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ITEPEKPECTHBIE CCBIJIKM HA POJICTBEHHBIE 3ASIBKI

[0001] JaHHas 3asiBka UCHpALINMBAET MPUOPUTET COTJIACHO MPEIBAPUTEBHON 3asBKE Ha
natent CIIIA Ne 62/851044, nmopmannoit 21 mast 2019 roma, xoTopasi BKJIKOYEHAa B JAHHBIN
JOKYMEHT MOCPEICTBOM CChUIKH BO BCEH CBOEH MOJIHOTE.

OBJIACTb U30BPETEHUA

[0002] Hacrositee u3oOpeTeHne mpeaycMaTpuBaeT KpUucTauindeckyro Gopmy 6-prop-7-
(2-drop-6-runpokcudennn)- 1 -(4-mermn-2-(2-nponanmn)-3 -nupuannmn)-4-((2S)-2-merun-4-(2-
nponenown)- 1 -nunepasunmn)nupuno| 2,3 -d jnupumuaun-2(1H)-oHa, (namee B 1TaHHOM
OOKyMeHTe '"coenuHeHus 1"), B TOM 4YHCJIE€ HECKOJbKO KpHCTALTHYeCKuX (opM Oe3BOAHOM
dbopMbl, TUApPATHYIO (GOpMy, HECKONBKO CONBBATHBIX (GopM U ero ¢usndeckue (HOpPMBI,
dapmanieBTHYECKHE KOMIIO3UIMM W CHoco0 JieueHHst 3a00JIieBaHUs, ONOCPEIOBAHHOTO
unrnouposannem G12C KRAS.

HNPEANNOCBIJIKU U3OBPETEHUSL

[0003] Coenunenue 1 mpencraBisier coboii cemektuBHbIM MHrHOUTOP G12C KRAS,
NPUMEHUMBbIH Ul JICYeHHsT BUIOB paka, B TOM YHCJE JICUEHUs] paka JIETKOro, TaKOro Kak
HEMeNIKOKJIeTOUHbIH pak Jjierkoro (NSCLC), pak momkenyIO9HOM KeJIe3bl U KOJOPEKTAIbHBIN
pak. Coenunenue 1 packpbeito B mybmukauuu 3asBku Ha mateHT CIIIA Ne 2018/0334454Al1,
onyOnukoBaHHOMU 22 HOs10ps 2018 rona.

[0004] MHoOTHE COeOMHEHHSI MOTYT HAXOAUTHCS B PA3JIMYHBIX KPUCTAUTHYECKUX (popMax
wim  noauMmopdax, KOTOpble NPOSBIAIOT  pasiuyHble (U3NYECKHE, XUMHUECKHE W
criekTpockonuueckue cpoiicrsa. Hampumep, ompeneneHHble NOIUMOP(BI COENUHEHHS MOTYT
ObITb OONee JIerko pPacTBOPUMBIMU B ONPENENEHHbIX pPAaCTBOPUTENSIX, MOTYT ObITh OoJee
TEKy4YUMH WJIH MOTYT Jierde MOJAJNaBaTbCsl IpeccoBaHuto, 4deMm apyrue. Cm., Hanpumep, P.
DiMartino, et al., J. Thermal. Anal., 48:447-458 (1997). B cny4ae JekapCTBEHHBIX CPEICTB
onpeneeHHbIe TBEpAble GOPMBbI MOTYT ObITh OOJiee OMONOCTYITHBIMU, Y€M IPYTHE, B TO BpeMs
KaK Jpyrue Moryt ObITh Oosiee CTaOMIBHBIMH TIPU ONPEAETCHHBIX YCIOBHSIX H3TOTOBJICHUS,
XpaHEHHUsT U OMOJIOTHUECKUX YCJIOBHAX. JTO OCOOCHHO Ba)KHO C HOPMATHBHO-IIPABOBOM TOYKH
3pEHMsI, TIOCKOJIbKY JIEKAPCTBEHHBIE CPENCTBA ONOOPSIOTCS TAKUMH OPTaHAMHU, KaK YTpaBleHHE
IO KOHTPOJIFO Ka4ecTBa MHIIEBBIX MPOAYKTOB M JiekapcTBeHHbIX cpeacts CIIIA, Tompko B TOM
cily4ae, €CJIM OHH COOTBETCTBYIOT CTPOTMM CTAHAAPTaM YHCTOTHI M XapaKTePHUCTHK. bonee Toro,
ono0OpeHne KOHTPOJHPYIOLUIUMH OpraHaMH OXHOrO mosuMopda COEAMHEHUs, KOTOPbIHA
NPOSIBJIIET ~ ONPENENIEHHYKD  PAacTBOPUMOCT M (PU3UKO-XUMHUYECKHe (B TOM  HYHCIe
CHIEKTPOCKONMYECKHE) CBOMCTBA, KaK MpPAaBHJO, HE O3HAYAeT CKOPOro ONOOpeHHs Ipyrux
NOJIUMOP(OB TOTO KE COSTUHEHUSI.

[0005] ITomumopdHbie GopmMbI COeNUHEHUs, KaK M3BECTHO B OOJAacTH (hapMalleBTHUKH,
BJIMSIOT, HAIIPUMEP, Ha PACTBOPHUMOCTbD, CTA0OMIIBHOCTD, TEKYYECTh, XPYIKOCTh U MPECCYEMOCTh
COEMHEHUs], a TakKe Ha 0e30macHOCTh U 3(PPEKTHBHOCTb JIEKAPCTBEHHBIX IPENapaToB Ha

ocHOBe 3Toro coequHenus. Cwm., Harpumep, Knapman, K. Modern Drug Discoveries, 2000, 53.



CrnenoBaTenbHO, OTKPHITHE HOBBIX MOJIUMOP(OB JIEKAPCTBEHHOT'O CPECTBA MOXKET O0ECIIeUHTD
MHOKECTBO MPEUMYLIECTB.

[0006] Hacrosimee wu3o0peTeHne mnpenycMaTpUBaeT HOBble MOIUMOPGHBIE (HOPMBI
COEMHEHUs 1, B TOM YHCIIe HECKOJBKO KPUCTAIUINYECKUX (hOopM O€3BOAHOMN (HOPMBI, THIPATHYIO
dopMy, HECKOJIBKO COJbBATHBIX (opM, U ero ¢usnueckue QGopMbl, (papMaleBTUIECKHE
KOMITO3ULIMM M CHoco0 JiedeHust 3abosieBaHMs, OnocpemoBaHHOro wuHrudOuposanuem G12C
KRAS. Hosrie nomumopdubie (opmbel MOryT CrocoOCTBOBaTH pa3pabOTKE COCTABOB JUIS
JEYSHHsT OTUX XPOHMYECKMX 3a00NieBaHMH M MOTyT O0ECNeYHTbh MHOTOYUCIICHHbBIE
NPEUMYIIeCTBA B OTHOIICHHWH COCTABOB, B OTHOIIEHUHM HW3TOTOBJICHHS U TEPANEBTHUECKUE
NPEUMYIIECTBA.

KPATKOE OIINCAHUE

[0007] Hacrosiimee wu300peTeHHEe NPEAyCMATPUBAET KPUCTAUTUMYECKUE U aMOp(HbIE
dopmbl  6-prop-7-(2-Prop-6-runpokcudenmn)-1-(4-metnn-2-(2-nponaHui)-3 -MUPUAHHNI )-4-
((2S)-2-metun-4-(2-nponenomn)- 1 -munepasuanin)nupuao| 2,3 -d|mupumuans-2(1H)-ona, B TOM
YHCIie HECKOJNbKO O€3BOHBIX, THAPATHBIX U COJIbBATHBIX (POpM, M €ro Teepabie (POPMBI,
dapmanieBTHYECKHE KOMIO3MLUU M CIOCOOBI JieueHUs 3a00yeBaHUs, OMOCPEIOBAHHOTO
uHrnouposannem G12C KRAS.

KPATKOE OIIUCAHUE ' PAOUYECKHNX MATEPHAJIOB

[0008] Ha ¢wur. 1 mokazansl nmanubie XRPD s amopduoi ¢opmer coemuHeHus 1.
ITopomkoBast peHTreHorpaMma XapakTepHa Ui aMOp(pHOro mMatepuana ¢ IUPOKUM aMOPPHBIM
rajo M OTCYTCTBHEM OTHYETJIUBBIX MUKOB AU(PPAKLNHN, COOTBETCTBYIOLINX COEAMHEHHIO, MpPU
yraax 5-40° 2-tera.

[0009] Ha ¢ur. 2 nokazansl nanusie DSC mist amopdHOl hopmbl coennuaenus 1.

[0010] Ha ¢ur. 3 mokasansl nanubie TGA ans amopdroit popmbl coenunenus 1.

[0011] Ha ¢ur. 4 noxasan cnextp “F SMP teepnoro Tena (SSNMR) ans amopdHoit
dbopMbI coenuHeHus 1.

[0012] Ha ¢wur. 5 nokaszansr nanaeie XRPD s kpuctanamueckoit 6e3BogHol (opmsr |
coenunenust 1. IlopomkoBast peHTreHOBCKas nudpakrorpamma Oe3pogubix ¢opm  I-I11
coenuHeHUs1 | XapakTepHa Uil KPUCTAUIMYECKOrO Marephaja C OTYETIHBBIMH ITHKAMH
mudpakuun mpu yrinax ot 3° 2-tera go 40° 2-tera.

[0013] Ha ¢ur. 6 nokaszansl nanasle DSC mis xpuctammyueckoi 0e3BonHOM (popmsl 1
coenuHeHus 1.

[0014] Ha ¢ur. 7 moka3ansl nanaeie TGA nnst kpucrammndeckoi 0e3BonHo# (opmsrl 1
coenuHeHus 1.

[0015] Ha ¢ur. 8 nokasannl manHeie *C SSNMR sl KpUCTaqIMueckol Ge3BOmHOI
¢dopwmel I coenquuenus 1.

[0016] Ha ¢ur. 9 nmokasanbl nanubie °F SSNMR ans kpucTaaauueckoil Oe3BomHOI
¢dopwmel I coenunenwst 1.

[0017] Ha ¢ur. 10 nokazans! qanabie XRPD nns kpuctammyeckoi 0e3BoHON HOpMBI

II coenunenus 1.



[0018] Ha ¢ur. 11 nokazansl nanueie DSC nnst kpucrammdeckoit 6e3BogHoi dopmsl 11
coenuHeHus 1.

[0019] Ha ¢ur. 12 nokazane! nanusie TGA mis xpucrammnueckoi 0e3sonHoi dopmsl 11
coenuHeHus 1.

[0020] Ha ¢ur. 13 nokasansl nannbie *C SSNMR s kpucTaiindeckoil 6e3B01HOM
¢dopmsbi I coenunenms 1.

[0021] Ha ¢ur. 14 noxasansl mannbie °F SSNMR s kpucTanmuueckoil Ge3BOgHOM
dopwmni I coennnenus 1.

[0022] Ha ¢ur. 15 nokazans! qanabie XRPD nnst kpuctammyeckoi 0e3BoHON HOpMBI
III coenunenus 1.

[0023] Ha ¢ur. 16 nokazans! ganabie DSC miist kpuctammnueckoi 6e3BonHoi Gopmsr 111
coenuHeHus 1.

[0024] Ha ¢wur. 17 noka3zansl nanuble TGA s kpucrammnaeckoit 0e3somnaoit Gpopms 111
coenuHeHus 1.

[0025] Ha ¢ur. 18 nokaszans! qanabie XRPD nnst kpuctammmyeckoil ruapaTHOi GOpMbI
coenuHeHus 1.

[0026] Ha ¢wur. 19 nokaszansl ganabie DSC s kpucTammndecko ruapaTHOl GOopMbI
coenuHeHus 1.

[0027] Ha ¢ur. 20 nmokasanel naHHble TGA s KpUCTAJUINYECKON THAPATHONH (HOPMBI
coenuHeHus 1.

[0028] Ha ¢wur. 21 nokaszansl naHHbIe mepekpbiBaHuss XRPD (cBepxy BHU3) s
kpucramnnueckux Oe3sopHbix ¢Gopm L II u III m xpucrammmueckod ruapaTHON (HOPMBI
coenuHeHus 1.

[0029] Ha ¢ur. 22 noka3zansl nanabie XRPD miist KpucTaquin4eckon COIbBaTHON (OPMBI
I ¢ THF coenunenus 1.

[0030] Ha ¢ur. 23 noka3zans! ganasie DSC mis kpucTanmmueckoi conbBaTHON Gopmbl |
¢ THF coenunenus 1.

[0031] Ha ¢ur. 24 nokazanbl nanHbie TGA 1151 KPUCTAUTHUECKOH CONbBATHON (popmbl |
¢ THF coenunenus 1.

[0032] Ha ¢ur. 25 nokaszanbl nanHbie XRPD 11st KprcTammueckoi conbBaTHOW (HOPMBI
I ¢ MeCN coenunenus 1.

[0033] Ha ¢ur. 26 nokazans! ganasie DSC mis xpuctanmmueckoi conbBaTHON Gopmbl |
¢ MeCN coenunenus 1.

[0034] Ha ¢ur. 27 nokazansl naHHble TGA aist KpUCTAITNUECKOH conbBaTHON (popmsl |
¢ MeCN coenunenus 1.

[0035] Ha ¢ur. 28 nokaszanb! nanHbie XRPD 11st KpucTammnueckoi conbBaTHONW (HOPMBI
I ¢ MEK coenunenus 1.

[0036] Ha ¢ur. 29 nokazans! nanasie DSC misa xpucranmmueckoi conbBaTHON Gopmbl |
¢ MEK coenunenus 1.

[0037] Ha ¢ur. 30 nokaszanb! nanHbple TGA 1151 KpUCTANIMYECKOH CONbBaTHON (hopmpI |



¢ MEK coenunenus 1.

[0038] Ha ¢ur. 31 nokaszans! nanHpie XRPD n1st kpucTaminueckoi conbBaTHONW (HOPMBI
I ¢ EtOAc coenunenus 1.

[0039] Ha ¢ur. 32 nokazanbl nanHble XRPD s xpuctannindeckoil conbBaTHON (OPMBI
I ¢ DMF coenunenus 1.

[0040] Ha ¢ur. 33 nokazans! ganHble DSC aist kpucTaymumyueckon coabpBaTHON (opMmsl |
¢ DMF coenunenus 1.

[0041] Ha ¢ur. 34 nokazanb! nanHbie TGA 1151 KPUCTAUTUYECKOH CObBATHOM (hopMmbI |
¢ DMF coenunenus 1.

[0042] Ha ¢ur. 35 nokazanbl nanabie XRPD 1i1st KprcTasmnaeckoi conbBaTHOW (HOPMBI
I ¢ DCM coenunenus 1.

[0043] Ha ¢ur. 36 nmokazans! nanasie DSC mis xpuctanmmueckoi conbBaTHON Gopmbl |
¢ DCM coenunenus 1.

[0044] Ha ¢ur. 37 nokaszansl nanHble TGA 1151 KPUCTATHUECKOH CONBbBATHON (opMBI |
¢ DCM coenunenus 1.

[0045] Ha ¢ur. 38 nokaszanb! nanHbie XRPD 11st KprcTammnueckoi conbBaTHOW (HOPMBI
I ¢ aneronom coenunenns 1.

[0046] Ha ¢ur. 39 nokazane! nanasie DSC misa xpuctanmmueckoi conbBaTHON Gopmbl |
C aLlETOHOM COEUHEHMUS 1.

[0047] Ha ¢ur. 40 nokaszanb! nanable TGA ast KpUCTANINUECKOi conbBaTHON (opmsl |
C aLlETOHOM COEUHEHMS 1.

[0048] Ha ¢ur. 41 nokaszanb! nanHple XRPD n1st kpucTaainueckoi conbBaTHONW (HOPMBI
II ¢ aneronoM coenuHeHust 1.

[0049] Ha ¢wur. 42 noka3zanbl gannbie DSC s kpuctammieckon coiabBaTHOH Gopmer 11
C aLlETOHOM COeAMHEHUsI 1.

[0050] Ha ¢ur. 43 nokazansl nanubie TGA 11 KpUCTAUIMYECKOH cobBaTHOW (opmbr 11
C aLleTOHOM COEUHEHMUS 1.

[0051] Ha ¢ur. 44 nokazanb! nanHbie XRPD 1i1st KprcTaImuecKoi conbBaTHOW (HOPMBI
I ¢ n-nuokcanom coenuHenus 1.

[0052] Ha ¢ur. 45 nokazans! nanasie DSC st kpucTammmueckon conbBaTHON (Gopmbr |
C I-JUOKCAHOM COEAUHEHMUS 1.

[0053] Ha ¢ur. 46 nokazanbl nanHble TGA 1151 KPUCTAJUTHIECKOH CONbBATHON (hopMbI |
C I-JUOKCAHOM COEAUHEHHUS 1.

[0054] Ha ¢ur. 47 nokaszansl nanHble XRPD mutst kpucTammmueckoi conbBaTHOW (POPMBI
I ¢ MeOH coenunenus 1.

[0055] Ha ¢ur. 48 mokazane! nanasie DSC mis xpucranmmueckoi conbBaTHON Gopmbl |
¢ MeOH coenunenus 1.

[0056] Ha ¢ur. 49 nokaszanb! nanHple TGA 1151 KPUCTAUNTMYIECKOH CONbBATHON (hopMbI |
¢ MeOH coenunenus 1.

[0057] Ha ¢ur. 50 nokaszans! ganabie XRPD ni1st kpuctammnueckoi conbBaTHONH (POpMBI



I ¢ IPA coenunenus 1.

[0058] Ha ¢ur. 51 nokazane! nanasie DSC misa xpucranmmueckoi conbBaTHON Gopmsr |
¢ IPA coenunenus 1.

[0059] Ha ¢ur. 52 nokaszanb! nanHble TGA 1151 KpUCTANIMYECKOH CONbBAaTHON (hopMbI |
¢ IPA coenunenus 1.

[0060] Ha ¢ur. 53 noka3zanbl nanaeie XRPD niist KpuCTaUIMUeCKON COIBbBATHON (POPMBI
I ¢ EtOH coenunenus 1.

[0061] Ha ¢ur. 54 nokazans! nanasie DSC mis kpucTanmmyeckoi conbBaTHON Gopmbl |
¢ EtOH coenunenus 1.

[0062] Ha ¢ur. 55 nokazanbl nanHbie TGA 1151 KPUCTAUTHYECKOM COMbBATHOM (HopMbI |
¢ EtOH coenunenus 1.

[0063] Ha ¢ur. 56 mokasanbl naHHble nepekpbiBanus XRPD 1ist M30CTPyKTYypHBIX
conmbBaTHBIX Gopm coenmaenus | (ceepxy BHu3z. THF, MeCN, MEK, DCM, aueron, MeOH,
IPA, EtOH).

NNOJAPOBHOE OIIMCAHUE

Onpenenenus

[0064] Tepmun "coenunenue 1" osznawaer 6-¢prop-7-(2-prop-6-ruapoxcudennn)-1-(4-
MeTuI-2-(2-nponanni)-3-nupuannun)-4-((2S)-2-metnin-4-(2-nponenonn)-1-

nunepasuHuT)nupuno| 2,3 -d | mupumuans-2(1H)-om.

Xuvmueckas popyyna: CylLaF,N:O;
Tounas macca: 560,23

Monekvaspras Macea: 560.61
Onementsri anamms: C, 64,28; H, 5,39, F, 6,78; N, 14,99, O, 8,56

[0065] Hexoropble H3 COEIWHEHUH, pPACKPBITBIX B JaHHOM JAOKYMEHTE, MOTYT
CYIIECTBOBaTb B BHUJAE AaTPOMOM3OMEPOB, KOTOPbIE SIBIKIIOTCS  KOH(POPMALIMOHHBIMH
CTEPEOU30MEpaMH, KOTOPbIE BOSHUKAIOT, KOTAA BPALEHHE BOKPYT OAUHAPHOU CBSI3U B MOJIEKYJIE
MPENOTBPAIACTCST WM CHIBHO 3aMEMIACTCSl B PE3yJbTaTe CTEPUUECKUX B3aMMOAEHCTBHU C
APYTUMHU 4acTsIMHU MoJeKkynbl. CoenuHeHUs, pacKpbITble B JAHHOM JOKYMEHTE, BKJIIOYAIOT BCE

ATPOMMOU3OMEPLI KaK B BUAC YUCTBIX IPEMAPATOB OTACJIBbHBIX aTPOMON3OMEPOB, TaAK U B BUIAC
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o0OrameHHbIX MPenapaToB KaKAOro aTpPorOH30Mepa WM HeCTIeHU(UUECKYI0 CMECh KaXKIOro
arporiomsoMepa. B Tex cryuasx, ecnM BpamaTeNbHbIH Oapbep BOKPYT OIWHAPHOW CBSI3H
IOCTaTOYHO BBICOK, M B3aUMOIIPEBpAIIEHHE MEXAY KOH(POPMALUSMHU SBISIETCS AOCTATOYHO

MCIOJICHHBIM, TO MOFyT Z[OHYCKaTbCﬂ paSI[eJ'IeHI/Ie 1 BBIACJIICHUEC HSOMeprIX BUIOB MOHeKyn.
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Hanpuwmep, coennnenue 1 npexncrasnsieT coboii arpornousomep M N= u
MO>KET JIEMOHCTPUPOBATh OrpaHUYEHHOE BpalleHue. M-arpornousoMep coenuHeHus 1 Takxke

u3BecteH kak AMG 510. Canon, J., ef al., Nature 575(7781):217-223 (2019), Fig. 1a.

[0066] B kauecTBe anbpTepHATUBbI coeMHEHNE | UMeeT chenyrouuii atponousomep P u

MOXKET JEMOHCTPHUPOBATH OT'PAHUYCHHOC BPALCHHUC!
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A66pesuatypsl. Crienyromire abOpeBUaTypbl MOT'YT NMPUMEHSATHCS B JTAHHOM JJOKYMEHTE

AcOH YKCYCHasl KUCJIOTa
BOJIH VUTA BOJH . BOJIHBIH
DCM IUXJIOpPMETaH
DME 1,2-nuMeTOoKCHITaH
DMF N, N-npumerundopmamug
DMSO JUMETHIICY Tb() OKCHT
DKB WM 3KB WJIH
5KBUBAJICHT
5KBUB.
ESI unn ES HMOHM3ALUS DJIEKTPOPACHbUICHUEM
Et 5THUI
Et:O OUATHIIOBBIN 3Up
EtOAc STUJIALIETAT




EtOH 3TaHOJI
r rpamm(-bl)
q. qac(-bl)
HPLC JKUJIKOCTHAsA XpoMaTorpadus Ipu BHICOKOM JIaBJI€HUN
IPA W30MPONUJIOBBIA CIIUPT
iPr H30MPOITIIT
iProNEt wiin DIPEA N-stunguusonponuiaMuH (OCHOBaHUE XYHUTA)
LC MS, LCMS, LC- 5 .
MS st LO/MS MacC-CIeKTPOMETPHUS € JKUAKOCTHON XpoMarorpadueit
LG yXOJslIas rpymnmna (HarmpuMep, rajoreH, Me3mnar, Tpudar)
macea/3apso0 Macca, IeJICHHAas Ha 3apsij
Me METHUII
MeCN ALETOHUTPUII
MeOH METAHOJI
MEK METWISTUIKETOH
METaJUTNYEeCKHUEe YACTHLIbI, TPEeIHa3HAUYEeHHbIE I PEAKLUN KPOCC-
Met coueranus (Hanpumep, MgX, ZnX, SnR3, SiR3, B(OR)2)
MT MIJLTATPAMMBI
MUH. MHHYTBI
MII MUJLTHITUTPBI
MS MacC-CIEeKTPBI
NaHMDS reKCaMeTUANCUIIAa3 U HATPUsI
NBS N-OpOMCYKLIMHUMU]T
n-BuLi H-Oy THILTUTHI
NCS N-XJOpCyKLIMHUMUA
AMP sIIEPHBIN MATHUTHBIA PE30HAHC
Pda(dba)z Tpuc(nubeH3unuaeHaneToH )aunamiaaii(0)
Pd(dppf)Cl2-DCM, [1,1'-6uc(nudennndpochuno)peppoueH | nuxnopnamnaanii(ll),
Pd(dppf)Cl2 KOMIUIEKC ¢ JTUXJIOPMETaHOM
Pd(PPh3)4 terpakuc(rpudennndochun)namiaanii(0)
Ph benmn
ppm 4aCTH Ha MIJIJTHOH

PR winu PG wnm 3aim.

rpynna

3alIUTHAS TPyMNa




rbf KPYTJIOAOHHAs KOj0a
JKHJIKOCTHAs1 XpoMaTorpadusi Mpu BHICOKOM JABJICHUH C
RP-HPLC
oOpateHHOH (azoit
K. T, unu x. T. unu
KOMHATHas TeMIepaTypa
KOMH. TE€MIL.
HAC. WIH HAChILI. HaCBILICHHbIN
SFC CBepXKpUTHUECcKas QurongHasi Xxpomarorpadus
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[0067] Hcnonb3oBanue (HOpM €IUHCTBEHHOTO YHCIA, MHOXECTBEHHOI'O YHCIA |
AHAJIOTUYHBIX CCBIJIOK B KOHTEKCTE HACTOALIEro N300peTeHus (0COOEHHO B KOHTEKCTE (POPMYJIbI
M300pEeTeHHsT) JOJKHO TOJIKOBATHCS KAK OXBAThIBAIOIIEE Kak (POPMBI €AMHCTBEHHOT'O YUCIIA, TaK
u (OopMBI MHOXXECTBEHHOI'O WYHCHA, €CIM He yKa3aHo wuHoe. [lepeuncieHue auana3oHOB
3HAYEHUH B JAHHOM JOKYMEHTE MPEeIHA3HAYEHO JIUIIb Il TOTO, YTOOBI CIIy>KUTh KPATKUM
croco0oM oOpalneHusi Mo OTASNBHOCTH K KaXIOMYy OTIEIbHOMY 3HAUEHHIO, TOMAJA0LIEMy B
TaHHBIN AMANa30H, €CJIU He YKa3aHO MHOE B JAHHOM JOKYMEHTE, U Ka)X10€ OTAeIbHOEe 3HaUeHHe
BKJIFOYEHO B OINMCAHHE, KAaK €ClU Obl OHO OBbUIO OTHENBbHO yKAa3aHO B JaHHOM JOKYMEHTE.
Hcnonp3oBanue moOOro u BCEX MPUMEPOB WM WILTFOCTPATHBHBIX (OPMYJIHPOBOK (HampuMep,
"Takoil Kak"), TPEINCTABJICHHbIX B JAaHHOM JOKYMEHTE, NpPeJHA3HAYEHO IS JIy4IIero
WUTIOCTPUPOBAHUSL HACTOALIEr0 H300pPETeHHS] M HE SBIIETCS OrpaHHYeHHEM o0bema
HACTOSILIEr0 M300peTeHus], ecu He 3asBiIeHOo nHoe. Hu omgHa ¢opmynmpoBKa B ONMUCAHUU HE
JOJDKHA HWCTOJIKOBBIBATBCS KAaK YKA3bIBAKOLIAsl HA KAaKOH-IMOO HE3asBIEHHBIM 3JEMEHT Kak
CYIIECTBEHHBIH It MPAKTHYECKON pean3allii HaCTOALIETrO H300PETeHUsI.

[0068] Tepmun "Ge3Bonmnas ¢opma coenuHeHus 1" o3Havaer GopMy coeawHEeHUs 1,
MPAaKTUYECKU WJIHM MOJHOCTBIO HE COMEPIKAalIYI0 BOAbl M, B YACTHOCTH, KPHUCTAJUIU3ALMOHHON
BoApl. CriermanucraM B JaHHOH oOmactu OyAeT MOHSTHO, YTO TOYHOE KOJUYECTBO MOJIEKYJI
BOJbI MOXKET HE3HAYUTEIbHO H3MEHSTBhCS B JIIOOOW MOMEHT BPEMEHH NPU H3MEHSFOIIUXCS

TEeMIIepaType, AaBJIEHUU U APYTUX BUJAX BIMSHUS OKpysKarowen cpeasbl. Ilpeanonaraercs, 4ro



BCE HE3HAUUTENIbHbIE WM3MEHEHHs] KOJNYECTBA CBS3aHHBIX MOJIEKYJ BOIbI BXOAAT B OO0BEM
HACTOSIIETr0 N300pETEHNUS.

[0069] TepmuH "cokpuctayin" O3Ha4aeT KPUCTALIMUYECKUN MaTepuaj, COAepKaluil aBa
win Ooyiee COENUHEHUH Tmpu Temreparype okpyxatomed cpenbl (ot 20°C mo 25°C,
npeanoututensHo 20°C), U3 KOTOPBIX MO MEHbIIEH Mepe /1Ba YAEPKUBAIOTCS BMECTE 3a CUET
cnaboro B3aMMONEWCTBHS, TZA€ IO MEHbIIEH Mepe OJHO U3 COCOUHEHHH SIBIISIETCS
cOKpucTajuIooOpasoBareneM, a apyroe siiusercs coenuHeHueMm 1. Cnaboe B3anmopencTBHe
oTpeseNnsieTcsl Kak B3aHMMOJEICTBHE, KOTOPO€ He SIBJISIETCS HHU HWOHHBIM, HHU KOBAJIEHTHBIM U
BKJIIOYAET, HamlpuMep, BONOPOAHBbIE CBsA3H, Cuibl Ban-nep-Baanbca u m-m-B3ammoneiicTBus.
TepmuH "cokpuctaiut” BKIIOYAET COJNBBATHBIE (POPMBL

[0070] Tepmun "amopdHast dopma" wmmu "amMopdHBIH" O3HaYaeT MaTepHal, KOTOPbIHA
JUINEH JaJbHEro IMOpsAKa U BCIEACTBHE O3TOr0 HE AEMOHCTPUPYET OTUETJIMBBIX IHKOB
audpakuuy  PEHTTeHOBCKHMX JIydeH, TO ecTb mnmka audpaxkamu bparra.  Ilopomkosast
peHTreHorpaMMa aMoppHOrO MaTepuana XapakTepu3yercs OOHUM WM  HECKOJIbKUMH
aMOp(HBIMH Tajo.

[0071] Tepmun "amopdHoe rajgo" mpencrapisier coOOH MPUMEPHO KOJOKOJIOOOpa3HBIM
MaKCHMyM Ha TMOPOIIKOBOI PEHTITe€HOrpaMMe aMOp(HOro BemecTsa.

[0072] TepmuH "BCrOMOraTeNbHOE BEIIECTBO" O3HA4YaeT JHOObIE (hapMaleBTHUYECKH
npuemMiieMyr0 100aBKy, HOCHTENb, pa3z0aBUTENb, BCIOMOTAaTEIbHOE CPEACTBO WIIHM APYrou
UHIPEIUEHT, OTJINYHBIN OT aKTHUBHOrO (apmaneBTudeckoro nnrpenuenrta (API), koropele, kak
NPABUJIO, BKJIOYAIOT I COCTABJIEHUS M/UJTH BBEJICHUS MALIEHTY.

