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2420-537143RU/071
OAPMALEBTUYECKHUE KOMITIO3MIINUH TEPAIIEBTUYECKHN AKTHUBHBIX
COEJJUHEHUIM
3AABJIEHUE O ITPUOPUTET
JlaHHas 3asiBKa 3asBiisieT npuopuret 1o 3asske CIIIA Ne 61/953480, monanHoi 14 mapta

2014 r., xoTOpas BKIKYEHA B JAHHOM JOKYMEHTE B KA4€CTBE CCBbUIKH BO BCEH €€ MOJIHOTE.

YPOBEHb TEXHUKU

W3ouurparaerunporeHassl (IDHs) KaTaJU3upyIOT OKHUCJIUTEIbHOE
nekapOOKCHITMPOBAHUE H30LIUTPATA IO 2-OKCOryTapara (T.e. 0-KeToriayTrapara). ITH pepMeHTb
OTHOCATCS K IBYM PA3JINYHBIM TOAKJIACCAM, OIMH M3 KOTOPbIX ucnonb3yer NAD(+) B kauecTse
akuenTopa 3J1eKTpoHoB, a npyroi NADP(+). Coolmanoch 0 MiTH H30MUTPATAETHIPOTreHa3ax:
Tpu NAD(+)-3aBUCHMBIX U30LUTPATAECTUAPOreHA3aX, KOTOPHIE JOKAIU3YKOTCS B MUTOXOHAPUSIX,
a Tarxke AByX NADP(+)-3aBUCUMBIX H30LUTPATAECTUAPOreHa3ax, OJHA U3 KOTOPBIX SBJISIETCS
MUTOXOHAPHUAIBHON, a Jpyras nOpeuMylnecTBeHHO wuto3onbHON. Kaxnasii NADP(4)-
3aBHCHUMBIN H30(hepMEHT mpeacTaBiIsieT OO0 roMoanMep.

IDH1 (m3ouutparnerugporenasa | (NADP+), nuro3onpHast) Takxke n3BectHa kak IDH;
IDP; IDCD; IDPC unu PICD. benok, konupyemslii 3Tum redom, ssisiercss NADP(+)-3aBucumotii
M30LUTPATAECTUAPOreHa30l, OOHapyKeHHOH B LUTOIUIa3Me M mnepokcucoMax. OH conmepskuT
MEPOKCUCOMAJIbHO HAINpPABJICHHYI0 CHUTHaJbHYIO mnociuenoBaTeabHocTh PTS-1. Ilpucyrcreue
sToro (epmMeHTa B TEPOKCHCOMAax mpenmnojaraer ponu B perenepaunu NADPH s
BHYTPUIIEPOKCUCOMANIbHBIX BOCCTAHOBJIEHUH, TAKUX Kak mpeodpa3osanue 2, 4-nueHous- CoAs B
3-eHomn-CoAs, a Takke B MEPOKCHCOMAJBbHBIX PEAKIHiA, MOTPeOSIOMUX 2-OKCOrNyTapar, a
UMEHHO anb(}a-ruAPOKCHINPOBaHHe (GUTAHOBOH KHCHOTHL LluTomnmasmarudeckuii gpepMeHT
UIpaeT 3HAYUTEIBHYIO POJIb B LUTOIUIa3MaTu4deckol renepaunu NADPH.

I'en IDH1 4enoBeka komupyer Oenok w3 414 amunHOkucioT. HykineoTumHble u
AMHHOKHCJIOTHBIE TIOCJIEAOBATENIbHOCTH Ut deoBedeckoil IDH1 moryt ObITh HalimeHsl Kak
GenBank 3amucm NM 0058962 m NP_005887.2, coorBerctBeHHo. IlocnemoBaTenbHOCTH
HYKJICOTUJHbIX W AaMHHOKHUCJIOTHBIX mocienosarenbHocTed ansa IDH1 Taxkke omnmcansel B,
Harpumep, Nekrutenko et al., Mol. Biol. Evol. 15:1674-1684(1998); Geisbrecht et al., J. Biol.
Chem. 274:30527-30533(1999); Wiemann et al., Genome Res. 11:422-435(2001); The MI'C
Project Team, Genome Res. 14:2121-2127(2004); Lubec et al., mogano (mexadOpsb, 2008) B
UniProtKB; Kullmann et al., mogano (utonb, 1996) B 6a3sl nanasix EMBL/GenBank/DDBIJ; u
Sjoeblom et al., Science 314:268-274(2006).



Hemyrtanthnas, Hampumep, paukoro Ttuma, IDHI1, xaranusupyer OKHCIUTENBHOE
nekapOOKCUITMPOBAHUE M3OLMTPAaTa B O-KETOTJIyTapaT, TeM caMbiM BOCCTaHaBiuBas NAD*
(NADP*) 8 NADH (NADPH), Hanpumep, B IpsiMOil peakLuu:

Uzonutpat + NAD™ (NADP*) — 0-KG + CO2 + NADH (NADPH) + H'.

beuto obnapykeHo, uyro myrtaumu IDHI, npucyrcTByromne B HEKOTOPBIX PaKOBBIX
KJIeTKaX, TNPHUBOAAT K HOBOW crmocoOHocTH (epMmeHTa KatanusupoaTb NAPH-3aBucumoe
BOCCTaHOBJIEHUE O-Kertornyrapara B R(-)-2-ruapokcurnyrapar (2HG). IIpoussonctso 2HG, kak
NOJIATal0T, CIOCOOCTBYIOT 00pa3oBaHWIO M mporpeccupoBanuto paka (Dang, L et al, Nature
2009, 462:739-44).

Takum oOpa3zom wunrnOuposanue MyTaHTHOH IDHI1 U ee HEOAKTUBHOCTH SIBJISETCS
NOTEHLUANbHBIM  TEpPaneBTUYECKUM CpeACTBOM 1Jis1 JedeHus: paka. (COOTBETCTBEHHO,
CYIIECTBYET MOCTOsIHHAS MOTpeOHOCTh B nHrnouropax IDH1 MyTaHTOB ¢ anbha-ruapOKCHIBHON
HEOAKTUBHOCTBIO.

[My6mukaums PCT WO 2013/107291 u nyOmuxammst CIIA 2013/0190249, xortopsie
BKJIFOYEHbl B JAHHBIA [TOKYMEHT B Ka4eCTBE CCBUIKM BO BCEM HX IOJHOTE, OMNHCBIBAIOT
coenuHeHus, kortopele uHrHOupyror IDHI wmyrtanter (Hampumep, IDHIRI132H wmm
IDHIR132C). DT 3asBKH JOMOJHUTEIBHO PACKPBIBAIOT CIIOCOOBI MOJYYEHHs WHTHOUTOPOB
myTtaHTHBIX IDH]1, dapmarieBTHyueckie KOMIIO3UINH, COEPIKAINE 3TH COEAUHEHHs], U CIIOCOOBI
neueHus 3a00NeBaHU, pacCTPOHCTB MIIM COCTOSHUN (Hampumep, paka), CBS3aHHBIX C
NOBBIIIEHHOH dKcrpeccueit n/umm ammndukanueit myrantaoi IDHI.

CyuectByer moTpeOHOCTh B (papMalLeBTHUECKHX KOMIO3ULIUSAX, KOTOPbIE HMETH Obl
CBOICTBAa, MOAXOASILIME U KPYHMHOMAcCIITAOHOrO IPOM3BOACTBA M pa3paboOTKH, a TaKxke
UCIIOJIb30BAHUSl NIPU JICUEHUM PACIPOCTPAHEHHBIX COJUIAHBIX OINyXOJeH, TaKUX KaK TIJIHMOMBI,
BHYTpHUIIEYeHOUHbIe XosaHrnokapuuHoMel (BIIXK), xonzapocapkoma, pak mpencTaTeabHON
JKeJie3bl, PaK TOJICTOM KHIIKH, MeJaHOMa WM HEeMeJKOKJIETOYHbI pak yerkoro (HMKPJI),
KaykJasl U3 KOTOPBIX XapaKTepU3yeTcs HamyueM MyTaHTHoro aiens IDHI.

KPATKOE OITMCAHME CYITHOCTHU U3OBPETEHU A

B naHHOM NOKYMEHTE pPacKpbITBI CIOCOOBI JIEYEHHUS] PACIPOCTPAHEHHBIX COJUITHBIX
ONyXOJIel, TaKuX KaKk T[JIMOMBI, BHYTpPUIIEYeHOUYHble XosaHruokapuuHomel (BIIXK)
XOHAPOCAPKOMA, paK MPENCTATebHON JKene3bl, pak TOJCTOM KHIIKHM, MeEJIaHOMa WU
HeMenKokyeTouHbli pak yerkoro (HMKPJI), kaxknas u3 KOTOPBIX XapaKTepH3YeTCs HaJHMYHEM
myTaHTHOTrO ayutesst IDH1, Bkirogaromuye BBeIeHNE HYKIAKOLIEMYCsl B 3TOM CYOBEKTY TBEPAOM
OWCTIEpCUN WM (papMalieBTUYECKOH KOMITO3ULINH, COAep Kamlell TBEpAyI AHUCIEPCHI0 U TI0

MeHbLIeH Mepe ONH (PapMaLeBTHUECKH TPUEMIIEMbIH HOCUTENb.



Taxke B TaHHOM JOKYMEHTE PACKpPBITHI TBEPIbIE AMCIEPCUHU, COAEPIKALINEe HHTHOUTOP
myTtaHTHOH IDH1 nnu ee ¢papmarneBTHUecKH MpUEMIIEMOH COJM U OAMH WM 0oJiee TOJIMMEpOB.
Taxxe B JaHHOM JOKYMEHTE PACKPBITHI CIIOCOOBI MOJIYUYEHUS] TAKUX TBEPABIX JUCTIEPCHNA. DTH
TBEpAbIE JUCIEPCUU HUMEIOT JIy4IIyH pPacTBOPUMOCTb U  YCWIMBAKOT  BO3IEHCTBUE
TePaleBTUUECKH AKTUBHOTO COEAMHEHUS OTHOCHTEIBHO YHCTBIX KPUCTAJUIMYECKUX (HopM
TEPaANeBTUYECKU aKTUBHOI'O COEIUHEHUSI.

Taxke B HaHHOM JOKYMEHTE pPaCKpPbITO (hapMaleBTHUECKOE HCIOIb30BAHUE ITHX
TBEPABIX AUCTIEPCUN JJIs JIEUSHUs] PACIIPOCTPAHEHHBIX COJUAHBIX OMyXOJIeH, TAKUX KaK IIIMOMa,
BHyTpHUIleueHOUHble xonaHruokapuuaomel (BIIXK), xonzmpocapkoma, pak mNpencTaTeIbHOM
JKeJie3bl, PaK TOJICTOM KUIIKH, MeJaHOMa WM HEeMeJIKOKJIETOYHbI pak yerkoro (HMKPJI),
KaykJasl U3 KOTOPBIX XapaKTepU3yeTcs HaIu4ueM MyTaHTHoro amnens IDHI.

Taxke B TaHHOM JIOKYMEHTE PacKpbITHI (papMaIleBTHYECKHE KOMIIO3HULIMH, COIEpPIKALINE
TBEPAYIO TUCTIEPCHIO U MO MEHbIIEH Mepe OAnH (PapMaLeBTHUECKU MPHEMIIEMbIH HOCHUTEINb.

Tak>ke B TaHHOM JTOKYMEHTE PaCKPbIThI CITOCOOBI MONyUeHHsI (PapMaLeBTHUYECKUX KOMIO3ULIUH.

KPATKOE OITIUCAHUE 'PA®HYECKHUX MATEPHAJIOB

OUT'YPA 1 mnpexncraBusier co0OW PEHTIEHOBCKYIO IMOPOIIKOBYI nudpakrorpammy (PII)
®opwmer 1.

OUI'YPA 2 npencrasisier coboii kpuByro nud¢epeHInanbHON CKaHUPYIOIeH KaJOpUMETPUU
(ACK) @opwmsr 1.

OUT'YPA 3 nmpexncrainsier coOoii KpuByro TepmorpaBumeTpudeckoro anaiansa (TT'A) @opwsr 1.
OUT'YPA 4 npexacraBiser co0OW PEHTIEHOBCKYI MOPOIIKOBYI nudpakrorpammy (PIT)
Dopmel 2.

OUT'YPA 5 mpencrasisier coboii kpuByro nudepeHIHnanbHON CKAaHUPYIOLIEeH KaJIOPUMETPHH
(ACK) ®opmsr 2.

durypa 6 npencrasinsieT coO0i KpUBYIO TepMorpaBuMeTpudeckoro ananusa (TT'A) @opwmsti 2.

ITOAPOBHOE OITMCAHUME CYIITHOCTHU U30BPETEHMA
ITonpoOHOEe ommMcaHue KOHCTPYKIMHA U PACIIONIOKEHUs] KOMIIOHEHTOB, HM3JIOKEHHBIX B
NOCJIEAYIOLIEM ONUCAHUHM WM TPOWUTIOCTPUPOBAHHBIX Ha Trpauyeckux Marepuaiax, He
NpeAHa3HAYeHbI U1 OrpaHUYeHus. Jpyrue BapHaHTBl peann3alnuyl H300peTeHNs U pa3MyHbIe
croco0bl peanu3ani U300peTeHus: BKIOYEHbI B siBHOW (opme. Taxke, ¢paseonmorust u
TEPMUHOJIOTHSI, UCTIOJb3YEMbIE B HACTOALIEM JOKYMEHTE, IIPUBEEHBI JUIsl LieNiell OMMCaHus U He
JOJDKHBI pacCMaTpHUBAThCs Kak OrpaHuvyuBaroinue. Mcronb3oBaHue BbIpaKEHUM "BKIIOUas',

"comeprkamuit" win "umeromuit”, "conepkamuii”, "BKIOUAOMMI" 10 UX BapuUaLUU B JaHHOM



JOKYMEHTE IpefHa3HaueHbl /i1 OXBaTa »JJIEMEHTOB, I[IEPEUYMCIEHHBIX II0CIe€ HHX MU HUX
5KBUBAJIEHTOB, a TAK)KE IONOJHUTENBHBIX 3JIEMEHTOB.
Onpenenienus:

Hcnonp30BaHHBIE BBILIE U BO BCEM OMMCAHUN N300pETEHUs CIENYIOLINE TEPMHUHBI, €CIIN
HE YKa3aHO UHOE, CJIeAyeT MOHUMATh KaK UMEIOIINE CIEeAYIOIHNE 3HAUSHHSI.

Hcnonp3yeMblii B JaHHOM JOKYMEHTE TEPMHH "KPUCTAJUIMYECKHH" OTHOCUTCS K
TBEPAOMY BEIECTBY, HOMEIOIIEMY XUMHUYECKYIO CTPYKTYPY BBICOKOTO mMopsiaka. B wactHocTy,
KPHUCTAJUTHUECKOEe CBOOOJHOE OCHOBAaHUE WJIM CojieBast (hopMa MOTYT OBITH MOJIy4eHbI B BUIE
omHOW wimu Oosee MOHOKpHCTaHueckux (opm. [nsa neneil HacToseid 3asiBKH TEPMHHBI
"kpucramnmueckas ¢opma", "MoHOKpucTaymueckas ¢opma" u  "momumopd" sSBISFOTCA
CHHOHMMAMH, TEPMHHBI, pPa3JIMYAIOLINEe KPUCTAJUIbI, KOTOpble OOJAamarOT pa3IMYHBbIMU
cBolicTBamu (Hampumep, pasnudable 00pasupl XRPD w/wmmm pasmmunsle pesynbratel DSC
ckaHupoBanusi). TepmuH "monmumopd" BKIIFOYAET ICEBAONOIMMOP(]BI, KOTOPBIE, KaK MPaBHIIO,
NPEACTABISIIOT COOOH pa3jM4HbIE COJMBBATHl MaTepuana M, TaKUM O0pa3oM HUX CBOWCTBA
OTIWYAKOTCS  JApyr OT gapyra. Takum o0pa3oMm, KakAbld OTHENbHBIA THOJUMOP) U
nceBaonoyimMopd CBOOOAHOrO OCHOBaHMS Wi B (opMe comm cyuTaercs OcoOoi
MOHOKPUCTAJUTNYECKOH (POPMOI B TAHHOM OIUCAHUH.

TepmuH "1o CyImeCTBY KpUCTAJUIMYECKUI" OTHOCHTCS K pOpMaM, KOTOPBIE MOTYT UMETh
[0 MEHBIIEH Mepe OINPEAENCHHbIH MAaCCOBbIM IPOLEHT KPUCTAUIMYHOCTU. KOHKpeTHbIe
MacCOBBbI€ IPOLEHTHI cocTaBisioT 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 % wmm moboi mpoueHT oT 10 % nmo 100 %. B HEKOTOpbIX BapMaHTax peaTU3aALHH
U300peTeHys], MO CYIECTBY KPUCTAJUTMYECKUH, OTHOCUTCS K popMe CBOOOTHOTO OCHOBAHUS HITH
Kk (opMme cosiu, KOTOpasi Mo MeHblnei mepe Ha 70 % sIBIseTCS KPUCTAIMYECKOW. B apyrux
BApUAHTAX pEATM3aLUU H300pETEeHHs], MO CYIIECTBY KPUCTAJUIMYECKUH OTHOCUTCS K (opme
CBOOOZHOTO OCHOBAaHMS WM K (OpMeE COJIM, KOTOpasi SIBJsIeTCs Ha 1o MeHblueil mepe 90 %
KPUCTAJUTMYECKOM.

"Oopma 1" wmm "®opma 1 CoemuHenus 1" Moryr OBITh HCHOJB30BAHBI
B3aMMO3aMEHSIEMO 10 OMUCBIBAIOT KPUCTALNTHUECKYIO (POPMY, CHHTE3UPOBAHHYIO B IPUMEpE 2, B
paszaene Ilpumepbl HUXKE M KaK OMHCAHO HUXKE WO MPEACTABJIEHO JAaHHBIMHU, ITOKA3aHHBIMHU Ha
OUI'. 1,2 u3.

"Oopma 2" wnu "Popma 2 Coeaunenus 1" HUCHONB3YIOTCS B3aUMO3aMEHSIEMO MU
OIUCBIBAIOT KPUCTAJUINYECKYIO0 (opMy, CHHTe3upoBaHHYIO B Ilpumepe 3, B pazgene Ilpumepst

HIDKE U KaK OMHCAHO HIDKE U NMPEACTaBICHO JaHHbIMU, OKa3aHHbIMU HAa OUIL'. 4, 5 u 6.



Hcnonp3yeMblii B TaHHOM OITMCAHMM TEPMHH "aMOpP(HBIH" OTHOCHTCS K TBEPAOMY
BEIECTBY, HE UMEIOIIEMY IAJbHErO MOpPsiika B MOJIOKEHUN €ro aToMoB. AMOp(HBbIE TBEpbIe
BEIECTBA, KaK IMPABHJIO, MPEICTABISAIOT COOOH Nepeoxya)IeHHbIE >KUIAKOCTH, B KOTOPBIX
MOJIEKYJIbl PACIIONIOKEHBI CIyYalHbIM 00pa3oM TakK, UYTO HE CYIIECTBYET YETKO ONpeaeseHHas
YIOPSIAOUYEHHOCTh M OTCYTCTBYET AANbHUH IMOPSAOK. AMOp(HbIE TBepAble BEIECTBA, Kak
IPAaBIJIO H30TPOINHBIE, T.€. O0Jamal0T CXOAHBIMHU CBOMCTBAMHM BO BCEX HAIPABJICHHSX U HE
UMEIOT ONpeNieNIeHHbIX TOoueK IuaBieHus. Hampumep, amopdHblii Marepuan npencTaBisieT
co0ol TBepAbIil MaTepual, He UMEIOIINUN OCTPhIX XaPAKTEPUCTUYHBIX KPUCTAJUTUYECKUX MMHUKOB
Ha ero PeHTIeHOBCKOW MopoukoBoii peHTreHorpamme (XRPD) (T.e. He kpuCTaUTMUECKUH, Kak
onpeneneHo no XRPD). BmecTo 3Toro onun uinm 0ojiee MIMPOKUX MHKOB (HAPUMEP, OPEOJIbI)
nosiBisiFoTest Ha ero XRPD. Illupokue MUKW SBISIFOTCS XapaKTEPUCTUYHBIMH T aMOP(HOTO
TBEPIOTro BemecTBa. AMOP(HBIH Mpenapar COeNUHEHHsI, OIMCAHHOTO B TaHHOM JIOKYMEHTE, 110
CYIIECTBY, HE CONEPKUT NMPUMECEH H/UITH KPUCTAJUINIECKOE COSTUHEHHE.

Tepmur "mo cymecTtBy He coaepKamuil’ oTHOcHTCS K (opMaM U KOMIIO3HULIUSIM,
KOTOpbIE€ MOTYT, MO MeHbIlel Mepe Ha KOHKpPETHblE MAacCOBbl€ IPOLIEHTHI, HE COAepKaTb
NpUMECH W/WIM  KPUCTAJUIMYECKOe coenanHeHHne. KOHKpeTHble MacCOBble  MPOLIEHTHI
npencTasisitoT codoit 60 %, 70 %, 75 %, 80 %, 85 %, 87 %. 88 %, 89 %, 90 %, 91 %, 92 %, 93
%, 94 %, 95 %, 96 %, 9T %, 98 %, 99 %, 99.5 %. 99.9 % nnu moboit npoueHT ot 60 % no 100
%, 6e3 mpuMecel W/MiIN KPUCTAJUINYECKOTO COSANHEHNS. B HEKOTOPBIX BapUaHTaxX pean3aliu
n300peTeHs, 10 CYIIEeCTBY HE COep Kalluil OTHOCUTCS K (popMe CBOOOIHOIO OCHOBAHUS WU B
dopme comm, koropas mMmeer mo MeHbineil mepe 70 % wuymcrory. B apyrux BapmaHTax
peanuzaimu U300pETeHus, MO CYIIECTBY KPUCTAJUIMYECKHH OTHOCHTCS K (opme CBOOOIHOrO
OCHOBAaHUS WK B (POPME COJIH, KOTOpasi SIBJISIETCS MO MeHbluel Mepe Ha 90 % uucroil. B mpyrux
BAPUAHTAX peajH3aluyd H300pPEeTeHUs, MO CYLIECTBY HE COAEPKAlIMA KPUCTAIUIMYECKOTO
COEMHEHHs] OTHOCHUTCS K KOMIIO3MIIMM HOMerolell MeHee ueM npumepHo 30 %, MeHee deM
npumepHo 20 %, meHee yeM npumMepHo 15 %, menee yem npumepHo 10 %, MeHee ueM MpUMEpPHO
5 %, meHee yeM npuMepHO 1 % KpHUCTAJUIUYECKOTO COEIUHEHUS.

Hcnonp3yeMblil B HACTOSIIIEM ONMHUCAHUH TEPMUH "BBIACIEHHBIN" OTHOCUTCS K (dopmawm,
KOTOPBIE MOTYT COCTaBJIATh [0 MEHbLIEH Mepe ONPEAENICHHbIN MaCCOBBIA MPOLIEHT KOHKPETHOU
KpHCTaTueckoi Gopmbl coenrHeHusl. KOHKpeTHbIE MacCOBbIE MPOLEHTHI cocTaBisioT 90 %,
91 %. 92 %, 93 %., 94 %, 95 %, 96 %, 97 %, 98 %, 99 %. 99.5 %, 99.9 % nnu moboit NpoLEeHT
oT 90 % no 100 %.

Tepmunr "conmpBaT MM COJNBBATUPOBAHHBIA" O3HA4YaeT (PUINIECKYIO ACCOLUALIHIO
COEAMHEHUs, BKJIIOYAs €r0 KPUCTAIUTMYECKYIO (POPMY, B COOTBETCTBUHU C JAHHBIM U300pETeHNEM

C OmHOM mnmu Oojee MOJEKyJaMH PpacTBOpPHUTENs. JTa (Qu3HuUecKas acCOlMaLus BKIIOYAET



o0OpazoBaHNE BOAOPOAHBIX CBsA3€H. B HEKOTOPBIX Clydasx COJbBAT MOXKET OBITH BBIIEINIEH,
HanpHuMep, €CJIU MOJIEKYJIbl OHOTO UM 0oJiee pacTBOPUTENEH BKIKOYEHBI B KPUCTAIMUECKYIO
pelIeTKy KPHUCTA/UIMYeCKOro TBepaoro BemmectBa. "ConbBaT WM COJIbBATUPOBAHHBIN"
OXBaTHIBAET Kak (pa3y pacBopa, Tak Y BbIAEISEMbIE COMbBATHI. TUMUYHBIE CONBBATHI BKIIOYAIOT,
HanpuMep, TUApaT, STAHOJAT WA METAHOJIAT.

Tepmun "rugpat” npeacrasisier coOOi COMBBAT, B KOTOPOM MOJIEKYJIOW PaCTBOPUTEJISI
spisgercss H2O, xoTtopast mpUCYTCTBYeT B OINpPENEICHHOM CTEXHOMETPHUYECKOM KOJIUYECTBE U
MO3KET, HallpuMep, BKJIFOYaTh MMOJTYyTUAPAT, MOHOTUIIPAT, AUTUAPAT WU TPUTUIPAT.

Tepmun "cMmech" ucnonb3yercs st 0003HAYEHUsT KOMOMHHUPOBAHHBIX 3JIEMEHTOB CMECH,
HE3aBUCHMMO OT  (ha30BOrO  COCTOSHMSI ~ KOMOMHAnuu  (HampuMep, SKUAKOCTb MK
JKUJIKOCTB/KPUCTAJLT).

Tepmun "3aTpaBka" HCIONB3yeTCs AN OOO3HAYEHHs NOOABJICHUS KPHCTAJTHYECKOTO
Marepuana /s HHULUHPOBAHUS NEPEeKPUCTANTN3ALUN K KPUCTAJIU3ALUH.

TepmuH "aHTHPACTBOPUTEND" NCTIOIB3YETCS A1l 0003HAUEHHSI PACTBOPHUTEIIS, B KOTOPOM
COEAMHEHUs, BKJIFOYast KPUCTAJUTNYECKUE (POPMBI, SIBIISTFOTCS TIOXO PACTBOPHUMBIMHL.

Hcnonp3yeMblil B JaHHOH 3asiBKE TEPMHH "TIPUMEPHO" O3HAYaeT MPUMEPHO, B OONACTH,
OpUEHTHPOBOUHO MK oOKoso. Eciaum TepMuH "mpumMepHO" HCHONB3YeTCs B COYETAHUM C
YHCJIOBBIM JTUAITa30HOM, OH MOAU(HUIIUPYET 3TOT AMAINA30H IyTEM PACLIMPEHHS TPAHULL BBILIE U
HIDKEe W3JIOKEHHBIX YHCJIOBBIX 3HaueHud. B oOmem, TepMuH "mpuMmepHO" HCIONB3YeTCs B
JaHHOM JOKYMEHTe il MOAU(HUKALMM YHCIOBOTO 3HAYEHMs, BBILIIE U HIDKE YKAa3aHHOTO
3HA4YeHUs C TIOMOLIBIO BepOATHOM norpermHocty 10 %.

Hcnonp3yeMblil B JaHHOM ONMUCAHUM TePMUH "MoBblIeHHbIe ypoBHU 2HG" o3Hauaer 10
%, 20 %, 30 %, 50 %, 75 %, 100 %, 200 %, 500 % wunu OGonee 2HG, 4eM NMPUCYTCTBYET Y
cyObekTa, KOoTopblii He HeceT myTanTHBIA IDH1 annens. Tepmun "nosbimenHsle ypoBau 2HG"
MO>KET OTHOCHUThCS K KomudecTBy 2HG BHYTpH KIeTKH, B OMyXOJH, B OpraHe, CoAep Kallem
OIyXOJIb UJIH B )KUIKOCTH OpraHU3Ma.

Tepmun "Ouonorudeckas KMIKOCTH" BKJIIOUAET OAHO WM OoJjiee M3 aMHUOTHYECKOH
KUIKOCTH, OKPY’KAIOLIEH IO, BHYTPUIIIa3HON JKUAKOCTH, KPOBU (HANIPUMED, IJIa3Mbl KPOBH),
CBIBOPOTKH, CIHMHHO-MO3TOBOM JKMIKOCTH, YIIHON Cepbl, XUMyca, >XUAKOCTH KyIEepOBOM
JKEJe3bl, JKEHCKOTO DJSKYJIATA, TKAHEBOH JKUAKOCTH, JUM(]BI, TPYZAHOTO MOJIOKA, CIH3U
(HarmpuMep, HOCOBOTO IPeHaXKa UM MOKPOT(), TIEBPaIbHON JKUAKOCTH, THOSI, CIFOHBI, KOXKHOTO
cana, CliepMbl, CBIBOPOTKH, MOTa, CJI€3, MOYH, BATMHAJIBHOIO CEKPETa WU PBOTHI.

Hcnonp3yemMble B TaHHOM JOKYMEHTE TEPMUHBI "MHrHOUPOBaTH" WM "HPEROTBPAaTUTH"
BKJIFOYAIOT KaK TMOJHOE, TaK U YaCTHYHOE MHIMOMpOBaHUE U NMpOopmiIakTuky. MHruéutop moxer

MOJIHOCTBIO MJIM YaCTUYIHO I/IHFI/I6I/IpOBaTI:> LHEJICBYIO MUIIICHD.



TepmuH «IieunTh» O3HA4YaeT CHIDKEHHWE, NOJAaBJIEHHE, OciablieHne, yMEeHbIIECHNUE,
IIPUOCTAHOBKY WU CTa0MIIN3ALINIO pa3BUTHUSA 13051 IPOrpecCUpOBaHUs
3aboeBaHus/paccTpoiicTBa (HampUMep, PaCHPOCTPAHEHHOW COJIMIHOW OIyXOJIHM, TaKOH Kak
[JIMOMa,  BHYTpuUIleYeHOYHble  XosaHruokapuuHomel (BIIXK), xonapocapkoma, pak
IPEACTATEeNbHON JKeJIe3bl, paK TOJICTOM KUIIKH, MEJAaHOMAa WJIM HEMEJKOKJIETOUHBIHN paK JIETKOro
(HMKPJI), xaxxnoe u3 KOTOPbIX XapakTepusyercs HanuuueM MyTaHTHoro amiens IDHI),
CHI)KEHUE TSDKECTH 3a00JIeBaHUs/pacCTpOrcTBa (T.€. PaclpOCTPAHEHHON COJUIHON OMyXOJiH,
TaKOM KaK TJIMOMa, BHyTpuUIleYeHOYHbIe XojaHruokapuuHomel (BITXK), xoHmpocapkoma, pak
MPEICTaTEeNIbHOM KeNe3bl, paK TOJCTON KHUIIKH, MEJIaHOMA UM HEMEJKOKJIETOUHbIN paK JIETKUX
(HMKPJI), xaxxnoe U3 KOTOPBIX XapaKTepu3yeTcsl HaIuyueM MyTaHTHoro ayutenst IDH1) umm
yJIy4IIEHHe  CHMIITOMOB, CBSI3aHHBIX ¢  OOJIE3HBIO/PACCTPOHCTBOM  (HAIpUMED,
PacCrpOCTPAHEHHOW  COJNIUJHOW  OMyXOJIbK), TAaKOW Kak T[JIMOMA, BHYTPUIICUCHOYHbIE
xonaarnokapuuHomsl (BITXK), xoHmpocapkoma, pak MHpeACTaTeNbHON JKeNe3bl, paKk TOJICTOH
KUIIKH, MeJaHOMa WM HeMeJKokyeTouyHblli pak jerkoro (HMKPJI), kaxmoe u3 KOTOPBIX
XapakTepusyeTcst HanuuueM MyTaHTHoro anens IDHI.

Hcnonp3yeMoe B HaHHOM JOKYMEHTE KOJIMYECTBO COCOMHEHUS, 3(P(EKTUBHOrO s
JIEYSHHsI PACCTPONCTBA MJIM TEPMHUH "TepaneBTUYeCKH 3(P(PEeKTUBHOE KOJIMUECTBO" OTHOCUTCS K
KOJIMYECTBY COEOUHEHHUs, KOTOpoe sABisiercs O(PGPEKTUBHBIM, TNPH OAHOKPATHOM WJIH
MHOT'OKPAaTHOM BBEJI€HHH JI03bI MTALIMEHTY, IIPH JICUEHUH KJIETKU WIN MIPU JIEYEHNUH, OOJIerYeH !,
CMSATYEHUN WM YJIYYLIEHUH COCTOSIHUS CYOBEKTa C PacCTPOMCTBOM, BBIIIE OXHMIAEMOIO MpHU
OTCYTCTBHUM TAKOI'O JICUEHHUSI.

Hcnonb3yeMblii B TaHHOM JOKyMeHTEe TepMUH " % wmac./mac." HuCHonb3yercs: s
00O3Ha4YeHHsT TIO Macce B MPOLEHTaX OT OOWIell Macchl, KOTOpas HCIONb3YETCsl B KaueCTBE
OCHOBBI JIJISl BBIYMCIIEHUSI MacCOBOT'O MPOLIEHTa OT/AEJIbHOrO KOMIIOHEHTa. B kauecTBe mpumepa,
st OOBEMHOI KOMITO3UIUH, % Mac./Mac. OTIEIbHOrO KOMIIOHEHTa MOKET ObITh PACCUHUTAH KaK
NPOIIEHT OT O0IIeH Macchl BCEX KOMIIOHEHTOB OOBEMHOH KoMmo3uuuu. B kaudecTBe mapyroro
npuMmepa, sl OOHOW IepopajbHON JIeKapcTBeHHOW Qopmbl, % Mac./Mac. OTAEIBHOIO
KOMITOHEHTa MOXKET OBbITh PACCUUTAH KaK MPOLEHT OT OOIIeil MacChl BCEX KOMIIOHEHTOB OIHOM
NepopaNbHOM JieKapCcTBeHHOH (opmbl. Hampumep, ecnum omHa miepopalibHasi JIeKapCTBEHHAsI
dopma mpexacraBisier coboili TabneTky, oOmas macca MOxeT ObITh O0mEeHd Maccoil Bcex
KOMITOHEHTOB TaOJIETKH.

Hcnonp3yeMblil B JAHHOM ONHICAHUU TEPMUH "CyOBEeKT" mpeaHasHadeH 1t 0003HAUEHHSI
yenoBeka. [Ipumepnl yenoBeuecknx CyOBEKTOB BKIIOYAIOT MAI[MEHTAa-ueIOBeKa (Ha3bIBAEMOIO
NalUeHTOM) HMEIOLIero pacCTPONCTBO, HANPUMEpP, PACCTPONCTBO, OMNHCAHHOE B JTAHHOM

TOKYMEHTE, UJIM HOPMAJIbHOTO CYOBbEKTa.



Tepmun "u3udecku cTaOMIBbHBIN", KaK UCIIOJNB3YETCS] B TAHHOM JTOKYMEHTE, O3HAYaET,
4YTO KOHKpeTHas (opMa CBOOOIHOTrO OCHOBAHHUS WJIM COJIM HE M3MEHSETCS B OAHY WM Ooee
pa3nuyHbIX (rsuueckux (GopMm (Hampumep, pasiauuHble TBEpAble (OPMBI, KaK H3MEPEHO C
nomouipio XRPD, DSC 1o T.11.) npu BO3A€HCTBUH yKa3aHHBIX YCIOBUH, HAPUMEp, BIAXKHOCTH
OKpykaromel cpenbl npu KoMHaTHOH Temmeparype uian 40 © C/75 % OTHOCUTENbHOM
BJIAKHOCTH, B T€YEHHE ONPEIENICHHOIO NMepuoAa BpeMeHH, HanpuMmep, 1 neHb, 2 nHd, 3 aHs, 1
Hepdens, 2 Hemenu, 1 mecsr, 2 Mmecsua, 3 Mecsmna , 6 MecsueB, 12 mecsues, 18 mecsues, 24
Mecsina wik Oojiee. B HEKOTOPBIX BapuaHTaxX peanu3anuu u300pereHus, MeHee 25 % (opmbl
COEMHEHUs] U3MEHSIETCS B Oy WM Oojee pasiuuHbIX (prsmueckux (opm, MpHU BO3ACHCTBUH
OTNpENeNIEHHBIX YCJIOBUI. B HEKOTOPBIX BapHaHTax peaju3aluyd H300pEeTeHHs, MEHee ueM
npumMepHo 20 %, meHee yeM npumMepHo 15 %, menee yem npumepHo 10 %, MeHee ueM NMPUMEPHO
5 %, menee ueM npumepHo 3 %, MeHee ueM npumepHo 1 %, menee uem npumepHo 0,5 % Buna
KOHKPETHOT'O COEAMHEHUS MEPEXOAUT B ONHY WM OoJiee pa3inyHbIX (PH3HUecKHx (HOpM 3TOro
KOHKPETHOI'O COEAMHEHUs MPU BO3JIEHCTBUU ONpEEIeHHbIX YCIOBUM. B HEKOTOpBIX BapuaHTax
peanu3anuy u300peTeHNst He OOHAPYKUBAEMOE KOJHMUYECTBO KOHKPETHON (POPMBI COENTMHEHHSI HE
U3MEHSIETCS] B OIHY WJIHM OoJiee pa3InIHbIX (PU3NIECKUX (POPM COSTMHEHUS.

Tepmun "xumuuecku CTaOWIBHBINA", KaK OH WCIIOJNBb30BaH B IaHHOM JOKYMEHTE,
O3HAa4aeT, YTO XMMMYECKas CTPYKTypa KOHKPETHOTO COEJUHEHHUS HE U3MEHSETCs B JIpyroe
coefinHeHue (HarnpuMep, He pa3iaraercs) Mpu BO3IEHCTBUM ONPeNETICHHBIX YCIOBHH, HAIpUMep,
BJIQXKHOCTU OKPY>Karolei cpeabl npu komHaTHOHN Temneparype win 40 °C/75 % oTHOCUTENbHOMN
BJIAKHOCTH, B T€YEHHE ONPEIENICHHOIrO NepuoAa BpeMeHu, Hanpumep, 1 nesb, 2 nHdA, 3 1aHs, 1
Henmens, 2 Hepenu, 1 Mmecsi, 2 Mecsima, 3 Mmecsana, 6 MecsueB, 12 mecsues, 18 mecses, 24
MecsLeB Wi Oojiee. B HEKOTOPBIX BapuaHTaxX peanu3auuu u3oOpereHus, meHee 25 % (Gopmbl
KOHKPETHOTO COEQUHEHUS H3MEHSIeTCs B OAHO WM Oojee ApYyruxX COeNUHEHHH, MpH
BO3JICHICTBUH ONPEACICHHBIX YCJIOBUH. B HEKOTOpPBIX BapHaHTAX peau3alu H300peTeHus,
MeHee ueM npumepHo 20 %, meHee ueM mpumepHo 15 %, meHee ueMm npumepHo 10 %, meHee
4eM MpuMepHoO 5 %, MeHee yeM npumepHo 3 %, MeHee ueM InpumepHo 1 %, mMeHee yeMm
npumepHO 0,5 % (GopMbI KOHKPETHOTO COEIUHEHUS U3MEHSIETCS B OJHO WM Oojiee JPyrux
COEIMHEHUM, NTPU BO3AECHCTBUU ONPEEIEHHBIX YCIOBUN. B HEKOTOPBIX BapHaHTax peanu3aluu
nu300pereHnss He OOHapy)XKMBaeMO€ KOJUYECTBO (OPMbI KOHKPETHOTO COCIAMHEHHUS He
U3MEHsIeTCSl B OIHY WM Ooyiee pa3nuyHbIX (PU3NUEeCKHX (OPM JAHHOTO KOHKPETHOTO
COEITUHEHMUSI.

