Hocjie BBEAEHUs J03bl (TUIFOC JIOTIOJIHUTENbHBIA 2-THEBHBIH 3amac, 4YToOBl IO3BOJUTH
iaHupoBaHue noceuieHnii) B 1-i Jlenp kaxnoro mukia. CyOBeKTbl HOJDKHBI BEPHYTH BCE
HEeHCIOJIb30BaHHbIe TaOJeTKH (WM mycTble OyThUIKH) B 1-H JleHb Ka)KAOro LMKJIA JICYSHUS.
CyObektam Oyner mpenocTaBlieH THEBHUK NO3MPOBAHMS IJISI KaXKIOro Lukia jedeHus. OHu
IOJDKHBI  3aIHCaTh COOTBETCTBYIOLIYIO HH(OPMAIMIO, KACAIOIIYIOCAd WX HCCIEAYyeMOro
npenapara B JHeBHUKE (HaIIpUMep, OATBEPXKAEHHE TOrO, YTO OblIa MPHHATA KaXkAast CyTOUHAs
703a, MPUYUHBI MpOonyLeHHbIX 103). CobmoneHue pekuma JedeHHus OyIeT OLIGHHUBAThCS Ha
OCHOBE BO3BpaTa HEUCIIOJIb30BAHHOI'O TIpernapara U AHEBHUKA 103UPOBAHMSIL.

CyObexThl JOKHBI OBITh MPOWHCTPYKTUPOBAHBI MPUHUMATh WX €XKETHEBHYI 03y
NPUMEPHO B OAHO U TO € Bpemsl KaxAbli neHb. Kaxayro m03y cieayer NpUHUMATh CO
CTAKAHOM BOIbI M TMOTPEOJSATH B TEUEHHE HACTOJIBKO KOPOTKOTO BPEMEHH, HACKOJIBKO 3TO
BO3MOXHO. CyOBeKThI TOJKHBI ObITh MPOUHCTPYKTUPOBAHBI MPOTJIAThIBATh TAOJETKH LETHMKOM
u He jkeBaTh Ta0neTku. CyOnpexTsl MOryT npuHuMath CoennHeHue 1 nim ero ¢papManeBTHIECKH
NPUEMIIEMYIO COJb ¢ muinei uinn 0e3. Ecnu cyObekT 3a0bIBaeT NPUHATD A03y €XKETHEBHO YTPOM
(v Beuepom), TO OH AoJpKeH NpuHsITh CoennHenne | mwin ero ¢papMareBTHYECKH PHEMIIEMY IO
COJIb B T€UEHHUE O YacOB MMOCIIe MPOMYIIEeHHBIX 103bl. Eciu npomwio Oonee uem 6 4acos, TO 1032
IOJDKHA OBITh TPOMyINEHa, a CyOBEKT JOJDKEH BO3OOHOBUTH JIEYEHHE CIIEAYIOMIEH H030H IO
rpaduxy.

Uccnenosanne BrimouaeT ¢asy dckajanmwu J03bl st ompepenenuss MITJL ¢
NOCJENYIOIUM  PacIiIUpPEHHEM KOTOpT [UIsl  JajbHeimed oueHKkH Oe30macHOCTH |
neperocumoctu MITJI. ®aza sckananuu 1036l OyIeT UCHONB30BaTh CTaHmapT "3 + 3" musaiiH.
Bo Bpemsi ¢a3bl sckanayn 103bl, JaBIINE COTIACHE MPABOMOYHbIE CYOBEKThI OyyT BKIFOUEHBI

B TIOCJICAOBATCIIBHBIC KOI'OPThl SCKaJlallMU 403 COGI[I/IHCHI/IH 1 mm ero (I)apMaL[eBTI/ILIeCKI/I
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npueMsieMoil coiu. B kaxayro KOropTy IO3UpOBaHUs IUIAHUPYETCSl 3aperucTpUpOBaTh Kak
MuHIMYyM 3 cyOpekrta. IlepBeie 3 cyObekTa, 3aperMCTPHUPOBAHHBIE B KaXIYI KOTOPTY
JO3MPOBaHUS BO BpeMs (pasbl dCKanaluyl 103 UCCIEAOBAHUS, IMEPBOHAYAIBHO OYAyT MOJIyYaTh
OIIHy 103y HcciieayeMoro npemnapata B JleHb 3 (To ecTh, 3a 3 IHS 10 Ha4ajia CyTOYHOU J03bI) U
npoxonute oueHky OK/DJ] uepes 72 waca ansd OLEHKM KOHLEHTPALMH JIEKAPCTBEHHOTO
cpenctsa u yposaei 2-HG. Cnenyromas no3a uccienyemoro npenapara Oyaer B Jlenb 1 [ukna
1 (CID1) u B 3TO BpeMsl Ha4yHETCS €XKEAHEBHOE A03UpoBaHHE. llepBOHAYANBHBIA PEXUM
IO3UPOBaHUs OyieT IBaXKAbl B AeHb (IpUMEpHO uepe3 kaxkabie 12 gacos). Eciu cBugeTenbcTBa
OCHOBaHbI Ha (POPMHPYIOLIUXCS NAHHBIX, aJIbTEPHATHBHBIE IpaQuKu 103UPOBAHUS (HAIPUMED,
OJIMH pa3 B JI€Hb WJIM TPUXK/bI B JI€Hb), BKJIIOYAsl BBEIEHUE TAKOH ke OOLed CyTOYHOH O3B,
UCTIONB3YS PA3JIMYHbIE CXEMBbI JO3UPOBAHUS B NAPAJUIEIBbHBIX KOTOPTAaX, MOTYT OBITh U3YUEHBI..

Ecnu B mponecce CKpUHHHIa NMPHCYTCTBYIOT HECKOJBKO CyOBEKTOB, B TO BpeMsl Kak
TpeThii cyOBEKT B KOrOpTe HAYMHAET JICYEHHE, BIUIOTh IO 2-X JONOJIHUTEIBHBIX CyOBEKTOB
MOTYT OBITb 3QUUCIIEHBI IOCHY YTBEP)KAEHHS MEIMLMHCKOrO MOHHUTOpa. /[l naHHBIX
JOTIOJIHUTENbHBIX TCYyOBbekTOB, oneHkn Ha Jenp 3 — Jlewp 1 @DK/DJ] He sBisroTCs
o0s3aTeNbHBIMU  TIOCNIE OOCY’KIEHHMs C MEOHLMHCKMM MOHUTOpoM. IlnaHupyemass cxema
ACKajlaluu 103 nokazaHa B Tabnure 6.

Tabauna 6: CxemMa 3cKajlaliii 103

YpoBeHb KOropThl Jo3a! Coequnenns 1 KosmnuecTBo cy0beKTOB
-1 50 mr? 3-6
1 (HauanbHas no3a) 100 mr 3-6
2 200 mr 3-6
3 400 mr 3-6
4, uTn. 800 mr? 3-6
VBenuueHue MT T 36°

ICoenunenne 1 wim ero GpapMareBTHIECKH TPUEMIIEMYIO COJIb MOYKHO BBOIUTD IBAXKIIbI B I€Hb
(mpumepHO uepe3 kaxable 12 wacos). Eciaum cBuaeTenbcTBa OCHOBAHBI Ha (DOPMHPYIOIIUXCS
TAHHBIX, AJIbTEPHATHBHbIC IpaduKu TO3UPOBaHM (HAPUMEpP, OIUH Pa3 B ACHb WINA TPUXKIbI B
NIeHb), BKIJIIOYAsl BBEJACHUE TAKOW k€ OOLIell CyTOYHOH IO3bI, MCIOJB3YSl Pa3IMYHBIE CXEMBI
JO3MPOBAHUS B MAPAJUICIBHBIX KOTOPTaX, MOTYT OBITh H3Y4YEHBI.

2Ecnu JUIT (wabmonatorcst mpu Yposue 1 J{o3er (100 mr), mosa miist BTOPOil KOrOpThl Oymer
cumxkena 10 50 mr (Yposens J{o3bl - 1).

3 TIpomoykenue yaBoeHus: no3bl. 11oka He Oyner Habmomathest cBsizanHasi ¢ CoenuHennem |
NCI CTCAE Bepcus 4.03 >knacc 2 TokcnyHocTH. ITocne omeHkn coObITHs (Hif) ¢ TTOMOLIBIO

['pynmbl KJIMHUYECKOTO HCCIIENOBAHMSI, MOCIEAYIOIINE YBEIUYEeHUs T03bl OyAyT OMpPeneNsThCs
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HabIr01aeMoi TOKCHYHOCTHIO U ToTeHuanbHo @K u OK/®J] nanubivu, noka MT]] He Oyner
omperneneH. AOCONIOTHOE MPOLEHTHOE YBEJNIWYEHHE B 03¢ OyIeT OmpenensiTbCs TpyNmoi
KJIMHUYECKOTO HCCIIEIOBAHMS, Ha OCHOBE NPOTHO3a TUIA U TSDKECTH JIFOOOH TOKCHYHOCTH,
HaOJFOIaeMO B TNpPEnbIIyIIUX KOTrOpTax IO3UPOBOK. DJCKajauus 03bl HHUKOrna He Oynaer
npesbiats 100 %.