[0073] Tepmun "3aboneBanue, omocpenoBanHoe wunruOuposanunem G12C KRAS"
o3Havaer (i) Buabl paka u (ii) comupsble omyxoin. KRAS sBnsercs HauOojee 4YacTo
MyTHPYEMbIM OHKOT'€HOM IpPHU pake M KOAMPYET KIIFOUEBOW CUTHAJBHBIA OEJNIOK B OMyXOJISX.
Canon, J., et al., Nature 575(7781):217-223 (2019), pedepar. MyranTtHas popma KRAS(G12C)
COAEPIKUT OCTATOK IUCTEHWHA, KOTOPBIM OBbLT HCIONB30BAH Ui CO3MAHUS KOBAJIEHTHBIX
UHTHOUTOPOB ¢ MHOTOOOEINAoNIEH NTOKJIUHUYECKOH akTUBHOCTBIO. /d. Cepuio MHTHOUTOPOB
ONTUMH3HPOBAIN C TPUMEHEHHEM HOBBIX CBS3BIBAIOIINX B3aUMOJECHCTBUH, YTOOBI 3aMETHO
NOBBICHTh UX 3(PEKTHBHOCTb U CENEKTHUBHOCTb. /d. Ycunmus npusenu K oTkpbitiio AMG 510.
Id. B MOKTMHUYECKHUX UCCIIENIOBAHUSX JiedeHre ¢ ToMoIlbio AMG 510 mpuBOIMIIO K perpeccuu
omyxoneii ¢ KRASY'?C u yayumano mpoTHBOOMyXo0nieByo 3(G(heKTHBHOCTh XHMHOTEPATIHH H
CPEACTB HAINPABJIEHHOTO NEHCTBHA. /d. Y MMMyHOKOMITIETEHTHBIX MBIIIEH JIEUEHUE C MTOMOIIBIO
AMG 510 kak OTAENpHO, TaK U B KOMOWHALMM C WHTHOUTOPAMH MMMYHHBIX KOHTPOJBHBIX
TOYEK NPUBOIMUIO K MPOBOCHAIUTEIBHOMY MHKPOOKPYKEHHUIO OIYyXOJU U O0ecrednBaso
U3JICYCHNE Ha JUTHTENIbHOE BpeMs. /d. Y BbUICUEHHBIX MBIIIEH HE MPOUCXOANI POCT U30TE€HHBIX
omyxoneii ¢ KRASY!?P

reTepONIOTHYHBIX aHTUreHoB. Id. Kpome Ttoro, B kimHMYecknx wucnbiTanusax AMG 510

, 4TO CBHUAETEIbCTBYeT OO0 aJanTHBHOM HMMYHHUTETe B OTHOLICHUU
MPOJAEMOHCTPUPOBAJ MPOTHUBOOMYXOJIEBYIO aKTUBHOCTD B MEPBBIX KOrOPTax C BBEAEHUEM JO3BI
U TIPEICTABIsAET COOOM MOTEHIMAIbHO TPAHCHOPMHUPYIOIIYIO TEPANUIO AN MALUEHTOB, I

KOTOPBIX OTCYTCTBYIOT 3(ppeKTUBHBIE BUIbI JieueHus. /d.
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[0074] Tepmmu "pak"  o3Hauaer runepnponuepaTUBHOE  HApyIIEHHE Y
MJIEKOMUTAIOLIEr0, TaKOro kak uesosek, ¢ mytauneit KRAS, HRAS unu NRAS G12C, xotopoe
MOXKHO JIEUNTb, HAIPUMEp, MyTeM BBEACHUS YKa3aHHOMY MJIEKOMUTAIOIIEMY TEPareBTUYECKU
3¢ (}EeKTUBHOIO KOJINYECTBA COENUHEHMs |, PacKpbITOro B JAHHOM JTOKYMEHTe. B HEeKoTOphIX
BapUAHTaX OCYILECTBJIEHUs PaK IMpeAcTaBisAeT coOOH, HarpuMep, OCTPBIH MUEIOUIHBINA JIEHKO3,
paK y MOAPOCTKOB, paK HAAINOYEYHUKOB B JETCKOM BO3pacTe, BUABI paka, CBSI3aHHBIE CO
CIIM[lom (mampumep, mmmpoMmy u capkomy Kamomwm), pak aHaIbHOrO KaHala, pak
4epBeOOPA3HOTO OTPOCTKA, ACTPOLUTOMbI, ATUITUYHBIN TepaTOU, 0a3aIbHO-KJIETOUHBIH PaK, paKk
JKEJTYHBIX TPOTOKOB, PaK MOYEBOTO Iy3bIPsi, PaK KOCTH, TJIMOMY CTBOJIA TOJIOBHOT'O MO3Tra,
OMyXOJIb TOJIOBHOTO MO3ra, pak MOJIOYHOH KeJie3bl, OpPOHXHAaJbHBIE OMyXOJH, JUMpoMy
bepkuTra, KapUMHOMIOHYIO OIyXOJb, ATUIHUYHBIA TEPATOUZ, SMOPHUOHAIBHBIC OIYXOJIH,
SMOPHOHAIBHO-KJIETOUYHYIO OIYXOJIb, MEPBUYHYIO JTUM(POMY, paK LIEHKH MAaTKH, BHIbI Paka B
JETCKOM BO3pacTe, XOPAOMY, OIYyXOJIM CepALa, XpOHUUECKU JuMbounTtapHseii jieriko3 (CLL),
XpoHHUYeckuii muenoneliko3 (CML), xpoHuueckue MuenonponnepaTiBHble HApYIIEHHs, PaKk
TOJICTOHN KHIIKH, KOJIOPEKTAIbHBIA paK, KpaHHOPapUHTUOMY, KOKHYIO T-kieTounyro nmumdomy,
BHETIEYCHOYHYIO MPOTOKOBYIO KapuuHomy in situ (DCIS), smGpuonaneHble omyxonu, pak CNS,
paK >HAOMETPHs, SMEHANMOMY, paKk MUINEBONA, 3CTe3MOHeHpoOmacTomy, capkomy IOwuHra,
BHEUEPEITHYI0 3MOPHOHAIBHO-KJIETOYHYIO OIyXOJIb, BHETOHAIHYIO 3MOPHOHAIBHO-KIETOUYHYIO
OIyXOJb, PaKk riasa, (pUOPO3HYI0 TMCTHOLUTOMY KOCTH, pak xemuHoro mys3bips, pak JKKT,
kapuuHounHyro omyxonb JKKT, sxenymodHo-kuinednsle crpoManbHble omyxomu (GIST),
SMOPHOHANBHO-KJIETOYHYI0 ~ OMyXOJb, TECTALMOHHYKD  TpO(OONACTHUYECKYI0  OIyXOJlb,
BOJIOCATOKJIETOUHBIM JIEMKO3, pak TOJOBbI W ILIEH, paK CepAla, pak IeudeHH, Jumpomy
XOKKUHA, THUMO(papUHIeaNbHbI pak, BHYTPUIJIA3HYIO MEJIaHOMY, OIyXOJU OCTPOBKOB
NOJDKEITYIOUHON JKeNe3bl, HeMPOIHIOKPUHHBIE OMYXOJIU MOJKETYAOYHOMN JKeJe3bl, paKk MOYKH,
pak ropTaHH, pak ryd W MOJOCTH PTa, paK MevdeHu, JoOynsapHyro kapiuuHomy in situ (LCIS), pak
JIETKOTO, JUM(OMy, METaCTaTHYECKHI TJIOCKOKJIETOUHBIA PaK INE€U CO CKPBITBIM MEPBUYHBIM
3a0oneBaHUEM, CPEIUHHYIO KapPIMHOMY, PaK POTOBOH IMOJIOCTH, CHHIPOMBI MHOKECTBEHHBIX
SH/IOKPUHHBIX HEOIIa3Uil, MHOXXECTBEHHYI) MHEJIOMY/HEOIUIA3UI0 IUIa3MATHUYECKUX KJIETOK,
(yHrouHbIH MHKO3, MUEJIOUCTIIACTUYECKHE CUHJIPOMBI,
MHEJIOANCIIACTUYECKHE/ MUETOTPOSTU(EpaTHBHBIE HEOIJIa3UH, MHOXECTBEHHYIO MHEJIOMY,
KapUUHOMY M3 KJIETOK MepKens, 3JI0Ka4eCTBEHHYI) Me30TEIHOMY, 3JI0Ka4eCTBEHHYIO
(uOPO3HYIO THCTHOLIUTOMY KOCTH U OCTEOCAPKOMY, PaK MOJIOCTU HOCA M OKOJIOHOCOBBIX MAa3yX,
PaK HOCOTJIOTKH, HEHPOOIACTOMY, HEXOKKHHCKYIO JIUM(POMY, HEMEJIKOKIIETOUHBIH PaK JIETKOTO
(NSCLC), pak momoctu pta, pak ryd W TOJOCTH PTa, PaK POTOTVIOTKH, paK SIMYHHUKA, PaK
NOJDKEITY IOUHOM KeNe3bl, MANMUIOMaTo3, MAParaHriInoMy, pak OKOJOHOCOBBIX Ma3yX U MOJOCTH
HOCA, paK  OKOJIOIIMTOBHAHOW  JKEJE3bl, paK TIOJOBOTO  WIEHAa, paK  IJIOTKH,
IUIEBPONYJIbMOHAJIBHYIO OJIAaCTOMY, NEPBUYHYIO JIUM(POMY LEHTPAIbHOM HEPBHOH CHUCTEMBI
(CNS), pak mnpencrartenbHON Kene3bl, paKk MPsAMOM KHUIIKH, NEPEeXOIHO-KJIETOYHBIH pak,
peTuHOONIacTOMY, pabIOMHOCAPKOMY, PaK CIFOHHOMW »Kene3bl, pak Koxu, pak xemyaka (JKKT),

MEJIKOKJIETOUHbIA pPaK JIEFKOTO, PaKk TOHKOIO KUINEYHUKA, CAPKOMy MATKUX TKaHeu, T-
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KJIETOUHYI JHUM(POMy, pak sHM4Ka, paK TIopja, TUMOMY U pak BHJIOYKOBOH >KEJe3bl, pak
IUTOBUIHON JKEJe3bl, MEePEeXOAHO-KJIETOYHBI paK IOYEeYHON JIOXaHKH W MOYETOYHHKA,
TpopOOIACTHUECKYIO OMyXO0Jib, HEOObIUHBIE BHIbBI paka y JAeTell, pak MOYEBOrO MPOTOKA, pak
MOYEUCITYCKAaTEIbHOTO KaHajla, CapKOMy MAaTKM, paK Blarajuila, pak BYJbBbl WJIH BUpPYC-
WHIYLHPOBAHHBIN pak. B HEKOTOPBIX BapHaHTax OCYLIECTBIECHHS YKa3aHHBIN CIIOCOO OTHOCHUTCS
K JICYUCHHUIO HEPAKOBOT'O THITEPIIPONU(EPaTHBHOrO HAPYLICHUs, TAKOTO Kak JOOpOKaueCTBEHHAS
rUnepruiasusi KoKW (Hampumep, T[COpHAa3), pPECTeHO3 WM HapylleHHWe, CBS3aHHOE C
NpEeACTaTeIbHON Keyie30i (Hampumep, O0OpOKayeCTBEHHass THUNepTpodus NpencraTenbHOM
xenessl (BPH)).

[0075] Tepmun "manuieHT" O3HA4YAET JKMBOTHBIX, TAKUX Kak COOAKH, KOLIKHU, KOPOBBI,
Jomany, oBUbI U JrOAU. KOHKPETHBIMU MalMeHTaMH SIBJSIFOTCS MIIEKONHTArOLIHe. TepMUH
MALMEHT BKJIFOYAET CAMLIOB M CAMOK.

[0076] Tepmun "tepameBTuuecku 3(PQPEKTHBHOE KOIUYECTBO"' O3HAYAET KOJIUYECTBO
COEMHEHHUE, KOTOpOoe O0eCrevYnBaeT YMEHBIICHHE TSDKECTH, OOJEerdeHue WIN YCTPaHEHHE
OJHOTO WJIM HECKOJBKHUX CHMITOMOB KOHKPETHOrO 3a0O0NIeBaHMsI WM COCTOSIHHS, WIIH
NpeAynpekIeHNe W 33JePKKy BO3HMKHOBEHHUS] OIHOTO WJIM HECKOJbKHX CHMIITOMOB
KOHKPETHOTO 3a00JIEBAaHUS UITH COCTOSTHHUS.

[0077] TepmuH "dapmMareBTHUECKH TPHEMIIEMBbI" 03HAYAET, YTO YKA3aHHOE BEIIECTBO,
TaKO€ KaK COCOMHEHHE MO HACTOALIEMY H300PETEHHIO, MM COCTaB, COAEPKAINN COeTUHEHNE
[0 HACTOALIEMY W300pPETeHMIO, WM KOHKPETHBIH HAMOJHUTENb MOAXOAAT ISl BBEICHUS
NALHUEHTY.

[0078] Hcnonb3yemble B AaHHOM [AOKYMEHTE, U €CIU HE YKa3aHO HHOE, TEPMUHBI
"momumop¢" u "nmomumopdHas Qopma" OTHOCATCA K TBEPABIM KPHUCTAIIMUECKUM (opmam
COeMHEHUs] WM KOMIUIeKca. PasznuuHble moauMopdbl OMHOTO M TOTO K€ COEIUHEHUS MOTYT
NPOSIBISITh  pa3jinyHble (U3MYecKkue, XUMHYECKHe W/MJIM CIEeKTPOCKOIMYECKHE CBOWCTBA.
Paznuunbie Gusudeckue CBOMCTBA BKJIIOUAKOT 0€3 OrpaHu4eHUs] CTaOMIBHOCTD (Hampumep, mpu
BO3JICHCTBUM TEIUIA WM CBETa), MPECCYEeMOCTh M IUIOTHOCTh (BaXKHBIE IJIsI COCTABICHHS H
U3TOTOBJICHUsI TPOAYKTA) W 3HAYEHHsS CKOPOCTH PACTBOPEHHs (KOTOpasi MOXKET BIHSTH Ha
OouonocrynHocth). Pasnuums B CTaOMIBHOCTH MOTYT SIBISITBCS PE3YJIBTATOM H3MEHEHUH B
XUMHYECKOH PEAaKLUHOHHON CrMOcOOHOCTH (HAmpuMep, pa3IndHOe OKHCJICHHE, TaK 4YTO
JekapcTBeHHas ¢popma obecrBeunBaeTcsi ObICTpee, KOraa OHa COCTOUT M3 OAHOro nojumopda,
9YeM KOIZla COCTOUT M3 JIPYroro nojuMopda), WM MEeXaHHYECKHX XapaKTePHCTUK (Hampumep,
TaONETKN KPOIIATCSl TPU XPAHEHWH, TOCKOJIbKY KHHETHYECKH OJaronpHsITHBIA MOIUMOPd
NPEeBpaLIaeTCss B TEPMOJUHAMUYECKH Oosee cTaOMIbHBINA MONUMOpP(]), MM OJHOTO U APYroro
(manpumep, Tabnerku omHOro mnojuMopga Oojee MOXBEP)KEHBbI PAa3PYIIEHUIO NMPU BBICOKOH
BJIAXKHOCTH). Pasznmudnble Qusndeckue CBOWCTBA MOJUMOP(OB MOTYT BIHMATH Ha UX OOpabOTKYy.
Hanpumep, ogua nonmumopd MoskeT ¢ O0JbIIeii BEpOATHOCTBIO 00Pa30BhIBATH COJIBBATHI UJIH €TI0
MOXeT OBbITh TpyAHEe (PUIBTPOBATH UM OTMBIBATH OT MPHUMECEH, UeM APYroH, HarpuMep, u3-3a
(bopMBI WK pacTIpeieIeHNs €ro YacTHIl 110 pa3Mepam.

[0079] Ilonumop¢bl MOJEKYJIBl MOTYT OBITH MOJYYEHbI C MOMOINBIO pPsfa CIOCOOOB,
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U3BECTHBIX B JAHHOHW OO0NAacTH TEXHHKH. Takue CrocoOBl BKIIOYAIOT O€3 OrpaHu4YeHHs
NePEeKPUCTANIM3AIMI0O W3 pacluiaBa, OXJAKAECHUE pacIulaBa, NEePEeKPUCTALIM3ALUI0 U3
PacTBOPUTENS, AECONbBATALMIO, OBICTPOE BBIMAPUBAHHUE, OBICTPOE OXJAKACHHUE, MENJICHHOE
oxnaxnaenue, aupdysuro mapa u cyonumarnmo. Ilomumopdsl Moryt ObITE OOHapyKEHBI,
UIEHTU(QULPOBAHBL, KJIACCU(QULUMUPOBAHBI U OXapPAKTEPU30BAHbI C IPUMEHEHHEM XOPOLIO
U3BECTHBIX METONMK, TakKux Kak Oe3 orpanuueHus auddepeHumanbHas CKaHUPYHOLIAS
xanopumetpusi (DSC), trepmorpaBumerpuueckuii ananu3 (TGA), peHTr€HOBCKasi MOPOLIKOBAs
mudpakromerpusi (XRPD), penTreHOBCKast audpakToMeTpusi MOHOKPHCTAILIOB, KoJjieOaTeIbHast
CHEKTPOCKOMHSI, KaJIOPUMETPHsI PACTBOPOB, SIIEPHBbI MarHUTHBIA pe3oHaHc (AMP) Teepnmoro
Tena, uH(ppaKpacHas (UK) CIIEKTPOCKOMUS, paMaHOBCKast CIIEKTPOCKOITHS,
BBICOKOTEMIIEPATYPHAsT ONTHYECKAs MHKPOCKOIHUS, CKaHUPYIOINAs 3JIEKTPOHHAS MHUKPOCKOIHS
(SEM), snekTpoHHasi KpucTtayuiorpagusi M KOJHMYECTBEHHBIH aHAIN3, TPAHYJIOMETPUUECKUN
aHamu3 (PSA), aHanu3 1UIomaaM MOBEPXHOCTH, OMNPEAENCHHE PACTBOPHUMOCTH U CKOPOCTH
PacTBOPEHHSL.

[0080] HMcnonp3yeMblii B JaHHOM AOKYMEHTE B OTHOIICHUM CIIEKTPOB WJIM JAHHBIX,
npeAcTaBIeHHBIX B rpaduueckoii popme (Hampumep, XRPD, cnektp UK, pamaHOBCKUii CriekTp
u cnektp SIMP), u ecnu He yka3aHO MHOE, TEPMHH "NMHUK" OTHOCHUTCS K NMHUKY WM JIPYroMy
0co0OMy MPU3HAKY, KOTOPBIN CHELUAINCT B TaHHOH 00JaCTH TEXHUKU MOT ObI ONPENeNuTh Kak
HE OTHOCSIIUICS K POHOBOMY IIyMY.

[0081] Mcnonp3yemplii B JaHHOM AOKYMEHTE, U €CIU He YKa3aHO MHOE, TEPMUH IO CyTH
YHUCTBIA", MUCTIONB3YEMBIH JIs1 ONMUCAHUS MOJIMMOpGa COEAMHEHUs, O3HAYaeT TBEPAYI0 (hopmy
COEMHEHUs], KOTOpas COAEPXKHUT 3TOT MOJUMOP] U NPAKTUYECKH HE COMEPKHUT APYTUX
nonumMopdos coenuHenus. MmioCTpaTuBHBIIN 1O CyTH YUCTBII MOMMMOp(¢ BKIOUaeT Oosee yem
npubnusutensHo 80% 1o Becy omHOW moauMopdHO GOpMBI COenMHEHHS U MEHee 4YeM
npubnusutensHo  20% 1o Becy apyrux nonuMopdHbIX (GOpPM  COeOUHEHus, Ooiee
NPEANOYTUTENIbHO Oosiee yem mnpubnusutensHo 90% mo Becy omHOi monumMopdHOH (HopMbI
COeMHEHUs1 U MeHee 4yeM mnpuOnusutenbHo 10% 1o Becy Apyrux mnoIuMMOPQHBIX (GopM
COeMHEHMs, enle 0ojiee MPEennoYTUTEIbHO Oosiee yeM mpuOIM3UTENbHO 95% MO BeCcy OOHOMU
noauMopdHOH (GOpMBI COemUHEHHsT W MeHee 4YeM NpPUONU3UTeNbHO 5% 1O Becy ApPYrux
noJMMOP(PHBIX (HOPM COEAMHEHHUs] U HauOoJee MPEeANOYTHTENBHO OoJiee YeM MPHOIH3UTEIBHO
97% mo Becy omHOW NMOIMMOPGHON (POPMBI COENUHEHHS U MEHee YeM NMpPUOIU3UTENbHO 3% 1o
BECY JAPYTHX MOIUMOPHBIX (POPM COCTUHEHUS.

[0082] Tepmunsl "nedenue", "neunts" Uau "oCylecTBICHNE J€UEHUA" U T. 1. BKJIIOYAIOT
npeaynpexaarmee (HanpuMep, NpoQprIakTHIECKOe) U MaJUTHATHBHOE JICUESHHE.

[0083] Tepmun "rugpaT NEpeMEHHOIO COCTaBa"' O3HAdaeT TUApPAT COeAUHEHUs 1,
UMEIOIUIl 0 MeHbIIell Mepe NPUONU3UTENPHO OAHY, [IBE, TPU WM YEThIPE CBSA3aHHBIC
MOJIEKYJIbl BOIBL. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS] THUAPATHl IO HACTOSIIEMY
M300pPETEHNIO BKIIFOYAIOT 10 MEHBIIEH Mepe OT OJHOM O AECATH CBS3aHHBIX MOJIEKYJ BOJBI.
Crnenmanmicram B TaHHOW 00acTH OyAeT MOHATHO, YTO TOUHOE KOJIMYECTBO CBA3AHHBIX MOJIEKYJI

BOAbI MOXKET HC3HAUYUTCIBbHO H3MCHATLCA B 000 MOMEHT BPEMCHH IIpU HN3MCHAKOIIUXCSA
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TEeMIlEpaType, AaBJICHUU U APYroM BIMSHUM OKpy»karouieil cpeabl. Ilpennonaraercs, uTto Bce
HE3HAYUTENbHbIE HW3MEHEHHs KOJIMYEeCTBA CBS3aHHBIX MOJIEKYJ BOIbI BXOAAT B 00BEM
HACTOSALIETr0 U300pETEeHNUsI.

[0084] B HEKOTOpPBHIX BapuaHTaX OCYINECTBJIEHUS CIIOCOOBI JIEUEHHUS HAIpaBlIeHbI Ha
JieYeHNe BUJIOB paka JIETKOro, MpUYeM CIOCOOB! MpeayCcMaTpUBalOT BBeAeHHE 3(PeKkTUBHOrO
KOJIYECTBA JIFO0Or0 U3 BBIICONUCAHHBIX COSOUHEHUH (Win (hapMaleBTHYECKOH KOMIO3ULIHH,
cozieprKalei ero) CyobekTy, Hy)KIarmeMycs B 5TOM. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHUS
paKk JIerkoro mpeAcTaBisieT co0oil HemenkokjerouHblii pak Jjerkoro (NSCLC), Hampumep
aJICHOKapLMHOMY, TUIOCKOKJIETOUYHBIH paK JIErKOro MJIM KPYIMHOKJIETOYHBIM pak Jjerkoro. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUS PaK JIETKOTO MPENCTABIISET COOOH MENKOKJIETOYHBIN paK
nerkoro. Jlpyrue BuABl paka JIErKOro, KOTOpPble MOXKHO JIEUHUThb C IOMOLIBK PACKPBITBIX
COEAMHEHUH, BKIFOYAOT 0€3 OrpaHUYeHUs JKEJIE3UCTbIE OIMyXOJH, KAPLUHOUIHBIC OMYXOJH U
Henuddepenumposanubie Bunbl paka. B omnom Bapuante ocyuiectBienus NSCLC sBisiercs
MECTHOPACIIPOCTPAHEHHBIM HJIH METACTATUYECKUM.

[0085] CoenuHeHus 1O HACTOSIIEMY M300PETEHUIO BBOIAT MALIMEHTY B TEPANIEBTUYECKH
s¢p¢extuBHOM KonmuecTBe. COEAMHEHUS MOKHO BBOAWUTH OTHENBHO WM KaK 4YacTh
dapmaneBTHYECKH TPUEMIIEMOH KOMIIO3MIMH MM cocTaBa. Kpome TOro, COeaMHEHHus WiH
KOMIIO3ULIMM MOKHO BBOJAWUTH OJHOBPEMEHHO, KakKk HalpuMep IOCPEACTBOM OOIIOCHON
MHBEKINH, C MTOMOLIbI0 HECKOJIBKUX BBEJEHUH, HAllpUMep, MyTeM MOCIEA0BATENbHOIO MpremMa
Tabnerok, wiau obecrnedynBaTh MPAKTUYECKH PABHOMEPHYIO MJOCTaBKY Ha IPOTSHKEHUU
HEKOTOPOro Nepuoja BPEMEHHM, KaK HalpuMep C NPUMEHEHHEM TPAHCAEPMAalbHON JOCTaBKM.
Taxxe cnenyer OTMETUTD, YTO 4032 COEUHEHUS MOXKET U3MEHSTHCS B TEUEHUE BPEMEHU.

[0086] Kpome ToOro, coenMHEHHs IO HACTOALIEMY M300PETEHHI0O MOXKHO BBOJUTH
OTZEJNbHO, B KOMOMHAILMHM C APYTMMH COEAMHEHHMSMH II0 HACTOSINEMY H300pPETEeHHI0 WIH C
ApyruMu (papManieBTUYEeCKH aKTHMBHBIMU CO€OUHEHHsMHU. [Ipyrue ¢apmManeBTHUECKH aKTHBHbIE
COEAMHEHUs] MOTYT OBbITh MPeIHA3HAUEHbBI IS JICUSHHs TOTO K€ 3a00JeBaHMS MM COCTOSTHHUSI,
YTO U COEMHEHHsI MO HACTOSIEMY M300pPETeHUI0, WK APyroro 3a00JeBaHMsI MIIH COCTOSHUSL.
Ecnu maumeHT OOMKEH MOJydYaTh MM TOJY4aeT HECKONIbKO (hapMaleBTHUECKH AaKTHBHBIX
COEMHEHU, COeAMHEHNsI MOXKHO BBOJUTH OTHOBPEMEHHO UJIU MocienoBaTenbHo. Hanpumep, B
ciy4ae TabJIETOK aKTUBHBIE COETMHEHHSI MOTYT HAXOIUTHCS B OJHOM TaOJEeTKE WK B OTAEIBHBIX
TabyeTkax, KOTOpPble MOKHO BBOJUTH OJHOBPEMEHHO HIIM IOCJIEAOBATENIBHO B JJFOOOM MOPSIIKE.
Kpome Toro, cremyer ompenenuTb, YTO KOMIIO3HIIMM MOTYT MPEACTABIATH COOOH pa3HbIe
¢opmel. Hampumep, OIHO WM HECKOJBKO COEOUHEHMH MOXKHO JAOCTABISTH C ITOMOIIBIO
TabNETKW, a JApyroe BBOAWTH C IOMOIIBI0 WHBEKIWH WM TEPOPATbHO B BHAE CHPOIA.
IIpenycMoTpeHbl Bce KOMOWHAIMH, CIIOCOOBI TOCTABKH U TTOCJIEAOBATEIbHOCTH BBEICHHSL.

[0087] Takske ciemyer OTMETHUTb, YTO TBEpIble (POPMBI MO HACTOSAILIEMY H300PETEHUIO
MOKHO BBOAUTb BMecTe. Hampumep, mnauueHTy MOXKHO BBOAMTH IO CYTH YHUCTYIO
Kpuctajumueckyro  6e3Bonnyio  ¢opmy 1 coemmnenus 1. B kadecTBe ajgbTepHATUBBI
npubmm3uTeNbHo 90% 1o Becy KpucTauimueckoi Oe3BomHOM ¢Gopmbl I coennuenust 1 MOXKHO

BBOAUTH C OCTAaBIIMMCA COCIMHCHUEM 1, HaxXOOAIMUMCS B APYTUX (I)OpMaX, TaKHMX KakK aMop(bHas[
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¢dopma coenunenusi 1. B npyrom Bapuante ocymectienus 80% MO BeCy KPHUCTAJUTHYECKOU
6e3BonHoll (Gopmbl | coegmHeHMss 1 MOXXHO BBOOUTb C OCTABIIUMCS COEAWHEHHEM 1,
HAXOIAIIMMCS B Apyrux ¢Qopmax, Takux kak amopdHas ¢opma. IIpenmycmorpeHs! Bce
koMOuHanuu. B OfHOM BapHaHTe OCYIUECTBJICHHS HACTOALIEr0 M300peTeHus: coenuHeHue |
BBOJSIT TALIMEHTY B BUJE OAHOW MO CyTH 4MUCTOH (opmbl. CrenmanucraM B JaHHOH oOnactu
TEXHUKU OyIyT MOHATHBI BO3MOKHBIE BaPHALIH.

[0088] CoennHeHuUs MO HACTOALIEMY H300PETEHUIO MOKHO NMPUMEHSTh B U3TOTOBJIEHHH
JIEKAPCTBEHHOTO Tpernapara sl JiedeHus: 3a00eBaHus, OMOCPEJOBAHHOTO MHIMOMPOBAHUEM
G12C KRAS, Takoro kak pak, B TOM 4YHCJe O€3 OrpaHUYEHUs] KOJOPEKTAIbHBIA paK, pak
MOJIKEJTy TIOUHOM JKeJIe3bl U PAK JIETKOTO, TAKOW KaK HeMeJKOKeTouHbIi pak jerkoro (NSCLC).

[0089] B ermme ogHOM JOMOJHHUTELHOM aclEeKTe HACTOsIIee M300peTeHne OTHOCHUTCS K
NPUMEHEHUIO COJIM, KpUCTaJutmdeckod ¢(opmbl, amopdroil (opMbl WM  COKpHCTAIIA
coeuHeHus1 | Ui moJy4deHHs! JIeKapCTBEHHOIO Ipernapara, NPUMEHHMOro JJis JIEUeHUs paka,
TaKOr0 Kak KOJIOPEKTAJIbHBIN paK, paK MOMKEITyAOUYHOM 3KeJIe3bl U PaK JIETKOrO, TaKOW Kak
HEMEJIKOKJIeTOUHbIH pak jierkoro (NSCLC).

[0090] ITockobKy B OMHOM ACIEKTe HACTOSIIETO N300peTEeHHs MPEIyCMOTPEHO JICUeHHE
3a001€BaHNSA/COCTOSIHUN C TIOMOLIBI0 KOMOMHAIMK (PapMarieBTUYECKH aKTHBHBIX COEINMHEHHH,
KOTOpPbIE MOJKHO BBOIUTH Pa3feNbHO, HACTOALIee M300peTeHHe MOMOJHHUTEIBHO OTHOCHUTCS K
OOBEMHEHUIO OTJENbHBIX (hapMaleBTHUECKNX KoMno3uuuii B popme Habopa. Habop comepxut
IBE OTAENbHBIE (hapMaLEBTHUECKHNE KOMITO3ULNH: COEAUHEHHNE TI0 HACTOSIIEMY H300PETEeHHIO
BTOpOoe (hapmaueBTHUECKOe coenuHeHue. HaOop comepkuT KOHTEHHEp AN COmep KaHHs
OTAENbHBIX KOMIIO3MLIMH, TAaKOH Kak pas3/eJIeHHbIH Ha 4acTH (pakoH WM makeT u3 (onbry,
pasgeneHHbli Ha dYacTu. JlOMONHUTENbHbIE MNPUMEPbl KOHTEMHEPOB BKJIOYAKOT LUMPULIBL,
KOpOOKH U MsArKHe pe3sepByapsl. Kak npasmiio, HAOOp COAEPIKUT MHCTPYKLHHU 110 NPUMEHEHHUIO
OTHENbHBIX KOMIIOHEHTOB. Popma HaboOpa OCOOEHHO MPEANOUYTHTENbHA, KOTZlA OTHAENIbHBIE
KOMIIOHEHTbI TPEATNIOYTUTENIbHO BBOAAT B Pa3HbIX JIEKAPCTBEHHBIX (opMax (Hampumep,
NEepOpaNIbHO M TAaPEHTEPATbHO), BBOIIT C PA3IMYHBIMH HHTEPBAJAMH MEXAY BBEICHHEM
JIEKAPCTBEHHOTO CPENCTBA, WJIM KOTAA MOAOOp 03Bl OTHEIbHBIX KOMIIOHEHTOB KOMOWHALIMU
OyneT Ha3HA4YaThCs TEPATIEBTOM HMJIH BETEPUHAPOM.

