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HOBASI COJIb N-(2,6-TUD TUJIDEHUI)-8-({4-[4-(IMUMETHJIAMHHO)
IMUITEPUJIUH- 1-UJI]-2-METOKCUPEHUJT } AMUHO)-1-METHJI-4,5-TAT UJIPO-
5 1H-TIMPA30J10[4,3-h|XUHA30JMH-3-KAPFOKCAMU/JIA, EE [IOJIYUEHME, U
TIPEITAPATBI, KOTOPBIE EE COJIEPXKAT

Hacrosimee n3obperenne oTHOCUTCS K HOBOU conn N-(2,6-gustundennn)-8-({4-
[4-(numeTnn aMuHO)TUNEPUANH- -1 ]|-2-MeTOKCU(EHHI }aMIHO)- | -MeTun-4,5-
10 auruapo-1H-nmupazono[4,3-h]xuHazonun-3-kapookcamuna opmynst (1):

Iz
B

CHj

K crIoco0y ee MOJy4YeHHs, a TakKe K papMareBTHIeCKIM KOMIO3HIUSAM, KOTOPbIE
ee CozlepIKar.

15 N-(2,6-npmyTundennn)-8-({4-[4-(aumernnamMmuHo )nunepuanuH-1-mn|-2-
MeTOKCH(peHUN }aMuHO)- 1 -meTun-4,5-nuruapo- 1 H-nupasono[4,3-h]xunazonun-3-
KapOoKcaMu IMEeT OUYeHb LIeHHbIe (PapMaKOJOTHIECKHEe CBOHCTBA B 00JIacTH
oHKOJOTHH. PaKTHYECKU OBIIO MPOIEMOHCTPUPOBAHO, uTO N-(2,6-nusTnndennn)-8-
({4-[4-(numeTnnamuHoO)iunepuANH- 1 -uin]-2-metokcudennn jamMmuno)- 1-merun-4,5-

20 nurunpo-1H-nupaszono[4,3-h|xuHazonuH-3-kapOokcamMu UMeeT CIOCOOHOCTh
uHrubuposate MPS1 (MoHONONsIpHOE BepeTeHo 1) knHa3y, Takxke u3BecTHyo kak TTK

(TUPO3MH- U CepUH/TPEOHUKNHA3a). YKa3aHHas CIOCOOHOCTh 00eCeYnBaeT
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TEPANEeBTHUECKYIO MOJIb3Y HAa MOJIEKYJISIPHOM YPOBHE IPH JICUEHUU HECKOIBKHUX
Pa3HOBUIHOCTEH paKkOBBIX 3a00JeBaHUN, HApYIIEHUH npoaudepanuu KIeToK,
BUPYCHBIX HH(QEKINH, ayTOUMMYHHBIX U HelipojgereHepaTuBHbIX Hapymenuii. Cpenu
PakKoBBIX 3a00JIeBaHUH, PEANOIATaeMBbIX IS JIEUSHHS, MOXKHO YIIOMSHYTb, HE
nojapasyMeBasi Kakoro-iu0o OrpaHMYEHHUs], KAPLHUHOMY, TaKyl0 KaK KapIHHOMAa
MOY€BOI0 My3bIPsi, MOJIOYHOH 3KeJIe3bl, TOJICTON KUUIKH, MOYKH, NEUEHH, JIErKOro,
BKJIFOYAsl MEJKOKJIETOYHBIH paK JIETKOTO, MULIEBOA, JKEJTYHOTO My3bIpsl, SHUHUKA,
MOJUKENYTOYHOM JKeJIe3bl, )KeJIyAKa, MEeNKU MaTKU, IUTOBUAHON KeJe3bl,
NPEeACTATENbHON KeIe3bl, M KOKH, BKIIYas MIOCKOKIETOUHYIO KapLUHOMY; OMYXOJIH
KPOBETBOPHOH TKaHU JIMM(POUIHOTO MPOUCXOKICHUS, BKIIOUYas JIEHKO3, OCTPBIN
TUMGOUTHBIN JIEHKO3, OCTPhIi TuMpoOIacTHEIN neiiko3, B-knerounyro numpomy, T-
KJIETOUHYIO UM oMY, TuMPoMy XOIKKHHA, HEXOIKKUHCKYIO JIUM(OMY,
BOJIOCATOKJIETOUHYIO JuMpomy u tumpomy bepkurra; onyxonn KpOBETBOPHOH TKaHU
MHUEJIOUAHOT0 MPOUCXOXKICHHS, BKIIOYast OCTPbIE M XPOHUUECKHE MHUEJIOTCHHBIE
JIENKO3bl, MUEJIOAUCIUIATUYECKUN CUHAPOM U MPOMHUEJOLUTAPHBIN JENKO3;, ONMyXO0JHU
ME3eHXHUMaJIbHOTO MPOUCXOXKAEHUs, BKItoUasi pudpocapkoMy U pabroMHOCaAPKOMY;
OMYyXOJH LEHTPAIbHON U nepupepuuecKoil HEPBHOM CUCTEMBI, BKIIFOYasi aCTPOLUTOMY,
HelipoOiacToMy, FITHOMY U HEBPUHOMY; PYTrHe OMYXOJH, BKIIOYasi MEJIaHOMY,
CEMUHOMY, T€PATOKAPLIUHOMY, OCTEOCAPKOMY, ITUT'MEHTHYIO KCEPOIepMYy,
KEePaTOKCAHTOMY, (DOJUTHUKYJISIPHBINA pak MUTOBUAHOM jxene3sl 1 capkomy Kanomw,
ME30TeJIMOMY, ONYXOJIU C BHICOKON CTEINEHbIO aHEYIIJIOUANN U OMYXOJH, KOTOPBIE
CBEPXIKCIPECCUPYIOT KOMIIOHEHTHI KOHTPOJIbHBIX TOYEK MUTO3a, Takue kak MPS1,
MAD2, MADI, BUBI1, BUBR1, BUB3 u npyrue.

Cpenu HapyumeHuii nponudepauny KJIETOK, TPeAnoIaraeMbIX JJIsl JEYEHHUs,
MOKHO YIIOMSIHYTb, HE MOApa3yMeBasi KaKOTO-TU00 OTpaHUYEeHNs,
n00pPOKaYECTBEHHYIO THUIIEPILIA3UI0 TPOCTAThI, CEMEHHBIN aJ€HOMATO3HbIN MOJHUIO3,
HelipodubpomaTos, ncopuas, mpoaudepanuio riIagKOMBIIIEYHBIX KJIETOK COCYIOB,
CBSI3aHHYIO C aTE€POCKJIEPOo30oM, GUOPO3 JErkux, apTPUT, IIIOMEPYJIOHEPPUT H
NOCJIEOTIEPALIMOHHBIA CTEHO3 U PECTEHO3.

[TonyueHue u TepaneBTuueckoe npuMmeHenne N-(2,6-nustundennn)-8-({4-[4-
(mumeTun aMuHO)NUNepUANH-1-nin]-2-MeTokcudennn jaMunao)-1-mMeTun-4,5-1uruapo-
1 H-ntupazono[4,3-h]xunazonun-3-kapbokcaMmuaa ObIIN OMUCAHBI, HATIPUMED, B
onucanuu Esponeiickoro narenra EP 2303891, copepkaHue KOTOPOro BKJIOYEHO B

3Ty 3as1BKY MOCPEICTBOM CCBUIKH.
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IIpuHuMas BO BHUMaHHE (papMaleBTUIECKYIO [IEHHOCTh YKa3aHHOTO COCIMHEHUS,
B2KHO UMETh BO3MOXKHOCTB IOJIy4aTh aKTUBHOE COEANHEHHE C OTJIUYHBIM BBIXOJOM, C
BBICOKOM YMCTOTON U C OTJIUYHOU BOCIHPOU3BOAUMOCTBIO. bonee Toro, npuHumasi BO
BHUMaHH€E BHYTPHBEHHBIN CI1OCOO BBEIEHMS, TAKXKe BAXKHO UMETh OY€Hb XOPOLINE
CBOMCTBA pacTBOPUMOCTH. BykBanbHO cpa3y Obpu10 0OHAPYKEHO, UTO OCHOBAHUE,
OMHMCAHHOE B MPEIbIAYIIEM YPOBHE TEXHUKHU, TEMOHCTPUPYET MPOOIEMBbI C
OUYMINEHHEM, YTO MPUBOAUT K HEONTHUMAJIbHONU YHCTOTE, U TAKIKE TEMOHCTPUPYET
cnabyr pacTBOPUMOCTD. [1oCae MHOTOYNCIEHHBIX HCCIEAOBAHMH, YAAJIOCh BBISIBUTh
HOBYIO COJIb, COYETAIOINYIO PA3JIMUYHbIE TPEUMYLIECTBA, OCOOCHHO, OTHOCSIIUECS K
OUYHINEHHIO, K BOCIPOU3BOAUMOCTH CIIOC0O0a €€ MOJyYEeHHs U K BBIXOAY, a TAKXKe
HEOXKUJTAHHO UMEINYI0 MPEUMYLIECTBO OU€Hb 3HAUYUTEIBHOTO YIIYUYLIEHHUS
pPacTBOPUMOCTH aKTUBHOI'O COeMHEHHs. bojee Toro, XoTsl OHa | SBJISIETCS HAMHOTO
Oonee pacTBOPUMON B BOJIE, YKa3aHHAsI HOBAs COJIb HE IEMOHCTPUPYET OoJiee BBICOKOH
TUTPOCKOMUYHOCTH, YeM cB0oOOgHOE ocHOBaHHE. COOTBETCTBEHHO, YKa3aHHAS HOBAs
COJIb UMEET BCE Ka4eCTBa, HEOOXOAUMBIE IJIsl €€ MPUMEHEHHUsS B KAUYeCTBE
JEKapCTBEHHOTO CPENCTBA, KaK ¢ PU3UKO-XUMUYECKOH, TaK U ¢ (PapMaKOKHHETHIECKON
TOYKH 3PEHUS.

CooTBeTCTBEHHO, HacTOsIIee U300peTeHUe OTHOCUTCS K HOBOM cosin N-(2,6-
auyTunpenun)-8-({4-[4-(auMernnaMuHoO )nunepuanH-1-1i]-2-MeTOKCUPEHUI } AMUHO)-
1-metun-4,5-npuruapo-1H-nupasono[4,3-h]xuHazonun-3-kapOokcaMuaa, B 4aCTHOCTH,
K N-(2,6-nuatundenunn)-8-({4-[4-(aumerunamMuHo ) nunepuauH- 1 -umn|-2-

MeTOKCU(EeHU } aMUHO)- 1 -MmeTmn-4,5-qurunpo- 1 H-nupaszono[4,3-h]xunazonun-3-

kapOokcamuna dpochary popmyns (I11):
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Vka3zaHHas HOBas COJIb UMEET CIENVIOIHE MPEUMYIIEeCTBA:

- IPOCTOH U BOCIPOU3BOAUMBIN CIIOCO0 €€ MONy4YeHUsI C OTIUYHBIM BBIXOAOM,

- BBICOKAsI XUMHUYECKasl YICTOTA, U HU3KAsl TUTPOCKOMUYHOCTD;

- IOBBILIEHHAs] PACTBOPUMOCTDb KaK B BOJI€, TAK U B (PU3UOJOTUUECKON
CBIBOPOTKE, YTO MOBBIIIAET UHTEPEC K HEH B Ka4eCTBE COJU JUJI1 BHYTPUBEHHOTO
BBE/ICHUS.