*Ompenensiercst kak Hambosbimast 103a, koropas BeibBaer JATJI y <1 w3 3 wimu <2 wu3 6
cyobekroB. Ecnn nukakue JITJI He mneHTUPHUUMPYIOTCS, NO3MpOBaHME OyAeT MPOIOJIKATHCS
IUIA IO MEHbIIeH Mepe 2-X ypOBHEH 103 BbIIE NPOTHO3UPYEMOro MAaKCHMyMa OHMOJIOTHYEeCKU
3¢ PexTUBHOrO BO3NENUCTBUS, KaK OMPEIENIEHO ¢ MOMOLIbI0 Tekymel ouenkn OK/DJ] u mroboi
HaOJrI01aeMOM KIIMHUYECKON aKTUBHOCTH JJIsl OTIPEENIeHUs] peKOMeH Iy eMoii Da3bl 2710351

SYT0OBI BKJIFOYUTH 3 KOTOPTHI IO PUMEPHO 12 CyOBEKTOB Kaxas.

TspKecTh TOKCHUHOCTH OyAeT KJIacCU(pHULUPOBAHA B COOTBETCTBUHU C KPUTEPUSIMHU OOIIeHt
TepmuHonornn HaumoHanpHOro MHCTUTYTA paka s HeOmarompusatHbix cobbrtuit (HC) (NCI
CTCAE) Bepcus 4.03. JJIT onpenmensiercs ciepyromum obpasom. He-remaronoruueckue
BKJIFOYAIOT BCE KJIMHUYECKU 3HaYMMble He-rematosoruyeckue TokcuuHoctu CTCAE >crenenn
3. Bce HC, koTtopble He MOTryT OBbITb YETKO ONpEAeNieHbl KaK He WUMEIOIIHUE OTHOLICHHUS K
coequHeHuio 1 wim ero hapManeBTHYeCKH PUEMIIEMOM COJTH, OYAyT CYUTATHCS OTHOCSIIMMCS K
onpeaenenuto JJIT.

Ecnu, nocne Toro, kak Tpetuii cyObekT 3aBeput 28-nHeBHbIN nepuox ouenku 1JIT (T.e.
ukon 1), ve Habmonaetcst JJJIT, To uccnenoBanue OyaeT MpoAOKATHCS ¢ ACKaIAMe 03bI s
CIEAyIOUWIed TPyNmbl MOCHE  PACCMOTPEHHsT  O€30MaCHOCTH  IPYNNON  KIMHHYECKHX
uccienoBannii. Ecom 1 m3 3 cyObekroB ucnbiTeiBaer JIJIT B TeyeHue mepBoro uukia, 3
JOTIOJIHUTENbHBIX CyOBekTa OyayT 3auucieHbl B 3Ty Koropty. Ecmm HH omuH U3
JOTOJTHUTENBHBIX 3-X CyObekTOB He ucnbiThiBaeT JIJIT, sckananus H03bl MOXKET TPOAOIKATHCS
IUTSI CIIeAYIOIe KOoropThl ociie oo3opa 6esonacHoctu. Ecnu 2 wnu Gojiee CyOBEKTOB B KOrOpTe
ucnbITBatOT JIJIT B TeUeHHE MepBOro LUKJIA, SCKaNALUs O3B OyI€T OCTAHOBJICHA U CIIETYFOIIHUI
Oonee HU3KHI ypOBeHb 103kl Oyaer oObsiBiieH MT/1. B kauecTBe anbTepHATUBBI, YPOBEHD O3B,
MPOMEKYTOUHBIN MEXAY YPOBHEM 103bl, npesbimaromeid MT/] u npenpiaymmii ypoBeHb A03bI,
MoOskeT ObITh M3yueH u 00bsiBieH MT/, ecnu <2 u3 6 mauuenToB ucnbirbiBatoT JJIT npu sTok
nose. Eciiu koropra MT/] Bimouaer TONbKO 3 cyOBeKTa, JOMONHUTENbHBIE 3 cyOBeKTa OynyT
3a4UCIIEHBI TIPX 3TOM YPOBHE JO3bI, YTOOBI MOATBEPANTD, YTO <2 U3 6 CYOBEKTOB HCIBITHIBAIOT
JUIT npwu sToit nose.

VBenuuenne no3pl CoenmnHeHust 1 wim ero gpapmManeBTUYECKH MPHEMIIEMON CONU st

KaXXTOM KOTOPTHI TO3UPOBOK HE OyIEeT KOHTPOJIHPOBATHCS CXEMOW YCKOPEHHOrO TUTPOBAHMS,
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rne nos3a Oyner yasoeHa (100 % yBenudeHne) OT OMHON KOTOPTHI IO APYTOH, MOKA CBS3aHHASI C
Coemnrennem 1 NCI CTCAE Bepcus 4.03 crenenp 2 wim OoJblasi TOKCHYHOCTh HE Oyner
Habmonatecs y Jmodoro cyOwekrta B koroprte. Ilocienyromue yBemudeHHe 03Bl Oyner
KOHTPOJIMPOBATHCS HAOJFOJaeMOM TOKCHIHOCTBIO B oTeHInabHbIMU @K 1 @K/D]] nanHbIMY,
1o tex nop, noka MT/I He onpenenutcsi. AGCONIOTHOE POIICHTHOE YBEJNICHIE CYTOYHOU J03bI
OyIer onpenensaTbCs Ha OCHOBE MPOTHO3a TUIA M TSDKECTHU JIFOOOW TOKCHYHOCTH, HaOJFOaeMOoi
B MpPEIbIAYIINX KOropTax IO3UpOBOK (HO Hukorga He Oyamer mpesbimate 100 %). Ecmu
CBUJIETENILCTBA OCHOBAHbBI Ha (POPMHUPYIOIIUXCS JAHHBIX, aJbTEPHATUBHBbIE TIpaduKu
J03UPOBaHUs (HaIpuUMep, OMH pa3 B A€Hb MIIM TPWKABI B IEHD), BKIFOYAsl BBECHUE TAKOH ke
o01el CyTOYHOMN 03Bl UCIIONB3Ys PA3IMUHbIE CXEMbI JO3UPOBAHMS B NMAPAJUICIBHBIX KOrOpTaXx,
MoryT ObITh 3yuenbl. MIIJ] mpencrasisier coboit HanbobIIYIO 103y, KoTopast BbizbiBaeT JJIT
y <2 u3 6 CyOBEKTOB.

Ecnu JUUIT He ompenesneHbl BO BpeMmsi (a3bl 3CKANALMKM 03, SCKJIALUS 103 MOXKET
NPOJOJUKAThCSA Ul 2 YPOBHEH 103 BBIIIE MPOTHO3UPYEMOrO0 MAaKCHUMyMa OHOJIOTHYECKH
3¢ (eKTUBHONM MO3bI, KaK OMpPEIeNieHO C MOMOINbI Tekyuield oueHku DPK/DJ[ u mroboit
HaOMI0aeMOi KIIMHUYECKOH aKTUBHOCTH, JUIs ONIpeAesieHus: pekomeHayemoi ®@a3® 2 noser

JIis ONTUMH3ALMK KOJMYECTBA CYOBEKTOB, KOTOPBIX Jie4aT MOTEHLUHAIBHO KIMHUYECKU
3HAYUMOM 1030M, OyJeT paspelieHa BHYTPUCYObEKTHAs dcKananus 103bl. [locne ompeneneHus
pexomenayemori @as3bl 2103bL, 3 wiam Oojiee KOrOPT pacuiMpeHus (Hampumep, ¢ TJIMOMOIA,
BHYTPHIIEYEHOUHBIH XoganruokapuuHomoii (BITXK), xoHnpocapkoMoii, pakoM MpencTaTebHON
JKeJe3bl, PaKOM TOJCTONW KHIIKH, MEJAaHOMON WIIM HEMEJIKOKJIETOYHbIM pPakoOM JIErKOro
(HMKPJI)) npumepro 12 cyObekToB Kaskaast, OyaeT mpoXoauTh JieueHne mpu 3Toil nose. Llens
pacLIMpeHusi KOTOPT 3aKJIF0YAeTCsl B OLIEHKE M MOATBEPKACHUN 0€30MaCHOCTH U MEPEHOCHMOCTH
pexomeHnoBaHHOH @a3bl 2 103bI MPH KOHKPETHBIX MOKa3aHusx 3abojeBaHuil. CyOBEKTSI,
3a4UCJIEHHBIE B 3TH KOTOPTHL, OYAYT MPOXOIUTH T€ JK€ MPOLENYPHL, YTO U CYOBEKTHI B KOTOPTab
ACKaNalMu J103, C TeM HCKIrYeHneM, 4to oueHkn DK/®J[ B [enwp 3 - enp 1 Oynayr
HEeo0s13aTeIbHBIMU.