[0091] ITpumepom Takoro Habopa SIBJISIETCS TaK Has3biBaeMasi OJIUCTEpHAsl YIMAaKOBKA.
brnucTepHble yMakoBKM XOpOIIO H3BECTHBI B YINAaKOBOYHOW MPOMBILIIEHHOCTH U LIHPOKO
UCTIONIb3YIOTCS  [UII  YIAKOBKH  (PapMalleBTUYECKHX CTAHAAPTHBIX JIGKAPCTBEHHBIX (opM
(TabyeToK, Karcys u T. ). biucrepHble YITaKOBKU B OCHOBHOM COCTOSIT U3 JIUCTA OTHOCUTETHHO
KECTKOTO MaTepHuasia, MOKPHITOro (hoNbroi, MPeANnOYTHTENBHO U3 TMPO3PAYHOTO MIIACTHIECKOTO
Marepuaia. B xome mpomecca ymakoOBKH B IUIACTHKOBOH (osbre (GOpMHUPYIOT YIiyOJeHHs.
VYrayOneHust COOTBETCTBYIOT pasMepy H popme TabJIeTOK MM KarcCyJl, MOUIeKAINX YIIaKOBKeE.
Hanee TabneTku WM KarncCyJjbl MOMELAIOT B yIAyOJEHUS U JINCTOM OTHOCHUTENBHO JKECTKOTO
Marepuaga TEePMETHU3HPYIOT IUIACTUKOBYIO (OJNBIY CO  CTOPOHBL, IPOTUBOIOJIOXKHOM
HarnpasJIeHUIO popMHUpoBaHus yriyOneHuil. B pesynbrare TaOneTKN MITH KarcyJibl OKa3bIBAOTCS

IePMETUYHO 3aINeUaTaHHbIMU B YIUIyOJIEHUAX MEXKAY IJIaCTUKOBOW (ONBrod M JIMCTOM.
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[IpennoyTuTenbHO MPOYHOCTD JIMCTA SIBIISIETCS TaKOW, YTO TAOJETKH WM KarCyJbl MOTYT OBITh
U3BJIEUeHBl U3 OJMCTEPHON YIMAaKOBKU BPYYHYIO NPU NPUIOKEHUH JABICHUS HA yriIyOJeHUs C
oOpazoBaHMEeM OTBEPCTUs B JIUCTe Ha MecTe yruyOneHus. [lanee TaOneTky WM Karcymy
U3BJIEKAIOT Yepe3 YKa3aHHOE OTBEPCTHUE.

[0092] Mosxer TpeOoBaTbcsi oOecredeHHe CpeAcTBa HANOMHHAHHMS Ha Habope,
HarpuMmep, B Bunxe 1Mpp psaoM ¢ TabiaeTkaMH MM KalCyjlaMH, NMpU 3TOM udpsl OyayT
COOTBETCTBOBATh AHSM DPEXHMA, B KOTOpbIE CleQyeT NPUHUMATh TAaOJNETKH WM KarCyJbl,
o0o3Ha4YeHHbIe TaKUM 00pa3oM. [Ipyroil mpuMep Takoro CpeicTBa HAMMOMHHAHUS MPEICTABISET
co0Ol KaJleHAaphb, HAMEYaTaHHBI HAa KapTOYKe, HANpuUMep, CIEAYIOIMM Oo0pasoMm: 'mepas
HeJeJst, TOHEIebHUK, BTOPHHUK, . . . U T. . . . BTOpasi HeeJisl, IOHEEIbHUK, BTOPHUK, . . . U T. .
Jlpyrue Bapualuu CpPeACTB HamoMUHaHUs OynyT odeBuaHbiMH. "CyTouHas 1o03a" MOXKET
NPEACTaBJISTh COOOH OAHY TaOJIETKy WJIM KArCyJjy, WIH HECKOJBbKO MUIIOJb MM KarCys IJis
npueMa B KOHKpETHbIH neHb. Kpome Toro, cyrouHas [03a COCOMHEHHS IO HACTOSIIEMY
U300pETEHHI0O MOKET COCTOSATh M3 OJHOW TAaOJNETKM WM KaICyJjbl, TOTAA Kak CyTOYHAas 1032
BTOPOT'O COEIMHEHHsI MOJKET COCTOSITh W3 HECKOJBKUX Ta0JIETOK MIIM KarcyJs, U Ha000poT. D10
JOJDKHO OTOOpPa)KaTbCsl B CPENCTBE HANIOMUHAHMSA M CIOCOOCTBOBATh MPABUJIBHOMY BBEICHHIO
AKTUBHBIX CPEICTB.

[0093] B apyroM KOHKPETHOM BapUaHTE OCYLIECTBICHHsS HACTOSALIETO H300pETEHHs
NPEAYCMOTPEH JIUCIIEHCEP, CKOHCTPYMPOBAHHBIM Il BBIJAYM CYTOYHBIX 103 MO O4YEpenH B
NOpsiIKE WX 3alUIaHMPOBAHHOrO mpuMeHeHHs. llpeamoururtenbHO mucnieHcep 0OOpYyIOBaH
CPEACTBOM HAIIOMHMHAHUS, YTOOBI JOMOJHUTEIBHO O0JIErYUTh COOMI0IEHNE MALIHEHTOM PEKHUMA.
IIpumepoM Takoro cpeacTBa HAIOMHUHAHUS SBJSIETCS MEXAHUYECKHH CUeTYHK, KOTOPBIN
MIOKa3bIBAET KOJUYECTBO CYTOYHBIX J103, KOTOpble ObUTM BbIMaHbl. Jlpyrod npumep Takoro
CpeNCTBa HAIOMUHAHUS TNPENCTABIsIET COOOH CpPeACTBO HANMOMUHAHUS C IUTAHHEM OT
AKKyMyJIATOpa B BHUJE€ MHUKPOYHMIIA B COUYETAHMM C >KUIKOKPUCTAIJIMUECKUM OSKPAHOM WIIH
3BYKOBbIM CHUTHAJIOM HAIOMUHAHHS, KOTOPBIA, HAmpuUMep, CUUTBHIBAET JaTy mpuema
npeAbIAYyIIEel CyTOYHOM O3Bl H/MJTH HAOMUHAET O BPEMEHH TPUeMa CISAYIOLIeH T03bI.

[0094] CoenuHeHuss MO HACTOSIIIEMY H300pPeTeHHI0O U Jpyrue (hapMareBTHYECKH
AKTHUBHBIE COENUHEHHs, NpPU HEOOXOIMMOCTH, MOTYT OBITh BBEIEHBI MAIMEHTYy JHOO
NEePOPAIbHO, PEKTAIBHO, MapeHTEePAIbHO (HAampuUMep, BHYTPUBEHHO, BHYTPHUMBIIICYHO WIIH
NOJIKOKHO), MHTPALUCTEPHAIBPHO, BHYTPHUBArMHAJIBHO, BHYTPUOPIOIIMHHO, WHTPABE3UKAJIBHO,
MEeCTHO (HampuMep, TOPOINKH, Ma3d WM Karum), JubO B KadecTBe OYKKAJIbHOTO WJIH
HasaipHOro crpes. IlpenycMoOTpeHbl Bce CIOCOOBI, KOTOpBIE MPHUMEHSIOT CIELHUAIUCTBI B
IaHHOW OO0JaCTH TEXHUKU JJsl BBEINEHHs (papMaleBTHUECKH aKTUBHOTO cpeactsa. B omHoM
BApUAHTE OCYLIECTBICHHUS COENUHEHHMs 110 HACTOSINEMY HM300pETeHHI0O U JIpYyrHe
(dapManieBTUYECKH AKTHBHbIE COCJUHEHHUS, NPH HEOOXOOUMOCTH, MOTYT OBITh BBEIEHBI
NALUEHTY TePOPANIBHO.

[0095] Komnosuuuu, mnoaXomsuue MAjisi MNapeHTEPaJbHOW  UHBEKLHMHU, MOTYT
npeaycMaTpuBaTh (U3MOJNOTUYECKH IPHEMJIEMble CTEPHJIbHBIE BOJIHbIE WJIM HEBOJHBIE

PpacTBOPbBI, AUCTIEPCUHN, CYCIICH3UU HUJIK OMYJIbCUU U CTCPUJIBHBIC TOPOLUIKU AJIsI BOCCTAHOBJICHUSA
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B CTE€PHJIbHBbIE MHBEKI[MOHHBIE PACTBOPHI MM nucrnepcuu. lIpumMepbl momXomsiiqux BOIHBIX U
HEBOJIHBIX HOCHUTEJIeH, pa3baBuTeNiel, pacTBOpUTECH WIH CPEd-HOCUTENIeH BKJIIOYAIOT BOAY,
3TAHOJI, MOJUOJBI (TIPONUIIEHTJIUKOIb, MOJU3TUICHTJINKOIIb, TIULEPUH U T. 1), UX MOAXOSAIINE
CMECH, pacTUTENbHbIe Macia (Takue Kak OJMBKOBOE MAacCJO) U MHBEKIMOHHbIE OpraHUYECKHe
CIIOKHBIE >(UpBI, Takue Kak dTuionear. Hannekammas TeKkyuecTb MOXKET MOJAEP KUBATHCS,
HarnpuMmep, IyTeM IPUMEHEHUsl IOKPbITHUS, TAKOrO Kak JICLHUTHH, IyTeM MOJAepKaHHs
TpeOyemMoro pasMepa 4acTUI] B Ciy4ae IUCIEPCUH M TyTeM INPHUMEHEHUS IOBEPXHOCTHO-
AKTHBHBIX BEIIECTB.

[0096] Takue KOMIIO3ULIMM TaKK€ MOIYT COIEP)KaThb aIbIOBAHTBHI, TaKHe Kak
KOHCEPBAHTBI, CMA4YHMBAIOIIUE CPENCTBA, 3MYJIbCUPYIOIIHE CPEeNcTBA W JHCIEPTHPYIOIIUE
cpeacTBa. 3arps3HEHHE MUKPOOPTaHM3MAMH MOXKET OBIThb MPEayNpeskAeHO AoOaBIeHHEM
PA3JIUYHBIX MPOTHBOOAKTEPHAIBHBIX M IMPOTHBOIPUOKOBBIX CPENCTB, HAMPHMEp, NMapaOeHOB,
xjopOyTanona, GeHosa, COpOMHOBON KUCIOTHI U T. . KpoMe TOro, MOXKeT OBITh JKeJlaTeNIbHbIM
BKJIFOUEHHUE CPENICTB AJIsl OAIePKaHMs H30TOHUYHOCTH, HalPpHMeEp, CaXapoB, XJIOPHUIA HATPHS U
T. 1. [IpononruposanHas abcopOIHsi MHBEKIMOHHBIX (PapMaLEeBTHUECKUX KOMITO3ULIUNA MOKET
OBITb OCTUTHYTA 32 CYET HCIOJNb30BAHUS CPEACTB, 3aMENIIFOIINX aOcopOLuro, Harpumep,
MOHOCTeapaTa aJJFOMHHUS U JKEJNATHHA.

[0097] Tsepable mnexkapcTBeHHbIE (OPMBI AJST MEPOPATBHOTO BBENEHUS BKIIIOYAIOT
KarCyJibl, TAOJNETKH, TIOPOIIKH U IPaHyJbl. B Takux TBEpHAbIX JEKapCTBEHHBIX (POpMax aKTUBHOE
COEIMHEHNE CMEIIAHO MO MEHbIIeH Mepe ¢ OAHMM OOBIMHBIM MHEPTHBIM BCIIOMOTATENbHBIM
CPEACTBOM (MJIM HOCHUTENEM), TAKUM KaK LUTpAT HaTpust win ruzppodocdar xanpius, wim (a)
HATOJIHUTENSIMH WIM CYXUMH pa30aBUTENAMHU, TAKUMH KaK BUABI KpaxMaJa, JJAKTO3a, caxaposa,
MAaHHUT U KpemHHMeBas kucnora, (b) cBsA3ylomMMH  CpeACTBaMHM, TaKUMH  Kak
KapOOKCUMETHIILIEIUTIONI03a, AJIbIMHATBIL, JKENATHH, IOJUBHHWIHPPONUIOH, caxapo3a U
akaiueBas Kamenb, (C) VYBIQKHSIOIIAMHU CpPEeACTBAMU, TaKUMU Kak riuuepud; (d)
PA3PBIXJIAIOIUME CPECTBAMHU, TAKMMHU KaK arap-arap, KapOOHAT KaJbLysl, KapTOQENbHbIA WIN
TANTUOKOBBIA KpaxMall, ajJbI'MHOBAs KHCJIOTAa, HEKOTOPbIE CJIOXHBIE CHJIMKATHI U KapOOHAT
HaTpust; (a) CpencTBaMH, 3aMeISIOIIMMHU PACTBOPEHHUE, TakuMu Kak napadus; (f) cpencreamu,
YCKOPSIFOIIUMHU ~ a0COpOLIMIO, TAaKUMH KaK COEAWHEHHs] YETBEPTUYHOrO aMMOHUS, (g)
CMaYHMBAOIIUMHI CPEICTBAMH, TAKMMH KaK LETHJIOBBIM CHUPT M MOHOcTeapar rmnepusa; (h)
ancopOeHTaMH, TAKIMH KaK KaOJIMH U OEHTOHHMT; U (1) CMa3bIBAIOIIUMH CPECTBAMH, TAKIMH KaK
TajbK, CTeapaT KajbLMs, CTeapaT MAarHus, TBEPIbIe IOJUATHICHIJIUKONHY, Jaypuicyibdar
HATpWsI WIIM UX cMecH. B ciyuae karcyn u TableTok JiekapcTBeHHasi (opMa MOMKET TaKxKe
comep:katb OydepHble cpencTsa. B omqHOM BapHaHTe OCYIIECTBJICHHUS JIEKapCTBEHHas (opma,
NPEAyCMOTPEHHAsI B HACTOSIIEM H300PETEHHH, MPEACTABISsIET COOOH TBEPAYIO JIEKAPCTBEHHYIO
dbopMy, Takyro Kak TadyeTka, IJis MePOPATIbHOTO BBEICHHSI.

[0098] Teepable KOMIIO3ULIUU MOAOOHOTO THIIA TAKXKE MOXKHO UCIOJB30BATh B KAUECTBE
HAIOJIHUTENEH B TBEPABIX 3alOJHEHHBIX JKEJATHHOBBIX KalCyjax C NPUMEHEHHEM TaKhX
BCIIOMOTATEJIbHBIX BEINECTB, KaK JIAKTO3a, & TAK)KE BHICOKOMOJIEKYJISIPHBIE TOTMITHICHTJIUKOIN

UT. II
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[0099] TBepasbie nekapcTBEHHBIE (POPMBI, TAKHE KaK TAOJETKH, APake, KArCyJibl, MHIIIOJIH
U TpaHyjJbl, MOTYT OBITh TIOJY4YEHBI C TOKPBITUAMH M OOOJNOYKAMH, TAaKUMH Kak
SHTEPOCONOOMIIBHBIE MTOKPBITUS M IPYTHe MOKPBITHS, XOPOLIO U3BECTHBIE B YPOBHE TEXHUKH.
OHu Taxke MOIYT COAepKaTb CPEACTBA, MNPUAAIOIINE HENPO3pavyHOCTb, & TAaKXKE MOTYT
NPENCTaBIATh COO0M Takue KOMITO3HLNY, KOTOPbIe BHICBOOOIKAAIOT aKTUBHOE COSUHEHUE WU
COEIMHEHUS B ONPEIEeNICHHOW YaCTH KHIIEYHOrO TPAKTa 3aMeIeHHbIM criocobom. Tlpumepamu
3aJIMBOYHBIX KOMITO3ULIUHI, KOTOPbIE MOTYT UCIOJb30BAThCS, SIBJISIFOTCS MONMMEPHBIE BELIECTBA
U BOCKH. AKTHUBHbBIE COCTUHEHHS TAK)KE€ MOTYT ObITh B MUKPOHHKAIICYJIUPOBAHHON (hopme, mpu
HEOOXOIUMOCTH, C OIHHM WJIM HECKOJbKUMH OINWCAHHBIMH BBIIIE BCIIOMOTATEIbHBIMU
BELIECTBAMHU.

[0100] Xupkue nekapcTBeHHble (GOPMBI IIsi TMEPOPATHHOTO BBENEHUS BKJFOYAIOT
(apManieBTHYECKH TPUEMJIEMbIE SMYJIbCHHU, PACTBOPBI, CYCIIEH3UH, CHPOIIBI U HACTOHKH,
HalpuMmep, B MATKMX 3alOJHEHHBIX >KEJNATHHOBBIX Kamcyjax. B nomosHeHMe K aKTUBHBIM
COEAMHEHUsIM, JKHIKas JIEKapCTBEHHas (opMa MOXKET COAepKaTb WHEPTHBIE pazOaBUTENH,
OOBIYHO TpPHUMEHSEMbIE B YPOBHE TEXHHMKH, TaKM€ KaK BOJA WJIHM JPYrHe PacTBOPUTEINH,
COMIOOMITM3UPYIOLINE CPENCTBA U 3MYJIBIaTOPbI, TAKHE KaK 3THJIOBBIA CIUPT, U3OMPOMHIIOBbINA
CIIUPT, STHIKApOOHAT, dTUIaLeTaT, OCH3WIIOBBIA CTUPT, OEH3MIOEH30aT, MPOMUJICHTJINKOIb, 1,3-
OyTUJIEHITMKONb, AUMETWI(GOpMaMu, Macia, B YaCTHOCTH, XJIONMKOBOE MAacliO, apaxHCOBOE
Macio, KyKypy3HO€ Maclo, OJUBKOBOE MAacCJO, KacTOPOBOE MacilO U KyHXYTHOE Maclo,
TIULEPHH, TeTparuapogpypdypUIoBbIi CIIUPT, NOTUSITUICHIIIUKOIN U CIIOKHBIE 3(UPBI JKUPHOH
KUCJIOTBI COPOMTAHA MIIH CMECH YKA3aHHBIX BEIIECTB U T. II.

[0101] ITomuMmO TakMX HHEPTHBIX paszdaBUTENeN, KOMIO3HLHUS MOXKET BKIIOYATh
aAbIOBAHTBI, TaKHWE KaK CMAa4yUBAIOIIME CPENCTBA, OSMYJbIUPYHOIIUE MU CYCHEHAUPYIOLIKE
CPEnCTBa, TOACIACTHTENH, BKYCOBbIe 100aBKU U apoMatu3aTopbl. CyCHneH3uH B JOMOJHEHHE K
AKTUBHOMY COCIMHEHHI0 MOIYT COAEpXKaTb CYCIECHIMPYIOLIUE CPENCTBA, Kak, HampuMmep,
STOKCUJIMPOBAHHBIE H30CTEAPUJIOBbIC CIUPTHI, MOJHOKCUITHICHCOPOUT U CJIOXKHBIE 3(PUPI
copOuTaHa, MUKPOKPUCTAJUTNYECKAsT LEJUTI0JI03a, METArUAPOKCH]] aJFOMHHUS, OSHTOHHT, arap-
arap M TparakaHT WM CMECH YKA3aHHBIX BELIECTB U T. II.

[0102] Kommo3uiuu anss peKTaJbHOTO BBEICHHS MPEANOYTUTENIbHO TMPEACTABIISIFOT
co0OH CyNnmO3UTOPUH, KOTOPBIE MOTYT OBITH MOJIyY€HBI MyTE€M CMELIMBAHHS COSTUHEHUH IO
HACTOSAILEMY HM300PETEeHHI0O C TOAXOMNAIIMMH  BCIIOMOTATEIbHBIMH  BEIIECTBAMH  WIIH
HOCHUTEJISIMH, HE BBI3BIBAIOLIMMU PA3APAKEHUs, TAKUMHU KaK MAcJIO KaKao, MOJU3THUICHITIUKOIb
WIA CYNIO3UTOPHBI BOCK, KOTOpbIE SBJSIFOTCS TBEPABIMH NPU OOBMHOM KOMHATHOW
TeMIepaType, HO JKUAKUMH TPU TeMIIepaType Tela MU, TAaKUM OOpas3oM, IUIABATCS B MPSIMOHN
KUIIKE WM MOJIOCTH BJIATAJIMIIA U BEICBOOOXKIAOT AKTHBHBIA KOMIIOHEHT.

[0103] JlekapcTBeHHbIE (OPMBI IJII MECTHOTO BBEAECHHUS COENWHEHHs IO HACTOSIIEMY
M300PETEHNI0 BKJIIOYAIOT Ma3H, MOPOLIKH, CHPEed M HHIAIMUOHHBIE (DOpMBL. AKTHBHOE
COCIMHEHHE WM MOAXOASALIME COEAUHEHHs CMELINMBAIOT B CTEPUIIBHBIX YCIOBHUSX C
(U3NONOrHUECKH TPHEMJIEMbIM HOCUTENEM U JIOOBIMH KOHCEpBaHTaMu, OydepamMu WM

NponejuiCeHTaMu, KOTOPbIC MOTYT OBITh HGO6XOI[I/IMI:;I. I'nazublie COCTaBbl, TIJIAQ3HBIC MAa3H,
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MOPOLIKH U PACTBOPBI TAK)KE MPEAYCMOTPEHBI B 00BbEME HACTOSALIETO U300pETEHNS.

[0104] CoenuueHus Mo HACTOALIEMY H300PETEHHUI0 MOKHO BBOIAUTH MALIUEHTY MpPU
YPOBHSX JO3UPOBAHUS, HAXOASIMUXCA B Juana3oHe oOT mnpubmmsurensHo 0,1 mr pmo
npubnusutensHo 2000 Mr B CyTkH, mpeanouturenbHo or 5 mr go 1000 mr B cyTtku. [nsa
HOPMAJIBHOTO B3POCJIOTO 4YeJioBeKa ¢ Maccod Tesna mpudmmsutensHo 70 kr oObMHO Oynmer
AOCTATOYHOM 1032 B quanazoHe ot npudimusutenpbHo 0,001 Mr Ha KMIOrpaMm Macchl Tena A0
npubam3uTensHo 20 Mr Ha KHJIorpaMM Maccel Tesia. KoHKpeTHas 103a U AnamnasoH 7103, KOTOpbIe
MOKHO MPHMEHSITh, 3aBUCIT OT MHOXeCTBa (DAaKTOPOB, B TOM HHCJIEe MOTPEOHOCTEH MalMeHTa,
TSDKECTH COCTOSIHMSL WM 3a00JIeBaHMs, MOJJICIKAINErO JICUeHUI0, U (hapMaKOJIOrHYeCKON
aKTUBHOCTHU BBOJAMMOTrO coequHeHHs. OnpeneneHre OUana3OHOB 103 U ONTHUMANIbHBIX 103 AJis
KOHKPETHOTO MaIleHTa HAXOIUTCS B MpeesiaXx KBaTU(UKALUN CIeHHaINCTa B JAHHOH obacTu
TeXHUKA. B OmHOM BapuaHTe OCymecTBIeHHs OOINas CyTOYHAs 71032, BBOAMMAs MAIHEHTY,
coctasnsier 180 mr, 360 mr, 720 mr mwin 960 mr. OOUIyl0 CyTOYHYIO 03y MOXKHO BBOAHTH
NepOPAIbHO € TIOMOIIBIO HECKOJIBKUX TaOJETOK, COAepIKauX, Hampumep, 120 mr coenuHenus 1
(Hampumep, OOy CYTOYHYIO J03Y, COCTABJISIFOIIYI0 960 Mr, BBOIAT C MOMOIIBIO 8 TabNETOK,
comepxkaumx mo 120 mr coenunenust 1 B kaxxnoil). B ogHOM BapuaHTe ocyiecTBieHHs 0o0mmast
CyTOYHasl A03a, BBOAMMAs MALMEHTy, cocTaBysieT 960 mr coenuneHus 1. B omHOoMm Bapuante
OCYIIECTBJICHHsI OOINYI0 CYTOUHYIO 03y, COCTAaBIIOMYK 960 Mr coeawHeHuss 1, BBOIST C
noMoIbio 8 TabneTok, comepskamux o 120 mr coenunenus 1.

[0105] Ecnu B onmmcaHUM KOHKPETHO HE YKAa3aHO MHOE, COCNUHEHMS MO HACTOALIEMY
N300pETEHHIO MOTYT HAXOAUTHCS B HECOJbBATHUPOBAHHOMN, a TaK)Ke COJIbBATUPOBAHHOHN (hopmax
¢ (papmaneBTHUECKU MTPUEMIIEMBIMU PACTBOPUTEISIMH, TAKUMH Kak BoAa (TMApaT), STAHOM U T. IL.
B Hacrosmem wn3o0peTeHHMHM NPEeIyCMOTPEHbI M OXBA4YEeHbl KaK COJIbBATHUPOBAHHBIC, TaK H
HECOJIbBATUPOBAHHBIE (HOPMBI.

[0106] Taxke BO3MOXHO, YTO COCAMHEHHs II0 HACTOSAIIEMY M300pPETEHHIO MOTYT
HAXOIUTHCS B PA3JIMYHBIX TAyTOMEPHBIX (popmax. [IpenycMOoTpeHbl Bce TayTOMEPbl COSAMHEHHI
o HacTosimeMy u3o0pereHuo. Hampumep, Bce KeTO-eHONbHbIE POPMBI COSTUHEHUIN BKITFOYESHBI
B HACTOsIIIIee U300peTEHNE.

[0107] Cneumanuctam B JaHHON 00JacTH TEXHUKH OyneT MOHSTHO, YTO HAa3BAHUS U
CTPYKTYpPbl COENWHEHHH, COAep’KaIuecsi B JaHHOM IOKYMEHTE, MOTYT OBITb OCHOBAaHBI Ha
KOHKPETHOM TayTOMepe COeNUHEHUus. XOTs Ha3BaHUE WM CTPYKTypa MOTYT NPUMEHSATHCA
TOJIBKO JJIi KOHKPETHOTO TayTOMepa, NOAPa3yMeBaeTCs, YTO B HACTOSIIEM H300peTeHUH
OXBa4yeHbl BCE TAYyTOMEPDI, €CIIN HE YKa3aHO HHOE.

[0108] CrmenumanucraM B JMaHHOW O0JacTH TEXHUKH OyIeT TOHSATHO, YTO OE3BOIHBIC
cBOOOHBIE (POPMBI, THAPATHI, COJU U COKPHCTAIIIBI COENUHEHHs | MOTYT HaXOOUTHCS B OTHOM
WA HECKOJbKHUX HOHU3UPOBAHHBIX COCTOSIHMSIX, KOTOPOE, KaK IPaBHJIO, CYIIECTBYET B BHJE
LBUTTEP-UOHOB. XOTS MOTYT NMPUMEHSTHCS Ha3BaHUE WM CTPYKTypa TOJBKO AJii KOHKPETHOIO
MOHU3MPOBAHHOTO COCTOSIHUS, TIOAPA3yMEBAETCS, YTO B HACTOSIILEM H300PETEHHH OXBAYEHBI BCE
MOHU3UPOBaHHBIE COCTOSIHUS, €CJIU HE YKa3aHO HHOE.

[0109] Taxxe mogpazymMeBaeTcsi, YTO B HACTOSLIEM U300PETEHUN OXBaU€Hbl COSAMHEHUS,
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KOTOpbIE CHHTE3UPOBAHBI 1N Vitro ¢ MPUMEHEHHEM JTa00OPATOPHBIX METOIMK, TAKUX KaK IIHPOKO
W3BECTHBIE CIIEIHANUCTaM B O0OJAaCTH XHMMHYECKOTO CHHTE3a, WM CHHTE3HPOBAHBI C
NPUMEHEHHEM METOAMK in VIVO, HampuMep, MOCPEACTBOM MeTadonu3Ma, (epMeHTaLUH,
pacumierieHuss U T. 1. Taxke IpenycMaTpUBAeTCs, YTO COENUHEHHMs [0 HACTOSIIEMY
U300peTEeHHI0 MOTYT OBITh CUHTE3HUPOBAHBI C MPUMEHEHHEM KOMOWHAIIMN METOIUK in vitro u in
Vivo.

[0110] Hacrosimee n3oOpeTeHne Tak»Ke BKIOYAET MEUSHHbIE W30TOMAMH COEAMHEHUS,
UJIEHTUYHbIE PUBEICHHBIM B JAHHOM JOKYMEHTE, 32 UCKJIFOYEHHEM TOro (pakTa, YTO OAUH WU
HECKOJIBKO aTOMOB 3aMEHEHbI aTOMOM C aTOMHOI MAacCON HJIH MAaCCOBBIM YHCJIOM, OTJIMYHBIMU
OT aTOMHOW MacChl MJIM MAacCOBOTO YHCJa, OOBIMHO OOHapyKEeHHBIX B mpupone. IIpumepsr
U30TOIMOB, KOTOpPbIE MOTYT OBITh BKJIFOYEHbI B COEIUHEHHs IO HACTOALIEMY H300pETEHHIO,
BKJIIOYAIOT M30TOIBI BOIOPOMA, yriepoaa, a3ota, kucjaopoaa, ¢ochopa, gropa u xjopa, Takue
xax 2H, °H, 13C, 14C, BN, 160, 170, 31p, 32p, 38 8F, 1 3],

[0111] CoenuHeHus 1O  HACTOSIEMy  H300PETEHHIO, KOTOpbIE  COAEpKaT
BBIIIEYTIOMSHYThIE HW30TOMbl W/WMJIW JPYrHe W30TOMbI APYrUX aTOMOB, BXOIST B 00beM
Hacrosero n3obperenus. OnpeneneHHble MEYEHHbIE H30TONAMH COEAMHEHUsI 10 HACTOSIIEMY
N300pETEeHNIO, HaPUMEp, COEAMHEHHsI, B KOTOPbIE BKJIIOYEHBI PATMOAKTUBHBIC H30TOIIbI, TAKHE
kak “H u 'C, sBnsroTcs NpUMEHMMBIMH sl AHAIM30B pACIpefeseHHs JeKapCTBEHHOTO
cpeacTsa w/unu cyberpata B Tkansx. Copmepxamue Tputuii, T. e. *H, yrnepon-14, 1. e. “C,
U30TONBI OCOOEHHO MPEANOYTUTENbHBI BCIEICTBHE MPOCTOTH UX MOJYyYEHUs] U OOHApPY KEHHSL.
KpoMme Toro, 3ameleHne 6oee TsSKENTbIME H30TONAMU, TAKUMH Kak feiitepuii, T. e. H, MoxeT
NPEAOCTABIISITh HEKOTOPBIE TEPANEBTUUECKHE ITPEUMYIIECTBA, BOZHUKAIOIINE BCIEACTBUE Ooee
BBICOKOH YCTOMYMBOCTH K MHAKTUBALIMU B IPOLIECCE META0OJM3Ma, HapUMEp, MOBBIIIEHHBIN
HePHOJ TOJYBBIBEICHUS 1N VIVO WM CHIDKEHHBbIE TPeOOBAHMS K TO3HPOBKE, U, CJIEOBATENBHO,
MOTyT OBbITh OOJIee PEATIOYTUTENIbHBIMU B HEKOTOPBIX 00CTOATENbCTBAX. MEeYeHHbIE H30TOMAMU
COEAMHEHUS M0 HACTOSIIEMY H300PETEHHIO B OCHOBHOM MOTYT OBITh MOJYYEHBI yTEM 3aMEHbI
HEMEYEHHOTO M30TOMAMH PEAreHTa JIETKO JOCTYITHBIM MEUEHHBIM U30TONAMH PEareHTOM.

[0112] Bce mateHTHl W npyrue NyOJIMKanuy, W3JO0KEHHbIE B JTAHHOM JOKYMEHTE,
BKJIIFOUEHBI B JAHHBIN JTOKYyMEHT MOCPEACTBOM CCHLIKH.

[0113] IIpumepsl u BapHaHTbI OCYLIECTBIEHHUS, IPEACTABIEHHbIE HIDKE, WITIOCTPUPYIOT
HacToslee H300pETeHHe, PACKPBITOE B JAHHOM JAOKYMEHTE, W He MPEeIHA3HAYEHbI IS
orpaHuyeHusi oo0bema HopMyITbl H30OPETEHHS KAKUM-JTHO00 00pa3om.

BAPUAHTHBI OCYIIECTBJIIEHUSA

[0114] 1. B opHOM BapuaHTe OCYIUISCTBJIICHHS HACTosiee  H300peTeHue
npeaycMaTpuBaeT  KPUCTAUTMYECKyro  Oe3BomHyro  ¢dopmy I 6-drop-7-(2-pTop-6-
ruapokcudernn)-1-(4-mermn-2-(2-nponannn)-3-nmupuauHmn)-4-((25)-2-mermn-4-(2-
nponeHonn)- 1 -nmunepasunmn)mupuno| 2,3 -d jJrupumuaun-2(1H)-ona (coenunenns 1).