TepMuH «aucnepcuss» OTHOCHUTCS K JHUCIIEPCHON CHUCTEME, B KOTOPOH OAHO BELIECTBO,
IMCTieprupoBaHHas (asza, pacrpenesneHo B AUCKPETHBIX €ANHHULAX 110 BCEMY BTOPOMY BEIECTBY

(nucnepcuoHHass cpena WM OcHOBa). Pa3smep aucneprupoBaHHON (a3bl MOXKET 3HAUYUTENBHO



BapbUPOBAThC (HANPHMEDP, KOJUIOMIHBIE YaCTULbI HAHOMETPOBOI'O pasMepa, 10 HECKOJbKHX
MHUKpOH). B oOmewm, naucneprupoBaHHble (a3bl MOTYT OBITh TBEPABIMH BEIIECTBAMH,
KUIKOCTSAMHU WK TrazaMu. B ciydae TBepaol naucnepcuu, TUCTIEPTUPOBAHHbBIE U HETIPEPbIBHBIE
Gda3pl SABIAIOTCA TBEPABIMM BellecTBaMH. B (apmauneBTuueckux INpUMEHEHMsX, TBepaas
JMCTIEPCUS MOXKET BKJIIOYATh KPHUCTAJIMUECKOE TepaneBTUYEeCKH AaKTHUBHOE COEIHHEHUE
(mucnepcHast ¢asza) B amopdHOoM mojumepe(ax) (HempepbiBHas (paza) WM aJIbTEPHATHUBHO,
amMop(HOe TepaneBTHUECKH aKTHBHOE COeNMHeHue (nucrepcHas ¢asa) B aMOpGHOM MmoiumMepe
(nempepriBHas daza) ,

Tepmun "amopdHas TBepaas AUCHEPCUS» OOBIMHO OTHOCUTCS K TBEPAOW JUCHIEPCHH
IBYX WM 0ojiee KOMIIOHEHTOB, KaK IPaBWJIO, TEPANEBTHMYECKH AKTUBHOTO COEIUHEHHS U
nojmMepa (WM HECKOJIbKUX IOJIMMEPOB), HO, BO3MOXKHO, COAEPKAIIUX IPYyTrUe KOMITOHEHTHI,
TaKM€ KaK T[IOBEPXHOCTHO-aKTHBHbIE  BEIIeCTBA WM  Apyrue  (papmaueBTHUECKHE
BCIIOMOTATEIbHBIE BEIECTBA, IJ€ TEPAeBTUYECKH AKTUBHOE COENMHEHHE HaXOIUTCS B
amopduOi (daze, a ¢usmueckas CcTaOMIBPHOCTh W/HWIN PACTBOPEHHE W/WIM PaCTBOPUMOCTH
aMOp(HOro TepaneBTUYECKH aKTUBHOTO COEAMHEHHs YCUIIMBAETCS APYTUMH KOMIOHEeHTaMu. B
HEKOTOPBIX BApHAHTAX pean3aluil M300peTeHHsl AUcIepcus aMOp(pHOro TBEPAOrO BEIIECTBA
conepskut nojmmep(bl) (M HeOOS3aTEIbHO TTOBEPXHOCTHO-AKTUBHOE BEIECTBO), COCTABJISFOIIINE
OUCTIEpCHYI0 a3y W TepameBTHYECKH AaKTHBHOE COEIMHEHHE TMpEACTaBiseT CcoOoi
HenpepbiBHYIO (asy. B HeKOTOpBIX BapMaHTax peajusaluu n300pereHus, amopdHas TBepaas
AMCTIEpCUsl COAEepPXKUT mnonumep(bl) (M HEoOs3aTeNbHO IOBEPXHOCTHO-aKTUBHOE BEIIECTBO),
COCTaBJIIOLINE HENPEephIBHYIO a3y M TEepaneBTUYECKH aKTUBHOE COEIMHEHUE MPECTABIIAET
coboii nucnepcHyo ¢asy.

NnmoctpaTuBHasi TBepaasl AUCTEPCUS MPENCTaBIsEeT COOOW COBMECTHBINH OCaIOK WIIH
COBMECTHBIH CIUIAB KOHKPETHOT'O TePANeBTHYECKH aKTUBHOTO COCIUHEHUS] C OTHUM HJIH OoJjiee
nonumepoM(amu). "COBMECTHBIM OCagoK" IMOJNydarOT MOCJEe PAacTBOPEHHUs TepareBTUUYECKU
AKTUBHOTO COEAWHEHUs W OIHOro wiu Ooyiee moiuMepa(oB), B PACTBOPUTENIE WA CMECH
pacTBOpUTENEH, C OCIEAYIOLINM YAAJCHHEM PACTBOPHUTENS HUIH CMECH pacTBopureiel. MHorna
OOUH WiIu Ooyiee TMONUMEPOB MOXKET OBITh CYCIEHANPOBAH B PACTBOPHUTENE WM CMECH
pacTtBoputeneil. PacTBopuTens WM CMECh  pPACTBOPHTENEH BKIIIOYAET OPraHUYECKUe
pPacCTBOPUTENN U CBEPXKPUTHYECKHE >KUIKOCTH. PacTBOpUTENb WM CMECh PaCTBOPHUTENEH
MOJKET TaK)Xe COAep:kKaTb HeJeTyduuil pacTBopuTenb. "COBMECTHBIN pacijas" MPOU3BOJUTCS
NIOCJIE HArpeBaHMs TEPANEBTUYECKH aKTHMBHOTO COSAMHEHHUS U OJHOTO WM 0ojiee MOIUMEpOB,
IUISL pacIUIaBJIeHUs], HeOOA3aTebHO B MPUCYTCTBUH PACTBOPHUTENS MIIM CMECH PACTBOPHUTENEH, C
NOCJIEYIOLUINM CMELINBAaHUEM, yIaJeHHEM I10 MEHbIIeH Mepe 4acTH PacTBOPUTENS, €CIIU 3TO

NPUMEHNMO, M OXJAKIEHUS 10 KOMHATHOM TeMIepaTypbl, NpH BbIOpaHHON ckopoctu. B
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HEKOTOPBIX ~ CIy4asx TBEpAble JAHCIEPCHH TOJYyYalT IyTeM A00aBIeHHs pacTBOpa
TEpPaneBTUYECKH AaKTUBHOTO COEJUHEHHs] U TBEPAbIX IOJUMEPOB C MOCIEAYIOLINM
CMEIIMBAHUEM M VYAAJIEHUEM pacTBOpUTENs WJIM CMecHu pacTeopuTenei. Jius ynaneHus
PacTBOPUTENS UM CMECH PAcTBOPUTENEH MOIYT ObITh NPUMEHEHbI BaKyyMHas CyLIKa, CYyLIKa
pacrbpUieHHeM, CYIIKa Ha CTejulaxkax, JUOopuiusanus, a TakkKe APYrue MNpOLEenypbl CYIIKHU.
IIpumenenne moOOOro M3 OSTHX METOAOB C HCIOJB30BAHUEM MNOAXOMSIINX MapaMeTpoB
00pabOTKH, B COOTBETCTBHU C HACTOSIIMM OMHCaHWeM, Oyaer o0ecreunBaTbh KOHKPETHOE
TEpaNeBTHUECKH AaKTHBHOE COEJUHEHHE B aMOP(PHOM COCTOSHHHM B KOHEUHOW TBEepAOH
JOUCTIEPCUU.

Hcnonp3yeMblii B JaHHOM OINHCAHWH TEPMHH "JEeKapCTBeHHas (opMa MpsiMOTrO
NPECCOBaHMs", Kak MpPaBHJIO, OTHOCHTCS K (opme (Hampumep, TabJieTKe), TMOJNYYEeHHOH B
pe3yJbTaTe MPEeCcCOBAHUS CYXOH CMECH MOPOIIKOB (HANPUMEp, TBEPAOW AUCIIEPCUH, HATIPUMED,
arJOMepUpOBaHHOHN AHCIIEPCHUH), KOTOPBIE COEPKAT COEANHEHHUE, HAIIPUMED, TEPAIIeBTUIECKOE
coenHeHUe (HampuMep, IUIOXO PacTBOPUMOE TEpPANeBTHUECKOEe COEAMHEHHE, HanpuMep,
Coenunenue 1, Hanpumep, amoppuoe Coenunenue 1, Hampumep, B BUIE TBEPAOH AMCIEPCHUH,
HanpuMep, KOTOPOE TAKXKE CONEPIKUT OAHMH WK OoJiee MOJMMEPOB M HEOOSI3aTEIbHO OHO HITH
0oJiee MOBEPXHOCTHO-aKTHUBHBIX BEIIECTB) M HEOOS3aTENIbHO OAMH WM O0Jiee SKCIHUIUEHTOB.
Hanpumep, nponykr (Hampumep, TBepaas AMCIIEPCHs), TMONYyUYEHHBIH B pe3yJbTaTe IMPoLEecca,
OMHCAHHOTO B HACTOSLIEM JOKYMEHTE, MOKET HMETb YJy4YlIeHHblE CBOMHCTBa (Hampumep,
CBINYYeCTh), KOTOPbIE MO3BOJLSIIOT €My ObITh HENMOCPENCTBEHHO NPECCOBAHHBIM, HAlpUMEp, B
NEepPOpaJbHYIO JIEKApCTBEHHYI (opMy, Hanmpumep, TaONeTKH WM ObITh IOJNYYEeHBl B BUJE
KaICyJ1 WX calle.

dapmaneBTHYECKHE KOMITO3UIIUH H CIIOCOOBI JIeYeHHsI

[IpencraBneH cnoco0 Je4YeHHs PACHPOCTPAHEHHBIX COJHMIHBIX OIYXOJeH, TaKUX Kak
IJIMOMa,  BHyTpUIleYeHO4Hble  xojaHruokapimHomel  (BIIXK)  xonapocapkoma,  pak
MPEACTATENBbHON JKEJIe3bl, PaK TOJCTON KUIIKH, METAHOMA WJIM HEMEJIKOKJIETOYHBIN pakK JErkoro
(HMKPJI), xaxkmast M3 KOTOPBIX XapakTepH3yeTcsi HajmudueM MyTtaHTHoro ajuens IDHI,
BKJIFOUAIOLINI BBEJEHHE HYKIAOIEMYCS B 3TOM CYyOBEKTY (hapMaleBTHUECKOW KOMIO3HLIUH,
COJepIKaIIei: (a) COeTMHEHHE ((S)-N-((S)-1-(2-xnopodenmn)-2-((3,3-
TU(GTOPOLUKIOOYTHIT)aMUHO)-2-0KCOITHI)- | -(4-1tmaHomupuauH-2-ui)-N-(5-pToponupunms-3-
wi)-5-okcomupponunune-2-kapbokcamun  (Coenunenue 1) wim  ero  (dapmaneBTHUECKH
NPUEMIIEMYIO COJIb, KaK 4YacTb TBEPAOW Aucrepcuu W Heobs3arenbHO (b) omuH miuu Oornee
(bapMareBTUIECKH PHEMIIEMbIX HOCUTEEH.

Taxxe mnpencraBnensl kommosuuuy, coaepxamue Coenunenne 1 unum  ero

(dapMarieBTUYECKH TNPHEMJIEMYIO COJIb B KauyeCTBE 4YaCTH TBEPAOH nucrnepcuu (Hampumep,
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amopdHOil TBepmol nucnepcun). Takke mpencraBiieHbl (hapMaleBTHUECKHE KOMIIO3HUIINH,
comepkamme: (a) Coenunenue 1 wiu ero papMaLleBTHUECKH MPUEMIIEMYIO COJIb, KaK 4acThb
TBepAOH aucnepcuu u (b) ogun nunu 6onee GpapmMarieBTUIECKH TPUEMIIEMbIX HOCUTENEH.

Otu  Meroxbl JedeHHss M (apMaLeBTHUECKHE  KOMIIO3ULMM  JOIOJHHUTEIBHO
NPOWLIIOCTPUPOBAHbI  MOAPOOHBIMH ~ ONMHCAHMAMH ¥ WJUTFOCTPATUBHBIMH  [IPUMEPAaMH,
NPUBEAECHHBIMU HIKE.

dapmaneBTHUECKHUE KOMITO3ULIMH, COAEPKAIlMe TBEPAble TUCIEPCHU TEePAreBTUYECKU
AKTUBHOTO COEIMHEHHs] B MAaTpULle, MOIyT o00eCneunTh yJy4lleHHble (Qu3nueckue u
XUMHYECKHE CBOHCTBA O MOTYT OBITh MOJYYEHBbI MyTeM 0Opa30oBaHMs OIHOPOIHOTO PacTBOpa
WM PaCIUIaBa TEPANIeBTHYECKH aKTHBHOTO COEIMHEHHS M MaTepraia MaTPHUIIbl C TIOCIECAYOIIIM
OTBEP)KACHHUEM CMECH MyTeM OXJAKACHUS WIM YOAJICHUsS pacTBOpHUTENs. Takue TBepAable
IHUCTIEPCUN  TEPANEBTHYECKH AKTHBHBIX COCIUHEHWH YacTO TIIOKA3bIBAIOT TOBBILICHHYIO
OHMOJIOTUYECKYIO TOCTYITHOCTh NPH MEPOPATBbHOM BBEICHHUH IO CPABHEHHUIO C MEPOPATbHBIMU
KOMITO3ULIMSIMH, COAEPIKALTNMH HEAUCTIEPIHPOBAHOE COSAMHEHNE.

PacnpumurenbHas cymka siBIsSETCSl HAHOOJee IMHUPOKO HCIONb3YEMbIM MTPOMBILIIIEHHBIM
IPOIIECCOM, BKJIIOYAOIINM OOpa30BaHUE YACTULl U CYIIKY M MOXKET OBITh HMCIOJB30BaHA IS
NOJIyYE€HHUSI TBEPIbIX IHUCIEPCHH TEepaneBTHYECKH AaKTUBHBIX coequHeHnd. OHa Xopouro
MOZIXOMIUT JIJIsl HEMPEPHIBHOTO MPOU3BOJICTBA CYXHUX TBEPABIX BELIECTB B BU/E IMOPOIIKA, FPAHYJI
WIN arjaoMepaTHoN (OpMbI U3 JKUIKMX UCXOAHBIX MAaTEPHAJIOB B BHJE PACTBOPOB, SMYJIbCUI U
nepekaunBaemMbIx cycrieHsuil. Takum oOpa3oM, pacHbUIMTENbHAs CYLIKA SIBISETCS MOJE3HBIM
IPOLIECCOM, B KOTOPOM KOHEYHBIH TNPOAYKT JOJDKEH COOTBETCTBOBATH YCTAaHOBJIEHHBIM
CTaHJAapTaM KauyecTBa B OTHOLIEHWUU pACIpe[eNeHus] 4YacTUIl IO pa3MepaM, OCTaTOYHOM
BJIAYKHOCTH, OOBEMHOM TUIOTHOCTH U BUJIA YACTHILI.

Kpurnueckne XapakTEepUCTHKH KauyeCTBa IUCIEPCHHM BBICYIIEHHOH pacHbUICHUEM
BKJIFOYAIOT 3(QPEKTHBHBIE, CBS3aHHBIC BELIECTBA, OCTATOYHOE CONEP’KAHHE PACTBOPUTEIS,
TOMOT€HHOCTb, OTCYTCTBHE KPHCTAJUIMYHOCTH, CIIOCOOHOCTh K PAaCTBOPEHHIO, MOP(OJIOTHIO
YaCTHI] U CBOWCTBA TEKyUECTH OOBEMHOT'O IMTOPOINKA.

Kpurnueckne mnapamerpsl MpoLEecca BKIOYAIOT COCTaB PACHbUIIEMOTO pPacTBOpa H
BSI3KOCTh, THIl COIUIA U Pa3Mephl, JABJICHHE PACIbUICHHUs, CKOPOCTb MOJA4YH PaCIbUIIEMOTO
pacTBOpa, CKOPOCTh CYIIKH MOTOKA ra3a, BXOAHYIO M BBIXOAHYIO TEMIIEPATYphl, TEMIEPATypPbl
KOHJIeHCaTopa (HampuMmep, Ut CYLIKH MPOIECCOB C 3aMKHYTHIM LIUKJIOM), & TaK)K€ BTOPUYHBIE
napameTpsl CYIIKH ,

B ongHOM M3 BapMaHTOB peanu3alii U300pEeTEeHHs] N0 MEHbIeH Mepe ONpeneeHHbINH
nporeHT oT Maccel CoemuHeHuss 1 sBsiercs KpuctamanmyeckuM. KOHKpeTHbIE MaccoBble

MPOLIEHTHI MOTYT cocTaByATh 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 o6oi npoueHT ot 10 % no 100 %. Ecnu koHKpeTHbI npoueHT no Macce CoennHenus |
ABNSIETCA  KpUCTauMdeckuM, To ocratok CoenuHenuss 1 sBisgercs aMOppHBIM  BHIOM
Coenunenus 1. He orpannuunBaromue npumepsl kpucrauinueckoro CoeanHenust 1 BKIHOYAOT
MOHOKpHCcTaJUTNUecKyro (popmy CoenmnHeHus | mim cMech Pa3MYHBIX MOHOKPHCTAJUIMYECKUX
¢dopm. B HexkoTopeIX BapuaHTax peanuzauuu nzooperenus: CoennHenne | sBISIETCS MO MEHbIIEH
Mepe Ha 90 % no macce KpPUCTAIIMYECKUM. B HEKOTOpBIX APYrux BapHaHTax pealu3aluu
u3o0perenust CoenuHenue | sBisieTcst MO MeHbLIeH Mepe Ha 95 % mo mMacce KPUCTAJUTNYECKUM.
B HekoTophIX ApyrHx BapwaHTax peanusanun n3oOpereHus CoenuHeHue | sBiseTCs 1O
MeHbllel Mepe Ha 99 % mo Macce KpUCTAJUTNYECKUM.

B npyrom BapmaHTe peanmzanMyd H300PETEHHs, ONPENeJeHHbIH MPOLIEHT IO Macce
KPUCTAJIMUECKOTO Coenunenus 1 NpeaCTaBIIsIeT coboit crieu(pUIECKYIO
MOHOKPHUCTAJUIMYECKYIO (OopMy WM coueTaHne MOHOKpHUcTauindeckux ¢opm. KonkpeTHbIe
MacCOBBIE MTPOLIEHTBI MOTYT cOCTaBysATh 10 %, 20 %, 30 %, 40 %, 50 %, 60 %, 70 %, 75 %, 80
%, 85 %, 87 %, 88 %, 89 %, 90 %, 91 %, 92 %, 93 %, 94 %, 95 %, 96 %, 9T %, 98 %, 99 %,
99,5 %, 99,9 % wnu moboi npouent ot 10 % mo 100 %. B npyrom BapmaHTe peanuzanuu
m3o0perennss Coenuaenune 1 sBusgercss mno MeHbmeli Mepe Ha 90 % mo Macce
MOHOKpPUCTAJUTUYeCKUM. B npyrom Bapuanre peanuzaunu nsooperenust Coennnenue 1 sisiercs
1o MeHblIel Mepe Ha 95 % nmo Macce MOHOKpUCTAUIMYEeCKUM. B nmpyrom BapuaHTte peanuzanuu
m3o0perennss CoenuHenune 1 sBusgercss 1o MeHblneil Mepe Ha 99 % mno Macce
MOHOKPHUCTAJUTUYECKUM.

B npusenenHoM Hmxke omnucaHuu CoenuHeHus 1, BapHaHThl peajM3allid HACTOSIIErO
U300peTeHnss MOTYT OBITh OMHCAHBI CO CCHUIKOM HA KOHKPETHYIO KPHCTAJTHYECKYIO (opmy
Coenunenusi 1, kak OXapakTepPU3OBAaHO OXHMM WM 0OoOjee CBOHCTBAMH, KaK OIMCAHO B
HacTosmeM JokyMeHTe. OmHCaHus, XapakTepu3yIiue KpUCTALIHYECKHe GOPMBI, MOTYT OBITH
TaKXKe WCIIOJIb30BAHbl JUII OMHCAHUS CMECH PA3JIMYHBbIX KPHUCTAJUTUMYECKUX (PopM, KOTOpBIE
MOTYT MpPUCYTCTBOBaTh B BUJe Kpuctamnueckoro Coenunenus 1. TeM He MeHee, KOHKPETHbIE
kpuctanueckue Gopmel CoenuHeHust 1 Takke MOTYT OBITh OXapaKTEPH30BAHbI OJHUM HIIU
Oosee W3 XapaKTEPUCTUK KPHUCTAIMUECKOW (hOPMBI, KaK OIMHCAHO B JAHHOM JOKYMEHTE, C
yueToM Wi 0e3 ydeTa CChUIOK Ha KOHKPETHYIO KPUCTAJUTMYECKYIO (GopMy.

Kpucrammmdeckne (GopMbl  AONOJHHUTEIBHO  MPOMJUTIOCTPHPOBAHBI  MOAPOOHBIMHU
ONMCAHUSIMA M WUIIOCTPATUBHBIMU INpuUMepamMu, npuseneHHbiMA Hike. IIukm XRPD,
ornucanHble B Tabmumax 1 wm 2, moryr BappupoBathcsi Ha *+ 0,2 B 3aBUCHMOCTH OT
UCIOJIb3yEMOIr0 HHCTPYMEHTA JJIs1 MOTY4YeHMsl JAHHBIX.

®opma 1
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B onmHoMm BapmaHTe peanuszauuud H300peTeHUsT MOHOKpuUcTayuimdeckas ¢opma, ¢dopma 1,
Coenunenuss 1 xapaktepu3yercss pPEHTreHorpamMmoil mnopowmkoBoi augppakuuu (XRPD),
nokazanHoi Ha ®UI' 1 u paHHble, KOTOpble mnpuBeneHbl B TaOmume 1, momydeHbl C
ucrionb3oBanneM CuKa wusnyueHns. B KOHKpeTHOM BapuaHTe peanu3alud H300peTeHus
noJuMop(d MOKHO OXapaKTepH30BaTh ONHUM Wiu Oonee M3 MUKOB, B3sAThIX 3 OUI. 1, kak
nokazano B Tabmuue 1. Hanpumep, noauMopd MOKHO OXapaKkTepPH30BaTh C MOMOILBIO OJHOTO
VI IBYX WJIM TPEX, YEeThIPEX WJIH ISITH WU IEeCTH WK CEMH I BOCBMH WJIH JI€BSTH U3 MHKOB,

nokaszaHHbix B Tadmune 1.

Taoauua 1
Yroa HNHTEeHCHUBHOCTH
2-m1a’ %
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
27,3 45,6

B npyrom Bapuanrte peanusanuu nzoopereHus ¢popma 1 Moxer ObITh OXapakTepHU30BaHA
NMUKaMHU, UAeHTUPULIMPOBAHHBIME Tipu 20 yriax 8,6, 15,6, 18,5, 20,6, 21,6 u 26,4°. B npyrom
BapUaHTe peanusanuu u3oOpereHuss Qopma 1 MoxkeT OBITh OXapakTepU3OBaHA IHKAMH,
uneHTUGUUMpPOBaHHBIMU MpH 20yrnax 8,6, 15,6, 18,5 u 21,6°.

B npyrom BapuaHTe peanmzauuu uzoOpereHusi ¢popma 1 MOXKET XapaKTepHU30BATbCS
kpuBol nuddeperumansuoit ckanupyromen kanopumerpun (JCK), mokasanHoit na ©UI. 2.
I'padux ICK orobpakaer mOTOK Teruia B Buae (QYHKIIUK TeMIIepaTypbl OT oOpasia, U3SMEHEeHHe
CKOpocTH TemmepaTypbsl coctaBisier npumepHo 10 °C/mun. Kpusas xapaktepusyercs
SHIAOTEPMHUYECKUM TMEPEXONOM ¢ HadalbHOW Temmeparypoii mpumepHo 140,1 °C ¢
pacriaBjieHueM Ipu TeMiiepatype npumepHo 149.9 °C.

B npyrom BapumanTe peanusanuu uzoOpereHus: GopMy 1 MOXKHO OXapakTepH30BaTh
tepmorpaBuMeTpudecknnM anamuzoMm (TI'A), nokasamnbiM Ha OUI. 3. Kpusas TIr'A
NIOKa3bIBAET Ha rpaduke MPOLEHT MOTePb MacCchl 0Opas3la B 3aBUCUMOCTH OT TEMIIEPATypPbI, PU
CKOpOCTH M3MeHeHus Temriepatypsl npumepHo 10 °C/mun. ITotepst Mmacchl mpeacrasisieT coOoit
norepro npuMepHo 0,44 % maccel o0pasna, Tak Kak TeMIepaTypa U3MEHseTCs MPUMepHO oT 29,0
°C no 125,0 °C.
®opma 2
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B onHOM BapmaHTe peanuzaunu H300peTeHHs MOHOKpHCTaanueckas gopma, Popma 2,
Coenunenuss 1 xapaktepu3yercss pPEHTreHorpamMmoil mnopowmkoBoi augppakuuu (XRPD),
nokazanHoi Ha @UI. 4 u naHHblE, KOTOpBIE NpHUBeAEHbl B Tabmume 2, MONy4eHBl C
ucrionb3oBanneM CuKa wusnyueHns. B KOHKpeTHOM BapuaHTe peanu3alud H300peTeHus
noJuMop(d MOKHO OXapaKTepH30BaTh ONHUM WK Oonee M3 MUKOB, B3sAThIX 3 DOUI. 4, kak
nokazano B Tabmuue 2. Hanpumep, noauMopd MOKHO OXapaKTEPH30BaTh C MOMOILBIO OJHOTO
WM JIBYX WM TPEX, YETbIPEX WJIM ISITH WIKM LIECTH WIW CEMU WJIM BOCBMHM WM AEBATU UJIH

JIECSATH MUKOB, MOKa3aHHbIX B Tabmuie 2.

Tabauua 2
Yroa HNHTEeHCHUBHOCTH
2-m1a’ %
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 BapmanTe peanmusanuu usoOpereHus, popma 2 MokeT ObITh OXapakTepu3OBaHA
nuKaMu, uaeHTuuImpoBaHHbIMU 1pu 20 yraax 9,8, 11,6, 19,6, 22,5, 23,0 no 31,4 °. B npyrom
BApUAHTE peajlu3auuu u3ooOpereHusi, ¢opma 2 MoKeT ObITb OXapaKTEepPHU30BaHA ITHKAMHU,
uneHTnUIMpoBaHHbIMY ITpu 20yriax 9,8, 11,6, 19,6 n 23,0 °.

B npyrom BapuaHTe peanm3auuu u3o0pereHus: ¢popma 2 MOXKET XapaKTepU30BATbCS
kpuBorl nuddepenumanbuoit ckanupyromer kanopumerpun (JCK), mokasanHod Ha OUI. 5.
I'paduk JICK orobpakaeT moTOK Teruia B BUAe (PYHKIMH TEMITEPATyphbl OT 00pa3iia, HO3MEHEHHE
CKOopocTH TemmepaTypbsl coctaBisier npumepHo 10 °C/mun. Kpusas xapaktepusyercs
SHIOTEPMHUYECKHM TIEPEXOJOM C HadalbHOW Temmeparypor mnpumepno 627 °© C ¢
pacmiaBieHueM Ipu Temiepatype mnpumepHo 72,5 °C u 5HIOTEPMHUYECKUM IE€PEXOAOM C
HayvaJbHON TemmepaTypoi nmpuMepHo 145,6 ° C ¢ pacruiaBieHueM Mpu TeMIlepaType NpUMepHO
153,6 °C.

B npyrom BapuanTe peanusanun n3o0pererus, popma 2 MOKeT ObITh OXapaKTepH30BaHa
C TIOMOINBI0 TepMudeckoro rpasumerpudeckoro ananmsa (TT'A), mokasannoro na OUI. 6.
IIpopuns TT'A mokasbiBaeT Ha rpaduke MPOLEHT MOTEPb Macchl oOpaslia B 3aBUCHUMOCTU OT

TEMIIEPATypbl, IPU CKOPOCTU M3MeHeHus Temmepatypbl npumepHo 10 °C/mun. Ilotepst maccel
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npencrasisier codoit morepro mpumepHo 0,57 % mo macce obpasma, Tak Kak TeMIieparypa
nu3MeHsiercst npuMepHo ot 29,3 °C o 170,3 °C.

Jlpyrue BapuaHThl peanu3aluy H300pPETeHUs HAIpaBleHbl Ha MOHOKPHUCTAJUINYECKYIO
dopmy Coenunenus 1, kKoTopas XapakTepU3yeTCsl COUETAHUEM BbIIIEYKA3aHHbBIX XapaKTePUCTHK
Mo0O0N M3 MOHOKPHCTAJUIMYECKUX (POPM, ONMUCAHHBIX B JAHHOM JOKYMEHTE. XapaKTepHCTHKA
MO>KeT OBbITh JIF000# KoMOuHaImei ogHoro wiu 6ojee u3s XRPD, TT'A u JICK, kak omnucaHo 1Jist
KOHKpeTHOH nojmuMopdHoi ¢popmbl. Hanpumep, MmoHokpucTamandeckyto opmy CoenuHenus 1
MOKHO XapaKTepH30BaTh JIF0OON KoMOUHaLuel pe3ynbTatoB XRPD OTHOCHTEIBHO MOJNOKEHUS
OCHOBHBIX MMKOB B XRPD ckane; u/uimu mo00k KoMOWHALIMEH OTHOTO WM OoJiee MapamMeTpoB,
MOJIYYeHHBIX W3 AaHHBIX, nonydeHHbIXx nyreM XRPD ckanupoBanus. MoHOKpUcCTaMyeckas
¢dopma Coemunenusi 1 Taxke Moxer ObITh oxapakrepu3oBana TI'A ompeneneHHsMH MOTEPb
MaccChl, CBSI3aHHBIMH C OOpaslioM B TEYEHHE 3aJaHHOTO [UAra30Ha TeMIepaTyp;, W/
TEMIIEpaTypoOl, TMpPU KOTOPOM HAYMHAETCS KOHKpeTHbId mnepexoxa mnorepu wmaccel. JICK
OTIpeNeNIEHUs] TEMIepaTypbl, CBSI3aHHOH C MAaKCHMAJbHBIM PAaCXOAOM TeIUIa TPH MEepexone
TEIUIOBOTO MOTOKA HM/HJIM TEMIIEPATYPHI, MPH KOTOPOI 00pa3en HauMHAET HCIIBITHIBATH MEPEXON
TEIUIOBOTO TOTOKA, MOTYT TaKXXe OXapaKTepU30BaTh KPUCTALINYECKYIO ¢opmy. M3meHeHme
Macchl B 00pasiie u/mim u3MeHeHue copouuu/necopouru Boas! Ha Mojiekysy CoenuHeHus 1, Kak
OTIpEeIeNIEHO C MOMOIIBI U3MEPEeHHH COpOIHH/necopOIy BOABI B IHUANA30HE OTHOCUTENIbHOM
BraxxHoct (Hampumep, or O % go 90 %), Takke MOIYT XapaKkTepuU3OBaTh
MOHOKpUcTaH4eckyro Gpopmy Coenunenus 1.

TBepable nucnepcuu

ITpencraBnensl komnosuimy, coxepxamme Coennnenune 1 mwmm ero QapmaneBTHYECKH
NPUEMJIEMYIO COJIb U OIMH WM OoJiee TOJIMMEPOB B COCTABE TBEPAOW MUCTepcHU (HAmpumep,
amop(dHOI TBepAOW nucnepcuu). B HEKOTOPBIX BapUaHTAaX peajn3alvd U300peTeHus: TBepras
mucriepcusi congepyxut CoenuHenne | uian ero papMareBTHYECKH MPUEMIIEMYIO COJIb M OTMH WJIH
Oonee moiuMepoB. B HEKOTOPBIX BapUaHTAaX peaNn3alud H300pETeHHs TBEpAas IUCTIEPCHS
cogepxxut CoenuHenue 1 wim ero ¢apMaleBTHYECKH MPUEMIIEMYIO COJIb, OOWH Wi Oolee
NOJIMMEPOB, a TaKKe€ ONHO MM 0ojee MOBEPXHOCTHO-aKTHUBHBIX BEIIECTB. B HEKOTOPBIX
BapUAHTaX peajn3auuu u3o0pereHus: TBepaas nucnepcust copepkut CoenuHenwe 1 wim ero
(apMareBTHIECKH MPUEMJIEMYIO COJIb U OJUH MOJIUMEpP. B HEKOTOPBIX BapuaHTaX pealn3aluu
u3o0pereHust TeBeppas aucrepcusi comepxkur CoeamHenue 1 wim ero ¢apManeBTHUECKH
NPUEMIIEMYIO COJIb, OJIUH TOJMMED U TIOBEPXHOCTHO-aKTHBHOE BEIECTBO.

TBepable nucnepcHy. MpeaCTaBIeHHbIE B JAHHOM JJOKyMeHTe, copepskainre CoennHeHue
1 wm ero ¢QapmaueBTHUECKH MPUEMIIEMYIO COJb, MOTYT IIOBBIIIATH PACTBOPUMOCTH

Coenunenus 1 mo OTHOIIEHHIO K YUCTOH Kkpuctamanueckoi ¢popme Coennnenus 1 (Hanpumep,
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@®opma 1 wim @opma 2) u, TakuM 00pa3oM, OOECNEeUMBAIOT YJIYULIEHHOE BO3IEHCTBHE INPH
NepOopaybHOM JJO3MPOBAHUHU TBEPAOH AHCIepcuu cyObekTy. B 0JHOM M3 BapHaHTOB peanu3anuu
n3o0perenuss TBeppas aucnepcus comepxkur CoeanHenue 1 wnm ero ¢apmaleBTHUECKU
INPUEMJIEMYIO COJIb, OIMH WJIM OoJjiee IONUMEPOB M HEoOs3aTeNbHO ONHO WM Oonee
MOBBIIIAIOINUE PACTBOPUMOCTD MOBEPXHOCTHO-AKTUBHBIX BEILECTB.

Hanpumep, pactBopumocts B Bope @opmsl 1 cocraBiser ot npumepHo 0,025 mr/mia no
npumepHo 0,035 mr/mn 1o pactBopuMocth B Bome Dopmel 2 coctasisier ot npumepHo 0,008
mr/mi1 1o npumepro 0,010 mr/mo.

dopma 2 umeeT pacTBOpUMOCTb mpuMepHO (0,018 MI/MiI B UMHTUPOBAHHOH B T'OJIOHOM
cocrossHun kumeyHod ckunkoctu (FASSIF) mpu pH 6,1 mpu 4 wacax. [lns cpaBHEHus,
amop(HbIE BBICYLICHHBIC PACIIBUIEHHEM HCIEPCUN UMEIOT PaCTBOPHMOCTb OT mpumepno 0,05
mr/mi 1o npumepro 0,50 mr/mn B FASSIF npu 3 vacax.

B HexkoTOpbIX BapHaHTaxX peajH3allH H300pETeHHs TBEpAasl AMCIEPCUS MPOSBISET IO
MeHblel Mepe npumepHo 20 %, mo Menblieil mepe npumepHo 30 % mno MeHbleld Mepe
npuMepHo 40 %, no MeHblueil Mepe npuMepHo 50 % mno meHbluel Mepe nmpumepHo 60 % mo
MeHblleld mepe npumepHo 70 % mno MmeHbluell Mepe npumepHo 80 % unau 1Mo MeHblLIell Mepe
npumepHo Ha 90 % Oonee cunbHOe BO3neiicTBus CoenuHeHus | uinm ero ¢gapMaleBTHYECKH
NPUEMJIEMON COJIM, TIPU BBEIEHHH CYOBEKTY, IO CPABHEHHUIO C BBEIEHHEM in situ amopdroro
Coenunenuss | wnm ero QapmareBTHYeCKH NpHeMJieMOoll conu. B HEKOTOphIX BapuaHTax
peanuzauny H300peTeHUs TBEpHas IHCIEePCHsl UMeeT MO MeHblueil mepe mpumepHo 20 %, mo
MeHbIel mepe npumepHo 30 % mo Mmenblied Mmepe npumepHo 40 %, Mo MeHbIIEH Mepe
npumepHo 50 % mno MeHblIel Mepe nmpumepHo 60 % no menslueil Mepe npumepHo 70 % mo
MeHbLIel Mepe npumepHo 80 % wnu mo MeHblued Mmepe nmpumepHo Ha 90 % Oonee cuibHOE
Bonericteue CoenuHenus | wuiam ero (papmMauneBTUHECKM MPUEMIIEMOW COJIM, MPHU BBEACHUU
CyOBEKTy, MO CPaBHEHHIO C BBEIEHHEM 4UCTOro Kpucrajumdyeckoro Coenunenus 1 wim ero
(bapMaleBTUYECKH TPUEMJIEMOU COJTH.

B ¢dapMakoKnHETHYECKHX HCCIIENOBAHMSIX KpPbIC M O0€3bsH, YMEPEHHOE YJIyUIICHUE
BO3JIEHCTBHsI HAOMIOAETCsl MIPH BBEACHUU TBEPIOHW AMCIEPCHUU TMEPOPATBHBIX JIEKAPCTBEHHBIX
¢opM O CpaBHEHHIO C TMOKa3aTelsIMH in situ amopdHbIX n03upoBOK. Hampumep, TBepmas
mucriepcusi, comepxamast S0 % wmac./mac. Coemunenns 1 uw 50 % wmac./mac. ¢ranara
noymusuHmiIanerara (PVAP) umeer mpumepHo B 1Ba pasa Oosiee CHIBHOE BO3AEHCTBHE II0
cpaBHeHHIO ¢ in situ amopdubM Coenunennem 1 y camuos kpeic Crpar-Zloynn. OTcyTcTBYeT
CYLIECTBEHHAasl pa3HULIA B BO3ACHCTBUM MeEXIy TBEpAOH aucnepcueil, comepxameit 70 %
mac./mac. Coemunenust 1 um 30 % wmac./mac. mepopaibHOH JeKapcTBeHHOH Qopmoii mo

cpaBHeHUIO ¢ in situ amoppubiM CoenuHeHueM 1, y camIlOB Makak, BO3JIEHWCTBHUE TBEPIOM
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nucnepcuu, conepxkameii S0 % mac./mac. Coennnenust 1 u 50 % mac./mac. Auerar cykuuHaTa
T'HIPOKCUITPONUIMETUIILIEIUTIONO3b], TaK)Ke M3BECTHBIM KakK aueTaT CyKLUHAT TUIPOMEJUIO3bI
(HPMCAS), He moka3bplBaeT CYLIECTBEHHOW pa3HHLbI IO CPAaBHEHHMIO C in situ aMop(HBIM
Coenunenvem 1. AHanormuHbIM 00pasoM, TBepaas aucrepcus, copepxamasi 50 % wmac./mac.
Coenunenuss 1 u 50 % wmac./mac. THOPOKCHIIPONMMIMETHIILEIUTIONO3b], TAK)XKE HW3BECTHAsI Kak
runpomenioda ¢ramar (HPMC -¢ranar), He nokasbiBaeT CYyLIECTBEHHOH pa3sHULBI II0
cpaBHeHHMIO ¢ in situ amopdubiM Coemunenuem 1. B To Bpems kak in situ amopdHbie
TEPANeBTHUECKUE COSAMHEHHUS] OOBIMHO HCMOJB3YIOTCS U TO3UPOBAHMS B HUCCIIEAOBAHUAX HA
JKMBOTHBIX, OHH HE MPUTOAHBI KaK JIEKapCTBEHHbIE (OPMBI Ui JO3MPOBAHUS B OpPraHU3ME
YeloBeKa.

Kak Oputo ommcano B (papMaKOKMHETHYECKOM HCCIIEIOBAaHMHM Ha Kpbicax [Ipumepa 4,
Bosnericteue CoenuHeHus | yiydimaercs, €Ciil JO3MPOBAaHHbIC (POPMBI TBEPIOH AMCIIEPCUU
BBOJISIT 110 CPaBHEHHIO ¢ urcToi Popmoii 2 kpuctammndeckoro Coenunenus 1.

B HekoTOphIX BapuHaHTax pealu3alud H300peTeHHs IO MeHbIIeH Mepe dYacTb
Coenunenus 1 unm ero ¢papMaleBTHUECKH TPUEMIIEMON COJIH, B TBEPAOH AUCTIEPCUN HAXOIUTCS
B aMOpP(HOM COCTOSHUM (HampuMep IO MeHblueld Mepe nmpumepHo 50 % mo MeHbInell mepe
npuMepHo 55 % mno MeHbluell Mepe npumepHo 60 %, B MeHbllel Mepe, mpumMepHo 65 % mo
MeHblled Mepe npumepHo 70 % mno MeHblleld Mepe NpuMepHO 75 % 1o MeHbIIeH Mepe
npuMepHoO 80 % mo MeHbluel Mepe mpuMepHO 85 %, mo meHbluell Mepe npumepHo 90 % mo
MeHbIlIeH Mepe NpUMepHO 95 % no MeHbluel Mepe NpuMepHO 98 % unau no MeHbLIeH Mepe
npumepHo 99 %). B ngpyrux BapuaHTax peaju3alud U300peTeHHs TBepAas AUCIEPCHs IO
CYIECTBY He comepkuT kpucraummueckoro CoenuHeHus 1 wim ero ¢apmaneBTHYECKH
MIPUEMIIEMOU COJH.

B HEKOTOpBIX BapWaHTaX peaJu3alUd HACTOSIIEro H300PETeHUs] KOMIO3HMLIUS
npeacTasisier coboif  amMOopdHYHO TBepAyH (Hampumep, BBICYLICHHYK pPAacCIbUICHHEM)
aucriepcuto, conepkamyro Coenunenue 1 wim ero apmManeBTUYECKH MPUEMIIEMYIO COJb U
nojmmMep. AMopdHas TBepaast AUCMIEPCUST MOXKET COAEPIKaTh, HANIPUMED, MEHEee YeM MPUMEPHO
30 %, menee ueM npumepHo 20 %, MeHee yeM npumepHo 15 %, menee yem npumepHo 10 %,
MeHee 4eM MpuMepHO 5 %, MeHee ueM npumepHo 4 %, MeHee ueM npumMepHo 3 % , MeHee 4eM
npuMepHo 2 % unu MeHee ueM mnpumMepHo 1 % kpucramnndeckoro CoenuHeHus 1 wnm ero
dapmanieBTHYECKH  NPUEMJIEMOH  COJNIM, HANpUMep, IO CYINeCTBY, HE COIEpKaTh
kpucramnueckoe Coenunenne 1 nim ero papmManeBTHIECKHU IPUEMIIEMYIO COJTb.