CyOmpexThl OynyT mpOXOauTh MPOLENYpPhl CKPUHUHTA B TeueHue 28 nHel 10 Havana
HCCJIeIOBaHMsl JIEKapCTBEHHOM Tepamuu il omnpeneieHusi npuemiemMoctd. CKpUHHUHIOBbIE
NpOLeNyphl  BKJIOYAKOT HCTOPUM  OOJNE3HHM, WCTOPHH XHUPYPrHUECKHUX BMEILIATEJbCTB,
JIEKapCTBEHHBbIN aHaMHe3, monaTBepxkaeHne myrtauun IDHI depes omyxoneBble Ouorcuu wnu
Jefiko3HbIe OJIACThI (€CIIM HE TOKYMEHTUPOBAHbI paHee), Gpusudeckoe oOCIeOBaHIE, OCHOBHBIC
noKas3aTenu >kuzHeaesTenbHocTH, odmee cocrosiaue (OC) cormacHo BocTouHoit o0benuHeHHI
onkonornyeckorr rpymme (ECOQG), 12-kananpHyro saekrpokapauorpammy (OKI'), onenky

¢dpakuun BeIOpoca JeBoro kemynouka (DPBJDK), knmuHuyeckue nabopaTOpHbBIE OICHKHU
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(remaToNorys, XMMUS, KOAryJsIOHs, AHAJIW3 MOYHM U TECT CHIBOPOTKH Ha OEpPEeMEHHOCTH),
OMONCHIO M acTIUpaT KOCTHOTO MO3Ta, a TaKke oOpa3Lpl KpOBU U MouH s usmepenus 2-HG; u
00pa31pl KPOBH JUIS OTIPEEIICHNUS TUIA3MEHHOT O XollecTepuHa U ypoBHeit 4B-OH-xonecrepuna.

3a Tpu mHA no Havanma posupoBaHus CoenuHenns 1 winm ero (dapmaneBTHYECKH
npuemieMoit conu ([leHp -3) nmBaxnabl B eHb nepBble 3 CyOBEKTa, 3aperHCTPHPOBAHHBIE B
KaX110# rpymnne B ¢daze ¢ sCKanauuei 103UpOBOK, MMONYUYArT OJHOKpaTHYIO 103y CoenuHenus 1
WM ero GpapMaleBTHYECKH IPUEMIIEMON COJIM B KIIMHUKE U UMEIOT CepHiiHbIe 00pa3Iibl KPOBU U
MOYH, TOJIyYeHHbIE ISl ONpeAeNeHHs] KOHLIEeHTpauuu B KpoBu U Modye CoenmHeHust 1 wim ero
dapmaneBTHUECKH TTPUEMIIEMON cosin, ero merabonuta, a Takxke 2-HG. IlonHbriit 72-yacoBoit
npoduns OK/®/] Oyner nposeneH: CyObeKThI JOLKHBI Oy YT OCTABATHCS HA MECTE MPOBEIEHUS
uccienosanus B reueHue 10 yacos B JleHb -3 u BepHyTh B [lHu -2, -1 u 1 B Teuenue 24, 48 u 72
4acoB 00pasLbl, COOTBETCTBEHHO.

ExxenneBHoe neuenne CoenunenneM | nim ero papmaLeBTUYECKH MPUEMIIEMO COJIBbIO,
HauHercs: Ha CIDI1; cyObektsl, kxoropsle He npouutn oueHku PK/®J[ B [lens-3, Oyayt
HaOMIOAAaThCsl B KJIMHHUKE B TedeHHe 4 yacoB nocie n03bl C1D1. IlepBoHauasibHBIA peskuM
nosupoBaHusi OyneT naBa pasa B JeHb (IpuUMepHO uepe3 Kaxkable 12 dyacos). OueHkH
0e30macHOCTH, NPOBEINCHHBIE B TEYEHHWE NEPHONA JICYEHUs, BKIIOYAIOT (u3uyeckoe
oOcnenoBaHue, OCHOBHbIE TokazaTenu kusHenesrenbHoctn, ECOG OC, 12-kananpHyro KT,
OBJIK u kiuHu4eckue 1abopaTopHbIe OLEHKH (FeMAaTOJOTHIO, XUMHIO, KOAryJISILHI0 W aHAJIN3
MOUYH).

Bce cyObektsl OyayT npoxonuth oueHky OK/®J] B Teuenue 10-yacoBoro mepuoga Kak
Ha C1D15, Tak u Ha C2D1. [lonosHHUTENbHBIE MpeABAPUTENbHBIE OTOOPBI 103 MOYH W/WIN
3abopsl KpoBu OyayT mpoeoauthest Ha C1D8, C1D22, C2D15, C3D1, C3D15 u B Jlenb 1 Bcex
nocjenyromux LukiIoB. JlocTymHbele 00pas3mbl OHONCHM KOCTHOTO MO3ra Takke OyayT
olLleHUBaThcs Ha ypoBHsx 2-HG.

CyOmpexTr! OyayT npoxonuts peHrreHorpaduueckue oueHku (KT/MPT), a Taxke OneHKy
acnipata M OHONCHUM KOCTHOTO MO3ra M Nepudepuvdeckol KpPOBH I OLEHKH CTETNeHH
3aboseBaHys, IPU CKPUHUHTE, HA 15 neHb, 29 neHb u 57 neHb U Kakapie S6 MHEH mocie 3Toro
BO BpeMsl M UCCIIENOBAHHUSA MEIUKAMEHTO3HOIO JICUEHHs], HE3aBHUCUMO OT 3alepKeK 03 W/WIn
TIEPepPBIBOB 103 JIO/MJIA B JIFOOOE BpeMsl MPU MOJO3PEHUHN Ha MPOrPECCUPOBAHUE 3a00JIEBAHUS.
JIBe OCHOBHBIE ONyXOJEeBble OHONMCHH OyAyT IMOJyYeHBbl NMPU CKPUHHMHIE, B MOMEHT IEepPBOU
OLIEHKH OTBETa M BO BPEeMsl MMPOrPECCHPOBaHUS 3a00JIE€BaHUS B MpeAeNax OKHa +3 JHeH OKOJo
HAMEUYEHHOH TOUKH BPEMEHH OLICHKH.

CyOmpexTel MoryT mpopospkarhk jeueHne CoenuHerneM 1 wim ero QapManeBTHYECKH

NPUEMIIEMOI CONIBI0 A0 TporpeccupoBaHust 3adoneBaHust, nossieHus JUJIT wim passutus
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Opyrod HEMPUEeMJIEMOW TOKCUIHOCTH. Bee CyOBeKThI TOMKHBI TOUTH IO KOHIIA OLEHKH JICUSHUS
(B TeyeHHE PUMEPHO 5 AHEH Mmocie MmocienHeil 1036l UCCIeNyEeMOro npernapara); KpoMe TOro,
MOCJIEAYIOMIAsl OLIEHKA JTOJKHA OBbITh 3aIUIaHUPOBaHa depes3 28 AHel mociie MocaeHeN 035l

ITo ouenkam, npumepHo 51 cyOwekr Oyner BKIIOUEH B wucchenoBaHue. Ecim
NPEANONIoXUTh, uTo naeHtudukanmst MT]] TpeOyer onenku 4 yposHei 103 Coennnenus 1 wu
ero (QapMaleBTHYECKH NPUEMIIEMON COJH, C TOJNbKO 3 CyOBeKTaMH Ha YpPOBEHb 103, 32
uckmouenneM toro, uro MTJ[ Tpebyer 6 cyObekroB, TO 15 CyOBEKTOB OyayT
3apPETUCTPUPOBAHBI U1l YACTU UCCJIEAOBAHMS 3CKAJAUUU A03bl. Tpu KOropTel U3 mpUMepHO 12
JOTIONHUTENbHBIX CyObekToB Kakaas ¢ BIIXK, xoHmpocapkoMoil U IIMOMOMH, KOTOpble ObLIH
PELMANBHUPYIOIUMH WU IIPOTPECCHUPOBAIIH TIOCIE IPOBEIEHNUS CTAaHAAPTHOH Tepanuu (Bcero 36
4eNoBeK) OyIyT 3auMCiIeHbl B YaCThb HCCJIEAOBAHUS YBEJIHUYEHHs] KOTrOpThl. JlOMOJIHUTENbHBIE
CyOBEKTBI MOTYT OBITH HEOOXOAMMBI JIs1 PACIIMPEHHS KOTOPTHI BO BPEeMs 3CKaJlalluy J03bl, AJIs
3aMeHbl He MOINAIOIIUXCS OLEHKEe CYyObEKTOB WJIM JUI OLIEHKH aJbTEPHATHBHBIX PEXKUMOB
NO3UPOBOK, KPOME 3aIUIaHUPOBAHHOW cxeMmbl dckamaumu wunau MTJ, nis  ontumuszauuu
pexomennyemon ®as3bl 2 103b1.