[0115] 2. B npyrom BapuaHTe OCYIIECTBJICHHS HACTOsIee H300peTeHue
NpeayCMaTpPUBAET KPUCTAIMYECKYIO 0e3BOIHYIO (opMy I cornacHO BapuaHTy OCYLIECTBIEHUS

1, rne 6e3Bonnas ¢popma I mpencrasisier coboit aTpornonzomep M.
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[0116] 3. B npyrom BapuaHTe OCYIIECTBICHHS HACTOsIIee H300peTeHUe
NpeAyCMaTPUBAET KPUCTALIHYECKYIO 0e3BOAHYIO (opMy I cormacHO BapuaHTy OCYIIECTBIEHUS
1, roe kpuctrammueckas Oe3BonHas gopma I xapakrepusyercss MOPOIIKOBOH PEHTTEHOBCKOU
audpakTorpaMMOH, 1O CyTH NMOKa3aHHOM Ha ¢ur. 5.

[0117] 4. B npgpyromMm BapuaHTe OCYIIECTBIEHHsS HACTOsllee H300peTeHHe
npenyCcMaTpUBaeT KPUCTAUINYECKY0 0e3BoHyI0 GopMy I cornacHO BapHaHTy OCYINECTBICHUS
1, rne ykaszaHHas kpucrajuimueckas OesBozmHast ¢opma I xapakrepusyercs Mo MeHbIIeH Mepe
TpeMsl NMUKaMU, 10 MEHbLIEH Mepe MATbI0 MHUKaMH WIM N0 MEHbIIEH Mepe CEeMBbI0 MHKaMHu,
BBIOPAHHBIMH W3 TOPOIIKOBOH PEHTTEHOBCKON IU(PPAKTOrPaMMBbI, COAEpIKAIEH MHKH IpH
3HAYEHUSIX yria OUpPaKkiiy, BRIPAXKEHHbIX B rpaaycax 2-tera, mpu npumepHo 8,8, 9,0, 10,8,
12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u 25,0.

[0118] 5. B npyrom BapuaHTe OCYIIECTBJICHHsS HACTOsee HU300peTeHue
NpeAyCMaTPHBAET KPUCTALTHUYECKYIO 0e3BOAHYIO (opMy | cornacHO BapHaHTy OCYIIECTBICHHUS
1

PEHTI€HOBCKOW MU(PPAKTOrPaMMOM, coneprKaimell MUKW TMpH 3HAYSHHMsSIX yria Tudpakuuy,

, THOe YyKa3aHHas KpucTajindeckas OespomHast ¢opma | xapakTepusyercss MOPOIIKOBOM
BBIPAKEHHBIX B rpaaycax 2-teta, npu npumepHo 9,0, 12,0, 12,6 u 19,0.

[0119] 6. B npyrom BapuaHTe OCYIIECTBICHHsS HACTOsee H300peTeHUe
peayCMaTPUBAET KPUCTAIUTUIECKYIO0 Oe3BOAHYIO (opMy | COracHO BapUaHTy OCYIIECTBIICHUS
1

KaJIOPUMETPUH, COAEprKaIell SHAOTEPMY € HadaoM npu npudnusurensHo 293°C.

, KOTOpasi  XapakTepu3yercs  TepMorpammon  auddQepeHunaaTbHOW  CKAaHUPYIOLIEH

[0120] 7. B npyrom BapuaHTe OCYLIECTBICHHMS HACTOsee H300peTeHue
npeayCMaTpUBaeT KPUCTAJUINIECKYIO 0€3BOAHYIO (POPMY COTJIACHO BapHAHTYy OCYLIECTBIECHHUS 1,
KOTOpast XapaKTepu3yeTcs TepMOTpaMMON TEPMOrPaBUMETPUYECKOTO aHau3a,
XapaKTepU3yIIeH MOTepPI0 Beca, COCTABIIIOUIYIO NpubmusutenbHo 0,2% mnpu HarpeBaHUU OT
npudmmsuTensHo 25°C no npudmmsutensro 275°C.

[0121] 8. B ngpyrom BapuaHTe OCYINECTBJIEHHs HACTOsIee U300peTeHUe
NpeayCMaTPUBAET KPUCTAJUTUIECKYIO Oe3BOAHYIO (DOPMY COTJIACHO BapUAHTY OCYINECTBIEHUS 1,
rje yka3aHHas KpucTajauyeckas OessonHas ¢opma I xapaktepusyercs crektpom *C SIMP
TBEPIOTO TeJa, MOKa3aHHbIM Ha ¢ur. 8.

[0122] 9. B npyrom BapuaHTe OCYIIECTBJICHHsS HACTOsee HU300peTeHue
NpeayCMaTPUBAET KPUCTAIUTUIECKYIO O€3BOAHYIO (POPMY COTJIACHO BapUAHTY OCYLIECTBICHHS 1,
rje ykasaHHas KpucTajiumdeckas OessonHas ¢opma 1 xapaktepusyercs crektpom *C SMP
TBEPAOIO Teja, COAEpKalluM MUK pu npumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50,
54, 107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167,7 u
168 ppm.

[0123] 10. B npyroM BapuaHTe OCYIIECTBJICHUS HACTOsIee HU300peTeHue
NpeayCMaTPUBAET KPUCTAIUTUIECKYIO O€3BOAHYIO (POPMY COTJIACHO BapUAHTYy OCYLIECTBIECHHUS 1,
rjie ykasaHHas KpucTannumueckas Oe3pomHas (opma I xapaxtepusyercss crektpom °F SIMP
TBEPJOTrO TeJa, MOKa3aHHBIM Ha ¢ur. 9.

[0124] 11. B npyroMm BapuaHTe OCYIIECTBJIGHHS HaCToOsee H300peTeHue
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NpeayCcMaTPUBAET KPUCTAIUTUIECKYIO O€3BOAHYIO (POPMY COTJIACHO BapUAHTY OCYLIECTBICHHUS 1,
rIe yKasaHHas Kpucramianueckas OesBomHas ¢opma I xapakrepusyercs cnektpom SAMP
tBepaoro Tena °F, comep kaliuM MUKy mpu mpuMepHo -49, -60, -79, -90, -109, -120, -138, -150,
-168 u -179 ppm.

[0125] 12. B ngpyroM BapuaHTe OCYLIECTBJICHHUS HACTosiee HU300peTeHue
npenyCMaTpPUBAET KPUCTAITMYECKYIO 0€3BOIHYIO (hOPMY COTJIACHO BapUAHTY OCYINECTBIEHHUS 1,
KOTOpast sIBJISIETCS MO CyTH YUCTOM.

[0126] 13. B njgpyrom BapuaHTe OCYLIECTBJCHHMsS HACTOsIIIee HW300peTeHHe
npeaycMarpuBaeT  (HapMaLEBTHUYECKYI0  KOMIIO3HIHMIO, COMAEPKAINYI0  KPUCTALTHYECKYIO
6e3Boanyro Gopmy I corimacHo BapuaHTy ocymecTBieHus: | U papmManeBTHUECKH MPUEMIIEMOe
BCIIOMOTaTeJIbHOE BELIECTBO.

[0127] 14. B npyroM BapuaHTe OCYIIECTBJICHUS HACTOsIee U300peTeHue
npeaycMatpuBaeT  (apMaLEBTHYECKYI0  KOMITO3HIHIO, COIAEPKAINYI0  KPUCTAJUTHYECKYIO
6e3BonHy0 Gopmy I cornmacHo modomy U3 BapuaHTOB ocymecTienus 1, 2, 3,4, 5, 6,7, 8,9, 10,
11, 12 wnu 13 nm ux cMech U papMarieBTHYECKH MPUEMIIEMOE BCIIOMOTATENbHOE BEIIECTBO.

[0128] 15. B npgpyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee HW300peTeHHe
npeaycMaTpuBaeT (GpapMaleBTHUECKYI0 KOMIIO3HIMIO COTJIACHO BAPHAHTY OCYLIECTBJICHUs 14,
7€ KOMIIO3HMLUS PEACTABISIET COOOH OMHOKPATHYIO JI03Y.

[0129] 16. B nppyrom BapuaHTe OCYLIECTBIEHHMsS HACTOsIIee H300peTeHHe
NMpeaycMaTpuBaeT KOMIIO3UIUIO, coxepkamyr amopdryro dopmy  6-prTop-7-(2-gTop-6-
ruapokcudernn)-1-(4-merun-2-(2-nponannn)-3-mupununmn)-4-((25)-2-mermn-4-(2-
nponeHoun)- 1 -nunepasunmn)mupuno| 2,3 -d Jrupumuaun-2(1H)-ona U KPUCTAJTMUECKYIO
6e3BoaHy0 Gopmy I cornmacHo BapuaHTy ocyuecTBIeHus 1.

[0130] 17. B npyroM BapuaHTe OCYLIECTBJICHHUS HAcTosimee HU300peTeHue
npenycMaTpuBaeT Crocod NOJyueHHs KpUcTajutmueckod OesBomHoi ¢opmer I cormacHo
BapHAHTY OCYILIECTBJIEHUs |, Mpu 3TOM criocod BkiouyaeT oObenunenue Gopmbi 11 coenuuenus 1
U TOIXOMSIIEr0 PacTBOPUTENS M YIOAJEHUE PACTBOPUTENS ¢ 00pa3sOBaHHEM KPHCTAJLTHUECKOU
6e3BonHoi popmbl I coennuenus 1.

[0131] 18. B njgpyrom BapuaHTe OCYLIECTBJCHHsS HACTosee H300peTeHue
npeaycMaTpuBaeT Crocod COrTacHO BapUAHTy OCYIIeCTBIeHHWs 17, rae NOIXOMSIINM
pPacTBOPUTEIIEM SIBJISIETCS BOJA.

[0132] 19. B npgpyroMm BapuaHTe OCYLIECTBICHHMs HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT crocod sedeHus 3aboseBaHus, ornocpenoBaHHOro uHruoOuposannem G12C
KRAS, mnpu sToM cnoco0 BKIIOYAET BBENEHHE MALMEHTY, HYXIAIOLIEMyCs B 3TOM,
dapmaneBrryeckn 3pPEeKTHBHOTO KOMMUECTBa (hapMalleBTHYECKOH KOMIO3HLIUH, COAepIKallen
KPHUCTAUTHUECKYIO Oe3BOnHYI0 hopMmy | cornmacHo BapuaHTy oCcyIiecTBieHus 1.

[0133] 20. B npgpyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT crocod sedeHus 3aboseBaHUs, ornocpenoBaHHOro uHruoOuposanueM G12C
KRAS, npu s3ToM cnoco0 BKIIOYAeT BBENEHHE MALMEHTy, HYXIAIOLIEMyCs B 3TOM,

dapmanepruuecku 3(HEKTUBHOTO KoJndecTBa (hapMaLEBTUYECKON KOMIIO3UIIMH COTJIACHO
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BAPUAHTY OCYILUECTBJICHUs 14.

[0134] 21. B npyroMm BapuaHTe OCYIIECTBJICHHS HaCToOsmee H300peTeHue
NpeaycMaTpHUBaeT Coco0 COrIacHO BapUAHTY OCYLIeCTBIeHHs 19, rne ykazaHHOe 3a00neBaHue,
onocpenosanHoe nHruouposanuem G12C, npeacrasisier coOoit pax.

[0135] 22. B ngpyroM BapuaHTe OCYLIECTBJICHHUS HACTosee H300peTeHue
NpeayCcMaTpUBaeT CIOCOO COTIACHO BAPHAHTY OCYINECTBiIeHus 21, rae pak mpeacTaBisieT co0oi
PaK JIETKOT0, paK MOKENyI0YHOM JKeJIe3bl MIIN KOJIOPEKTAJIbHBIN PaK.

[0136] 23. B njgpyrom BapuaHTe OCYLIECTBJCHHs HACTosiee HU300peTeHue
peayCcMaTpUBAeT Croco0 COrJIaCHO BaAPUAHTY OCYIIECTBIIEHUS 22, T/Ie paK MPencTaBysieT CoOou
paK JIErkoro.

[0137] 24. B npyroM BapuaHTe OCYIIECTBJIEHUS HACTOsIee U300peTeHue
NpeAyCMaTPUBAaeT CHOCOO COMIACHO BAapHaHTy OCYIIECTBICHUs 23, TAe pak JIerkoro
NpEeACTaBIIseT COOOH HEMEIKOKIETOYHBIN PaK JIETKOTO.

[0138] 25. B npgpyrom BapuaHTe OCYLIECTBICHHMsS HACTOsIIEee H300peTEeHHE
npeaycMmarpuBaer amoppHyro ¢dopmy 6-pTop-7-(2-¢pTop-6-runpokcudennn)-1-(4-merun-2-(2-
pONaHu)-3-mupuanHm)-4-((25)-2-metnn-4-(2-nponenonn)- | -nunepasuHm) mupuao[ 2,3 -
d]mupumunus-2(1H)-ona.

[0139] 26. B npgpyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTeHHe
npeaycMmarpusaer amoppuyro ¢dopmy 6-pTop-7-(2-¢pTop-6-runpoxkcudennn)-1-(4-merun-2-(2-
npomnaHu)-3-nmupuauHu)-4-((25)-2-metun-4-(2-nponenonn)- | -nunepazuHmn) mupuno[ 2,3-
d]mupumunua-2(1H)-0oHa coracHO BapuUaHTy OCYIIECTBIIEHHUS 25, KOTOpas XapaKTepHU3yeTcs
TIOPOLIKOBOI PEHTI€HOBCKON AM(paKkTOrpaMMON, 10 CyTH NoKa3aHHOH Ha ¢ur. 1.

[0140] 27. B npgpyroM BapuaHTe OCYLIECTBJCHMs HACTOsIee H300peTeHue
npenycmatpuBaer amopdHyr (GopMy COrIaCHO BapHaHTy OCyIIecTBIeHus 25, rae ¢opma
npeacTasiseT coboi arpornonsomep M.

[0141] 28. B npyrom BapuaHTe OCYLIECTBJIEHUS HACTOsIEe H300peTeHue
npeaycMarpuBaeT amopdHyr (GOpMy COMIACHO BapHaHTy OCYINECTBJIEHUs 25, KOTOpas
XapakTepusyercss  TepMmorpamMmoil  nudepeHIuanbHON  CKaHHMPYIOINeH — KaJOPUMETPHH,
coJiepIKallel SHAOTEPMY C Ha4aJioM npu npuom3uTenbHo 144°C.

[0142] 29. B npyroM BapuaHTe OCYIIECTBJIEHUS HACTOsee U300peTeHue
npeaycMarpuBaeT amMopdHyr (GOpMy COMIACHO BapHaHTY OCYINECTBJICHUsS 25, KoTopas
XapaKkTepusyeTrcs TepMOIpPaMMON TepMOTpaBUMETPUYECKOTNO aHalu3a, XapakTepusyroLlei
MOTEPI0 BECa, COCTABISIFOIIYIO MPHOIM3UTENbHO 1,5% mNpu HarpeBaHuu OT NPUOIU3UTENBHO
25°C po npubnusutensHo 275°C.

[0143] 30. B npyrom BapuaHTe OCYIIECTBJICHUSI HACTOsIIee HU300peTeHue
npeaycMaTpuBaeT aMopdHy0 (GopMy COrJacHO BApHAHTY OCYINECTBJICHUS 25, rae yKa3aHHas
¢opma xapaxrepusyercs crektpoM °F SIMP Tepnoro Tena, nokasaHHbIM Ha Qur. 4.

[0144] 31. B npyroMm BapuaHTe OCYIIECTBJICHUS HACToOsee H300peTeHue
npeaycMarpuBaeT aMopdHy0 (GopMy COracHO BapHaHTYy OCYIIECTBJIEHHS 25, TAe yKa3aHHas

dopma xapakrepusyercs criektpom F SIMP TBeporo Tesa, CopepKaliiuM MUK NPU MPUMEPHO
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-86, -96, -116, -127, -146 u -156 ppm.

[0145] 32. B npyroMm BapuaHTe OCYIIECTBJIGHHS HaCToOsmee H300peTeHue
npeaycMaTpuBaeT aMmop(Hy0 GpopMy COrlacHO BapuaHTy OCYIIECTBIIEHHUs 25, KOTOpast SIBISETCA
10 CYTH YUCTOU.

[0146] 33. B npgpyrom BapuaHTe OCYLIECTBJCHHMs HACTOsiee H300peTeHHe
npenycMaTpuBaeT (hapMaleBTUYECKYI0 KOMIIO3HMLMIO, cofepikamyr amopduyoo ¢dopmy
COIJIACHO BapHMaHTy OCYLIeCTBJIEHHA 25 M (papMaleBTUUECKH NPHUEMIIEMOE BCIOMOTATEeNbHOE
BEIIIECTBO.

[0147] 34. B npyroMm BapuaHTe OCYILIECTBJIEHUS HACTOsIEe U300peTeHue
npeaycMaTpuBaeT (papMaleBTHUECKYI0 KOMIIO3HMLIMIO, COAepiKaulyro amopdHyrw Gdopmy
COMIACHO JIOOOMY M3 BapUAHTOB ocyluecTBieHus 25, 26, 27, 28, 29, 30, 31, 32 wim 33 unu ux
cMech U (papMaLeBTHYECKH PUEMIIEMOE BCTIOMOTaTeIbHOE BEIECTBO.

[0148] 35. B npyrom BapuaHTe OCYIIECTBJIEHUS HACTOsIee HU300peTeHue
npeaycMaTpuBaeT (GpapMaleBTHYECKYI0 KOMIO3HMLUIO COTJIACHO BAPHAHTY OCYIIECTBJICHUS 34,
7€ KOMITO3HULIUS PEACTABISIET COOON OHOKPATHYIO JT03Y.

[0149] 36. B npyrom BapuaHTe OCYIIECTBJICHUS HACToOsIee HU300peTeHue
peayCMaTpUBaeT Crocod monydeHust aMmoppHOi (HOPMBI COTJIACHO BAPHAHTY OCYIIECTBIICHUS
35, mpu 3TOM €Hoco0 BKIJIOYAET PACTBOPEHHE COENUHEHMs | B MOAXOASIIEM PacTBOPUTENE C
oOpazoBanneM aMmopdHOI Gpopmbl coenuHeHus 1.

[0150] 37. B npgpyroM BapuaHTe OCYLIECTBIEHMs HACTOsIIee H300peTeHHe
NpeayCMaTpuBaeT Crnocod COrTacHO BapUAHTy OCYIIECTBICHHS 30, TrAe MOIXOISIIHM
PaCTBOPUTENIEM SIBJISIETCS METAHOJL.

[0151] 38. B ngpyroM BapuaHTe OCYLIECTBICHHS HACTOsIee H300peTeHue
npenycMaTpuBaeT crocod sedeHus 3a0oneBaHus], ONMocpenoBaHHOro wHruoOuposanuem G12C
KRAS, mpu »sTOoM cnoco0 BKIHOYAaeT BBEACHHE NALMEHTY, HYXKAAOLIEMYCS B 3TOM,
dapmaneBTryeckn 3hPekTHBHOrO KOMMUeCTBa (hapMalleBTHYECKOH KOMIO3HMLIUH, COAEpIKaIleH
amMopdHy GopMy COrjIacCHO BAPUAHTY OCYIIECTBIICHHUS 25.

[0152] 39. B njgpyrom BapuaHTe OCYLIECTBJICHHMs HACTOsee HW300peTeHHe
NpeayCMaTpHUBaeT Coco0 COrIaCHO BapUAHTY OCYLIECTBICHHs 38, rie ykazaHHOe 3a00eBaHue,
onocpenoBanHoe nHruouposanuem G12C, npeacrasiser coOoi pak.

[0153] 40. B npyroMm BapuaHTe OCYIIECTBJICEHUS HACTOsee U300peTeHue
peayCMaTPUBAET CIIOCO0 COTJIAaCHO BaPUAHTY OCYIIECTBIICHUS 39, I/ie pak MpencTaBisieT CoOou
paK JIErKOro, pak MoJKeNTy10YHOMN jKeJie3bl MIIH KOJIOPEKTAJIbHBIN pak.

[0154] 41. B npyrom BapuaHTe OCYIIECTBIICHUS HACTOsIee H300peTeHue
peayCMaTpUBAeT Coco0 COTJIaCHO BapUaHTy ocyiuecTBiieHus 40, rie pak MpencTaBisierT coOou
paK JIErkoro.

[0155] 42. B npyroM BapuaHTe OCYILIECTBJICHUS HACTOsIee H300peTeHue
NpeayCcMaTpuBaeT CHoco0 COMIacHO BapHaHTy oOcyluecTBieHuss 41, rae pak  Jerkoro
npeAcTaBisieT cOOOH HEMENKOKIETOYHBIH paK JIETKOro.

[0156] 43. B npyroMm BapuaHTe OCYIIECTBJIGHHS HaCToOsee H300peTeHue
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NpeaycMaTpuBaeT  KPUCTAIMYECKyH0  Oe3BomgHyro  ¢opmy I 6-pTop-7-(2-¢pTop-6-
ruapokcudernn)-1-(4-mermn-2-(2-nponannn)-3-mupununmn)-4-((25)-2-mermn-4-(2-
nponexnonn)- 1 -nunepasunmn)mupuno| 2,3 -d jJrupumuaun-2(1H)-ona (coenunenus 1).

[0157] 44. B npyroMm BapuaHTe OCYIIECTBJIGHHS HaCTosee H300peTeHue
npenyCMaTpUBAET KPUCTAIUTNUECKYIO Oe3BoaHyI0 (opmy II coriacHo BapuaHTy OCYINECTBICHUS
43, rne 6e3BoaHas ¢popma I mpencrasnser coboit arpononzomep M.

[0158] 45. B ngpyroMm BapuaHTe OCYLIECTBJIEHHS HACTosee H300peTeHue
NpeayCMaTpPUBaET KPUCTAIUINYECKYIO Oe3BoaHYI0 (popmy I cormacHo BapuaHTy OCYLIECTBICHHUS
43, KOTOpas XapaKTepU3yeTCs MOPOLIKOBOH PEHTTEHOBCKON MU(PAKTOrpaMMON, MO CyTH
noka3aHHoi Ha ¢wur. 10.

[0159] 46. B npyroMm BapuaHTe OCYIIECTBJIEHUS HACTOsee U300peTeHue
NpeayCMaTPUBAET KPUCTAJUTNYECKYI0 Oe3BomHyro (opmy Il coemmHenus 1 cornacHO BapHaHTY
ocymecTsieHus 43, rae ykaszaHHast (opMa XapakTepU3yeTcs M0 MEHbIIEH Mepe TpeMsl MUKaMHU,
N0 MEHbIIEH Mepe MAThI0 MHKAMU WM 10 MEHbLIEH Mepe CeMbI0 NMHUKAMH, BBIOPAHHBIMH U3
MOPOIIKOBON PEHTI€HOBCKOH AM(PPAKTOrpaMMBbl, COIEpIKAINeH MUK MpH 3HAYSHHAX YIJia
audpakuy, BRIPAKEHHBIX B rpagycax 2-tera, mpu npumepHo 7,3, 9,8, 10,1, 10,4, 11,3, 11,5,
11,9, 13,3, 14,3, 14,7, 17,2, n 18, 4.

[0160] 47. B npyroMm BapuaHTe OCYIIECTBJICHUS HACTOsIEe HU300peTeHue
peayCMaTpUBaeT KpUCTALUINYeCKyto Oe3Bonuyto ¢opmy Il coennnenus Il cormacHo BapuaHTy
ocymiecTsieHus 43, rae ykaszaHHas (popMa XapakTepU3yeTcss MOPOLIKOBON PEHTTeHOBCKOMN
nudpakTorpaMMol, copepskallell MHKU NMPH 3HAYEHUAX yria AU(pakLUuM, BBIPAKEHHBIX B
rpanycax 2-tera, npu npumepso 7,3, 9,8, 10,1, 11,3, 13,3 u 17,2.

[0161] 48. B npgpyrom BapuaHTe OCYLIECTBJCHHMs HACTOslee H300peTeHHe
npenycMaTpUBaeT KPUCTAIUTNUECKY 0 Oe3Boanyto (opmy II corimacHo BapuaHTy OCyINECTBIEHUS
43, KOTOpasi  XapakTepusyercst TepMorpammoil  nuddepeHUnanbHOl  CKaHUPYIOIeH
KaJIOPUMETPUH, COAEpIKaIIeli SHAOTEPMY ¢ HaYaJioM mpu npubnusurensHo 193°C.

[0162] 49. B npyrom BapuaHTe OCYLIECTBJIEHUS HACTOsee H300peTeHue
NpeayCMaTPUBAET KPUCTAIUINIECKYIO Oe3BOaHYIO (popmy 11 cormacHo BapuaHTy OCYLIECTBICHHUS
43

XapaKTePHU3YyOLIeH MOTEPI0 BeCa, COCTABILIIOINYIO OT MPUOMN3UTENbHO 1% 10 MpuOIN3UTENBbHO

, KOTopas  XapakTepusyercsi TepMOrpaMMONl  TepMOrPaBUMETPUUYECKOrO  aHallu3a,
1,8% npu HarpeBanuu ot npudau3uTenpHo 25°C 1o npubnusutensHo 250°C.

[0163] 50. B npgpyroMm BapuaHTe OCYLIECTBJICHHMs HACTOsIIee HU300peTeHHe
NpeayCMaTPUBAET KPUCTAIUINIECKYIO Oe3BOaHYIO (popmy Il cormacHo BapuaHTy OCYLIECTBICHUS
43, rie ykasanHas popma xapakrepusyercs crektpom *C SIMP Teepnoro Tena, MoKa3aHHbBIM Ha
¢ur. 13.

[0164] S51. B npyroMm BapuaHTe OCYIIECTBJIIGHHS HACTOsIee HU300peTeHue
NpeayCMaTpPUBAET KPUCTAIUINIECKYIO Oe3BOaHYIO (popmy Il cormacHo BapmaHTy OCYILIECTBICHUS
43, rne ykasanHas Gopma xapakTepusyercs criektpoM “C SIMP TBeporo Tena, CoaepsKalluM
nuky npu npumepHo 16, 18, 19, 20, 23, 25, 31, 32, 38, 40, 43, 46, 51, 57, 105, 107, 110, 117,
120, 123, 124, 125, 128, 132, 149, 152, 155, 158, 159, 163 u 166 ppm.
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[0165] S52. B npgpyroMm BapuaHTe OCYLIECTBIEHHMsS HACTOsIIee H300peTeHHe
NpeayCcMaTpUBaET KPUCTAIUINYECKYIO Oe3BoaHYI0 (popmy Il cornmacHo BapuaHTy OCYLIECTBICHHS
43, rue yxaszanHas GopMa xapaktepusyercs ciektpoM F SIMP TBepmoro Tefa, MOKa3aHHBIM Ha
¢ur. 14.

[0166] 53. B npyroMm BapuaHTe OCYLIECTBJICHHUS HAcTosiiee HU300peTeHue
npenycMaTpUBaeT KPUCTAIUTNUECKyt0 Oe3Boanyto (popmy II corimacHo BapuaHTy OCyINECTBICHUS
43, rne ykazaHHas opMma xapakTepusyercst crektpoM °F SIMP TBepmoro Tena, copepiKalluM
MUK TIPU TIPUMEPHO -59, -62, -89, -92, -119, -122, -148, -151, -179 u -181 ppm.

[0167] S54. B npyroM BapuaHTe OCYLIECTBJIEHHS HACTOsIIEE H300peTeHne
NpeAyCMaTPUBAET KPUCTAIUINYECKYIO Oe3BoaHYIO (popmy 11 cornmacHo BapuaHTy OCYLIECTBICHHUS
43, KOTOpAast SIBISIETCS MO CYyTU YUCTOM.

[0168] S55. B npgpyrom BapuaHTe OCYLIECTBJICHHMsS HACTOsIIee HU300peTeHHe
npeaycMarpuBaeT  (HapMaLEBTHUECKY0  KOMIIO3HIIMIO, CONEPKAINYI0  KPHUCTAJLTHYECKYHO
6esBoanyro ¢opmy Il cornmacHo BapuaHTy ocyiuecTBiaeHus 43 u papManeBTHUECKH TPUEMIIEMOE
BCIIOMOTaTeJIbHOE BELIECTBO.

[0169] S56. B nppyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT  (HapMaLEBTHUECKY0  KOMITO3HIIMIO, COMAEPKAINYI0  KPHUCTATHYECKYIO
6e3BonHyr0 ¢popmy Il cormacHo moOoMy U3 BapuaHTOB ocyinecteieHus: 43, 44, 45, 46, 47, 48,
49, 50, 51, 52, 53, 54 wnu 55 unu ux cMech U (papManeBTUIECKU MPUEeMIIEMOE BCIIOMOTaTelIbHOE
BEIIIECTBO.

[0170] S57. B nppyroM BapuaHTe OCYLIECTBIEHMs HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT (GpapMaleBTHUECKYI0 KOMIO3HMLUIO COTJIACHO BAapPHAHTY OCYIIECTBJIEHHUS 50,
r7ie KOMITO3MLIUS MPEACTaBIseT COOOH OTHOKPATHYIO J03Y.

[0171] 58. B npyroM BapuaHTe OCYLIECTBJICHHUSl HAcTosee H300peTeHue
npeayCcMaTpuBaeT KOMIO3HILMIO, conepamy amopduyro ¢dopmy 6-¢pTop-7-(2-¢prop-6-
ruapokcudennn)-1-(4-mermn-2-(2-nponanmn)-3-nmupuaunun)-4-((2S)-2-merun-4-(2-
nponeHown)- | -nunepasunmn)mupuno| 2,3 -d Jnupumuaun-2(1H)-ona u KPUCTAJUTHUECKYIO
0e3BonHy0 Gopmy Il cornacHo BapuaHTy OCyIeCTBIECHUS 43.

[0172] 59. B npgpyrom BapWaHTe OCYLIECTBJEHHs HACTOsee H300peTeHue
NpeayCMaTpPUBaeT CHOCOO0 TMONy4YeHUs KpucTauimdeckoil OessomHoil ¢opmber II cormacHo
BapUAHTy OCYILIECTBIEHHs 43, mpU 3TOM crocod BKIOUYaeT oObennHeHHe aMopgHOU (OpMBI
coenMHEHUs] | W MOAXONAIIEro PacTBOPUTENSE ¢ OOpa3OBaHMEM KPUCTAJUINYECKOH Oe3BOIHOMN
¢dopwmel Il coennaenus 1.

[0173] 60. B npgpyrom BapuaHTe OCYLIECTBICHHMsS HACTOsIIee HU300peTeHHe
npeaycMaTpuBaeT Crocod COrTacHO BapUAHTy OCYIIECTBICHHsS 59, rae MOIXOMSIIAM
PaCTBOPUTENIEM SIBJISIETCS METAHOJI.

[0174] 61. B npyroMm BapuaHTe OCYIIECTBJICHHSI HACTOsIIee H300peTeHne
npeaycMaTpuBaeT crocod sedeHus 3aboseBaHUs, ornocpenoBaHHOro uHruouposanueM G12C
KRAS, npu s3ToM cnoco0 BKIIOYAaeT BBENEHHE MALUEHTy, HYXIAIOLIEMyCs B 3TOM,

dapmanepTuyecku 3pPEKTUBHOrO KOM4YecTBa (papMaLleBTUUECKON KOMITO3UINH, COAep Kalen



26

KpPHUCTATHUECKYI0 Oe3BonHyI0 ¢popmy Il cormacHo BapraHTy oCylecTBIeHU 43.

[0175] 62. B nppyroM BapuaHTe OCYLIECTBIEHHMsS HACTOsIIee H300peTeHHe
npeaycMaTpHUBaeT Coco0 COrIacHO BapUaHTy OcyliecTBiIeHHs 61, rne ykazaHHOe 3a00eBaHue,
onocpenosanHoe nHruouposanuem G12C, npeacrasisier coOoit pax.

[0176] 63. B ngpyroM BapuaHTe OCYLIECTBJICHHUS HACTosiee H300peTeHue
NpeayCcMaTpUBaeT CIOCO0 COMIACHO BAPHAHTY OCYINECTBIICHUs 62, TIe paK MpeAcTaBisieT co0oi
PaK JIETKOT0, paK MOKENyI0YHOM JKeJIe3bl MIIN KOJIOPEKTAJIbHBIN PaK.

[0177] 64. B npyrom BapuaHTE OCYIIECTBJIEHHS HACTOsIIEe H300peTeHue
peayCcMaTpUBaeT Croco0 COTrJIaCHO BaAPUAHTY OCYIIECTBIIEHUS 63, Iie pak MPencTaBisieT CoOou
paK JIErkoro.