B omgHOM M3 BapWaHTOB peanu3alud H300peTeHHs TBepHas AMCIEPCUS MPOSBISIET 3apaHee
OTpeeNieHHbIH YPOBeHb (PU3NYECKOW W/Miu XUMHYeckoi crabmipHOoCcTH. Hampumep, TBepaas

aucnepcust coxpaunsier npumepHo 50 %, npumepno 60 %, npumepHo 70 %, npumepHo 80 %,
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npumepHo 90 %, mpumepro 95 %, npumepHo 98 % wnmu npumepHo 99 %, amopdrOro
Coenunenus 1 wm ero ¢papMaleBTHUECKH NPUEMIIEMON COJIM, IPU XPAaHEHUU NIPH TEMIIEpaType
25 °C B IUIOTHO 3aKpPBITON Tape ¢ BOAOH, HanpuMep, (hJlakoHe U3 STHTAPHOTO CTEKJIa, KOHTEeHHepe
u3 nonudTuiaeHa Bbicokod muotHoctd (HDPE) unm nBOWHBIX MEIIKOB W3 TOJNMITHIIEHA C
BUTBIMHU HENJIOHOBBIMU CTsKKaMmu, noMelieHHbIx B HDPE xonTelinep ¢ ocymurenem.

B HEKOTOpBIX BapuaHTax peasu3aluy M300peTeHHs MOJMMEp MOBBIIAET XHUMHUYECKYIO
Wi HU3HYECKYH) CTaOUIIBHOCTh (HAmpUMEpP, KaK H3MEPEHO C TIOMOINBI) MOAYJIMPOBAHHOIO
middeperumanbHoro ckanupyrouiero kanopumerpa) Coenunenus 1w ero papManeBTHUECKH
NPUEMJIEMON COJIH, TPU XpaHeHuH (Hampumep, npu temneparype 2-8 °C, manpumep, 4°C wim
IpYU KOMHATHOH TeMIIepaType) 1Mo MeHbluel Mepe nmpuMepHo Ha 10 % (Hampumep, o MeHbIIeH
Mepe npumepHo Ha 20 % no MeHblIell Mepe npuMepHo Ha 30 % 1o MeHblIel Mepe IPUMEPHO Ha
40 %, no menblleli Mepe nmpumepHo Ha 50 % mno MeHbluel Mepe nmpumepHo Ha 60 % 1o
MeHblleld mMepe npumepHo Ha 70 % mo MeHblieil Mepe npuMepHo Ha 80 % WM MO MeHbLIeH
mepe mnpumepHo Ha 90 %) mo cpaBHeHHMIO ¢ amopdHbIM CoemuHenneM 1 wunm ero
(bapmMareBTHYECKH TPUEMIIEMOH COJIBIO, HE B TPUCYTCTBUH MOJUMEPA.

Teepnas aucnepcusi, Kak MPaBUIO, UMEET TEMIIEpaTypy CTEKJIOBAHUs, INie AUCIEPCHUs
OCYILIECTBISIET NMEPEXOA U3 CTEKIO00Pa3HOTO TBEPAOrO BEIIECTBA B KayUyKOBYIO KOMITO3HULIHIO.
B oOmem cnyuae, 4em Bbllle TeMIlepaTypa CTEKJIOBaHMs, TeM OoJbine (usnueckas
crabmpHOCTD Aucnepcun. CyIecTBOBaHUE TEMIIEPATYPhl CTEKJIOBAHUSA OOBIYHO YKa3bIBAET, UTO
o MeHblIeH Mepe, Ooybllas 4YacTb KOMIIO3MLIMU (HAampuMep, AMCIEPCHUH) HAXOOUTCS B
amopdHOM cocTosiHnH. Temmneparypa creknoanus (Tg) TBepaol nucnepcuy, MOAXOAAIIEH s
(apmMaLeBTHYECKOr0 MPUMEHEHHUsI, KaK MPAaBWIO COCTABIISET 10 MEHbLIeH Mepe mpumMepHO S50
°C. B HeKOTOpBIX BapUaHTaX peaNn3alUuN H300peTeHHs MPEANOUTUTEIbHBI OOJiee BBICOKHUE
temreparypbl. TakuMm 00Opa3oM, B HEKOTOPBIX BapHAHTAX peajH3alud H300peTeHusl TBepnas
JUCTepCHsi, pacKpbiTas B JAHHOM NOKyMeHTe umeeT Tg mo menbiueii mepe npumepHo 100 © C
(Hampumep mo MeHbneil mepe npumepro 100 °C mo menbinedi mepe mpumepro 105 °C mo
MeHbiel Mepe npumepHo 110 °C, mo menbieii Mepe npumepHo 115 °C nmo meHblieil mMepe
npumMepHo 120 °C no mensbueil Mepe npumepHo 125 °C no mensiueii mepe npumepHo 130 °C no
MeHblneln mepe mpumepHo 135 °C mo menbiieit mepe npumepno 140 °C mo MmeHblueil mepe
npuMepHo 150 °C no menbiel Mepe npumepHo 160 °C no menpuieil Mepe npumepHo 170 °C
no Mesblueil Mepe npumepHo 175 °C no menbuiein mepe npumepHo 180 °C unu no MeHbliei
mepe npumepHo 190 °C). B HeKOTOpBIX BapuaHTax peanu3anuu n3odperenus Tg coCTaBiseT 10
npumepHo 200 °C. B HEKOTOpBIX BapHaHTaxX peanu3zauuu n3o0pereHuss Tg COCTaBISET 10
npumepHo 130 © C (manpumep mo mensbineil mepe npumepHo 110 °C mo meHsbineii mepe

npumMepHo 111 °C, no menbiieit Mepe npumepHo 112 °C, no mensiuei mepe npumepso 113 °C
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no meHbiueil Mepe npumepHo 114 °© C no mensbiuei mepe npumepHo 115 °C no menblueil Mepe
npumMepHo 116 °C no menspiuei Mepe npumepHo 117 °C no mensiueii Mepe npumepHo 118 °C no
MeHbled Mepe npumepHo 119 °C mo menbuieil mepe npumepHo 120 °C nmo meHbluel Mmepe
npumMepHo 121 °C no menpie Mepe npumepHo 122 °C no mensiueii Mepe npumepHo 123 °C no
MeHblIel Mepe mpumepHo 124 °C mo menblieit mepe npumepHo 125 °C mo meHblueil mepe
npumepHo 1216 °C no mensbiueii Mepe npumepHo 127 °C no menbluel Mepe npumepHo 128 °C,
npu MeHbluel mepe, npumepHo 129 °C unn nmo menbiueit mepe npumepHo 130 °C). Ecnu He
yKa3aHO HHOE, TeMIIepaTypbl CTEKJIOBAHUS, PACKpbITble B JAHHOM JOKYMEHTE, H3MEpPSIOT B
CYXHX YCJIOBUSIX.

B HEKOTOpBIX BapuaHTaX peajn3alyy HU300peTEeHUs] TBepAas IUCIepCHsl MMeeT Oosee
BBICOKYIO TEMIIEPATYPY CTEKJIOBAHUS 10 CPABHEHHUIO C TEMIIEPATYPOH CTEKIJIOBAHUSI aMOP(HOTO
Coenunenuss 1 unm ero ¢apManeBTHYECKH NMPUEMIIEMOI COJM, HE B NMPUCYTCTBUU MOJHMEPa
(oB). B HEKOTOpBIX BapHaHTAaX peaNu3ali M300pETeHUs TBEpHas AHMCIIEPCUS UMEET CKOPOCTh
penakcauuy, KOTopasi HIDKE, YeM CKOpocTh penakcaunu amopdHoro Coenunenust 1 wim ero
(bapmManieBTHIECKH TPUEMIIEMOI COJTH, HE B IPUCYTCTBUHU NOJHMEpa (OB).

IIpumepsl moaMMEpPOB B TBEPAOM MUCIEPCHM BKJIIOUYAIOT IPOU3BOJHBIE LIEJUIIOJIO3BI

(HarpuMep, TUAPOKCUITPOITHIMETHIILIEIIIFONIO3Y, TAK)XKe U3BECTHYIO Kak runpomeriosa, (HPMC),
¢dTamar rUIPOKCUNPONMIMETUIINEIUTION03b], TaKXKEe W3BECTHBIM Kak THUIpomeno3a ¢ranar
(HPMCP), anerar-cyKIMHAT T'UAPOKCUIIPONMIMETUIILEIUIIONO3b], TAaKKE€ W3BECTHBIH Kak
runipomesuioda auerar cykuuHat, (HPMCAS), runpoxcunponmmemmonosa (HPC)),
STHIILEJUTIONIO3a WM aueraT-(ranaT  LeJUToJios3bl,  nojmBuHIINHpponunonsl  (IIBIT);
nomTineHrmkomn  (I1900); nmonmBuHMIOBbIE cnupThl (PVA), MOJUBUHWIOBBIE CJIOXKHBIE
s¢upbl, Takue Kak nonuBuHWianeraT-grasar (PVAP), akpuiarel, Takue  Kak
nojguMeTwiMerakpuiar (Hanpumep, Eudragit.RTM. E); umknonexctpunbl (Hanpumep, Oera-
uuksonekctpun);, nonu (D, L-maktun) (PLA), momu (D,L-naktup, CO-TIMKOJMHMIHAS KHCIOTA
(PLGA), a Takke WHX CONOJMMEPbl M WX TPOU3BOAHBIC, BKIIOYAs, HANPHUMED,
nojuBHHWIMUpponuaoH-euHmIanerat (IIBI1-VA), momuBuUHMI KamnpojakTaM-TOJHBHHUI 1O
aleTaT-NOJUITUIICHIJINKOJIEBbIl  COMOJMMEp,  METHJIAKPUJIAT/COMOIMMEp  METaKpHIJIOBOM
kuciotsl, Soluplus; KOMOBHOOH 10 HMX CcMecH. B HEKOTOpBIX BapHaHTaX peaTH3aLHuN
n300peTeHust TBepaasi IUCIEPCHsI CONEPKUT OAUH BOJOPACTBOPUMBIN MOJIHMED.
B HekoTOpBIX BapHaHTax peajtu3alud H300pPETeHUs TBepHas TUCTIEPCHsI COAEPIKUT OAHMH
YaCTUYHO PACTBOPHMBIN B BOJE MOJMMeEp. B HEKOTOPBIX BapuaHTax peajn3aliy U300peTeHUs
HOJIUMED MPEACTABIAET COOON MONUMEpP LENTHOIO3bL.

B HekoTOophIx BapuaHTax peanuzauuu u3zoOpereHus nonumep sBisgercss HPMCAS

(nampumep, HPMCAS pazmunsix mapok: HPMCAS-M, HPMCAS-MG unn HPMCAS-HG). B
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HEKOTOpBIX BapUaHTaX peaju3aluu u3o0pereHus nomumep ssisercs PVAP. B HexoTophix
BapUaHTaxX peainn3anuu n3odpereHus nonumep npeacrasisier coboit HPMC (manpumep, HPMC
pasnnusbix Mapok: HMPC60SHS0, HPMCESO unu HPMCELS). B HekoTOpbIX BapuaHTax
peanuzaruu n3odpererus noiaumep spisiercs HPMCP (wanpumep, HPMCP pa3nudsHbIX Mapok:
Hanpumep, HMPCP-HPS5S).

B HEKOTOpBIX BapHaHTaX peajr3aluy M300peTeHUs MoJmMep npencrasiser codoit pH-
3aBUCHUMBIN PACTBOPUMBINH B KHIIEeUHUKe nojumep. Takue pH-3aBucHMBIE pacTBOpUMBIE B
KUIIEYHHKE MOJUMEPBI BKIIFOYAIOT, HO HE OTPAHHMYUBAIOTCS WMH, MPOH3BOAHBIE LIEJUTFOJIO3bI
(Hampumep, anerar-grajar LEJUTIOJIO3bI (CAP)), HPMCP, HPMCAS,
kapOokcumeTmueuronody (CMC) mnm ux conu (Hampumep, HAaTPUEBYIO COJIb, TAKYK Kak
(CMC-Na)); ALETaTTPUMEIIUTAT LEJTIOJIO3bI (CAT), anerar ¢ranar
rugpokcunpormuieiroiossl  (HPCAP), amerar ¢ramaT ruapoKCHIPONMUIMETHIILEIUTIONIO3bI
(HPMCAP) no aumerar ¢rangar mermiuemnnonodbl (MCAP), momumerakpunatel (Hampumep,
Eudragit S) nnu ux cmecu.

B HekoTOpBIX BapuaHTaX peanu3auuyd H300pEeTEeHHs] MOJUMEp NPEACTaBiIsIeT COOOH
areTaT-CyKIMHAT THIPOKCUIPOIMIMETHIILEIUTIONO3b], TAK)KE W3BECTHBIN KaK aleTaT CYKLUHAT
runipomesuiodsl, (HPMCAS), sranpumep, HMPCAS-HG.

B ngpyrom BapumanTe peanusanuu uU300peTeHus moiuMep(bl) TPENCTaBJsieT COOOU
HEepPacTBOPUMBIH MMONEPEYHO-CIIUTBIH TONIUMeEp, HATPUMED MOJUBHHIIIITHPPOIUIOH (HApHMep,
KpocroBuoH). B npyrom BapuaHTe peanusanuu n300peTeHus noaumep(bl) IpeacTaBiseT CoOoi
noymBuHUIIUpponunoH (ITBIT).

B HEKOTOpBIX BapHaHTAaX pealn3auuy H300peTeHHs OAMH WM Oojee MoaruMep(OB)
NPUCYTCTBYET B TBEPAOW TUCIEPCHU B KojuuecTBe mpumepHo oT 10 % wmac./mac. mo 90 %
Mac./mac. (Hanpumep, oT npumepHo 20 % mac./mac. no npumepHo 80 % mac./mac., OT IPUMEPHO
30 % mac./mac. no mpumepHo 70 % mac./mac., ot npumepHo 40 % mac./mac. 1o npumepHo 60 %
Mac./mMac. Wi oT npuMepHo 15 % wmac./mac. no mpumepHo 35 % wmac./mac.). B HekoTOpBIX
BapUAHTAX peajH3auud U300peTeHus] NojuMep (bl) MPUCYTCTBYET B TBEPAOW IUCIIEPCHU B
KonudecTBe OT mpumepHo 10 % wmac./mac. no npumepno 80 % wmac./mac., Hampumep, OT
npumepHo 30 % mac./mac. 1o npumepHo 75 % mac./mac. wnu ot npumepHo 40 % mac./mac. o
npuMepHO 65 % mac./mac. uiau ot mpuMmepHo 45 % wmac./mMac. 1o mpumepHo 55 % wmac./mac.,
Hanpumep, npuMmepHo 46 % mac./mac., npumepHo 47 % mac./mac., npumepHo 48 % mac./mac.,
npumepHo 49 % wmac./mac., npumepHo 50 % mac./mac., mpumepHo 51 % mac./mac., npuMepHO 52
% wmac./mac., mpumepHo 53 % mac./mac. win npumepHo 54 % mac./mac. B HeKOTOpBIX BapuaHTax
peanuzanuu u3o0peTeHus nonumMep(bl) MPUCYTCTBYET B TBEPAONH MUCIEPCHH B KOJHYECTBE OT

npumepHo 48 % mac./mac., mpumepHo 48,5 % mac./mac., mpumepHo 49 % mac./mMac., IPUMEPHO
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49,5 % wmac./mac., npumepro Ha 50 % mac./mac., npumepHo 50,5 % mac./mac., mpumepHo 51 %
Mmac./mac., npumeprHo 51,5 % wmac./mac., npumepro 52 % wmac./mac. win npumepro 52,5 %
mac./mac.

B HekoTOphIX BapwaHTax peanu3zalud U300peTeHus nonuMep(bl) NPUCYTCTBYET B
TBEPOH AUCTIEPCUH B KOJMUecTBe OT npumepHo 30 % mac./mac. no npumepHo 70 % mac./mac. B
HEKOTOPbIX BAapUAaHTaX peaju3aluu H300peTeHust nonumep(bl) MPHUCYTCTBYET B TBEPAOH
OUCTIEPCUU B KOJMYECTBE OT NpuMepHo 35 % wMac./mac. no mpumepHo 65 % wmac./mac. B
HEKOTOPBIX BapUAHTAX peajlu3aluu U300peTeHus mnojumep(bl) MPUCYTCTBYET B TBEPIOM
aucriepcuu B KonmuecTBe oT npumepHo 40 % wmac./mac. no npumepHo 60 % wmac./mac. B
HEKOTOPBIX BapUAHTAX pealu3aluu u300peTeHus: mnojuMep(bl) MPUCYTCTBYET B TBEPIOU
OUCTIEPCUU B KOJIHMYECTBE OT mpumepHo 45 % wmac./mac. no mpumepHo 55 % wmac./mac. B
HEKOTOPBIX BapUAHTAX pealu3aluu u300pereHuss mnojuMep(bl) MNPUCYTCTBYET B TBEPIOU
OUCTIEPCUU B KOJIMYeCTBe OT mpumMepHo S0 % mac./mac.

B HekoTOpbix BapuaHTax peanusauuu u3oOperenuss CoenuHenune 1 wuiaM  ero
dapmanieBTHYECKH TpUEMIIEMasi COJb MPUCYTCTBYET B TBEPAOH IHCIEPCUU B KOJHYECTBE OT
npumepHo 10 % mac./mac. 1o 90 % wmac./mac. (Hanpumep, ot npumepno 20 % wmac./mac. 1o
npumepHo 80 % wmac./mac., ot nmpumepno 30 % wmac./mac. no npumepHo 70 % wmac./mac., oT
npumepHo 40 % mac./macc. no npumepHo 60 % mac./mac. unm ot npuMepHo 15 % mac./mac. 1o
npumepHo 35 % mac./mac.). B HekoTopeIx BapuaHTax peannzauuu nzodperenus Coenunenue |
Wil ero (apMaLeBTHYECKH IpHeMyieMas COJib TNPHUCYTCTBYeT B TBEPAOH MAWUCIEPCHU B
konuvecTBe OoT mpumepHo 10 % wmac./mac. no npumepno 80 % wmac./mac., Hampumep, OT
npumepHo 30 % mac./mac. 1o npumepHo 75 % mac./mac. wiu ot npumepso 40 % wmac./mac. 1o
npuMepHoO 65 % wmac./mac. uau ot mpuMmepHo 45 % wmac./mMac. 1o mpumepHo 55 % wmac./mac.,
Harpumep, npumepHo 46 % wmac./mac., npumepHno 47 % wmac./mac., npumepHo 48 % mac./mac.,
npumMepHo 49 % wmac./mac., npumepHo 50 % wmac./mac., npumepHo 51 % mac./mac., npuMepHO 52
% wmac./mac., npumepHo 53 % mac./mac. wiu npumepHo 54 % mac./mac. B HEeKOTOpBIX BapuaHTaxX
peanusaiu u3oOperennss Coenunenue 1 win ero (apMaleBTUYECKH MpHeMyieMasi COJb
NPUCYTCTBYET B TBEPAOW AMCIEPCUU B KOIMYeCTBE NMpuMepHO 48 % mac./mac., npuMepHo 48,5
% wac./mMac., npumepao 49 % wac./mac., npumepHo 49.5 % wac./mac., npumepao 50 %
mac./mac., mpumepHo 50,5 % mac./mac., npumepHo 51 % mac./mac., npumepso 51,5 % mac./mac.,
npumepHo 52 % mac./mac. wu npumepHo 52,5 % mac./mac.

B HekoTOpbix BapuaHTax peanusauuu u3oOperenusi CoenuHeHune 1 wuiam  ero
(bapMarieBTUYECKH TpUeMIIeMasi COJb IPUCYTCTBYET B TBEPAOH IHCIEPCUU B KOJHYECTBE OT
npumepHo 30 % mac./mac. 1o npumepHo 70 % mac./mac. B HEKOTOPBIX BapHaHTaxX pealu3aluu

n3o0perennss CoenuHenne | uinm ero QapManeBTHUECKH NpUemieMasl COJb NPHUCYTCTBYET B
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TBEPJOH AUCIIEPCUU B KOJMUYECTBE OT MPUMEPHO 35 % mac./mac. 1o npumepHo 65 % mac./mac. B
HEKOTOPBIX BapHwaHTax peanuszaunu n3ooOperenus Coenunenue 1 unmm ero apmareBTHUECKH
npuemMiemasl Cojlb NPUCYTCTBYET B TBEPAOH IUCIEPCUM B KOJUuecTBe OT npumepHo 40 %
Mmac./mMac. 10 npuMmepHo 60 % mac./mac. B HEKOTOpBIX BapHaHTax peaju3aluu H300peTEeHUs
Coenunenne 1 wmnm ero (QapmaneBTHYeCKH MNpuemsiemMas COJb TNPHCYTCTBYET B TBEPAOH
AUCIIEPCHH B KOJIWYECTBE OT mpumepHo 45 % wmac./mac. no mpumepHo 55 % wmac./mac. B
HEKOTOpBIX BapuaHTax peanmzanuu uzodperenus CoeamHeHue 1 wiu ero ¢papManeBTUYECKH
pUEeMJIEMON COJIM, MPUCYTCTBYET B TBEPAOH OUCIEPCUU B KOJMYECTBE OT mNpumepHo S50 %
mac./mac.

B npyrom BapuaHTe peanuzanuu W300peTEHHs] TBepAas TUCTIEPCUS COHEPXKUT OT
npumepHo 20 % wmac./mac. no mpumepHo 80 % wmac./mac. CoemuHenuss 1 wnm ero
(dbapManieBTUYECKH MpHEMIIEMON cou 10 oT npumepHo 20 % wmac./mac. no npumepHo 80 %
nojmmMepa (oB). B npyrom BapuaHTe peanusanui U300peTeHUs TBEPAAsi TUCTIEPCHSI CONEPIKUT OT
npumepHo 25 % wmac./mac. no mpumepHo 75 % wmac./mac. CoenuHenuss | wnm ero
(bapMaeBTUYECKH MPUEMIIEMON COJIM O OT MpUMepHO 25 % wmac./mac. no mpumepHo 75 %
nojmmMepa (oB). B npyrom BapuaHTe peanusanui U300peTeHns TBEpAasi TUCTIEPCHSI CONEPIKUT OT
npumepHo 30 % wmac/mac. po mpumepHo 70 % wmac./mac. CoemuHenumst 1 wiam ero
dapmaneBTHYECKH TpHeMIIeMoi conu 10 oT npumepHo 30 % wmac./mac. no mpumepHo 70 %
nomuMepa(oB). B npyrom BapuaHTe peanusaunu n300peTeHus TBEpAask AUCHEPCUS] COAEPIKHUT OT
npumepHo 35 % wmac./mac. no mnpumepHo 65 % wmac./mac. CoenuHenus 1 wunm ero
(apManieBTHYECKH MPUEMJIEMON COJM 10 OT mpuMepHo 35 % wmac./mMac. 1o mpumepHo 65 %
nonumepa(oB). B npyrom BapuanTe peanusanmy n300peTeHus TBEpAas AUCIEPCHsT CONEPIKUT OT
npumepHo 40 % wmac/mac. no mpumepHo 60 % wmac./mac. CoemuHenuss 1 wuam ero
(bapManeBTUYECKH MpHEeMIIEMON conu 10 oT npumepHo 40 % wmac./mac. no npumepHo 60 %
nojmmMepa (oB). B npyrom BapuaHTe peanusanui U300peTeHns TBEpAasi TUCTIEPCHSI CONEPIKUT OT
npumepHo 45 % wac/mac. no mpumepHo 55 % wmac./mac. CoemuHenuss 1 wiam  ero
(dbapManeBTUYECKH MPUEMIIEMON COJNIU 0 OT mpuMepHO 45 % wmac./mac. 1o mpumepHo 55 %
nojmmMepa (oB). B npyrom BapuaHTe peanu3anui U300peTeHns TBEpAasi TUCTIEPCHSI CONEPIKUT OT
npumepHo 50 % wmac./mac. Coenunenusi 1 wim ero ¢apMaleBTUYECKH MPUEMIIEMOW CONH, a
Takke oT nmpuMmepHo 50 % mac./mac. nmonumepa (0B).

B npyrom BapuaHTe peanm3anuu W300peTeHUs] TBEpHAs ITUCIEPCUST CONEPIKUT OT
npumepHo 45 % wac/mac. po mpumepHo 55 % wmac/mac. CoemguHenwmst 1 wiam ero
(dapManeBTHYECKH MPUEMIIEMON COJIM O OT mpuMepHO 45 % wmac./mac. no mpumepHo 55 %
mac./mac. HPMCAS (manpumep, HPMCAS -MI" unu HPMCAS-HG wnu npyrue copra, Takue

kak LF, MF, HF wmm LG) wiu PVAP. B npyrom Bapuanre peanusanuu u300peTeHUs TBEpAAs
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aucnepcusi conepxkut npumepHo S0 % wmac./mac. Coenunenus 1 wimm ero ¢gapManeBTUYECKU
MIPUEMJIEMOM COJTH, a Takske mpumepHo 50 % mac./mac. HPMCAS.

B HEKOTOpPBIX BapuaHTaX TBEPAAsl AUCHEPCHUS TAKXKE COAEPIKUT NMOBEPXHOCTHO-aKTUBHOE
BEIIECTBO WJIM MHEPTHOK (bapMaI_[eBTI/ILIeCKI/I MpUEMIIEMOE BCIICCTBO. HpI/IMepr MOBEPXHOCTHO-
AKTHBHBIX BEIIECTB B TBEPAOH AMCIEPCHU BKIIOYAIOT Jaypuicynbdar Hatpus (SLS), Buramun E
wim ero npousBoaHoe (Hampumep, BuTamuH E TPGS), nokysar Hatpus, aomeumicyibdpar
HaTpusi, monucopbarbl (Hampumep, Tween 20 u Tween 80), monmokcamepbl (Takve Kak
noyiokcamep 335 u monokcamep 407), riuuepun MoHooJieat, Span 65, Span 25, Kanpuon 90,
IUTFOPOHOBBIE comosiuMepbl  (Hampumep, Pluronic F108, Pluronic P-123) u ux cmecn. B
HEKOTOPBIX BapUaHTax pe€ain3dallun I/1306peTeHI/I$I MOBEPXHOCTHO-aKTUBHOEC BCIUICCTBO ABJIACTCA
SLS. B HEKOTOpBIX BapHaHTaX peaNn3alUN H300pETeHHs MOBEPXHOCTHO-aKTHBHOE BELIECTBO
ssieTcss BuTaMuHOM E i ero mponsBonHbiM (Harpumep, ButamuaoM E TPGS).

B HEKOTOpBIX BapuaHTaX peajn3aliy U300peTeHHs] MOBEPXHOCTHO-aKTHBHOE BEIECTBO
NPUCYTCTBYET B TBEPAOH TUCTIIEPCHH B KonndecTBe oT npuMmepHo 0,1 % mac./mac. 1o mpuMepHo
10 % wmac./mac., Hanpumep, ot npumepHo 0,5 % mac./mac. 1o npumepHoO 2 % Mac./Mac. Uil OT
npumepHo 1 % wmac./mac. no mpumepHo 3 % wmac./mac., oTr mpumepHo 1 % wmac./mac. 1o
npumepHo 4 % wmac./mac. unm ot mpumepHo 1 % wmac./mac. no nmpumepHo 5 % mac./mac. B
HEKOTOPBIX BapHuaHTax peann3anuuu I/1306peTeHI/I$I MOBEPXHOCTHO-AKTUBHOC BE€IIECTBO
NPUCYTCTBYET B TBEPAOH qucnepcuu B konudectse npumepHo 0,1 % mac./mac., npumepno 0,2 %
mac./mac., mpumepno 0,3 % mac./mac., npumepso 0,4 % mac./mac., npumepHo 0,5 % mac./mac.,
npumepro 0,6 % wmac./mac., npumepso 0,7 % mac./mac., npumepHo 0,8 % mac./mac., mpuUMepHO
0,9 % wmac./mac. wimm mpumepHo 1 % wmac./mac. B HEKOTOpBIX BapHaHTax peaTH3aLuH
U300peTeHnss MOBEPXHOCTHO-aKTUBHOE BELIECTBO TMPUCYTCTBYET B TBEPAOH IUCIEPCHH B
konuyectBe npumepHo 0,5 % wmac./mac., npumepHo 1 % mac./mac., npumepHo 1,5 % mac./mac.,
npuMepHo 2 % mac./mMac., mpuMepHo 2,5 % mac./mac., npuMepHo 3 % Mac./mMac., mpuMepHo 3,5
% wmac./mac., npumepHo 4 % mac./mac., npumepHo 4,5 % mac./mac. win npumepHo 5 % mac./mac.
CriocoObl moNy4eHHst TBEPABIX TUCTIEPCHIA

B HEKOTOpBIX BapHaHTax pealu3ali H300pETeHHs TBepAas IUCIEPCHs] MOXET ObITb
NOJIy4eHa B COOTBETCTBHUU CO CIIOCOOOM, OIMHCAHHBIM B HACTOSIEM IOKyMeHTe. B obmiem,
METOAbI, KOTOPBIC MOTYT 6I:>ITI:> HCIOJIb30BAHbI, BKJIHOYAKOT TC, KOTOPBIC BKJIKOYAKOT 6bICTpO€
yJlaJIeHe PaCTBOPUTEIS UIIM CMECH PACTBOPUTEIIEH U3 CMECH MJIH OXJIAXK/IEHUE PACIUIABIEHHOTO
obpasua. Takue crnocoObl BKJIIOYAIOT, HO HE OTPAHUYMBAIOTCS MMM, BBIIAPHBAHUE BPALICHHUEM,
CYyONIMMALIMOHHYIO CYIIKY (T.€. JUO(PMIN3ALNI0), BAKyYYMHYIO CYIIKY, OTBEpIEBaHUE TIOCTE
pacIuiaBieHuss W SKCTpy3ur0 u3 pacruaBa. OOUH U3 BapUAHTOB peATU3aLUU U300pEeTeHUs

HACTOALIETO PACKPBITUA BKIKOYACT TBEPAYHO AUCTICPCHUIO, TIOJYYCHHYHO C IMMOMOILIbIO
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pachbpUINTENBHON CymKU. B onHOM BapuaHTe peann3anuyl W300pETeHUs MPOAYKT, IOTy4eHHBIN
NyTEM pPaCMbUIMTENIPHONW CYIIKH, CyLIaTr, 4YToObl yOAJIUTh pPAaCTBOPHUTENb WJIH CMEChH
PacTBOPUTEIIEH.

IIpenaparbl, ONUCaHHbIE B JAHHOM JOKYMEHTe, Hampumep, (apmaleBTHIecKas
KOMITO3HULIMS, MOXeT OBbITh MNOJyueHa MyTeM CYLIKH pPaclblICHHEM CMeCH, ConeprKaren
Coenunenne 1 uam ero apMauneBTHYECKH NMPHEMIIEMON COJM, OAMH WK Oojee MOIUMEpPOB U
COOTBETCTBYIOIIMN pPACTBOPUTENIb WJIHU CMeCh pacTBopuTeneil. PacnbuiurenpHas Cyloka
BKJIFOYAET pAaCMbUIEHUE >KUIKOH CMeCH, copaepikalled, Harpumep, TBEpAOE BEIIEeCTBO MU
pPacTBOPUTEND UM CMECh PACTBOPUTENEH U yAalleHHe PaCTBOPUTENS UJIM CMECH PacTBOPUTENEH.
PactBopuTrens uiu cMecb paCTBOPUTENIEH MOKET TAKXKE COAEPKaTb HENETy4YUil paCTBOPUTEID,
TaKOW Kak JIeAsiHas YKCYCHasi KHcjoTra. PacmbuieHre MOKEeT OBITh BBINOJIHEHO, HAlpuMep W3
ABYX JKMIKOCTEHl MIIM MOJ JaBlI€HUEM WIN U3 BJEKTPOYJbTPa3BYKOBOIO COMJIA WU Ha
BPAILIAOLIEMCS AUCKE.

PacnpumnrenbHas cymka mpeoOpasyeT SKUAKOE ChIpb€ B CYXYIO T'PaHYJIHPOBAHHYIO
¢dopmy. PacmbumiTtenpHast cymka OOBMHO BKJIIOYAET pPACHbUICHHE pAcTBOpa IJIsl TOAAYH
KUJKOCTH B OPBI3TH M3 Karelb U KOHTAaKTUPOBAHHE KaIesb ¢ TOPSYUM BO3IYyXOM HIJIA T'a30M B
CyHmuiIbHON Kamepe. bpbzru oObuHO mony4aroT ud0 BpalieHueM (Kojeca) MM IPU MOMOIIU
pacnpuHTENnbHBIX (popcyHOK. Mcmapenue Biarn u3 kamejgek M OOpa3oBaHHE CYXHX YacCTHUI]
IIPOTEKAIOT B YCJIOBUSIX PETYJIUPYEMOM TeMIIepaTypbl U YCIOBUAX pacxoja BO3AYXa.

HeoOs3aTenbHO, BTOPUYHBIN MPOLIECC CYLIKH, TAKOW KaK CyIIKa C NCEBAOOKUKEHHBIM
CIIOEM WJIM BaKyyMHasl CyIIKa, MOTYT ObITb MCIOJB30BAHbI JUJIsI YMEHBIIEHHS] OCTATOYHBIX
pactBoputeneii (um ngpyrux mo0aBOK, TakMe Kak JIeAsHas yKCyCHas KHCIOTa) [0
(apManieBTHYECKH TpUEMJIEMBIX ypoBHEW. Kak mpaBuiio, pacnbUIUTENbHAs CYIIKA BKJIFOYAET
KOHTaKTUPOBAaHUE BBICOKOAMCIIEPCHOM JKUAKOM CYCNEH3UM WM pacTBopa (Hampumep,
PACIBUICHHOTO PacTBOpPA) M JOCTATOYHOrO oObeMa rops4yero BO3AyXa WM rasa (Hampumep,
a30Ta, HapUMep, YUCTOTO a30Ta), YTOObI MPOU3BECTH UCIAPEHHE W CYIIKY JKUIKUX Karelb.
IIpemapar nst BBICYIIMBAHUS PACIBUIEHHEM MOXET MpPEACTaBIsITh COOOW JIFOOOW pacTBop,
rpyOyI0 CYCHEH3HMIO, CYCHEH3WIO, KOJUIOMOHYK MAHCIEPCHIO MM TMAacTy, KOTOPBIE MOXKHO
pachpUIsITh C HCHOJB30BAHHWEM BBIOPAHHOW pACHbUIMTENBHON Cymmikd. B craHmapTHOH
nporneaype, npenapar paclbUIIOT B TOTOK TEIUIOro (YUIBTPOBAHHOTO BO3AyXa (WM B Tas,
HanpuMep, a30T), KOTOPbI HCHapsieT PaCTBOPHUTENb W IEPENAeT BBHICYIIEHHBIH MPOAYKT B
KOJUIeKTOp (Hampumep, wHKIOH). OTpaOoTaHHBI BO3AYX WM Ta3 3aTeM BBIXOAAT C
pacTBopuTeneM (WM CMEChIO PacTBOPUTENIEH, B TOM YHCIE JIOOBIMUA JOOABKAMH, TAKMMH Kak
JensHasi YKCyCHasl KHCJIOTa), (KOTOpble, Hampumep, 3areM (UIBTPYIOT) MM B KauecTBe

AJIbTCPHATUBBDI, OTpa6OTaHHbIM BO3yXOM HJIM Ia30M. KOTOprﬁ HaIMpapJIsIETCA B KOHACHCATOD,
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qTOOBI 3aXBAaTUTh M IOTEHLHAJIBHO IepepadoTaTh pacTBOPUTENb WM CMECh YKa3aHHBIX
pactBopureneii. Hanpumep, ecinm uCHonbp3yercst ra3 (Harpumep, a3oT), ra3 3aTeM MOXKET ObITh
BO3BpAIIEH, CHOBAa HAarpeT M BO3BpalleH B OJIOK B CHCTEME C 3aMKHYTBIM KOHTYPOM.
Kommepueckn IOCTYIHBIE THUIBI AINIapaToB MOTYT OBITH HCIOJB30BaHBI I IPOBEAECHUS
pacnbuiMTenbHON cylikyu. Hanpumep, koMMepueckre paclbUINTENbHbBIE CYLIUIKU IPOU3BOASTCS
Buchi Ltd. u Niro (sanpumep, PSD nuHus pacnbuINTeNbHBIX CYLIIMIOK Ipou3BoacTBa Niro).

PacnbutnrenbHas cymika OOBIMHO HCTMOJB3YeT TBEPHAblE HArPY3KH Marepuaia OT
npumepHo 1 % no npumepro 30 % wnu 1o npumepHo S0 % (T.e. TepareBTUYECKH aKTHBHOE
COEAMHEHUE IUTFOC M SKCLUUIMHUEHTHI), TPEANOYTHTEIBHO IO MeHbIneil Mepe npumepHo 10 %. B
HEKOTOPBIX BapUAHTAX pealiM3aly H300peTeHHsl TBepIble Harpy3ku MeHee yeM Ha 10 % moryT
NPUBECTH K CHUYKEHHUIO BBIXOJIOB M HEMPUEMIIEMO JOJITOCPOYHBIX NEPHOaM MporoHa. B obmem,
BEPXHHUI TIpenes TBEPABIX HArpy30K ONPENessieTCsl BSI3KOCTBIO (HAMPHUMEpP, BO3MOXKHOCTBIO
NPOKAYMBaTh) TMOJYYEHHBIH pPacTBOP W PACTBOPUMOCTBIO KOMIIOHEHTOB B pactBope. Kak
MIPaBUJIO, BSI3KOCTb PacTBOpPA MOXKET ONpPENENSTh pPa3Mep YacTHUL] B MOJYYEHHOM MOPOLIKOBOM
MIPOAYKTE.

Metonsl W cnocoObl PacCHBUIMTENBHON CymKkH MoHO Hadti 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 o0miem, pacHbUIMTENBbHYIO CYIIKY MPOBOIST IPHU TEMIIEpAaType Ha BXOAE OT
npumepHo 40 °C no npumepno 200 °C, nanpumep, ot npumepHo 70 °C no mpumepno 150 °C,
npeanoututensHo oT npumepHo 40 °C no npumepno 60 ° C, ot npumepHo 50 ° ¢ 10 NpUMepHO
55 °C wmu or mpumepro 80 °C mo mpumepHo 110 © C, nampumep, mpumepro 90 °C.
PacnpuinTebHYIO CYIIKY OOBIMHO MPOBOAAT NPHU TeMIepaType Ha BbIxoae oT mpumepHo 20 °C
no npumepHo 100 °C, nanpumep ot mpumepHo 25 °C no npumepno 30 °C (Hanmpumep, MPUMEPHO
26 °C), ot npumepro 40 °C mo mpumepuo 50 °C, or mpumepno 50 °C no npumepno 65 °C,
Harnpumep, oT npuMmepro 56 °C go npumepno 58 °C.

Y naneHnue pacTBOPUTEJIS MU CMECH PACTBOPUTEJICH, MOKET MOTPeOOBATh MOCIEAYOIEH
CTaJu{ BBICYIIMBAaHUSA, TaKOW Kak BBICyIIMBaHME Ha CTeJUIaKe, BbICYIIMBAHUE B
TICEBIOOKIKEHHOM CJioe (Hampumep, OT KOMHATHOH Temmepatypbl no mpumepHo 100 °C),
BakyyMHast cymka, CBY-cymka, cymka B poOTaluoHHOM OapabaHe win OWKOHHYECKas
BaKyyMHasl CyIIKa (HalmpuMep, OT KOMHATHOH TeMIiepaTypsl 1o npumepHo 200 °C).

B onHOM M3 BapHaHTOB peann3anui H300peTeHNsT PaCIbUINTEIbHAS CYIIKA PEACTABISET
co0O# pacHbUTUTENBHYIO CYIIKY B TiceBaookmkeHHOM cioe (FSD). Cranun, onucannsie B FSD,
MOTYT BKJIIOYAaTh, HanpUMep: TMPHUTOTOBJIEHHE pPacTBOpa JKUAKOrO Kopma (Harmpumep,

conep:xautero Coenunenne | wiu ero ¢papManeBTHUECKN IPUEMIIEMYIO COJIb U HEOOSA3aTEbHO
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nomuMep(bl)  W/MIM  TIOBEPXHOCTHO-aKTMBHOE  BEIIECTBO(A),  PAaCTBOPEHHOE  HIIU
CYCIIEHIUPOBAaHHOE B pacTBOpUTENE (PaCTBOPUTENSX)); paclbUieHHE (HAampuMep, ¢ HacaaKon
07| TaBJIEHHEM, LIEHTPOOEKHBIM PACIIBUTUTENIEM WM JUCKOM, (POPCYHKOH C ABYMS KUAKOCTSIMH
WIN APYTUMH METOJAaMHU DAaCIbUICHHs) PacTBOpa HCXOIHOTO MaTepuana IpH JOCTABKE B
CYIIMJIbHYIO KaMepy pacHbUINTENbHOH CYIIMJIKH, Hampumep, pabortaromed B pexkume FSD;
BBICYLIMBAHHWE PACTBOpPA MCXOJHOIO MaTepuana B CYLIMWJIBHOH KaMepe ¢ HarpeTbiM BO3AYXOM
WJIM HarpeThIM Ta30M (HampuMep, a30TOM) JIJIsl TOJTyUeHHsI TPOAYKTA, B KOTOPOM OoJiee KpyIHbIe
YacTULIBI MPOAYKTA OTHENSIOTCS, HANpUMep, BBINAAAIOT, B TO BpeMs KaK MeJKHE YaCTULIbI
MEPEeHOCITCS] TIOTOKOM BO3AyXa WM Ta3a BBEPX B BEPXHIOK YacTb CYLINWJIBHONW KaMephl
(HampuMep, 3a CYET eCTeCTBEHHON KOHBEKIIMN) M B [IMKJIOHE W MOBTOPHOE BBENEHHE (Hampumep,
B BEPXHEH YaCTH CYLIMJIbHOW KaMephl HJIK B OCEBOM HAIIPABJICHHH K CEPEIUHE KaMePhl) MEJIKUX
YacTULl B CYIIUJIbHYIO KaMmepy, B KOTOpPOH IOBTOPHO BBEJIEHHbIE MEJKHE YacTHULIbI MOTYT
arJoMepupoBaTbCs  CO  BHOBb  OOpa3OBaHHBIM  MPOAYKTOM it (pOpMHPOBaHUS
arJOMEpUPOBAHHOIO MPOAYKTa, B KOTOPOM, €CJIH arjiOMepUPOBAaHHBIN MPOAYKT SBISETCS
IOCTaTOYHO OONBIINM, OH OyIOeT OTHAENATbCS, €CIM OH HE SIBIAETCS JOCTATOYHO OOJBIINM,
9TOOBI OTAEINATHCS, TO ArJIOMEPHPOBAHHBINA MPOAYKT OyIeT MePEHOCUTHCS 33 CUET KOHBEKIIMU K
BEPXHEN KaMepe U B LIUKJIOH U BHOBb B KaMepy. DTOT MPOLECC IIOBTOPSETCA 0 TeX MO, MOKa He
copMHpyeTCsT arJIOMEpUPOBAHHON MPOAYKT, KOTOPBIH IOCTATOYHO BEJHK, YTOOBI BBINACTb.
Mernkue 4acTHIBl MOTYT OBITH TIOBTOPHO BBEAEHBI U3 LIMKJIOHA B CYLIMJIBHYIO KaMepy uepes
BIIYCKHYIO TpyOy.