ITareHT NOKeH COOTBETCTBOBATH BCEM CIIEAYIOLIMM KPHUTEPHUSM BKIIFOUEHHSI, YTOOBI
OBITh 3aYUCIIEHHBIM B KiuMHHYeckoe ucciaenoanue. 1) CyOwbekT nommkeH Obite> 18 jer; 2)
CyObeKThl TOJKEH MMEThb TMCTOJIOTUYECKH I LUTOJOTMYECKH MOATBEPKIECHHYIO CONHUIHYIO
OMyXOJIb, BKJIOYAsl TJIIMOMY, KOTOpasi ObLIa PEeLUAMBHUPYIOLIEH WM MPOTrpecCHUpoBalia MOCHe
NPOBENEHUS] CTAHAAPTHON TEparvu WM KOTOpask He OTBETWJIA HAa CTAHNAPTHYIO TEpaIuio; 3)
CyOBEKThI NOJUKHBI MMETh JOKYMEHTAJbHO MOATBep kneHHble 3aboseBanus ¢ IDH1 reHHbiMu
MyTallUsIMU Ha OCHOBE MECTHOM OLIEHKH. AHallu3 OMyXOJIEBbIX KIJIETOK JJIsi T€HHON MyTaluu
IDH1 nomkeH ObIThb OLEHEH MpH CKPUHHHTE (€Ciu He ObUIM OLICHEHBbl paHee) B MECTHOU
naboparopun Ha MECTe YTOOBI OMPeNeuTh CYOBEKT, MPUeMIIEMbIH i uccienoanus. Eciu Ha
MECTe OTCYTCTBYET JIOKAJbHBI NOCTyN B JIADOpaTOpHIO IJisi aHanmu3a MmyTtauuii rena IDHI,
OlIEHKa, TPOW3BEJCHHAs LEHTPAJbHOU JabopaTopueli, sBisercs mnpuemiemon. OOpazerr
OMyXOJIU A0 JieueHus Oyner TpeOoBaThCs sl BCEX CyOBEKTOB Ul CKPUHUHTA JJISI aHAJIN3a
OMOMapKepoB LEHTPAbHOU JlabopaTopuell. AHaaN3 TEHHOW MyTammu oOpa3la omyxonu (U3
KPOBU WJIM KOCTHOIO MO3ra) HEOOXOAMMO TOBTOPUTH B KOHILE JICUEHHsS M TPEACTABUTH B
LEHTPAJIbHYIO J1a0OpaTOpHIO Uil aHain3a OuOMapkepoB, 4) CyOBEKThl JOJDKHBI HMETh
oueHnuBaemoe 3adoneBanne no RECIST v1.1 ana cyObekToB 0e3 rIMOMBI WM TIO KPUTEPUSM
RANO nans cyOobektoB ¢ rauomoit; 5) CyOBeKkTsl TOJKHBI OBITh MPUEMIIEMBI JJISI CEPHIHOTO
nepudepuiinoro 3abopa kpoBu, Moum, oTOOpa Mpod u OWonCuil B XOne HCCIeNOBaHHS, 0)
CyOBEKTBHI WM MX 3aKOHHBIE MPEICTABUTEIHN HOJDKHBI OBITh B COCTOSIHUM TOHSTH U MOIIHCATH

uHpopmupoBaHHoe cornacue; 7) cyowrexTs! nomkHbl uMerb ECOG OC ot 0 no 1 n oxugaemoe
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BbDKMBAHHE 0 MeHbIIEH Mepe 3 mecsna; 8) cyObeKThl JOJUKHBI UMETh aCKBATHYIO (PYHKLIUIO
KOCTHOro mosra (abcomotHoe kommuecTBO Hewrpodmios> 1,5 x109/x; remornodun> 9 r/m,
TpoMOoruTe> 75 x 109/n (Tpancdys3um s AOCTIDKEHHSI 3TUX YpPOBHEH pasperneHsi)); 9)
CyOBEKTBI TOJKHBI UMETh aJI€KBATHYIO (YHKIIMIO KOCTHOTO MO3Tra, O YeM CBHIETEIbCTBYET: a)
abcomoTHOe KonudecTBO HenTpodmmos> 1,5 x 109 / ;m; b) remornodun™> 9 r/nn (cyObekram
paspelieHbl TpaHCPy3uu MO 3TUX ypoBHEH) M ¢) Tpombouuter> 75 x 109/;m;, 10) CyObekTsl
JOJDKHBI UMETh a/IeKBATHYIO (DYHKIIMIO MEUEHH, O YeM CBHIETENbCTBYET: a) YPOBEHb OOIIEro
OmmupyOuna <1,5 x BepxHuii mpenen Hopmbl (ULN), ecnmu He paccMaTpuBaTb B CBSI3U C
Oonesnpto  ['mnbepra wiam  NEHKO3HBIMH — TOPAXXEHHUSIMH  OpPraHOB, a Takke b)
acnapraramuHoTpancdepasy, ALT u menounyro ¢ocdarazy (ALP) <3,0 x ULN, ecnu He
paccMaTpuBaTh B CBS3M C JICHKO3HBIM NOpaK€HHEM OpPraHoB, 11) cyOBEKThI NOJKHBI UMETH
aZeKBaTHYIO (PYHKIIMIO MOYEK, O YeM CBHUIETENbCTBYET ChIBOPOTOUHBIN KpeaTuHuH <2,0 x ULN
WIN KJIMPEeHC KpeaTuHnHa> 40 MJI/MUH Ha OCHOBE OLIEHKH CKOPOCTH KJIyOOYKOBOH (puiIbTpanuu
Kokpodr-T'onta (CK®): (140 - Bo3pact) x (Bec B kr) X (0,85, ecnu sxeHimHa)/72 X KPEaTUHUH B
CBIBOPOTKE KpOBH; 12) CyOBEKTHI MOJUKHBI OBITH BOCCTAHOBJIEHBI M3 KAKHX-JIUOO KIMHUYECKH
3HAYMMBIX TOKCHYECKHUX 3P PEKTOB JIFOOO0I NMpeaBapuUTeIbHOTO XUPYPrHH, JIy4eBOH Tepaiy WIN
ApYrof Tepamuu, npenHa3HadyeHHOW must JedeHus paka. (CyOBeKkTBI €  OCTaTOYHOM
TOKCUYHOCTBIO | Kjacca, Hampumep, mnepupepudeckoll HEBpPONATHEeH WM OCTaTOYHOM
ajtonieriel 1 kacca, JOMyCKAOTCS € pa3pelIeHns] MEeIULHCKOrO MOHUTOpa); U 13) jkeHckue
CYOBEKTBI C PENpPOAYKTHBHBIM IOTEHIHAJIOM JOJUKHBI HMETh OTPHUIATENIbHBI TECT Ha
OepeMEeHHOCTh B CBHIBOPOTKE KPOBH B Te4YeHHMEe 7 AHeW 1o Hadaia Tepanuu. CyOBEKTHI C
PETNPOAYKTUBHBIM TOTEHIUAIOM OINPENEeNAIOTC KaK Te, KOTOpble OWOJNIOTHYECKU CHOCOOHBI
cTaTh OepeMeHHbIMH. JKeHIUHBI AETOPOIHOTO MOTEHINANIA, & TAKXKE TUIOJOPOAHBIE MY KUYUHBI U
WX MapTHEPHI TOJLKHBI COTJIACHTBCS BO3AEPIKUBATHCS OT MOJIOBBIX CHOLICHUH WA UCTIONIB30BATh
s dexTuBHBIE POPMBI KOHTPALIETILIMKA BO BpEMs UCCIIeNOBaHUs U B TeueHue 90 nHel (;KeHIIUHBI
U MY’K4MHBI) mocie nocyuenaned no3sl CoenuHenus: 1 wim ero gapManeBTHYECKH MPUEMIIEMON
COJIH.

Coenunenne 1 wmm ero gapMaleBTHYECKH NpUeMIIeMasi COJb OyIeT MPEACTaBICHA Kak
tabnerku 50 u 200 Mr KOHLEHTPALIMH, JJIsl IEPOPATLHOTO BBEIEHUS, TBAXKABI B J€Hb UJIH OJIHH
pa3 B ICHb.

ITepBbie 3 cyObekTa B KaXKIOH KOropTe B YaCTH UCCIENOBAHHS SCKANALUU 03Bl OYIyT
NOJIy4aTh OJHY A03y HCCienyeMoro mnpemnapara B JleHb -3; ux cieayromas 103a UCCIenyeMOoro
npenapata Oyzaer Beoautbes Ha C1D1, B 310 Bpemst cyObekThl OylyT HAYMHATH JO3HMPOBAHUE
IBaXKIBI B IeHb (MPUMEPHO uepe3 Kaxkable 12 yacoB) B 1HU ¢ 1 mo 28 B 28 NHEBHBIX LMKJIAX.

Hauunas ¢ C1D1, no3upoBaHue HeNpepbIBHO, OTCYTCTBYIOT NEPUOABI OTAbIXa MEXIY LIUKIAMH.
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CyObekThl, KOTOpbIE HE IOJKHBI TonBepratbcs omneHkam @OK/®J] wa [ews 3, Oyayr
UHUIMMPOBATh JO3UPOBAHUE MABAXKABl B JEHb (IPUMEPHO depe3 Kaxkable 12 bacoB) ¢
Coenunennem 1 unmu papmanesruyecku npuemiemoit condro Ha CIDI.

Ho3y Coennnenusi 1 unu ero ¢gapManeBTHYECKH MPUEMJIEMOI COJIM, KOTOPYIO BBOJST
cyOBekTy, Oymer 3aBUCETb OT TOrO, Kakash KOropra 03 OTKphITa U MpUeMa, KOraa cyObekT
KBaMM(pUUUPOBAH Ui MpoBeneHHs ucciaenoBanus. HawampHast nosza Coenmuenust 1 winm ero
dapMarLeBTHUECKN TPUEMIIEMON COJIM JIJIsl BBEIEHUS MEPBONM KOrOpTE MALMEHTOB COCTABIIAET
100 Mr KOHLIEHTPALHIO, KOTOPYIO BBOIAT NEPOPATIBHO BAXKAbI B IeHb (200 Mr/neHs).