H3o0peTeHune Takxe OTHOCUTCS K criocoly nonyuenus N-(2,6-nustundenrn)-8-
({4-[4-(numeTrnnamuHo)nunepuanH-1-un]-2-merokcudennn jamuno)-1-merun-4,5-
nurunpo-1H-nupaszono[4,3-h|xunazonuu-3-kapOokcamun gocdara.

Hanpumep, MOXXHO HadaTh ¢ HCXOJHOTO Marepuaia >Tui 8-[(4-6pom-2-
MeTokcu(peHus )aMuHo |- 1-metui-4,5-quruapo-1 H-nupasono[4,3-h]xuHazonuH-3-
kapOokcuiara, nmonydyeHHoro B EP 2303891, koTopslif BCTymaeT B peakiuio ¢ 2,6-
AU3TUIIAHWJIMHOM B PHUCYTCTBUU CHJIBHOTO OCHOBAHUS, B PE3YJbTAaTE YEro MOJIYYaAOT
8-[(4-6pom-2-meTokcupenun)amMuao|-N-(2,6-agustundenun)- 1-metun-4,5-qurugpo-
1H-ntupazono[4,3-h]xunazonun-3-kapObokcaMua, KOTOPBIM 3aT€M BCTYIAET B PEAKIUIO
¢ N,N-nuMeTunnunepuanH-4-aMmHOM € nojydeHneM coenuHenus Gopmyunst (1),
KOTOpOe€ 3aTeM cMelnBarT ¢ 1 - 2 sxkBuBanenTtamu pactsopa H3POy, B pesynbrare
yero noay4art N-(2,6-nustundennn)-8-({4-[4-(numeTnnamMuHo )nunepuauH- 1 -umnl-2-
MeTOKCH(peHUN } aMUHO)- 1 -meTun-4,5-nuruapo- 1 H-nmupasono[4,3-h]xunazonun-3-

kapookcamun ¢pochar popmyins (II).
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Coenunenue ¢popmysl (1) B cOOTBETCTBUH C U300pEeTEHUEM UMEET XOPOIIYIO
CTaOMJIPHOCTDH B JUHAMHKE [0 BPEMEHU B JeHATypupyromux ycuaoBusx (40 °C /75 %

oTHOcUTenabHOU BiaxHOCTH (OB)):

to 1 mecsig mpu 40 °C /75 %
OB B OTKpBITOM (JIaKOHE
Xumuueckas yuctora |[99,5 99,4

docdarHoit conun

dbopmynsr (1)
B %

ITpu 5TOM OBLIO YCTAHOBJIEHO, YTO HOBAsl COJIb B COOTBETCTBHUH C H300peTeHHEM
MMena TaKKe yJy4lIeHHble CBOWCTBA PACTBOPUMOCTH!

- B IPEIBAPUTEIbHOM HCIBITAHUH, 0Opa30oBaHUE COJH if Sifu U3 aMOpPHOro
OCHOBAHHMS IPU KOMHATHOH TeMIepaType Mmokasano, uro ¢ochaTHas conb obnanaer
CMOCOOHOCTBIO YIyYIIATh PACTBOPUMOCTH IO MEHbIIEH Mepe B 25 pas Oousblie, uem

XJIOPUCTOBOAOPOHAS COJb, U IO MeHbIueil Mepe B 24 000 pa3 Gonbuie, ueM CBOOOAHOE

OCHOBaHHUE:

CoenvHeHue PacueTHas PacTBOpUMOCTD
KOHILICHTPALIHs 1 yac 24 yaca
pacTeOpa B BONE (Mr/ma B BUIE (Mr/mi B BUIE
(mMr/mun B BUIE ¢BOOOHOTO CcBOOOMHOTO
cBoboAHOTO OCHOBAHUS) OCHOBAHUS)
OCHOBAaHUS)

CsobonHoe 10,0 <0,001 <0,001

OCHOBaHHE

Conw HCl in situ 27,6 1,05 0,87

®docdarHas conb in |27,5 >24 3 >24.7

situ

- DadbHEUIINe UCCIENOBAHMS C UCTIOIb30BAHUEM KPUCTALTHYECKON Gopmbl |
docharnoit conu ¢popmyisl (1) mokazanu pacTBOPUMOCTb IPU KOMHATHOM
TeMIepaTrype, COCTaBJISIOLIYIO MO MeHbInel Mmepe 130 Mr/mui, B mepecueTe Ha

cB0oOOAHOE OCHOBaHME, Kak B Boze, Tak U B 0,9 % NaCl:

Coenunenue PactBoputens |Pacuernas PacTBOpUMOCTB
KOHLeHTpauus |1 gac 24 gaca
pactBopa B (Mr/mn B Buzpe |(Mr/mu B BUIE
Boge unu NaCl |csobognoro cBOOOIHOrO
(Mr/mn B BUsie |oCHOBaHMs) OCHOBaHHS)
cBOOOHOTO
OCHOBAaHUS)

CsobonHoe BOZA 10,0 <0,001 <0,001

OCHOBaHHE




10

15

20

Coenunenue PactBoputens |Pacuernas PacTBOpUMOCTB
KOHLeHTpauus |1 yac 24 gaca
pactBopa B (Mr/ma B Buge |(Mr/mi B Bume
Bone unu NaCl |csobogHoro cBOOOHOTO
(Mr/mn B BUfie |OCHOBaHHs) OCHOBaHHUSsI)
cBoOOHOrO
OCHOBAHUS)

docdarHas BOJIA 150,0 87,5 130,2

COJIb

DocharHas 0,9 % NaCl 150,0 81,0 133.6

COJIb

Bo BpeMst CpaBHUTEIBHOIO UCCJIENOBAHUS COJIH, OBLIO BBIABIEHO, 4TO () ochaTHas
COJIb 3HAYUTEJBHO YJIyYIIaeT PAaCTBOPUMOCTD JEKaPCTBEHHOTO BELIECTBA, 00Janas mpu
5TOM HU3KOH CKJIOHHOCTBIO K TUTPOCKOMUYHOCTH, KaK OBIJIO MPOAEMOHCTPUPOBAHO C

IMIOMOIIBIO I[PIHaMI/I‘IeCKOfI COp6LII/II/I nmapoB, UTO NOKa3aHO HUXKE:

Ilornomenue Ilornomenue IlornomeHnue BOABI IPH
BOJABI IPHU BOJBI IPHU 90 % OB
30 % OB 60 % OB

CsobonHoe 0,4 1 2.8

OCHOBAaHHE

docdarHas cob 0,4 1,0 2,5

B npenmMyiiecTBEHHOM aJbTEPHATUBHOM BapUaHTE, MOCIEAHssA CTaaus crnocooda,
IPUMEHSIEMOro AJIsl mojydeHus coenuHenus Gopmyasl (II), MoxkeT BBIMONHATHCS B
OpraHMYe€CKOM PAaCTBOPUTEINE U, B YACTHOCTHU, B MOJISIPHOM PacCTBOPUTENE, TAKOM Kak,
Hanpumep, TT' @ (terparuapodypan), EtOH, MeOH, (1- unu 2-) nponanon, (1- unu 2-)
OyTtaHos, mpem-0yTaHOJ, 2-METOKCUITAHOJ, AUOKCAH, STHJIALIETAT, H30MPOMUIIALIETAT,
aneronutpui, aueton, MTBE (metun-mpem-0ytunossiii 3¢gup), MIBK
(metunuzobytunkeron), AMCO (numeTnyncynbpOKCHA) U UX CMECH.

B sTom cnydae, monydenHoe coenunenue ¢popmydsl (I1) xapakrepusyercs
nonuMopdHOH HopMoii, KOTOpyro Ha3biBarOT Popma 1.

VYkazanHas HoBast @opma | xapakTepusyeTcs CIeayr UM Op3rTOBCKUMHI
yriamu 2 tera (BelpakeHHBIMH B °1+0,2), MOJy4eHHBIMH B COOTBETCTBHUU C
PEHTTeHOBCKOU MOPOIKOBOH nudpakrorpammoii: 2,76, 8,10, 10,79, 13,49, 16,13,
17,37, 17,62, 19,77, 21,94, 24,18, 24,66.

B npyrom npenmyImmecTBEHHOM aJbTEPHATUBHOM BapUAHTE, MOCIEIHIOK CTaTUIO

crocoba, MPUMEHSIEMOTO IS MONy4eHus coequHeHus ¢popmysl (1I), BEIMOTHSIOT B
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BOZE, YTO MPUBOJAUT K MOJIYYEHUIO HOBOHM r'UApPaTHPOBAHHON MOIuMOpdHOH GopMbl,
KOTOPYI0 HaseiBaroT @opwma II.

Vkazannas HoBass Popwma Il xapakrepusyercs ciaeayroUuMu Op3rrOBCKUMH
yriamu 2 tera (BbIpaxk€HHbIMH B °1+0,2), MOJy4E€HHBIMU B COOTBETCTBUU C
PEHTI€HOBCKOM MOPOLIKOBOH audpakrorpammoii: 9,43, 9,86, 12,23, 13,70, 14,81,
18,01, 19,78, 20,73, 24,55, 24,82, 26,81.

H3o0pereHne Takke OTHOCUTCS K (papMalieBTUYECKUM KOMITO3ULUSIM,
COZIepIKAIHMM B KaueCcTBe JEeHCTBYOIIEro Bemecrsa coenunenne Gopmyasl (II) B
COOTBETCTBUH C U300pETEHUEM, BMECTE C OTHUM UJIU OOJBUTUM KOJTUYECTBOM
MHEPTHBIX, HETOKCUYHBIX, MOAXOISIINX BCIIOMOTaTeNbHbIX BelecTB. Cpenu
(dapManeBTHUYECKHX KOMIIO3ULHI B COOTBETCTBHH C U300PETEHUEM MOXHO YIIOMSIHYTb,
B YaCTHOCTH, T€ KOMIIO3UI[UU, KOTOPbIE ABJAIOTCS MOAXOASIIIUMHU AJIs NEepOPaIbHOTO,
NapeHTEePaANbHOTO (BHYTPUBEHHOI'O WJIM MOAKOKHOIO) UM Ha3aJIbHOTO BBEICHUS, B
YaCTHOCTH, TaOJETKU WJIM APaKe, TPaHyJibl, CyOJUHTBaJIbHbIE TAOIETKH, KaIICyJIbl,
NACTUJIKU JJIs paccachblBaHUsl, CYNIIO3UTOPUH, KPEMBI, Ma3H, I'eju JJisl HAHECEHUs Ha
KOKY, Ipenaparhl AJi HHbEKLUN, TUTbEBbIE CYCIIEH3UHU U XKEBATEIbHbIE PE3UHKU.