B HEKOTOpBIX BapuaHTaX peannu3aliy H300peTeHus], CKopee YeM BBICYLIMBAHUE PACTBOPA
HCXOAHOIO MaTepuaja ¢ HarpeTbIM BO3YXOM WJIM HAarpeThIM Ia30M, MUTAKOLINNI PaCTBOP MOXKET
BMECTO TOrO 3TOr0 OBbITh OTBEP)KIACH pACHbUICHHUEM, HANpuMep, KaMepa HaXOOUTCS TpU
KOMHaTHOUN Temmnepatrype (Hampumep, 21+4 °C) wiu OXNakaaercs, HampUMep, OXJIaXKIEHHBIH
ras (Hampumep, a30T) UCTIONB3YETCS IS POLecca.

FSD MoeT NOMOJHUTENbHO BKJIKOYAaTh COOp arJIoOMEpHUpPOBAHHOTO MPOAYKTA B MEPBOI
MICEBIOOKIIKAIOIIEH KaMepe, ¢ MOCJIENYIOIIel pa3rpy3koil arJjOMEpUPOBAHHOIO MPOAYKTa U3
NEepBOH ICEBIOOXKMKAIOIIEH KaMepbl BO BTOPYIO IICEBIOOKIKAIOIIYI0 KaMepy, B KOTOpOM
MO>KET MPOUCXOANUTD MPOLECC MOCIE CYLIKH.

ArnoMepupOBaHHBIA MPONYKT (HAIPUMEpP, KOTOPBIH OCAXKNAETCS B CYIIMJIBHOW Kamepe)
3aTéM MOXeT ObITb TiepefnaH M3 BTOPOH IICEBAOOKMKAIOMEH KaMmepsl B  TPETHIO
NCEBAOOXKIDKAIOUIYI0  KaMepy, TAe€  OXJaXJaeTcs  arjJOMEpUPOBAaHHBIM  MPOXIYKT.
ArnoMepupOBaHHBIN MPOAYKT (HAIIPUMEp, TBEpHAask JUCTIEPCHs aMOP(GHOTO COENUHEHHST) MOKET
3aTeM OBbITh TOABEPrHYT AONOJHHUTENIBHOH oOpaborke. Hampumep, mpomykr MoxkeT ObITh

HETOCPENCTBEHHO  crpeccoBaH. IIpogykT Mosker OBITh  JOMOJHUTEIBHO CMEMIaH C
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MIOBEPXHOCTHO-aKTUBHBIM BEIECTBOM, BCIOMOTATEJIbHBIM BEIIECTBOM MIIN (hapMaLeBTHUECKU
NpUEMJIEMBIM HOCHUTENIEM, HalpuMep, A0 NpsAMOro mnpeccoBaHus. lIpomykT Moxker ObITH
HeoOsI3aTeNIbHO JIOMIOJIHUTENBHO 00paboTaH, HampuMep H3MENbYeH, I'PaHyJIMpPOBaH, CMeEIlaH
IO/MNM  TepeMeIlaH ¢ paclulaBOM TIPaHysATa, IOBEPXHOCTHO-AKTUBHBIM  BEIECTBOM,
SKCLUITUEHTOM W/ WK (papMaLeBTHIECKU TIPUEMIIEMbIM HOCHTEJIEM.

FSD wMoxer ObITh BBIOJHEHA B KOMMEPYECKOW pACHbUIMTENBHON —CYIIWIIKE,
paboraromieli B pekUMe ICEBIOOKUKEHHOH pacnbutuTenpHol cymku (peskum FSD). FSD
MOKET OBITh BBIIOJIHEHA B JIIOOOM PEKUME OTKPBITOTO LIUKJIA HJTH B PEKUME 3aMKHYTOTO LIUKJIA
(HampuMep, CYIIWJIBHBIN Ta3, HampuMep, a30T, PeUupKyIupyroT). [Ipumepsl MOAXOIAIIHNX
pacTbUINTEIbHBIX CYIIUIOK JJIs MCMonb30BaHus B FSD BkirouaroT crienyroiue CyLINIKH: OT
Niro (Hampumep, PSD JjuHHS  pacHbUTUTENbHBIX  CYIIMJIOK  W3TOTOBJIEHHBIX — Niro:
PHARMASD.TM .; Xumunueckass wiu SD nuHuA cymminok). FSD moxer cymecTBeHHO ObITh
BBIITOJIHEHA B JIFOOOHW paCHBUIMTENbHON CYIIWJIKE, KOTOpash HACTPOEHA, YTOOBI ITO3BOJIUTH
MOBTOPHOE BBEAEHHE MEJKUX YaCTHIL] B CYIIMJIBHYIO KaMepy.

JlononHuTenbHasT ~ MOCT-CYLIKa, HanpuMep, B  BakyyMe€ WM  CYLIWJIKE C
NICEBIOOKIDKEHHBIM CJIOEM WJIM CYLIMIIKE ABOHHOIO KOHYCa MJIM OMKOHHUYECKOHW MOCT-CYIINJIKE
WA CYyIIUIbHOM OapabaHe, MOTYT OBITh BBITIOJHEHBI MPH HEOOXOIUMOCTH/TIPUMEHUMOCTH JJIsI
yAajieHus JOINOJIHUTENbHbIX pacTBopuTenell. B HEKOTOphIX BapuaHTax pealnu3aluu
N300peTEeHNsI BBITIOJIHAETCS CTAAMS TOCT-CYIIKH.

Jna ynaneHus pacTBOPUTENsl WJIM CMECH pPAcTBOPUTENEH, BaKyyMHas CyIIKa, CyIIKa
pacmbUIeHHEM, CyIIKa B ICEBIOOKMKEHHOM CIpel, CyIIKa Ha CTejulaxax, Juodummsanus,
BBIIAPUBAHUE TPH BpALIEHHWE IO JPyrue MNPOLEAypbl CYIIKH MOIYT OBITh NPHMEHEHBI.
[IpumeHeHne mr000r0 H3 3TUX METOJAOB C HCIOJB30BAHHUEM MOAXOISIIUX IapaMeTpOB
00paboTKH, B COOTBETCTBHH C HACTOSLINM omnucaHueMm, Oyaer obecneunBate Coenunenue 1 wim
ero (hapMaLEeBTHYECKH TNPUEMIIEMYI0 COJb B aMOP(GHOM COCTOSIHUM B TOTOBOW TBEpAOH
aucriepcuu. [Ipu HCTIOB30BAHNN COOTBETCTBYIOLIHMX YCIOBUH (HANIpUMEDP, HU3KHE TEMIIEPaTy bl
Ha BBIXOJAE B pPACHBUIMTENIBHONH CYIIMJIKE HCIOJb30BAHUE PACTBOPUTENEH C HU3ZKOH
TEMIIEPATypOil KUIIEHHUs] UCIMOJB30BAHUE HATPETOrO ra3a), KOTOpble MPUBOMAT K TUCIIEPCHH,
HanpUMep, TIOPOIIKA, C JKeJIaTeIbHBIMKI CBOMCTBaMHU (HampuMmep, cpeaHuil pasmep dacturl (d50)
40-200 muxpon 9 Hampumep, 40-150 MKM), MOPOLIOK C HACBIMTHON IJIOTHOCTBIO> 0,2 1/Mi
(mampumep, ot 0,2 mo 0,5 r/mr) wim > 0,25 r/Mj, MOPOIIKY C YJIYYLIIEHHONW TEKy4eCThIO
(HampuMep, HU3KHE CHJIbI CLETUICHHUS, HU3KO€ BHYTPEHHEE TPEHHE MEXIY YacTHLAMH);, W/WIu
cyxoii mopomok ¢ Hu3kumu OVI (opraauyeckue JeTyune NpuMect), HalpuMep, HIDKe NPEaesioB
ICH w/mnm cneundukaiuii monap3oBaresiei), AHNCIEPCHs MOXKET OBbITh HENOCPEACTBEHHO

CIIPECCOBaHa B JIEKAPCTBEHHYIO (popmy.
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B HekoTOpBIX BapmaHTax peaqu3anuy U300peTEeHHs] TeMIIepaTypa Ha BXOJAE COCTAaBIISAET
ot npumepHo 50 °C no npumepno 200 °C, Hanpumep, ot npumepro 60 °C no npumepso 150 °C,
ot npumepHo 70 °C go nmpumepno 100 °C, or mpumepno 60 °C no mpumepno 95 °C, or
npumepHo 65 ° C no mpumepso 85 °C, ot npumepno 70 ° C no mpumepso 90 °C, ot npumepHO
85 °C no npumepno 95 °C unu ot npumepHo 70 °C no npumepHo 85 °C.

B HEKOTOpBIX BapHaHTax peann3aliy U300peTeHNs TeMIIepaTypa Ha BBIXO/E COCTABISIET
OT MPUMEPHO KOMHATHOMU TeMriepatypbl (Harpumep, USP koMHATHOM TeMIiepaTypsl (Hampumep,
21 + 4 ° C)) no mpumepuo 80 °C, manpumep, or npumepsro 25 °C nmo mpumepno 75 °C, or
npumepHo 30 °C no mpumepsno 65 °C, ot npumepno 35 °C no npumepuo 70 °C, ot npumepHo 40
°C po mpumepno 65 °C, ot nmpumepno 45 °C mo mpumepno 60 °C, ot mpumepno 35 °C mo
npumepro 45 °C, ot mpumepno 35 °C nmo mpumepro 40 °C wumu ot mpumepno 37 °C no
npumepHo 40 °C.

B HekoTOpBIX BapWaHTax peaju3aludl H300peTeHHs] 3aJaHHbIE TEMIIEPaTypPhI
NICEBIOOKIDKEHHBIX CJIOEB (TEMIeparypy sl KakOOro CJosi BbIOMPAIOT HE3aBHUCHMO OT
TEMIIEPAaTypbl, BBIOPAHHOH Ui JPYroro Cjosi) COCTABISIOT OT NPUMEPHO KOMHATHOM
temneparypsl (Hanpumep, USP komHaTHOM Temneparypsl (Hanpumep, 21 £+ 4 °C)) no npumepHO
100 °C, nmanpumep, ot npumepHo 30 °C no npumepno 95 °C, ot nmpumepno 40 °C 1o npumMepHO
90 °C, ot npumepro 50 °C nmo nmpumepno 80 °C, ot mpumepno 60 °C no mpumepso 85 °C, ot
npumepHo 65 ° C no npumepHo 95 °C unu ot npumepHo 80 °C no mpumepso 95 °C.

FSD moxer ObITh BBINOJHEHA Ha CMECH, COAEp Kalllell pacCMaTpUBAEMOE COEAMHEHUE
(HampuMep, TepaneBTUYECKUIl areHT (Hampumep, TEpaneBTHYECKH AKTUBHOE COEIUHEHHE),
Harpumep, CoenuHenne 1 wim ero (apmaneBTHUeCKH npuemiemyro coib). Hampumep, FSD
MOTYT OBbITb BBIMIOJIHEHBI Ha cMecH, conepskamedi CoenuHenne | i ero ¢gapManeBTHYECKH
NPUEMJIEMYIO COJIb (HampuMep OO OAMH Wi OoJjiee MOJIMMEPOB U HEOOS3aTeNIbHO OJHO WU
OoJiee TOBEPXHOCTHO-AKTHBHBIX BELIECTB U HEOOSI3aTEIbHO ONUH WU OOJiee TOTOIHUTENbHBIX
SKCLUUMHUEHTOB JJIsl TOJydeHus: TBephou nucnepcun amoppuoro CoemuHenuss 1 wnmm ero
(apManieBTUYECKH MPHEMJIEMON COJIM, HANpUMep, KOTOPbIE MOTYT OBITH HEMOCPEICTBEHHO
CIIPECCOBaHbl B MEPOPAJBHYIO JIeKapCTBEHHYIO ¢opMmy (Hampumep, Talnerka). B kauectse
aJNIbTEPHATHBBI, JUCIIEPCHUST MOXET OBITh CMEIaHa C OJHUM MM 0oJiee SKCIUIMUEHTOAMH Mepen
NPECCOBAHHEM.

B onmHOM u3 BapMaHTOB peanu3aluu H300pETEeHHs] Crocod TMONy4YeHHsT TBEPIOH
mucriepcun CoenuHeHUs 1 BKIFOUaeT

a) obpasoBanue cmecu CoenmHeHust | unm ero ¢apManeBTUYECKH MPUEMIIEMOH COIH,

OZHOTO 1iu OoJiee MOTUMEPOB U OAHOTO MU OO0Jiee paCTBOPUTENIEH; a TaKxKe
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b) ObicTpoe ynaneHue pacTBopuTes (€if) U3 pacTBOpA C MOJTYYSHHEM TBEPAOH aMOpPHOM
aucriepcun, copepskameit Coennaenue 1 unm ero papManeBTHIECKH MPHUEMIIEMYIO COJIb U OZIUH
i Oonee nonumepoB. OauH wiu OoJiee MOJMMEPOB U OAMH WM Oosiee pacTBOpUTENEH MOTYT
OBbITB JIFOOBIMH U3 PACKPBITHIX B JAHHOM JJOKYMEHTE.

B HEKOTOpBIX BapMaHTaX peajH3aluH AaHHOTO M300pPETEeHHs pacTBOPUTENb YAAISIOT C
IIOMOIIBIO PACIbUINTENbHOW CYIIKA. B HEKOTOpPBIX BapHaHTaX peanusauuy H300peTeHHs
TBEPAYIO AMCIEPCHIO BBICYIINBAIOT HA CTEJIJIAXKAX C MOMOILIBI0 KOHBEKIMOHHOH LIEHTPOOEKHOM
CYIIMJIKH. B HEKOTOPBIX BapuaHTaX TBEPAYIO TUCTIEPCUIO TPOCEHUBAOT.

B oxgHoMm BapuanTe peanuzauuu nzodperenus Coenunenne | wim ero papmaneBTHIeCKH
npUeMIIeMasi COJIb SIBJSIFOTCS KPUCTAJUIMYECKHMU. B Tpyrom BapuaHTte peanu3anuu n300peTeHHsI
Coenunenue 1 wim ero papManeBTHUECKH TPUEMIIEMAst COJTb SIBJISTIOTCS aMOP(HBIMH.

Kax Oyner MOHSATHO CIELUAUMCTy B JAHHOW OOJACTH TEXHUKH, CYIIKAa PACHbUICHHEM
MOXeT OBbIThb BBITIOJHEHA 10 3TO 4YacTO AEJAETCS B NMPUCYTCTBHHM MHEPTHOTO Ta3a, TAKOTO Kak
a30T. B HEKOTOPBIX BapHaHTaxX peau3alui U300PETEHNs POLECChI, KOTOPbIE BKJIFOYAIOT CYILIKY
pacmbUieHHEM, MOTYT OBbIThb BBINOJHEHbl B MNPUCYTCTBHH CBEPXKPUTHUECKOH JKHAKOCTH C
y4acTHEM JAUOKCHUJIA YIJIEPOa WIIM UX CMECH, COAep Kallel JUOKCU YIiiepoaa.

B npyrom BapuaHTe peanuzannu U300peTeHHs CIoco0 MOJy4eHHUs TBEPAOW MUCIIEPCHU
Coenunenus 1 nnm ero papmManeBTHUECKH PUEMIIEMON COJIM BKIIOYAET:

a) oOpazoBanue cmecu CoenuHeHust | uinm ero gapMaleBTUYECKH NMPHEMIIEMOM COJH,
NOJIMMEPA U PACTBOPUTEIIS; A TAKXKE

b) pacmbUIUTENBHYIO CYIIKY CMECHU C TOJy4YeHHEeM TBEePAOHN IHUCIEPCUM, COaepKalieit
Coenunenue 1 wnm ero papManeBTHUECKH MPUEMIIEMYIO COJIb U TIOJUMEDP.

[Tocne cyimku u/wiy NOJUPOBAHUS MOTYT OBITh HEOOS3aTEIBHO BBIOJHEHBI a3PO30JbHOE
BoicylmBanue paucnepcun Hwke ICH wnu 3amaHHbIX  crenm@uKanmid Ui  OCTATOYHBIX
PacTBOPUTENIEH.

DT Tporecchl MOTYT OBITh HCIONB30BAHBI Ui TMOJNy4YeHHs (DapMaleBTUYEeCKUX
KOMITO3MLIMI, PACKPBITHIX B HaHHOM JOKyMmeHTe. KonudecTBa M TNPH3HAKM KOMIIOHEHTOB
UCTIONIB3YEMBIX B MPOLIECCAX, MOTYT ObITh TAKMMH, KaK OITMCAHO B TAHHOM JIOKYMEHTE.

B HekOTOpBIX BapuaHTaxX peajn3alud H300peTeHHsI PACTBOPUTENb BKIIOYAET ONWUH WU
Oosee neTydnx pacTBOpHTENEH, 4TOOBI pacTBOPHUTh MM cycrneHanposath CoenuHenne 1 wimm
ero (apMaleBTHYECKH MpHEMJIEMYIO coib 10 mnonumep(sl). B HEKOTOphIX BapuaHTax
peanm3anmuyu W300peTeHHs OAWH WIM 0OoJee pPacTBOPUTENEH IOJHOCTBIO PACTBOPSIOT
Coenunenue 1 wnu ero ¢papManeBTHUECKH IPUEMIIEMYIO COJIb U TOJIHMEp(bI).

B HekoTOpbhIX BapuaHTax peanu3alMu H300peTeHHst ONUH WM Oosee pacTBOpUTeNei

NpeAcTaBisieT cOOOM JeTyuuii pacTBOPUTENDb (HAIpUMep, METUJICHXJIOPUJ, aLETOH, METAHOI,
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sTaHoi, xjuopodopm, Terparuapodypan (THF) nnm ux cmecs). IIpumepsr moaxoaamux JIeTyIHX
pacTBOpPUTENEH BKIOYAIOT T€, KOTOPbIE PACTBOPSIOTCS WM CYCHEHIUPYIOT TEPareBTHUYECKU
aKTHUBHOE COeIMHEHHeE, INOO MHINBUAYAIbHO, THOO B COUETAaHUH C IPYTUM copacTBopuTeneM. B
HEKOTOPBIX BapHAHTaX peaju3aliu HW300peTeHus pacTBOPUTENb (PACTBOPHUTENM) MOJIHOCTHIO
PacTBOPSIIOT TEPaNeBTUYECKH aKTHBHOE COelMHEHHe. B HEeKOTOphIX BapuaHTax pealu3alun
n300peTeHust pacTBOPUTEIb MPEACTABISIET COOOH aleToH. B HEKOTOPBIX BapHAHTAX peaTn3aliy
U300peTeHNs PACTBOPUTEIIEM SIBJIIETCSI METAHOJI.

B HEKOTOpBIX BapHaHTaX peau3alii U300pETeHUs] PaCTBOPUTENb MPEACTABIIET COOOH
HEJIETY4YUl PacTBOPUTENb (HAIPUMEp, OPTaHUYECKHUE KUCIIOTHI, TAaKHe KaK JIeNsHasl YKCyCHas
kucnorta, auMetrmicyibdokcun (DMSO), numerundpopmamun (DMF) uinm Bony). B HekoTOphIX
BApUAHTAX peAIM3alUd HM300pEeTEeHUs] HEJNeTY4YUHd pPacTBOPUTENb SIBIIETCS OOHUM W3
KOMIIOHEHTOB B CHCTEMe pacTBopureneil. Hanpumep HeneTy4wii pacTBOPUTENb MPUCYTCTBYET B
Ka4eCcTBE KOMIIOHEHTa B pPacTBOpHUTENe, OT mpuMmepHo 1 % no mpumepHo 20 % mac./mac.
(marpumep, ot mpuMmepHo 3 % wmac./mac. 1o mpumepHo 15 % wmac./mac., ot nmpumepHo 4 %
mac./mMac. 1o npuMepHo 12 % mac./mac. uiam ot npumMepHo 5 % mac./mac. 1o npumepHo 10 %
Mac./mac.).

B HEKOTOpPBIX BapHaHTaxX peasu3ali U300PETeHUs] PaCTBOPUTEND MPEACTABIAET COOOH
cMmech pactBopurenei. Hampumep, pactBoputenb MOXKET conmepkarb OT mnpumepHo 0 % nmo
npuMmepHo 30 % aueroHa u ot npumepHo 70 % po npumepHo 100 % wmeraHona wuiH
PacTBOPUTEIb MOXKET cofiepkaThb oT npuMepHo O % no npumepHo 40 % anieToHa U OT IPUMEPHO
60 % no npumepHo 100 % wmeranona. [lpyrue WIIIOCTPAaTUBHbIE COOTHOLICHHS] METAHONA B
anetone BxirodaroT 80:20, 75:25, 70:30, 60:40, 55:45 u 50:50.

B HEKOTOpBIX BapHaHTaX peau3aly U300PETeHUs] PaCTBOPUTENb MPEACTABIAET COOOH
KOMOWHAIIMIO PACTBOPHUTENEH, B TOM YHCJIEe IO MEHbIIEH Mepe, OAMH HeJIETyuYni pacTBOPUTEb.
Hanpumep, pacTBopuresb npencTaBisier co00i KOMOMHALIMIO KOMIIOHEHTOB, KOTOPBIE COAEPIKaT
KaK JIeTY4uil pPACTBOPUTENb, TaK M HEJNETy4YMil pacTBOPUTENb. B HEKOTOPBIX BapUaHTax
peanu3anuy U300peTeHus] CUCTEMA PACTBOPUTENIEH MPEACTaBIsIeT COO0H KOMOMHALIUIO JIETYYEro
pacTBOPUTENST MM KOMOHMHAILIMH PACTBOPUTENIEH, TAKUX KaK METAHOJ U aleTOH C HEJIEeTy4YuM
pacTBOpPUTENEM, TAKOM Kak JIEAsiHAas YKCyCHas kucyiora. Hampumep, cuctema pacTBOpUTeENeit
conepxkut oT npumepHo 40 % no npumepno 80 % meranona, ot npuMepHo 20 % 10 mMpUMEPHO
35 % auerona u ot nmpuMepHO 1 % 1o npumMepHo 15 % nenstHol YKCYCHOM KUCIOTHI (HanmpuMmep,
ot npumepHo 50 % no mpumepHo 70 % MmeraHona, oT mpuMepHO 25 % no npumepHo 30 %
alleToOHa U OT MPUMEPHO 3 % 1o nmpumMepHO 12 % nensHoi YKCyCHOMN KUCIIOTBI).

B HekoTOpBIX BapuaHTax peanu3alMM  HM300pETeHHs CHUCTeMa pacTBOpUTENei

npeacTaBisieT coO00M KOMOMHALIMIO JIETY4ero pacTBOPUTENs WJIM KOMOWHAIIMK PacTBOPUTEINEH,
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TAKHUX KaK METAHOJ MU al€TOH C HEJICTYUYUM pPACTBOPUTEIICEM, TAaKUM KaK BOJA. Haan/IMep,
CHUCTEMA pPACTBOpUTENEN comepkuT oT npumepHo 40 % po npumepHo 80 % meraHona, OT
npumepHo 20 % no npumepHo 35 % auerona u ot npumepHo 0,1 % no npumepHo 15 % Bonbl
(marmpumep, ot npumepHo 50 % no npumepHo 70 % meTraHoNa, OT IPUMEPHO 25 % 10 MPUMEPHO
30 % aueroHa u oT npuMepHO 1 % 10 mpuMepHO 5 % BOIBI).

dapmaleBTHUECKHUE KOMITO3ULIIU

dapmaneBTHUECKHE KOMITIO3ULUH TBEPION AUCIIEPCUU MOTYT OBbITh TIOJYYEHbI CIIOCOOOM,
OINHCAHHBIM B HacTosileM nokymente. Hampumep, TBepnas nucnepcusi: (a) Coenunenus 1 wmm
ero (apmaueBtuuecku mnpuemiieMoir conu a0 (b) omHoro wuiau OoJsiee TMOJMMEPOB IO
HeoOs3aTeNIbHO OHOTO MM 0oJjieeé MOBEPXHOCTHO-aKTUBHBIX BELIECTB A0 HeoOs3aTeIbHO
OIHOTO WK OOJIee TOTIONHUTEIBHBIX SKCLUITHUEHTOB.

B naHHOM nOKyMeHTe mpencraBiieHbl (papMaleBTUUYECKHE KOMITO3UIUH, COIEpIKallue:
(a) TBepayr gmcmepcuro, coxpepxkamyro CoenmHeHne 1 wnm  ero  papManeBTHYECKH
npueMjieMyro cosib a0 monumep;, u (b) oguH wmimu Oonee apMaleBTHUECKU PHEMJIEMbIX
Hocutesel. [lpumepsl QapMaleBTUYECKH NPHUEMJIEMBIX HOCHUTENEH MPEACTaBISIOT COOOM
HAIMOJIHUTEIIN, PA3PbIXJIUTCIIN, YBJIAKHAKOIUC ATrCHTBI, ar€HTbl CKOJIBXCHUSA A0 CMAa3bIBAOIINE
BEILECTBA.

B HekoTOpBIX BapHaHTax peanu3aluil U300peTeHus, (GpapManeBTUYECKHe KOMITO3UIIUU
MOTYT OBbITh BBEJEHBI MIEPOPAIBLHO B JIHOOOH NEpopanbHO NMPUEMIIEMON JIEKAPCTBEHHON (opMe,
BKJIFOYasi, HO HE OTPaHUYMBAsACh WMH, KAICyJbl, TaOJETKH, SMYJbCHUH U BOIHBIE CYCIIEH3UHU,
JMCIIEPCUU U PACTBOPBL

B HEKoTOpBIX BapuaHTaxX peaju3aluy H300peTeHHs (apMaleBTHYeCKass KOMITO3ULIMS
npeAcTaBysieT OO0 TabNeTKy.

B HEKOTOpBIX BapHaHTaX peaNnu3aluu H300peTeHHs (papManeBTH4YecCKass KOMIO3HLIUS
COIEPIKUT JIEKApCTBEHHYIO (opmy mpsimoro mnpeccoBanuss CoenuHeHuss |  wim  ero
(hapMaleBTUYECKU IPUEMJIEMON COJTH.

B HEKOTOpBIX BapHaHTaX pealn3aluu H300peTeHHs (papManeBTHYeCKass KOMIO3HMLIUS
COLEPIKUT TaKXKe HAIIOJIHUTEND. Hanonxurenem MOXKET OBITB, Hanpumep,
MHKPOKPHCTATMYECKAsT LEJUTI0NI03a, JIAKT03da, MAHHHUTOJN, STHILEIUIIN03a, COPOUT, Kpaxmal,
caxapo3a, (docdar  KajgbIUsa,  MOPOIIKOOOpa3Has  MEJUTI0JIO3a,  CHJIMKATHUPOBAHHAS
MHUKPOKPHCTANIMYECKAsT LEJUTI0JI03a AO030MalbT WJIM HMX CMeCH. B HEKOTOpBIX BapHaHTax
peanm3anuy  M300pPETEHUs] HAIOJHUTENb IPEACTAaBIseT COOOH MHKPOKPHUCTAJUINIECKYHO
LIeJUTFOJIO3Y.

B HEKOTOPBIX BapHUaHTax pecain3alin I/1306peTeHI/I$[ HAIllOJIHUTEJIb TMPUCYTCTBYET B

(dbapManeBTUYECKON KOMITO3ULIMK B KOJM4YecTBe OT npumepHo 10 % mac./mac. no 50 % mac./mac.
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(manmpumep, ot nmpumepHo 15 % mac./mac. no npumepHo 45 % wmac./mac., ot npumepro 20 %
Mmac./mac. no npumepHo 40 % wmac./mac., oT npumepHo 25 % wmac./mac. no npumepHo 35 %
Mmac./mMac., Wi ot npuMmepHo 28 % wmac./mac. 1o npumepHo 32 % wmac./mac.). B HekoTOpBIX
BApUAHTaX pealu3aluu H300pEeTEeHHs] HAIONHHUTEIb IPHUCYTCTBYET B (apMaLeBTHUECKON
KOMITO3MLIMM B KOJHWYecTBe OT mpumepHo 20 % wmac./mac. no mpumepHo 35 % wmac./mac.,
Harpumep, OoT mpuMepHo 25 % wmac./mac. 1o npumepHo 34 % wmac./mac., ot npumepHo 26 %
Mac./mac. 1o mpumepHo 33 % wmac./mac., oT npumepHo 27 % wmac./mac. 1o npumepHo 32 %
Mac./mac., Harpumep, npumepHo 28 % mac./mac., npumepHo 28,5 % mac./mac., npumepHo 29 %
Mac./mac., mpumepHo 29,5 % wmac./mac. npumepro 30 % mac./mac., npumepHo 30,5 % mac./mac.,
npumepHo 31 % wac./mac., wnu npumepHo 31,5 % wmac./mac. B HEKOTOpBIX BapuaHTax
peanu3anyu M300peTeHHsT HATOJIHUTENb MPUCYTCTBYET B (PapMaleBTUYECKOH KOMITO3HLIHUU B
KonuyecTBe mpumepHo 29 % wmac./mac., npumepro 29,1 % wac./mac., npumepHo 29.2 %
Mmac./mac., mpumepHo 29,3 % wmac./mac., npumepHo 29,4 % wmac./mac., npumepHo 29.5 %
Mmac./mac., mpumepHo 29.6 % wmac./mac., npumepHo 29,7 % wmac./mac., npumepHo 29.8 %
Mac./mac., mpuMmepHo 29,9 % mac./mac. win npumepro 30 % mac./mac. B HeKOTOpBIX BapHaHTax
peanm3anuy M300peTeHHs HAIOJIHUTENb NMPUCYTCTBYET B (hapMalleBTHUECKONW KOMITO3UIMH B
KOJIMYECTBe OT mHpuMepHo 25 % wmac./mac. no mpumepHo 35 % wmac./mac. B HeEKOTOpBIX
BApUAHTAX pealn3aluu H300peTeHHs HAIMONHHUTEIb IPHUCYTCTBYET B (apMaLeBTHUECKON
KOMIIO3HUIIMH B KOJIMYECTBE MpUMeEpHO 29,5 % mac./mac.

B HeKoTOpBIX BapuaHTaxX peaju3auuy H300peTeHHs (apMareBTHUeCKas KOMITO3ULIMS
TaKKe CONEPKUT Pa3pPbIXJIUTENb. Pa3pbIXJMTENb MOXKET NpPEeACTaBIsATb COOOH, Hampumep,
KOJUIOMIHBIH JMOKCHA KPEMHHs, IOPOIIKOOOPa3HYI0 LEJIIONO3Y, CHIIMKAT — KaJbLIHs,
KPOCTIOBHIOH, aJbIMHAT KaJbLHsl, METHJILEJUIF0I03a, XUTO3aH, KapOOKCHMETHIILEIUTIONO3Y,
KPOCKapMeJio3y HaTpusi, KapOOKCUMETWJIKpaxMal, ajblMHAT HATPUS, KPaXMAaJTJIHUKOJIST
HaTpus, Hpe)KeHaTHHPISPIpOBaHHbeI KpaxmaJl HJIN HUX CMECH. B HEKOTOPBIX BapHUaHTax
peanu3auy H300peTeHH sl pa3phIXJIUTENb MPENCTABISIET COOO0M KPOCKapMeII03y HATPHsI.

B HEKOTOphIX BapuaHTaX pealu3alud H300pETEHUs] Pa3pbIXJUTENIb MPHCYTCTBYET B
(apmMarieBTHIECKON KOMITO3UIIMK B KOJIMUECTBE OT npuMepHo 1 % mac./mac. u 15 % mac./mac.
(marmpumep, ot mpumepHo 3 % wmac./mac. 1o npumepHo 12 % wmac./mac., ot nmpumepHo 4 %
mac./mMac. 1o mpumepHo 10 % wmac./mac., or mpumepHo 5 % wmac./mac. 1o mpumepHO 7 %
Mac./Mac., WM OT mpumepHo 6 % wmac./mac. no mpumepHo 7 % wmac./mac.). B HeKoTOphIX
BApUAHTAX peAJTM3aLUNd H300pPETEHUs] pPa3PBIXJIUTENb MPUCYTCTBYET B (apMaleBTHUECKON
KOMTIO3UIIMH B KOJIHUYECTBE MPUMEpHO 3 % mac./mac., mpumepHo 3,5 % mac./mac., mpumepHo 4
% wmac./mac., mpumepHo 49,5 % mac./mac. mpumepHo 5 % Mmac./mac., npumepHo 5,5 % mac./mac.,

npuMepHo 6 % mac./mac. uimm npumepHo 6,5 % mac./mac., npumepHo 7 % mac./mMac., IPUMEPHO
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7.5 % wac./mac., npumepHo 8 % wac./mac., npumepHo 8,5 % wmac./mac., mpuMmepHo 9 %
Mac./mac., mpumepHo 9,5 % mac./mac. win npumepHo 10 % mac./mac. B HEKOTOpPBIX BapHaHTaX
peanu3aiy U300pETeHUs] Pa3phIXJIUTEIb MPUCYTCTBYET B (DapMalleBTUYECKONW KOMIIO3MLMH B
KOJINYECTBE OT NMPUMEPHO 5 % mac./mac. 10 npumepHo 7 % mac./mMac. B HEKOTOpBIX BapuaHTax
peanu3aiyy U300pETEeHUs] Pa3phIXJIUTEIb MPUCYTCTBYET B (DapMalleBTUYECKOH KOMIO3ULMH B
KOJIYEeCTBE MPUMeEPHO 6 % mac./mac.

B HeKOTOpBIX BapHaHTaX peaNu3aluu H300peTeHHs (papmaneBTH4ecKas KOMIO3HLIUS
TAKXKE CONEPXKUT CMAUMBAKOLIMKA areHT. CMayMBalOIMUN areHT MOXET MPEeNCTaBIsATh COOO,
HanpuMep, Jaypuicyibdar HaTpus, noaeuuicyabdaT HaTpus, momucopdaTel (Hanpumep, Tween
20 u Tween 80), mosokcameps! (Hampumep, nonokcamep 335 u monokcamep 407), riauuepu
MOHOOJIEAT WJIM UX CMeCH. B HEKOTOpBIX BapuaHTaX peaju3aluyd W300peTEeHUs] CMauyuBArOIINN
areHT SIBJIIETCS JIAYPUIICYIb(ATOM HATPHSL.

B HEKOTOpBIX BapHaHTaX peaju3aliy H300peTeHHUs] CMaYMBAOLIUN areHT MPUCYTCTBYET
B (apMaleBTHYECKOW KOMIO3MLMU B KonudectBe oT mpumepHo 0,1 % mac./mac. mo 2 %
Mac./mac. (Hanpumep, ot npumepro 0,5 % mac./mac. 10 npumepHo 2 % mac./mMac., OT IPUMEPHO
0,5 % wmac./mac. no npumepHo 1,5 % wmac./mac. nnu ot npumepHo 1 % mac./mac. 10 MpUMEpPHO
1,5 % wmac./mac.). B HEKOTOpBIX BapHaHTaX peau3aluud H300pPETeHHs CMAUYMBAIOIIUNA areHT
NPUCYTCTBYET B (papMalieBTUYECKOH KOMIIO3ULMH B KojudectBe npumepHo 0,1 % wmac./mac.,
npumepHo 0,2 % wmac./mac., npumepno 0,3 % mac./mac., npumepHo 0,4 % mac./mac. mIpuUMepHO
0,5 % wmac./mac., nmpumepro 0,6 % mac./mac., npumepno 0,7 % mac./mac. niu npumepso 0,8 %
mac./mac., npumepHo 0,9 % mac./mac., npumepno 1 % wmac./mac., npumepso 1,1 % mac./mac.,
npumepHo 1,2 % mac./mac., npumepso 1,3 % mac./mac., npumepso 1,4 % mac./mac., IpUMepHO
1,5 % wmac./mac., npumepro 1,6 % wmac./mac., npumepro 1,7 % wmac./mac., npumepso 1,8 %
Mac./mac., mpumepHo 1,9 % wmac./mac. unn npumepHo 2 % mac./Mac. B HEKOTOpBIX BapHaHTaX
peanm3anMyu  M300pETeHHsT CMAa4YUBAIOIIUMN areHT TMPUCYTCTBYeT B (papmManeBTUYECKOH
KOMIIO3UIMK B KojimdecTBe OT mpumepHo 0,5 % wmac./mac. no mpumepno 1,5 % wmac./mac. B
HEKOTOPbIX BapUaHTaX peaju3alud H300peTeHHs CMA4YUBAIOLIMNA AareHT MPUCYTCTBYET B
(dapmarieBTHIECKOH KOMITO3UIIMH B KOJIMYECTBE MpuMepHo 1 % mac./mac.

B HekoTOpBIX BapuaHTaxX peaju3audd u3o0peTeHHs (apMalleBTHUeCKas KOMITO3ULIMS
TaKXXe COAEPIKUT CKOb3smee BemecTBO. CKOMb3AIIee BELUIECTBO MOXKET NMPEACTaBISATh COOOM,
HanpuMmep, TUOKCHI KPEeMHHs, KOJUIOWAHBIA AUOKCHUA KpPEMHUsl, TpukanbLuiipochar, creapat
MarHusi, TPUCUJIMKAT MarHus, MOPOLIKOOOPa3HYIO LEJUII0JIO3Y, TajbK, Kpaxmal U ux cMecH. B
HEKOTOPBIX BAPHAHTAX pPEATHU3aLUU M300pPETeHUs] CKOJb3SIIee BEIECTBO NMPENCTaBIseT COOOi

KOHHOHI{Hblﬁ AUOKCHUI KPEMHUS.
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B  HeKOTOpBIX BapuaHTax peaju3alddl  H300peTeHHs  CKOJb3SIee  BELIeCTBO
NPUCYTCTBYET B (papMaLeBTUUECKON KOMIO3ULUH B KonudecTse oT npumepHo 0,1 % mac./mac.
1o 5 % wmac./mac. (Hanpumep, ot mpumepHo 1 % wmac./mac. 1o npumepHo 4 % wmac./mMac., OT
npumepHo 1 % wmac./mac. no npumepHo 3 % mac./mac. uiau ot npuMmepHo 1,5 % mac./mac. 1o
npumepHo 2,5 % wmac./mac.). B HEKOTOpBIX BapHaHTaX peaju3alud U300pPETeHHUs] CKOJIb3sIIee
BELECTBO IMPUCYTCTBYET B (hapMaLEBTHUECKON KOMIO3MLMM B KosimuecTBe npumepHo 0.5 %
Mmac./mac., npumepHo 1 % wmac./mac., npumepro 1,5 % wmac./mac., npumepro 2 % wmac./mac.
npumepHo 2,5 % wmac./mac., mpumepHo 3 % wmac./mac., npumepHo 3,5 % wmac./mac. WM
npumepHo 4 % wac./mac., npumepro 4,5 % wmac./mac. wiam npumepHo 5 % wmac./mac. B
HEKOTOPBIX BapHaHTax pealu3allun I/1306peTeHI/I$I CKOJIB3AIICE BEIIECCTBO TPUCYTCTBYET B
(apmMarieBTHYECKOH KOMIO3WIMK B KojmuecTBe nmpumepHo 1,1 % wmac./mac., npumepno 1,2 %
Mmac./mac., npumepro 1,3 % mac./mac., npumepso 1,4 % mac./mac., mpumepHo 1,5 % mac./mac.,
npumepHo 1,6 % mac./mac., npumepro 1,7 % mac./mac., npumepro 1,8 % mac./mMac., mpruMepHO
1.9 % wmac./mac., npumepHo 2 % mac./mac., 2,1 % wmac./mac., npumepHo 2,2 % mac./mac., 00 2,3
% wac./mMac., npumepno 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.
i npuMepHoO 3 % mac./mMac. B HEKOTOpPBIX BapHaHTaxX peaan3aliy U300pEeTeHUs] CKONb3sIIee
BEIECTBO IPHUCYTCTBYET B (hpapMaLEeBTHUECKOW KOMIO3MLIUU B KOJUYECTBE mHpumepHo 1 %
Mmac./mMac. 10 mpuMmepHo 3 % mac./mac. B HEKOTOpBIX BapuaHTax peann3alud H300peTeHus
CKOJIb3SIIIEe BELIECTBO NPUCYTCTBYeT B (HapMaLEeBTUYECKOW KOMIO3ULMH B KOJUYECTBE
npuMepHo 2 % mac./mac.