CyOmpexTel MoryT npopospkarh jeueHne CoenuHeHneM 1 winm ero QapMarneBTHYECKH
MPUEMJIEMOI CONBIO 0 TporpeccupoBanust 3adonesanws, nosisaeHus JJIT wmu passutus
APYrou HeMPUEeMJIEMOU TOKCUYHOCTH.

Kputepuu ouenku

besonacHoCTh:!

19, B tom wuucne onpenenenue JJIT, cepwresnbix mnobounbix 3¢dekto (CIID) u IID,
NPUBOISIINX K NPEKPAIEHHIO; Ja0OpaTOpHbIE MapamMeTpbl Oe30MacHOCTH; JaHHbIE (PU3HYECKOTO
oOclieqoBaHus, OCHOBHBIE IMOKA3aTEIH >KH3HeAesTeabHOCTH, 12-kaHainbHbie DKI; ®BJDK; u
ECOG OC 0yner KOHTpOIMPOBATECS B XO/€ KIMHUYECKOro uccienosanus. Tspxects I1D Oyner
ouenusatbest 1o NCI CTCAE, Bepcust 4.03.

Coenunenne 1 wiam ero (QapMaleBTHYECKH TNpUemMiieMas COJIb MOJKET BbI3BaTh
YyBCTBUTEJIbHOCTh K MPSIMOMY U HENPSIMOMY COJHEYHBIOMY cBeTy. CyOBEeKThI HOJKHBI OBbITh
NpeaynpekaeHbl, 4roObl u30exkaTh MNpsIMOro BO3AEWCTBUS conHua. Korma oskupaercs
BO3CHCTBUE COJIHEYHOT'O CBETa AOJbIIe |5 MUHYT, MAUEHT AOJDKEH ObITh MPOUHCTPYKTHPOBAH
NPUMEHSTh COJHIE3AIMUTHBIA KpeM ¢ ¢akTopoM 30 MM BbIIIE HA OTKPBITBIE YYACTKUA KOXKU U
HOCHUTb 3aIUTHYIO OJEKAY U CONHIE3AIUTHBIE OUKH.
dapmakoknHETHKA U (PapMaKOAHMHAMUKA!

Cepuiinbie 00pa3ubl KpoBH OyAyT OLEHEHBI ISl ONpeaeeHns: npod el KOHIEHTpaLUsI-BpeMs
Coenunenns 1 wm ero ¢papmauesTuuecku npuemsieMoil conmu. O0pasubl Moun OyIyT OLEHEHBI
i onpenenenus skckpennn CoenuHeHust 1 win ero gpapManeBTHYECKH MPUEMIIEMON COJIH.
KpoBb, KOCTHBII MO3r U 00pasubl MOYM OyAyT OLEHEeHB! i onpeneneHus yposHeid 2-HG.
buoncun onyxomu Oynyt mnpunsatel a1 ounenkn 2-HG u Coemunenms | wnmm  ero
(dhapManeBTHUECKH MPUEMIIEMOU COJTH.

DapMaKOKHHETHYECKHE OLIEHKH:

Cepuiinbie 00pa3ipl KpoBU OyayT 0TOOpaHbI 0 U nociie BBeAeHus 103bl CoennHenust 1 wnm ero
(apMaLeBTHUECKH TPUEMIIEMON COJIH, IS TOTO, YTOOBI ONPEAETUTh IUPKYJIHPYIOIIUE B TUIA3Me

KpoBu KoHueHTpauuu CoennHeHust 1 wim ero ¢apmaueBTHUecKy npuemsiemon coiu. OOpasiel
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KPOBU Takxke OyayT Hcrosb3oBaThes Aisi onpeneneHus: 2-HG KOHLEHTparuil M JIsl OLEHKH
ypoBHel xojectepuna u 43-OH-xonecrepuna.

Jns mepBbIXx 3 CyOBEKTOB, BKIIOUEHHBIX B KOTopTy B (hase 3CKajaluu JO3UPOBKH,
onHokpaTHy 103k CoennHenus 1 mnmm ero (apmManeBTHYECKH NMPHEMIIEMOH COJHM BBOIST B
Henb -3 (To ecTh, 32 3 qHA A0 uX 3armtaHupoBanHON 1036l C1D1). OGpa3ubl KpoBU OyAyT B3ATHI
70 BBEIEHUS] OMHOKpaTHOH 1036l CoenuHenus 1 mm ero papmManeBTHIecku IpueMiIeMol COU
U B CIEAYIOLHE MOMEHTBI BpeMEHHU nocie BBeneHus: uepe3 30 munyT u 1, 2, 3, 4, 6, 8, 10, 24,
48 no 72 gaca. Uepes 72 yaca mocie 3adopa oOpasia KpOBH UCIBITYEMble HAYHYT MEePOpPaIbHOE
nosuposanue Coenunenust 1 uinu ero QapmaneBTudecku nmpuemsemoi conu (to ectb, C1D1)
neaxabl B neHb. [Ipoduns @K/®J] 3a lenp -3 — JleHb-1 He sBisieTcss 0Os3aTeNbHBIM JIsI
JOTIONTHUTEIIbHBIX CYOBEKTOB, BKJIIOUEHHBIX B (pa3y 3CKaNALUK 036l (TO €CTh, AN KaKUX-IH00
CyOBbeKTOB, KpoMe 3 NepBOHAYANbHBIX CyOBEKTOB, BKJIIOYEHHBIX B KOTOPTY) U HE SIBISIETCSI
00s13aTebHBIM I CyOBEKTOB, BKJIFOYEHHBIX B IPOIPAMMY PACUIMPEHUS] KOTOPT.

Bce cyobektsl OynyT mpoxoauts 10-4acoBoii or6op npod @K/® /] va C1D15 u C2D1 (To
ecTb, B IHU 15 1 29 no3upoBaHust qBakAbl B eHb). [ sToro nmpodusi, oquH odpasen KpoBH
Oyner B3AT HEMOCPEACTBEHHO Tmepen mepBoi aHeBHOW 1036l Coenwuenuss | wuiam  ero
(dapmaneBTHUecKkn mpuemiemMoi comu (To ectb po3upoBanue CoenuHeHuws | uam  ero
(apMaLeBTHUECKH MpPUEMJIEMOH cOJu OyaeT NPOMCXOAUTh Ha KJIMHHUYECKOM Y4YacTKe),
nocjenyoomue o0pasubl KpoBH OyIyT B3STHI B CIEAYIOLINE MOMEHTbI BPEMEHH TOCJIe BBEICHUS
no3el; 30 munyT 1 1, 2, 3, 4, 6, 8 u 10 yacoB. OOpasipl KPOBU Tak:ke OyIyT B3SIThI B THU 8 U 22
Hukna 1, Hens 15 Hukna 2, auu 1 u 15 Hukna 3 u Jlenp 1 kaxaoro nukia mocjie 3Toro; BCe
00pasibl OyAyT MOJyueHbl 10 AO3UPOBaHUs. JIOMOJIHUTENBHO, OOMH 00pasel KpOBU OyIeT B3ST
B KOHLIE BU3UTA BO BpEMs JICUEHUSI.

Bpemennoii pexxum orbopa npod kposu st Coenuuenus: 1 wim ero papManeBTHYECKH
NPUEMJIEMON COJTU ISl ONPEIENICHHsT KOHLEHTPALMA MOXET OBbITh M3MEHEH, €CIIH MOJTydaeMble
JaHHBIE YKa3bIBAIOT Ha HEOOXOOUMOCTh HW3MEHEHHs B cxXeMe OTOOpa, YTOOBI Jydylle
oxapakrepuzoBaTh npopunbs PK Coenunenns | nnm ero papmaneBTH4eCKH MPUEMIIEMOH COJTH.
dapmakoguHaAMHUYECKHE OLIEHKU:

Cepuiinbie 00pa3ipl KpoBU OyAyT 0TOOpaHbI 0 U nociie BBeaeHus 103bl CoennHenust 1 uim ero
(apMaLeBTHUECKH TPUEMJIEMOH COJH, JJs TOro, 4YTOOBI OMNpPENeNUTh KOHLEHTPALUU
upkyupyromero 2-HG. O6pasiel, cobpannbie mist oneHku @K, OynyT Takke UCHOIB30BATHCS
i oueHKH ypoBHe# 2-HG. JlonoaHHUTENbHO, Yy CyOBEKTOB OyayT OTOOpaHbl 00pasubl KPOBU
nist onpenenenus 2-HG ypoBHel npu CKpUHUHIOBOM OLIEHKE.

BpemenHoii pexxum otbopa 00pasnoB KpOBH, OTOOPAHHBIX AJISl ONPEAENIeHHsI KOHLICHTPaLUu 2-

HG, MOXET OBITh HU3MCHCH, €CJIM TMOJy4acMbI€C HOAdHHBIC YKa3bIBAKOT Ha HeO6XOI[I/IMOCTI:>
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U3MEHEeHUs1 B cxeme oTOopa mpod, 4ToObl Jyuine oxapakTepusoBarb oTBeT 2-HG Ha nedeHue
Coennrennem 1 umm ero papManeBTUIECKH MPUEMIIEMO COJIBIO.