JlexapcTBeHHBIE HOPMBI, comepkamune coennHeHne popmysl (I1I) B
COOTBETCTBUHU C U300peTeHueM, OYAyT NPUMEHSThCS MPU JIEUEHUH PAaKOBBIX
3a0osieBaHMi, HapyIIeHUH mpoaudepannn KJIeToK, BUPYCHBIX HH(}eKIui,
ayTOMMMYHHBIX U HelipoJereHepaTuBHbIX Hapymenuil. Cpenu pakoBbIx 3a00JIeBaHUM,
NpenNoJaraeMblX JJIsl JJ€YEHUs,, MOXKHO YIIOMSHYTb, HE MOApPa3yMeBast Kakoro-inudo
OTpaHUYEHUsA, KAPLUUHOMY, TAKYIO KaK KapLIUHOMa MOY€BOT0 My3bIPsl, MOJOYHOMN
JKeJe3bl, TOJICTON KUIIKHU, TOYKH, ME€YEHHU, JEerKOoro, BKI0Yas MEJIKOKJIETOYHbIA pak
JIETKOTO, MULIEBOAA, KEMYHOr0 My3bIps, SIUMYHUKA, TOAXKETyA0YHON JKeJe3bl, KelyaKa,
HIEHKH MAaTKU, IUTOBUIAHON XKeJe3bl, IPEACTaTEIbHON XKeJle3bl, U KOXKHU, BKIKYasi
IUIOCKOKJIETOYHYI0 KapLUHOMY; ONYXOJU KPOBETBOPHOH TKAHU JTUM(POUIHOTO
NPOMCXOKIACHUS, BKJIFOYAs JIEHKO3, OCTPbIA TUM(OHUIHBIN JIEHKO3, OCTPBIi
mumboOnacTHbIN neiiko3, B-knerounyo aumdomy, T-knerounyro aumpomy, tumdpomy
XOmKKHHA, HEXOIKKHHCKYIO TUM(POMY, BOJIOCATOKJIETOYHYIO JIUMPOMY U TUMPOMY
bepkuTTa; onyxoiu KpOBETBOPHON TKAHU MHUEJIOUAHOIO MPOUCXOXKAEHUS, BKIOYas
OCTpbI€ U XPOHUYECKUE MHUEJOTEHHbIE JEHKO3bl, MUEIOANCIIIATUYECKUN CUHAPOM U
IIPOMUENOLUTAPHBIN JIEHKO3; ONyXO0JIN ME3EHXUMaJbHOTO IPOUCXOXKACHUS, BKIIOYasl
¢ubpocapkomy u pabromMHuOCapKOMY; OMYXOJIH LEHTPAIbHON U epudepudeckoi

HEPBHOH CUCTEMBI, BKJIFOUasi aCTPOLUTOMY, HEHPOOIACTOMY, TJIMOMY U HEBPHHOMY
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Apyrue OMyXOJH, BKJIOYasi MEJaHOMY, CEMHHOMY, TEPATOKAPLIMHOMY, OCTEOCAPKOMY,
NUTMEHTHYIO KCEPOAEPMY, KEPATOKCAHTOMY, (POJTUKYISPHBIN pak IMUTOBUIHON
xKene3bl 1 capkoMy Karmomu, Me30TennoMy, ONyXoJu ¢ BBICOKOH CTEMEHbIO
aHEYIJIOUJUU U OMYXOJIU, KOTOPbI€ CBEPXIKCIIPECCUPYIOT KOMIIOHEHTBI KOHTPOJbHBIX
Touek MuTo3a, Takue kak MPS1, MAD2, MADI1, BUBI1, BUBRI1, BUB3 u gpyrue.

Cpenu HapyumeHui nponudepanuy KJIeToK, NPeANoJaraeMbIX IS JIEYEHUs,
MOKHO YIIOMSIHYTb, HE MOApa3yMeBasi KaKOTO-TU00 OTpaHUYEeHus,
n00pOKAYECTBEHHYIO TUMEPIIIIA3UI0 POCTAThI, CEMEHHBIH aleHOMATO3HBIN MOJIUIO03,
HelipopubOpomarTos, ncopuas, mpoaudepanno riIagiKOMbIIIEYHBIX KJIETOK COCYIO0B,
CBS3aHHYIO C aTe€POCKJIEepOo3oM, GUOPO3 JErkux, apTPUT, INIOMEPYJIOHEPPUT H
NOCJICOTIEPALIMOHHBIA CTEHO3 U PECTEHO3.

[Moxgxonsimue 1036l MOTYT BapbUPOBATHCSA B 3aBUCUMOCTH OT MPHUPOIBI U TKECTH
HapyILIEeHUs, MyTH BBEIEHHUs, a TAK)KE OT BO3pacTa U Beca nauueHTa. Jloza Bappupyercs
or 1 mr 1o 1 r B geHb, B mepecyeTe Ha SKBUBAJEHT CBOOOHOTO OCHOBAaHUS, 32 OANH
WJIM HECKOJIBKO MIPHEMOB.

Kpartkoe onucanue @urvp:

@urypa 1 onuceiBaeT peHTIeHOBCKYIO AudpakTorpammy amopdpHoit Gopmsl
cBoOonHOTO OcHOBaHUs N-(2,6-nuatundennn)-8-({4-[4-(AnMeTHUIaMUHO ) TUTIEPUANH-
1-un]-2-meTokcudenun jamuno)-1-metun-4,5-gurnapo-1H-nupasono[4,3-h]
XHUHA30JMH-3-kapOokcaMuia.

@urypa 2 onuceiBaeT peHTIe€HOBCKYIO nudpakrorpammy ¢opmsl I N-(2,6-
ausTundenun)-8-({4-[4-(aumernnaMuHo )munepuanH- 1 -ui|-2-MeTOKCH(EHMI } AMHHO )-
1-metui-4,5-nqurunpo-1H-nupasono[4,3-h] xunazonun-3-kapbokcamua pocdara.

@urypa 3 onuceiBaer JJCK nuarpammy dpopmsr I N-(2,6-nustundennn)-8-({4-[4-
(muMeTUIIaMuHO ) UNepUANH- 1 -ui]-2-MeTokcueHus } aMuHo)- 1 -meTui-4,5-qurunpo-

1 H-tupazono[4,3-h] xunazonun-3-kapbokcamuna docdara.

durypa 4 onuceIBae€T PEHTIEHOBCKYIO AudpakTorpammy (popmer II N-(2,6-
auyTundenun)-8-({4-[4-(aumermnaMuHo )munepuanH- 1 -mi|-2-MeTOKCH(EHUI } AMHHO)-
I-metun-4,5-npuruapo-1H-nupasono[4,3-h] xunazonun-3-xkapookcamun gocdara.

@urypa S onuceiBaer JACK nuarpammy ¢opmer I N-(2,6-gusTundennn)-8-({4-[4-
(muMeTuIaMuHO ) UnepuaAnH- 1 -ui]-2-MeTokcueHus } aMuHo)- 1 -meTuin-4,5-qurunpo-

1 H-tupazouno[4,3-h] xunazonun-3-kapbokcamua docdara.
IIpuBenenHble HIDKe [IpuMepsl HILTIOCTPUPYIOT U300pETEHNE, HO HUKOUM

00pa3oM He OTPAHUUYUBAIOT €rO0.
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IIpumep 1: N-(2,6-audTundennn)-8-({4-[4-(aumerniamuHo)nunepuauH-1-unal-2-
MeToKcH(peHUua}amMmuHo)-1-meTui-4,5-guruapo-1H-nupasono[4,3-h|xuna3zonun-3-
kapooxkcamua ¢pochar, Popma I
Cragus A: 8-([4-0pom-2-meToxkcudennajamuno)-N-(2,6-aud3Tuadenn)-1-merun-
4,5-puruapo-1H-nupaszono[4,3-h|xunazonun-3-kapdéoxkcamuy

K pactBopy, conepxkamemy 2,32 kr 8-[(4-Opom-2-meTokcupeHun)amMuHo]-1-
metui-4,5-npurunpo-1H-nupaszono[4,3-h]xunazonuu-3-kapookcamuna B 34,8 1 TT' D,
nobasnstot 0,877 1 2,6-qUdTHIIAHUIINHA. 3aT€M KaIls 110 Karjie Ipu TeMIIepaType
-10 °C nobGasnsror 15,2 1 LIHMDS. PeakuMOHHYIO CMECh MepEeMeIInBaAOT Ha
npotsikeHun 1,5 daca, u 1o 3aBepienus nodasisitor LIHMDS. 3arem nobasnsoT
30,17 n pactBopa NaCl, u opranudeckyr a3y IpOMBIBAIOT ABAXKABI C
ucrnoip3oBanueM pactBopa NaCl, u BeimapuBarmT. 3aT€M K OCTaTKY JA00aBISIOT
pacTBOp BOXBI/ALIETOHA, U PACTBOP HArPEBAIOT C OOPATHBIM XOJOAUIbHUKOM, 3aTEM
oxyiaxkaaroT npu Temneparype S °C. Ocanok 3aTeM QUIBTPYIOT, B Pe3yJIbTaTe YeT0
MOJIy4aroT YKa3aHHbBIA B 3arOJIOBKE MPOAYKT B BUJ€ CBETJIO-KEJITOr0 MOPOLIKA.

Touxa nnasnenus: 218-220 °C

MS paccu.: 561,1608; MS BrisiBnennoe: 561,1591
Craausa b: N-(2,6-aumdTuadgenni)-8-({4-[4-(aumeTnjiamuHo )nunepuauH-1-uniaj-2-
MeTOKCH (peHUJ}aMHuHO)-1-MeTna-4,S-qurnapo-1H-nupasono|4,3-h]xuna3onun-3-
kapooxkcamug gpocpart, ®opma I

0,55 xr 8-[(4-Opom-2-meTokcudenun)amMuuo]-N-(2,6-nustundennn)-1-merun-
4,5-nurunpo-1H-nupaszono[4,3-h|xuHazonuH-3-kapOokcamMuaa, MOJy4eHHOrO Ha
cTanuu A, 3arpyxaroT B xumudeckuit peakrop ¢ 6 1 TI'®. K nepememuBaemoii cmecu,
py KOMHATHOW TemmnepaTtype B aTMochepe azota 1obaBnsoT 3,3 T anerara najiiagus
u 13,7 r RuPhos 83,9 1 TT'®.

0,15 Kr 4-ITUMEeTHIIAMUHO-TTUIIEPUANHA TOOABJISIIOT K PEaKLIHOHHON CMeCH ¢
0,55 n TI'®, BHYTpeHHIO TeMIepaTypy nosbimaroT 10 50 °C, u xanis no xamnie
nobasmstoT 3,9 1 IM LiHMDS B TT'®.

PeakinoHHYI0 cMech nepemMelInBaloT npu Temiepatype 50 °C Ha npoTsKeHUHU
4,5 yaca, 1 3aTe€M OXJIAKIAIOT 10 KOMHATHOU Temneparypsl. JlobaBusitoT 12 1 BOABL,
¢asel pa3nensoT, ¥ BOAHYIO (a3y OAMH pa3 3KCTPATHPYIOT C UCIOJIb30BAHUEM 7 IT
MTBE.