B HeKkoTOpBIX BapuaHTax peaqu3auuy Hu3o0perTeHHs (apManeBTHUeCKass KOMITO3ULIMS
COIEPKUT TaK)Ke CMasbiBarolee BeniecTBO. CMas3bIBarOIEe BEIIECTBO MOXKET MPENCTABIISITH
coOOH, Hampumep, CTeapaT MarHus, TajbK, CTeapwipymapar HATpHs, TIHLEPHIOEreHaT,
T'UAPOTeHU3UPOBAHHOE pACTUTENIPHOE Macjo, Creapar LMHKA, CTeapar Kaiblus, CTeapaT
caxapo3bl, TMOJMBUHUJIOBBIA CHHPT, JAaypwil CyJbpaT MarHus WIH WX CMECH. B HEKOTOpBIX
BapHAHTAX peaju3alii M300peTeHUs] CMa3bIBAIOIEe BELIECTBO MPEACTaBNIsieT coOOi creapar
MarHus.

B HeKOTOpbIX BapHaHTaX peanu3aluu H300peTeHHs CMa3blBaIOIlee BeLIeCTBO
NPUCYTCTBYET B (PapMaLeBTUUECKON KOMIO3ULUH B KonudecTBe oT npumepHo 0,1 % mac./mac.
10 5 % wmac./mac. (Hanpumep, oT nmpumepHo 1 % mac./mac. 1o npumepHo 4 % mac./mac., OT
npumepHo 1 % mac./mac. 1o mpumepHo 3 % mac./mac. wiau oT npuMmepHo 1 % mac./mac. 1o
npumepHo 2 % mac./mac.). B HEKOTOpBIX BapuaHTax pean3aliy M300pETeHUs] CMa3bIBaoLIee
BEIECTBO MPUCYTCTBYET B (DapMalleBTUYECKON KOMITO3UIMU B KojudecTBe npumepHo 0,5 %

Mmac./mac., npumepHo 1 % wmac./mac., npumepro 1,5 % wmac./mac., npumepao 2 % wmac./mac.
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npumepHo 2.5 % wmac./mac., mpumepHo 3 % wmac./mac., npumepHo 3.5 % wmac./mac. wiH
npumepHo 4 % wac./mac., npumepHo 4,5 % wmac./mac. uiam npumepHo 5 % wac./mac. B
HEKOTOPBIX BapHUAHTAX pcanu3allun I/1306peTeHI/I$I CMa3bIBarOIICE€ BELICCTBO IMPUCYTCTBYET B
dapmaneBTUYECKON KOMMNO3UIMH B konudectse nmpumepHo 0,1 % mac./mac., mpumepro 0,2 %
mac./mac., mpumepHo 0,3 % wmac./mac., npumepHo 0,4 % wmac./mac., npumepHo 0,5 % mac./mac.,
npumepHo 0,6 % wmac./mac., npumepso 0,7 % mac./mac., npumepHo 0,8 % mac./mac., MpUMepHO
0,9 % wmac./mac., npumepao 1 % wmac./mac., npumepro 1,1 % wmac./mac., npumepHo 1,2 %
Mmac./mac., npumepHo 1,3 % wmac./mac., npumepto 1,4 % mac./mac., npumepHo 1,5 % mac./mac.,
npumepHo 1,6 % mac./mac., npumepso 1,7 % mac./mac., npumepHo 1,8 % mac./mMac., mpruMepHO
1.9 % wmac./mac., npumepno 2 % wmac./mac., 2,1 % wmac./mac., npumepro 2,2 % wmac./mac.,
npumepHo 2,3 % wmac./mac., npumepao 2,4 % wmac./mac. uiam npumepHo 2.5 % wmac./mac. B
HEKOTOPBIX BapHaHTaxX pcanu3dallun I/1306peTeHI/I$I CMa3bIBarOIIC€ BELICCTBO IMPUCYTCTBYET B
(bapMaleBTUYECKON KOMITO3HIIMU B KOJM4YecTBe OT npumepHo 0,5 % mac./mMac. 1o mpuMepHo 2,5
% wac./mac. B HEKOTOpBIX BapHaHTaxX peaju3aluil H300peTeHHs] CMa3bIBAOLIee BEIIECTBO
NPUCYTCTBYET B (PapMaLeBTUYECKON KOMIO3HLNH B KOJIMUECTBE MpuMepHO 1,5 % mac./mac.

B HeKOTOpBIX BapuaHTax peaju3aliy U300peTeHHs TBepas QUCIEPCHs] COCTABISET OT
npumepHo 25 % no mpumepHo 85 % mo macce oT oO0mell Maccel (papmManeBTUYECKOM
KOMIO3ULMU. B HEKOTOpBIX BapuaHTax TBepAasl AUCIEPCUs COCTaBIsAeT OT npumepHo 50 % no
npumepHo 70 % 1o macce oT o0uei Macchl papMareBTUIECKONH KOMITO3ULIUH.

B HekoTOopbx BapuaHTax peanusauuu u3oOperenust CoenuHenume 1 wuam  ero
(apmaneBTHYECKH MTpUEMIIEMasi COJIb COCTABIISIET OT MpuMepHO 15 % 1o 45 % ot obuiel Maccel
(dapmaLeBTHYECKOH KOMIO3MLIMM, a TaKXe OAWH WM Oojiee NOJMMEPOB COCTABISIOT OT
npumepHo 15 % 1o 45 % ot obmeit Macchl papMaLEeBTHUECKONW KOMITO3ULIHH.

B HekoTOpbix BapuaHTax peanusaumu u3oOperenuss CoemuHenune 1 wiaM  ero
(hapMaleBTUYECKH TIpUeMJIeMasi COJIb COCTaBJsieT npumepHo 20 % mac./mac. papManeBTUYeCKO
KOMIO3UIIMK, OOWH WIH Oojiee TOJUMEPOB COCTaBisioT mnpumepno 40 % wac./mac.
(bapManeBTHYECKON KOMITO3HIIUU.

B HekoTOpbix BapuaHTax peanusauun u3oOperenuss CoemuHenune 1 wuiaM  ero
(bapMalieBTUYECKH TIpUeMJIeMasi COJIb COCTABJISIET MPUMEPHO 25 % mac./mMac. GpapMaleBTUIeCKOM
KOMIIO3UIIMK, OOWH WKW Oojiee TOJUMEPOB COCTaBISIOT mnpumepHo 35 % wac./mac.
(dbapManeBTHYECKON KOMITO3HILIUU.

B HekoTOpbix BapuaHTax peanusauuu u3oOperenusi CoenuHeHune 1 wuiam  ero
(dapmaneBTUYECKH TIpUeMJIeMasi COJIb COCTaBJsieT mpumepHo 30 % mac./mac. papMaeBTUIeCKOM
KOMIO3UIMK, OAWH Wi Oojiee TOJUMEPOB COCTaBslOT mnpumepHo 30 % wac./mac.

(bapManeBTUYECKON KOMITO3HLIUU.
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B Hekorophix BapuaHTax peanuzanuu u3oOperenns CoenuHenwme 1 wim  ero
(dapManeBTUYECKH TIpUeMJIeMasi COJIb COCTABJISIET MPUMEPHO 35 % mac./Mac. papMaleBTUIECKOM
KOMIO3UIMK, OAWH WJIH Oojiee IMOJIMMEpPOB COCTaBISIIOT JisieT mpuMepHo 25 % wac./mac.
(bapManeBTUYECKON KOMITO3HLIUU.

B HEKOTOpBIX BapuaHTax peaju3aliy U300peTeHHs TBepAas MUCIEPCUS] COCTABISET OT
npumepHo S50 % wmac./mac. no npumepHo 70 % wmac./mac. papMaleBTHYECKONW KOMITO3HILIUY,
HATOJIHUTENIb COCTaBJIsIET OT mpuMepHo 25 % wmac./mac. no mpumepHo 35 % wac./mac.
(bapMaleBTUYECKON KOMITO3ULIUU, PA3PBIXJIUTEIb COCTABNISAET OT MPUMEPHO 5 % Mac./mMac. 1o
npumepHo 7 % mac./mac. GpapMaleBTHYECKOW KOMIO3HMLNH, YBIQXKHSIOIUN areHT COCTAaBJISET
ot npumepHo 0,5 % mac./mac. 1o npumepHo 1,5 % mac./mac. GpapMaleBTHUECKON KOMITO3UIUH,
CKOJIB3sIIlIee BEIIeCTBO COCTaBJsieT OT mpumepHo 1 % mac./mac. 1o mpumepHo 3 % Mac./mac.
(bapMaleBTUYECKON KOMIO3UINK, YBIQKHSIOMIMI areHT coctaeyiser oT npumepno 0,5 %
Mac./mac. 1o mpumepHo 2.5 % wmac./mac. papmManeBTUYECKON KOMIO3UIMH, TaKuM 00pasom,
coctabysist 100 % no macce KOMIO3ULUU.

B HEKOTOpBIX BapHaHTax pealu3alui H300peTeHHs] TBepAas AMCIEPCUS COCTaBISET

npumepHo 60 % wmac./mac. (apmManeBTUYECKOH KOMITO3UIIMH, HAMOJHUTENb COCTABIISET
npumepHo 29,5 % wac./mac. (apMaLeBTUUYECKOH KOMITO3UINHU, Pa3pPBIXJIUTENb COCTABISET
npumepHo 6 % mac./mac. papmaneBTUYECKOH KOMIO3HMLINHK, CMAYUBAIOIIUNA areHT COCTABJISET
npumepHo 1 % mac./mac. papMaLeBTHUECKOW KOMITO3ULINH, CKOJIb3SIIee BELIECTBO, COCTABIISAET
npumepHo 2 % wac./mac. (QapMaleBTHYeCKOW KOMIIO3UIMH, CMAa3bIBAIOLIEEe BELIECTBO
cocraBisieT npuMepHo 1,5 % mac./mac. papManeBTHUECKON KOMIIO3ULINH.
B HexoTOpBIX BapHaHTaxX peaau3aluy H300peTeHus GapMaleBTHUecKast KOMIO3UIHS CONEPIKUT,
oT mpuMmepHo 25 % wmac./mac. no mnpumepHo 35 % wmac./mac. Coenunenus 1 wim ero
(bapManeBTUYECKH MPUEMIIEMON COJIH, OT mpuMepHO 25 % wmac./mac. no mpumepHo 35 %
Mac./mac. cyknuHat anerara runpomeniossl (HPMCAS), or npumepno 25 % wmac./mac. 1o
npumepHo 35 % mac./Mac. MUKPOKPUCTAJUTMYECKOH IIeJUTIOJIO3BL, OT IPUMEPHO 5 % Mac./mac. 10
npuMepHO 7 % Mac./mMac. KpOoCKapMeIio3bl HaTpusi, OT mpuMepHo 0,5 % mac./Mac. 10 mpUMepHO
1,5 % wmac./mac. naypuncyiabgarta HaTpusl, OT IpUMepHO npumMepHo 1 % mac./mMac. 10 MPUMEPHO
3 % wmac./mac. KOJUIOHIHOTO TUOKCHIA KpeMHus, U oT npuMepHo 0,5 % mac./mMac. 10 MpUMEPHO
2,5 % mac./mac. cTeapaTta MarHusi, Takum oopaszom, coctasjsisi 100 % 1o Macce KOMIO3UIIHH.

B HeKOTOpBIX BapHaHTaxX peaNnu3aluu H300peTeHHs (papManeBTU4YecKass KOMITO3HLIUS
comepxxut npumepHo 30 % wmac./mac. CoenuHenust 1 uinm ero gpapmManeBTUYECKH MPHEMIIEMOI
couu, mpumepHo 30 % mac./mac. cykiuHar auerarta runpomesuiodsl (HPMCAS), npumepHo 29,5

% ™ac./Mac. MUKPOKPUCTAJUTMUECKON LIEeJUTIONIO3bI, MPUMEPHO 6 % Mac./Mac. KpOCKapMeJIO3bl
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HaTtpusi, mpuMepHo 1 % wmac./mac. naypuicynbdara HaTpus, npumepHo 2 % wmac./mac.
KOJUIOMTHOTO TUOKCUIAa KpeMHUs U mpuMepHo 1,5 % mac./mac. creapara MarHusi.

B HEKOTOPBIX BApHUAHTAX pCaJin3dallii I/1306peTeHI/I$I TBEpAass AUCIICPCHUA, HAIIOJHUTEIIb,
Pa3pBIXJIUTENb, CMAa4YMBAIOLIUI areHT, CKOJb3sfIlee BEIIECTBO U CMAa3bIBAalOIlee BEI[ECTBO
n00aBIAIOT BHYTPUTPAHYJSIPHO. B HEKOTOpBIX BapuaHTax pealu3alld  H300peTeHus
JOTMOJTHUTENIbHOE KOJIMYECTBO HAIMOJHUTENSA, JE3UHTErpaTopa, CKOJB3AILIEro BEIIeCTBA, U
CMa3bIBAIOIIETO BEIIECTBA NOOABISIOT HKCTPArPaHy ISIPHO.

B HEKOTOpBIX BapHaHTaX peaNu3aluu H300peTeHHs (papManeBTHYeCKass KOMIO3HLIUS
COIEPIKUT CJIEAYIOIIHEe BHYTPUIPAHYJSAPHO HOOABJIEHHbIE KOMIIOHEHTBI: TBEpHas JUCIIEPCHUS
cocraysier oT npumepHo 50 % wmac./mac. no mpumepno 70 % wmac./mac. papmaneBTUYECKOM
KOMIIO3UIIMH, HATOJHUTENb COCTaBjsieT OT mpuMmepHo 18 % wmac./mac. no mpumepHo 26 %
Mac./Mac. (apMaLeBTHYECKOW KOMITO3ULMH, Pa3pbIXJHUTEIb COCTABISsIET OT NpUMEpHO 2 %
Mac./mac. 1o npumepHo 6 % mac./mac. GapManeBTUYECKON KOMITO3UINH, YBJIAXKHSIFOUIUN areHT
cocraysier ot npumepro 0,5 % mac./mac. no npumepro 1,5 % wmac./mac. papmaneBTUIECKOM
KOMTIO3HIIMH, CKOJIB3SIIee BEIIECTBO COCTaBysieT OT npuMepHo 0,5 % mac./mac. 10 mpUMepHO
1,5 % wmac./mac. dapmManieBTHUECKOH KOMIO3UIMHA M CMAa3bIBAIOIIEE BEIIECTBO COCTABISIET OT
npumepHo 0,25 % mac./mac. o npumepHo 1 % mac./mac. papmManeBTHUIeCKONH KOMITO3UIIIH.

B HexkoTOpBIX BapmaHTaxX peanu3aluu H300peTeHHs (papmaneBTHYecKas KOMIO3HMLIUSA
COIEPIKUT CIENYIOUUe OKCTPArpaHysipHO JO0OABIEHHbIE KOMIIOHEHTBL JIOMOJHUTEIBHOE
KOJIMYECTBO HATOJIHUTEJISI COCTABIISIET OT MpuMepHO 4 % mac./mac. 1o npumepHo 12 % mac./mac.
(apmMaLeBTHYECKOH KOMIO3UIMH, JOMOJIHUTEIBHOE KOJIUYECTBO PAa3pPhIXJIUTENS COCTABISIET OT
npumepHo 1 % wmac./mac. no npumepHo 3 % wmac./mac. papManeBTHYECKOH KOMITO3UIMH,
JOTOJHUTEIBHO KOJMYECTBO CKOJIB3SLIEr0 BEIECTBAa COCTAaBsAET OT mpuMepHo 0,5 % mac./mac.
no mpumepHo 1,5 % wmac./mac. apManeBTHYECKOW KOMIIO3HMIIMH, a TAK)Ke JOMOJHUTEIbHOE
KOJIMYECTBO CMA304YHOIO MaTepuaja cocTanisier oT npumepHo 0,5 % mac./mac. no nmpumepHo 1,5
% wmac./mac. papMarieBTHYeCKOH KOMITO3UIIMH JOOABIISIOT 3KCTPArpaHyJIipHO.

B HEKOTOpBIX BapHaHTaX peasn3aluu H300peTeHHs (papManeBTHYeCKass KOMIO3HLIUS
COEPIKUT CJEAYIOIHE BHYTPUIPAHYJIAPHO N0OABJIEHHbIE KOMIIOHEHTBI: TBEpHas AUCIEPCHUs
cocraBisier mnpumepHo 60 % wmac./mac. (dapMaleBTHYECKOH KOMIIO3UIUY, HAMOIHUTENb
cocraBysier mpumepHo 21,5 % wmac./mMac. ¢papMameBTHYECKON KOMIIO3UIINH, Pa3pbIXJIUTENb
COCTaBJIsIE€T MPUMEPHO 4 % mac./mac. hapMaleBTHYECKOW KOMITO3ULIMY, YBIAKHSIOLIETO areHTa,
cocTaBinsieT npuMepHO 1 % mac./mac. (papMaLeBTHIECKOH KOMIO3HLIMH, CKOJIB3SIIEE BELIECTBO
coctaBnsier mpuMepHo 1 % wac./mac. (apmaneBTHYECKONl KOMIO3MLUH U CMa3bIBaOINEe

BEIIeCTBO cocTasisier mpumepHo 0,5 % mac./Mac. papManeBTUIeCKOi KOMITO3ULIUH.
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B HekoTOpBIX BapuaHTax peanu3aluu H300peTeHHs (papManeBTHYecKas KOMIO3HMLIUS
CONEPKUT CIEAYIOIIHUE JKCTPArpaHy/sIpHO AO0OABJICHHBbIE KOMIIOHEHTBI JIOMOJHUTEIbHOE
KOJIMYECTBO HAIOJHMUTENS] COCTaBNIsieT mnpuMepHo 8 % wmac./mac. (apMareBTHUECKON
KOMIMO3ULMH, AOMNOJHUTCIBHOC KOJIUYECTBO Pa3pbIXJIUTEIISA COCTABJISAET TNPUMEPHO 2 %
mac./mac. (papManeBTUYeCKOW KOMIIO3ULUY, IONOJHUTENBHOE KOJIMYECTBO —CKOJIB3SIIETO
BEIECTBA COCTaBJsieT mpuMepHo 1 % wmac./mac. papMaleBTHYECKONW KOMITO3ULMH, & TaK¥Ke
JOTIOJTHUTEIbHOE KOJUYECTBO CMA3bIBAIOIIEr0 BEIIECTBA COCTABNsET MpuMepHo 1 % mac./mac.
(bapMaLeBTHYECKOM KOMITO3ULIUH, U UX JOOABISIFOT SKCTPArpaHyJIspHO.

B HEKOTOpBIX BapuaHTaX peasnu3aluu H300peTeHHs (papManeBTH4YecKass KOMIO3HLIUS
COZIEPIKUT CIIEAYIOLINE BHYTPUIPAHYJIIPHO A00ABJIEHHbIE KOMIIOHEHTBI, TBEPAYIO IHUCIIEPCHIO,
comepskamyto CoenuHenue 1 win ee papMarieBTHUECKH MPHEMIIEMYIO COJIb, M alleTaT CYKLIUHAT
runpomesuiodsl (HPMCAS), cocraensis ot npumepHo 50 % wmac./mac. no npumepHo 70 %
Mac./Mac. papMareBTUIeCKOH KOMIIO3ULINH, MUKPOKPHCTAITMYECKAs LEJUTI0JI03a COCTABIISET OT
npumepHo 18 % wmac./mac. o mpumepHo 26 % Mac./mac. papManeBTUYECKON KOMITO3HUIINH,
KPOCKapMeJio3a HATPHUsl COCTABJISIET OT MpUMEpHO 2 % mac./Mac. 1o mpuMepHo 6 % mac./mac.
(hapManeBTUYECKOW KOMIIO3UIINH, Jlaypuicyib(ar HaTpusi cocraBisier or mpumepHo 0.5 %
Mac./mac. no mpumepHo 1,5 % wmac./mac. ¢apManeBTHUECKOH KOMITO3UIUH, KOJUIOHIHBIH
IMOKCU/T KPeMHHMs cocTaByisieT oT mpumepHo 0,5 % mac./mac. no npumepHo 1,5 % mac./mac.
(apManieBTUYECKON KOMIO3UIINK U CTeapaT MarHusi cocrapisier ot npumepHo 0,25 % mac./mac.
no npuMmepHo 1 % mac./mac. papManeBTHUECKONH KOMITO3UIIHH.

B HekoTOpBIX BapuaHTaxX peaau3auuu u3o0pereHHs (apMareBTHUeCKass KOMITO3ULIMS
CONEPKUT CIEAYIOIINe OKCTPArpaHysipHO AOOABICHHBIE KOMIIOHEHTBL JIOTIOJHUTEIbHOE
KOJINYE€CTBO MHKPOKPHCTAJUTMYECKON LIEJUTFOJIO3bI COCTABIISIET OT MpUMepHO 4 % mac./mac. -0
npumepHo 12 % wmac./mac. (papmManeBTUYECKOH KOMIIO3ULUH, IOMOJHUTEIbHOE KOJIUYECTBO
HATPUN KPOCKAPMEIIO3bI COCTABJISIET OT MpuMepHO 1 % mac./mac. 1o npumepHo 3 % mac./mac.
(papMaLeBTHUYECKOH KOMITIO3HLMK, OMOJHUTENIbHOE KOJHYECTBO KOJUIOMAHOIO JHOKCHAA
KpeMHusi cocrasisier ot npumepno 0,5 % wmac./mac. no mnpumepHo 1,5 % wmac./mac.
(papMaLeBTHYECKO KOMITO3HLIMHU U JOMOJHHUTEIbHOE KOJIMYECTBO CTeapaTa MarHusi COCTABIISIET
ot npumepHo 0,5 % mac./mac. 1o npumepHo 1,5 % mac./mac. ¢papManeBTHUECKON KOMITO3ULINH,
U UX JO0aBIISIFOT SKCTParpaHyJIsipHO.

B HeKOTOpBIX BapHaHTaX peaNn3aluu H300peTeHHs (papManeBTHYeCKass KOMIO3HMLIUS
COZIEPIKUT CIIEAYIOLINE BHYTPUIPAHYJIIPHO AOOABJICHHbIE KOMIIOHEHTBI: TBEPAYIO IUCIIEPCHIO,
copepskamyto Coenunenne 1 wim ero papMaleBTHYECKH PHEMIIEMYIO COJIb, U alleTaT CYKLIMHAT
runpomesuiodsl  (HPMCAS), cocraBmsis mpumepno 60 % wmac./mac. (apmaneBTUIeCKOM

KOMITO3UIIMH, MUKPOKPHUCTAJUINYECKasl LEJUII0JI03a cocTaBisier mpumepHo 21,5 % wmac./mac.
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(apMaeBTUYECKOW KOMIIO3HIMH, KPOCKapMeJio3a HaTpPHUsl COCTaBisieT mnpuMepHo 4 %
Mac./mac. papMareBTHIeCKOW KOMITO3ULIUH, JIaypUIICYJIb(aT HATPUs COCTaBJsIeT mpuMepHO 1 %
Mmac./mMac. (apManeBTHUECKOW KOMIIO3ULUY, KOJUIOMIHBIM JMOKCHUA KPEMHHS COCTaBIISIET
npumepHo 1 % wmac / mac ¢apmaineBTHUECKONW KOMITO3ULMM U CTeapaT MAarHus COCTaBIISET
npumepHo 0,5 % mac./mac. papmarieBTU4eCKONH KOMITO3ULIMH.

B HexoTOpBIX BapuaHTaxX peaau3auuy u3o0perTeHHs (apManeBTHUECKass KOMITO3ULIMS
COIEPIKHUT CIENYIOUHEe OKCTPArpaHy/sIpHO JOOABJICHHbIE KOMIIOHEHTBL JIOTOJHHUTEIBHOE
KOJINYECTBO MHKPOKPHCTAUTMUECKOW LEJUTI0JIO3bl  COCTABISIET MNpUMEpHO 8 % Mac./mac.
(bapManieBTUYECKOH KOMIIO3HMLIUM, IOMOJHHUTEIBHOE KOJUYECTBO KPOCKAPMEIUIO3bl HATPHUS
COCTaBNIsIeT TpuUMepHO 2 % m™ac./mMac. (papMaleBTHUECKOH KOMITO3ULIMH, IOMOJHUTEIHbHOE
KOJINYECTBO KOJUIOWIAHOTO JIMOKCHIA KPEMHHUs COCTaBisier mnpuMmepHo 1 % wmac./mac.
(apManieBTUIECKOH KOMITO3UIIMM, a TAKXKE OMOJIHUTENIbHOE KOJUYECTBO CTeapara MarHus
coctaBysier mpumepHo 1 % wmac./mac. ¢apManeBTHYECKOW KOMIO3HWIHMU, U HUX JOOaBISIFOT
SKCTPArpaHyJspHO.

CyOpekty MokeT ObiTh BBemeHa no3a CoeamnHeHust | wim ero ¢apManeBTHYECKH
IpUeMIIEMOH comu, kak onucano B Ilpumepe 5. bonee HU3kKME WM BBICOKUE O3B, YEM YKa3aHO
BBILIIE, MOTyT moTpedoBaTbcsi. KOHKpETHBIE MO3MPOBKM M CXEMBbl JIEYEHUS MJsT JIF0OO0Tro
KOHKpPETHOro cyOBbekTa OyayT 3aBHUCETh OT IeJoro psaa (PakTopoB, BKIIOYAs AKTHBHOCTH
KOHKPETHOT'O HCHOJb3yEMOr0 COEIMHEHHs], BO3PACT, MacCy Teja, ollnee COCTOSHUE 370POBbS,
IOJI, TUEeTY, BpeMsl BBEAEHHUS, CKOPOCTb BBIBEAECHUS, KOMOMHAIMIO JIEKAPCTBEHHBIX CPEICTB,
TSDKECTh U Te€YeHHe 3a00JIeBaHUs, COCTOSHUE WJIM CHMIITOMBI, PACIIONOXKEHHOCTh CyOBeKTa K
3a00JIeBAHHIO, COCTOSIHUIO MJIH CUMIITOMAX, U Cy KJEHHUE JIeYalero Bpaya.

Ilpu yny4imeHWu COCTOSHUSI CyOBeKTa, MOAEpPKUBAIOIIas 10332 COCOHHEHUS,
KOMITO3ULMH WJIM KOMOWHAIIMM OJHOTO M3 ACHEKTOB HACTOSILIEro M300peTeHus: MOTYT ObITb
BBEJICHBI, eCJii 3T0 HeoOxoaumo. COOTBETCTBEHHO, 103a WJIM YacTOTa MpueMa win 00a, MOryT
OBITh YMEHBIICHBL, B 3aBUCUMOCTH OT CHMIITOMOB, AO YPOBHS, NPU KOTOPOM VIIYYIIEHHOE
COCTOSIHUE COXPAHSIETCS, KOTAAa CHMITOMBI OBUIM OOJErdeHbl 110 JKEJAaeMOro YPOBHSL
CyObekraM, OIHAKO, MOKET MOTpeOOBAaThC NMPEPHIBICTOE JICYCHHE Ha JOJTOCPOYHOH OCHOBE
npH JIFOOOM PELIUANBE CHUMIITOMOB 3a00JIEBAHMSI.

CriocoObl mpuMeHeHHs

Wurnbupyromue axktuBHoctn CoenuHeHns | W ux QapManeBTHYECKH NPHEMIIEMbIX
COJIe, IPEACTaBJICHHbIE B JAHHOM JOKyMeHTe mo cpaBHeHuto ¢ IDHI1 myrantamu (Hanpumep,
IDHIR132H wnnu IDH1R132C) MoryT ObITh IpOBEpeHB! ¢ OMOIIBI0 METOMOB, ONMHCAHHBIX B

IIpumepe A, mnpuseneHHeiM B nybOmukaumu PCT WO 2013/107291 u nyOmmxammum US
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2013/0190249, BxiroueHbI B JaHHBIM AOKYMEHT B KAa4€CTBE CChIJIKM BO BCEH MX MOJHOTE WU
AHAJIOTUYHBIMHU CIIOCO0AMU.

IIpencraBneH cnoco® JiedeHUs PACIpPOCTPAHEHHON COJIMIHON OIMyXOJH, TaKOH, Kak
IJIMOMa,  BHYTpHUIEeYeHOuHble  xojaHrumokapimHomsl  (BIIXK)  xowppocapkoma,  pax
IPEACTATEeIbHON JKeJe3bl, PaK TOJCTON KHUIIKH, MEJTAHOMA MJIM HEMEJIKOKJIETOUHBIN paK JIETKOTo
(HMKPJI), kaxpmas M3 KOTOPBIX XapakTepusyercss HanudueM MyrtaHTHoro ajens IDHI,
BKJIIOYAIOLINH BBEACHUE HYXXIAIOIIEMYCsl B 5TOM CYOBeKTy (hapMaleBTHUECKOH KOMIO3ULHH,
cogepxkauieit: (a) Coenunenne 1 wiu ero ¢apManeBTHUECKH MPUEMJIEMYIO COJIb, KaK 4acThb
TBEpAOH mucnepcuu u HeoOsi3aTenbHO (b) ogmH uam Oonee (apMaleBTHUECKH NPUEMIIEMbIH
HOCUTENb (HOCHTENH). B OMHOM M3 BapHaHTOB peau3alui H300peTeHus, pacipOCTpaHEHHAs
CONMUJHAsA OMyXOJib, Takas KakK [JMOMA, BHYTpPUIEYEHOYHble XosaHrnokapuuHomsl (BIIXK)
XOHAPOCAPKOMA, paK MPENCTAaTebHON JKene3bl, pak TOJCTOM KHIIKHM, MEJIaHOMa WU
HeMenKokyieTouHblll  pak Jyerkoro (HMKPJI), noanexamast Jie4eHUIO€, XapaKTePH3YyeTCs
myTtaHTHbIM ayuienem IDHI1, B xoropom myrtaums IDHI mpuBomut k HOBOH crocoOHOCTH
¢depmenta karanmusupoBaTh NAPH-3aBucMMOe  BOCCTaHOBJIEHHE — O-KeTOTJIyTapara [0
R(-)-2-rugpokcurnyrapara y nauueHta. B onHOM M3 acneKkTOB JNaHHOTO BapHaHTa, MyTAHTHBIN
IDH1 umeer mytammo R132X. B ogHOM U3 aCeKTOB 3TOT0O BapuaHTa peau3alii H300peTeHus
myTtauust R132X eeiOpana u3 R132H, R132C, R132L, R132V, R132S u R132G. B npyrom
acnexte mytauus R132X sasnserca R132H unu R132C. B ewe onnom acnexre myrtanus R132X
spisiercst R132H.

PacnpocTpaneHHble CONMUAHBIE OMYyXOJH, TaKWe KaK IJINOMA, BHYTPHUIIEYEHOYHBIE
xoanrnokapuuHomel (BITXK), xoHzapocapkoMa, pak NpeAcTaTeIbHOH >Keye3bl, Pak TOJCTOH
KUIIKH, MeJIAaHOMa WJIM HeMeJKOKIeTouHbld pak Jjerkoro (HMKPJI), kaxknpas W3 KOTOPBIX
XapakTepusyercss HajaudueM MyTaHTHoro ajuiens IDHI1, moryt ObITh mpoaHaJU3UpPOBaHBI C
NOMOIIBK) CEKBEHHPOBAHUS KJIETOYHBIX OOpa3LOB Il OMNpEHeNeHUus MPUCYTCTBUS |
KOHKPETHOH mpuUpoAbl (Hampumep, W3MEHEHHOH AaMHHOKHCIOTHI, TNPUCYTCTBYIOIIEH B
TIOJIO’KEHUH ) MyTaruu B aMmuHokuciote 132 IDHI.

He sxenast ObITh CBSI3aHHBIMH TEOPHUEH, 3asBUTENIN TOJAral0T, YTO MYTAHTHBIC AJJICIH
IDHI, roe IDH1 myTtauus npuBOOUT K HOBOH criocoOHOCTH (pepmenTa kataimmsupoatb NAPH-
3aBUCHUMO€ BOCCTAHOBJIEHHE O—KeTornyrapara 10 R(-)-2-ruppokcuriyrapara U, B 4YaCTHOCTHU
R132H myrauun IDHI1, XxapakTepusyrT NOAMHOXECTBO BCEX BHUIOB pPaKa, HE3aBUCUMO OT HX
KJIETOUHOrO XapakTepa WM MeCTa HaxXOXKIACHUs B OpraHu3Mme. Takum oOpa3oMm, COENUHEHHs U
croco0bl B COOTBETCTBMM C OJHHUM U3 AaCIEKTOB HACTOALIEr0 H300peTeHHs MOTYT OBbIThb
UCIIOJIb30BAHbl AJIsl JICUEHUs] PACHPOCTPAHEHHBIX COJIMIHBIX OIYXOJIEH, TAKUX Kak IJIMOMA,

BHyTpUIeueHOuUHass xosanruokapumHoma (BIIXK) xonzmpocapkoma, pak MpencTaTesbHOM
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JKeJIe3bl, PaK TOJICTOM KHIIKH, MEJIAHOMa WJIM HEeMEJIKOKJIeTOuHbIH paka jerkoro (HMKPJI),
Kayk[asl U3 KOTOPBIX XapaKTEepPU3yeTCsi HanuuueM MyTaHTHOro amiens IDH1, npunaromux takyro
aKTUBHOCTH U, B yacTHOCTH, ¢ IDH1 R132H unu R132C myranueit.

B omHoM w3 BapuaHTOB peanu3zauuu  Hu300peTeHus, 3P(PEKTUBHOCTb JIEUECHUS
paclpOCTPaHEHHbIX  COJNUAHBIX  OMyXOJieH, TakKuX Kak TIJIMOMA, BHYTPUIIEUYEHOUYHBIE
xonanruokapuuHomsl (BITXK) xonnmpocapkoma, pak NpencTaTelabHOH >Kene3bl, pak TOJICTON
KUIIKH, MeJaHOMa WJIM HeMeJKOKIeTouHbl pak Jerkoro (HMKPJI), kaxknpas M3 KOTOPBIX
XapakTepusyercs: HanuuueM MyTaHTHoro ajuiens IDHI1, xonTponupyercs myteM u3MepeHUs
ypoHeli 2HG y cyObekra. OObmHO ypoBHHM 2HG wu3MepstoTCs IO JIEYEHMs, NPU STOM
NOBBIIIEHHBIN YPOBEHB MOKa3aH AJisl ucnojib3oBanust CoenrHeHus | mn ero ¢papManeBTHYECKH
IPUEMJIEMON COJIH, JUIsl JIEYeHUs] PACIPOCTPAHEHHBIX COJUAHBIX OMyXOJiel, TAKUX Kak IJIHoMa,
BHYTpUIIEUeHOUHble XosaHruokapuuHoMsl (BIIXK), xoHmgpocapkoma, pak MNOpOCTaThl, pak
TOJICTOH KHIIKH, MeJlaHOMa WM HeMeNkokJerouHblid pak Jjerkux (HMKPJID), kaxnas u3
KOTOPBIX XapakTepusyercsa Hainunem MmytantHoro ajtens IDHI1. Ilocne Toro, kak nmoBbILIEHHbIE
YPOBHH yCTaHOBJIEHBI, ypoBeHb 2HG ompenensiercs B mpolecce W/WIHM TOCHE MPEeKpaIleHus
JeyeHus Uil ycraHoBieHHs 3¢ ¢dexkTuBHOCTH. B HEKOTOpPHIX BapuaHTaX pealu3aluu
uzobperenust yposenb 2HG ompenensiercsi TOJBKO BO BpeMsi W/WIHM TIOCTE MpPEKpaLIeHUs
neueHus. CHuxenue ypoBHell 2HG B TeueHue Kypca JiedeHMs] U IIOCJE JICUEHUS SBISETCS
nokasaresneM 3QpPeKTUBHOCTH. AHAJIOTHYHBIM 00pa3oM, onpezaeneHne Toro, uto yposuu 2HG ne
MIOBBIIIAOTCS B IIPOLIECCE MU TOCTIE JISUEHHsI, TAK)Ke CBUAETENbCTBYET 00 addexTuBHOCTH. Kak
npasmio, 3t m3Mepenust 2HG OyayT uCnonb30BaHbl BMECTE € IPYTUMH XOPOIIO M3BECTHBIMHU
onpenenaeHusIMH >(PPEKTUBHOCTH JICYEHUS paka, TAKUMH KaK YMEHbLIEHHE KOJNYeCTBa U
pa3Mmepa omyxoJyiell W/WiM APYTHUX aCCOLMHUPOBAHHBIX MOPAKEHHH JKEe3bl, OLIEHKAa OWONCUi
W/WJTN aCIUPaTOB KOCTHOTO MO3Td, MOJHBINA aHAJIH3 KPOBU U OCMOTP MepU(PEepUUecKuX Ma3KOB
KPOBH, YJIy4lLIeHHe OOILIero COCTOSHHS 370POBbSl CyOBEKTa, a TaKKe W3MEHEHUs JPYrux
OroOMapKepOB, KOTOPBIE CBsI3aHbI C 3P (PEKTUBHOCTBIO JICUEHHUS paka.

2HG moxxHO OOHapykuTh B 0OOpasle MeTojamu, OnmucaHHbIMU B myOmukanwu PCT
WO0/2011/050210 u nybmukamuu US2012/0121515, koTOpbIe BKIFOYEHBI B JAHHBIA TOKYMEHT B
KA4eCTBE CChUTKU B TIOJTHOM O0BEME, WIIH aHAJIOTHYHBIMU CIIOCOOaMHU.

MeTtonb! OLleHKH 00pa3IOB U/ W CYOBEKTOB

B sTOM pasnene npuBeneHbl METOBI MOIYUYEHUS M aHAJIN3a P00 U aHAIN3a CyOBEKTOB.