[0178] 65. B nppyrom BapuaHTe OCYLIECTBJICHHMsS HACTOsIIee HW300peTeHHe
NpeAyCMaTPUBAaET CHOCOO COMIACHO BapHaHTy OCYLIECTBICHUS 64, Tae pak JIerKoro
NpEeACTaBIIseT COOOH HEMEIKOKIETOYHBIN PaK JIETKOTO.

[0179] 66. B nppyrom BapuaHTe OCYLIECTBICHHMsS HACTOsIIee HU300peTeHHe
npeaycMaTpuBaeT — KpUCTaJuIM4ecKyro  Oe3Bomnyro  ¢opmy 1T 6-drop-7-(2-dprop-6-
ruapokcudernn)-1-(4-metmn-2-(2-nponannn)-3-nmupuauamn)-4-((25)-2-mermn-4-(2-
nponexnonn)- 1 -nmunepasunmn)mupuno| 2,3 -d Jrupumuann-2(1H)-ona (coenunenns 1).

[0180] 67. B npgpyrom BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT  KpHCTauMdeckyro  OesBomnyro  (¢opmy Il cormacHoO — BapuaHTy
ocymecTsieHus 66, rne 6e3soaHas popma III npencrasnsier coboii arpononzomep M.

[0181] 68. B npgpyrom BapuaHTe OCYLIECTBIEHMs HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT — KpHCTauindeckyro  Oe3Bomnyio  ¢opmy Il cormacHO — BapuaHTy
OCYIL€CTBIICHUS 60, KOTOpast XapaKTepu3yercs MOPOLIKOBOM PEHTIe€HOBCKOMN
au(pakTOrpaMMONi, IO CyTH TAKOMH, KaK MoKa3aHo Ha ¢ur. 15.

[0182] 69. B npyroM BapuaHTe OCYLIECTBJICHHUS HAcTosee H300peTeHue
npeaycMaTpUBaeT KpUCTATNYeCKyo Oe3poanyro ¢opmy Il coenuHenust 1 corlacHO BapuaHTy
ocyuiecTBieHus 06, rae ykasaHHasi (hopMa XapakTepU3yeTcs 0 MEHbLICH Mepe TpeMs MUKaAMHU,
N0 MEHbILIEH Mepe MAThI0 MHKAMU WM 1O MEHbLIEH Mepe CeMbI0 MUKAMH, BHIOPAHHBIMH U3
MOPOIIKOBOM PEHTI€HOBCKOH AM(PPAKTOrpaMMBbl, COIEpIKAINEH MUK TMpPH 3HAYSHHSAX YIJia
au(paKIuy, BBIPAXKEHHBIX B rpaaycax 2-tera, npu npumepHo 6,3, 8.4, 9.5, 104, 14,9, 154,
15,5, 16,0, u 17,6.

[0183] 70. B npgpyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT Kpuctamndeckyro 6e3sonnyro Gopmy Il coenmnenus Il cornacHo BapuaHTy
ocywiecTBiieHuss 60, TAe yka3aHHas (opMa XapakTepuU3yeTcsi MOPOLIKOBOH PEHTT€HOBCKOMN
audpakTorpaMMol, copepkalied MUKW MPH 3HAYEHUAX yria AU(pakUud, BBIPAKEHHBIX B
rpanycax 2-tera, npu npumepHo 6,3, 8.4, 9.5, 15,5 u 16,0.

[0184] 71. B npyroM BapuaHTe OCYIIECTBJICHUS HACTOsIee HU300peTeHue
npeaycMaTpuBaeT  KpHUCTaUIM4eckyro  Oe3Bomnyio  ¢opmy Il cormacHo  BapwaHTy

ocyuiecTBiieHuss 66, KOTopas  xapakrepusyercs TepMmorpammoin  auddepeHumanbHON

2
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194°C.

[0185] 72. B npgpyroM BapuaHTe OCYLIECTBIEHMsS HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT — KpUCTaulndeckyro  Oe3Bomnyro  ¢opmy Il cormacHO — BapuaHTy
OCyLIECTBJICHUsT 66, KOTOpas XapakTepU3yercs TEPMOIPaMMON TEPMOIPaBUMETPUUYECKOrO
aHaJIM3a, coneprkaliel MPUOIN3UTENBHO MPEeHeOPeKUMO Mayl0 MOTEePI0 Beca NMPHU HarpeBaHUU
ot npudnusutensHo 25°C no npudnusurensao 250°C.

[0186] 73. B ngpyroM BapuaHTe OCYLIECTBJIEHHUS HACTosee H300peTeHue
npeaycMaTpuBaeT — KpucTauimdeckyro  Oessomuyro  (¢opmy Il cormacHO — BapuaHTy
OCYLIECTBJIEHUs 60, KOTOpast SIBJISIETCS IO CYTU YUCTOM.

[0187] 74. B npyroM BapuaHTe OCYLIECTBJIEHUS HACTOsIEe U300peTeHue
npeaycMarpuBaeT  (HapMaLEBTHYECKY0  KOMIIO3HIHIO,  COAEPKAINYH  KPUCTAUTHYECKYIO
6e3Bonuyo Gopmy III cormacHo BapHaHTy OCYIIECTBICHUS 66 1 (hapMalleBTHUECKU MPUEMIIEMOE
BCIIOMOTaTeJIbHOE BELIECTBO.

[0188] 75. B npgpyroMm BapuaHTe OCYLIECTBICHHMsS HACTOsIIee H300peTEeHHE
npeaycMaTpuBaeT  (HapMaLEBTHYECKYI0  KOMITO3ULMIO, COMAEPKAINYI0  KPUCTAIUTHYECKYIO
6e3Bonnyro opmy Il cornacHo MrOOOMY M3 BapHAHTOB OCYyIeCTBIeHHs 66, 67, 68, 69, 70, 71,
72, 73 wnu 74 vnm ux cMech U papMaieBTUIECKH ITPUEMIIEMOE BCIIOMOTATENbHOE BEIECTBO.

[0189] 76. B nppyrom BapuaHTe OCYLIECTBJIEHHMs HACTOsIIee H300peTeHue
npeaycMaTpuBaeT (GpapMareBTHYECKYI0 KOMIO3HMLMUIO COTJIACHO BAPHAHTY OCYIIECTBJIEHHUS 75,
7€ KOMIIO3HLIUS PEACTABIIET COOOH OMHOKPATHYIO JI03Y.

[0190] 77. B nppyroM BapuaHTe OCYLIECTBJIEHMs HACTOsIIee H300peTeHHe
npeaycMaTpuBaeT KOMIIO3UIUIO, coxepxkamyr amopduyro dopmy 6-prop-7-(2-pTop-6-
ruapoxcudennn)-1-(4-mermn-2-(2-nponannn)-3-nmupununun)-4-((25)-2-merun-4-(2-
nponeHomnn)- 1 -nunepasunmn)nupuno| 2,3 -d mupumuans-2(1H)-ona u KPHUCTAITMUECKYIO
6esBoanyto Gopmy III cornacHo BapraHTy OCYIIECTBIECHUS 06.

[0191] 78. B npgpyrom BapuaHTe OCYLIECTBJCHHMsS HACTOsIee HW300peTeHHe
npeayCMaTpUBaeT Crnocod MOoNMy4YeHus: Kpucramamueckon Oespomnoit ¢opmer III cormacHo
BapHAHTY OCYINECTBJEHHs 06, Mpu 3TOM Crocod BKJOYaeT OObeAMHEHUE COenuHEHus | u
MOJXOAIIEr0 PacTBOPUTENsT C oOpa3oBaHMEM KpuCTammueckon Oe3somgHoW ¢opmber 111
coenuHeHus 1.

[0192] 79. B nppyroM BapuaHTe OCYLIECTBJICHHMsS HACTOsIIee HU300peTeHHe
npeaycMaTpuBaeT Crnocod COrTacHO BapUAHTy OCYIIECTBICHHsS 78, TAe MOIXOISIINM
pPacTBOPUTEIIEM SIBJISIETCS ALIETOH.

[0193] 80. B npgpyrom BapwaHTe OCYLIECTBJICHHs HACTOslee H300peTeHue
npeaycMaTpuBaeT crnocod sedenus 3aboseBaHUs, ornocpenoBaHHOro uHruoOuposanneM G12C
KRAS, mnpu s3ToM cnoco0 BKIIOYAET BBENEHHE MALUEHTY, HYXIAIOLIEMyCs B 3TOM,
dapmaneBruyeckn 3pPeKTHBHOrO KONMUecTBa (hapMaleBTHUECKONH KOMIIO3UIMH, COIEpIKaIleit
KpUCTAILTHUECKy0 Oe3Bonuyo Gopmy III cormacHo BapraHTy OCyIIeCTBICHHS 60.

[0194] 81. B npyrom BapuaHTe OCYIIECTBJIGHUS HACToOsee H300peTeHue

npenycMaTpuBaeT crnocod COrNIaCHO BapHaHTy ocyliecTBieHus 80, rae ykasaHHOe 3a00eBaHue,
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onocpenoBanHoe naruonposannem G12C, nmpencrasisier coOOOH pak.

[0195] 82. B npyroMm BapuaHTe OCYIIECTBJIGHHS HACToOsmee H300peTeHue
NpeayCMaTpHUBAET CIIOCO0 COTJIAaCHO BapUAHTY OcyluecTByeHUs 81, rae pak mpencrasisier coOou
paK JIErKOro, paK MOKeNTyIOYHOM JKeJe3bl MU KOJOPEKTAJIbHBIN PaK.

[0196] 83. B npgpyrom BapuaHTe OCYLIECTBJCHHMs HACTOsIee H300peTeHHe
NpeayCcMaTpUBAeT CIOCOO COMIACHO BAPHAHTY OCYINECTBIICHUs 82, rae pak mpeAcTaBisieT co0oi
paK JIErKoro.

[0197] 84. B npyroM BapuaHTe OCYUIECTBJIEHUS HACTOsIEe U300peTeHue
NpeAyCMaTPUBAaeT CHOCOO COMIACHO BapHAHTY OCYIIECTBJICHUS 82, TAe pak JIerkoro
NpeACTaBJIsIeT COOON HEMEIKOKIETOYHBIH PaK JIETKOTo.

[0198] 85. B npyrom BapuaHTe OCYIIECTBJIEHUS HACTOsee U300peTeHue
NpeAyCMaTPUBAET KPUCTALTMUECKYIO THAPATHYIO Gopmy 6-pTop-7-(2-¢pTop-6-ruapokcudenn)-
1-(4-metnn-2-(2-nponanmn)-3-nupuannmn)-4-((2S)-2-metun-4-(2-nponenonn)- 1 -
nunepasuHuI)mupuno| 2,3 -d | mupumuann-2(1H)-ona (coennnenus 1).

[0199] 86. B npyrom BapuaHTe OCYIIECTBJICHUS HACTOsIee HU300peTeHue
NpeayCMaTPUBAET KPUCTAUTMYECKYIO THAPATHYIO (OPMY COTJIACHO BApPUAHTY OCYIIECTBIICHHUS
85, roe ruznparHas ¢popma npeacTasisier co0oi arporonzomep M.

[0200] 87. B npyroMm BapuaHTe OCYIIECTBJICHUS HACTOsIee HU300peTeHue
NpeAyCMaTPUBAET KPUCTALUTMYECKYIO THAPATHYI0 (OPMYy COTJIACHO BapUAHTy OCYIIECTBICHHUS
85, KOTOpasi XapakTepU3yeTcsl IMOPOIIKOBOW PEHTI€HOBCKOW AM(pakTOorpaMMmoH, IO CyTH
MoKa3aHHOM Ha ¢ur. 18.

[0201] 88. B npyroMm BapuaHTe OCYIIECTBJIGHHS HACToOsee H300peTeHue
NpeayCcMaTpUBaeT KPHUCTAIMUECKYI0 THIpaTHYI0 (opMmy coenmHeHHst | COrJacHO BapHaHTY
ocymiecTBieHus 85, rae ykasaHHas (HopMa XapakTepH3yeTcsi IO MEHbIIeH Mepe TpeMs MUKaMH,
IO MEHbINEH Mepe IMATHI0 NMUKAMHM WM [0 MEHbLIeH Mepe CEeMbI0 IMHMKAMH, BHIODAHHBIMU M3
MOPOIIKOBOM PEHTI€HOBCKOH AM(PPAKTOrpaMMbl, COIAEpIKAIIEH MUKH MpH 3HAYCHHAX YIJia
audpakiuK, BbIPAXKEHHbIX B rpanycax 2-teta, npu npumepno 4,0, 44, 48 6,9, 8,0, 8.8, 9,6,
11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,2, 16,4, 16,6, 17,3, 17,4, 17,9, u 19,5.

[0202] 89. B npyroMm BapuaHTE OCYILIECTBJIEHUS HACTOsIee U300peTeHue
NpeayCMaTPUBAET KPUCTAUTMYECKYIO TUApPATHYI (opMy coenuHeHHs | COrnlacHO BapHaHTY
ocyuiecTBieHust 85, rae ykaszaHHas (opMa XapakTepu3yeTcsi MOPOIIKOBOH PEHTTEHOBCKOW
nudpakTorpaMMol, copepkalied MHKU MPH 3HAYEHUAX yria OU(pakUWd, BBIPAKEHHBIX B
rpanycax 2-tera, npu npumepHo 6,9, 8,0, 9,6, 12,4, u 13,1.

[0203] 90. B npyrom BapuaHTe OCYIIECTBJICHUS HACTOsee H300peTeHue
NpeayCMaTPUBAET KPUCTAUTMYECKYIO THAPATHYI0 (OPMY COTJIACHO BApUAHTY OCYIIECTBIICHHUS
85

KaJIOPUMETPHUH, COMEprKaIeli SHAOTEpMY ¢ HadasioM rpu npudnusurensHo 91°C.

, KOTopasi  xapakrepuzyercss Tepmorpammon  nuddepeHunaTbHON — CKaHHUPYHOIIEH

[0204] 91. B npyrom BapuaHTe OCYLIECTBIIEHHS HACTOsIIee H300peTeHHe

NpeayCMaTpPUBAET KPUCTAUIMYECKYIO THAPATHYIO (OPMY COTJIACHO BapUAHTy OCYLIECTBIIEHUS
85

2

KOTOpasi ~ XapakTepu3yeTrcss TepPMOrpaMMONl  TE€PMOrPaBUMETPUYECKOrO  aHau3a,
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XapaKTepU3yIIel moTepro Beca npumMepHo Ha 11% mpu HarpeBanuu ot mpudII3uTENBHO 39°C
no npudamsuTensHo 160°C.

[0205] 92. B npyroMm BapuaHTe OCYIIECTBJIGHHS HACTosee H300peTeHue
NpeAyCMaTpUBaeT KPUCTAUIMUECKYIO THAPATHYIO (OPMY COTJIACHO BapUAHTy OCYLIECTBIEHUS
85, KOTOpasi ABJIAETCA MO CYTH YUCTOM.

[0206] 93. B ngpyroM BapuaHTe OCYINECTBJIECHHS HAacTosiee H300peTeHue
npenycMaTpuBaer  (papMaleBTUUECKYH)  KOMIIO3HMLMIO, COAEPIKAINYI0  KPUCTAIIMYECKYIO
TUAPATHYIO (OpPMy COTJIACHO BapUAHTy OCYINECTBJICHUsS 85 M (apMaleBTHYECKH MPUEMIIEMOE
BCIIOMOTaTeJIbHOE BELIECTBO.

[0207] 94. B npyroMm BapuaHTE OCYIIECTBJICHUS HACTOsIIEE H300peTeHue
npeaycMarpuBaeT  (apMaLEBTHUYECKYI0  KOMIIO3HIHIO, COIAEPKAINYI  KPUCTAUTHYECKYIO
ruapaTHyo GopMy coriacHo JroOOMy M3 BapuaHTOB ocyiuecTieHus 85, 86, 87, 88, 89, 90, 91,
92 nnn 93 wn uX cMech U (PapMaeBTUYECKH IPUEMIIEMOE BCIIOMOTATENIbHOE BEIECTRO.

[0208] 95. B npyroM BapuaHTe OCYIIECTBJICHUS HACTOsIee HU300peTeHue
npeaycMaTpuBaeT (GpapMaleBTHYECKYI0 KOMIO3HLUIO COTJIACHO BAPHAHTY OCYIIECTBJIECHUsS 94,
r7e KOMIIO3HULIUS PEACTABIIET COOOH OMHOKPATHYIO JI03Y.

[0209] 96. B npyrom BapuaHTe OCYIIECTBJICHHS HACTOsiee H300peTeHue
npeayCMaTpUBaeT KOMIIO3UIUIO, coxepkamyr amopdryro dopmy 6-pTop-7-(2-gTop-6-
ruapokcudenrnn)-1-(4-mermn-2-(2-nponannn)-3-mupuauHmn)-4-((25)-2-mermn-4-(2-
nponeHonn)- 1 -nunepasunmn)mupuno| 2,3 -d jJrupumuaun-2(1H)-ona u KPUCTAJTHUYECKYIO
TUAPATHYIO (OPMY COTJIACHO BApUAHTY OCYLIECTBICHHS 85.

[0210] 97. B npyroMm BapuaHTe OCYIIECTBJIGHHS HaCTosee Hu300peTeHue
HpenyCMaTPUBAET CIIOCO0 MOMyUeHHsT KPUCTAIMYECKOH TUAPAaTHON (POPMBI COTTIACHO BAPHAHTY
ocymiecTBieHus: 85, mpu 3TOM crocod BKIIOYAeT OOBEIUHEHHE COeAMHEHUs | U MOAXOMASIIEro
pacTBOpUTENsT B NMPUCYTCTBUU BOABI ¢ OOpa30BaHMEM KPUCTAJUIMUECKOH TUIPATHOH (opMbI
coenuHeHus 1.

[0211] 98. B npyrom BapuaHTe OCYLIECTBJIEHUS HACTOsIEee U300peTeHue
npeaycMaTpuBaeT Crocod COMTacHO BapUAHTy OCYIIECTBJICHHs] 78, TAe MOIXOMSIIHM
PaCTBOPUTENIEM SIBIISIETCS METAHOJI.

[0212] 99. B npyroM BapuaHTe OCYIIECTBJIEHUS HACTOsee U300peTeHue
npeaycMaTpuBaeT crnocod sedenus 3aboseBaHus, ornocpenoBaHHOro uHruoOuposanueM G12C
KRAS, mpu sToM cnoco0 BKIIOYAET BBENEHHE MALMEHTY, HYXIAIOLIEMyCs B 3TOM,
dapmaneBrrdeckn 3pPeKTHBHOrO KOMM4ecTBa (hapMaleBTHUECKOW KOMIO3HMLNH, COAepIKallen
KPHUCTAJUTMUECKYIO THAPATHYIO (POPMY COTIIACHO BAPUAHTY OCYIIECTBIIEHHS 85.

[0213] 100. B npgpyrom BapuaHTe OCYIIECTBIEHHS HACTOsIee H300peTeHHE
npeayCMaTpHUBaeT Coco0 COrIaCHO BapUaHTy OCyLIecTBIeHHs 99, rne ykazaHHOe 3a00JeBaHuE,
onocpenosannoe nHruouposanuem G12C, npeacrasiser coOoil pak.

[0214] 101. B npgpyrom BapuaHTe OCYIIECTBIEHHS HACTOsIee H300peTeHHE
npeaycMaTpuBaeT Crocod COrylacHO BapuaHTy ocymectsiaeHus 100, rae pak mpencTaBiisieT

co0O0i1 pak JIETKOTO, paK MOIKEITYA0YHON HKeJle3bl FIIH KOJOPEKTAJIbHBIA pak.
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[0215] 102. B npyrom BapuaHTe OCYIIECTBICHHsS HACTosllee H300peTeHHe
npeaycMaTpuBaeT Crocod COrylacHO BapuaHTy ocymectsiaeHus 101, roe pak mpencrasiisieT
co0o0i1 pak JIerkoro.

[0216] 103. B npyrom BapwaHTe OCYLIECTBICHUS HACTosALlee H300peTeHHe
npenycMaTpuBaeT Crocod COINIacCHO BapuaHTy ocyiectiaeHuss 102, roe pak  JIErKOro
IpeNCTaBIsIeT COO0H HEMEKOKIETOYHBIH PakK JIETKOTO.

[0217] 104. B ngpyroM BapuaHTe OCYIIECTBJEHHS HACToOsllee H300peTeHHe
npeaycMaTpUBaeT KPUCTAITMUECKYIO COJIbBATHYIO bopmy 6-¢pTop-7-(2-pTop-6-
ruapokcudennn)-1-(4-mermn-2-(2-nponanmn)-3-nmupuauaun)-4-((2S)-2-mermn-4-(2-
nponexnown)- 1 -nmunepasunmn)mupuno| 2,3 -d jrupumuann-2(1H)-ona (coequnenus 1).

[0218] 105. B npyrom BapuaHTe OCYIIECTBJICHHsS] HACTOsIIee U300peTeHHe
NPeAyCMaTPUBAET KPUCTAJUIMIECKYIO COJIBbBATHYIO (POPMY COTJIACHO BAPUAHTY OCYILIECTBIICHHS
104, rme conbBatHasi (opma mpencrasisier coboii ¢opmy compBata ¢ THF, MeCN, MEK,
EtOAc, DCM, anieToHOM, NI-AMOKCAHOM, METAHOJIOM, M30TPOIAHOJIOM HJIH 3TaHOJIOM.

[0219] 106. B npyrom BapwaHTe OCYIIECTBJICHHUS] HACTOsIIee HU300peTeHHe
npeaycMaTpuBaeT GapMaleBTHUECKYI0 KOMITO3ULUIO, COAepKayo amopdHyro Gopmy 6-¢prop-
7-(2-prop-6-runpoxcudennn)- 1 -(4-mernn-2-(2-nponanun)-3-nupuansun)-4-((2S)-2-metnin-4-
(2-mponieHonn)- 1 -nunepazuanm)nupuno| 2,3-dmupumuana-2(1H)-ona u mo MeHbInelt mepe
OOHY KpUCTaJuIMdeckyro  ¢opmy  O6-pTop-7-(2-¢pTop-6-runpoxkcudennn)-1-(4-mermn-2-(2-
npomnaHu)-3-nmupuauHu)-4-((25)-2-metun-4-(2-nponenonn)- | -nunepazuHmn) mupuno[ 2,3-
d]mupumunua-2(1H)-oHa cornacHo r000My U3 BapHaHTOB ocyuiecTBieHus 1, 43, 66, 85 wu
104 u papmanieBTHIECKH TPUEMIIEMOE BCIIOMOTaTeNIbHOE BEIECTBO.

[0220] 107. B npgpyrom BapuaHTe OCYIIECTBJIEHHS HACTOsIIEe H300peTeHHe
MpeayCcMaTPUBAET KOMITO3ULMIO COTJIACHO BapHaHTy ocyluecTBieHus 106, KOoTopas COmep:KUT
Gonee yem mpuOIM3UTENHEHO 50 MPOLIEHTOB IO BECY KPHCTAIUIMUECKOro 6-GpTop-7-(2-¢pTop-6-
ruapokcudennn)-1-(4-mermn-2-(2-nponanmn)-3-nmupuausun )-4-((2S)-2-mermn-4-(2-
nponeHown)- 1 -nmunepasunmn)nmupuno| 2,3 -d jrupumuann-2(1H)-oHa.

[0221] 108. B npyrom BapuaHTe OCYIIECTBJIEHHsS] HACTOsIee H300peTeHHE
npeaycMaTpuBaeT (hapMaleBTUUYECKYI0 KOMIIO3UIUIO, COAEPIKAILIYI0 MO MEHbIIEH Mepe OIHY
KpHUCTALTHUECKY0 (popmy  6-¢prop-7-(2-prop-6-runpokcudennn)-1-(4-mernn-2-(2-nponanu)-
3-mupuannmn)-4-((2S)-2-metnn-4-(2-nponenomn)- | -nunepasusmwn) nupuao| 2,3-d [nupumunus-
2(1H)-oHa cormacHO nrOOOMY H3 BapHaHTOB ocyuiectBieHus 1, 43, 66, 85 wm 104 u
(bapManeBTUIECKH MPHEMIIEMOE BCIIOMOTATEIbHOE BEIECTBO.

AJIBTEPHATHUBHBIE BAPUAHTBI OCYIIECTBJIEHUA

[0222] B maHHOM AOKYMEHTE€ B Ka4yeCTBE BapHaHTa OCYLIECTBJICHHS | MpPENCTaBIIEHO
COEAMHEHHE, I7Ie COEAMHEHHE TNPENCTaBIsAeT COOON KpHUCTauIMdeckyr ¢opmy 6-¢prop-7-(2-
¢dTop-6-runpokcudenmn)-1-(4-merun-2-(2-nponarnn)-3 -nupuanHui)-4-((2S)-2-metnn-4-(2-
nponexHonn)- 1 -nunepasunun)mupuno| 2,3 -d jnupumunun-2(1H)-ona (coenunenuss 1) umm ero
aTpPOIION30MED.

[0223] B nmaHHOM JOKYMEHTE€ B KayeCTBE BapHaHTa OCYLIECTBJICHHS 2 MPEACTABJICHO
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COEAMHEHNE COIJIACHO BAPHAHTY OCYINECTBJIEHUS 1, I7le COEOUHEHHE MPENCTaBIseT COOOMH
arpononszoMep M coequnenus 1.

[0224] B nmaHHOM AOKYMEHTE€ B KaueCTBE BapHaHTa OCYLIECTBJICHUS 3 MPEICTaBIICHO
COEIMHEHHUE COTJIACHO BApUAHTY OCYLIECTBJICHUs | MU 2, T/Ie COeIMHEHUE MPECTABISAET COOO0M
KPUCTAJUTNYECKYIO O0e3BOHYIO (popMy coennHeHus 1.

[0225] B nmaHHOM NOOKyMEHTE B KauyeCTBE BapHaHTa OCYLIECTBJICHUS 4 TPEACTaBIIEHO
COEMHEHUE COrJIaCHO JIFOOOMY U3 BapHAaHTOB OCYINECTBJIEHUS 1-3, rne COeAHHEHHue
XapaKTePU3yeTCsl MOPOLIKOBONW PEHTTEHOBCKOM MTU(pakTOrpaMMoii, coxepskaruen nuku mnpu 9,0,
12,0, 12,6 u 19,0 £0,2 rpanyca 2-teTa, Kak U3MEPEHO C MOMOIIBK) PEHTIT€HOBCKOU MOPOIIKOBON
mu(PaKTOMETPUH C MPUMEHEHHEM JJTHHbI BOJNHBI PEHTTeHOBCKHX Jyueil, cocTasnsromeii 1,54 A.

[0226] B maHHOM AOKYMEHTE€ B KaueCTBE BapUaHTa OCYIIECTBICHUS 5 TMPEACTABICHO
COEMHEHUE COTJaCHO JIFOOOMYy U3 BapHaHTOB OCYINECTBJIECHUS 1-3, rne COeANHEHHue
XapaKTepU3yeTcsi MOPOIIKOBON PEHTTEHOBCKOW AU(paKTOrpaMMoOi, coaepKaield mo MeHbIIeH
Mepe TpH nuKa, BeiOpanHbie u3 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6,
18,7, 19,0, 19,9, 20,0, 22,9, u 25,0 £ 0,2 rpagyca 2-Tera, Kak H3MEPEHO C MOMOLIBIO
PEHTI€HOBCKOW MOPOIIKOBOH MU(PPAKTOMETPUU C MPUMEHEHHEM IJIMHBI BOJHBI PEHTT€HOBCKHX
nyueii, coctasmsomeii 1,54 A.

[0227] B nmaHHOM AOKYMEHTE€ B KaueCTBE BapHaHTa OCYINECTBIICHUS O MPEACTABICHO
COEMHEHHE COTJIaCHO JFOOOMY U3 BapHaHTOB OCYINECTBJIECHUS 1-3, rne COeAnHEHHue
XapaKTepU3yeTcss OPOIIKOBON PEHTTEHOBCKOW AU(paKTOrpaMMoi, copepKamel mo MeHbIIeH
Mepe IATh MHUKOB, BhiOpaHHBIX U3 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0,
18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u 25,0 £ 0,2 rpagyca 2-Tera, Kak U3MEPEHO C MOMOILIBIO
PEHTI€HOBCKON MOPOIIKOBOHN NU(PPAKTOMETPUU C MPUMEHEHHEM IJINHBI BOJHBI PEHTT€HOBCKUX
nydeii, cocTapystomeii 1,54 A.

[0228] B naHHOM MOKyMEHTE B KaueCTBE€ BAapHAHTA OCYINECTBJIEHUS 7 MPEACTaBJIECHO
COEMHEHUE COrJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeANHEHHue
XapaKTepU3yeTcsi MOPOIIKOBON PEHTTEHOBCKOWM AudpakTorpaMmoii, coaeprkaieil mo MeHbIIeH
Mepe ceMb MUKOB, BbiOpaHHbIX U3 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0,
18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u 25,0 £ 0,2 rpagyca 2-TeTa, Kak U3MEPEHO C MOMOILIbIO
PEHTI€HOBCKOW MOPOIIKOBOH MU(PPAKTOMETPUU C MPUMEHEHHEM IJIHHBI BOJHBI PEHTT€HOBCKHX
nyueii, coctasmsomeii 1,54 A.

[0229] B maHHOM AOKYMEHTE€ B KaueCTBE BapHaHTa OCYLIECTBIICHUS 8 MPENCTaBJICHO
COEMHEHUE COTJIACHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeAnHEHHue
XapaKTEPU3yeTCsl MOPOIIKOBON PEHTTCHOBCKON MU(PAKTOrpaMMOM, conepskarueii muku mpu 8,8,
9,0,10,8,12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u 25,0 +
0,2 rpapyca 2-TeTa, KaK U3MEPEHO C OMOIIBIO PEHTI€HOBCKON MOPOIIKOBON AU(PPAKTOMETPHH C
TIPHMEHEHHEM JUTHBI BOJIHbI PEHTTEHOBCKMX JIydel, cocTapisomeit 1,54 A.

[0230] B maHHOM AOKYMEHTE€ B Ka4yeCTBE€ BapUaHTa OCYILECTBICHUS O MpEeACTaBICHO
COEMHEHHE COrJacCHO JOOOMY U3 BapHaHTOB OCYINECTBJIEHUs 1-3, rne CoeanHeHue

XapaKTepU3yeTcs MOPOIIKOBOW PEHTTEHOBCKOW AM(PPAKTOrpaMMON, MO CYTH IMOKa3aHHOW Ha
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¢dur. 5

TIPHMEHEHHEM JUTHHBI BOJIHbI PEHTTEHOBCKMX JTydel, cocTapstomeit 1,54 A.

, KaKk UW3MEpPeHO ¢ TMOMOIIbI) PEHTTEHOBCKOW IMOPOIIKOBOW AU(PPAKTOMETPUH C

[0231] B naHHOM AOKYMEHTE B KauyeCTBE BapuaHTa ocyuiecTBieHus 10 mpencraBiieHO
COEMHEHHE COrJIaCHO JOOOMYy U3 BapMaHTOB OCYINECTBJIEHUs 1-9, rnme coeanHeHue
Xapakrepusyercs  TepMmorpamMmoil  nuddepeHIuanbHON  CKaHUPYIOINEeH — KaJOpUMETPHHU,
coieprKalel SHI0TepMy C HavajoM npu npudausureabHo 293°C.

[0232] B naHHOM NOKyMEHTe B KaueCTBE BapuaHTa ocyliecTBieHHs 11 mpencraBieHO
COeMHEHHE COrJIACHO JIFOOOMy U3 BapWaHTOB ocyulecTBieHuss 1-10, raoe coemuHeHHE
XapaKTEePU3yeTCs TEPMOTPaMMON  TEPMOTPaBUMETPUYECKOrO aHANN3a, XapaKTepPU3yoLen
MOTEPI0 BeCa, COCTABISIIOMIYIO mpuOmm3uTeabHo 0,2% mnpu HarpeBaHud OT MPUOJU3UTENBHO
25°C po npubnusutensHo 275°C.

[0233] B naHHOM AOKYMEHTE B KAa4€CTBE BApUAHTA OCYLIECTBJEHUS 12 MpencTaBieHO
COeMHEHHE COIrJIaCHO JIIOOOMy U3 BapwaHTOB ocyuiecTBieHuss 1-11, raoe coemuHeHHe
xapaktepusyercsi crektpom “C SIMP TBepmoro Tena, COAep:KaIlUM IO MeHblel Mepe Tpu
NUKa, BbIOpaHHBIE U3 MUKOB mpu npumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54,
107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168
ppm.