Opranuveckue Gpas3pl MPOMBIBAIOT PACCONIOM, U 3aT€M ABAXKIBI SKCTPATUPYIOT C

ucnosb3zoBanueM 10 %-ro BOAHOro pacTBOpa JUMOHHOHN KUCJIOTHL. Pa3bl TUMOHHON
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KUCJIOThI 00bequHSIOT, 1 100aBusiioT cMechb MTBE/TT'® B cooTHOomeHun 2/1.
HByxdas3nyro cmech oxnaxaaT 10 10 °C, u nobdasustot 35 %-it BogHbiii NaOH no
noctmwxkenust pH 9. Oprannveckyio a3y otaensoT u odpabareiBaroT cMooii SPM32
IPU KUMISTYEHUH C OOPATHBIM XOJOAMIBHUKOM. CMOJy OT(UIBTPOBBIBAIOT, IPOMBIBAS
cmecbio MTBE/TT'® B cooTHomeHnu 2/1, n pacTBOPUTEIb YACTUYHO BHINAPUBAIOT.
Jlo0aBsitoT aOCOMIOTHBIN 3TAHOJ U BBIIAPUBAIOT; MPOLEAYPY MOBTOPSIOT, U 3aTEM
nobasmsoT 12 1 abconmroTHOrO 3TaHoNa. [lonyueHHBIH pacTBOP HArpeBaKOT MPHU
temneparype 60 °C, u xamist o karie 1o6aBnsoT pactBop 67 mia 85 %-oit H3POy,
cmemanHoi ¢ 0,6 nm abcomoTHoro EtOH. PacTBop BBIIEPIKUBAIOT A0 TEX MOP, MOKA OH
HE YMEHBIIUTCS NPUOJU3UTEIbHO HAOJOBHHY, U TIPH 3TOM 00pa3yeTcsi 0CanoK.
Cycnensuro HarpeBarT 10 nosiBjieHus: koHaeHncara (78,0 °C) Ha NpOTsIKEHUU

18 munyT, 1 3atem oxyaxaarT A0 23 °C B Teuenne 1 yaca u 25 munyT. CyCcneH3uio
nanee oxyuaxaarT 10 5 °C B TeueHue | yaca, u BbiAepKUBaOT npu Temmneparype 5 °C
Ha NpOTsKeHUU 22,5 yaca. YKa3aHHOE B 3arojlOBKe COCAUHEHHUE BBIACISIOT C
OMOIIBI0 (PHITBTPOBAHUS, BIAKHBINA (PUIBTPALMOHHBIN OCATOK MPOMBIBAIOT C
ucrnonpzoBanueM 2,5 1 abcomorroro EtOH, u cymar B yclioBusSX Bakyyma mpu
temneparype 50 °C 1o nonydeHus NOCTOSHHONW Macchl. YKa3aHHOE B 3arOJIOBKE
COEJUHEHUE MOJYYAIOT B BUE JKEJITOrO MOPOLIKA.

Touxa nnasneHus c paznoxenuem 220-223 °C.

Ilpumep 2: N-(2,6-aud3Tundennn)-8-({4-[4-(aumMernaaMmuHo)nunepuauH-1-uniaj-2-
MeTOKcUupeHnJI}aMuHo0)-1-MmeTnia-4,5-nuruapo-1H-nupazono|4,3-h|xunazonnn-3-
kapooxkcamua ¢pocdar, Popma I

Cragus A: N-(2,6-nmdTnadenunn)-8-({4-[4-(anumeTrnnamuno )nunepuaud-1-uniu|-2-
MeToKcupeHua}amuno)-1-merui-4,5-guruapo-1H-nupasono|4,3-h|xunazonunn-3-
kap0okcamua (cBo60IHOE OCHOBAHHE)

PactBop, conepxamuii 213 mr Pd(OAc), u 897 mr RuPhos B 177 mn TT' @,
nobasmstoT k 21,53 r 8-[(4-Opom-2-meTokcud enrn)aMuno]-N-(2,6-nustund enrn)-1-
metui-4,5-gurunpo-1H-nupaszono[4,3-h|xuHazonuH-3-kapOokcamMuaa, MOJy4YEeHHOTO
Ha ctanuu A Tlpumepa 1, B 250 mun TT'®@, nmpu koMHaTHOH TemmepaTrype B armochepe
azora. Cmech HarpeBarT A0 Temneparypbl 40 °C, mocie 4ero nocjaenoBaTeibHO
nobassitotr 152 Myt LIHMDS 1M B TT'® u 10,7 ma N, N-guMmeTunnunepuanH-4-aMuHa.
Peakuuio BeiaepxkuBatoT npu temnepatrype 40 °C Ha npoTsxkeHuH 2,5 yaca, a 3aTeM
OXJIAXKIAIOT O KOMHATHOM TeMmmepatypsl. 3aTem gobasisitoT 300 mut paccosa, u

OTIIENIMBUIYIOCS OPTaHUYECKYIO (pa3y mpoMeiBaroT, ucnoab3ys 200 mi paccona.
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Opranuveckyro a3y oOpabarsiBaroT 2,8 r aKTHBUPOBAHHOTO YIJIs, CMECh
GUIBTPYIOT HA JUKAJIUTOBON MAHENH, BBIAPUBAIOT A0 CYXOr0 COCTOSHUS, U OUHINAIOT
MOCPENCTBOM XpoMmaTorpadguu Ha cuiukarenem, 3aoupys cmecsto DCM/EtOH/NH;3 B
cootHommeHnu 95:5:0.5. O0benuHeHHble (paKUU BBIMAPUBAIOT A0 OCTATKA,
pactBopsitoT B EtOAC, mpoOMBIBAIOT MSATh pa3 HACHIMEHHBIM PacTBOpOM OnkapOoHaTa
HaTpUs U BOJOH, a 3aT€M BBINMAPUBAIOT O CYXOro coctosiHusA. IIpoaykT cywmar B
CylHIbHON kaMepe npu Temneparype 50 °C Ha npoTsskeHUH 7 4acoB, U MpU
temmeparype 40 °C Ha npoTskeHun 64 yacoB. CBOOOAHOE OCHOBAaHUE MOJYYaIOT B
BUJI€ aMOP(HOrO KEJTOro MOPOIIKA M XapaKTEPU3YIOT MOCPEICTBOM €ro
PEHTreHOBCKOH nudpakTorpammsel (cmoTpu @urypy 1).

Cragusa b: N-(2,6-aumd3Tuadenni)-8-({4-[4-(aumerniamuHo))nunepuauH-1-mnia)-2-
MeTOKCH (peHUJ}aMmHuHO)-1-MeTnia-4,5-qurnuapo-1H-nupaszono|4,3-h]|xuna3onun-3-
kapookcamua ¢pocar, Popma I

3,50 r N-(2,6-nmstundenmn)-8-({4-[4-(numerniaMuHO )iune puanH- 1 -umn|-2-
MeTokcH (heHu jaMuHo)-1-metun-4,5-nurunpo- 1 H-nupaszono[4,3-h|xunazonun-3-
kapOokcamMuaa B Buae aMmoppHOTO CBOOOJHOTO OCHOBAHUSI, MMOJIY4EHHOI'O HAa CTAANU A,
B 105 mut abGcomoTHOTrO 3Tanona HarpesatoT 10 60 °C B atmocdepe azora. K ykazanHoOi
cMecH 100aBJIsAIN KAl O Karuie cBexe mojgydeHHbii pactBop 0,682 r 85 %-ii
docdopHoit kucaoTel B 17,5 Mi1 3TaHONA HA NPOTSAKEHUHU NEPHOJIa BPEMEHH,
coctasiysrouiero 20 MUHYT, B yCI0oBUsAX 3¢ ekTuBHOro nepemennpanus. [lonyuennyro
CYCIIEH3UIO HarpeBaju ¢ OOpaTHBIM XOJOAUIbHUKOM (Temneparypa Oanu 82-84 °C) Ha
MPOTSHKEHUU S MUHYT, 3aT€M €H 1aBaJil CAaMOMPOU3BOJBHO OCTBITh 4O KOMHATHOM
TeMIepaTypbl Ha MPOTS)KEHUU NepUOia BpEMEHH, COCTABJISIOIIEro 2 yaca 1, HaKOHell,
BblAEp KUBaNU Npu Temneparype +4 °C Ha npoTsbkeHuu 16 yacos. TBepaoe BemecTBo
BBIIEJISITN C IOMOINbIO (DHIIBTPOBAHMSI, IIPOMBIBAJIU C HCTIOIb30BaHUEM 17,5 mu
sTaHoJia Ha QUIBTpE, U cymuiu npu Temneparype +50 °C B ycnoBusxX Bakyyma Ha
npoTsi>keHuu 10 gacoB, B pe3ysbTaTe 4ero nojyydajid yKa3aHHOE B 3arojloBKe
COEJMHEHUE B BUJE JKEJITOTO NMOPOIIKA.

Touxa nnasieHus c pasznoxeHuem 220-223 °C.

Vka3zaHHBIHN B 3aroioBke NpoaykT N-(2,6-gustundennn)-8-({4-[4-
(muMeTuIaMuHO ) UnepuaAnH- 1 -ui]-2-MeTokcueHus } aMuHo)- 1 -meTuin-4,5-qurunpo-

1 H-nupazono[4,3-h]xunazonun-3-kapookcamun pocdar, @opma I IIpumepos 1 u 2,

XapaKTePU3YeTCs MOCPEACTBOM PEHTI€HOBCKOUW MOPOIIKOBON NH(PPAKTOTPAMMBI,
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KOoTOpyto mojydayu, npumensis anmapatT Thermo/ARL XTRA, u noka3zanHol Ha
Qurype 2.

VYkazaHHbIlil Ipubop OCHOBaH Ha reoMmerpun bparra-bpenrano, u obopynosan
reHepatopom usnyudenusi Cu Ko, padoraromum npu 45 kB/40 MA (momuocTs 1,8 kBT),
U TBEPJOTEJbHBIM AETEKTOPOM C OXJaxKaAeHueM nocpeactsom s dekra [lenbrhe.
CnexTpanbHBII qUana3oH cOCTaBsI OT 2 10 40° 20 ¢ HenmpepbIBHBIM CKaHUPOBAHUEM,
MOJIY4E€HHBIM CO CKOpPOCThIO 1,20° 260 /MuH. OOpa3ubl 3arpykajiu Ha KpeMHUEBbIE
MaJioQOHHBIE TIACTHUHBI. [IOPOIIOK BRIpABHUBAIN BHYTPH AEPKATENS OCPEACTBOM
OCTOPOYKHOI'O CIIPECCOBBIBAHUS C TOMOUIBIO NMPEAMETHOIO CTEeKJIa MUKPOCKOMA UIIU
APYTUX MOAXOASIIIUX HHCTPYMEHTOB.