Moy Oyayt cobupare mnis omnpeneneHust koHueHtpauwii 2-HG  ypoBHe# mpu

CKpPUHUHIOBOM onleHKe U A0 no3uposanus B Jlenp 15 Hukna 1 u B Jlens 1 [ukna 2 u kaxabiii
UK B nocneayromuid nepuon. Ilo mensmeit mepe 20 Mi Moun OyayT coOpaHbl U KaskKaoro
obpasua.
Ob6wvem kaxxmoro orbopa oOpasuoB Oyaer W3MEpEeH M 3aperduCTPHpPOBaH M HANPABJIEH B
LEHTPAJIbHYI0 Jadopatopuro i ompeneneHus koHueHtpaimu 2-HG B moue. AnmkBOTa
Kaxaoro otbopa oOpa3uoB Oyaer NpoaHaTU3UPOBAaHA MJIi OMNPENENICHHS KOHLEHTPALUU
KpeaTUHUHA B MOYE.

OO6pasupl Ouoncuii onyxonu OynyT oroOpanbl u oueHeHsl Ha 2-HG ypoBHu, mpu
CKPUHHHIOBOW OILIEHKE, BO BpeMs MEepPBOH OLIGHKU 3a00JieBaHUs, a TaKXKe B JII0OOe Bpems IpH
NOAO3pPEHUHN Ha mporpeccuposanue 3aboneBanusi. OKHO +3 AHS OKOJO 3aIUIAHUPOBAHHOIO
MOMEHTa BPEMEHH OLEHKH SIBJISITCS NpPUEMIIeMbIM IJIsi BceX oOpasuoB Owoncuu. buoncuu
omyxojel OyayT oueHeHbI Ha MOpPGOJOrHI0O M KJIeTOYHy auddepeHuuanimo myTem
OKpammBaHusl reMatokcwianHOM U 303uHOM (H & E) u ICH nmnsa cnemmduuecknx Mapkepos
kjerouHoro tumna. OOpaswel onyxonel Takke MOTyT ObITh OlleHeHbl Ha ypoBHH 2-HG, ypoBHH
Ki67 wu, ecam 5TO0 mnpuemsemMo, BHyTpH-omyxosieBble ypoBu CoenauHenuss 1 wim ero
(bapMareBTHUECKH MTPUEMIIEMOM COJTH.

CepuiiHbie 00pa3ipl KPOBU OyayT OTOOpaHbI IJIsl MOJyYEeHHsT YPOBHEH XOJIeCTEpPUHA U
4B-OH-xonecrepuHa B IUia3Me B KauecTBe NoTeHUMantbHOro mapkepa CYP3A4 wunpykium.
OO6pa3suel, nonyvyenuble B [enp -3 (B Teuenne 30 munHyT), yepe3 24, 48 u 72 yaca (1 yac), a
takke B Jluu 8, 15 u 22 Hukna 1, [luu 1 u 15 nuknos 2 u 3 u [lenp 1 kaxaoro uukia nocjue

9TOTO.

KianHuyeckasi aKTHBHOCTB:

Pentrenorpaguueckne ouenku (KT wmmu MPT) nns monydeHHsib pa3MepoB OMyXOJH
OyAyT OLIEHEHBI B XO/€ KIMHUYECKOTO UCCIIEAOBAHUS, YTOOBI ONPEAETINTh PEAKIUI0 Ha JICYCHNE
B COOTBETCTBUHU C OLIEHKOW OoTBeTa Ha JiedueHne CoemuHenuneM | uiam ero ¢apmaneBTHUECKH
npuemiemoit compto B cootBerctBuu ¢ RECIST v1.1 (Eisenhauer, et al. Eur J Cancer.
2009;45(2):228-47) nns cyOpekToB 0O€3 TJHOMBI WJIM TPH IOMOINM MOAH(DHULIMPOBAHHBIX
kpurepueB RANO nns maumentos ¢ rimmomoit (Wen, et al. J Clin Oncol. 2010;28(11):1963-72).

Pentrenorpaguueckne ouenku (KT wnmm MPT) nns monydeHuss U3MEpeHHUs] OMyXOJH
OyAyT MPOBOAMUTHLCS TMPU CKPUHUHIE M Yepe3 Kakaple SO IHEH mocie 3TOro BO BpeMsl JISUCHHUs

Coenunennem 1 wmu ero ¢apMaleBTHYECKH MPUEMIIEMON COJIBIO, HE3aBUCHMO OT 3aIEepPKKU
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7036l W/WJIM TePEepHIBOB B JIO3UPOBKaxX MAO/WiM B JE0OOE BpeMsi MpHU TOAO3PEHHU Ha
nporpeccupoBanue 6onesHn. OneHka Takxe OyIeT MPOBOIUTHCS B KOHIIE JIeueOHOTO BH3HUTA IS
CyOBEKTOB, KOTOpble TMPEKPAIlAlOT HCCICAOBAHWE 10 NPUYMHAM, OTJIMYHBIM  OT
nporpeccupoBanue 3abonesanusi. s maumentoB ¢ rauomol, IH-MPC Takke Oyner
OCYUIECTBIIATbCS B paMKax TOMCKOBOTO aHajm3a mo Toi ke cxeme, uto u KT/MPT c
JIOTIOJTHUTENbHBIM CKAaHUPOBaHUEM Ha 29-i nenb; pesyisrarel | H-MPC ckannpoBanus He OynyT

HUCIOJIb30BATbCA OJId TIPUHATHUA peH_IeHI/Iﬁ B OTHOLICHUU CTATyCa MPOAOIZKCHUS JICUCHUA.

CraTucTuyeckuil anaaus

Craructuueckuii aHanu3 OyleT MMeTb B OCHOBHOM OIHCATENbHBIM XapakTep, TaK Kak
LIeJIb MCCIIENIOBAHMUS COCTOMT B TOM, YTOOBI ONPENENHTh MAaKCHMAJIbHO MEPEHOCUMYIO O3y
Coenuuennss 1 wim ero QapmaueBTuyecku mnpuemieMor conu. TaOynuposanue Oyner
NPOMU3BOAUTBCA U HAAJIEKAIEro PACIONIOKEHUs, nemorpaduyeckoi, 0a30BOH JHHUH,
6ezonacHocty, 1K, @/] 1 napamMeTpoB KIMHUYECKOW aKTUBHOCTH U OyJIeT MPEeCTaBIeH YPOBEHb
no3bl 1 obmuii. KareropuanpHble nepemeHHble OyIyT CYMMHpPOBAHbI IO pacHpeneseHUsIM
BEPOSTHOCTH (KOJIMYECTBA U MPOLIEHTHI CYOBEKTOB) M HEINpPEPbIBHbIE INEPEMEHHbIE OyayT
00O0IeHb! NpPU TOMOIIM OIUCATENbHONH CTATUCTUKU (CpeHee OTKJIOHEHHE, CTaHIapTHOe
OTKJIOHEHUE, CPETUHHOE OTKJIOHEHUE, MUHUMYM U MAKCUMYM).

IMoGounsie 3ddexTsr OynyT 000OLIEHBI MO CHUCTEMHO-OpraHHOMY Kiaccy Medical
Dictionary for Regulatory Activities (MedDRA) H cucTeMbl M NPENNOYTHTEIBHBIM YCIIOBHUSIM.
OTtnenphble TaOysiuuu OyAyT MPOU3BENEHBI JJISI BCEX MOSBHBIIUXCS BO BpeMs Jyedenus 110
(TEAES), cBszanHbIX ¢ jiedeHueM [1D (Te, KOTOpble CUMTAIOTCS HMCCIIEAOBATENIEM MO MEHbIIEH
Mepe BO3MOJKHO CBSI3aHHBIMH C JIEKAPCTBEHHBIMH cpencrBamu), SAEs, mnpekpameHusMu
neueHuss m3-3a 11D mo meHbinedi mepe 3 cremeHu TsokecTH. [1o-cyObeKTHBIE CUCKU OynyT
npenocrasiens! 1 cmeptedd, SAEs, JIUIT u [13, npuBoasmmx Kk mpeKparieHuo JeUeHHS.

Byner npexncrasiena omucarenbHas CTATUCTHKA I KIMHUYECKOH jabopartopum, DKI
unrepBana, ®BJDK, a Ttakke mokasaTeNu JKHU3HEHHO-BAKHBIX (DYHKIMN, B BHAE Kak
(baKkTHUECKUX 3HAYEHHH, TaK U U3MEHEHHH OT MCXOJHOIO YPOBHS MO OTHOLIEHHIO K KaKAOH
OLIEHKE BO BpeMsl MCCIENOBAaHUS U TMOCJIEAHEN OLEHKU NPU HCCIEAOBaHUU. AHAIU3 CIBUIOB
OynyT npoBoauThes ist TaboparopHbix mapamerpo 1 ECOG OC.