[0234] B naHHOM AOKYMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 13 mpencraBlieHO
COCMHEHHe COrJIaCHO JIIOOOMy U3 BapwaHTOB ocyuiectBieHuss 1-11, raoe coemuHeHHe
xapaktepusyercsi criektpoM C SIMP TBephoro Tema, cofuepikalluM MO MeHbIIeil Mepe MSTh
MTUKOB, BRIOPAHHBIX M3 MHUKOB mpu npumepno 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54,
107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168
ppm.

[0235] B naHHOM MOKyMEHTE B KaueCTBE€ BapuaHTa OCYLIECTBJICHUs 14 mpencTaBiieHO
COEMHEHUE COrJIaCHO JI000OMy U3 BapUAHTOB oOcyinecTBieHus 1-11, rme coemuHeHue
xapaktepusyercst crnektpoM “C SIMP Teepmoro Tena, comepsKallUM MO MeHbIIeil Mepe ceMb
MUKOB, BRIOPAHHBIX M3 MUKOB mpu npumepno 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54,
107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168
ppm.

[0236] B manHOM AOKyMEHTE B Ka4eCTBE BapUaHTa OCYIIECTBJIEHUs 15 mpencraBieHO
COeMHEHHe COIrJIaCHO JIIOOOMy U3 BapwaHTOB ocyuiectBieHuss 1-11, raoe coemuHeHHe
xapakTtepusyercs ciektpoM *C SIMP TBepioro Tena, coaepsKalluM MUKK Opu npuMepHo 12, 13,
16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54, 107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150,
154, 156, 158, 160, 162, 166, 167, u 168 ppm.

[0237] B nmaHHOM AOKYMEHTE B KAa4eCTBE BapUaHTa OCYIIECTBJIEHUs 16 MpencTaBlieHO
COeMHEHHe COIJIACHO JIIOOOMy U3 BapwaHTOB ocyuiectBieHuss 1-11, rame coemuHeHHe
xapaktepusyercs ciektpom > C SIMP TBeporo Tena, no CyTH MOKa3aHHbIM Ha Qur. 8.

[0238] B maHHOM AOKYMEHTE B KayeCTBE BapuaHTa OCYLIECTBJIEHUs 17 mpencTaBlieHO
COCMHEHHe COIJIaCHO JIIOOOMy U3 BapHaHTOB oOcyulecTBieHuss 1-16, rae coemuHeHHe

xapaktepusyercs crektpoM °F SIMP TBepAoro Teja, COAEPKAIMM MMKHM MPU MPUMEPHO -49, -
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60, -79, -90, -109, -120, -138, -150, -168, u -179 ppm.

[0239] B nmaHHOM AOKYMEHTE B KayeCTBE BapuaHTa OCYLIECTBJIEHUs 18 mpencraBiieHO
COCMHEHHe COIJIaCHO JIIOOOMy U3 BapHaHTOB oOcyullecTBieHuss 1-16, rae coemuHeHHe
xapakTepusyetcs criektpoM F SIMP TBepaoro Tena, mo CyTH MOKa3aHHbIM Ha Qur. 9.

[0240] B naHHOM AOKYMEHTE B KayeCTBE BapuaHTa OCYLIECTBJIEHUs 19 mpencraBiieHO
COEMHEHHUE COTJIACHO JIF0OOMY M3 BapHAHTOB OCyLIeCTBIeHUs 1-18, rae coemquHeHUe SIBISETCS
0 CYTU YUCTBIM.

[0241] B manHOM nOKyMEHTE B KaueCTBE BapHaHTa OCyllecTBieHHs 20 mpencTaBiieHa
(apmManieBTHYECKass KOMITO3ULIMS, COAepIKalasi COeNUHEHHE COTJIACHO JIOOOMY W3 BapHAHTOB
ocymectsieHus 1-19 u papmaneBTHYECKH MPUEMIIEMOE BCTIOMOTATEIbHOE BEIIECTRO.

[0242] B manHOM DOKyMEHTE B KaueCTBE BapHaHTa OCyllecTBiieHus 21 mpencraBieHa
¢dapmanieBTHYeCKass ~ KOMIIO3HMLMS ~ COIMJIACHO  BapuaHTy  ocyuiectBienus 20, rae
dapmanieBTHYECKAasE KOMITO3MLMS  MPEACTaBIsieT COOOM  JIeKapCTBEHHYH  GopMmy 1A
NEepOPaAIBLHOTO BBEIEHUS.

[0243] B manHOM DOKyMEHTE B KaueCTBE BapHMaHTa OCYIIECTBIICHUs 22 MpPEACTaBJIEHA
dapmanieBTHYECKasT KOMITO3ULMS COTJIACHO BapuaHty ocymecteiaenuss 20 wmu 21, raoe
JieKapCTBEeHHAs (hopMa MPEACTABIIET COOOU TBEPAYIO JIEKAPCTBEHHYIO (hOPMY.

[0244] B maHHOM DOKyMEHTE B KaueCTBE BapHUaHTa OCYIIECTBIIEHUs 23 MpeacTaBlieHa
dapmanieBTHUECKass KOMIIO3WLMSI COTJIACHO BapHaHTy OCYLIECTBIEHUs 22, The TBepaas
JeKapCTBeHHAs (hopMa MPEACTaBIsIeT COOOM TaONeTKy.

[0245] B maHHOM DOKyMEHTE B KaueCTBE BapHUaHTa OCYILECTBIICHUs 24 mpencTaBiieHa
dapmanieBTUYECKass KOMITO3ULUS COTJIACHO JIOOOMY M3 BapuaHTOB ocyluecTsieHus 20-23, rae
bapmarieBTUYECKass KOMIO3ULIUSA COAEepPKUT 120 MI coeAMHEHUs.

[0246] B naHHOM NOKyMEHTE B KaueCTBE BapHAaHTA OCYILECTBJICHHUS 25 NpencTaBiIe€HbI
COeIMHEHUE COIJIaCHO JII0OOMYy M3 BapHaHTOB OcylecTBiIeHus 1-19 wmnm dapmaueBTHUECKAS
KOMIIO3UILMSI COTJIACHO JI0OOMY W3 BapHAHTOB OcCyluecTBieHusi 20-24 nyisi NMPUMEHEHHUs B
KaueCTBe JIEKapCTBEHHOIO Npenapara.

[0247] B naHHOM JIOKyMEHTE B Kaue€CTBE BapHaHTa OCYILECTBJIEHHs 20 MpeACTaBIIECHBI
COeMHEHHE COMIACHO JIIOOOMYy W3 BapHWaHTOB oOcyuiecTBieHus 1-19 wnu dapmaneBTudeckas
KOMIIO3UILIMSI COTJIACHO JI0OOMY W3 BapHAaHTOB OcCyluecTBieHus 20-24 myisi NMPUMEHEHUs B
nedennn paka ¢ mytauuein G12C KRAS.

[0248] B naHHOM J[OKyMEHTE B KaueCcTBe BapHaHTa OCYyIleCTBJIeHUs] 27 MpeACTaBIIEHBI
coeMHeHNe WiIu (apMaleBTUYECKass KOMITO3ULIMSA ISl TPUMEHEHHUS COTJIACHO BapHaHTY
ocymecteineHus 26, rae pak ¢ mytrauueit G12C KRAS npencrasnsier coboil pak Jerkoro, pak
MOJIKENTY TIOUHOM JKeJIe3bl U KOJIOPEKTAJIbHBIN pak.

[0249] B naHHOM [OKyMEHTE B KaueCTBE BapHaHTa OCYILECTBJIEHUs 28 MpeAcTaBlIEHBI
coeMHeHNe WM (apMaleBTUYecKass KOMITO3ULMSA ISl TPUMEHEHHUS COIJIACHO BapHaHTY
ocymectsieHus 26, rae pak ¢ mytanuein G12C KRAS npencrasisier co60i HEMETKOKIETOUHBIHI
pax JIeTKOro.

[0250] B naHHOM NOKyMEHTE B KaueCTBE€ BAapHAHTA OCYILECTBJIEHUs 29 MpPEeACTaBIIEHBI



34

coeMHeHNe WM (apMaleBTUYecKass KOMITO3ULIMSA ISl TPUMEHEHHUS COIJIACHO BapHaHTY
ocymectsiaeHust 26, rame pak ¢ wytamuein G12C KRAS mnpencrasmser coboil  pak
MOKETY JOYHOM JKEJIE3bI.

[0251] B naHHOM JOKyMEHTE B Kaue€CTBE BapHaHTa OCylIecTBJeHUs 30 mpencTaBlieHbl
coeflMHEHHe WiIu (apMaleBTUYecKass KOMIIO3ULMSA JJIsl TPUMEHEHHUs COIJIACHO BapHUaHTY
ocyuecteieHus 26, rue pak ¢ mytanuein G12C KRAS npezacrasisier co0oii KOJOpEKTaIbHbIH
pax.

[0252] B maHHOM AOKyMEHTE B Ka4eCTBE BapHaHTa OCyIIECTBJIeHUs 31 mpencraBieHO
NMPUMEHEHHE COEQUHEHHUs COMIACHO J0OOMYy M3 BapHAHTOB oOcyllecTBieHus 1-19 wiwm
(bapMaLeBTUYECKON KOMIIO3UIIMH COTJIACHO JII0OOMY M3 BapHAHTOB ocyinecTBieHus: 20-24 mst
MOJTy4eHUs JIEKApCTBEHHOTO Mpenapata s edeHus paka ¢ mytauueii G12C KRAS.

[0253] B nmaHHOM AOKYMEHTE B KAa4eCTBE BapHaHTa OCYIIECTBJIEHUS 32 MPENCTaBIICHO
NPUMEHEHUE COIJIACHO BapuaHTy ocyiuectsieHus 31, rae pak ¢ myrauueit G12C KRAS
NpeACTaBisieT COOON pak JIETKOTro, paK MOIKETyJOUHOHN JKeJIe3bl T KOJIOPEKTAJIbHBIN pak.

[0254] B maHHOM AOKYMEHTE B KA4eCTBE BapUaHTa OCYIIECTBJIEHUS 33 MPENCTaBIICHO
IPUMEHEHUE COIJIACHO BapuaHTy ocyiuectsieHus 31, rae pak c¢ myrauueit G12C KRAS
NpEeACTaBIAeT COOOH HEMENKOKIETOYHBIN PakK JIETKOro.

[0255] B maHHOM AOKYMEHTE B Ka4eCTBE BapUaHTa OCYIIECTBJIEHUs 34 MPENCTaBIICHO
IPUMEHEHUE COIJIACHO BapuaHTy ocyiuectsieHus 31, rae pak ¢ myrauueit G12C KRAS
MPEICTaBIISIET COOOM paK MOMKENTYIOYHOMN JKeJe3bl.

[0256] B nmaHHOM AOKYMEHTE B KayeCTBE BapUaHTa OCYLIECTBJEHHUS 35 MPEACTaBICHO
IPUMEHEHUE COIJIACHO BapuaHTy ocyiuectsieHus 31, rae pak ¢ myrauuein G12C KRAS
IpeNCTaBIsIeT COO0M KOMOPEKTAIbHBIN Pak.

[0257] B nmanHOM NOOKyMEHTe B KadeCTBe BapHaHTa OCYLIECTBJICHUs 30 MperncraBiieH
crnocob nevyenus paka ¢ mytaruei G12C KRAS y nanuenra, Hy»KIaromerocsi B 5TOM, MPH 3TOM
croco0 BKIJIOYAET BBEACHHE MALIMEHTY TePAreBTUYECKH H(PPEKTUBHOTO KOJMUECTBA COSTUHEHUS
COMIACHO JIFOOOMY M3 BAPHAHTOB OCYyIecTBIeHHUs 1-19.

[0258] B maHHOM AOKYMEHTE€ B Ka4yeCTBE BapHaHTa OCYIIECTBJICHUs 37 TPEICTaBIICH
crocod COrylacHO BapHWaHTy ocyinecTsiaeHust 36, rme pak ¢ wmyrauumed GI2C KRAS
NpEeACTaBIIsIeT COOON pak JIETKOTo, paK MOIKETYOYHOHN JKeJIe3bl T KOJIOPEKTAIbHBIN pak.

[0259] B maHHOM AOKYMEHTE€ B Ka4yeCTBE BapHaHTa OCYLIECTBIICHHsS 38 mpencTaBieH
crocod CcOryiacHO BapwWaHTy ocyiecTsieHust 36, rme pak ¢ wmyrauumed G12C KRAS
NpeACTaBIsAeT COOOH METKOKJIETOYHBIN PaK JIETKOrO.

[0260] B manHOM AOKYMEHTE€ B Ka4yeCTBE BapHaHTa OCYLIECTBJICHUsS 39 mpencraBieH
crocod coryiacHO BapwaHTy ocymectsiaeHust 36, rme pak ¢ wmyrauued GI2C KRAS
MPEICTABIISIET COOOH paK MOMKENTyIOYHOH JKeJe3bl.

[0261] B manHOM AOKYMEHTE€ B KadeCTBE BapuaHTa ocyliecTBiieHus 40 mpencraBieH
crocod coryiacHO BapwWaHTy ocymectsiaeHust 36, rme pak ¢ wmyrauued GI2C KRAS
NpeAcTaBisieT COOOH KOJOPEKTAIbHBIN pak.

[0262] B naHHOM NOKyMEHTE B KaueCTBE€ BapHaHTa OCYyIUECTBIeHUs 41 mpeacTaBieHBbI
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COeMHEHHe, MPUMEHEHHE HIIH CIIOCO0 COrIaCHO JFOOOMY M3 BapUAHTOB OCYINECTBIECHUA 25-40,
r7ie COeANHEHNEe BBOAUTCS B 00IIeH CyTOUHOH 103e, cocTaBiisitolel 960 mr.

[0263] B naHHOM NOKyMEHTE B KaueCTBE BapHaHTa OCYILIECTBJIEHUs 42 MpPeNCTaBJIECHbI
COeMHEHHE, IPUMEHEHHE HIIH CIIOCO0 COrIacHO JIOOOMY M3 BApUAHTOB OCYINECTBJIECHUA 25-41,
I7l€ COeIMHEHUE BBOAUTCS B3POCIIOMY.

[0264] B naHHOM MOKyMEHTE B KaueCTBE BapuUaHTa OCYLIECTBJICHUS 43 MPEACTaBIIEHO
COENMHEHHE COIrJIaCHO JoOOMy W3 BAapUAaHTOB OCYLIECTBIEHUs 1-3, rae CcoeanHeHHe
XapaKTepU3yeTcsl MOPOLIKOBONW PEHTTCHOBCKOW TU(PPAKTOrPaMMOM, CoepsKalieil muku mpu 7,3,
9,8, 10,1, 11,3, 13,3 u 17,2 £0,2 rpagyca 2-tera, Kak U3MEPEHO C MOMOUIBIO PEHTT€HOBCKOM
MOPOIIKOBOH TU(PAKTOMETPUN C TPUMEHEHHEM JUIMHBI BOJIHBI PEHTT€HOBCKHX JIy4YeH,
coctasstomneit 1,54 A.

[0265] B manHOM AOKYMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 44 TMpPEnCTaBIEHO
COEMHEHUE COTJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeAMHEHHue
XapaKTepU3yeTcsi MOPOIIKOBOH PEHTTEHOBCKOW AM(PPAKTOrpaMMOid, CoAepKallei Mo MeHbIIeH
Mepe Tpu Tuka, BbiOpanHeie u3 7.3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u
184 + 0,2 rpamyca 2-Tera, KaKk H3MEPEHO C IMOMOULIBI0 PEHTIEHOBCKON MOPOIIKOBOU
nu(PaKTOMETPHH C MPUMEHEHHEM IJIHHbI BONHBI PEHTTeHOBCKHUX Tyueii, cocTaBnsromeii 1,54 A,

[0266] B manHOM AOKYMEHTE B Ka4eCTBE BapUaHTa OCYIIECTBJIEHUs 45 MpencTaBlieHO
COEMHEHHE COTJIaCHO JFOOOMY U3 BapHaHTOB OCYINECTBJIECHUS 1-3, rne COeAnHEHHue
XapaKTepU3yeTcss OPOIIKOBON PEHTTEHOBCKOW AU(paKTOrpaMMoi, copepKamel mo MeHbIIeH
Mepe MsITh NMUKOB, BeIOpanHbX u3 7,3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u
184 + 0,2 rpamyca 2-TeTa, Kak H3MEPEHO C IOMOLIBI0 PEHTIE€HOBCKOM MOPOIIKOBOU
nu(PaKTOMETPUH C MPUMEHEHHEM IJIMHbI BOJNHBI PEHTIeHOBCKHX Tyueif, cocTaBnstomeii 1,54 A

[0267] B naHHOM DOKyMEHTE B KayeCTBE BapHaHTa OCYLIECTBJICHUs 40 MpencTaBJIEHO
COeIMHEHHE COIJIaCHO J0OOMy U3 BAapUAaHTOB OCYLIECTBIEHHs 1-3, rae coeanHeHHe
XapaKTepU3yeTcs: MOPOIIKOBON PEHTTEHOBCKOM AudpakTorpaMmoii, copeprkaieil mo MeHbIIeH
Mepe ceMb IMUKOB, BhIOpaHHbIX U3 u3 7,3, 9.8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2,
n 18,4 + 0,2 rpagyca 2-tera, Kak H3MEPEHO C IOMOINBK) PEHTTEHOBCKOW MOPOIIKOBOU
(G PaKTOMETPUH C NPUMEHEHHEM IJIHHbI BONHBI PEHTTeHOBCKHX Tyueil, cocTasnsromeii 1,54 A.

[0268] B manHOM AOKYMEHTE B KAa4eCTBE BapUaHTa OCYLIECTBJICHHUS 47 MPEeaCTaBICHO
COEMHEHUE COTJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeAMHEHHue
XapaKTePU3yeTCsl MOPOIIKOBONW PEHTTC€HOBCKON MU(PPAKTOrPaMMOM, conepskalieil muku npu 7,3,
9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u 18,4 £ 0,2 rpagyca 2-tera, Kak
U3MEPEHO C MOMOIIBI0 PEHTTEHOBCKOHW MOPOLIKOBON NHU(PPAKTOMETPUH C MPUMEHEHHUEM JUTHHBI
BOJIHBI PEHTT€HOBCKHX JIyueil, cocTaBistomen 1,54 A

[0269] B naHHOM AOKYMEHTE B Ka4eCTBE BapuaHTa OCYIIECTBJIEHUs 48 MpencTaBlieHO
COEMHEHUE COTJaCHO JIFOOOMY HW3 BapHaHTOB OCYIIECTBIEHUs 1-3, rne CcoeanHEeHue
XapaKTepU3yeTCsl MOPOIIKOBOW PEHTTEHOBCKOW AM(PPAKTOrpaMMON, MO CYTH IMOKAa3aHHOW Ha
¢ur. 10, xak H3MEPEHO C MOMOIIBI0 PEHTTEHOBCKOM IOPOIIKOBON MU(PPAKTOMETPHH C

TIPHMEHEHNEM JUTMHBI BOJIHbI PEHTTeHOBCKUX JIydel, cocTapstomeii 1,54 A
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[0270] B naHHOM AOKYMEHTE B Ka4eCTBE BapuaHTa OCYIIECTBJIEHUs 49 mpencTaBlieHO
COCMHEHHNE COTJIaCHO JI0OOMYy W3 BapHaHTOB ocymecTBiieHUs: 1-3 u 43-48, rme coemuHeHue
XapakTepusyercss TepMorpamMmoil  audQepeHnranbHON  CKaHUPYIOIEH  KaJOpHUMETpPUH,
coieprKaliei SHAOTEPMY C HadaJIoM mpu npuoan3uTesnbHo 193°C.

[0271] B naHHOM AOKYMEHTE B KadeCTBE BapuaHTa ocCyulecTBieHus SO mpencTaBlieHO
COEMHEHUE COTIaCHO JI0OOMY M3 BapUaHTOB ocyuiecTBieHus 1-3 u 43-49, rme coennHeHue
XapaKTepU3yeTcs TEepPMOIPaMMON TEpMOTPaBUMETPUYECKOTO aHANN3a, XapaKTepHU3YHOLIEen
MOTEPI0 BeCa, COCTABJISIONIYI0 OT mnpubausutenbho 1% no mpubnmsutensHo 1,8% mpu
HarpeBaHuu ot npudamsuTenbHo 25°C no npudmsurensHo 250°C.

[0272] B maHHOM AOKYMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 51 mpencraBiieHO
COeMHEHHE COTJIaCHO JIIOOOMYy M3 BapHaHTOB ocyiuecteieHus: 1-3 u 43-50, rme coemuHeHue
xapakTtepusyercs ciektpoM *C SIMP TBepaoro Tena, copepsKalluM MUKK Opu npuMepHo 16, 18,
19, 20, 23, 25, 31, 32, 38, 40, 43, 46, 51, 57, 105, 107, 110, 117, 120, 123, 124, 125, 128, 132,
149, 152, 155, 158, 159, 163, u 166 ppm.

[0273] B naHHOM AOKYMEHTE B KAa4eCTBE BapHaHTa OCYIIECTBJIEHUS 52 MPENCTaBIIEHO
COeMHEHHNE COTJIaCHO JE0OOMY W3 BapHaHTOB ocyinectsiieHus: 1-3 u 43-50, rme coemuHeHue
xapaktepusyercs criektpoM C SIMP TBepaoro Tena, no CyTH MOKa3aHHLIM Ha ¢ur. 13.

[0274] B naHHOM AOKYMEHTE B KAa4eCTBE BapHaHTa OCYIIECTBJIEHUS 53 MpPENCTaBIIEHO
COCMHEHHNE COTJIaCHO JI0OOMYy W3 BapHaHTOB ocylnecTBiieHUs: 1-3 u 43-52, rme coemuHeHue
xapaktepusyercs criektpoM °F SIMP TBepAoro Teja, COAep/KaIlMM MMKHM MPU MPUMEPHO -59, -
62, -89, -92, -119, -122, -148, -151, -179 u -181 ppm.

[0275] B naHHOM AOKYMEHTE B KayeCTBE BapUaHTa OCYLIECTBJIEHUS 54 MpenCTaBIEHO
COEMHEHHUE COTIaCHO JI0OOMY M3 BapUaHTOB ocyuiecTBieHHs 1-3 u 43-52, raoe coeanHeHue
xapakTepusyercst criektpom °F SIMP TBeporo Tena, no CyTH NoKa3aHHbIM Ha ur. 14.

[0276] B naHHOM NOKyMEHTE B KaueCTBE BapUaHTa OCYLIECTBIEHHs 55 NpencTaBleHO
COEMHEHHE COTJIACHO JIF0OOMY M3 BAPHUAHTOB OCYIIECTBIIeHUs 43-54, rie coenuHEeHnE SBIISIETCS
O CYTH YUCTBIM.

[0277] B manHOM DOKyMEHTE B KaueCTBE BapHaHTa OCYIIECTBJIICHHs 5O TpencTaBlieHa
(apmarieBTHYECKass KOMITO3ULIMS, COAEpIKalasi COeNUHEHHE COTJIACHO JI0OOMY W3 BapHAHTOB
ocymmectBiaeHus 43-55 u apmaneBTHUECKH MTPUEMIIEMOE BCIIOMOTATENIbHOE BEIIECTBO.

[0278] B nmanHOM HOKYMEHTE B KAa4€CTBE BAapUAHTA OCYLIECTBJEHUS 57 MPENCTaBJIEHO
COEMHEHUE COTJaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeAMHEHHue
XapaKTePU3yeTCsl MOPOIIKOBONW PEHTTCHOBCKON MU(PAKTOrPaMMOM, conepskaiieil muku mpu 6,3,
8,4, 9,5 u 16,0 £0,2 rpanyca 2-teta, Kak U3MEPEHO C MOMOILBID PEHTT€HOBCKOW MOPOILIKOBOM
nu(PaKTOMETPUH C MPUMEHEHHEM IJIHHbI BOJNHBI PEHTTEeHOBCKHUX Tyueil, cocTasnsromeii 1,54 A.

[0279] B naHHOM AOKYMEHTE B KayeCTBE BapUaHTa OCYIIECTBJIEHUs 58 MpencTaBlieHO
COEMHEHUE COTJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJIEHUs 1-3, rne COeAnHEHHue
XapaKTepU3yeTCss MOPOIIKOBOH PEHTTEHOBCKON Au(paKkTOrpaMMoii, coaepsKaliel mo MeHbIIeh
Mepe TpH MHKa, BeIOpanHble u3 6,3, 8,4, 9.5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 £ 0,2 rpaayca 2-

TeTa, KaK HW3MEPEHO C TIOMOIIBID PEHTIeHOBCKOW MOPOIIKOBON nudpakroMerpuu C
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TIPHMEHEHHEM JUTHHBI BOJIHbI PEHTTEHOBCKHX JIydeii, cocTapisomteii 1,54 A

[0280] B maHHOM AOKYMEHTE B KayeCTBE BapuaHTa OCYLIECTBJIEHUs 59 mpencTaBlieHO
COEMHEHHE COrJIaCHO JIOOOMY U3 BapHaHTOB OCYINECTBJIEHUs 1-3, rne CoeanHeHue
XapaKTepU3yeTcs: MOPOIIKOBON PEHTTeHOBCKOM AudpakTorpamMmoii, copepamei no MeHbLIeH
Mepe TSITh MMUKOB, BhIOpaHHbIX U3 6,3, 8,4, 9.5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 = 0,2 rpanyca
2-TeTa, KaK M3MEPEHO C TIOMOIIBK) PEHTTEHOBCKOH MMOPOIIKOBON IU(PPAKTOMETPHH C
TIpUMeHEHHeM JUTMHBI BOJTHBI PEHTTEHOBCKHX JIydeH, cocTapismomeit 1,54 A.

[0281] B maHHOM AOKyMEHTE B KAa4eCTBE BapHUaHTa OCYLIECTBJEHUs 60 MpeacTaBIeHO
COEMHEHUE COTJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, Trne COeAMHEHHue
XapaKTepU3yeTcs: MOPOIIKOBOH PEHTTEHOBCKOW Au(paKkTOrpaMMoii, comepKaiieil no MeHbIIeH
Mepe ceMb MUKOB, BhIOpaHHbIX U3 6,3, 8,4, 9,5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 + 0,2 rpanyca
2-TeTa, KAaK W3MEPEHO C TMOMOINBI0 PEHTTEHOBCKOW TMOPOIIKOBON Au(pakTOMeTpun ¢
TIPHMEHEHHEM JUTHHBI BOJHbI PEHTTEHOBCKUX JIydeld, cocTapysomeit 1,54 A.

[0282] B nmanHOM AOKYMEHTE B KAa4eCTBE BapUaHTa OCYLIECTBJEHUs 61 mpeacTaBieHO
COEMHEHUE COTJIaCHO JFOOOMY U3 BapHaHTOB OCYINECTBJICHUS 1-3, rne COeANHEHHue
XapaKTEPU3yeTCsl MOPOIIKOBONW PEHTITCHOBCKON MU(PAKTOrPaMMOM, conepskalieil muku npu 6,3,
8,4, 9,5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 = 0,2 rpaagyca 2-teTa, Kak U3MEPEHO C MOMOLIBIO
PEHTTEHOBCKOM MOPOIIKOBON AU(PPAKTOMETPUN C MPUMEHEHUEM JTMHBI BOJIHBI PEHTTEHOBCKUX
nyueii, coctasmsomeii 1,54 A.

[0283] B maHHOM AOKYMEHTE B KayeCTBE BapUaHTa OCYLIECTBJIEHUs 62 MpPEnCTaBIEHO
COEMHEHHE COrJIaCHO JIFOOOMY U3 BapHaHTOB OCYINECTBIEHUs 1-3, rne coeauHeHue
XapaKTepU3yeTcss MOPOIIKOBOW PEHTTEHOBCKOW AM(PPAKTOrpaMMOH, MO CYTH IOKa3aHHOW Ha
¢ur. 15, xkak HU3MEPEeHO C TOMOINBIO PEHTTEHOBCKOW TOPOLIKOBON nudpakToMeTpun ¢
TIpUMEHEHHEeM JUTMHBI BOJTHBI PEHTTEHOBCKHX JIydeH, cocTapismomeit 1,54 A.

[0284] B naHHOM MOKYMEHTE B KaueCTBE€ BapHUaHTa OCYILECTBJIEHUs 63 MPEACTaBIECHO
COeMHEHHE COTJIaCHO JIFOOOMYy M3 BapHaHTOB OCyInecTBiieHHs 1-3 u 57-62, rme coequHeHUe
XapakTepusyercss  TepMmorpamMmoii  audepeHIuanbHON  CKaHMPYIOINeH — KaJOPUMETPHH,
CoZiepIKalIel SHAOTEPMY C HadaioM mpu npudausutenbao 194 °C.

[0285] B maHHOM AOKyMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 04 TMpPEnCTaBIIEHO
COeMHEHHE COTJIaCHO JEOOOMYy W3 BapHWaHTOB ocylnecTBiieHus: 1-3 u 57-63, rme coemuHeHue
XapakTepU3yeTcs: MPUOM3UTENBHO MPEHEOPeKNMO Majiod MmoTepell Beca MPH HAarpeBaHUHM OT
npubmusuTensHo 25°C no npubmusutensHo 250°C.

[0286] B manHOM AOKYMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 05 MpencTaBlieHO
COEMHEHHE COTJIACHO JIF0OOMY M3 BAPHUAHTOB OCYLISCTBICHUS 57-04, TIe COeNUHEHUE SBIISIETCS
O CYyTH YUCTBIM.

[0287] B manHOM QOKyMEHTE B KaueCTBE BapHMaHTa OCYIIECTBJICHHs 06 MpencTaBiieHa
bapmanieBTHUECKass KOMITO3ULMS, COAEpIKalasi COeNUHEHHE COTJIaCHO JF0OOMY W3 BapHaHTOB
ocymecTBieHus 57-65 u papMaeBTHUECKH MPUEMIIEMOE BCIIOMOTAaTENIbHOE BEIIECTBO.

[0288] B naHHOM AOKYMEHTE B KAayeCTBE BapUaHTA OCYLIECTBJEHUs 67 MPENCTaBICHO

COEIMHEHHE COTJIACHO BApHAHTY OCYLIECTBJICHUS | UK 2, re coenuHeHNe MPeACTaBisieT CoOOoH
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KPUCTAJUTHYECKYIO TUAPATHYIO popMy coenuHeHus 1.

[0289] B maHHOM AOKYMEHTE B KayeCTBE BapUaHTa OCYLIECTBJIEHUs 68 MpencTaBlieHO
COeMHEHHe COTJIaCHO JI0OOMYy W3 BapHaHTOB ocymecTBiieHus 1, 2 u 67, roe CoequHEeHHe
XapaKTePU3yeTCsl MOPOLIKOBON PEHTICHOBCKON MTU(PAKTOrpaMMOM, conepskalieii muku mpu 6,9,
8,0, 9,6, 124, u 13,1 £ 0,2 rpagyca 2-tera, Kak HU3MEPEHO C MOMOUIBIO PEHTT€HOBCKOU
MOPOIIKOBON  AU(PPAKTOMETPUH C TPUMEHEHHEM JJUHBI BOJIHBI PEHTTEHOBCKHX JIy4eH,
coctassoreit 1,54 A.

[0290] B maHHOM AOKyMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 069 MpencTaBleHO
COeMHEHHE COTJIaCHO JIFOOOMYy W3 BapHaHTOB OCyInecTBieHus 1, 2 u 67, rae coeauHeHue
XapaKTepU3yeTcsi MOPOIIKOBOH PEHTTEHOBCKOM Au(paKkTOorpaMMoii, coaepsKaie mo MeHbIIekh
Mepe TpH nukKa, BeiOpanHbie u3 4,0, 4.4, 4.8, 6,9, 8,0, 8.8, 9,6, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9,
15,2, 16,6, 173, 174, 17,9, u 19,5 £ 0,2 rpagyca 2-Tera, Kak H3MEPEHO C MOMOILIBIO
PEHTTEHOBCKOM MOPOIIKOBON NU(PPAKTOMETPUN C MPUMEHEHHEM JJTUHBI BOJIHBI PEHTTEHOBCKUX
nyueii, coctasmsomeii 1,54 A.