Pe3ynbpTaThl mpeacTaBIeHbl B BUAE MEXKIUIOCKOCTHOTO pacCcTOsIHUA d,
OparroBckoro yria 2 teta (BbIpaskeHHOro B °+0,2) 1 OTHOCUTENbHONW HHTEHCUBHOCTH

(BBIpQ)KEHHOHN B MPOLEHTaX OTHOCUTEIbHO HauOOoNee NHTEHCUBHON JINHHUH):

ITon. [°2Tera] |[MexmnnockoctHOe |OTH. UHT. [%0]
paccrosiue [A]
2,76 31,96 100,00
8,10 10,90 37,71
10,79 8,19 27,69
13,49 6,56 35,45
14,70 6,02 17,98
14,79 5,98 12,17
15,26 5,80 15,02
15,47 5,72 15,26
15,75 5,62 11,11
16,13 5,49 57,81
16,45 5,38 15,80
17,37 5,10 22,52
17,62 5,03 34,76
17,80 4,98 27,97
18,17 4,88 13,67
19,77 4,49 20,09
20,35 4,36 13,56
21,94 4,05 24,02
2225 3,99 10,35
23,61 3,77 19,98
23,94 3,71 16,75
24,18 3,68 26,62
24 .41 3,64 15,16
24,66 3,61 25,6
25,00 3,56 16,06
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bparrosckue yrabl 2 Tera (BelpaxkeHHbIe B °+0,2), XxapakTepHble s
PEHTTE€HOBCKOU MOPOLIKOBON NU(PPAKTOrPaMMBI, SIBJISIOTCS cienyrmumu: 2,76, 8,10,
10,79, 13,49, 16,13, 17,37, 17,62, 19,77, 21,94, 24,18, 24,66.

Vka3aHHOe B 3aroyioBke coennHeHue [Ipumepos 1 u 2, Takxe Ob1I10
oxapakTepus3oBaHo nocpeactsom ero auarpammsl JICK, koTopyro nmonydanu Ha
anmnaparte Perkin-Elmer DSC-7, ucnons3yst BeHTunupyembie amomunuesbie JICK turau
obbemMoM 50 MKJI, HA KOTOPBIE 3arpysKaiu NPpUMepHO 2-4 Mr oOpasua. AJFO MHHUEBBIN
AUCK MTOMEIIAJIM MOBEPX MOPOILIKA, MOJydasi TOHKUH CJIOW U yiy4liasi TEII000MeH.
DrtanoHoM ObUI MyCTON TUTEh TOrO ke Buaa. Uunuii, onoso u csunen (LGC -
aTTECTOBAHHBIC STAJOHHBIE MATEPHAJBI) IPUMEHSLIH JJIsl TPOBEPKU KaTUOPOBKHU
amrapara OTHOCHUTENbHO TEMIIEPATyPHOU IIKaJbl U OTKIUKA dHTaNbnuu. OOpa3msl
AHAJIM3UPOBANIA B TOTOKE a30Ta CO CKOPOCTHIO Harpena, cocrasisromeit 10 °C/muH.
Hauanpabie 1 MakcumanbHble TemMepatypbl (°C) 0ObBIYHO CYNTATNCH 3HAYUMBIMU
napamMeTpamu.

ITonyuennas quarpamma nokasaHa Ha @urype 3, rie Ha4aJjo NIaBICHUS
cocrasiseT 229 °C.

IIpumep 3: N-(2,6-audTundennn)-8-({4-[4-(aumernjiamuHo)nunepuauH-1-unal-2-
MeToKcH(peHUua}amMmuHo)-1-meTui-4,5-guruapo-1H-nupasono[4,3-h|xuna3zonun-3-
kapOokcamua ¢gocdar, rerparuapar, ®opma 11

304 Mr coennHeHus, NOJy4yeHHOro Ha craauu A Ilpumepa 2, 3arpykaroT B a
TPEXTOPJIYIO KPYTJIOJOHHYIO KOJOYy 00beMoM 25 M1, u 100aBisitoT 12 Mt BOABI pH
KOMHATHOH TeMneparype. [lonyueHHy0 CyCleH3Us NepeMelInBaT NPU HarpeBaHUU
no temneparypsl 61-62 °C; pH cocrasaser npumepno 5,3. ITocne 1 yaca
nepememuBanusi, 100aBysoT 35,9 mxa H3POy4 mmtoc 5 Mt BOIBI, ¥ TOYTH CPa3y Ke BCE
COZIEPKUMOE MepexoauT B pactBop, U pH cHuxkaercs no 3,1. PacTBop HarpesaroT 10
70 °C Ha npoTspkeHuu 1 4, s Toro 4ToOel odecneunTs NONHOE pacTBopeHue, pH=
3,2. HarpeBatenpHyI0 O0aHIO YOAJISAIOT, H COCYA OCTABISIOT OXJAXKAAThCS 1O KOMHATHOM
TeMIepaTyphl, 3aTeM MepeMellnBaIl Ha NPOTsbkeHUH 2 yacoB. Cocya oXy1axaarT 10
5 °C, octaBysis €ro B XOJOJUJIbHUKE HA MPOTSKEHUHU HOYH, YTO NPUBOAUT K
BBIMAIEHUIO U3 PAacTBOPA JKEJNTOro ocajka. TBeproe BeecTBO OCTABISIIN s
OCaXJI€HUsl B CMeCH IIpU KOMHATHOH TeMIlepaType, U pacTBOp CyllepHATaHTa yIajsiu.
OcraBiieecs TBEpAOE BELIECTBO CYLININ B CYIIMIBHON KaMepe MpU TeMIreparype
50 °C B ycnoBHSX BaKyyMa Ha NpoTsikeHUU 18 4. Yka3zaHHOE B 3ar0JI0BKE COEJUHEHUE

nojiydaji B BUAC KEJITOTO TBEPAOIO BEIICCTBA.



10

15

20

25

14

IMupoxkas snpoTepma aerunpartauuu: 35-125 °C

Jx3oTepma kpuctamauzauii (Tyauan) @ 190 °C

VYKka3aHHBIN B 3ar0JIOBKE MPOAYKT XapaKTEPU3yeTCsl CBOEU PEHTI€HOBCKOMN
HOPOIIKOBOM AN PAKTOrpaMMOi, KOTOPYIO MOJNYYaH, IPUMEHss annapar
Thermo/ARL XTRA. Vka3auubiii npubop ocHOBaH Ha reomeTpuu bparra-bpenrano, u
obopynosaHn reaepatopom usnydenus Cu Ka, padoratomum npu 45 kB/40 MA
(mourHOCTH 1,8 KBT), 1 TBEpAOTENBHBIM TETEKTOPOM C OXJIAKAEHHUEM MOCPEICTBOM
spdexra [Tenprbe. CriekTpaabHBIN AUATA30H COCTABJsI OT 2 10 40° 20 ¢
HEMPEepPhIBHBIM CKAHUPOBAHUEM, TTOJYYEHHBIM CO CKOpOCThIO 1,20° 260/MuH, 4TO
MO3BOJISIET HACHTU(HUIUPOBATH CIAEAYIOLINE apaMeTPbl KpUCTaJUIA:

- mapaMeTphl 3IeMeHTapHoi sueiiku: a = 13,866(2) A; b =18,824(2) A; c =
7,2575(7) A; anba = 92,014(8)°; 6era = 91,813(7)°; ramma = 107,294(8)°

- TpyIIIa CAMMETPHUH KpHUCTalu4deckoit pemetku: P-1 (2) (TpukinnHHas)

YKka3aHHBIN B 3ar0JIOBKE MPOAYKT OBLIO TaAKKE XapaKTEPU30BATIH MOCPEACTBOM
€ro pPeHTT€HOBCKOH MOPOIIKOBOH AN(PPAKTOTpaMMBl, MIOKa3aHHOW Ha Purype 4,
KOTOPYIO mony4anu, npuMmenss anmnapat Thermo/ARL XTRA. Yka3anusiii mpudop
OCHOBaH Ha reomerpun bparra-bpenrano, u obopynosan reseparopom usnydenus Cu
Ko, padoraromum npu 45 kB/40 MA (momHuocts 1,8 kBT), 1 TBepaOTENbHBIM
IETEKTOPOM C OXJIakaeHueM rnocpeactsoM sd¢exra [lexprre. CriekTpanbHbIN
AMAIa3oH coCTaBisAs OT 2 10 40° 260 ¢ HenpepbhIBHBIM CKAHUPOBAHUEM, MOJTYUYEHHBIM CO
ckopocThio 1,20° 20 /MmuH. OOpa3ubl 3arpykaiu Ha KpeMHHUEBbIe Mano(OHHbIE
mtacTuHbl. [Iopomok BhIpaBHUBAIN BHYTPU JepiKaTels IOCPEACTBOM OCTOPOKHOTO
CIPECCOBBIBAHUSI C MOMOIIBIO MPEIMETHOTO CTEKJIa MUKPOCKOIA WU JPYTHX
NOAXOISAIUX HHCTPYMEHTOB.

Pe3ynbpTaThl mpeacTaBIeHbl B BUAE MEXKIUIOCKOCTHOTO paccTosiHUsA d,
OparroBckoro yria 2 teta (BbIpaskeHHOro B °+0,2) U OTHOCUTEIbHONH HHTEHCUBHOCTHIO

(BBIpa)KEHHOHW B MPOLEHTaX OTHOCUTEIbHO HauOoNee NHTEHCUBHON JINHIH):

ITon. [°2Tera] |MexnnockocTHoe paccrosaue [A]|OTH. unT. [%]
7,03 12,57 11,00
9,43 9,37 56,04
9,86 8,97 19,21
12,23 7,23 22,55
13,47 6,57 17,30
13,70 6,46 27,62
14,08 6,29 17,19
14,23 6,19 12,02
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ITon. [°2Tera] |MexnnockoctHoe paccrosaue [A]|OTtH. unT. [%]
14,81 5,98 100,00
15,36 5,77 11,17
17,49 5,07 17,11
18,01 4,92 30,83
18,70 4,74 12,02
19,78 4,48 52,48
20,73 428 26,92
22,85 3,89 15,52
23,80 3,74 13,98
24,55 3,62 21,43
24,82 3,58 53,06
25,91 3,44 15,20
26,81 3,32 25,51
27,16 3,28 10,01
27,56 3,23 12,10

bpasrrosckue yrabl 2 Tera (BelpaxkeHHbIe B °+0,2), XapakTepHble s
PEHTTeHOBCKOU MOpOMKOBOH nudpakrorpammer: 9,43, 9,86, 12,23, 13,70, 14,81,
18,01, 19,78, 20,73, 24,55, 24,82, 26,81.

Coenunenue IIpumepa 3 Takke OBLIO OXapaKTEPHU30BAHO MOCPEICTBOM €ro
nuarpammbl JICK, koTopyro nonydanu Ha annapare Perkin-Elmer JICK-7, npumensis
BeHTUIHpyemble amroMuaueBbie JJCK turiam o0bemom 50 MK, Ha KOTOpBIE 3arpysKain
npuMepHO 2-4 Mr obpasua. ATIOMHUHUEBBIN JUCK TOMEINAJN OBEPX MOPOIIKA,
NoJIy4dasi TOHKUH CJIOH M yJyd4liasi TemIoo0MeH. DTaloHOM OBLI a MyCTOH TUTeNIb TOTO
xe Buna. Uuauii, onoso u ceusen (LGC -aTTecToBaHHbIE 3TAJOHHBIE MATEPUAIIBI)
NPUMEHSUTH JJIs1 TPOBEPKHU KAJUOPOBKY amnmapaTa OTHOCHTEIbHO TeMITepaTypHOMH
IIKAJbl U OTKJIMKA SHTaJdbnuu. O0pa3ibl aHATM3UPOBAIH B MMOTOKE a30Ta CO CKOPOCTHIO
HarpeBa, coctasjsromuieit 10 °C/muH. Hauanbable u MakcuManbHbie TeMmmepaTypbl (°C)
OOBIYHO CUHUTAIHUCH 3HAYUMBIMH TapaMeTPaMHU.