BapuanTtel peanmsanmuu crioco0a BKIIOHWAOT OLEHKY OAHOTO WM Oojiee mapameTpos,
ceszanHbix ¢ IDHI, anbda-ruapokcn HeoaktuBHOcTH, Hampumep, 2HG HeoakTuBHOCTH,
Hanpumep, 4ToObl OLeHNUTh reHoTun win genorun HeoaktuBHocTH IDH1 2HG. Onenka moxxer

OBbITh BBINIOJHEHA, HAIPHUMEP, YTOOBI BHIOPATh, AMArHOCTUPOBATD WJIM MTPOTHO3UPOBATH CYOBEKT,
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9TOOBI BBIOpATh TEPANEBTUUECKUH AareHT, HampuMep, WHTUOWTOp, WM OLEHUTh OTBET Ha
JIeYeHNe WIN TporpeccupoBaHue 3abosnesaHus. B onmHoM BapuaHTe peann3anuu U300peTeHUs
OLIEHKA, KOTOpas MOXKET ObITh BBIMIOJHEHAa O W/WIM TOCJIE TOro, Kak JieueHHe HavaJoch,
OCHOBaHA IO MEHbLIEH Mepe YaCTUYHO, Ha aHaIn3€e 00pasiia onyxouu, oopasLe KIeTOK paka WK
o0pasia npeapakoBbIX KJIETOK, OT cyObekra. Hampumep, oOpaser OT mammeHTa MOXKeT ObITb
NPOAHANM3MPOBAH HA HAIMYME WM YPOBEHb ainb(a-rHAPOKCH HEOAKTUBHOCTH IPOAYKTA,
Hanpumep, 2HG, nanpumep, R-2HG, nyrem BhMUCIEHHUS NapamMeTpa, KOTOPBIH KOPPETUPYET C
HAJIMYMEM WM YPOBHEM aiib(a-THIPOKCH HEOAKTHBHOCTH MpoAyKkTa, Hampumep, 2HG,
Hanpumep, R-2HG. Anbda-ruapokcn HeoakTHBHbIN nponykrt, Hanpumep, 2HG, Hanpumep, R-
2HG, B oOpasue, MOXeT OBITb OIpEHeNeH C IOMOINBI XPOMAaTOrpaduyeckoro MeTona,
Hanpumep, ¢ nomompio aHanmu3a XKX-MC. Taxke MOKeT OBITh ONPENeIeHo MyTeM KOHTAKTa CO
creun(pUIeCKUM CBS3BIBAIOIIUM ar€HTOM, HallpUMep, aHTUTENO, KOTOPOE CBS3BIBAETCS C aibda-
T'HIPOKCH HEOAaKTHUBHBIM mpoaykroM, Hampumep, 2HG, nampumep, R-2HG, u nossonser
neTekuuo. B onHOM BapmaHTe peanuzanyu U300peTeHns obpaselr] aHaIM3UpPYyeTcsl Ha YPOBEHb
HEOAKTUBHOCTH, HaNpUMep, abda-ruAPOKCH HEOaKTHBHOCTH, Hanpumep, 2HG HeoakTUBHOCTH.
B BapmanTte peanusanuu n3o0peTeHHs 0O0Opasen aHAIM3UPYIOT HAa NPUCYTCTBHE MYTAaHTHOT'O
IDHI1, Genka, umeromero anbga-ruAPOKCH HEOAKTUBHOCTh, Hampumep, 2HG HeoakTHBHOCTH
(umn cootserctByromeii PHK). Hampumep, cnenuduuecknii peareHT Ha MyTaHTHBIH Oe€JOK,
HaNpHuMep, aHTHTEJIO, KOTOpoe criennpuiecku CBsi3biBaeT MyTaHTHBIH Oenok IDH1, nanpuwmep,
aHTHUTEJIO, KOTOpoe crienuduyecku cBsizbiBaeT MyTaHTHbIA Oenok IDHI1-R132H, moxer ObITh
UCTIONIb30BAHO AJIs1 OOHAPYKEHUS] HEOAKTUBHOI'O MyTAHTHOTO (DepMEHTa B BAPHAHTE PEAU3aLIH
HYKJIEMHOBOW KHCJIOTBI, CEKBEHHPYIOT U3 o0pasia, 4YToOBl ONpPEAeNINUTb, MNPUCYTCTBYET JIU
BbIOpaHHbIA ayutenp win Mytauuss IDHI1, omucanHble B JaHHOM JOKyMeHTe. B Bapuante
peanu3anmu U300peTeHus] aHAU3 OTIMYAETCS OT MPSIMOTO ONPENEeIeHUs] HAINYHS MYTaHTHOTO
6enka IDH1 (wmm coorBercrByromeit PHK) wmu cexsenmpoBanusi rena IDH1. B BapuanTe
peanm3anuy U300pPETeHUsT aHAJIN3 SIBJIIETCS] OTJIMYAETCSl OT MPSIMOTO ONPEAEIICHUs, Halpumep,
kpoMe cekBeHupoBaHusi reHomHoi JIHK wnn x/IHK, Hanuuus mytaumu B octatke 132 IDHI.
Hanpumep, aHanmu3 MoxkeT ObITh OOHapyKeHHEM ajb(a-rHIPOKCH HEOAKTUBHOCTH MPOAYKTA,
Hanpumep 2HG, nampumep, R-2HG wnm mmepenneM MyTtauuu 3TOoH anbda THIPOKCH
HeoakTuBHOCTH, Hampumep, 2HG HeoaktuBHOCTH. B BapmanTe peanusamum u300peTeHUs
oOpasell WM3BJICKAOT M3 MALMEHTa W aHATM3UPYIOT. B BapmanTe peanusanuu H300peTeHUs
OLIEHKA MOXKET BKJIFOUATh OJHO MJIM OOJiee M3 BBINOJHEHHs aHain3a odpasia, 3ampoca aHajn3a
o0pasia, 3ampoca pe3yJbTaTOB aHajIi3a 00paslia MK MOJy4eHHUs pe3yIbTaToB aHalInu3a odpasia.

(Kax mpaBmio, B HAcTOSIEM JOKYMEHTE, aHaJM3 MOXET BKJIIOYAaTh OAUH WM o0a u3
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BBIMTOJIHEHUsT 0a30BOr0 METOAA WJIM TOJYYEHHUS INAHHBIX OT JPYroro, KOTOPBIA BBIMOJIHHI
OCHOBHOM METOJ. )

B onHOM BapuaHTe peanusanuy U300peTeHnsl OLEHKH, KOTOpask MOKET ObITh BBIOJHEHA
IO WWIN TOCNe TOro, Kak JieueHHe Haudaloch, OCHOBAHA IO MEHbIIEH Mepe 4YacTUYHO, Ha
aHaJ M3e TKaHW (HampuUMep, TKaHHW, KpoMe o0pasua OMyXOJiM) WM TEeJNECHOH JKUAKOCTU WM
TEJIECHOTO MpPOAYKTa. MIUIOCTpaTHBHBIE TKAaHM BKIOYAIOT JUM(ATHUECKHH y3el, KOXY,
BOJIOCSIHbIE (POJIMKYNBI M HOITH. MimocTpaTHBHbIE OHMOJOrMYECKHE KUAKOCTH BKJIIOYAIOT
KpOBb, IJIa3My, MOYy, JUMQY, CIe3bl, TOT, CIIOHY, CIepMy M CIHHHOMO3TOBYIO >KHUAKOCTb.
WUnnroctpaTuBHBIE TeneCHblEe MPOAYKTHI BKIIOUAIOT BbIMX. Hampumep, TkaHb, XKUAKOCTb HIU
NPOAYKT MOTYT OBITh NPOAHATM3MPOBAHbI HA HAJMYHE WM YPOBEHb aib(a-THIPOKCH
HEOAaKTUBHOCTH NpoayKTa, Hanpumep, 2HG, nanpumep, R-2HG, nytem BeluucneHus napamerpa.
KOTOPBII KOPPEIHPYET ¢ HAINYHEM WM YPOBHEM alib(a-TUAPOKCH HEOAKTHBHOCTH MPOIYKTA,
Hanpumep, 2HG, nHanpumep, R-2HG. Anbda-ruapokcH HEOAKTHUBHBIA MPOAYKT, HATpHUMeEp, ,
2HG, nampumep, R-2HG B oOpasue MoskeT OBITh ONpenesieH ¢ MOMOIIBI0 XpoMaTorpaduecKkoro
Mmerona, Hanpumep, ¢ nomompio aHannza JKX-MC. OH Takke MOXET ObITh ONpeneNeH MyTeM
NPUBEACHUS] B KOHTAKT CO CHENM(HYECKHM CBSI3BIBAIOLIMM areHTOM, HAIpUMeEp, aHTHTEJIOM,
KOTOpOE CBsI3bIBAE€TCS C anb(a-THAPOKCH HEOAKTUBHBIM MpoaykToM, Hampumep, 2HG,
Hanpumep, R-2HG, u mno3Bomsier nerekuuio. B BapuaHTax peanuzanuu HU300peTeHUs], e
NPUCYTCTBYET IOCTATOYHOE YHUCIO YPOBHEW, TKaHb, XUAKOCTb WM HPOAYKT MOTYT OBITh
NPOAHAJM3UPOBAHbI HA YPOBEHb HEOAKTUBHOCTH, HANpHUMep, aib(a-ruApOKCH HEOAKTUBHOCTH,
Harpumep 2HG HeoakTnBHOCTH. B BapuaHTte peanusanmu m3o0pereHust oOpasel] aHaIU3UPYIOT
Ha mpucyrcTBue MyTtaHTHoro Oenka IDHI, wumeromero anba-rugpokcH HEOaKTHBHOCTD,
Hanpumep, 2HG HeoakTuBHOCTBH (M cootercTByrouryto PHK). Hanpuwmep, cnenududeckuit
peareHT Ha MYTAHTHBIA O€JIOK, HampuMmep, AaHTUTENO, KOTOpPOe CHeru(UYECKH CBSI3bIBAET
myTaHTHBIH Oenok IDH, Hampumep, aHTUTENO, KOTOpOe CreU(pUUECKN CBSI3bIBAET MYTaHTHBIH
6enox IDH1-R132H moskeT OBITh HCIIONIB30BAHO JJIs1 OOHAPYKEHUs] HEOAKTHBHOTO MYTaHTHOT'O
¢depmenTa. B ogHOM BapuaHTe peanm3anuu M300peTEeHHs] HYKJIEHHOBYIO KHCJIOTY M3 obpasna
CEKBEHHPYIOT, YTOOBI OIMpPEAENUTh, MPUCYTCTBYET JIM BBIOpAaHHBIA auiens win mytanus IDHI,
ONHCAaHHbIE B JAHHOM JOKyMEHTe. B OOHOM BapuwaHTe peanu3auuy W300pEeTEeHHs! aHaJH3
OTIIMYAeTCss OT TNPSIMOro  ONpeneiieHuss Hamuuusg MyTaHtHoro Oenka IDHI1  (wm
cootBercrBytomeit PHK) nnm cexksenuposanusi rena IDH1. Hanpumep, aHanu3 moker ObITh
nerekuuedl anb(a-ruIpoKCH HEOAKTUBHOCTH npoaykra, Hanpumep , 2HG, nanpumep, R-2HG
wi mmeperne 2HG HeoakTtnBHOCTH. B OHOM BapmaHTe peann3anuu W300pETEHUs TKaHb,
JKUAKOCTD UJIU MPOAYKT YAASIOT U3 NMALUEHTa U aHAIU3UPYIOT. B O4HOM BapuaHTe peannsanuu

I/1306peTeHI/IH OI€HKa MOXCT BKJIKOYATb OAHO MU Ooyiee W3 BBIMNOJHEHUS aHAIN3a TKaHH,
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KUIKOCTH WM TIPOAYKTa, 3ampoca aHajin3a TKAaHW, JKUIKOCTH WM TPOAYKTa, 3arpoca
pe3yNbTAaTOB aHAN3a TKAHU, JKUAKOCTH WJIM MPOAYKTA WM MOJYYEHUs Pe3yJIbTATOB aHAJM3a
TKaHH, KUIKOCTH WJIM MPOIYKTA.

B Bapuante peamusanuu HU300peTeHHs OIEHKA, KOTOpPAs MOXKET ObITh BBINOJIHEHA A0 W/ WIU
HIOCJIe TOTO, KaK JIEYeHHE HAaualoCh, OCHOBAHA MO MEHbIIEH Mepe YaCTHYHO, Ha alb(a-rHIPOKCH
HEOaKTUBHOCTH mponykra, Hampumep, 2HG, nanpumep, R-2HG, Busyanusammm oObekta. B
BapUAHTAX pealu3alii H300peTeHHss MAarHUTHO-PE30HAHCHBIE METOABI HCIIOJB3YIOTCS IS
OLIEHKU MPUCYTCTBHS, PACIPEACICHHs WIH YPOBHS anb(a-THAPOKCH HEOAKTUBHOCTH MPOIYKTA,
Hanpumep 2HG, nanpumep, R-2HG, B cyObekTe. B BapuanTe peanuzaunu n3o0pereHus CyObeKT
NOJBEPraeTCsl BU3YAIM3ALUU W/WIM CHEKTPOCKONMHYECKOMY aHAJIN3y, HAIpUMep, aHAJIU3y Ha
OCHOBE MarHUTHOTO pe3oHaHca, Hanpumep, MPT w/unu MPC, Hanpumep, aHanu3a U, BO3SMOKHO
dbopMupyeTcst n300paskeHre, COOTBETCTBYIOIIEE HAIMYHUIO, PACTIPEAESICHUIO HITM YPOBHIO anbda
T'HJPOKCH HEOAKTUBHOCTH MpoaykTa, Hampumep, 2HG, nampumep, R-2HG wunu onyxomnu.
HeoOs3aTenbHo m30o0pakeHWe WM 3HAYEHHE, CBS3aHHOE C HM300paKeHHWEM, XPAHUTCS Ha
MaTepHaJbHOM HOCHUTENE W/MIHM €ro MEepemarT Ha BTOPOH ydacTok. B BapmaHTe peanuzauuu
N300peTeHNsI OLIEHKa MOJKET BKJIIOYATh OHO HJIH OOJiee U3 MPOBENEHHS aHAIN3a H300paKeHUH,
3amnpoca aHajn3a M300paKeHUH, 3ampoca pe3yJIbTaTOB BU3YAIN3ALUH aHAJIHM3a WIIM MOJY4YeHUs
PE3yJIbTATOB aHAIN3A N300PAKEHHH.

B onnoMm u3 BapuanToB peanuzanuu n3ooperenns 2HG HEnmocpencTBeHHO OLIEHUBAETCS.

B npyrom BapuanTe peanusanuu uszodbperenus npousBogHoe 2HG ¢dopmupyercs B
IpoILlecCe BBHIMOJHEHUS AHAJINTHUYECKOrO MeETOoJa OLEHKH. B kadecTBe mnpumepa Takoro
IPOU3BOTHOTO MOJKET ObITh NMpOU3BOAHOE, monyuyeHHoe B aHamuse MC. IlpousBogHble MOTYyT
BKJIFOYATh COJICBOM aIAyKT, Hampumep, aianykT Na, BapuaHT TUApPATALUU WIA BapUAHT
TUApPATAIMY, KOTOPBIH TaKKe SIBJISIETCSI COJEBBIM AIyKTOM, Hampumep, ¢ 0Opa3oBaHUEM
annykta Na, Hanpumep, kak oOpa3oBaHo B aHanmuze MC.

B ngpyrom BapmaHTe peanu3anuu  W300pEeTEHUs OLIGHMBAETCS MeTaboJIH4YecKoe
npomsBogHoe 2HG. TIpuMeps! BKIFOYAIOT BUABL, KOTOPbIE HAKATUIMBAOTCS WJIM MOBBIIAKOTCS
WIN YMEHBbLIATCS, B pesyibrare npucyrcTBus 2HG, Takme kak riyTapaT WM TIIIyTamar,
KoTopble OyayT cootHecenbl ¢ 2HG, nanpumep, R-2HG.

HnmocTpatusHble nponssoanbie 2HG BKIIIOYAIOT AernaApaTHPOBAHHBIC IPOU3BOIHBIE, TAKHE
KaK COCMHEHUS], YKa3aHHbIE HIDKE MITH €r0 COJHM aATyKThI:
0O o)
H
o o HO o HO™ .0

0 0
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B onHOM BapmaHTe peanmzanuu M300pPETEHUS PACIPOCTPAHEHHAs CONUAHAS OIMyXOJb,
Takasi Kak IJMOMa, BHyTpuUIedeHO4YHble XojaHruokapuuHoMmsl (BIIXK), xonapocapkoma, pax
MIPEACTATEIbHOM XKENe3bl, paK TOJCTOM KHUIIKH, MEJIAHOMA WJIA HEMEJIKOKJIETOYHBIN PaK JErKOro
(HMKPJI), npencrasinsieT coboi omyxoib, B KOTOpoil mo MeHbiieii mepe 30, 40, 50, 60, 70, 80
wim 90 % onyxoneBplx kierok HecyT myrauuio IDH1 u B uwactHoctm IDH1 R132H wnm
myTanuo R132C, Ha MOMEHT MOCTAaHOBKY TUArHO3a UM BO BPEMsI IIPOBEEHMUS JICUSHMSI.

B npyrom BapuaHTe peamusanuy H300peTEHUS PaclpOCTPaHEHHAs COJHMIHAS OIMyXOJb,
NOJIeKAIAst JICYEHUIO, TPENCTABIAET COOOH TJIMOMY, KOTOpasl XapaKTePH3YeTCsl HATMYUEeM
myTtantHoro ayuiensi IDH1. B apyrom Bapuante peamu3anul M300peTeHHs TJIHOMA SIBISIETCS
PEKKYPEHTHOH IOCJe MPOBENEHUs CTaHNAPTHON Tepanmuu. B npyrom BapuaHTe peanusanuu
n300peTeHns MIMOMa MPOTPECCHpPOBajia MOCHe MPOBENSHHUs CTaHTAPTHOW Tepamuu. B mpyrom
BapUAHTE peaji3aluy H300PETEHHsI IIHOMa He pearupoBasia Ha CTAHJAPTHYIO TEPAITHIO.

B npyrom BapmaHTe peanm3anuy M300pETEHHs pacPpOCTPAHEHHBIE CONUIHBIE OMYyXOJH,
NOJUIEKALIE JICYCHUIO, MpencTaBisitoT coboit BITXK, KOTOpeIN XapakTepu3yeTcsl HaJIudueM
mytantHoro amiens IDH1. B nppyrom Bapmante peanmuzaumn usodperenuss BITXK Obuna
PEKKYPEHTHOHN IOCJe MPOBEAEHUs CTAaHIAPTHOM Tepanmuu. B apyrom BapuaHTe peannsanuu
n3o0perennss BIIXK mporpeccupoBana mocie NmpoBeAEHUs CTaHAAPTHOW Tepanuu. B mpyrom
BapuanTe peanusanuu n3odperenus BIIXK He pearupoBasa Ha CTaHOAPTHYIO TEPAITHIO.

B npyrom BapuaHTe peanuzani U300peTEHHUs] PaclpOCTPaHEHHAs COJMIHAS OIyXOJb,
NOJUIeXKAlasl JIGYEHUIO, MPEACTaBIsieT CcOo00H XOHAPOCAPKOMY, KOTOpas XapaKTepU3yeTcs
HamuuueM MyTtaHTHoro amnens IDH1. B apyrom BapuaHTe peanusanuu  H300peTeHus
XOHJIPOCapKOMa sBJIIETCSl PEKKYPEHTHOM MOCie NMPOBEACHUs CTaHAAapTHON Tepanuu. B npyrom
BapUAHTE pealn3aluu U300peTeHus] XOHAPOCapKoMa MpPOrpecCUpoBaia IMOCHe MPOBEICHUS
CTAaHIAPTHOH Tepamuu. B npyroMm BapuaHTe peanu3alud H300peTeHHs XOHIpPOCapKoMa He
pearnpoBaja Ha CTAaHAAPTHYIO TEPAIHIO.

B npyrom BapuaHTe peanuzanu U300peTEHHUs] PacpOCTPAHEHHAs COJHMIHASI OMyXOJb,
nojuiexamast  jedeHnro. IlpencraBnsier coOoil pak TNpPencTaTeNbHON JKeNe3bl, KOTOPBIH
Xapakrepusyercss HanmuuueM MyTaHTHoro amiens IDHI. B ppyrom BapuanTte peanusaunuu
n300peTeHNst paK MPOCTATHI SIBJSIETCS] PEKKYPEHTHBIM TI0CIIE IPOBENCHUS CTAHAAPTHON TEPaIHH.
B npyrom BapmaHTe peanm3auMu HW300pETEHUS pPaK IPOCTAThl IMPOrPECCHPOBAT  IOCHE
NPOBENEHUs] CTAHAAPTHOH Tepamuu. B npyrom BapuaHTe peanu3alidl H300pETeHUs pak
MIPOCTAThI HE pEarupOBall HA CTAHAAPTHYIO TEPAIHIO.

B npyrom BapuaHTe peanuzanii U300peTEHHUs! PaclpOCTPAaHEHHAs COJMIHASI OIyXOJb,
NOJUIeKAIAst JISYEHUIO, MPEICTABISAET COOOH pak TOJCTON KHIIKH, KOTOPBIH XapaKTepH3yeTcs

HaymnuueM MmytantHoro amiens IDH1. B ppyrom BapuaHTe peanu3aliu HU300peTEeHUs pak
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TOJICTOM KUIIKU SIBJISIETCS] PEKKYPEHTHBIM IIOC/IE IPOBEACHUs CTaHAAapTHON Tepanuu. B npyrom
BapUAHTE peaTM3alui M300peTeHUs] paK TOJCTOM KHIIKH MPOTrPECCUpOBAN MOCIE MPOBENEHUS
CTaHIAPTHOW Tepanuu. B npyrom BapuaHTe peain3aluil M300pPETeHUs, PaK TOJCTON KHIIKU He
pearupoBajl Ha CTAaHAAPTHYIO TEPAIIHIO.

B npyrom BapuaHTe peamusanuu M300pETEHUS PaclpOCTPaHEHHAs COJHMIHAS OIMyXOJb,
HOAJIeIKAIAst JICUEHHIO, MPEACTABISET COOOH MeNaHOMY, KOTONAasl XapaKTePU3yeTCsl HAJIMYHeM
myTtaHTHOrO ajutesisi IDH1. B gpyrom BapuaHTe peanusainuiv U300peTeHUs MEJaHOMa SIBJISIETCSI
PEKKYPEHTHOH IOCJe MPOBENEHUs CTaHNAPTHON Tepanmuu. B npyrom BapuaHTe peanusanuu
n300peTeHnst MeJlaHOMa MPOrpeccUupoBaia Mocje MPOBENeHHs CTAHAAPTHOMN Tepanuu. B npyrom
BapUAHTE peaji3aluy H300pETEHHs MEJTAaHOMA HE pearupyer Ha CTAaHIAPTHYIO TEPAITHIo.

B npyrom BapuaHTe peanuzanii U300peTEHUs] PacpOCTPAaHEHHAs COJHMIHASI OMyXOJb,
NOJUIeKAINast JICUEHHIO, MPEACTaBIsieT COOOW HeMeNKOKJeTouHbll pak Jjerkoro (HMKPJD),
Xapaktepusyercss HanmuuueM MyTaHTHoro amiens IDHI. B ppyrom Bapuante peanusanuu
nu3o0pereHnss HeMenkokjerouHblid pak nerkux (HMKPJI) sBnsiercs pekKypeHTHOH mocie
NPOBENEHUs] CTaHOAPTHOW Tepamuu. B 1pyroM BapuaHTe peanu3anuu H300peTeHus
HeMenKokeTouHbld pak jgerkoro (HMKPJI) nporpeccupoBan mocie npoBeneHus! CTaHAapTHON
Tepanuu. B nmpyrom BapuaHTe peanuzanuM HM300pETeHHs HEMENKOKJIETOUHBIH pPaK JIETKHX
(HMKPJI) He pearupoBa Ha CTAaHAAPTHYIO TEPAIIHIO.

CriocoOb! JleueHus, ONMCAHHBIE B JAHHOM JOKYMEHTE, MOTYT JOTOJHUTENBHO BKIIOYATh
pa3nuYHble CTAAUM OLEHKH A0 W/MIM Tocie JieueHus (apMaleBTHUECKOW KOMITO3UIIMEH,
conepxkauieit: (a) CoenuHenne 1 uiam ero (apMaueBTHUECKH MPUEMIIEMYIO COJIIO, KaK 4YacTh
TBEpAOH nucnepcur u HeoOs3atenbHO (b) omuH mim Oonee (apMaLeBTHUECKH MPHEMIIEMBbI
HOCHUTEJb (HOCHTEJN).

B onHOM BapuaHTe peanusanuy M300peTeHHs, OO W/WIM TOCIE JICYEHUS C TOMOLIBEO
(dapmaneBTHyecKoi kommosuuuu, coaepskameit: (a) Coenqunenue 1 umm ero GapmaeBTHUECKH
NPUEMJIEMYIO COJIb B KAY€CTBE YaCTH TBEPION AHMCIIEPCUU U Heobsi3atenbHO (b) ogua umm Oonee
(apMaeBTHYECKH TMPUEMJIEMBIX HOCHTENEH, TMPU 3TOM CHOCOO AOMOJHUTENBPHO BKIIOYAET
OLIEHKy pOCTa, pasMepa, Beca, WHBA3UBHOCTH, CTaAuu W/Wiakd JApyroro (eHoTumna
pPacrpOCTPAHEHHOW  COJIUAHOM  OMyXOJiM, TakKoH, Kak TJUOMa, BHYTPUIIEUCHOYHbIE
xonanruokapiHoMbl (BITXK) xoHmpocapkome, pak MpencTaTeNIbHON >KeJe3bl, paK TOJCTOH
KUIIKH, MEJAaHOMa WJIM HeMeNKOokiIeTouHbld pak serkoro (HMKPJI), kaxknmas M3 KOTOPBIX
XapakTepu3yeTcsl Halu4ueM MyTantHoro ajuiens IDHI.

B omHOM BapuaHTe peanusanuy M300peTeHMs, OO W/WIM TOCIE JIEYEHUS C TOMOIIBIO
dapmaneBTuyeckoit kommnozuuuu, conepskameit: (a) Coenqunenue 1 umm ero papmareBTHISCKH

IPUEMIIEMYIO COJIb B Ka4€CTBE YaCTH TBEPAON AMCIIepcuu U HeoOs3atenbHO (b) ogun unm Oonee
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(bapMareBTUIECKH PUEMIIEMBIX HOCUTENEH, Crtocod TOMOIHUTENBHO BKIFOYAET CTAUH OLIEHKU
IDHI renotuma pacnpOCTPAHEHHBIX  COJIMAHBIX  ONyXOJeH, TakuX Kak IJIHOMA,
BHyTpUIlIeUeHOUYHble xonaHruokapuuHomsel (BIIXK), xonapocapkoma, pak mnpeacTaTeIbHON
JKeJie3bl, paK TOJICTOM KHIIKH, MeJaHOMa WJIM HEeMEeJKOKJIeTOYHbl pak jerkoro (HMKPJI),
KakKIasi U3 KOTOPBIX XapakTepu3yercs HamumdreM MyTtanTHoro ajuiens IDHI1. Dto moxer ObITh
JAOCTUTHYTO C TOMOIIBIO OOBIMHBIX B JAHHOH 00JacTH CHOCOOOB, TAKMX KaK CEKBEHHUPOBAHHE
JHK, MMMyHONOTMYECKHI aHajdu3 W/WIN OIEHKAa MPUCYTCTBHUS, PACIPENETICHUS WIH YPOBHS
2HG.

B omHOM BapuaHTe peanusanuy M300pETEHHs], A0 W/WIM TOCJE JICYEHUS C TTOMOLIBIO
dapmaneBTHyecKoi kommosuiuu, coaepskameit: (a) Coenqunenue 1 umm ero GapmaieBTHYECKH
NPUEMJIEMYIO COJIb B KA4€CTBE YaCTH TBEPAON AMCIIEPCUU U HeoOsi3atenbHO (b) ogun ummn Oonee
(apMareBTHYECKH MPHEMIIEMbIX HOCHTENEH, Croco0 JOMOJHHUTENBHO BKIIKOYAET ONpeNesieHue
ypoBHsi 2HG B cyObekre. DTO MOXKeT OBITh JOCTHUTHYTO C MOMOIIBI CIIEKTPOCKOMIMYECKOTO
aHalM3a, HANpUMep, aHaJM3a HAa OCHOBE MArHMTHOIO pe3oHaHa, Hampumep, MPT w/wm
usmepennst MPC, anamiza obpasna OMONOTHYECKON KUIKOCTH, TAKOW KaK KPOBb, TUIA3Ma, MOYa
WUIM aHAJN3 CIIMHHOMO3TOBOW KMIKOCTH WJIM aHAJIN3 XUPYPrUYeCKOr0 MaTepual, Hampumep, ¢
nomMompto Macc-cnekrpomerpun (Hampumep, KX-MC, I'X-MC) nnmu mo0bM U3 Crioco0oB,
OIHCAHHBIX B HACTOALIEM JOKYMEHTE.

IIpumepnl

O0mue MmeToabl

B cnepyrommx npumMepax, peareHTbl MOTYT OBbITh MPHOOPETEHbI N3 KOMMEPYECKUX HMCTOYHUKOB
(B Tom uncne Alfa, Acros, Sigma Aldrich, TCI u Shanghai Chemical Reagent Company) u ux
UCTIONIb30BANU 0€3 TOTIOIHUTEIbHON OYHCTKH.

ITapameTpsl penTrenoBcoi nopomkosoi audpakuun (XRPD): ananmuz XRPD BemosnssieTcs ¢
ucnionbzoBanreM PANalytical Empyrean peHTreHOBCKOTO TOPOIIKOBOTO JIu(ppakTOMETpa

(XRPD) ¢ 12 cragusmu aytocamiuimara. HMcmonbsyemble mapamerpsl XRPD mnpuBeneHbl B

Tabnuue 3.
Tabnuua 3.
IMapamMeTps! 1/ peskUMA OTPAKEHUSI
JInvHa BOJIHBI Cu, ka,
PEHTT€HOBCKOTO Kal (A): 1,540598, Ka2 (A): 1,544426
W3JTy4YCHHUsI Ko2/Kal coorHomenue naTeHcuBHoCTen: 0,50
YcTaHOBKH

45 B, 40 MA
PEHTI€HOBCKON TPyOKH

HI/IBI/IpFeHTHaﬂ 1eJib ABTOMaTHUECKAS
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Pexxum ckaHUpOBaHUs HenpepbiBHblit
Jlnana3oH CKaHUPOBAHUS
3°-40°
(°2TH)
Pasmep mara (°2TH) 0.0170

CxopocTb CKaHUPOBAHUS

npumMepHo 10
(°/mun) prvEp

IMapamerper  muddepenumanpuoii  ckanupyromeii  kamopumerpun (JICK): JICK  ananu3
BbINOJHsIETCsT ¢ momomeio TA Q100 umu Q200/Q2000 DSC ot TA Instruments. Temmneparypa
JUHEWHO BO3pacTaeT OT KOMHATHOHN TeMIepaTypbl 1O JKeJaeMOil TeMmepaTypbl MPU CKOPOCTH
HarpeBa 10 °C/mMuH ¢ ucnonb3oBaHueM N> B KauecTBe NPOAYBOYHOIO rasa, MpU IMOMOLIU
ro)pUpPOBAHHON KIOBETHI.

[TapameTprl TepmorpaBumerpudeckoro aHanusa (TT'A): TI'A-aHanu3 BBINTONHSAETCS C TOMOIIBIO
TA Q500/Q5000 TGA ot TA Instruments. TemnepaTypa JUHEHHO BO3pacTaeT OT KOMHATHOM
TEMIIEPaTyPhI 10 XKeJaeMol Temreparypbl ipu ckopoctu Harpesa 10 °C/mun nmm 20 °C /muH ¢
UCHoab30BaHNeM N2 B KaueCTBe MPOyBOUHOIO rasa.

Ipumep 1

Coenunenue 1 u pa3nuyHbIe KOJIWYECTBA AlleTOCYKLIMHAT runpomesuiosHoro MI™ (runpomeriosa
anerocykuuaat, MI" copra, Shin-Etsu Chemical Co.) monmumepa MOryT ObITh HCIIOJIB30BAHbI AJIs
NOJIy4eHUs1 aMOpP(pHOTO0 MPOMEKYTOYHOI'O BEIECTBA TBEPAOW MOUCHEPCHH U KOMIIO3MLIUH,
npencrasiaeHHblii B oToM Ilpumepe 1. ITokaszarenu 3(h(eKTHBHOCTH BKIIOYATh MPOH3BOACTBO
napTuil ¢ pasyMHBIMHU BbIxomamu (> 60%), HuU3Kue ocrarouHble pactsopurenu (<3000 ppm), a
TaKXKe COOTBETCTBUE CIIELU(PUKALIVSIM IJIsl aHATN3a U YHCTOTBL.

Crapus 1: llonyuyenue amopguoro TBepaoii nucnepcun Coennnenus 1

®opmy 1 u anerar cykuunat runpomeiosbl (HPMCAS) (50 % / 50 %, mac./mac.) B3BEIIUBAIOT
U pacTBOPSIOT B METAaHOJIE W BhICymHMBaKOT pacmbeuieEneM (Bichi B-290) ¢ monydenuem
amopproro CoenmuHeHuss 1 W TBepHOW AWCIEPCHH TUIPOMEIUIO3a AaLETaT-CyKIMHATA
(HPMCAS). ITapameTpbl CyIIKH paclbUIEHHEM BKJIIOYAIOT a30T B KAa4eCTBE CYLIMJIBHOTO rasa,
TeMrepatypy Ha Bxoje mnpumepHo oT 85 °C mo 95 °C, mpu TemmnepaType Ha BBIXOAE OT
npumepHo 37 °C mo 40 °C, KOHIEHTpalMIO Chpest B pacTBOpe NpuMepHO 5 % wmac./mac./,
BTOPUYHYIO CyIIKy OT 12 mo 18 wacoB mpu Temmeparype 40 ° C. IlonydenHyro amopdHyrO
TBEPAYIO AMCIEPCUIO JAOIMOJHUTENBHO CyLIaT B BaKyyMHOW I€4YM U 3aT€M IPOCEHBAIOT.
ITonyuennass amopdHast TBepHas AHUCIEPCUS MOXET OBITb yIakoBaHa B JBOWHBIE

MOJIUATUIIEHOBBIE MEIIKU C BUTHIM HEWJIOHOBBIM IIHYpOM U IIOMCHICH B KOHTeﬁHep us3
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nomyTiiieHa Bbicokoi tuioTHocTH (HDPE), comepskamuii ocymwurenb, W €ro XpaHAT NpU
temmieparype 2-8 © C no cienyroiei craanu oOpaboTKH.

Cragus 2: ITpousBonctso Tabnerok Coennnenns 1

Coenunenve 1 u amopdHOE MPOMEKYTOUHOE BEIECTBO TBEPAOH AMCIIEPCUU alleTaT CyKLIMHATa
TUIPOMEJJIO3bl U BCE APYrMe HAINOJHWTENH, ONUCaHHbIe B Tabmuume 4, B3BEIIUBAIOT U
IIPOCEUBAIOT AJIs1 CMELIUBAHUS.

B3BemnBanue u CKpUHUHT UHTPArpaHyJIUPOBAHHBIX UHIPEIUEHTOB

U aMOppHYIO TBEPAYID JHUCIEPCUIO aleTaT CyKIHHATA THIPOMEIIO3bI

Coenunenue 1

CMELIMBAIOT €  MHUKPOKPUCTAJUIMYECKOM  LEJIIOJ030H,  KPOCKApMEUIO30M  HaTpus,

naypuicysibaToM HATPUs, KOJUIOWAHBIM JHOKCHIOM KpPEMHHsS W CTeapaTOM MAarHus B
MOAXOASALLEM CMECUTEIE.

Tabmuua 4: CoctaB KOMITO3ULIMH MAPTUH

Komnonent PyHxuus KoaunuecTBo Ha
napTuo (r)
50 mr 200 mr
TabeTka | Tagaerka
HHuTparpanynupoBaHHO | oenuHeHue 1* Tepanesruuecku | 241,75 1204.01
AKTUBHOE
COEIMHEHUE
Auerar CyKUMHAT Crabwuimzarop 241,75 1204.01
TUIPOMEIIO3BI ™
Muxkpoxkpucramnudeckas | Hamoanurenn 173,26 862.87
LEJUTF0JI032
Harpwuii kpockapmenosa | Paspeixnurens 32,23 160.53
Harpwuii naypun VY BRakHAOIMNN 8,06 40.13
cyibdar areHT
agent
Kommonausiii nuoxcun Cxonp3asmee 8,06 40.13
KPEMHUS BCIICCTBO
Creapart maruus CwmassiBaromee 4,03 20.07
BELIECTBO
OkparpanyiupoBaHHO | Mukpokpucramanueckas | Filler 64,47 321.07
LIEJUTIOJI03a
Hatpuii kpockapmenosa | Paspeixaurens 16,12 80.27
Komnouguerit quokcum Cxomp3smee 8,06 40.13
KPEMHUSI BCILICCTBO
Creapar maruus CMmaseIBAIOIEE 8,06 40.13
BCLICCTBO
Bcero 805,85 4013,36
TeopeTHuecKoe KOMMYISCTBO TAOICTOK 4835 6020
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*CoenuHeHne | W TUIPOMEIUIO3a ALETOCYKLMHAT aMOPQHBIA NPOMEXKYTOYHBIH MPOAYKT

TBEPAOHN IUCIEPCUU

HuTparpanyampoBaHHOE CMEIINBAHUE

HHTparpany1upoBaHHYO CMeCh YIIJIOTHSIJIN BAaJUKOM U CIIPECCOBAHHBIN MaTepHall UMEET TaKON

paszmep, 4TOOBI MPOU3BOAUTD FPAHYJIBL

Cyxoe rpanyaupoBaHHOe/pacpeneseHue o pasmepam

DKCTparpaHyJUPOBaHHYI) MUKPOKPUCTAUIMYECKYIO LIEJUIFOJIO3Y, KPOCKapMeyio3y HaTpus,
KOJUIOUAHBIM JTUOKCHUZI KPEMHHUSI M CTeapaT MarHus B3BEIIMBAIOT W MPOCEHBAIOT IS

CMCIINBAHUA.

Bspemmupanne n CKPUHHHI SKCTPATI'PAHVJIMPOBAHHBIX HHI'DEANCHTOB

IIpocesiHHBIE TPaHYJBI U SKCTPArPAHYIHMPOBAHHBIC SKCHHUIMHEHTHI NOOABJISIFOT B TMOIXOISIIHN
CMECHUTENb U CMEIINBAIOT.

OKCTparpaHyJUPOBAHHOE CMEINNBAHUE

CMmech mpeccyroT ¢ UCIONb30BAHUEM POTOPHOrO TaOJIETOYHOrO MpPECcca, YCTAHOBJIEHHOTO IS
W3rOTOBJICHUS Ta0JIETOK COOTBETCTBYIOMIEH (GopMbl/ pasMepa U HEOOXOJUMOM MaCChI, TOJIIHUHBI

U TBEPAOCTHU.

IlpeccoBaHue

Cyxue tabnerku CoenuHeHus | ynakoBaHbl B ABOWHBIE T€PMETHUHBIEC TOJHITHICHOBbIC
MeIKH, comepskaire 30 © CUIMKarejeBble MakeThl, KOTOPbIE MOMELIEHbI B JIAMUHUPOBAHHBIE
Oapabanbl 1 ux xXpaHsT npu Temreparype 2 - 8 © C. Tabnerku 3aTeM yIaKOBbIBAIOT.

Tabmuua 5: Komnosuuus tadietku

Kommonenr DyHKuHs 50 mr TabaeTka 200 mr TabaeTka
Komnuecte | Copepxxanu | Konnuects | Copepixanu
0 Ha e 0 Ha e
TabJaeTKy ( %) TadJIeTKy
(mr) (mr) (%)
Coenunenue 1* TepanesTuyeck 50,0 30 200,0 30
U aKTHBHOE
COEIMHEHHE
Tlunpomennosa anerar | Crabunusarop 50,0 30 200,0 30
CYKIIMHAT™*
Mukpokpuctanueck | Hanomaurens 49,2 29,5 196,7 29,5
asi LIeJUTI0J103a
Harpuit Pazperxiaurenp 10,0 6 40,0 6
KpPOCKapMeso3a
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Harpuii naypun VY BRaxHs0mm 1,7 1 6,8 1

cyabdar i areHT

Konougueni quokcun | Ckomnb3siee 3.3 2 13,2 2

KPEMHUsI BEIIECTBO

Creapar maraus CwmaspiBaronee 2,5 L5 10,0 1.5
BEIIECTBO

Bcero 166.7 100,0 666,7 100,0

Ipumep 2 Cunre3 Popmsi 1
Cwmecy Coemmuenusi 1 (3,5 kr, 7,28 momnb) B 1,4-muokcane (35 n) nmerasupyror N2 myTtem
6apOotupoBaHus B TeueHne MakcuMyM 20 MuH. 2-xyop-4-tmanonupuaud (1,21 xr, 8,73 monb),
Tpuc (mubensmmuneHaneroH )-qunamaauii (0) (167 r, 0,18 moinw) u 4,5-6uc (nudenmndochuno)
-9,9-numernnkcanreH (kcantdoc) (211 r, 0,36 MOINb) M PEAKIIMOHHYIO CMECh ETa3UPYIOT MyTEM
N2 GapGorupoBanus B TeueHne MakcumyM 10 mua. K2CO3 (1,21 kr, 8,73 Monb) nodaBistoT u
PEAKIHOHHYI0 CMeCh Jerasupyror myteM N» OapOoTupoBaHusi B TedeHHe MakCUMyM 30 MUH.
Peaxnnonnyro cMmech HarpeBaroT npu temmnepatype 90-100 °C B TeueHue ot 4 1o 24 yacos 10
TEX TMOp, MOKA PeaKysl He 3aBEPIIUTCS. PeaKIIMOHHYI0 CMeCh 3aTeM oxJiaxaarT 1o 15-25 °C u
GUIbTPYIOT depe3 LEeNUT W NPOMBIBAIOT 3TUJIALIETATOM, a OOBEAMHEHHBIH (UIBTPAT HU
NPOMBIBOYHYIO JKUIKOCTb KOHLIEHTPUPYIOT.

1,4-muoKCcaH yAansloT U OCTaTOYHOE TBEPJOE BEILIECTBO PACTBOPSIOT B ATHJIALIETATE
(77,5 ). DTunaueraTHbIl pacTBOP MPOMBIBAIOT IMOCIEAOBATENbHO 5 % BOAHBIM PAacCTBOPOM
NaHSOs, 2 % Bomgubeim pactBopoM OJITA nunatpus u 1 % BomuHbiM pacTtBOopoM DJITA
auHatpueBoil comu. Opranndeckyro a3y o0pabaTeIBalOT AKTUBHPOBAHHBIM yriieM mpu 55-65 °C
B Te4YeHHE He Ooyiee 2 4 W OUHMINAKOT C MOMOINBI Xpomarorpaduu Ha cunukarene. Ilocie
xpomarorpaduu, TOJYYEHHBIH MPOAYKT OYHUINAIOT C TMOMOIIBK ABYX MEPEKPUCTAIUTH3ALUN:
cHauaja CoenvHenne | pacTBOPSIIOT B 3Tujairerare U HarpeBatoT 10 60-70 °C u mobaBisifOT
rentaH. PeakunoHHyI0 cMmech oxyaxaaroT ao 15-25 °C u nepeMmeliuBaroT B TeueHue 1-3 4.
ITpoaykT OTHHUIBTPOBBIBAIOT U PACTBOPSIIOT B JUXJIOPMETAHE, 3aTeM (PHIBTPYIOT M OCAKIAIOT
renTaHoM, QUIBTPYIOT U CyLIaT ¢ nonydeHueM Popmer 1.
IIpumep 3 Cunte3 Popmsbr 2
Cnocob A:
IIpumepno 100 mr Coemgunenuss 1 cmemusaror ¢ 0,4 mn MeOH u nepememinBaroT Inpu
KOMHATHOH Temmepatype B TeueHue 12 4. CycneH3uto 3ateM HeHTpUPYrupyroT u 0eoe TBepaoe
BEIECTBO BBIIEJISIOT.