[0291] B nmanHOM AOKYMEHTE B Ka4eCTBE BapuaHTa OCyIIecTBieHUs 70 MpencTaBlieHO
COEMHEHHE COTJIaCHO JI0OOMY W3 BapHaHTOB OCyIIeCTBieHUs 1, 2 u 67, rae coeauHeHHe
XapaKTepU3yeTcs: OPOIIKOBOH PEHTTEHOBCKOW AH(PPaKTOrpaMMOi, CoAepsKalield Mo MeHbIIeH
Mepe MsATh NMUKOB, BbiOpaHHbIX w3 4,0., 4,4, 4.8, 6,9, 8,0, 88, 9,6, 11,3, 12,4, 13,0, 13,1, 14,6,
14,9, 15,2, 16,6, 17,3, 17,4, 17,9, u 19,5 £ 0,2 rpagyca 2-tera, Kak U3MEPEHO C MOMOILIBIO
PEHTTEHOBCKOM MOPOIIKOBON AU(pPaKTOMETPUH ¢ IPUMEHEHHUEM JUTUHBI BOJHBI PEHTT€HOBCKUX
nyueii, cocrasnsomeii 1,54 A.

[0292] B naHHOM AOKYMEHTE B KayeCTBE BapuaHTa OCyLIeCTBJIeHUs 71 mpencraBlieHO
COEMHEHHE COTJIACHO JI0O0OMY M3 BApUAHTOB OCyllecTBieHus 1, 2 u 07, rae CoenuHEHHe
XapaKTePU3yeTCsl MOPOIIKOBOM PEHTTEHOBCKOM NUPPAKTOrpaMMOM, COAep KALIeH MO MeHbIIeH
Mepe ceMb MUKOB, BbiOpaHHbIX U3 4,0., 4,4, 4,8, 6,9, 8,0, 8,8, 9,6, 11,3, 12,4, 13,0, 13,1, 14,6,
14,9, 15,2, 16,6, 17,3, 17,4, 17,9, u 19,5 + 0,2 rpagyca 2-Tera, Kak U3MEPEHO C MOMOLIbIO
PEHTIEHOBCKOM MOPOIIKOBON AU(PPAKTOMETPUN C TPUMEHEHUEM JJTHHBI BOJIHBI PEHTT€HOBCKUX
nyueii, coctasmsomeii 1,54 A.

[0293] B maHHOM AOKYMEHTE B KAa4eCTBE BapHaHTa OCYIIECTBJIEHUS 72 TPENCTaBIIEHO
COeIMHEHHE COTJIaCHO JIIOOOMY W3 BapHaHTOB OCyIIecTBieHus 1, 2 u 67, rae coeauHeHHe
XapaKTePU3yeTCcsl MOPOIIKOBOI PEHTTEHOBCKOM U pakTorpaMMoii, copgepskarnei muku npu 4,0,
4,4, 48, 6,9, 8,0, 88, 9,6, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,2, 16,4, 16,6, 17,3, 17,4,
17,9, u 19,5 £ 0,2 rpagyca 2-Teta, KaKk U3MEPEHO C MOMOIUBK) PEHTT€HOBCKON MOPOIIKOBOM
nu(PaKTOMETPUH C MPUMEHEHHEM JJIHHbI BONHBI PEHTTEHOBCKHX Tyueil, cocTaBnsmomeii 1,54 A.

[0294] B naHHOM AOKYMEHTE B KAa4eCTBE BapHUaHTa OCYIIECTBJIEHUS 73 MPENCTaBIICHO
COMHEHHE COTJIAaCHO JI0OOMYy W3 BapHaHTOB OCyIIeCTBIeHHs 1, 2 u 67, rae coeauHeHHe
XapaKTepU3yeTCsl MOPOIIKOBOW PEHTTEHOBCKOW AM(PPAKTOrpaMMON, MO CYTH TOKAa3aHHOW Ha
¢ur. 18, kak U3MEPEeHO C TOMOINBIO PEHTTEHOBCKOW TOPOLIKOBON nudpakToMeTpun ¢
TIPUMEHEHHEM JUTHHBI BOJIHbI PEHTTEHOBCKMX JTydel, cocTapstomeit 1,54 A.

[0295] B naHHOM AOKYMEHTE B KaueCTBE BapUaHTa OCYLIECTBICHUs 74 MPEACTaBICHO
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COeMHEHHE COTJIACHO JIFOOOMY M3 BapUAHTOB ocyiuecTeiieHus: 1, 2 u 67-73, roe coequHeHue
XapakTepusyercss TepMorpamMmoinl  audQepeHnuanbHON  CKaHUPYIOIEH  KaJOpHUMETpPUH,
coieprKaliei SHAOTEPMY C HadaioM mpu npudausutensao 91°C.

[0296] B naHHOM AOKYMEHTE B KAaueCTBE BapUAHTA OCYLUECTBJEHHUS 75 MPEACTaBICHO
COEMHEHHUE COTJIACHO JIIOOOMY M3 BapHAHTOB OCylecTBieHus 1, 2 u 67-74, rae coeanHEHue
XapaKTepU3yeTcs TEepPMOIPaMMON TEpMOTPaBUMETPUYECKOIO AaHalu3a, XapaKTepU3yHoLIen
norepro Beca mnpuMmepHo Ha 11% mnpu HarpeBanuum ot npubmusurensHo 39°C  no
npubnusutensHo 160°C.

[0297] B maHHOM AOKYMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUS 76 TpPENCTaBIIEHO
COeMHEHHE COTJIACHO JIF0OOMY M3 BAPUAHTOB OCYLIECTBIIeHUs 67-75, TIe COeNUHEHUE SBIISIETCSI
O CYTH YUCTBIM.

[0298] B manHOM MOKyMEHTE B KAue€CTBE BapHaHTa OCYIIECTBJICHHS 77 TPENCTaBIICHA
(apmarieBTHYECKasE KOMITO3ULIMS, COAEpIKaIiasi COeNUHEHHE COTJIACHO JIOOOMY W3 BapHAHTOB
ocyiecTBiaeHus 67-76 u papMareBTHUECKH MPUEMIIEMOE BCIIOMOTAaTENIbHOE BEIIECTRO.

[0299] B nmanHOM AOKYMEHTE B KAa4eCTBE BAapUAHTA OCYIIECTBJICHUS 78 TMPEACTABICHO
COEIMHEHHE COTJIACHO BapUAHTY OCYIIECTBIICHUs | Wn 2, rae COeAMHEHHEe MPEICTaBIsieT COOOoU
KPHUCTAJTMUECKYIO CONBBATHYIO (popMy coennHeHus 1.

[0300] B nanHOM AOKYMEHTE B Ka4eCTBE BapUaHTa OCYIIECTBJIEHUs 79 MpenCTaBlIEHO
COCMHEHHNE COTJIACHO BAapUAHTY OCYILIECTBJIEHUS 78, TIe COeOUHEHHE MPEACTaBISIET COOOM
CONMbBAT C TeTparuaApoypaHoM, aLETOHUTPHIOM, METHJIITHIKETOHOM, 3TUJIALIETaTOM,
AUXJOPMETAHOM, alleTOHOM, M-JUOKCAHOM, METAaHOJIOM, MW3OMNPONUIOBBIM CIIUPTOM WU
3TaHOJIOM.

[0301] B nanHOM AOKyMEHTE B KayeCTBE BapuUaHTa OCyLIeCTBJeHUs 80 MpeacTaBiIeHO
COEAMHEHHUEe, TIe COeQUHEHUE MpencTaBysieT coboit amopduyro dopmy 6-pTop-7-(2-¢pTop-6-
ruapokcudennn)-1-(4-merun-2-(2-nponanmn)-3-nmupuaunun)-4-((2S)-2-merun-4-(2-
nponenown)- 1 -nunepasunmn)nupuno[ 2,3 -d jnupumuaun-2(1H)-ona (coenunenuss 1) umm ero
aTpOIIOU30MEP.

[0302] B manHOM AOKyMEHTE B KayeCTBE BapHaHTa OCyIIecTBieHUs 81 mpencraBieHO
COeMHEHHe COTJIaCHO BapHaHTy ocyiuecTBiieHus 80, rae COeOUHEHHE MPENCTaBIsieT COOOMU
atpononsomMep M coenuHenus 1.

[0303] B nanHOM AOKYMEHTE B KAa4€CTBE BapUAHTA OCYLIECTBJIEHHUS 82 MPEACTaBICHO
COEeIMHEHME COIIACHO BapuaHTy ocyuiecTsieHus 80 wnu 81, rae coequHeHNne XapakTepu3yeTcs
MOPOLIKOBOI PEHTTEHOBCKOH MU(PPAKTOrpaMMO, IO CYTH MOKA3aHHOW Ha (HT. 5, Kak H3MEPEHO
C TOMOIIBI0 PEHTI€HOBCKOH IMOPOIIKOBONH IHU(PPAKTOMETPUU C MPUMEHEHHEM JJINHBI BOJHBI
PEHTIeHOBCKHUX Nydel, cocTapmsomeii 1,54 A.

[0304] B nanHOM AOKYMEHTE B Ka4eCTBE BapUaHTa OCYIIECTBJIEHUs 83 MpenCTaBIEHO
COCMHEHHe COrJlacHO JIoOOMYy U3 BapwaHTOB ocyinecteieHus: 80-82, rme coequHeHHE
XapakTepusyercss TepMorpamMmoinl  nudQepeHIranbHOR  CKaHUPYIOIEH  KaJOpHUMETPHH,
coieprKaliei SHAOTEPMY C HadaJioM npu npudausutenbao 144 °C.

[0305] B nanHOM AOKyMEHTE B KayeCTBE BapuaHTa OCYLIECTBJIEHUs 84 MpencTaBlIEHO
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COeMHEHHe COrJIacHO JIoOOMy U3 BapwaHTOB ocyiuecteieHus: 80-83, rme coemuHeHHE
XapaKkTepU3yeTcsi TEePMOIPaMMON TEpMOTpPaBUMETPUYECKOIO aHaju3a, XapaKTepusyroLei
MOTEPI0 BeCa, COCTABISIOMIYIO NMPHOIM3UTENbHO 1,5% mnpu HarpeBaHuu OT NPUOIUZUTENBHO
25°C po mpubnuzurensHo 275°C.

[0306] B nanHOM AOKyMEHTE B KayeCTBE BapUaHTa OCYLIECTBJEHUS 85 MpencTraBieHO
COEMHEHUE COMNIaCHO JIoOOMy U3 BapuaHTOB ocyuiecTsieHuss 80-84, rme coeanHeHue
xapakTepusyercst criektpoM °F SIMP TBepyioro Tena, cofiepsKalluM TUKH NPU MPUMEPHO -86, -
96, -116, -127, -146 u -156 ppm.

[0307] B maHHOM AOKyMEHTE B KAa4eCTBE BapUaHTA OCYIIECTBJEHUS 86 MPEenCTaBJIEHO
COeMHEHHE COrJIacHO JIIoOOMy U3 BapwaHTOB ocyinecteieHus 80-85, rme coemuHeHHe
xapakTepusyercs ciekrpoM °F SIMP TBepioro Tena, o CyTH NOKa3aHHbIM Ha Qur. 4.

[0308] B manHOM AOKyMEHTE B Ka4eCTBE BapHaHTa OCYIIECTBJIEHUs 87 MpPEnCTaBICHO
COeMHEHHE COTJIACHO JIF0OOMY M3 BapUAHTOB OcyliecTBieHus 80-86, rae coenuHeHue SBISIETCS
IO CYyTH YUCTBIM.

[0309] B manHOM MOKyMEHTE B KaueCTBE BapHaHTa OCYIIECTBIICHUS 88 mpencTaBiieHa
(apmarieBTHYECKasT KOMITO3ULMS, COAEpIKaIiasi COENUHEHHE COTJIACHO JIOOOMY W3 BapHAHTOB
ocymectsieHus 80-87 u (apMaieBTHUECKH MPUEMIIEMOE BCIIOMOTATENIbHOE BEIIECTBO.

[0310] B manHOM MOKyMEHTE B KaueCTBE BapHaHTa OCYIIECTBIEHUS 89 mpencraBiieHa
dapmaneBTHyecKasi KOMIO3UIMs, coaep:xkaimas (1) coeqrHeHne COorjacHo JI0OOMY U3 BapHAHTOB
ocymecteineHus 4-18, (2) coequHeHne COrNacHo JI0OOMY M3 BAPUAHTOB OCYINECTBIECHUS 43-54,
(3) coenuHeHue cormacHO JIOOOMY W3 BapHAHTOB OCyLIeCTBIeHUS 57-64, (4) coemuHeHue
COIJIaCHO MO0OOMY M3 BapHUAHTOB OCYLIeCTBIEHHs 67-75 unn (5) coennHeHne COrIacHo JIIOOMyY
U3 BapUaHTOB ocyecTBieHus 80-86, nim no0ble X cmecH; U papMaLeBTHUECKH NTPUEMIIEMOE
BCIIOMOTaTeJIbHOE BELIECTBO.

MeToaNKH KPUCTANIM3ALNH

OCAKJIEHUE AHTUPACTBOPUTEJIEM

[0311] I'oToBMIM PACTBOPBI COEAMHEHUI MO HACTOSINEMY HM300PETEHUIO B Pa3IMYHBIX
pacTBOPUTENSIX, a 3aTeM A00aBJIsIM aHTUpAcTBOpUTENb. OOpa3oBaBIIMECS TBEPHAbIC BEIIECTBA
BBIJIEJSUTA U aHAJIU3UPOBAIIU.

[0312] B kadecTBe albTepHATHUBBI T'OTOBWJIM PACTBOPBI COCIUHEHHUI IO HACTOSIIEMY
U300pETEHHI0O B PA3JMYHBIX PACTBOPUTENSIX, 3aTeéM [00aBISUIM  aHTUPACTBOPUTENb U
oOecrieunBaiy BbIMapuBaHue 00pasnoB. OOpa3oBaBIIMECS TBEPABIE BELIECTBA BBIACISUIA U
aHAJIU3UPOBAIIH.

[0313] B kadecTBe aJbTepHATHUBBI TOTOBWJIM PACTBOPBI COCIUHEHHI IO HACTOSAILEMY
N300PETEHHIO B PA3JINYHBIX PACTBOPUTEIIX, 3aT€M JOOABIISIIN AHTHPACTBOPUTEINb U OXJIAXKIAITIH
obpasuer 1o temmeparypsl oT 2°C go 8°C. OOpaszoBaBimiuecs TBepAble BEIIECTBA BbIISISUIA U
aHAJIU3UPOBAIH.

O6padoTka y1bTpa3ByKOM

[0314] ['oToBUIM PacTBOPBI MIIK CYCIIEH3UN COSAMHEHUN TI0 HACTOSIIEMY H300PETeHUIO

B Pa3IMYHBIX PACTBOPUTENSAX U IOJBEPralid BO3JAEHCTBUIO YIbTPa3Byka Ha JeNssHON OaHe B
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teueHue 90-180 munyT. TBepable BeleCTBa BLIACISIN U AHATU3UPOBAJIH.

MeasienHoe oxJazkaeHue

[0315] ['oToBMIM HACHILIEHHBIE PACTBOPBI COSAUHEHUH 0 HACTOALIEMY H300PETEHHIO B
Pa3NUYHBIX PACTBOPUTESIX JHMOO TMpU TeMIepaTtype OKpysKaroled cpeabl, OO IpH
NOBBILIEHHOH Temmeparype. OOpasuam, NPUTOTOBIEHHBIM IPH TOBBILIEHHOW TEMIEpaType,
AaBaJIM OCTHITh 0 TEMIEPATYPBI OKpYy:Karoineit cpens! wu 10 2-8°C. OOpa3oBaBIInecs TBEpAbIE
BELIECTBA BbIACIIIN U AHAJTU3UPOBAJIH.

BBIITAPUBAHUE

[0316] 'oTOBMIM PACTBOPBI COEAMHEHUI MO HACTOSIIEMY HM300PETEHUIO B Pa3IMYHBIX
pactBopurensx. [lociae momHOro pacTBOpeHMsI PaCTBOPUTEND BBIAPUBAIHN IO/ BAKyyMOM IIpH
TEMIepaType OKPYKAIOIeH Cpeapl MJIM IMPH TNOBBILEHHOW Temmeparype. OOpaszoBasrunecs
TBEpJbIE BEILECTBA BbIIEIAIN U aHATU3UPOBAJIH.

ME/VIEHHOE BbIITAPUBAHUE

[0317] I'oToBUIM PAacTBOPBI COEAMHEHHUH MO HACTOSINEMY HM300PETEHHIO B Pa3IUYHBIX
pactBoputensix. llocne momHOro pactBopeHHs 00eCHeuMBANIN BBIMMAPHBAHUE pPACTBOpA IPH
TEMIIepaType OKPY)KAKOIIEH cpenbl B YaCTHYHO 3aKPBITOM COCyZA€ B 3AIMUTHOH aTMmocdepe
razoobpasHoro aszora wiu 0Oe3 Hee. OOpa3oBaBIIMeCs TBEpIAble BELIECTBA BBIACISUIN U
AQHAJTU3UPOBAIH.

[0318] B kauecTBe aJbTEpHATHBBI TOTOBUJIM PACTBOPbI COCIUHEHHI MO HACTOSALIEMY
H300peTeHHI0, TIOCTIE Yero MOABEepraid BO3IEUCTBUIO yibTpasByka B TeueHue 90 munyT. IToce
00paboTKH yIbTPa3ByKOM OOECHEUMBANIN BbINAPUBAHUE O0Pa3LOB. DKCIEPUMEHTHI, B KOTOPBIX
ObUIM TOJy4eHBl CTeKJa, ObUIM TepenesaHbl NMyTeM IOJy4eHUs B3Becel marepuaioB B 15-
KPaTHOM KOJIM4YECTBe aHTUpacTBOopuTens (rekcaHa npu 50°C wnm BOAbl NpU KOMHATHOM
Temrepatype). JIroOble Moy4eHHbIe TBEpAble BEIIECTBA BbIACISUIN M aHATH3HPOBAIIH.

IKCHEPUMEHTBI B CTPECCOBBIX YCJIOBHUAX

[0319] I'oToBMIM PACTBOPBI HIIM CYCIIEH3UU COESAMHEHUN 0 HACTOSIIIEMY H300PETEHHUIO
B Pa3JIMUYHBIX PACTBOPUTEISX, MOCIE Yero MOoABEpraal BO3AEHCTBHUIO yIbTPa3ByKa B TeueHue 60
MHUHYT. 3ateM oOpasubl nepememuBaiu npu 30°C B TeueHue 24-72 4acoB € MOCIEAYIOLINM
nepememuBarneM mpu S0°C B Teyenue 24 yaco. OOpasipl aHATU3UPOBAIH ¢ TOMOIIBI XRPD
Ha Ka)XJIOM CTaAuH Nepesl KOHEUHbIMU BbIEICHUEM U aHATU30M.

JKCHEePUMEHTHI CO B3BeChI0

[0320] ToroBuM pPAcTBOPBI COSNMHEHUN [0 HACTOSIIEMY UW300PETEHUIO MyTeM
no0aBIeHNsI TOCTATOYHOTO KOJIMYECTBA TBEPABIX BELIECTB K KOHKPETHOMY PAaCTBOPUTEINO TakK,
9TOOBI MPUCYTCTBOBAJ M30BITOK TBEPIBIX BelecTB. Bee GopMbl, onrcaHHbIE HUKE, MOTYT OBITh
NOJIy4€Hbl W3 PA3JIMYHBIX PACTBOPUTENEH, B TOM dHcie Oe3 OrpaHHYeHHsT KOHKPETHBIX
pacTBOpUTENEHl, ONUCAHHBIX B MpUMepax. 3aTeM CMeCh NMEPEeMELINBaIN B FepMETU3UPOBAHHOM
¢akoHe OO MpU TEMIepaType OKpYy>Karolled cpenbl, TMO0 MPH MOBBIIIEHHONH TeMITEpaType.
Ilo wucredeHMM 3a7aHHOTO BPEMEHU TBEpAble BEIIECTBA BBIAESUIM NYTEM BaKyyMHOM
¢bunbTpauy UK MyTeM QUIBTPALUN B LEHTPU(YTe U aHATH3UPOBAIIH.

AHAJIMTUYECKHUE METOAUKH
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Pentrenosckasi nopomkosasi iugpaxkromerpusi (XRPD)

[0321] J[laHHbIE pPEHTTEHOBCKOW MOPOIIKOBOH OU(PAKTOMETPUU  IMONYYAIH C
NPUMEHEHHEM aBTOMATHUYECKOTO PEHTIeHOBCKOro mopowmkoBoro audpakromerpa Phillips
(X'Pert), o0opyoBaHHOTO MIEIbIO (PUKCHPOBAHHOTO pa3Mepa U MHOTOIIOJIOCHBIM J€TEKTOPOM,
paboraromum B peanbHoM BpemeHu (RTMS). HMsnyueHuwe mpenctaBisio coOoil H3yueHue
CuKa (1,54 A), n HanpskeHne M cuia TOKa cocTaBiusin 45 kB u 40 MA COOTBETCTBEHHO.
JlanHble coOMpaIyM NMpU KOMHATHOW Temneparype B auanasone ot 3,0 no 40,0 rpagycos 2-tera;
pasmep mara coctasysiy 0,0167 rpanyca; Bpemst cueta coctaBiyisio 15,240 cekynn. [lpenmeTHbiit
CTOJIMK Bpallaii CO BpeMEHEM OJTHOrO 000poTa, COCTaBIsIoKM 1,0 CeKyH/IbI.

[0322] B  kawecTBe ajbTEpPHATHBBI  JAHHBIE  PEHTTEHOBCKOM  IMOPOLIKOBOM
G pakTOMETPUN TOJIYYATH C MPUMEHEHHEM aBTOMAaTHYECKOrO MOPOIIKOBOTO IU(ppakTOMETpa
PANalytical Empyrean, obopynoBannoro mienbto Cojuiepa, MOTJIOTHTENEM IMy4YKa, KOPOTKUM
AHTHUPACCEHBAIOIIUM  VJIMHUTENIEM, AaHTHUPACCEHBAIOIINM HOXKEBBIM  KOJUIMMATOPOM U
CKAaHUPYIOIIUM  MO3WIIMOHHO-YYBCTBUTENbHBIM  netekTtopoMm  (X'Celerator).  HMznyueHue
npencrasnsno coboit mimyyennme CuKo (1,54 A). O6pasen 3axuManu Mexay IUICHKAMH
TOJIIIMHOW 3 MKM U aHAJM3UPOBAJIU B TEOMETPUH MPOITYCKAHUS.

[0323] B  kauecTBe ajbTEpPHATHBBI  JAHHBIE PEHTTEHOBCKOW  IMOPOLIKOBOI
nudpakTOMETpUN TONy4Halld C TPUMEHEHHEM peHTreHoBckoro nugpaxromerpa PANalytical
XPert PRO, 000opynoBaHHOTO MPOrpaMMHPYEMOH IIENbI0 PACXOAMMOCTH U MHOTOIOJOCHBIM
aeTekTopoM, padortaromuM B peaitbHoM BpemeHH (RTMS). M3nyuenue mpexncraBisio coboit
msnydenne CuKo (1,54 A), u manpsxenme m cuma Toka coctasnanu 45 xB u 40 MA
COOTBETCTBEHHO. JlaHHBIe coOMpany npu KOMHATHOM Temmepartype B auanaszoHe ot 3,0 go 30,0
uiu ot S 1o 45 rpagycos 2-teta; pasmep wara cocrasisil 0,0334 rpanyca. [IpeameTrHsiil cToauk
BpAIlaJId CO BpeMEHeM OHOro obopora 2,0 CeKyHIbI.

[0324] Cnenyer 3aMeTUTh, YTO HA MOPOIIKOBBIX PEHTT€HOIPAMMAaX MOXKET HaOJIFOAAThCS
CIBUT THKa MpUOIU3UTENbHO HA /- 0,2 rpaayca, ¥ 4TO OH MOXKET ObITb OOYCJIOBJIEH TaKUMH
(dakTopaMu, KaKk MPUTrOTOBJICHHE 00pa3la U peryupoBka npudopa.

TEPMOI'PABUMETPUYECKHUI AHAJIA3 (TGA)

[0325] TepmorpaBumerpudeckuii aHanu3 nposoauann Ha TGA cepum Discovery, TA
Instruments. OOpa3ubl aHaTU3UPOBAU B aTMOcdepe a3ota mpu ckopoctu Harpesa 10°C/MuH. B
TeMrepatypHoMm auamnasone ot 25°C no 325°C.

JANDOPEPEHIINAJIBHASI CKAHUPYIOIAS KAJIOPUMETPHUS (DSC)

[0326] [lanHble muddepeHIHATbHON CKAHUPYIOIMEH KaJOPpUMETPUU COOUpaiu ¢
npumeHeHneM crannaptHoro pexuma DSC (cepus Discovery, TA Instruments). Mcnonb3oBamu
ckopoctp HarpeBa 10°C/mmuuH B TemmepatypHoMm aumama3one ot 25°C mo 350°C. Amnamus
NPOBOAWIN B aTMocdepe a3ora, a oOpasubl 3arpykajl B aJIIOMUHUEBbIE TUIIH. B kauectse
KaTMOPOBOYHOTO CTAHAAPTA MPUMEHSUIIN UHIUH.

SAMP TBEPJAOI'O TEJIA

[0327] IIpumeprno 100 mr oOpasia moMemanyu B KepaMHUECKHI pOTOp ¢ AuameTrpom 4

MM C HUCIOJIb30BaHHEM MHCTpyMeHTa 171 3arpy3ku st SSNMR. Cnextper SSNMR nonyvanu
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Ha crnektpomerpe Bruker Avance III 500 MI'u WB. Cnektpsl '°F nmony4anu ¢ npuMeHeHHEM
natunka MAS nBoitHoro pesonanca Bruker, paboTamoomiero mpu pe3oHaHCHOM uactore 'H,
cocrasisiromert 500 MI'n. Jlna BCeX 3KCIEPUMEHTOB NMPUMEHSUIA 4-MM BPALLAIOIIUNCA AATUUK
H/F/X, paboraromuii npu uyactoTe Bpamenus 14 x['u. Jnsa usmepenus °F mpumeHsau mu/2-
MMIyJIbC JUIMTENbHOCTBIO 4 MKC M MNpOBOAMIM pa3Bs3ky 'H ¢ mNpuMeHeHHeM
nocienosarenbHoctd  SPINAL 64, Jlns  nonydeHus  ONTUMAIBHOTO — COOTHOLIEHHUS
CHUTHAJI/IyM/BpeMsi IPUMEHSITH BpeMs OXKUAaHus BoccTaHoByeHus 1,26*T1.

IMPUMEPBI

Mpumep 1. UAEHTUOUITUPOBAHUE TBEPAbIX ®OPM COEAVMHEHMUA 1

[0328] B obnactu (dapmManeBTHYECKUX HWCCIEIOBAHUN | pa3paboTOK H3y4YeHHE
NOAXONAIIEeH TBEPAOH (POPMBI SIBJISIETCS PEINAIONINM dSTanoM. M3ydeHwe TBepaoi (Hopmbl
BKJIFOYAET HECKOJbKO pELIeHWH, B OCHOBHOM W3y4YeHHE O€3BOJHOH, COJEBOW WU
COKPUCTAJTHYECKON (hOPMBI U U3yueHHUE MOJUMOpda COOTBETCTBYIOIIEH OE3BOAHOMN, COJIEBOU
WIN COKpHUCTAJTMUecKo (opmel. B xome mporpamMmbl BBIOOpa ONTHMAJIBHOTO COCIHMHEHUS -
Jauaepa ONTHMH3HPYIOTCS HECKOJNBKO CBOWCTB HMCCIEAYEMBIX COSNWHEHMH, YTO, KaK MPaBUIIO,
NPUBOIUT K OIHOMY MJIM HECKOJBKHUM KAaHIUAATAM, KOTOpBIE MPOAOIDKAIOT Y4aCTBOBATH B
NporpaMMe HCCIIeOBaTeNbCKUX pa3padorok. Kak mnpaBmiio, mpu OLEHKE U ONTUMH3ALNU
(U3NKO-XMMHYECKHIX TTAPAMETPOB B XO/I€ BHIOOpA ONTHMAJIBHOIO COENMHEHHSI-TTUIEPa OCHOBHON
aKIEHT JeNaeTcs Ha pacTBOPUMOCTU. B maHHOM ciyuae coexamHeHue | obnamaer XOpOIIUMH
XapaKTEPUCTHKAMH PAacTBOPUMOCTH. IIoMMMO ONTHMMH3aLUMU PAaCTBOPHMOCTH, TPU H3YYEHUHU
COJIM CIIElyeT YYUTHIBATH JOMOJHUTENbHbIE (PU3UKO-XUMHUYECKHe napameTpel, Takue kak (1)
TeMIiepatypa IuiaBlieHus, (2) TepMuueckoe mnoseneHue, (3) TUrpOCKONMUYHOCTb, (4) raburyc
kpucramia, (5) momumopdHoe mnoseneHue win (usHueckas CTaOWIbHOCTB, (6) mpoduib
npumecein u (7) xuMuveckass cTaOMIbHOCTh Oe3BOAHON Wi cojieBoii (opmbl. Temmneparypa
IUTABJICHHs] JIEKAPCTBEHHOTO CpeAcTBa B (hopMe CBOOOIHOIO OCHOBAHUS, KHCIOTBI WIJIM COJH
JOJKHA OBITH BBILIE OMPEAEICHHOrO MOPOrOBOTO 3HAYEHUS, YTOOBI 00ECMeUnTh BO3MOXKHOCTD
TaKUX CTaauii oOpabOTKH, KaK BbICYIIMBaHWE WM TabieTnpoBanue. OLEHKA TEPMHYECKOTO
NOBEAICHUS, KOTOpasi, KaK MPABUJIO, MPOBOAMTCS ¢ momombio Tepmorpasumerpun (TGA) u
maddepenumanbroit  ckanupyromeit  kajgopumerpun  (DSC), Takke Brimouyaer (pa3oBble
nepexo/Ibl "TBepIoe BeIecTBO-TBepAoe BemecTBo". OHu MOryT OBITh MO0 SHAHTHOTPOITHBIMH,
J100 MOHOTPOIIHBIMH U MOTYT OBITh CBSI3aHBI C IPEBPALICHUEM OJHOTO MojuMopda B Ipyroi
WA OTHOTO TCeBAOnoauMopda B APYroi NCEBIONOIMMOPG - HAPUMEpP, HU3IMIUN COJIbBAT HIIH
TUAPAT - WIM UCTUHHBIA MOMUMOp(]. ['MrpoCKONMMYHOCTD UrpaeT KIFOYEBYIO pPOJIb B OLICHKE
TBEPABIX (POPM, TTOCKOJIBKY 3TO CBOWCTBO OYEHb BAXKHO JJIsI MHOTHX CTamuil oOpadoTKH, TaKux
KaK BBICYIIMBAaHUE, XPAaHEHHE, CMEUIMBAHWE, TPAHYJIUPOBAHHE U T. A. [ UrPOCKONMMYHOCTH
MO’KHO HM3Y4YUTh C TOMOIMIBIO AuHaMu4yeckoi copbuuu mapa (DVS). Ilo cyrtm, sTa MeTomuka
NpenocTaBisieT HMHGOPMAIMIO O KOJMYECTBE BJIArd, TIOTJIOMAEMON COENMHEHHEM IIpU
OTIPENIeNIEHHOM yYPOBHE OTHOCHUTENBHOHN BIaKHOCTH. OOCYXKIEeHHE TEPMHUUECKOTO MOBENEHUS U
TUTPOCKOITUYHOCTH TPEACTaBIAeT COOOH CBSI3b € JIPYIMM IapaMeTpoM, KOTOPBIH clenyer

YUUTBIBATD TPU U3YyYEHUMH OE3BOAHBIX BELIECTB MM  COJIeH: A TIPONOJDKEHUS
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dapmaneBTHyeckoil pazpaboTku Oe3BopHas WM coneBas (opma TOJDKHBI XapaKTePU30BATHCS
ynpaBisieMbIM NOJIMMOP(GHBIM noBeneHneM. ClienoBaTenbHO, MO KpaliHeH Mepe KpaTKyro
OLIEHKY MOJUMOp¢HU3Ma, KaK MPABHIIO, IPOBOIAT B IMPOLENype M3yueHUs] Oe3BOAHBIX BELIECTB
Wi coied. B 3TOoM cMmpicie ympaBisieMoe MONMMOP(HOE MOBEAEHWE HE HSKBHUBAJIEHTHO
CYIECTBOBAHUIO TOJIbKO OJHOH WJM JABYX NONMUMOP(QHBIX (opMm, a ckopee OTOOpa)aer
CHUTYALMIO, KOTAA MpeBpalleHne MoauMopdhHbIX (HOpM HE 3KBHBaJIEHTHO. ['abuTyC KpuCTaIOB
MOXKET BJIUSTh Ha HM3y4eHHE OE3BOAHBIX BELIECTB WJIM COJNEH, M ONTHMHU3ALMS BO MHOTHX
CJIy4asix O3HA4YaeT Mepexoi OT JEKApCTBEHHOTO CPEACTBa B ()OPME UTOJIbYATHIX KPUCTAILIOB 10,
HarpuMep, TUIACTUHOK WU ke KyOMUECKUX KPUCTAJIIOB, NMPOSIBIISIOLINX JIYYIIYEO TEKYy4eCTb.
Uzyuenue comell MOXKeT ObIThb WHCTPYMEHTOM Uil yJydIleHus npoduieid mnpumeceil B
JIEKaPCTBEHHBIX  CPENCTBAX, IIOCKOJbKY  (papMaleBTH4eCKHe  COJH  4YacTO  HMMEIOT
KPHUCTAJUTMUECKUE CTPYKTYPbI, KOTOPBIE CUIIBHO OTJIHYAIOTCS OT CTPYKTYPbI COOTBETCTBYIOLIETO
CBOOOJHOTO OCHOBAHUS MJTH KHCIIOTBL

CxpunuHr nojiumMopd¢oB u cojiel

[0329] CooTBeTCTBEHHO, OBLT MPOBEJEH CKPUHUHT MOJIUMOPGOB U Cosiel coenuHeHus 1.
bbun MaeHTHOUIMPOBAHBI KPUCTALUTHUECKUE XJIOPHUIHbIE, (oc]aTHpIe U ME3UJIATHBIE COJH, a
TaKXKe KpUCTaJuIMYeckue Oe3BOAHbIE, THApPaTHbIE M cojbBaTHbie (opmbl. Hu onmHa u3
UICHTU(QHULUPOBAHHBIX COJIEH HE TNPOSBJIATIA OCOOEHHO MPENNOYTHTEIBHBIX TEPMHUECKUX
CBOHCTB Ha ocHoBaHMM naHHbIXx DSC M He XapakTepusoBanach OoJjiee HU3KOH CTENEHbIO
KPHUCTANTMYHOCTH. Y3 HECKONIBKUX OCTABIIUXCS MOJUMOP(POB CBOOOJHOTO OCHOBAHMS, BKIIFOUAS
THIpaT W COJbBAaThl, KpHUCTaJuimueckass Oe3BomHas ¢opma [ mpomeMoHCTpUpOBaia
yIUBUTENIbHBIE 1 HEOXKUIAHHBIE IIPEUMYIIECTBA.