Ilonyuennas nuarpamma nokasasna Ha @urype 5.

Ilpumep 4: Yncrora u cradbuiabHocTh N-(2,6-audTHagenn)-8-({4-[4-
(auMeTHJIaMHHO) NUNepUANH-1-ua]-2-MeTokcudeHna}amuno)-1-meTua-4,5-
auruapo-1H-nupa3ono[4,3-h]xunazonun-3-kapoéokcamua pochara ®opmbi I B
YCJOBHSIX A0JITOCPOYHOI0 XpaHeHUsI

Uucroty u crabmnbHOCTb N-(2,6-nusTundennn)-8-({4-[4-(aumMeTniaMuHoO)
nunepuaus-1-mi]-2-metTokcn ¢peHun jamuno)-1-metun-4,5-nuruapo-1H-nupasono[4,3-
h]xunazonun-3-kapbokcamun gocdara @opmel I HCHBITEIBAIN B YCIOBUAX

AOJTOCPOYHOIO XpaHCHUs CICAYHO UM o6pa30M:
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HcneiTanue Buemnuii | O0mee JlexapcTBennoe | Kpucrannuueckas

BU] KOJIMYECTBO |BEIIECTBO dbopma
npumecei (%) (peHTreHOCTPYKTYPHBIN
(%) aHaJn3)

to Kenteiti 0,06 99,94 ®opma |
NOPOLIOK

1 mecsn, 5 °C Kenreiit  |0,06 99,94 He ucnbeiTana
NOPOILIOK

1 mecsn, 25 °C Kenreiit  |0,07 99,93 He ucnbeiTana

/60 % OB MOPOIIOK

3 mecsna, 5 °C Kenterit  |0,07 99,93 He ucnbiTana
MOPOILIOK

3 mecsna, 25 °C | XKenrwrit  [0,07 99,93 He ucnbiTana

/60 % OB MOPOIIOK

9 mecsines, 5 °C | XKenrwrit  [0,07 99,93 He ucnbiTana
MOPOIIOK

12 mecsnes, S °C | XKenrerit  |0,06 99,94 ®opma |
MOPOIIOK

24 mecsna, S °C | XKenterii  |0,09 99,91 ®opma |
MOPOIIOK

Pesynprarel mokaszanu, uto N-(2,6-gmaTundenun)-8-({4-[4-
(muMeTHNaMuHO ) UNepuaAnH- 1 -ui]-2-MeTokcudeHus } aMuHo)- 1 -metuin-4,5-qurunpo-
1H-nimpazono[4,3-h]xunazonun-3-kapdokcamun dpocdar @opmerl I sBisieTcs

CTaOMJIBHBIM IO MEHbIIEH Mepe 10 24 MecCsIeB.

Ilpumep 5: PacrBopumocts N-(2,6-nud3Tniagennn)-8-({4-[4-(anmerniaMmuHo)
nunepuanH-1-uil-2-merokcudennna}amuno)-1-merui-4,5-nuruapo-1H-
nupasono[4,3-h|xunazonun-3-kapookcamua pochara ®opmsi I

VYcnoBus ucnelTaHus: NpuMepHO 730 MI HCIIBITYE€MOTO COEUHEHUS
cycnennuposanu B 4 mu B/IU (Boas! 1t mHBEKIUI) 11K B pacTBope coiu (0,9 %-ii
NaCl), aist TOro 4To0OBI UCTIBITATH PACUETHYIO PACTBOPUMOCTH 150 Mr/mi B BHUIE
cBoOomHOTO OcHOBaHUs. CyCIIEH3UH MePEMEIINBAIN C HCIOIb30BAHHEM MarHUTHOM
MEIIAJKU Ha MPOTSKEHUHU 24 4acOB NPU KOMHATHOW TeMMepaType, U 3allUIIaiu OT
cBeTa BO (pirakoHe U3 stHTapHOro cTekia. KoHueHTpanuu HCnbITyeMOro COeANHEHUS
ONpeAeNsii N0 UCTeUueHuu 1 yaca u 24 4acos.

Bce oToOpaHHbIe KONHUECTBA CYyCIEH3UN/PAacTBOPA UEHTPUPYTHUPOBAHU, H
JydIIre pacTBOPBI aHaIu3upoBanu nocpenctsom BOXX nocne ¢punpTpoBanus u

pazbaBiieHHs.
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ITonyueHHbIE pe3yNbTaThI MOABITOKEHBI B CeAYIOIIel TadnuLe:

Coenunenue PactBopurens |Pacuernas PacTBOpUMOCTH
KOHLeHTpauus |1 yac 24 gaca
pacTBopa B (Mr/mn B Buzpe |(Mr/mu B BUIE
soae unu NaCl |csoGogHoro cBOOOAHOTO
(Mr/mMa B BUie |OoCHOBaHMs) OCHOBAHUS)
cBOOOIHOTO
OCHOBAHUSI)

CsobonHoe BOJIA 10,0 <0,001 <0,001

OCHOBaHHE

docharHas BOSIA 150,0 87,5 1302

COJIb

docharHas 0,9 %-s NaCl  |150,0 81,0 133.6

COJIb

IIpumep 6: U3mepeHne rurpockonu4HocTu N-(2,6-audTniadennna)-8-({4-[4-
(aumeTnaMuHO)NUNepuANH-1-uia]-2-MeTokcu dpeHn}amuno)-1-meruia-4,5-
auruapo-1H-nupazono|4,3-h|xunazonun-3-kapdoxkcamua gpochara, @opma |

HcnbiTyeMoe cCOeMHEHNE MOABEPTAIOT UCIIBITAHUIO Ha TUTPOCKOTUYHOCTh
OCPEACTBOM HCITOJB30BAHMS anmnapara AnHaMuueckon copbuun napos (DVS 1000 —
Surface Measurement Systems).

AmnrmnapaTt KOpPOTKO ONPEAEISIIOT, KaK “MUKPOBECHl C KOHTPOJUPYEMOI moaaueit
rasza’, rie B3BELIEHHbIH o0pasel noaBepraercs AeHCTBUIO U3MEHEHHH OTHOCUTEIbHOU
BinaxxHoctu (OB) npu nocTossHHON U KOHTpoJsupyeMoi Temneparype. Ilpu stom
aHATM3UPOBAIN TOYHO B3BEIIEHHOE KOJIMYECTBO NpoayKTa (00bHO 5-10 mr).

PesyabpTatsl mpeacTaBieHsl B cienyromeii Tabnume:

ITornomenue Bonaw! |Iloraomenue soar! |Ilornomenrue Boabl
rpu 30 % OB npu 60 % OB npu 90 % OB

CsobonHoe 0.4 1 2.8
OCHOBAHHE
docdarHas cosb 0,4 1,0 2.5

IIpumep 7: ®PapManeBTHYECKHE KOMIO3HIHU

A. Tabnerkn

1000 Tabnerok, kaxknas comepxkamas 103y 35 mr coenqunenus [Ipumepa 1 100 r
ITmeHn4HBIN Kpaxman 20r
Kykypy3HbIil kKpaxmai 20r
JlakTo3a 30r

Marnus creapat 2r
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JAnoxkcua KpeMHuUs Ir

I'mapoxcunponuiILeIrI03a 2r

B. JInopuauzars Bo paakoHax

I'oToBsT HepacdacoBaHHBINA pacTBOpP, conepkaiuil coenunenue Ipumepa 1,
maHHuTOJ U Tween 80, 3aTeM MTHOPUIU3YIOT BO (JIaKOHAX, TPUUEM KaKIbIH CONEPIKUT
35 mr coenunenus IIpumepa 1, 300 mr manuutona u 5 mr Tween 80.

[Tpu 3ToM o uUIN3AT MOBTOPHO CYCHEHAUPYIOT B 10 MJI BOABI IJIs1 HHBEKIIUH.
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DOOPMVJIA U30BPETEHUA

1. N-(2,6-pmyTundenun)-8-({4-[4-(aumernnamMmuHoO )nunepuauH-1-nnl-2-
METOKCU(pEHUT} aMUHO)-1-MeTui-4,5-nurunpo-1H-nupaszono[4,3-h]xunazonuu-3-

5 kapbokcamun gocdar popmynsr (II):

HN

_o an
HaC
N
/N\
HsC CH,
2. CoenuHeHue 1o NyHKTY 1, MOJy4eHHOE B BUAE KPUCTAIINIECKON HOPMBI
I, xapakTepusyroueics NoCpeaCcTBOM €€ PEHTT€HOBCKOM NOPOUIKOBOU

10 AU PaKTOrpaMMBbl CO CIEAYIOLUIUMHU Op3TTOBCKUMU yriaMu 2 TeTa (BbIPaKEHHBIMH

B °+0,2) 2,76, 8,10, 10,79, 13,49, 16,13, 17,37, 17,62, 19,77, 21,94, 24,18, 24,66.

3. Cnocob nonyuenust coequnenns: popmyasl (II) mo nyukry 1 unm 2,
npUYeM yKa3aHHBIN COCO0 BKIIOYAET MPOBEASHUE PEaKLMH UCXOJHOr0 MaTepuana N-
15 (2,6-nusTnngennn)-8-({4-[4-(numeTnnaMuHO ) unepuanH- 1 -ui]-2-
MeTOKCH(peHUN }aMuHO)- 1 -meTun-4,5-nuruapo- 1 H-nupasono[4,3-h]xunazonun-3-
kapOokcamuna c 1 - 2 skBuBanentamu pactsopa H;PO4 B oprannueckom

pacTBOpUTEE.

20 4. Cnocob mo myHKTY 3, rie OpraHu4eCcKui pacTBOPHUTEb MPEACTABISIET

coboit EtOH.
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5. CoenuHeHue 1Mo NyHKTY 1, MOJy4eHHOE B BUAE KPUCTAIINIECKON (HOPMBI
II, xapakTepusyrouencs NoCPpeaCcTBOM €€ PEHTIT€HOBCKON MOPOIIKOBOM
au(ppakTOrpaMMBbl CO CIEAYIOIMUMHI Op3TrTOBCKUMU yIriiaMu 2 TeTa (BbIPa)KEHHBIMU

B °+0,2) 9,43, 9,86, 12,23, 13,70, 14,81, 18,01, 19,78, 20,73, 24,55, 24,82, 26,81.

6. Cnoco6 nmonydenus: coequrenus: popmysnsr (II) mo nyukry 1 wnm 5,
npUYeM yKa3aHHBIH COCco0 BKIIOYAET MPOBEASHUE PEaKLMH UCXOJHOrO MaTepuana N-
(2,6-nusTHngennn)-8-({4-[4-(numeTunaMuHO ) unepuanH- 1 -ui]-2-

MeTOKCH(peHU }aMUHO)- 1 -MeTun-4,5-nuruapo- 1 H-nupasono[4,3-h]xunazonun-3-

kapbokcamuna ¢ 1 - 2 sxkBuBanentamu pactsopa H;PO, B BOzeE.