Merton B:
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ITpumepro 10 mr Coenunenus 1 B 0,2-0,4 mn cmecu MeOH: H20 (9:1) B creknisiHHOMN BHaje Ha
3 mu. IlonydeHHBIN B pe3yJibTaTe€ BU3YAJIbHO IMPO3PAYHBIA PACTBOP 3aKPBIBAIOT KOJIMAYKOM U
NOJBEPralOT MENJIEHHOMY WCIApEHUI0, 4YTOOBbl BBI3BATh OCAXKIEHHE. TBeprOe BEIIEeCTBO
BBIJIEIISIOT.

Meron C:

ITpumepro 15 mr Coemunenust 1 pacrBopsitoT B cmecu EtOH:H20 (8:7 oObem/oObem) wim
metmdTIIKeToHe (MD) mpu 50 °C u nepememusarot npu 50 °C B Teuenue 30 muH. 3arem
pacTBop MemIeHHO oxJaxkaaroT 10 S °C co ckopocthio 0,1 °C/mun u nepemermmBaroT npu S °C B
Te4eHHe HOUU. TBepIoe BEIIEeCTBO BBIIEISIOT.

IIpumep 4

[IpenycmoTrpeHs! Tpu crienyrouume roMoreHHbie cycrnensun Coeqnnenus 1:

®opma 2 B ocHOBe (1 % d-anbda-Tokodepon mommdTrnenrimukons 1000 cykuunat (TPGS): 1 %
HPMCAS B Bozne), amopdHas TBepaas aucnepcus 25 % mac./mac. @opwmer 2 u 75 % mac./mac.:
HPMCAS-M (TBepnass mucnepcuss A) B OocHOBe 10 amopdHON TBepmou nucriepcuu 25 %
macc./mac. @opmsl 2 u 75 % mac./mac. PVAP (Teepnas nucnepcust B) B ocaose (200 mr/kr B 10
MIT/KT).

Kaxayro CcycneH3mi0 TroTOBST B JA€Hb BBeAEeHUs a03bl, M Kpbic Cnpara-Jloynam no3upyroT
nepopanbHo. CepuiiHple 00pasubl IUIa3Mbl OEpyT B Pa3JIMYHbIE MOMEHTBI BPEMEHH I10CIe
nosupoBanus. Konnentpauuro CoenuHenuss 1 B miasmMe ONPEAENIOT € MOMOILIBIO
qyBCTBUTENbHOrO U crneuuduunoro meropa JKX/MC. PK mnapamerpel, Bkmouas AUCo72q u
CMakc. pacCUUTBHIBAIOT C UCTIOJIB30BAHUEM IIpOorpaMMHOro odecneuernnss WinNonlin.

s nony4denust @opmert 2, Cyaxe cocTanisier 1600 ur/mn u AUCo.724 coctaBnsier 21700 u*Hr/mut.
Jns tBeppoit nucnepcuu A, Cyaxe = 6820 Hr/mia u AUCo.72¢ coctaBnsier 105635 u*ur/mun. s
tBepaoi aucnepcun B, Cyaxe cocTaBsier 30467 ur/min,; AUCo-724 coctaBisieT 406841 u*Hr/mit.
Cootnomenne AUCo.72¢ TBepmout nucriepcun B u @opmbr 2 cocraBisier 19. CooTHolIeHHE
AUCo.72« TBepaoit qucnepcuu A u @opmebl 2 cocTaBiIsieT S.

ITpumep 5

besonacuocts, ®K/®J[ u oueHky kimuHHuecko aktuBHOCcTH CoemuHenuss | wiam  ero
dapManieBTHYECKH TMPHEMJIEMON COJNM OLIGHHWBAIOT Y CYOBEKTOB C pacIpOCTPAHEHHBIMH
COJIMIHBIMH OIYXOJIIMH, TaKUMH Kak TJIHOMa, BHYTPUIEUEHOYHBIE XOJAHTHOKAPLIMHOMBI
(BIIXK), xoHOpocapkoMa, pak MPEeACTATEeNbHON JKEJe3bl, paKk TOJICTOW KMIUKH, MEJIAHOMA WU
HeMenKokeTouHbIi pak sierkoro (HMKPJI), koropsie HecyT myTammro IDH1. OcHoBHBIE 3a1a4n
UCCIIEIOBAHMS BKIIFOYAIOT: 1) OLleHKY 0€30macHOCTH 1 nepeHocuMocTH JieueHus: CoennHeHueM |
Wi ero (gapMareBTUYeCKH NPUEMIIEMON COJIbIO, NMPU HETPEPHIBHOM BBEIEHHH B KauecCTBE

€IMHCTBEHHOT'O areHTa, KOTOPbIH BBOIWIM IEPOPATBHO ABAXKABI B I€Hb (IPUMEPHO Kaxkable 12
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4acoB) B AHU ¢ | mo 28 28-7HEBHOro LUKJIA U 2) ONpeneseHue MaKCHMaJIbHON NepeHOCUMON
no3el (MITJ]) w/unu pexomennyemoii @asel 2 no3el Coequnennst 1 umm ero papMareBTHYECKH
NPUEMIIEMON COJIH Y CyOBEKTOB.

JlonoHUTE bHbIE LN UCCIENOBAaHMS BKJIIOYAIOT: 1) OmucaHue 10300rpaHMYUBAIOIINX
tokcnuHocTet (JIOT) Coemunenus 1 wnm ero ¢apmaleBTHUECKH TNPUEMIIEMON CONu, VY
NALUEeHTOB C  PAaCIpOCTPAaHEHHBIMU COJMAHBIMM  OMNYyXOJsIMH, TaKUMHM Kak [JIHOMA,
BHYTpHUIIEUeHOUHbIe xoyaHrHokapiuuHoMbl (BITXK), xoHmpocapkoma, pak MpeacTaTesbHOM
JKeJe3bl, paK TOJCTOM KHUIIKH, MeJaHOMa WM HeMeJKOKJeTouHbld pak jerkoro (HMKPJI),
kotopble HecyT mytauuto IDH1, xapaktepuctuky dpapmakokuneruku (PK) Coenunenus 1 wim
ero ¢apManeBTUYECKH MPUEMJIEMON COJIM, Y MAMEHTOB C PACHPOCTPAHEHHBIMH COJIHIHBIMU
ONyXOJIAIMM, TAaKUMHU KakK TJIMOMA, BHYTpHUIIEUEHOUHble XosaHruokapuuHomsel (BIIXK),
XOHAPOCAPKOMA, paK MpPENCTAaTebHON JKene3bl, pak TOJCTOM KHIIKHM, MeEJaHOMa WU
HeMmenKkokyeTouHblll pak Jerkoro (HMKPJI), koropeie Hecyr myrtaumto IDHI, 3) owuenky
ITK/¢papakogunamueuckoro (D) coorHomenuss CoeamueHust 1 mimm ero (apmManeBTHYECKH
npuemsieMoil conmu u 2-ruppokcuriayrtapara(2-HG) mo 4) xapakTepucTHKa KIMHUYECKOM
aKTUBHOCTH, cBsizaHHOW ¢ CoenmHeHueM | wmiu ero (papMaLeBTHYECKH NMPUEMIIEMON COJH, Y
CyOBEKTOB C paclpoOCTPaHEHHBIMU COJMAHBIMU  ONYXOJIMHM, TakUMHU Kak [IJIMOMA,
BHYTpHUIleueHOUHble XonaHrnokapuuHoMel (BIIXK), xonppocapkoma, pak mpencTaTteabHON
JKeJle3bl, paK TOJICTOM KHUIIKH, MeJaHOMa WJIM HEeMEJKOKJIeTOYHbl pak Jjerkoro (HMKPJI),
KOTOpBIe HECYT myTauuio IDHI.

Ilenn MOMCKOBOTO HCCIENOBHUS BKJFOUAKOT: 1) OuleHKy u3MeHeHui ypoBHeil Ki67 B
oOpasuax omyxoneit, 2) xapakrepuctuxky D »s>dpdexkror Coenunenus 1 wim  ero
(apMaleBTHYECKH TPUEMJIEMON COJIM, Yy CYOBEKTOB C paclpOCTPaHEHHBIMH COJHIHBIMHU
ONyXOJIAIMM, TAaKMMHU KakK TJIMOMA, BHYTpHUIIEUEHOUHble XosaHruokapuuHomsel (BIIXK),
XOHAPOCAPKOMA, paK MPENCTATeNbHON JKene3bl, pak TOJCTOM KHIIKHM, MeEJaHOMa WIIU
HeMmenkokieTounblii pak jerkoro (HMKPJI), xoropweie nHecyr myrtammio IDHI1 mo ounenke
U3MEHEHUI B xapakTepe kjierodHod nupdepenumanuu msouurpar aeruaporenasa-1 (IDHI1) -
MYTHPOBAHHBIX OIyXOJIEBbIX KJIETOK W HM3MEHEHUH mnpoduiaeldl MEeTHIUPOBAHHUS THCTOHA U
ne3okcupuOonykinenHoBoit kucnotsl (JJHK) B IDH1-MyTHpOBaHHBIX OMyXOJIEBBIX KJIETKaX, a
Takke u3MeHeHus 2-HG koHLeHTpauuu, MO pe3ynbTaTaM AEeTeKLUU NPOTOHHON MarHuUTHO-
pesoHaHcHOM crmektpockormuu 'H-MPC) ma 3 Tecma (3T) MarHHTHO-pe30OHAHCHBIX
uzobpaxkerusx (MPT) y cyOBeKTOB ¢ rITHOMOM, 3) OLIEHKY CTaTyca MyTallid reHa, TJI00aTbHBIX
npoduneil 3KCIPECCHH TE€HOB M APYrUX NOTEHIHMAJIbHBIX IPOTHOCTHYECKUX MAapKepOB
(untoreHernkoB) B IDHI1-MyTHpOBaHHBIX ONYyXOJEBBIX KIETKaX, a TaKKe CYOKIOHAJIbHBIX

nonyssinusax He-IDH1 MyTHpOBaHHBIX OIMyXOJIEBBIX KJIETKAX, YTOOBI UCCIENOBATh MPEAUKTOPHI
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IPOTHUBOOIYXOJIEBON aKTUBHOCTHU W/WJIM YCTOMUMUBOCTH U 4) KOHTPOJIb XOJIECTEPHHA B IIA3Me U
4B-OH-ypoBHeii XonecTeprHa B KauecTBe noteHnnaibHoro mapkepa CYP3 A4 unaykuuu.

Coenunenve 1 unm ero (papmMauneBTUYECKH NPUEMIIEMYIO COJb BBOAST MNEPOPAIBHO
ABaKABI B €Hb (IpUMEpHO depe3 Kaxble 12 yacoB) B 1HU ¢ 1 mo 28 B 28-7HEBHBIX LIUKJIIAX.
Ecnn cBumerenbcTBa OCHOBaHBI Ha (DOPMUPYIOIIMXCS AAHHBIX, AJbTEPHATUBHBIE TI'PapUKH
I03UpOBaHUs (HApUMep, OIWH pa3 B I€Hb WM TPWXKIBI B AE€HB), BKJIIOYAs BBEICHNUE TAKOH JKe
o01mel CyTOYHOMN A03bl, UCTIOJB3Ysl PA3IMYHbIE CXEMbI JO3UPOBAHUS B MapaJIeIbHBIX KOTOPTax,
MoryT ObiTh m3ydeHbl. Hauwmnast ¢ C1D1, mo3upoBaHue SIBJISETCS HENPEPBIBHBIM, IMEPHOMIBI
OTABIXa MEXKIY LUKIAMHU OTCYTCTBYIOT.

CyOBeKThl, KOTOpbIE HE COOTBETCTBYIOT HHU OJHOMY W3 CTAaHAAPTHBIX KIMHHYECKUX

KpUTEpUEB JIEUEHUs] CHHIPOMa OTMEHbI, MOTYT POAOJIKUTE JieueHue BHe [ukia 1.
CybObekram OyneT pacrpeneiieHO COOTBETCTBYIOIIEE KOJUYECTBO TabJNETOK B TedeHHe 28 mHei
nocjie BBENEHUs J03bl (TUTFOC JOTMOJHUTEIBHBIA 2-THEBHBIA 3amac, 4YTOObI IO3BOJIHTH
laHupoBanue nocemeHnit) B 1-it Jlenp kakporo nmkia. CyObeKTbl JOJDKHBI BEPHYTH BCE
HEWCIIONb30BaHHbIE TAaONeTKH (WM mycTble OyThUIKHM) B 1-i JleHb KaXkooro LMKIA JIEYEHUS.
CyOpexkram OyneT mpemocTaBlieH AHEBHUK JO3UPOBAHMS Ul Kaxnoro nukia jedeHus. OHuU
JOJDKHBI  3aIMCAaTh  COOTBETCTBYIOINYIO HH(POPMALMIO, KACAOIIYIOCSd UX HCCIETyEeMOro
npernapaTa B JHEBHUKE (HAIPUMEp, MOATBEPKAEHHE TOrO, YTO OblIa MPUHATA KaXKJasi CyTOYHAs
7033, MPUYHHBI MponyileHHbIX 103). CoOmroneHue pexuMa JjieueHus: OyAeT OLEHMBATBhCS Ha
OCHOBE BO3BpaTa HEUCIOJIb30BAHHOIO IperapaTa U JTHEBHUKA TO3UPOBAHUS.

CyObexTel JOJKHBI OBITH TPOMHCTPYKTHPOBAHBI NPUHMMATh UX €KETHEBHYIO 03y
IPUMEPHO B OJHO U TO K€ BpeMs Kaxabll AeHb. Kaxayro 103y cienyer NpUHHUMATh CO
CTaKaHOM BOIBI U MOTPEONATh B TEYEHHE HACTOIBKO KOPOTKOTO BPEMEHH, HACKOJBKO 3TO
BO3MOKHO. CyOBeKTbI TOJKHBI ObITh MPOMHCTPYKTUPOBAHBI MPOTJIATHIBATH TAOJETKH LIETHUKOM
u He keBaTh TabyeTku. CyObekTsl MOryT npuHUMath CoennHenue 1 wim ero ¢papManeBTHUECKH
NPUEMJIEMYIO COJIb ¢ numed wim 0e3. Eciu cyObekT 3a0bIBaeT MPUHSTH 103y €KETHEBHO YTPOM
(unmn Bewepom), TO OH oskeH npuHATh CoenuHenne 1 nim ero GpapmManeBTHYeCKH MPUEMIIEMYIO
COJIb B TeUEHHE 6 4acoB IMOCIe MPOIMYLIEHHBIX 103bl. Eciu mporio Oosnee uem 6 4acos, TO 103a
IOJDKHA OBbITH MPOMYIIEHa, a CyOBEKT MOJKeH BO30OHOBHTH JIEUEHHE CIEAYIOLIeH T030# 1o
rpaduky.

Uccnenosanue BrIOuYaeT a3y dSckamauuud A03bl st ompenenennss MITJ ¢
NOCJEYIOUIMM  pacIIMpEeHHeM KOropT JUId  JaibHeimeidl OneHkH Oe30macHOCTH |
nepenocumoctu MITJ[. @a3a sckananuu 1036l OyeT UCIONB30BaTh CTaHAapT "3 + 3" nuzaiiH.
Bo Bpewmst da3el 5ckamanuy 10361, AaBIINE COTNIACHE MPABOMOUYHBIE CYOBEKThI OYAYT BKIIFOUEHBI

B MOCJICAOBATCJIBHBIC KOTOPThI 3CKajlalluu O03 COGI[I/IHGHI/UI 1 umm ero (1)apMaLleBTI/ILIeCKI/I
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npueMiemMoi conu. B Kakayro KOropTy AO3UpOBaHUS IJIAHUPYETCS 3aperucTpUpOBaTh Kak
MuUHUMYM 3 cyObekta. IlepBele 3 cyObekTa, 3aperucTpUpOBaHHBIE B KAKAYK KOTOPTY
JO3UPOBaHUs BO BpeMs (hasbl 3CKAAlMU 103 UCCIEeNOBaHUsA, NIEPBOHAYAIBHO OyIyT MONIy4daTh
OIIHYy 103y uccienyemoro npemnapara B [lens 3 (To ectb, 3a 3 qHS 10 Hadajia CyTOYHON JTO3bI) U
npoxoauth oueHky @PK/PDJ] uepe3 72 wyaca A OLEHKM KOHLEHTPALMH JIEKapPCTBEHHOIO
cpeactsa u yposHeii 2-HG. Cnenyromas no3a uccienyemoro npernapara Oynet B [lens 1 [ukna
1 (C1D1) m B 3TO BpeMs HA4yHETCS €XEAHEBHOE NO3MpOBaHME. |lepBOHAYANBHBIA PEKUM
JNO3UPOBaHUs OyIEeT OBaKIbl B AeHb (IPUMEPHO uepe3 kakapie 12 wacos). Eciu cBunerenscTBa
OCHOBaHbI Ha (DOPMHUPYIOLIMXCSI TAHHBIX, aJbTEPHATUBHBIC rpadUKU AO3UPOBAHUS (HAMIPHMED,
OIVH pa3 B JI€Hb WJIM TPIDKABI B JACHB), BKJIIOYAs BBEACHUE TAKOW ke OOIIel CyTOYHOH O3B,
UCTIOJNB3Ysl PA3JIMYHBIE CXEMbI I03UPOBAHMS B MAPAJUIENIbHBIX KOTOPTAX, MOTYT ObITh H3yUYEHBI. .

Ecnu B mponecce CKpUHHHra MPHUCYTCTBYIOT HECKOJBKO CYOBEKTOB, B TO BpeMs Kak
TpeTuil CyOBEKT B KOTrOpPTE€ HAYMHAET JICUSHHE, BIUIOTh A0 2-X AONOJHHUTEIBHBIX CYyOBEKTOB
MOTYT OBITh 3QYUCIIEHbI TIOCIY YTBEP)KACHUS MEAMLIMHCKOTO MOHHTOpa. /sl maHHBIX
JOTIOTHUTEIBHBIX MCyOBbekToB, omneHkn Ha Jleap 3 — Jlenp 1 ®K/®J He sBIsTOTCS
00s13aTeNbHBIMU  TTOCTIE  OOCY>KAGHUS C MENULIUHCKUM MOHUTOpoM. IlmaHumpyemas cxema
SCKaJNalUM 103 ToKa3zaHa B Tabmuue 6.

Tabmnuna 6: Cxema dckananuy A03

YpoBeHb KOropThbl Jo3a! Coenunenns 1 KosnuecTBo cy0beKkTOB
-1 50 mr? 3-6
1 (HauyanbHas n03a) 100 mr 3-6
2 200 mr 3-6
3 400 mr 3-6
4, uT.A. 800 mr> 3-6
YBenuuenune MT? 36°

!Coenunenne 1 umn ero GapMaLeBTHUECKH TPHEMIEMYIO COJTb MOKHO BBOIMTH IBAXK/IbI B I€Hb
(mpumepHO uepe3 kaxneie 12 dacoB). Ecim cBumeTenbcTBa OCHOBAaHBI Ha (HOPMHUPYIOIIUXCS
JAaHHBIX, aJbTEPHATUBHBIE TPa(QUKH JO3MPOBAHUS (HAIPUMED, OJUH pa3 B I€Hb WJIH TPHIKABI B
NIeHb), BKJFOYAsi BBEIEHUE TAKOW ke OOIIel CYyTOYHOH MO3bI, MCIIONB3Ysl PA3JINYHbIE CXEMbI
TO3UPOBAHUS B NMAPAJUIEIBbHBIX KOTOPTax, MOTYT OBITh H3Y4EHBI.

?Ecim JUIT (nabmromarorcst mpu Yposre 1 Jloser (100 mr), mo3a mis BTOPOH KOrOpThI OymeT
cHkeHa 10 50 mr (Yposens [[o3sl - 1).

3 [Iponomxkenne yxsoeHus no3wl. Iloka He Oyner HaOmomathes cpssaHHas ¢ CoenuHeHneM 1
NCI CTCAE Bepcus 4.03 >knacc 2 tokcnuHocTu. Ilocne ouenku coObitus (Mif) ¢ MOMOIIBIO

I'pynmbl KIMHUYECKOTO MCCIEAOBAHUS, MOCIEAYIOMNE YBEIUISHHUs] J03bl OyIyT ONMpenessiThCs
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HabJIF0 TaeMol TOKCUYHOCTBIO U moTeHImanbHo PK 1 ®K/D/] nanasimMu, nmoka MT/ He Oyzaer
orperneneH. AOCONIOTHOE NPOLEHTHOE YBEJIUYEHHE B 03¢ OyAeT OmNpenessTbCs TIPYNIoi
KJIMHAYECKOTO HCCIIEIOBAHUS, HA OCHOBE IPOrHO3a TUINA M TKECTU JIOOOH TOKCHYHOCTH,
HaOM01aeMOl B MPEBIAYIIMX KOropTax MO3MPOBOK. ODCKajalus 03kl HHUKOrza He Oyner
npesbimath 100 %.

*Onpenensiercss kak Hambosbmast 103a, kotopass BeisbiBaer JATJ y <1 u3 3 uma <2 u3 6
cyobekToB. Ecnu nukakue ATJI He mpeHTUGUUUPYIOTCS, AO3MpPOBaHUE OyaeT MPOIOJIKATHCS
IUISL IO MEHbIIEH Mepe 2-X YpOBHEH 03 BbIIE MPOTHO3UPYEMOr0 MaKCHMMyMa OHOJIOTHYECKH
3¢ PeKTUBHOrO BO3NEHCTBUS, KaK OMPEAENIEHO ¢ MOMOIIbI0 Tekyilei onenku OK/DJ] u nroboi
HaOJr01aeMO KIIMHUYECKOH aKTUBHOCTH JJIsl ONIpeieSIieHHsT peKoMeH1yeMoi Da3bl 210351

SYro6bl BKIIFOUNTH 3 KOTOPTHI MO IPEMEPHO 12 CyOBEKTOB KasKaas.

TspxecTb TOKCHYHOCTH OyAeT KiacCH(pUUUPOBaHA B COOTBETCTBUH C KPUTEPHAMHU OOIIei
tepMuHONOornH HanmoHanmpHOro MHCTUTYTA paka ans HeOmaronpuatHbix coOertuii (HC) (NCI
CTCAE) Bepcus 4.03. JJIT ompenensiercss cieayromuMm obpasoM. He-remartonorudeckue
BKJIIOYAIOT BCE KJIMHUYECKU 3HauuMble He-remarojorudeckue TokcudHoctu CTCAE >crenenb
3. Bce HC, xoTtopeie HE MOTYT OBITh YETKO OMNpEAesieHbl KaK He HMMEIOINUe OTHOIICHHS K
coennHeHuIo0 1 mm ero apManeBTHUECKH MPUEMIIEMOH COU, OYAyT CYUTATHCS] OTHOCSIIUMCS K
onpeaenenuto JUJIT.

Ecnn, nmocne Toro, kak Tperuii cyObekT 3aBepiunt 28-gHeBHbIN nepuox ouenku JJIT (T.e.
Hukn 1), ve nHabmonaercs JJIT, To uccnenoBanue Oyaer mpoaOIKATHCS € dCKaTalUei T03bI IJis
Clenylolmed TpPynmbl  IOCHe  PAacCMOTPeHHs  OE30IacHOCTH — IPYMIIOW  KIMHUYECKUX
uccnenoBannii. Ecniu 1 u3 3 cyOwektoB wucnbiThiBaer JJIT B TeueHwe mepBOro mnukia, 3
JOTOJHUTEBHBIX CcyObekTa OyayT 3a4ducieHsl B 5Ty koropty. Ecim HM ogumH U3
JOTIOJTHUTEJIBHBIX 3-X CyObekToB He ucmbiTbiBaeT JIJIT, sckanaius 103bl MOKET MPOIOJIKATHCS
IUTSL CIIEAYIOLIEH KOropThI mocie 0030pa 6e3onacHocTu. Eciu 2 unmu 6onee cyObeKTOB B KOTOpTE
ucnbirBaroT JIJIT B TedeHHe mepBOro LUKIIA, SCKANALMS 03Bl OyIeT OCTAHOBJICHA U CIENYIOIUN
Oosiee HU3KUN ypOBEHb 103kl OyaeT o0bsiBieH MT/]. B kauecTBe albTepHATUBBI, YPOBEHb JTO3bI,
MPOMEKYTOUHBIA MEXKIY YPOBHEM A03bl, nmpeBbiatoiieiit MT/[ u npeapinymuii ypoBE€Hb 03B,
MO3KeT ObITh U3ydeH u oObsiBieH MT/I, ecnin <2 u3 6 manuentoB ucneitbiBatoT JJIT mpu sToit
nose. Ecmm xoropra MT/] BkiltogaeT TONBKO 3 CyOBEKTa, NOMOJHHUTEbHbBIE 3 CyObekTa OyayT
3a4UCIIEHBI TIPH 3TOM YPOBHE J03bI, YTOOBI MOATBEPANUTD, YTO <2 U3 6 CYOBEKTOB HCIBITHIBAIOT
JUIT npu sTol nose.

VBennuenne no3bl Coenuuenust 1 wim ero papmManeBTHUECKH MPUEMIIEMON COJH IS

KaXXJIOM KOTOPTBI JJO3UPOBOK HE OyAeT KOHTPOJIMPOBATBHCS CXEMOH YCKOPEHHOrO THTPOBAHUS,
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rae no3a Oyzner yneoeHa (100 % yBenmudeHue) OT OJHOM KOTOPTHI IO IPYTOM, TIOKA CBSI3AHHAS C
Coenunennem 1 NCI CTCAE Bepcust 4.03 crenenp 2 wnu OoJbliasi TOKCHYHOCTb He OyneT
HabmomaTecst y Jiroboro cybbekra B koropre. Ilocnenyromue yBenuueHHe a03bl Oyaer
KOHTPOJIMPOBATHCS HAOJIOAaeMOl TOKCUYHOCTBIO U noTeHIManbHbIMi OK u OK/D]] nanHbIMH,
1o Tex nop, noka MT/] He onpenenutcs. AGCOMOTHOE MPOLIEHTHOE YBEIHUEHHE CYTOUYHOM JO3bI
OynmeTr onpenessiTbCsi HA OCHOBE MPOTHO3a THIA U TSIKECTH JIFOOOH TOKCHYHOCTH, HAaOJII01aeMoi
B MpPEIbIAYIIUX KOropTax MO3MPOBOK (HO Hukorma He Oymer mnpesbimath 100 %). Ecawu
CBHJIETEJIbCTBA OCHOBaHbI Ha (DOPMUPYIOINMXCS JAaHHBIX, AaJIbTePHATUBHbIE TrpaduKu
JO3UPOBaHUs (HaMPUMep, OJUH pa3 B I€Hb WM TPUXKIbI B JIEHb), BKJIOYAsi BBEICHUE TAKOH JKe
o01mel CyTOYHOH J03bI, HCIIOB3YS PA3IMYHbIE CXEMBbI JO3UPOBAHUS B MAPAJIICIBHBIX KOTOPTAX,
MoryT ObITh m3y4deHbl. MITJ] npencrasniser co0oit HaubOBIIYIO 103y, KoTopast Bei3biBaeT JJIT
y <2 u3 6 CyOBEKTOB.

Ecmu JUIT He ompeneneHbl BO Bpemsi (pa3bl 3CKaJallMK 03, SCKJIALMUS 103 MOXKET
NPONOJKATBCSA [T 2 YpOBHEH 103 BBINIE MPOTHO3UPYEMOr0 MAaKCHMyMa OHOJOrHYEeCKH
s¢pexTuBHON HO3BI, KaK OMpenesieHO C MOMOIIbI Tekymed oueHkn DOK/DJ] u mroboi
HaOIr01aeMO KIIMHUYECKON aKTUBHOCTH, ISl OTIpesiesie s pekomeHnyemoi @a3® 2 no3sl

JUts ONTUMH3ALMH KOJIUYECTBA CYOBEKTOB, KOTOPBIX JIEYaT MOTEHIUAIBHO KIMHHYECKH
3HAYUMOH 1030, Oyzaer pasperieHa BHYTPUCYOBbEKTHAas 3ckananus 103bl. Ilocne onpenenenus
pekomennyemoit @asbl 27103bl, 3 win Oojiee KOropT paciiupeHus (Hampumep, C TIIMOMOMH,
BHYTPUIIEUEHOUYHBIN X0naHruokapuuaomoi (BIIXK), xoHapocapkOMON, pakoM IpeACTaTeIbHON
JKEJe3bl, PaKOM TOJICTOM KHIIKH, MEJIAaHOMOM WM HEMEJIKOKJIETOYHBIM PAaKOM JIETKOTO
(HMKPJI)) npumepHo 12 cyObekTOB Kaknas, OyneT mpOoXOauTh JedeHne npu 3Toi nose. Llens
pacUIMpeHust KOrOpT 3aKJIF0YAETCs B OLIEHKE U MOATBEPKIEHIUH O€30MaCHOCTH U MEPEHOCUMOCTH
pekoMeHnnoBaHHOM @a3bl 2 03Bl MPU KOHKPETHBIX MOKa3aHWsx 3aboneBanuil. CyOBeKTsl,
3aYUCJICHHBIE B 3TH KOTOPTHI, OyIyT MPOXOAUTD T€ XKE MPOLEAYPHI, YTO H CYOBEKThI B KOTOPTab
SCKaJlaluKM J103, C TeM HCKmodeHueM, uto oueHkun DK/DJ] B denp 3 - Jlenp 1 Oyayr
HeoO0s3aTeTbHbIMU.

CyOBexTsl OyayT MpOXOAUTh MPOLEAYPbl CKPUHUHra B TeueHHe 28 nHEW 10 Hadaja
UCCJIEZIOBAHUS JIEKAPCTBEHHONW Tepamuu i omnpereneHus npuemneMocTd. CKpUHUHIOBbIE
NpOLENYpbl  BKIFOYAOT HCTOPUU  OOJNIE3HHM, HUCTOPHU XHPYPTUYECKUX BMEIIATENbCTB,
JIEKapCTBEHHBIH aHaMHe3, moATBepxaeHue myraumu IDHI1 uepe3 omyxoseBble OHONCHH TN
JeKO3HbIe OJIacThI (€C/IM He JOKYMEHTHPOBAHBI paHee), pusnueckoe odcienoBaHue, OCHOBHbBIE
MOKa3aTeNH JKU3HenesTebHOCTH, odmiee coctostHue (OC) cornacHo BocTouHOM 00beqUHEHHI
onkonornyeckoit rpynmne (ECOG), 12-kananpHyro ssektpokapauorpammy (OKI), ouenky

¢pakuun BbiOpoca seBoro skenyaouka (PBJDK), kinHudeckme ga0OpaTOpHbIE OLICHKH
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(remaronorusi, XWMHs, KOAryJsilis, aHaJN3 MOYH M TECT CBHIBOPOTKH Ha OEpPEeMEHHOCTH),
OMONCHIO M acTiupaT KOCTHOTO MO3ra, a Takke o0pasibl KpoBH M MouH [yt u3mepenus 2-HG; u
o0pa3ubl KPOBH IS OTIPEENIEHNs IIa3MEHHOT0 XoJiecTeprHa 1 ypoBHer 43-OH-xonecrepuna.

3a Tpu nHA A0 Havana posupoBaHus CoenuHenus 1 wim ero (apmaneBTHUECKH
npuemiemoil comu ([lenp -3) nBaxkapl B AEHb IepBble 3 CyObekTa, 3aperucCTPpHUpPOBAHHBIE B
Ka0i rpymmne B (asze ¢ sckananuel JO3MPOBOK, MONYYal0T OAHOKpaTHY0 103y CoenuHenus 1
Wi ero apMareBTUYeCKH MPUEMJIEMON COJIM B KJIMHUKE U UMEIOT CepuliHble 00pasibl KPOBU U
MOYH, MOJYYEHHbIE I OTNpeNeNieHnss KOHIEHTpauuu B KpoBu U Mode CoenuHenust 1 wim ero
(dbapmaneBTUYECKH TIpueMJIeMOl cojiu, ero Metadosmra, a takke 2-HG. TlonHbii 72-4acoBoii
npodunp OK/®]] Oyner mpoBeneH: CyOBEKThI TOJIKHBI Oy IyT OCTABATHCS HA MECTE MPOBEICHHUSI
uccienosanus B TeueHue 10 gacos B JleHb -3 u BepHyTb B JIHU -2, -1 u 1 B Teuenue 24, 48 u 72
4acoB 00pasIlbl, COOTBETCTBEHHO.

Exennesnoe neuenne CoenuHenneM 1 uinn ero papmaneBTHUECKH MPUEMIIEMOH COJIBIO,
HauHercs Ha CIDI1; cyObektsl, kotopele He mnpouun oueHku PK/DJ] B Jlewp-3, Oyayt
HaOMrOIaThCsl B KJIMHUKE B TedueHue 4 yacoB mocie no3pl C1D1. IlepBoHauanbHBIN peKUM
No3UpoBaHusl Oynmer 1aBa pasa B JeHb (mMpuMepHO depe3 Kaxknable 12 dacos). OueHkH
0e30macHOCTH, TIPOBEAEHHBIE B TEYEHHE MEepUoja JIEUSHMs, BKIIOYAIOT (PU3NIECKOE
oOcienoBaHne, OCHOBHbIE MOKaszarenu skusHenestenbHocTH, ECOG OC, 12-kananbnyro OKI,
OBJDK u knmuHMuYeckue nadopaTopHble OLEHKH (TeMaTONIOTHI0, XUMHUIO, KOATYJIALUI0 U aHAJIH3
MOYH).

Bce cyOobektsl Oynyt mpoxoauts oueHky PK/®J] B Teuenue 10-yacoBoro mepuonma Kak
Ha C1DI15, tak m Ha C2D1. [lonongHUTENbHBIE TpenBapUTENbHbIE OTOOPBI 03 MOYH H/MJIH
3abopbl kpoBu OyayT mpoBoautbes Ha C1D8, C1D22, C2D15, C3D1, C3D15 u B Jlenb 1 Bcex
nocjaenyroumx LukiIoB. Jloctymable 0oO0pasubl OHONCHU KOCTHOTO MO3ra Takke OyayT
oLleHHBaThcs Ha ypoBHsX 2-HG.

Cy0pwexTsl OyayT npoxonuts peHrreHorpaduueckue oueHku (KT/MPT), a Takke oLeHKY
aciupata W OHMONCHM KOCTHOIO MO3ra U mepu(epuuecKoil KpOBHU Ul OLIEHKH CTENEeHH
3aboneBaHus, IpU CKPUHUHTE, HA 15 nmeHb, 29 neHb U 57 neHb U Kakabie 56 qHEH mocie 3Toro
BO BPEMSl M HMCCJIENOBAHUS MEAHKAMEHTO3HOTO JICUEHHs], HE3aBHCHMO OT 3aJepXKeK 103 W/WiIn
NepephIBOB 7103 AO/UH B JIEOOOE BpeMs MPU MOJO3PEHUH Ha MPOTPecCUpOBaHKe 3a00IeBaHMSI.
JlBe OCHOBHBIE ONyXOJieBble Ouorcuu OynyT TOJy4eHbl NMPU CKPUHUHTE, B MOMEHT IEpPBOM
OLIEHKH OTBETA M BO BpeMs MporpeccupoBaHus 3a00yieBaHUs B Npenenax OKHa +3 aHed OKoJo
HAMEYEHHOM TOYKU BPEMEHH OLICHKH.

CyOpexTsl MOryT mpopoipkarh jedeHne CoenuHenneM 1 mim ero ¢apMareBTUYeCKH

NPUEMJIEMON COJIBIO 10 TporpeccupoBaHus 3aboneBanus, noseaeHus JJIT wunm passutus
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Apyroi HemprueMJIeMOH TOKCHYHOCTH. Bce cyOBEeKThI JOJIKHBI JOWTH O KOHLIA OLIEHKH JICYSHHUSI
(B TeueHHe MPUMEPHO S5 AHEH MOcCie MOCIeqHEeNH A03bI UCCIEAYEMOro Tpemnapara), KpoMe TOro,
MOCJIEAYIOIIAsl OLEHKA JOJKHA OBITh 3allJIAHUPOBaHa Yepes 28 qHeil mocie mocieaHel O35l

ITo onenkam, npumeprno 51 cyOwvekt Oyaer BkIOYeH B wHccienoBaHue. Ecim
NpeAnoaokuTh, uto uaeHtudukamms M T/ TpeOGyer ouenku 4 yposHeit no3 Coenunenust 1 uimm
ero (apMaleBTHYECKH IPUEMIIEMOIl COJM, C TOJBKO 3 CyObeKkTaMM Ha YypOBEHb 103, 3a
uckiarovyeHneM Toro, uro MTJl Tpebyer 6 cyOwvexktoB, TO 15 CyOBekTOB OyayT
3aperruCTPUPOBAHBI JUUIsT YaCTU UCCIENOBAHMS 3CKalaluu N03bl. Tpu KOropTel U3 mpumepHo 12
JOTMOJHUTENBHBIX CyOBekTOB Kaxknas ¢ BITXK, XoHmpocapkoMol M TJIHOMOMH, KOTOpble ObUTH
PELUANBHUPYIOLIMMH HJIH ITPOrPECCUPOBAIIH MTOCIIE TIPOBENEHHS CTAHAAPTHOH Tepanuu (Bcero 36
YesoBeK) OyAyT 3a4MCIIEHbl B YaCTh HCCIENOBAHHS YBEIMYEHHsT KOTOPTHI. J{OMONIHUTENIbHBIE
CcyOBEKThI MOTYT OBITh HEOOXOIUMBI [Tl PACIIUPEHUS] KOTOPThI BO BPEMsI 3CKAJIALINH TO3bI, IS
3aMEHbl HE TOAMAIOLINXCS OLEHKE CYOBEKTOB MM JJIsl OLEHKH AJbTEPHATHBHBIX PEXHUMOB
NO3UPOBOK, KPOME 3aIlJIJAaHUPOBAHHOM CXembl sckajauuu win MTJ, ansg ontumusanuu
pexoMeHayemon ®@asel 2 103bL

[TarmeHT AOJDKEH COOTBETCTBOBATH BCEM CIEAYIOIIUM KPHUTEPUSM BKIFOUEHUS, YTOOBI
ObITh 3a4HCIEHHBIM B KIMHHUYecKoe uccienosanue. 1) CyObekr pomwkeH ObiTe> 18 net; 2)
CyOBexTsl NODKEH MMETh 'MCTOJIOTHYECKU WJIHM IIUTOJIOTMYECKU TOATBEPIKICHHYIO COJNUAHYIO
OIyXOJIb, BKJIIOYAsl IJIMOMY, KOTOpas ObUla pELUAMBUPYIOIIEH WM NPOrpeccHpoBaja IOCHe
NPOBENEHUs] CTAaHAAPTHOW TEpamuy MM KOTOpas He OTBETHJIA HAa CTAHJAPTHYIO TEpaIuio;, 3)
CyOBEeKThI JOJDKHBI MMETh TOKYMEHTAJIBHO MOATBepkaeHHble 3aboneBanus ¢ IDHI1 reHHbiMu
MyTalUs MU Ha OCHOBE MECTHON OLIEHKU. AHajM3 OMyXOJEBbIX KJIETOK JAJIi T€HHONH MyTaluu
IDH1 nomxeH ObITh OLIEHEH NPU CKPUHUHTE (€ciu He ObLIM OLEHEHbI paHee) B MECTHOH
nabopaTopuu Ha MeCTe 4TOOBI ONPENETUTh CYOBEKT, MPUeMIIEMbIi JJisi UccienoBanus. Eciu Ha
MeCTe OTCYTCTBYET JIOKAJIbHBIM AOCTyn B jabopartopuro s aHaju3a mytaiuii reHa IDHI,
OLIEHKa, TpOU3BENEHHasl IeHTPaJbHON Jabopartopueit, siBisiercss mnpuemiemoii. OO0pasen
OMyXOJIM O JiedeHus1 Oyner TpeOoBaTbCs Ui BCEX CYOBEKTOB Ui CKPHUHHMHIA JUISL aHAJH3a
OroMapKepoB IEHTPaTbHOH JabopaTopueil. AHanW3 reHHOW MyTalnuu oOpasna omyxoju (u3
KPOBHU WJIM KOCTHOTO MO3ra) HEOOXOIMMO IMOBTOPHTb B KOHLE JICYEHUS M TPEICTABHTH B
LEHTPAJIBHYIO JIA0OpaTOpUIO sl aHanu3a OnomapkepoB; 4) CyOBEKTbl IOJUKHBI HMETh
ouennBaemoe 3aboneBanre nmo RECIST v1.1 nns cyObexToB 0€3 TNIMOMBI WM TIO KPUTEPHUSIM
RANO nnst cyobektoB ¢ rimuomoi; 5) CyObekThl NOKHBI ObITh MPUEMIIEMBbI TSI CEPUITHOTO
nepudepuitnoro 3abopa kpoBu, Mouu, oTOopa mpod u OWONCHII B XOAe HCCIeNOBaHUs, 6)
CyOBEKThI WM UX 3aKOHHBIE IMPEICTABUTENN JODKHBI OBITh B COCTOSIHUM IOHSTH U TOANUCATH

uHpopmupoBanHoe cornacue; 7) cyobektsl nomkHel uMerb ECOG OC ot 0 1o 1 u oxxunaemoe
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BBDKMBAHNUE MO MeHbINEeH Mepe 3 Mmecsna; 8) cyObeKThl JOJDKHBI IMETh aleKBATHYIO (YHKIIHIO
KOCTHOTO Mo3ra (a0coroTHOe KoindecTBO HedTtpoduiaos> 1,5 x109/m; remorinobun™> 9 r/mr;
Tpomborute> 75 x 109/n (TpaHcdy3uM ISl NOCTHXKEHMsS STHUX YPOBHEW paspelieHsl));, 9)
CyOBEKThI JOJDKHBI UMETh aZIeKBaTHYIO (DYHKLIMIO KOCTHOTO MO3ra, O YeM CBHUJETENIbCTBYET: a)
abconmoTHOE KoNMu4ecTBO Heirpodumos> 1,5 x 109 / m; b) remornobun> 9 r/an (cyObekram
paspemeHsl TpaHCy3uu A0 3TUX ypoBHeil) m ¢) TpomOouutsr> 75 x 109/m; 10) CyObexTsl
JOJDKHBI UMETh aIeKBAaTHYIO (DYHKLHMIO IEYEHH, O YeM CBHUIETENbCTBYET: a) YPOBEHb OOIIEero
Oounmpyomna <1,5 x Bepxuuii mpenen Hopmbl (ULN), ecnm He paccmarpuBaTh B CBSI3U C
Oonesnpto  I'mnbepra WM JEWKO3HBIMH  TMOPAKEHUSIMH  OpPraHoB, a Takke b)
acnapratamuHoTpanchepasy, ALT u menounyrw ¢ocdarazy (ALP) <3,0 x ULN, ecnu He
paccMaTpuBaTh B CBSI3U C JICWKO3HBIM IOpPaK€HHEM OpraHoB; 11) cyOBeKTHI NOJDKHBI UMETh
aIeKBaTHYIO0 (PYHKLHIO TIOYEK, O YEM CBUETEIBCTBYET ChIBOPOTOUHBIN kpeaTnHuH <2,0 x ULN
WM KJIUPEHC KpeaTnHuHa> 40 MJI/MHUH Ha OCHOBE OLIEHKH CKOPOCTH KJIyOOUKOBOH (pHIIbTpALIUH
Kokpogt-T'onra (CK®): (140 - Bo3pacT) x (Bec B kr) X (0,85, ecnu skeHIuHA)/ 72 X KpeaTHHHUH B
CBIBOPOTKE KpOBH, 12) CyOBEKTHI HOKHBI ObITh BOCCTAHOBJICHBI M3 KAKHX-JTHOO KIMHUYECKH
3HAYMMBIX TOKCHYECKHUX 3(PPeKToB MO0 MpenBapuTeIbHOTO XUPYPIHH, JIyIE€BOH TEPAITUU HITH
Apyrod Tepanmuy, TIpegHa3HaueHHOHW mnst  JsedeHuss paka. (CyOBekTel € OCTaTOYHOH
TOKCHUYHOCTBIO 1 Kiacca, Hampumep, nepudepudeckoil HeBpomaTHed WM OCTaTOYHOU
anjonenuen 1 xiacca, AOMYCKAIOTCSA C pa3pelIeHns MEIULIMHCKOrO MOHUTOPA); U 13) skeHcKue
CyOBEKThI C PpENpPOAYKTUBHBIM MOTEHIMAJIOM JIOJDKHBI HMMETh OTPHULATENbHBI TECT Ha
OepeMEeHHOCTh B CHIBOPOTKE KpPOBH B TedeHne 7 naHeil n0 Hauyanma tepanuu. CyOBekTsl ¢
PENPONYKTUBHBIM TOTEHLMAJIOM OIpPEAEISIIOTCS KaK Te, KOTOpble OHOJOrMYeCKH CIOCOOHBI
ctaTh OepeMeHHbIMU. JKEeHIIMHBI 1eTOPOJHOrO MOTEHIMAJA, & TAKXKEe MJIOIOPOAHbIE MY>KYHHBI U
WX MapTHEPBI JOJKHBI COTJIACUTHCST BO3IEPIKUBATHCS OT TOJIOBBIX CHOIIEHUH HITH HCIIOJIb30BATh
a¢dexTrBHBIE HOPMBI KOHTPALIETILIMK BO BPeMsl UCCIIeAOBaHus U B TeueHue 90 mHel (KeHIIUHbBI
U My>X4uHBI) Tiocse nocienHeii no3pl Coenuaenust 1 uinn ero papmManeBTHYeCKH MPHEMIIEMO
COJIH.