OmnwucarenbHas CTaTUCTHKA OyAeT HCIOIB30BATHCS It 0000meHus mapamerpoB @K st
KaXXJTOH rpyTITbl JO3UPOBKH H, B ClIydae HEOOXOAMMOCTH, [T Bcel monyJsinuu. [loTeHumanbHas
B3aUMOCBsI3b MeXay ypoBHAMH B 1uiasMe CoemuHenus | wunm ero (¢apmaneBTHUECKH
npuemieMoit conn u 2-HG ypoBHSIMU B KPOBH, TUIa3Me WM MO4Ye, OyJeT u3ydeHa Mpu MOMOIIN

OIMHMCAaTCJIbBHBIX U Fpa(I)I/ILIeCKI/IX METOOOB.
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OtBer Ha yneyeHue no oreHke MecTHbIX uccieoasarenedi, RECIST (mns cybbekroB Oe3
IJTMOMBI) Wi MoaupuuupoBaHHbIX KpuTepukB RANO (ans cyOBEKTOB ¢ rimomMoil) OyayT
cBeneHbl B TaOmuiy. JByxcroponuue 90 % moBepUTEIbHBIE HHTEPBAJIbl HA CKOPOCTH OTBETOB
OyAyT pacCYMTBHIBATBHCS JUIA KaKAOTO YPOBHS J03bl U B 1eJoM. JlaHHbIe OyAyT Takke KpaTkKo
MOABITOKEHBI 10 THUIY 3JI0KAYE€CTBEHHOICTH Uil CYOBEKTOB B (pase pacIiMpeHus KOrOpThI.
OmnmcarenbHas CTaTUCTHKAa OyAeT MCIONB30BaThCs Ui 00oOmeHust yposHedt Ki67 wu3
OIyXOJIEBbIX OHOTICHIA.

XoTs omucaHHOE BbIIe H300peTeHne ObUIO OMmUcaHO Ooyiee MOAPOOHO ISl LeNel
SCHOCTH M TIOHMMAaHMs, 3TH KOHKPETHbIE BAPUAHTBl peaTM3aALUH H300pETeHHs ClenyeT
paccMaTpuBaTh KaK WUTFOCTPATUBHBIE, a HEe orpaHu4uBarone. CrenuanicTy B JaHHOH 00aacTu
TEeXHUKH CJIeyeT MPHUHATh BO BHUMAaHHWE NPH YTEHUH ITAHHOTO OIUCAHUS, YTO Pa3JINuHbIC
U3MEeHEHHs B (OPME M JIETaJsIX MOTYT OBbITh BBIMOJIHEHbI, HE BBIXOZS 3a MpPEAebl HCTHUHHOIO
o0beMa HACTOSINEro M300peTeHHs, KOTOpPOe JMOJDKHO OBITh ONpeneNeHO B IpHiaraeMoit
dopmyne n3obpereHns, a He KOHKPETHBIMU BAPHAHTBI PEa3aLui N300 PETeHNUS.

ITaTeHTHOIT M Hay4Has JUTEpaTypa, MPUBEIECHHAS B JAHHOM JJOKYMEHTE, YCTaHABJINBAET
3HAHUs, KOTOpble AOCTYIHBI CIENUANuCTaM B JaHHON obOnmactu TexHuku. Ecnim mHOE He
OIIPEAeNIeHO, TO BCE TEXHUYECKHE U HAayuUHble TEPMHUHBI, UCIOJIb3yeMble B JTaHHOM JIOKYMEHTE,
UMEIOT TAaKO€ )K€ 3Ha4eHHe, KaK OOBIYHO NMOHMMAeT CPEeIHUH CHEeLHANCT B AaHHOW 00JacTH
TEXHUKH, K KOTOPOH OTHOCUTCS HaHHOE W300peTeHHe. BhinaHHbIe MAaTEHTDI, 3asBKU U CCHLIKH,
KOTOpbIE MPOLMTHPOBAHBI B JaHHOM IOKYMEHTE, BKJIOYEHbI B JAaHHBIN JOKYMEHT B Ka4eCTBE
CCBUIKU B TOM K€ CTENEeHHU, KaK eCJi Obl KaKIbIH U3 HUX ObLT KOHKPETHO M OTAEIBHO YKa3aH JJIsI
BKJIFOUEHHSI B Ka4eCTBE CCbUIKM. B ciiydae pacXOokKOeHUE, HACTOsIIEe OMHCAHKEe, BKJIIOYast

omnpeneseHus, OyIeT NpeBaupOBaTh.
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N3MEHEHHAS ®OPMYJIA U3OBPETEHUA

1. Kpucrannuieckas dopma 1 (S)-N-((S)-1-(2-xnopdennmn)-2-((3,3-
TG TOPLUUKIOOY THIT)aMHIHO )-2-0KCO3THI )- | -(4-1tmanonupuans-2-mn)-N-(5-proprupuams-3 -
wi)-5-okconupponuanH-2-kapookcamuna (CoennaeHust 1), XapakTepu3yrOIIAsCss ONHUM WU
Oojiee M3 MUKOB peHTreHorpammbl nopomkoBoil audpakuun (XRPD) mpu 26 yraax (£ 0,2°),
BbIOpaHHbIX 13 8,6°, 13,2°, 15,6°, 18,5°, 19,6°, 20,6°, 21,6°, 26,4° u 27,3°.

2. Kpucrammmueckast ¢opma 1 mo m. 1, roe kpucrammmdeckass ¢opma 1 xapakrepusyercs
peHTreHorpamMmoii nopomkosoi qudpakunu (XRPD), coneprxameit muku npu 20 yriax (+ 0,2°)
8,6°, 15,6°, 18,5°n 21,6°.

3. Kpucranmueckas ¢opma 1 no n. 2, rae peHTreHorpaMma nopomkosoi audpaxmuu (XRPD)
KpHUCTAJUNINUecKON (opMbl | NOMOSHUTENBHO COAEPKUT MUKM npu 20 yriax (£ 0,2°) 20,6° u
26,4°.

4. Kpucramnudeckas ¢opma 1 mo m 1, rme kpucraiumueckass ¢opma 1 coenunenus |
XapaKTepU3yeTcsi PeHTreHOorpaMMoit mopowkoBoi nudpakuuu (XRPD), mpencraBneHHON Ha
@®UI. 1, u nanHbIMH, IpeacTaBieHHbIME B Tabmume 1.

5. Kpucramnuaeckas dopma 2 (S)-N-((S)-1-(2-xnopdennn)-2-((3,3-
AU TOPLUKIOOY THIT)aMHHO )-2-0KCO3THIN )- | -(4-1tnanonupuans-2-wmn)-N-(5-proprupunis-3 -
wi1)-5-okconuppoauaun-2-kapookcamuna (CoenuHenus 1), XapaKTepU3YIOMIAsICS OIHUM KU
0osiee M3 MHUKOB pEHTreHOrpamMMbl MopoikoBoil audpakuuu (XRPD) mpu 26 yraax (£ 0,2°),
BbIOpaHHbIX 13 9,8°, 11,6°, 14,9°, 16,5°, 19,6°, 20,1°, 22,5°, 23,0°, 25,0° u 31,4°.

6. Kpucrammnueckas ¢opma 2 mo m. 5, rae Kpuctaimueckas ¢popMa 2 XapaKTepus3yeTcs
peHTreHorpamMmoii nopomkosoi qudpakuuu (XRPD), coneprxameit muku npu 26 yriax (+ 0,2°)
9,8°,11,6°, 19,6° u 23,0°.

7. Kpucranmmueckas popma 2 mo m. 6, Tae peHTreHorpaMma rnopomkoBoi nudpakun (XRPD)
KPUCTAJUTNUECKON (HOpMBI 2 NOMOJHUTEIBHO COAEPKUT MUKH npu 26 yriax (£ 0,2°) 22,5° u
31,4°.

8. Kpucrammmueckas ¢opma 2 mo m 1, rme kpucraumdeckas ¢opma 2 coemuHeHus |
XapaKTepU3yeTCsl peHTreHorpamMmoit mopomkood audpakmuu (XRPD), npencrasieHHo# Ha
OUTI. 4, u naHHBIMH, TIpencTaBieHHbIMU B Tabmuie 2.

9. ®apmaneBTHUECKAsT KOMIO3HMLMS, conepskamas kpucraumieckyro Gopmy 1 Coenunenus 1
1o Jrodomy u3 .. 1-4.

10. dapmarneBTHUECKAsT KOMITO3UIMS, COAeprKalas Kpucraumaeckyro Gopmy 2 Coenunenus 1

o JirodoMy u3 .. 5-8.
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11. PapmaneBTuueckas koMno3uuusa no n. 9 wim 10, B KOTOpOW MNO MEHbLIEH Mepe
omnpeneNeHHbIN NpoLeHT o Macce CoenuHeHust | ABNAETCS KPUCTAINTUYECKHM.

12. ®apmanesTyeckass KOMIO3ULUSA MO M. 11, B KOTOPOW KOHKPETHBIM MAacCCOBBIM IMPOLIEHT
Coemunenuns 1 cocrasiser 10 %, 20 %, 30 %, 40 %, 50 %, 60 %, 70 %, 75 %, 80 %, 85 %, 87
%, 88 %, 89 %, 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 97 %, 98 %, 99 %, 99,5 % unu
99,9 %.