7. dapmaneBTHYECKas KOMIIO3ULIHS, COeprKamasi CoequHeHne Gopmyibl
(II) mo nyHkTaMm 1, 2 unu 5 B cCOYETAHUU C OJHUM HJIU OOJBIIUM KOJIHYECTBOM

(I)apMaL[eBTI/ILIeCKI/I NPpUEMIIEMbBIX BCIIOMOTI'aTCJIbHBIX BEIICCTB.

8. dapmaneBTUYECKAsi KOMIO3ULUA 110 NYHKTY 7, T€ COeUHEHUE
dopmynsl (II) npencrasaser coboit N-(2,6-nustundennn)-8-({4-[4-
(muMeTHIaMuHO)UNepUANH-1-unl-2-merokcudennn} aMuuo)-1-metun-4,5-1uruapo-

1 H-ntmpazono[4,3-h]xunazonun-3-kapdbokcamun dpocdar @opmsr L.

9. dapMaleBTUYECKAsT KOMIIO3ULUs 11O MYHKTY 7, T1€ COeAUHEHHE
dbopmyasl (IT) npencrasnsier coboit N-(2,6-nustundennn)-8-({4-[4-
(muMeTuNamMuHO ) UnepuaAnH-1-unl-2-merokcudennn} aMmuno)-1-metun-4,5-nuruapo-

1H-ntupaszono[4,3-h]xunazonun-3-kapdokcamuna dpochar @opmsr 11

10. dapmalieBTUYECKHE KOMIO3ULIMHU 10 YHKTaM 7 - 9, IpeaHa3HauYeHHbIE
ISl IPUMEHEHUS TIPU JIEYEHUH HapYIIeHUH nmpoaudepauu KJIeTOK, BUPYCHBIX

uH(peKunii, ayTONMMYHHBIX 1 HEHPOAETreHePATUBHBIX HAPYLIEHHUH.

I1. dapmaleBTUYECKHE KOMIO3ULIUHU 1O NyHKTaM 7 - 9, IpeaHa3Ha4YeHHbIE
IJI IPUMEHEHUs NIPU JICUEHUU KaPLUUHOMBI, TAKOH KaK KapLMHOMAa MOY€BOTrO My3bIpPH,
MOJIOYHOM >KeJIe3bl, TOJICTON KUIIKH, MOYKHU, TEYEHH, JIETKOTO, BKIKOYas
MEJIKOKJIETOYHBIN PaK JIErKOro, MUINEBOAA, XKEJIUYHOIO My3bIpsl, INYHUKA,

MOJKENTYIOYHOM JKeJIe3bl, )KEeIYyAKa, MEeNKU MaTKH, IIUTOBUAHON KEJEe3bl,
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NPEACTATENbHON XKEJNEe3bl, U KOXKH, BKJIHYAs MJIOCKOKJIETOYHYK KapUUHOMY, ONyXOJeHn
KPOBETBOPHOI TKaHU JTUM(POUTHOIO IPOUCXOXKICHHS, BKIIOYas JIEHKO03, OCTPbII
TuMGOUTHBIN JIEHKO3, OCTPhIi TUMpoOIacTHEIN neliko3, B-knerounyro numpomy, T-
KJIETOUHYIO TuMpomy, tuMpomy XOIKKHHA, HEXOIKKMHCKYIO TUMpoMy,
BOJIOCATOKJIETOYHYIO JuMpoMy U Tumdpomy bepkurra; onyxonHi KpOBETBOPHON TKAaHU
MHUEJIOUAHOIO NPOUCXOKAECHUsI, BKIKOUYAasi OCTPbIE U XPOHUYECKUE MUEJIOTEHHbBIE
JIENKO3bl, MUEJIOAUCIIATUYECKUN CUHIPOM U NMPOMUENIOLUTAPHBIN JIEUKO3, ONMyXOJel
ME3eHXUMaJIbHOTO MPOUCXOXKAEHUsI, BKItoUasi pudpocapkoMy u pabIoMHOCAPKOMY;
OMyXOJIel LEeHTPaJbHON U nepuepruaecKoil HEPBHOM CUCTEMBbI, BKIIIOYAst
aCTPOLUTOMY, HelipoOJIacCTOMY, TJIMOMY U HEBPUHOMY; IPYTUX OMyXOJIeH, BKIFOYas
MEJIaHOMY, CEMHHOMY, T€PaTOKapLUHOMY, OCTEOCAPKOMY, IUTMEHTHYI KCEPOIEPMY,
KEPaTOKCAHTOMY, (OJUTMKYJISIPHBIA paKk LIMTOBUAHON *xeje3rl u capkomy Kamomu,
ME30TEJIMOMY, ONYXOJIH C BBICOKOW CTENEHbIO aHEYIUIOUAUHN U OMYyXOJU, KOTOPbIE
CBEPXIKCIPECCUPYIOT KOMIIOHEHTHI KOHTPOJIbHBIX TOYEK MUTO3a, Takue kak MPS1,
MAD2, MADI1, BUBI1, BUBRI1, BUB3 u npyrue;, 1o00poka4yeCTBEHHOU TUIMEePILUIA3UU
IPOCTAThI, CEMEHHOr0 aJJeHOMAaTO3HOTO MMOJUI03a; Helipodpubpomarosa; ncopuasa;
nposudepannu riIagKOMbIIIEYHbIX KJIETOK COCYIOB, CBA3aHHOM C aTePOCKIEPO30M;
¢ubpo3sa jerkux; apTpuTa; riaioMepyoHeppUTa u NOCICONEePaALHOHHOTO CTEHO3a U

peCcTeHO3a.

12. [TpumeHeHnune GpapManeBTHUYECKONH KOMIIO3UIUHU 110 MyHKTaM 7 - 9 npu
U3rOTOBJICHUH JIEKAPCTBEHHBIX CPEACTB, NPEeJHA3HAYEHHbIX AJIs1 IPUMEHEHUs NIpU
J€YeHUH HapyIIeHUH npoudepanuu KIeTOK, BUPYCHBIX HHPEKIUH, ayTOUMMYHHBIX H

HeNpoAereHepaTUBHBIX HAPYLICHU.

13. [IpumeHeHne ¢papMareBTHIECKON KOMIO3HIINHU 110 MYHKTaM 7 - 9 mpu
WU3rOTOBJIEHUH JIE€KAPCTBEHHBIX CPEACTB, NPEIHA3HAYEHHBIX IS IPUMEHEHUS NIPU
JIEYEHUU KApLUHOMBI, TAKOW KaK KapLMHOMA MOYEBOI0 My3bIpPsi, MOJOYHOM JKeJe3Bbl,
TOJICTOM KMIIKH, MOYKH, MEYEHH, JErKOro, BKJIKYasi MEJKOKJIETOYHBbIN paK JIETKOTO,
MUILEBOAA, KEIYHOTO My3bIpsl, AUYHUKA, MOIXKENYyJOYHON XKeJe3bl, KeJNyIKa, EeHKU
MAaTKH, IIUTOBUAHOMN XKeJIe3bl, MIPEACTATEIbHON JKEeJIe3bl, U KOXKH, BKIII0Yast
IUTOCKOKJIETOYHYIO KapLUHOMY; ONYXOJIel KPOBETBOPHOHN TKaHU JTUM(POUIHOTO
NPOHMCXOXKIACHUS, BKJIIOYAs JIEHKO3, OCTPbIH TUM(OUIHBIN JeHKO3, OCTPhIi

aumdobaacTHeIN Neiiko3, B-knerounywo numpomy, T-knerounyro numpomy, numdpomy
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XOMKKHHA, HEXOIKKHHCKYIO TUM(POMY, BOJIOCATOKJIETOYHYIO JUMPOMY U TUMPOMY
bepkurTa; onyxonaei KPOBETBOPHOM TKAHU MHUEJOUAHOTO NPOUCXOXKIAECHHUSI, BKIIKOYAsi
OCTpBI€ M XPOHUUECKHE MHUEJIOTEHHbBIE JIEHKO3bI, MUEJIOANUCIUIATUYECKUNH CHHIPOM U
POMHEOLUTAPHBIN JIEHKO3; OnyXoyeil Me3eHXUMaJIbHOI0 IIPOUCXOXKIECHUS, BKIIOYas
¢ubpocapkomy u pabIOMHOCAPKOMY; ONyXOJiel LEHTPaNbHON U nepudepuuecKkoi
HEPBHOM CHUCTEMBbI, BKJIIOYAs aCTPOLUTOMY, HEHPOOIaCTOMY, IIMOMY U HEBPUHOMY,
APYTUX OMyXOJIeH, BKIOUAsi MEJIAHOMY, CEMHHOMY, TEPATOKAPLIMHOMY, OCTEOCAPKOMY,
NUTMEHTHYIO KCEPOAEPMY, KEPATOKCAHTOMY, (POJUTHKYISIPHBIN pak IIUTOBHIHOM
xKene3bl U capkoMy Kamommu, Me30TennoMy, ONyXOJu ¢ BBICOKOH CTEMEeHbIO
AHEYIJIOUIUU U OTMYXOJIU, KOTOPBIE CBEPXIKCIPECCUPYIOT KOMIIOHEHTBI KOHTPOJIbHBIX
Touek MUTO3a, Takue kak MPS1, MAD2, MADI1, BUB1, BUBRI1, BUB3 u gpyrue;
n00pOKaYECTBEHHON THIEPIUIA3HHU MPOCTATHI;, CEMEHHOr0 aleHOMAaTO3HOTO MOJIHUI03a;
HelipopuOpomarosa; ncopuasa; nmpoaudepanun r1aIiKOMbIIIEYHBIX KIETOK COCYOB,
CBSI3aHHOH € aTepockiepo3oM; Gpubposa nerkux; apTpura; rioMepyioHedpura u

MOCICONEPATUOHHOTO CTEHO3a U PECTECHO34A.

14. Kombunauus coenqunenus ¢opmynsl (1I) mo nyHkry 1 ¢ mpoTUBOpPaKOBBIM
CPEeACTBOM, BBIOPAHHBIM M3 FT€HOTOKCHYHBIX BEIIECTB, MUTOTUYECKHX SAOB,

AHTUMETA0ONUTOB, HHI'HOUTOPOB MPOTEACOM U MHI'MOUTOPOB KMHA3bI.

15. KomOunauus no nyukry 14, roe coequnenue gopmyunsl (II)
npencrasnsieT codboit N-(2,6-nustundenvn)-8-({4-[4-(nuMeTUIAMUHO )TUTTEPUAUH- ] -
Wi ]-2-MeTOKCU(EHIII } aMUHO )- | -meTun-4,5-nuruapo-1 H-nupaszono[4,3-h]xuHazonun-

3-kapbokcamun pochar Popwmsr L.