Coenunenne | wiu ero gapManeBTHYECKH MpUEMIIeMasi COJlb OyIeT MPEACTaBIeHa Kak
tabnerku 50 u 200 Mr KOHIEHTPALIWH, AJIS1 IEPOPATBHOTO BBECHHUS, IBAXK/IbI B IEHb MJIN OJUH
pa3 B JI€Hb.

ITepBbie 3 cyObekTa B KaKIOM KOTOPTE B YACTH UCCICAOBAHHS 3CKANALUU O3Bl OyIyT
NOJIy4aTh OAHY 103y HCClieyeMoro mpemnapara B JleHb -3; UX CleAyroInas 103a UCCIeNyeMOTo
npenapata Oyner Beoauthess Ha C1D1, B 310 BpeMs cyObekThl OynyT HaYMHATH JO3HUPOBAHUE
IBaKABI B A€Hb (IpUMepHO depe3 Kaxnable 12 yacoB) B 1HU ¢ | mo 28 B 28 NHEBHBIX IMKJIAX.

Hauunas ¢ C1D1, no3upoBaHue HENPEPBIBHO, OTCYTCTBYIOT NEPUOABI OTABIXA MEKAY LIMKJIAMHU.
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CyObekThl, KOTOpble HE HOJUKHBI moaBeprarhcsi oueHkam OK/®J] na Jlenp 3, Oynyr
MHULIMUPOBATh JO3UPOBAHHME JBAXAbI B JeHb (IPUMEPHO depe3 Kaxkable 12 9acoB) C
Coenunenuem 1 ummn papmanesrudecku npuemiiemoit condro Ha CIDI.

Jo3y Coenunenust 1 wnm ero ¢gapmManeBTUYeCKH MPUEMIIEMON COJIM, KOTOPYIO BBOJIST
cyOpexty, Oyner 3aBHCETh OT TOrO, Kakas KOropTa A03 OTKpBITa JJIs IpHeMa, Korjaa CyObekT
KBATN(ULMPOBAH JUIA MpoBeneHus uccnenoBanus. Hauampnas noza CoenuHenus | wim ero
(apManeBTHYECKH MPUEMJIEMON COJM I BBEACHHS MEPBOH KOTOPTE MALMEHTOB COCTABJISET
100 Mr KOHIIEHTPALIMIO, KOTOPYIO BBOASIT MEPOPAbHO IBAXKIBI B ieHb (200 Mr/eHs).

CyObekTsl MoryT mpopoipkarhk jeueHne CoenuHenneM 1 wim ero ¢papManeBTHYECKH
MpUEMJIEMON COJIBIO JIO TporpeccupoBaHusi 3aboneBanusi, nosieienuss JJIT wium pasButws
APYroi HEMpUEMJIEMON TOKCUYHOCTH.

Kputepun ouenkn

besonacHOCTB:

13, B Ttom umcne ompenenenue JJIT, ceppesnbix mnobouHsx 3ddexro (CIID) u IID,
NPUBOIALINX K MPEKPALICHUIO; Ta0OpaTOpHbIE MapaMeTpbl Oe30MaCHOCTH, TaHHbIE PUINIECKOTO
00cJIeIOBaHus, OCHOBHBIE MOKA3aTENH KU3HeAesATeabHOCTH; 12-kaHanbHble DKI; ®BJDK; u
ECOG OC Oyner KOHTPOJUPOBATHCS B XOJ€ KIMHUYECKOTO uccaenoBanus. Tsokects [1D Oyner
oueHuBatbes o NCI CTCAE, Bepcust 4.03.

Coenunenne 1 wunmu ero (QapmManeBTUYECKH TIpUeMyieMasl COJb MOXKET BbI3BaTh
qyBCTBUTEJIBHOCTh K MPSIMOMY M HENPSIMOMY COJHEYHBIOMY CBeTy. CyOBEKTHI JOJIKHBI OBITH
npenynpexaeHbl, 4YroObl n30ekaTb NPSAMOro BoO3deWcTBHA coiHua. Korma oxupaercs
BO3/IEIICTBHE COJTHEYHOTO CBETA JOJbLIE 15 MUHYT, MALMEHT AOJDKEH ObITh MIPOHMHCTPYKTUPOBAH
NPUMEHSITh COJTHIE3AIUTHBIN KpeM ¢ GakTopoM 30 WM BBILIE HA OTKPBITHIE YYACTKH KOXKHU H
HOCUTBD 3aILUTHYIO OJI€XKY U CONHLIE3AIUTHBIE OUKH.
dapMakOKHHETHKA U (hapMaKOAUHAMUKA:

Cepuiinbie 0Opa3Lbl KpOoBU OyOyT OLIEHEHBI I ONpeeneHus: mpoduiiel KOHIEHTPALUSI-BpeEMsI
Coenunenus 1 wim ero gapmaneBTHyecKy npremieMoil comu. O6pasipl MOYH OYAYT OLEHEHBI
st onpeneneHus: skckpeunn CoenuHenus 1 wim ero ¢gpapManeBTUYECKH MPHEMIIEMON COJH.
KpoBb, KOCTHBIH MO3r M 00pasubl MO4YM OyIOyT OLEHEeHbl Al ompeneneHus yposneh 2-HG.
buoncun onyxomun Oyayt mnpussTtel s oueHku 2-HG wu Coemunennss 1 wimm  ero
(dbapMaeBTUYECKH TPUEMJIEMON COJTH.

dapMaKoOKHHEeTHYECKHE OLIeHKH:

Ceputiinbpie 00pa3ipl KpoBU OyAyT OTOOpaHBI 10 U mocie BBeaeHus 103bl CoennHeHust 1 nmm ero
bapmMareBTUIeCKH MPUEMIIEMOI COJIH, IJISl TOTO, YTOOBI ONPEAETUTh LUPKYIUPYIOLINE B IUIa3Me

kpoBH koHUeHTpauuu CoennnHenus | wim ero ¢gapmaneBTudecku npuemiaemMon comu. OOpasibl
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KpPOBU Takke OyOyT HCIMONB30BaThCsl sl onpeneneHus 2-HG koHueHTparmii U U1 OLIEHKH
ypoBHeii xonecrepuna u 43-OH-xonecrepuHa.

Jns mepBbIX 3 CyOBEKTOB, BKJIOUEHHBIX B KOropry B (hase 3CKajaluu AO3UPOBKH,
onHokpaTHy0 n03k CoemuHenus | win ero ¢gapmaneBTHUECKH NMPUEMIIEMOW COJNM BBOAST B
JleHs -3 (To ecTb, 3a 3 aHsI 10 uX 3amtanupoBaHHoi no3bl C1D1). O6pasupl kpoBU OYAYT B3SITHI
10 BBEAEHUsI OMHOKpaTHOH no3bl CoenuuHeHust 1 uiam ero gapmManeBTHYECKH PUEMIIEMOH COH
U B CIEAYIOIINEe MOMEHTBhI BpeMeHH mocie BeeneHus: yepes 30 munyt u 1, 2, 3, 4, 6, 8, 10, 24,
48 no 72 yaca. Yepes 72 vaca nocje 3abopa oOpasia KpOBH HUCIBITyeMble HAYHYT MEPOPATbHOE
nosupoBanue Coenuuenus 1 wiam ero apmauetudecku npuemsiemoin coiu (to ects, C1D1)
nBaxnbl B neHb. [Ipodune OK/®J] 3a Jlenp -3 — JleHb-1 He sBlsieTcs 00s3aTeIbHBIM IS
JOTOJHUTEIBHBIX CYOBEKTOB, BKJIIOYEHHBIX B (pa3y 3CKajaluu A03bI (TO €CTh, U KaKUX-JIH00
CcyOBEKTOB, KpOMe 3 MEePBOHAYAIBHBIX CYOBEKTOB, BKJIFOUEHHBIX B KOTOPTY) U HE SIBIISIETCS
00s13aTeNbHBIM JIJIs1 CYOBEKTOB, BKIFOYEHHBIX B IPOrPaMMY PACIIMPEHHS KOTOPT.

Bce cybbektsl OyayT npoxoants 10-yacoBoit otoop npod @K/®J] va C1D15 u C2D1 (o
ecTh, B IHU 15 u 29 nosupoBaHus ABaXKAbI B AeHb). /s aToro mpoduis, oguH odpasen KpoBH
Oyzer B3ST HEMOCPEACTBEHHO Tmepen nepBod aHeBHOW n03bl CoemuHenus 1 wiu  ero
dapmaneBTryeckn mnpuemieMoil comu (To ectb nosupoBaHue CoenuHenus | wiam  ero
dapmarieBTUYECKH TPUEMJIEMON CONM  OyAeT MPOUCXOAWTh HAa KIMHUYECKOM Yy4acTKe);
nocienymoue oopasLbl KpOBU OyAYT B3SITHI B CIEAYIOIINE MOMEHTBI BpEMEHHU T10CJIE BBEEHHS
no3sl: 30 munyT ¥ 1, 2, 3, 4, 6, 8 1 10 yacos. OOpa3ubl KpOBU Takxke OyAyT B3STHI B THU 8 U 22
Hukna 1, Henp 15 Hukna 2, nau 1 u 15 Hukna 3 u Jlenp 1 kaxaoro mukia mocjie 3TOro, BCe
o0pasubl OyAyT MOJy4YeHbI 10 103upoBaHus. J{OMONMHUTENbHO, OAMH 0Opa3er] KpoBu OyneT B3SIT
B KOHIIE BHU3UTA BO BPEMsI JICUSHUS.

Bpemennoii pexxum otdopa npod kposu st Coenunenus: 1 uan ero ¢papMaleBTHUECKH
NPUEMJIEMON COJIM JUTsl OTIPECNICHHs] KOHIIEHTPALUU MOXKET ObITh M3MEHEH, €CJIU IMOJTy4aeMble
JaHHbIE VKa3bIBAIOT HAa HEOOXOOMMOCTb H3MEHEHHMs B CXeMme OTOopa, 4YTOoOBl Jydine
oxapaktepusoath npodpuias DK Coenunenus 1 win ero ¢papManeBTHUECKH MTPUEMIIEMON COJIH.
dapMakoANHAMHYECKHE OLIEHKH:

Ceputiinbpie 00pa3ipl KpoBU OyAyT OTOOpaHBI 0 U Mocie BBeneHus 103bl CoennneHus 1 nimm ero
dapManeBTHYECKH TMPUEMJIEMOM COJIKM, JUIA TOro, YTOOBI ONPENeNUTh KOHLEHTPALUH
upkyaupyromero 2-HG. O6pasuel, codpannbie st oneHkn @K, OyayT Takke UCTIOIb30BATHCS
s oueHku yposHed 2-HG. JlomonHuTenbHO, y cyOBbekTOB OyayT oToOpaHbl 0Opas3ipl KpOBU
nns onpenenenus 2-HG ypoBHel pu CKpUHUHIOBON OLIEHKE.

BpemeHnHoii pexkum otOopa 00pa3oB KpOBH, OTOOPAHHBIX JJIsl OMpeNesIeHIs] KOHLIEHTPaLUU 2-

HG, MOXKET OBITh N3MCHCH, €CJIU IOJYy4Ya€MbIC MOAaHHBIC YKa3bIBAKOT Ha HeO6XO)II/IMOCTb
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U3MEHEHUs1 B cxeMe oTOopa mpol, 4Todbl Jyumie oxapakrepu3osarb oTBeT 2-HG Ha nedeHue
Coenunenuem 1 mm ero ¢papMareBTHUECKH IPHUEMIIEMOI COJIBIO.

Moy Oyayr coOupare s omnpeneneHus: koHueHtpammii 2-HG  ypoBHe#t mpu

CKPUHUHIOBOM oLeHke U 10 no3upoBanus B Jlenb 15 Hukna 1 u B [lenp 1 Lukna 2 u kaxabii
UKJ B nocnenyromuid nepuon. [To menbineit mepe 20 mMa moun OyayT coOpaHbl it KaKAOTO
oOpasua.
OObeM kaxxmoro orbOopa o0pasloB OyaeT HM3MEpeH U 3aperdcTPUPOBaH W HANPABIEH B
LEHTPAJIbHYIO J1abOpaTopuio aiisi ompeaeneHus KoHueHtpauuu 2-HG B mowe. AnmkBoTa
Kaxaoro otbopa oOpa3noB OyneT mpoaHAIM3UPOBAHA JJIsi ONPEAENICHUS KOHIIEHTPAI[UH
KpPEeaTHHUHA B MOYE.

OO6pasupl Ouorncuii omyxonu Oyayt oroOpanbl u oueHeHbl Ha 2-HG ypoBHH, mpu
CKPUHUHTOBOW OILIEHKE, BO BpeMs MEpPBOH OLIEHKH 3a00JIeBaHMs, a TakKe B JI000e BpeMsi MpHU
NOJO3peHNH Ha mporpeccupoBanne 3adoneBanus. OkHO +3 AHA OKOJNO 3arJIAHUPOBAHHOTO
MOMEHTa BPEMEHH OLIEHKU SIBJSIETCS NMPUEMIIEMBbIM JJisl Bcex oOpasuoB Owmoncuu. buoncumn
omyxojieil OyAayT OLEeHeHbl Ha MOpPQOJIOTHI0 U KIETOYHYIO Iu(pepeHUHanuo MyTeM
okpamuBaHusi reMatokcuianHoM # 303uHOM (H & E) u ICH nnsa cnenmduuecknx mapkepos
kierouHoro tuna. OOpasipl OnmyxoJeil Takke MOTryT ObITh OLleHeHbl Ha ypoBHH 2-HG, ypoBHH
Ki67 u, ecam 510 npuemiaemo, BHyTpu-omyxoJieBble ypoBu CoeauHeHus 1 wunm ero
(dbapMaeBTUYECKH TIPUEMJIEMON COJTH.

Cepuiinple 0oOpasiLbl KpoBU OyayT OTOOpaHbI s MOJYHYEHUs YPOBHEH XOJeCTepHHA U
4B-OH-xonecTeprHa B Iula3Me B KadecTBe NoTeHImaibHOro mapkepa CYP3A4 wmnpykuum.
OO6pazupl, nonyueHHsle B Jlenb -3 (B Teuenue 30 munyT), uyepes 24, 48 u 72 yaca (£1 yac), a
taoke B J{am 8, 15 u 22 Hukna 1, Aau 1 u 15 uukios 2 u 3 u Jlewp 1 kaxgoro mukia mnocie

3TOrO.

KiauHuyeckasi AKTHBHOCTB:

Pentrenorpagpuueckne ouenku (KT wmmum MPT) nns monydeHusib pasMepoB OMyXOJH
OyAyT OLIEHEHBI B XOA€ KIMHUYECKOTO MCCIENOBAHMS, YTOOBI ONPENENIUTh PEAKLIUIO Ha JICUSHHE
B COOTBETCTBHH C OLIEHKOH oTBeTa Ha JieueHune CoenmHeHneM 1 mim ero ¢apManeBTHYECKH
npuemnemoii conbto B cootrBercTBuM ¢ RECIST v1.1 (Eisenhauer, et al. Eur J Cancer.
2009;45(2):228-47) nnsa cyObekTOB 0O€3 TJIMOMBI HJIM TPH IOMOIIM MOAM(DULINPOBAHHBIX
kputepueB RANO nns maunentos ¢ riuomoit (Wen, et al. J Clin Oncol. 2010;28(11):1963-72).

Pentrenorpagpuueckne ouenku (KT wmmu MPT) s nonydeHuss M3MepeHHUs! OMyXOJU
OyayT MPOBOAUTHLCS NP CKPUHUHTE M Yepe3 Kakable SO THEH Mocie 3TOro BO BPeMsl JICUCHHSI

Coenunenvem 1 wnm ero QgapmaneBTHYECKH NMPHEMJIEMOI COJIbI0, HE3aBHCUMO OT 3aIepPIKKH
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703l W/WIM TIePEphIBOB B JO3MPOBKAaX J0/MiM B J000O€ BpeMs NpPU IOAO3PEHHH Ha
nporpeccupoBanue 6one3nn. OneHka Taxke OyaeT IpOBOJUTHCS B KOHIIE JieueOHOro BU3HUTA IS
CyOBEKTOB, KOTOpBbIE MpPEKPAINAOT  HCCIEAOBAaHHE [0 NPUYMHAM, OTJIUYHBIM  OT
nporpeccupoBanue 3adoneBanus. [ manuentoB ¢ rimomoir, 1H-MPC Ttakxe Oynmer
OCYLIECTBIISIThCSI B paMKaxX IOMCKOBOTO aHaimu3a 1o Toi ke cxeme, uro u KT/MPT c
JOTOJHUTEIBHBIM CKAaHUPOBaHUEM Ha 29-i1 nenb; pesynpratel |H-MPC ckanupoBanus He OynyT

HCIOJIb30BATHCA AJIA MPUHATUSA peLHeHI/Iﬁ B OTHOHICHUH CTATyCa NPOAOJIKCHUA JICUCHUA.

CraTucTHYecKui aHAIN3

Cratuctuueckuii aHann3 OylneT MMETb B OCHOBHOM OIHCATENIbHBIA XapakTep, TaK Kak
LIeJIb MCCIENOBAHUSI COCTOUT B TOM, YTOOBI ONPEENIUTh MAKCHMAJBbHO MEPEHOCHMYIO 03y
Coenunenuss 1 wmm ero QapmaneBTudecku mnpuemiemoit comu. TaOymuposanue Oyner
NPOM3BOOUTHCS ISl HAJIEKAINEro PacIoNIOKEHUs, aeMorpaduyeckod, 0a30BOH JIHHUH,
6ezonacunocty, 1K, @/ 1 mapamMeTpoB KIMHUYECKOH aKTHBHOCTH U OyJIET MPENCTaBIIEH YPOBEHb
no3sl u obmuil. KareropuanpHele mnepeMeHHbIe OyIyT CYMMHPOBAHBI IO PacCIpeneleHUsIM
BEPOSITHOCTH (KOJMYECTBA U TPOLEHTHI CYOBEKTOB) U HENPEpPbIBHBbIE IEPEMEHHbIE OyayT
0000IIeHpl TPU TOMOINM OINUCATENIbHONH CTAaTHCTUKU (CpeaHee OTKIJIOHEHHWE, CTaHAapTHOe
OTKJIOHEHHE, CPEANHHOE OTKIIOHEHUE, MUHIMYM U MaKCUMYyM).

ITobounble 3¢dpdexrsr OyayT o00O0OIIEHBI MO CHUCTEMHO-OpraHHoMy kiaccy Medical
Dictionary for Regulatory Activities (MedDRA) H cucteMbl U IpeaNOYTUTENBHBIM YCIOBUSIM.
Otnenbuble TaOyssiuuu OyOyT MPOU3BEAEHBI AJIST BCEX IMOSBMBLIMXCS BO Bpems JiedueHus 110
(TEAES), cBsizaHHBIX ¢ JieueHreM [1D (Te, KOTOpbIe CYMTAIOTCS MCCIIEAOBATENEM MO MEHbIIEH
Mepe BO3MOXKHO CBSI3aHHBIMH C JIEKapCTBEHHBIMU cpenctBamu), SAES, mnpekpaineHusmu
aeyenns u3-3a 1D mo meHblieir mepe 3 creneHu TsokeCTH. 110-CyOBEKTHBIE CHHCKH OyayT
npenocrasneHsl 1y cmepreid, SAEs, JUIT u 13, npuBoasmux k npekpaiieHuo JeUeHUs.

Byner npencrasieHa onucareibHas CTATUCTUKA JJISI KJIMHUYECKOH jaboparopuu, DKI
untepBaja, ®BJDK, a Takke mNOKa3aTeNnu S>KU3HEHHO-BAXKHBIX (YHKIMNA, B BHIE Kak
(bakTHUECKNX 3HAYEHUH, TaK U U3MEHEHHH OT MCXOJHOrO YPOBHS MO OTHOLICHHIO K KaXKAOH
OLIEHKE BO BpEMs HCCIIeIOBaHUS U MOCJeAHEeH OLIEHKH MPU HCCIeAOBaHWU. AHAaNIWU3 CIBUIOB
OyayT mpoBoaUThCs 1uist TabopaTopHbix mapamerpos u ECOG OC.

OmnwucarenpHast CTaTUCTHKA OyA€T UCTIOIB30BAThCs st 0000menns mapamerpoB @K st
Ka)XJIOH TPYIIITBI JO3UPOBKH U, B ClIydae HEOOXOIUMOCTH, 1uisl Beell monymsauuu. [loTeHnumanbHas
B3aUMOCBSI3b MeX1y ypoBHAMH B 1uasmMe CoenuHenus | wunm ero  (¢apManeBTHYECKH
npuemsiemoii conu u 2-HG ypoBHSAME B KpOBH, IJIa3Me WIM MOUe, OyAeT u3ydeHa Py MOMOIIU

OMUCATEIJIbHBIX 1 rpa(pymecm/lx METOAOB.
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OtBer Ha yeyeHne no oneHke MecTHbIX uccieonsareneii, RECIST (ms cyonrexToB 6e3
IJIMOMBI) WM MOIUGUIMPOBaHHBIX KpuTeprukB RANO (mst cyOBeKkTOB € TIHOMOI) OyayT
cBeneHbl B Tabmuny. JIpyxcroponuue 90 % noBepuTeNbHbIE MHTEPBAJIbI HA CKOPOCTH OTBETOB
OyIyT pacCUMTBIBATHCS VIS KAXKIOTO YPOBHS O3Bl U B LiesioM. JlaHHbIe OyOyT Takke KpaTko
HOABITOKEHBI 10 THUIY 3JIOKAYECTBEHHOICTH AJsI CyOBEKTOB B (ha3e pacUIMPEHUs KOTOPTHL
OmnucarenpHast CTaTUCTHKAa OyAeT UCIONb30BaThC uig  0000menus yposueidl Ki67 wu3
OTyXOJIEBBIX OHOTICHIA.

XoTsi omMCaHHOE BbIle H300peTeHre ObLIO OMucaHO Oojiee MOXPOOHO ISl LENel
SCHOCTU M TIOHMMAHMUS, 3TH KOHKPETHbIE BAaPHUAHTBI pealu3alii H300peTeHHs: CleayeT
paccMaTpuBaTh Kak WLTIOCTPATHBHBIE, a He orpann4uBaroinye. CrenuaaucTy B JaHHOW o0nacTu
TEXHUKH CJIeAyeT MPUHSITh BO BHUMAHHE IMPU YTEHHU JAHHOTO OMMCAHUS, YTO Pa3JIUUHbIE
U3MeHeHHs B JOpMe U JETaisiX MOTYT ObITh BBIMOJHEHbI, HE BBIXOAS 3a MPenesibl HCTHUHHOTO
o0beMa HACTOSIILEro H300pEeTEeHUs, KOTOPOE MAOJUKHO OBITh ONpENeNeHO B MpHiaraeMoi
dopmyJie n300peTeHus], a He KOHKPETHBIMH BapUAHTBI Peaju3aliuy H300pETeHUs!.

[TaTeHTHO! U Hay4Has JUTEPATypa, MPUBEAEHHAS B JAHHOM JOKYMEHTE, YCTaHABJINBAET
3HAHHs, KOTOpbIE JOCTYIHBI CIELHUATNCTaM B HaHHOW oOjacTu TexHWkH. Ecin uHOe He
OIpEeesIeHO, TO BCe TEXHHYECKHE U HAYYHbIC TEPMHHBI, UCTIOJNb3yEeMble B JaHHOM JOKYMEHTE,
UMEIOT TaKOe K€ 3HauYeHHe, Kak OObIYHO MOHMMAeT CPEeAHMH CIEIHMANIUCT B JAHHOH o0nacTu
TEXHUKH, K KOTOPOW OTHOCHTCSI aHHOe M300peTeHue. BbinaHHbIE MATEHTBI, 3asBKH U CCHUIKH,
KOTOpBIE MPOLUTHPOBAHBI B TAHHOM JOKYMEHTE, BKJIFOUEHBI B JAHHBIH JIOKYMEHT B KauecTBE
CCBUIKH B TOM K€ CTETEeHH, KaK €CIIi Obl KasK/bIi U3 HUX ObUT KOHKPETHO U OTAENbHO YKa3aH IS
BKJIIOUEHUSI B Ka4deCTBE CCBUIKM. B ciydae pacXO’KAEHWiH, HacTosllee ONHCAHUE, BKIIFOYAs

omnpenesneHusi, OyIeT NpeBaIupoBaTh.
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®OPMYVYJIA H30BPETEHUA

1. Cnoco0 neueHust pacpOCTPAHEHHBIX COJHUIHBIX OMyxoyiell y cyOBeKTa, Kakaasl u3 KOTOPbIX
Xapakrepusyercs HanuuueM mytaHTHoro ayutens IDHI, npuuem ykasaHHBINH croco0 BKIKOYAeT
BBE/ICHUE HYKIAIOIIEMYCS B 3TOM CyOBEKTY (hapMaLeBTHUECKOW KOMIIO3ULINH, ConepKaleii: (a)
coenunenue  (S)-N-((S)-1-(2-xnopdenmn)-2-((3,3-1upTopuKI00y THIT)AMUHO)-2-OKCOITHI)- 1 -
(4-umaHonupuauH-2-ui)-N-(5-pTopnupunuH-3-1m)- 5-0KCONMUPPOTUAUH-2-KapOOKCaMuU
(Coenunenue 1) mu ero gpapMareBTH4eCKH MPUEMJIEMYEO COJIb, KaK 4aCTh TBEPAOH AUCTIEPCHUH,
@®opmy 1 Coenmnenus 1; mwiu @opmy 2 Coenmnenus 1; u HeoOs3aTenbHO (b) oguH win Gonee
(bapManeBTUYECKH MPHUEMIIEMbIX HOCUTEJEH.

2. Cmocobd mo m. 1, OTIAMYArOIIMHCS TEM, YTO PACHPOCTPAHEHHBIC COJHMIHBIE OMYyXOJH
BBIOMPAIOT M3 TJIMOMBI, BHYyTpUIeueHOUHON xonaHrnokapipHomel (BITXK) xormpocapkomsl,
paxa IpesacTaTeNbHOMN >Kese3bl, paka TOJCTON KHUIIKH, MENAHOMbl U HEMEJKOKJIETOUHOIO paka
aerknx (HMKPJI).

3. Cnocob mo m. 1, OTIMYAOIIUACS TEM, YTO MO MEHbIIEH Mepe ONpeneNeHHbIH MPOLEHT 110
macce CoenuHeHus 1 SBIsSETCS] KPUCTAJUINYECKUM.

4. Cniocob mo 1. 3, OTIIMYArOIIUNCS TeM, YTO KOHKpPETHbIN MaccoBblii nmpoueHT CoexnnHeHus 1
coctasisieT 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 % nnn 99,9 %.

5. Cnoco® mo m. 3, OTIMYAOLINIiCA Te€M, YTO KOHKPETHbIH MaccoBblil mpoueHT CoenuHenus |
cocrasyseT ot 10 % no 100 %.

6. Cnoco0 mo 1. 1, OTIMYAIOLINICS TeM, YTO ONpeeNeHHbIH npoueHT no macce Coennnaenus |
SIBJIIETCSl KPUCTAJUIMYECKUM, a ocTajibHas 4acTh CoenuueHusi 1 siBisiercs amopdHOi (hopmoii
Coenunenus 1.

7. Cnmoco6 mo mn. 1, ommyaroomuiics TteM, urto CoenuHeHune 1 CONEPKUT OOHY
MOHOKpUcTauTHdeckyro popmy CoenmHeHust | WM cMech Pa3IMYHBIX MOHOKPUCTAJUIMYECKHX
bopm.

8. Cmocob mo 1.1, ornuyaromuiicst Tem, uto Coenunenue 1 o MeHblneit mepe Ha 90 % mo macce
SIBIIIETCS KPUCTAITMUECKHM.

9. Cnocob mo m. 1, ommmyaromwmiicss Tem, 4to Coenunenue 1 mo menbinedi mepe Ha 95 % 1o
Macce sIBJIETCS KPUCTAIITMUECKUM.

10. Crmocob 1o m. 1, ornmmuaromwmiicst Tem, uyro CoenuHenne 1 mo mensined mepe, Ha 99 % mo

MacCCE ABJIACTCA KPUCTAJINTNYICCKUM.
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11. Cnoco6 mo m. 1, ommmyaromuiics tem, uto ¢opma 1 CoenuHenust 1 Xxapaktepusyercs
peHTreHorpaMmoi mopowmkoBoit nuppakuun (XRPD), npencrasnennoit Ha ®UI. 1, u naHHBIMY,
npuBeaeHHbIMU B Tabnune 1.

12. Cnoco® no m. 11, oTnuyaromuiicss TeM, YTO MOHOKPHCTAJTNUECKas: (opMa XapaKTepu3yeTcs
OIHUM WM OoJiee U3 MUKOB, npenctaBieHHbIX Ha OUT. 1, u kak nokaszaHo B Tabnuue 1.

13. Cnioco0 o m. 11, oTMyaromuiicss TeM, YT0 MOHOKpUCTAJUTNYECKast (popMa XapakTepu3yeTcs
ONHUM WJIM JIBYMsl, WIH TPEMs, WIM YETbIPbMS, WIN ISTHIO, WM IIECTbIO, WM CEMBIO, WJIN
BOCEMBIO, HJTH JIEBSATHIO M3 MUKOB, MPENCTaBIeHHbIX B Tabmume 1.

14. Cnoco6 mo m. 11, ormmmyaromuiics tem, uro Popma | xapakrepusyercs NHKaMHU,
uneHTu(UUMpPOBaHHBIMY MpH 260 yriax 8,6, 15,6, 18,5, 20,6, 21,6 u 26,4°.

15. Cnoco6 mo m. 11, ormnmmyaromuiicss tem, uro Popma | xapakrepusyercs NHKaMHU,
uneHTu(UIMPOBaHHBIME MpH 260 yriax 8,6, 15,6, 18,5 u 21,6°.

16. Cnoco6 mo m. 1, ornmuaromuiicss tem, uto Popma 2 CoeamHeHus 1 XapaxkTtepu3yercs
peHTreHorpamMmmoii mopomkoBoi mudpakunu (XRPD), nokazanHoit Ha @UI. 4, u naHHBIMH,
npuBeneHHbIMU B Tabmure 2.

17. Cnoco0 mo . 16, orimyaromuiicst TeM, uro Popma 2 xapakTepu3yeTcst OMHUM WU OoJiee 3
nUKOB, peactaBieHHbIx Ha OUI. 4, u kak nokazano B Tabnuue 2.

18. Cnocob mo m. 16, ornuuaromuiicss TeM, yto Popma 2 XapakTepu3yercss OJHUM WIH ABYMS,
WIN TPEeMsl, WJIM YEThIPbMsI, TN IATHIO, WM IIECThIO, HIIH CEMbIO, WIIM BOCEMbIO, HIIU JIEBSITHIO
U3 NIMKOB, MIOKa3aHHBIX B Tabmuue 2.

19. Cnmoco6 mo m. 16, ornmuaromuiics Tem, uto Popma 2 XapakTepusyercs NHUKaAMH,
uneHTUGUUIpoBaHHBIMY 1pH 20 yriax 9,8, 11,6, 19,6, 22,5, 23,0 u 31,4°.

20. Cnoco6 mo m. 11, ormnmmyaromuiics tem, uro Popma 2 xapakTepu3yeTcs IHKaMHU,
uneHTuUIMpPOBaHHbIME Mpu 260 yriax 9,8, 11,6, 19,6 u 23,0°.

21. Cnoco0 mo 1. 1, OTIMYArOIIUICS TeM, YTO TBEpAAast JUCTIEPCHs CONEPIKUT BOJOPACTBOPUMBIN
HOJIFIMED.

22. Crocob mo m. 1, OTIMYAIOLIHMIACSA TE€M, YTO TBEpAas AUCHEPCHUs] COAEPKUT OAMH YaCTHYHO
BOZOPACTBOPUMBIN MOJIMMEDP.

23. Cnocob mo m. 21, OoTIMYaAOIUiics TeM, YTO TOJHMEP MpPEeACTaBisieT coOOi momumep
LeJUTIOJIO3BL.

24. Cnocob mno m. 21, omnuyaromuiicst TeM, 4To 3G ()EKTUBHOCTD JICUEHHS PACIIPOCTPAHEHHBIX
COJIMIHBIX OMyXOJIeH KOHTPOIHUPYIOT myTeM u3Mepenus yposHeit 2HG y cyObekra.

25. Cnocob mo m. 1, OTIHYArOLIMIACS TeM, YTO CyObeKTa OLIEHUBAIOT A0 /WK MOCIE JICUSHHUSI C
noMouplo  (hapmaneBTHUECKON Kommo3uimy, copepxkamen: (a) CoenunHenne 1 wumm ero

(bapMarieBTUIECKH PUEMIIEMYIO COJIb Kak 4acTh TBepAoi aucnepcun; @opmy 1 Coenunenus 1;
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wm @opmy 2 Coemunenus 1; um HeoOs3arenbHO (b) onuH wminm Gonee QapMareBTHUECKH
MPUEMJIEMBIX HOCUTEJIeH, pUdIeM Crioco0 BKIto4aer onpenenenue yposHs 2HG y cyObekra.

26. Cnocob mo m. 25, ormnmuyaromuiicss teM, 4to ypoeHb 2HG ompenenstor mpu nomomu
CHEKTPOCKOMNYECKOrO aHAJIN3A.

27. Crioco® 1o m. 26, OTJMYAOIIUNACS TEM, YTO CIIEKTPOCKOMUYECKUH aHAIN3 BKIIOYAeT aHAJIN3
Ha OCHOBE MarHUTHOTI'O PE30HAHCA.

28. Cnocob mo 1. 26, OTIUYAIOIIUIACS T€M, YTO CIEKTPOCKOMUYECKUi aHanu3 BKio4daer MPT
w/unmu MPC usmepenue; aHanu3 oOpas3IoB TENECHBIX KUIKOCTEH; MM aHAJINU3 XHUPYPTUIECKOTrO
Marepuaa.

29. Cnocob no n. 28, OTVIMYAKOUINICS TEM, YTO TEJECHAs KUIKOCTb BKIIFOYAET KPOBb, IUIA3MY,
MOYY UJIM CIIMHHOMO3TOBYIO JKUJKOCTb.

30. Crioco® mo m. 28, OTIMYAOIIMNACSA TE€M, YTO XUPYPTHUECKUH MaTepuasl aHAIM3HPYIOT MPHU
MIOMOIIIM MacCC-CIEKTPOCKOMHH.

31. Cnocob mo m. 30, oTIHyaroIuics TeM, YTO Macc-cnekTpockonus Bkimodaer KX-MC wmun
I'X-MC.

32. Crmoco® mo m. 1, oTIMYaOIMUICS TeM, YTO PaCHpPOCTPAHEHHBIE COJUAHBIE OIyXOJU

XapakTepusyrorcss MyTtaHTHbIM ajuienem IDHI1, nmpuuem IDHI-myTtaumss npuBOAMT K HOBOM
cniocobHocT ¢pepmenrta karamuzuposatb NAPH-3aBUCHMOE BOCCTaHOBJICHHE O-KETOTJIyTapara
10 R(-)-2-rugpokcurayrapara (2HG) y nauuenra.

33. Cnocob no 1. 32, ornuuaroinuiics reM, uyro mytant IDH1 umeer myrauuro R132X.

34. Cnoco6 mo m. 33, ornuuaronuiicss TeM, uyto mytauus R132X seiOpana u3z R132H, R132C,
R132L, R132V, R132S u R132G.

35. Cnocob no . 33, ommyaroutuiicst Tem, uro mytauust R132X mpencrasnsier cobori R132H
i R132C.

36. Cnocob no m. 1, OTIMYAKOIUACS TeM, YTO CIOCO0 BKJIIOYAET BBEACHUE HY)KIAIOIIEMYCS B
3TOM CyObekTy (hapmaleBTHYeCKOW KoMmmosuiuu, conepskameit Coenunenue 1 wim ero
(bapManeBTHYECKH TPUEMIIEMYIO COJIb, KaK YaCTh TBEPIOH JUCTIEPCHH.

37. Cnoco0 no m. 1, OTIMYArOIUACS TeM, YTO CIOCO0 BKIIIOYAET BBEACHUE HY)KIAIOIIEMYCS B
sToM cyObekTy @opmel 1 Coenunenns 1.

38. Cnocolb mo m. 1, oTIMYArOIUACS TeM, 4TO CIOCO0 BKIIIOYAET BBENEHHE HY)KTAIOIIEMYCS B

sToM cyopekTy @opmel 2 Coennaenus 1.

ITo noBepenHocTH
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