13. ®apmanesTyeckass KOMIO3ULMS MO M. 11, B KOTOPOM KOHKPETHBIM MAacCCOBBIM IMPOLIEHT
Coenunenus 1 cocrasisier ot 10 % go 100 %.

14. dapmaueBTuueckas KoOMHosuuus no jmodbomy u3 mu. 9-13, B KOTOpoOW oOmpeneseHHbIH
npoueHT 1o macce CoennHenus 1 ABIAeTCS KPUCTANIMYECKUM, a OCTajbHasi 4acTb COeIMHEHUs
1 aBnseTcst amopdHoii popmoii Coenunenns 1.

15. ®apmaueBTHyeckass KOMIo3uuusi 1o Jirobomy u3 mm. 9-14, B koropoit Coenunenue 1
COIEPKUT OAHYy MOHOKpUCTAINYeCKyo ¢opmy CoenuHeHus 1 wiam CMech pa3JIMYHBIX
MOHOKPHUCTAIJTHYECKUX (POPM.

16. @apmaneBTHdeckasi KOMIoO3unus 1o modomy u3 m.a. 9-14, B xoropoit Coenunenue 1 mo
MeHbluei Mepe Ha 90 % 1o Macce sBJISIeTCs. KPUCTAITMUECKUM.

17. ®apmaneBTHdeckast KOMIo3unus 1o jmodomy u3 m.a. 9-14, B xoropoit Coenunenue 1 mo
MeHbIIel Mepe Ha 95 % 1o Macce SBJIsIeTCS KPUCTANTHYECKUM.

18. ®@apmaneBTHyecKasi KOMIO3ULUs 1o Jrobomy u3 m.m. 9-14, B kotopoii Coenmuenune 1 mo
MeHbIIel Mepe, Ha 99 % 1o Macce SIBJIsIeTCsS KPUCTANTHIECKIM.

19. Crnioco6 monyuenust TBepnoit nucnepcun CoenviHeHus 1, BKIFOYAOLINi GopMupoBaHue
cMecu kpuctrauinueckoit popmer CoemuHenust 1, kak onucaHo B JIIOOOM u3 1.1 1-8, ogHOro wiu
OoJiee MOJIMMEPOB U OAHOTO WK OOJiee pacTBOPUTENIEH; U OBICTPOE yIaJeHHe OHOro Win Ooee
pactBopuTenei st popMUPOBaHMS TBEPAOH nucnepcuw, conepskamieit Coequnenve 1.

20. Crnocob mo n. 19, B koTopoM onuH wiu Oojiee pacTBOPUTENEH yAANSIOT MOCPENCTBOM
PaCHbUIUTENBbHON CYIIKH.

21. Crnocob mo m. 20, B KOTOPOM OOMH Win O0jiee pacTBOpPUTENEH yHANSIOT MOCPENCTBOM
PaCHbUIMTENBbHON CYIIKH B IICEBJO0KUKEHHOM CIIOE.

22, Cnoco0 mo mobdomy u3 m.m. 19-21, B kotropom TBepnas aucnepcus couepxkut 20% - 80%
mac./mac. CoennneHust 1.

23. Crniocob mo mobomy u3 m.m. 19-21, B KOTOPOM TBepasi TUCTIEPCHSI CONEPKUT MPUMEPHO
50% wmac./mac. Coenunenus 1.

24.  Cnocob mo mobomy u3 mam. 19-23, B KOTOPOM MOJHMMED SIBISIETCS BOJOPACTBOPHMBIM

HJIN 4YaCTUYHO paCTBOPUMBIM B BOAEC MOJIUMECPOM.
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25. Cnocob® mo mobomy m3 mm. 19-23, B KOTOpOM MOJHMEp BBIOPaH W3 aleTaT-CyKLHHAT
runpokcunpommMeTmine/uosio3sl (HPMCAS) u runpokcunpormunmetiniesutioio3sl (HPMC).
26. Cnoco0 mo mobomy u3 mam. 19-23, B KOTOPOM MONMMEpP MNPEACTaBIsieT cOOOW arerat-
CyKUMHAT ruapokcurnponmiMermiennonosy (HPMCAS).

27. @apmaneBTHYECKAas KOMIO3MLMS, COIEprKallas TBEPAYK MAUCIEPCUI0, TH€ TBEpAas
OUCTIEPCHS TIOJTyueHa TPY MOMOIIH Criocoda 1o iodomy us .. 19-26.

28. Cnocob nedeHus: pacpoOCTPAHEHHON COJIMIHON OIMyXOJH, XapaKTePU3YIOLIEHCs HaJIMIueM
mytantHoro amwiens IDHI, y cyObekra-yenoBeka, HYKOAOIIETOCS B 3TOM, BKJIFOUAIOIIUHN
BBeZIeHUE CyObeKkTy TepameBTHUeCKH 3((EeKTUBHOro KonudecTBa (papMarieBTUIECKOH
KOMITO3ULIUH 110 Jirobomy u3 1.1 9-18 u 27.

29. Cnocob 1o 1. 28, B KOTOPOM PachpOCTPAHEHHBIE COJMIHbIE OIMyXOJIH BbIOPAHBI U3 TJIMOMBI,
BHYTpHIIEYeHOUHON xoJjaHruokapimuHomsl (BIIXK) xoHapocapkoMbl, paka NpencTaTeabHON
JKeJe3bl, paKka TOJICTOH KHUIIKH, MEJTAHOMBI M HEMEJIKOKJIeTouHOoro paka jerkux (HMKPJI).

30. Crnoco® mo m. 28, rme conuaHas OMyXOJib TPENCTaBIsieT COOOH BHYTPHIIEUEHOYHYIO
xosanrunokapiuHomy (BITXK).

31. Cnocob mo m. 28, rne comaHasi OmyXoJb MPeACTABISIET COOON XOHIPOCAPKOMY .

32. Cnocob no mobomy u3 m.m. 28-31, B KOTOPOM pacrnpOCTPaHEHHbBIE COJIUAHBIE OIyXOJIH
XapakTepusyrorcss MyTaHTHbIM ajuieneM IDHI, npuuem IDHI-myTauust nmpuBOAMT K HOBOM
CMOCOOHOCTH bepmenTa KaTaJIU3UupOBaTh NADPH-3aBucumoe BOCCTAHOBJICHUE
a-keTornyTapata 10 R(-)-2-ruapokcurnytapata (2HG) y mauuenra.

33. Cnocob mo . 32, B kotopom myTant IDH1 umeer mytanumio R132X.

34. Cnoco6 mo m. 33, B kotopom myTtauusi R132X BeiOpana u3 R132H, R132C, R132L, R132V,
R132S n R132G.

35. Cnocob mo m. 33, B kotopom myTaumsi R132X npencrasinsier codoit R132H nnmm R132C.
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D NoCJIEAYIOUIHE JOKYMCHTB] YKa3aHbl B IIPOJAOJKCHUH

«T» - Gonee no3nHui JOKYMEHT, OMyGIHKOBAHHEIH NOCNE JATh IPHOPHTETA H

* OcoBble KaTeropHN CCHUIOYHBIX JOKYMEHTOB:
NIPUBEACHHBIH JUIS TOHUMAHUS N306peTEHNS

[«A» - IOKyMEHT, Onpeaenaromui o6muil ypoBeHs TEXHHKU

«D» - JOKYMEHT, TIpHBEICHHbH B eBPasHICKOH 3a1BKe «X» - HOKYMEHT, HMeIomuil HanGonee GIH3KOE OTHOMICHHE K NPEAMETY NOMCKA,
«E» - Gonee paHHHU# AOKYMEHT, HO ONyGIHKOBAHHbIA Ha AATy NOJATH nopovalyi HOBU3HY WM U306PETATENbCKHI YPOBEHbD, B3ATHIA B OTAENBHO-
cTH

€BPA3HIACKOI 3a4BKH MM TIOCIIE HEE

«O» - IOKYMEHT, OTHOCAIUHACS K YCTHOMY PACKPBITHIO, SKCIIOHUPO-
BAHHUIO H T4,

"P" - NOKYMEHT, OITy6IHKOBaHHbIH 10 JATHI [OAA4YH €BPAIHICKOM
3afBKH, HO OCJIE AATHI HCTIPAIHHBAEMOTO NPHOPHTETA"

«Y» - AOKYMEHT, HMEIOIHit Hauboee GIM3KOE OTHOIIEHHE K TIPEMETY MIOHCKA,
nopoyainuit H306peTaTeNbCKHil YPOBEHD B COYETAHHH ¢ APYTUMH JIOKYMEH-
TaMH TOH e KaTeropuu

«&» - NOKYMEHT, ABIAIOLUMICA IATEHTOM-2HAIOTOM

«L» - TOKYMEHT, IPHBEACHHEIN B APYIHX LEIAX

Hara nposeaenns nareursoro noucka: 05/10/2020 P V% _—

YHOJTHOMOYEHHOE JIHIIO:
3aMecTuTens HaYANEHUKA anaanemm 3KCICPTH3EI
Havanenuk Otaena XuMu u MCIAHNIIAHEI

A.B. YeGan




	Bibliographic data
	Abstract
	Description
	Claims
	Search Report