16. Kombunauus no nyHkry 14, rae coenunenune gopmyst (II)
npeacTasysieT coboit N-(2,6-nudtundennn)-8-({4-[4-(aumermnaMuHo))munepuanuH-1-
Wi ]-2-MeToKCU(peHII § aMIHO )- | -meTnn-4,5-nurnapo-1H-nupaszono[4,3-h]xuHazonun-

3-xapbokcamun pocdar @opmsr 11

17. KomOunauus no nynkram 14 - 16, npenHazHaueHHAs IS IPUMEHCHUS

IpH JEYEHUH PAKOBBIX 3a00JI€BAHUI.
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18. KombOunauus no nynkram 14 - 16, npenHazHaueHHas 1J1s IPUMEHEHUS
IIpU JICUEHUU KapLUHOMBI, TAKOM KaK KapLIUHOMA MOYE€BOTO My3bIpsl, MOJOYHOM
JKeJIe3bl, TOJICTON KUIIKHU, TOYKH, E€YEHHU, JErKOro, BKJI0Yas MEJIKOKJIETOUYHbIH paK
JIETKOT0, MUILIEBOAA, KEIYHOr0 My3bIps, IMYHUKA, OAXKEIyA0YHOMN JKeNe3bl, KelyaKa,
HIeHKU MAaTKH, IIUTOBUAHOMN JKeJe3bl, NPEACTATEIbHON XKee3bl, U KOXKH, BKIKYast
IJIOCKOKJIETOYHYIO KapLUUHOMY; OMYXOJei KPOBETBOPHOH TKaHU JUM(OUIHOTO
MPOUCXOKIACHUS, BKJIIOYAs JIEHKO3, OCTPbIA TUM(OUTHBIN JIEHKO3, OCTPbIi
auMdobaacTHeI Neiiko3, B-knerounyw numpomy, T-kinerounyw aumbomy, TumMdpomy
XOmKKHHA, HEXOIKKHHCKYIO TUM(POMY, BOJOCATOKJIETOYHYIO JIUMPOMY U TUMPOMY
bepkurTa; onyxoneil KpPOBETBOPHON TKAHU MHUEJIOUAHOTO NPOUCXOXKIECHHUs, BKIOYaAs
OCTpbI€ U XpPOHUYECKHE MHUEJOTeHHbIEe JEHKO3bl, MUEIOANCIIIATUYECKUN CUHAPOM U
MPOMUENOLUTAPHBIN JIEHKO3; ONMyX0Jel Me3eHXUMaJIbHOIO MPOUCXOXKAEHUsI, BKIKOYas
budpocapkomy u pabIoMHUOCAPKOMY;, OMyXOJiel LHeHTPaJbHOH 1 epudepuaecKoi
HEPBHOW CHUCTEMBI, BKJIFOYast aCTPOLUTOMY HelpoOiacToMy, IIHOMY U HEBPUHOMY,
APYTUX ONyXOJeH, BKIOUas MEJaHOMY, CEMUHOMY, T€PATOKAPLIUHOMY, OCTEOCaApKOMY,
NUTMEHTHYIO KCEPOAEPMY, KEPATOKCAHTOMY, (POJIHKYISPHBIN pak IIUTOBHIHON
JeJe3bl U capkomy Kamomu, Me30TeInoMy, ONyXO0JH ¢ BBICOKOH CTENEHBIO
AHEYIUIOUAUU U ONYXOJHU, KOTOPbI€ CBEPXIKCIPECCUPYIOT KOMIIOHEHTBI KOHTPOJIbHBIX
Touek MUTO3a, Takue kak MPS1, MAD2, MADI1, BUB1, BUBRI1, BUB3 u npyrue;
D00pPOKAaYeCTBEHHOM THIepPILIa3uu MPOCTATHI, CEMEHHOT0 aA€HOMATO3HOIO MOJHUI03a;
HelipodpudpomaTosa; ncopuasa; npoanpepanny ri1aJKOMbIIIEYHBIX KJIETOK COCYA0B,
CBSI3AHHOM ¢ aTepockiepo3om; Gudpo3a Jerkux; apTpura; rioMepyioHedhpura u

MOCJICONMEPATUOHHOTIO CTEHO3a U PECTEHO3A.

19. IlpumeHeHne KOMOUHAIIMY 1TO MyHKTaM 14 - 16 mpu U3rOTOBJIEHUHU
JIEKapCTBEHHBIX CPEACTB, NPEJHA3HAYEHHBIX 1JIs1 IPUMEHEHUS NIPU JI€UEHUHU PAKOBBIX

3a00J1€eBaHUN.

20. IlpumeHeHne KOMOMHAIMY IO MyHKTaM 14 - 16 mpu U3roTOBIEHUU
JIEKapCTBEHHBIX CPEACTB, NPEJHA3HAYEHHBIX ISl IPUMEHEHUS NIPU JIEUYECHUU
KapUUHOMBI, TAKON KaK KapLUMHOMAa MOY€BOTr0 My3bIPsi, MOJIOYHOH >KeJI€3bl, TOJCTOU
KUIIKU, TOYKHU, TE€YEHH, JIETKOTO, BKJIOYasi MEJKOKJIETOUYHBIN paK JE€rKOro, MUIEeBOAA,
JKEJIYHOTO MY3bIpsi, IMYHUKA, MOAXKETYJOYHON XKeJe3bl, )KeNyAKa, EeHKU MaTKH,

H_II/ITOBI/II[HOI\/’I KECIIC3bI, HpeHCTaTeHbHOﬁ JKEJIC3bI, U KOXKH, BKJIKOYas IMIOCKOKJIECTOYHYO
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KapLUHHOMY, OINyXOJiell KPOBETBOPHON TKaHHU JUM(POUIHOTO MPOUCXOKAEHHUSI, BKJIIOUAS
JeHK03, OCcTpbIi TUM(OUIHBIN TeHK03, OCTphIN NUMGOOTaCTHBIN Neiiko3, B-
KJIeTOouHYI0 tuMbpomy, T-knerounyro numdpomy, numdpomy XomaKKHUHa,
HEXOJKKUHCKYIO TUM(pOMY, BOJIOCATOKJIETOUHYIO tuMpomy u numpomy bepkurra;
OnyxoJiel KPOBETBOPHOI TKaHU MHEJOUAHOTO MPOUCXOKIAEHUs, BKJIIOYas OCTPbIE U
XPOHHYECKHE MUEJIOTeHHBIE JIEHKO3bI, MUEIOAUCILIATHYECKUH CHHAPOM U
POMHEJIOLUTAPHBIN JIEHKO3; OMyXoyiell Me3eHXMMAJIbHOIO TPOUCXOKICHUS, BKIIFOYast
budpocapkomy u pabIoMUOCAPKOMY; OMyXOJiel LHeHTPaIbHOU U nepudeprudecKoi
HEPBHOW CHUCTEMBI, BKJIFOYast aCTPOLUTOMY HeHpoOiacToMy, MIHOMY U HEBPUHOMY,
APYTUX OMYXOJIeH, BKIOUAsl MEJIAHOMY, CEMHHOMY, TEPATOKAPLIHHOMY, OCTEOCAPKOMY,
NUTMEHTHYIO KCEPOAEPMY, KEPATOKCAHTOMY, (POJUTHKYISIPHBIN paK IIUTOBHIHOM
XKene3bl 1 capkoMy Kamommu, Me3oTennoMy, ONyXOJu ¢ BBICOKOH CTEMEeHbIO
aHEYIJIOUIUN U OTMYXOJIU, KOTOPBIE CBEPXIKCIIPECCUPYIOT KOMIIOHEHTBI KOHTPOJIbHBIX
Touek MUTO3a, Takue kak MPS1, MAD2, MADI1, BUB1, BUBRI1, BUB3 u npyrue;
n00pOKaYECTBEHHON THIEPIUIA3UHU NMPOCTATHI, CEMEHHOr0 aleHOMAaTO3HOTrO MOJIUIT03a;
HelipopubOpomarosa; ncopuasa; mpoaudepanun r1aiKOMbIIIEYHBIX KIETOK COCY/IOB,
CBSI3aHHOMH € aTepockiepo3oM; Gpubpo3a Jerkux; apTpura; riaioMepyioHedpuTa u

MOCJICONEPANUOHHOTO CTEHO3a U PECTCHO34a.

21. ITpumenenne coenunenus Gopmynsl (II) no nyukry 1 npu neyenun

PaKOBBIX 3a00JIeBaHUI B COYETAHHUH C JIy4EBOU Tepamnuei.

22. [Ipumenenue no nyHkTy 21, rne coequnenne Gopmyasi (II)
npeacTaisieT coboi N-(2,6-nudtundennn)-8-({4-[4-(aumermnaMuHo))nunepuanuH-1-
Wi ]-2-MeTOKCU(EHIII } aMUHO )- | -meTun-4,5-nurnapo-1 H-nupaszono[4,3-h]xuHazonus-

3-xapbokcamun pochar Popwmsr L.

23. [Ipumenenue no nyHKTy 21, rne coequnenne Gopmysl (1I)
npeacTasisieT coboit N-(2,6-nurtundennn)-8-({4-[4-(aumerrmnaMuHo))nunepuanH-1-
Wi ]-2-MeToKCU(peHNI § aMIHO )- | -meTnn-4,5-nurnapo-1H-nupaszono[4,3-h]xuHazonun-

3-xapbokcamun pochar @opmsr 11
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@urypa 1: Peatrenosckas nudpakrorpamma amopdron ¢popmsel N-(2,6-gurtundennn)-8-({4-[4-(aumernnamuno)nunepuaus-1-mmi|-2-

METOKCH (dbeHus } aMIuHO )-1-meTun- 4,5-nurunpo-1H-nupaszono [4,3-h] xuHazonusn- 3-kapbokcamu na (cBobOIHOE OCHOBaHUE )
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Qdurypa 2: PenrtreHosckas mnopomkosas pudpakrorpamma N-(2,6-pudTundenun)-8-({4-[4-(aumerunaMmuno)nunepuaun-1-mmil-2-

MeToKcu(peHUN } aMuHO)- 1 -meTmn-4,5-nurunpo-1H-nupaszono[4,3-h] xuHazonun-3-kapbokcamun ¢pocdara Dopmer I
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@urypa 3: ACK guarpamma N-(2,6-austundennn)-8-({4-[4-(nuMeTnIaMIHO )IUNIepUANH- | -1 ]-2-MeTOKCU eHNT } aMUHO)- 1 -MeTH-4,5-

aurunpo-1H-nupasono[4,3-h] xunazonuH-3-kapdokcamua dochara @opmsi 1
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Qdurypa 4: PenrtreHosckas mnopomkosas npudpakrorpamma N-(2,6-gudTundenun)-8-({4-[4-(aumernnaMmuno)nunepuaun-1-mil-2-

MeToKcU(peHUN } aMUuHO)-1-MeTmn-4,5-nurunpo-1 H-nupaszono[4,3-h] xuHazonun-3-kapookcamun ¢pocdara @opmsr 11
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@urypa 5: ACK guarpamma N-(2,6-austundennn)-8-({4-[4-(nuMeTnIaMiuHO )IUNIepUANH- | -1 ]-2-MeToOKCUp eHNT } aMUHO)- 1 -MeTH-4,5-

aurunpo-1H-nupasono[4,3-h] xunazonun-3-kapbokcamua dochara @opmsr 11
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