[0330] Bo-mepBbix, kpucramauueckas Oe3BonHas ¢opma I coenmuenus 1 sBusercs
HauOosee TePMOJUHAMUYECKH CTAOMJIBHBIM MOJUMOPHOM, UIEHTU(PHIUPOBAHHBIM B IPOLIECCE
ckpunuHra. Kpucranmmyeckue 6e3sopnbie popmer II n III, onucaHHble B JAaHHOM IOKYMEHTE
HIDKE, TPEBPALIAOTCS B KPUCTAUTMYECKYyI0 Oe3BomHyro (opmy [ mpu HarpeBaHuUW WM
CYCTIIEHIUPOBAHUU.

[0331] B wactHOcTH, KpucTajuindeckas OesBomHasi ¢opma Il mpeBpammaercss B
KpHUCTaUTHUeCcKyr0 Oe3BoaHyro (opmy I mpu HarpeBanum u nmepekpucraumzauuu mnpu 193°C.
Kpucrannuyeckast 6e3BonHas ¢popma Il mpeBpaimaercs: B KpucTandeckyro 0e3Boauyro Gopmy I
npu cycneHaupoBanuu B Bone npu 90°C B Teuenue 1 yaca. CMech KpUCTAUTHUECKON Oe3BOIHON
dopmer I u kpucrammuueckoin OesBomHoil ¢opmbl Il mpespaimaercss B KPUCTAUTHYECKYIO
6e3Bonnyro Gopmy I nmpu cycnenaupoBanuu B cmecu Bona/auerorutpui 90/10 06./00. mpu k. T.
B TeueHne 7 nHed. Cmech KkpucTajuimdeckor Oe3BomgHoW ¢opmbl | U KpHUCTaNTHYECKOU
OessogHoit ¢opmber Il mpeBpamaercs B KpuUCTAIMYECKylO Oe3pomHyro ¢opmy [ mpu
cycneHnupoBaHuu B rentane npu 80°C B Teuenue 1 aHs.

[0332] Kpucrammuueckast 6e3sonnas ¢opma III mrasurest mpu 180°C. Kpucrammudeckast
6e3Boanas ¢popma III npespamaercs B KpuCTaIMUECKy0 0e3BoHYI0 (opmy I mpu ruiaBneHuu u
nepexpuctammmsamu  npu  220°C. Cmech kpuctayummdeckon 0Oe3omHoi ¢opmel [ nu

Kpuctayutnueckoit 6e3soaHoi popmel I mpeBpanaercs B KpucTaindeckyro 0e3BoaHyo Gopmy
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I npu cycnenaupoBaHuu B 3TaHOJe HpU K. T. B TedueHue 10 gHeil. CMmech KpUCTAINYECKOM
oe3Bonnoit Qopmer I u kpucrammuueckorn Oe3Bomuoit  Qopmer I mpeBpammaercs B
KPHUCTANTMUECKYI0 0e3BOAHYI0 dopMy I mpu cycnnieHaAupoBaHUN B METAHOJE MPH K. T. B TEUECHUE
10 nuei.

[0333] Beicokast TemmepaTypa IUIaBJISHUS KpPUCTALIMYECKOil Oe3BomuHO Qopmbl 1
SIBJISIETCSl OTIOJIHUTEJIBHBIM II0Ka3aTeleM €€ TePMOJMHAMHUYECKOH CTa0WIBHOCTH (HA4aso
sHnorepmel DSC npu npubimsurtensHo 293°C).

[0334] Bo-BropbIx, kpuctajuindyeckas Oe3BomHas (opma I MeHee THIPOCKONMHMYHA IO
CpaBHEHHUIO ¢ KpucTamudeckumu 0e3Boaubivu ¢popmamu I u 111 (popma I abcopbuporana 0,5-
1,0 Bec. % Biaru mpu 0-90% RH mpu 25°C; ¢opma II abcopOuposana 2-2,5 Bec. % Biaru npu O-
90% RH npu 25°C; ¢popma III abcopOuposana 7,0 Bec. % snaru npu 0-95% RH npu 25°C).

[0335] Bonee Toro, kpucrajuimueckass Oe3BomHas ¢opma [ Obuta Qusudecku wu
XUMHYECKH CTaOUJIBHOHN B TBEPAOM COCTOSIHUH, AEMOHCTPHUPYS OTCYTCTBHE IMHUKOB PA3JIOKEHUS
cormacito HPLC wunmm kakux-mu00 W3MEHEHMH H3y4aeMbIX CBOWCTB TBEPIOTO COCTOSHHUS,
Bkiouass XRPD, Hauano Temmeparypbl IUIABJICHUS M TEIUIOTY IuiaBieHusi corijacHo DSC u
colepkaHue JieTyunx BemecTB cormacHo TGA, B Teuenme 14 nemenb mpu 25°C/60% RH,
40°C/75% RH, 40°C/RH oxkpyxarommeit cpeast 1 60°C/RH okpy:xkaromei cpeasl. Kpome Toro,
KpucTaynueckasi Oe3BogHast ¢opma | Obuta crabMiabHONH B HMCCIENOBAHUM COBMECTHMOCTH
BCTIOMOTATEJIbHBIX BEIIECTB B 3 MPOTOTUIHBIX CMECSAX, KOTOPbIE XPAHUJIN B TE€UEHUE 4 HEIeNb
npu 40°C/75% RH. Kpucrammueckas 6e3soanast popma I B TBepaoM COCTOSIHUM Takxke Oblia
cTa0nIIbHA B OTHOIIEHHUH yJIbTpaduoeTa U BUIUMOTO CBETA.

[0336] CooTrBeTcTBEHHO, KpuUCTajuTH4eckass Oe3BogHast ¢opma [ gemoHcTpupyer
IPENNOYTUTENIbHbIE U HEOKUIAaHHbIe OOIIHe CBOWMCTBA, B YACTHOCTH, 110 CPABHEHHUIO C APYTHMHU
UIeHTU(ULIPOBAHHBIMU (POPMAMHU H COJISIMH.

CxkpuHuHT noumMop¢os

[0337] CxkpunuHr nonuMOp(GOB MNPOBOAMJIM, KAaK ONMUCAHO HIKE, MJISI TOJTyYeHHs
pa3nu4HbIX TBepAbIX (GopMm arpomomsomepa M  6-pTop-7-(2-pTop-6-runpokcudenmn)-1-(4-
MeTUI-2-(2-nponanui)-3-nupuannmun)-4-((2S)-2-metni-4-(2-nponenornn)-1-
nunepasuHuI)mupuno| 2,3-dmupumuann-2(1H)-ona  (coemunenuss 1). B memsix ymoOctsa
"coenuHeHue 1", ykazaHHOE B MPUMEPax, KOTOPbIE MPEICTABIIEHBI HIDKE, CIENyeT MOHUMATh KaKk
atpononsoMep M coeauHenus 1.

INPUMEP 1

[0338] Coenunenue 1 wmoxker OBITb TOJYYEHO B COOTBETCTBHHM C MPOIETYPO,
packpbiToil B myOnukanuu 3asiBku Ha mateHT CIITA Ne 2018/0334454, omybnukoBaHHOU 22
HOs10ps1 2018 roma, xKOoTOpasi BKIIOYEHA B JAHHBIA JOKYMEHT IOCPEACTBOM CCBUIKH BO BCEH
CBOCH IOJIHOTE.

[0339] Amopdryro ¢opmy I coemmueHust 1 momy4yanu ¢ HOMOLIBIO POTALMOHHOTO
BeinapuBanuss MeOH ¢ BTOpUYHBIM BBICYIIHBAHUEM I1O]] BAKYYMOM TIPH K. T.

[0340] OtHOCHTENBHBIE IUIOIAAN NMUKOB amopdHON (opmbl cormacHo XRPD, TGA,
DSC u F SSNMR npencrasnenst Ha pur. 1,2, 3 u 4.
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[0341] Tepmorpamma nuddepeHumanbHol ckaHupyromeii  kanopumerpuun (DSC)
COIIEPIKUT SHIOTEPMY C HadajoM mpu npudimsutenpHo 144°C.

[0342] Tepmorpamma Tepmorpasumerpudeckoro ananusa (TGA) xapakrepusyer nmoTepro
BECa, COCTABILIIOMIYIO npubnusurenbHo 1,5% npu HarpeBanuu ot npubmusurensHo 25°C no
npubnusutensHo 275°C.

[0343] F SSNMR: -86, -96, -116, -127, -146 u -156 ppm.

[0344] beut m3yueH psin Oe3BoxHbIX (opMm U rugpatHas (Gopma coemwHeHus 1 (cm.
tabmuiy 1 Hike). Bputl U3yuYeHbI JOMONHUTENbHBIE XaPAKTEPUCTHKH STHX KPUCTAUTHYECKUX
dopMm, Takwe Kak Temreparypa IUIABJIEHHs, TEPMHUYECKOE MOBENEHHE, TUrPOCKOMHYHOCTD,
rabuTyC KpUCTaJUIa, pa3Mep YacTUll, MOJUMOPQPHOE MOBEACHHUE, CTAOMIBHOCTh M YHCTOTA. DTH
(dbopMbI OXapakTepu3oBaHbl criocodamu, kotopeie BkouaroT XRPD, TGA u DSC. % otH. uHT.
npeAcTaBiIsieT coOO MPOLEHT OTHOCUTENbHOW MHTEHCHMBHOCTH, OCHOBAHHBIN Ha HauOOJbLIEM
ITHUKE.

[0345] Ha ¢ur. 21 nmoka3aHO nepekpbriBaHUe KpUCTaUIMIecKnx 6e3BoaHbix ¢opm L 11, 111
u ¢opmel | coenunenus 1, npencraisromeit codol runpar nepemMeHHoro cocrasa (popmsr [-111
u ¢opma I, npencrasisromas codoil rHAPAT MEPEMEHHOTO COCTABA, PACIIOJIIOKEHBI B MOPSIKE
CBEpPXY BHH3).

Tabmuua 1. Otyinuurenpabie muku XRPD

dopma
cBOOOIHOTO IMukwn, yHukanbHble 11 Kaxaoi popmel (KA1 ©)
OCHOBaHUS
Dopma I 9,0 12,0 12,6 19,0 - -
®opma II 7,3 9,8 10,1 11,3 13,3 17,2
®opma 111 6,3 8,4 9,5 16,0 - -
I'unpaTtHas
dopuia 1 6,9 8,0 9,6 12,4 13,1 -

Mpumep 2. MOJYYEHHUE KPUCTAJLUIMUECKOM BE3BOJHOM ®OPMBEI I
COEJIUHEHMUA 1

[0346] Kpucrammueckyro Oe3pomnyro ¢opmy | momydanm myrem 3arpy3km 1,5 T
KpucTanueckoi 6e3BogHon popmsl 1l coenunenust 1 ¢ 10 mu Boasl ¢ 0Opa3oBaHHEM B3BECH.
BsBech narpeBanu 1o 90°C B TedueHue 2 4., 3aTeM MepeMEIINBAIN B T€UEHHE HOYM IPU K. T.
Teepable BemecTBa (GUIBTPOBAIH, BBICYIIMBAIHN IOA BAKYYMOM M HISHTHQULHUPOBAIN Kak
KpucTtauueckyro O0espoguyro ¢opmy I ¢ momompro XRPD. Hauano suporepmer DSC mpu
npubnusuTensHo 292,6°C, TGA xapakTepu3yeT MOTepro Beca, COCTABIISIOLIYIO PUOIN3UTENBHO
0,2% mipu HarpeBaHuu oT npudau3uTenpHo 25°C no npubnusutensHo 275°C.

[0347] Tlony4yenHas BbIIe KpucCTajulMueckas Oe3BomHas ¢opma 1 Obuta
oxapakTepuzoBaHa NpOTOHHbIM JAMP, naHHBIMH PEHTT€HOBCKON NMOPOIIKOBOH TU(PAKTOMETPHU
(XRPD) (¢ur. 5), DSC (¢ur. 6), TGA (¢pur. 7), SSNMR Ha sinpax yraeposa-13 (¢ur. 8) u °F
SSNMR (¢ur. 9).
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[0348] 'H SIMP (400 MI'y, DMSO-ds) & ppm 0,93 (d, J=6,84 T'y, 3 H) 1,07 (d, J=6,63
Ty, 3 H) 1,35 (d, J=6,84 Ty, 3 H) 1,90 (s, 3 H) 2,66-2,75 (m, 1 H) 3,14 (br t, J=11,20 T', 1 H)
3,59-3,75 (m, 2 H) 3,97-4,08 (m, 1 H) 4,08-4,22 (m, 1 H) 4,22-4,43 (m, 2 H) 4,90 (br s, 1 H)
5,74-5,79 (m, 1 H) 6,21 (br d, J=17,00 T'w, 1 H) 6,65-6,75 (m, 2 H) 6,79-6,92 (m, 1 H) 7,18 (d,
J=4,98 T, 1 H) 7,23-7,31 (m, 1 H) 8,22-8,33 (m, 1 H) 8,38 (d, J=4,77 T'u, 1 H) 10,19 (s, 1 H)

[0349] 13C SSNMR: 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54, 107, 110, 111, 123,
124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167,7 u 168 ppm.

[0350] '°F SSNMR: 49, -60, -79, -90, -109, -120, -138, -150, -168 1 -179 ppm.

Tabmuua 2. Tauasie XRPD nnis kpucrammudeckoi 6e3BogHon Gopmsl I coenraenus 1

Tabmuna nmukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%] ITonox. [°2-TeTa] OtH. uHT. [%]
8,8 72,02 26,6 12,27
9,0 32,38 26,8 8,19
10,8 89,48 273 7,42
12,0 17,57 27,8 3,31
12,6 521 28,0 11,20
12,8 7,83 28,5 3,83
13,6 70,38 28,8 8,53
13,9 8,16 29,1 2,01
14,2 64,52 29 4 13,68
14,3 15,98 29,7 9,66
15,0 54,34 30,2 13,60
15,4 34,78 30,9 1,84
15,5 11,84 31,3 1,53
17,4 10,60 31,5 5,71
17,6 11,10 31,7 3,54
18,0 2228 31,9 1,13
18,6 20,76 32,3 1,55
18,7 41,59 32,6 1,69
19,0 100,00 32,8 2,47
19,2 13,83 33,0 2,11
19,9 34,21 33,6 3,23
20,0 20,81 33,9 5,14
20,2 2,92 34,2 3,90
20,9 8,05 34,7 0,67
21,2 2,59 34,9 1,76
21,7 14,40 35,0 1,62
22,0 9,77 35,4 1,10
2272 16,27 35,8 2,43
225 18,45 36,5 0,59
229 21,27 37,0 4,04
23,1 14,15 37,0 2.30
23,7 15,87 37,3 0,80
23,9 10,39 37,7 0,66
25,0 19,32 38,0 1,27
253 4,26 38,3 2,60
25,6 1,90 38,4 4,02
25,8 6,05 39,1 0,51
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26,1

7,93

39,4

1,88

26,3

428

39,8

0,90

Mpumep 3. HOJTYUYEHUE BE3BOJAHOM ®OPMBI II COEAWHEHMSI 1

[0351] Kpucrannuueckyro Oe3Bomnyto ¢opmy II coemunenuss 1 momydanu mytem
sarpy3ku 0,987 r amop¢uoro coemunenus 1 ¢ 15 mnm MeOH c¢ oOpasoBanuem B3BeCH.
BrineneHnble TBepIble BELIECTBA ONpPEAE/SUTN KakK KpHCTAUINYecKyro Oe3omHyro (opmy II ¢
nomowbo XRPD.

[0352] Hauvano sumorepmbl DSC npu npubmmsutensho 192,5°C, TGA xapaktepusyer
MOTEPI0 BeCa, COCTABJISIOUIYI0 OT mnpubausutenbHo 1% no mpubnmsutensHo 1,8% mpu
HarpeBaHuu ot npudamsuTenpHo 25°C no npudmmsurensHo 250°C.

[0353] [TonyuenHast Bbile KpucTaumydeckas OesBogHast (opma Il coenmuenus 1 Obuia
oxapakTepuzoBaHa NMPOTOHHbIM AMP, TaHHBIMH PEHTT€HOBCKOH NMOPOIIKOBOH TU(PPAKTOMETPHH
(XRPD) (¢ur. 10), DSC (¢pur. 11), TGA (¢ur. 12), SSNMR Ha sinpax yrnepona-13 (¢ur. 13) u
F SSNMR (¢ur. 14).

[0354] "H AMP (400 MI'u, DMSO-ds) & ppm 0,93 (d, J=6,63 T'ui, 4 H) 1,07 (d, J=6,84
I'm, 4 H) 1,35 (d, J=6,63 I'u, 4 H) 1,90 (s, 3 H) 2,60-2,76 (m, 1 H) 3,11-3,28 (m, 2 H) 3,68 (br d,
J=13,89T, 2 H) 4,08 (d, /=5,18 I'y, 2 H) 4,32 (br d, J/=13,68 I'r;, 2 H) 4,90 (br s, 1 H) 5,74-5,79
(m, 1 H) 6,21 (brd, J=16,17 I'y, 1 H) 6,65-6,76 (m, 2 H) 6,80-6,92 (m, 1 H) 7,18 (d, J/=4,98 I'y,
1 H) 7,23-7,31 (m, 1 H) 8,29 (brd, /=9,33 ', 1 H) 8,38 (d, /=4,98 I'y, 1 H) 10,19 (s, 1 H).

[0355] °C SSNMR: 16, 18, 19, 20, 23, 25, 31, 32, 38, 40, 43, 46, 51, 57, 105, 107, 110,
117,120, 123, 124, 125, 128, 132, 149, 152, 155, 158, 159, 163 u 166 ppm.

[0356] "F SSNMR: -59, -62, -89, -92, -119, -122, -148, -151, -179 u -181 ppm.

Tabmuua 3. lanasie XRPD nnst kpucrannnueckoii 6e3sogHoi Gopmsl Il coennnenus 1

ITonox. [°2-Tera] OTH. uHT. [%] Ilonosx. [°2-TeTta] OtH. uHT. [%]
7.3 55,69 27,1 9,80
9.8 22,74 27,3 12,94
10,1 13,34 27,9 2.58
10,4 26,87 283 6,04
11,3 100,00 285 717
11,5 38,51 28,9 7.06
11,9 17,55 294 482
13,3 19,19 29.6 6,76
143 37,78 30,7 435
14,7 63,63 31,2 4,41
14,9 20,80 31,5 1,70
15,8 1,24 31,9 0,83
17,2 4751 32,6 2,54
18,1 9,48 33,3 123
18,4 37,17 34.0 0,53
18,6 6,86 34.6 1,58
19,2 31,06 35,0 1,66
19,8 5,10 35,4 235
20,4 11,69 36,2 2,20
20,9 10,16 36,8 1,47
21,1 10,57 37,2 1,73
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21,4 3,78 38.0 2,55
21,7 3,26 38.4 475
22,1 18,04 38.8 2,68
22,4 12,23
22,6 478
23,1 20,56
23,8 9,50
243 17,04
24.7 3,75
25.6 6,63
26,2 6,15

IIpumep 4. lloayuyenue kpucrasandeckoi 6e3soanoii ¢popmnoi I coennnenns 1

[0357] Kpucrammmueckyro Oe3Bonnyto ¢opmy III coemunenus 1 moaydamu myTtem
BBICYIIUBAHHS CONBBATHOM (hopMmbl I ¢ aleToHoM coenmuenus 1 mox Bakyymom npu ~65-76°C.
Hauvano sanorepmsl DSC npu npudmusurensio 194°C, TGA xapakrepusyer npuOIH3UTEIBHO
npeHeOpe’KMMO MaJIyi0 TOTEPI0 Beca MNPU HarpeBaHuu oT mnpudmmsurensHo 25°C  no
npubnusuTensHo 250°C.

[0358] ITonyuenHas Bbile kpucTajundeckas OessonHas ¢opma Il coequnenus: 1 Obuta
oxapakTepuzoBaHa MPOTOHHbIM AMP, TaHHBIMH PEHTT€HOBCKON MOPOIIKOBOH TU(PPAKTOMETPHH
(XRPD) (¢pur. 15), DSC (¢pur. 16) u TGA (¢ur. 17).

[0359] 'H SAMP (400 MI'u, DMSO-ds) & ppm 0,93 (d, J=6,82 'y, 3 H) 1,07 (d, J=6,61
I'm, 3 H) 1,35 (d, J=6,61 I'y, 2 H) 1,90 (s, 2 H) 2,64-2,80 (m, 1 H) 3,14 (br t, J/=10,66 I'y, 1 H)
3,45-3,57 (m, 1 H) 3,58-3,76 (m, 1 H) 3,94-4,08 (m, 1 H) 4,14 (br d, J=13,00 I';, 1 H) 4,21-4,47
(m, 2 H) 4,90 (brs, 1 H) 5,76 (dd, J=10,44, 2,13 I'n;, 1 H) 6,21 (br d, J=16,84 T'ny, 1 H) 6,55-6,78
(m, 2 H) 6,86 (dt, /=16,20, 11,29 T'y, 1 H) 7,13-7,21 (m, 1 H) 7,21-7,33 (m, 1 H) 8,21-8,34 (m, 1
H) 8,39 (d, J/=4,90 I', 1 H) 10,20 (br s, 1 H).

Tabmma 4. lanneie XRPD nist 6e3Bopnoit popmst 111 coenmuaenmst 1

ITonox. [°2-TeTa] OtH. uHT. [%] ITonox. [°2-TeTa] OtH. uHT. [%]
6,3 14,11 25,4 10,81
8,4 63,06 259 5,35
9,5 84,68 26,7 17,58
10,4 12,93 26,8 5,18
12,8 6,80 272 10,38
13,0 6,79 27,5 12,87
13,7 4,59 279 442
14,9 12,72 283 7,66
15,4 4573 28,6 15,70
15,5 69,05 293 3,10
16,0 79,08 29,7 1,70
16,6 8,35 30,2 1,02
17,6 100,00 31,4 2,93
18,2 9,32 32,2 3,52
18,7 37,73 32,5 3,97
19,2 16,82 33,1 231
20,0 36,44 33,7 1,35
20,6 13,07 34,6 491
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20,8 9,52 35,5 3,74
21,7 3,50 35,8 2,54
21,7 16,74 36,7 1,18
22,7 5,52 37,3 1,65
23,0 13,50 38.0 2,18
23,2 481 39,0 1,57
242 11,39

24,9 3,83

Ipumep 5. IMonyuenue dpopmsbl I coenunenusn 1, npeacrasiasiromei cod6oii ruapar
NepeMeHHOro cCoOCTaBa

[0360] @opmy I coenuHeHus 1, MpeaCTaBIAIONYI0 COOOM THAPAT MEPEMEHHOTO COCTABA,
NoJiydaiu myTeM pactBopeHusi coenuunenus | B MeOH mpu k. T., QUIbTpOBaIu ¢ TOHKOU
OYHMCTKOHN M 3aTe€M 3arpy’kajli aIMKBOTHI BOABI B KAYECTBE AHTUPACTBOPUTENSI 1O HAOIOICHHUS
ocaxaeHus. TBepable BeleCTBa BBIAEISIN OCIE NEPEMEIINBAHMS IIPU K. T. B TeueHue 13 guen.

[0361] Hauano mepsoii sHmorepmbl DSC mnpu npubmmsurensno 91°C, TGA
XapakTepu3yeT MoTepro Beca mpuMepHo Ha 11% npu HarpeBaHuu ot npudausutensHo 39°C no
npubmusutensHo 160°C (3,9 Mons BOIbI).

[0362] Conmepsxkanne BOAbl cormacHO TutpoBanuo no Kapny @Pumepy cocrasisier
10,63% (3,7 moumns).

[0363] ITonyueHHas BbIe KpucTamndeckas Gopma I, mpencrassiromast coboi ruapar
MIEPEeMEHHOTO COCTaBa, Oblia OXapaKkTepu3oBaHa MPOTOHHbIM SIMP, maHHBIMH PEHTTEHOBCKOU
nopotkooil nudpakromerpun (XRPD) (pur. 18), DSC (pur. 19) u TGA (¢ur. 20).

[0364] 'H SAMP (400 MI'uy, DMSO-ds) & ppm 0,94 (d, J=6,62 T'ui, 3 H) 1,08 (d, J=6,84
I'm, 3 H) 1,35 (d, J=6,63 T', 3 H) 1,90 (s, 3 H) 2,61-2,79 (m, 1 H) 3,15 (br t, /=11,01 I'u, 1 H)
3,40-3,58 (m, 2 H) 3,59-3,84 (m, 3 H) 3,86-4,09 (m, 1 H) 4,15 (brd, /=12,39 'y, 1 H) 4,21-4,47
(m, 3 H) 4,90 (brs, 2 H) 5,73-5,82 (m, 1 H) 6,15-6,21 (m, 1 H) 6,23 (br d, /=4,92 I'y, 1 H) 6,63-
6,77 (m, 3 H) 6,78-7,03 (m, 2 H) 7,14-7,31 (m, 3 H) 8,14-8,35 (m, 1 H) 8,39 (d, /=4,92 'y, 1 H).

Tabmuua S. Jaunwbie XRPD mns  kpucrammuueckoit ¢opmber 1 coemunenus 1,

MPEICTABIIIOIIEN COOOM ruapaT MEPEMEHHOTO COCTaBa

Tabmuna nmukoB XRPD
Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. WHT.

4,0 10,00 16,6 29,36 253 31,05
4.4 12,08 17,3 54,43 25,8 35,64
4.8 17,94 17,4 68,45 26,4 35,12
6,9 12,94 17,9 16,60 26,7 28,61
8,0 100,00 18,1 30,16 27,8 31,13
8,8 8,55 18,6 5,51 28,7 25,99
9,6 26,66 19,3 27,13 29,2 25,20
10,8 10,41 19,5 35,91 30,6 14,61
11,3 13,06 19,8 13,20 31,5 19,08
12,4 36,89 20,4 8,31 32,2 8,81
13,0 43,60 20,8 20,25 32,7 8,36
13,1 41,65 21,0 21,40 36,7 2,96
14,2 5,04 21,5 43,72 37,2 4,34
14,6 35,20 22.8 14,71
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14,9 38,07 23,0 13,61
15,2 40,25 23,6 14,15
15,7 7,44 24,1 28,65
16,2 40,04 24.6 20,05
16,4 17,22 25,1 28,24

IIpumep 6. Iloayuyenue kpucrasaudeckoii coabpatHon ¢opmer I ¢ THF
coequHenus 1

[0365] Kpucrannuueckyto conpBatayio ¢popmy I ¢ THF coenunenus 1 monyuanu myrem
noMeIneHus: aMoppHOro coemuHeHuss 1 B HEOOJBINOW OTKPBITHIA (DJIAKOH, KOTOPBIH 3arem
noMeniand BHYTPb (pjakoHa Oosbinero pasmepa, comepkamero THF, u 3akpbBanmu ero
KPBILIKON JIJIsl NOJIBEpraHusl TBEPABIX BELIECTB BO3IEHCTBUIO NIapa NPHU K. T. B TeUeHUE 4 THEN.

[0366] Hauano sumorepmbl DSC mpu mpubnusutensho 165°C, TGA xapakrepusyer
notepro Beca npumepHo Ha 13,4% mnpu HarpeBaHum OT mnpudbmusutensHo 130°C  mo
npubmmsutensHo 160°C. (1,2 mons THF)

[0367] AMP 1,1 mons THF.

[0368] IlonmyueHHast BbIIE KpUCTaUIMUeckas conbBatHas (opma I ¢ THF Obuta
oxapakTepuzoBaHa NPOTOHHbIM AMP, naHHBIMU PEHTI€HOBCKON MOPOLIKOBOH NH(PAKTOMETPUN
(XRPD) (¢pur. 22), DSC (¢pur. 23) u TGA (¢ur. 24).

[0369] 'H AMP (400 MI'u, DMSO-ds) & ppm 0,94 (d, J=6,62 T'ui, 3 H) 1,08 (d, J=6,62
I'm, 3 H) 1,35 (d, /=6,62 I'y, 3 H) 1,68-1,84 (m, 4 H) 1,90 (s, 3 H) 2,62-2,93 (m, 1 H) 3,15 (br t,
J=11,33 I', 1 H) 3,49-3,75 (m, 10 H) 3,87-4,09 (m, 1 H) 4,09-4,21 (m, 1 H) 4,22-4,47 (m, 4 H)
491 (brs, 2 H) 5,71-5,83 (m, 2 H) 6,21 (br dd, J=16,88, 4,70 I'u, 1 H) 6,64-6,78 (m, 3 H) 6,78-
6,99 (m, 1 H) 7,14-7,22 (m, 1 H) 7,28 (td, J=8,33, 7,05 I', 1 H) 8,18-8,35 (m, 1 H) 8,39 (d,
J=4,92 T, 1 H) 10,21 (brs, 1 H)

Tabmuma 6. awnsle XRPD nns kpucrammmdeckoit compBatHoW ¢opmbl I ¢ THF
coenuHenus 1

Tabmuna nmukoB XRPD
ITonox. [°2-TeTa] OtH. uHT. [%] Ilonox. [°2-TeTa] OtH. uHT. [%]
7,0 54,90 26,9 1,62
9,0 100,00 273 2,20
9,8 46,41 27,5 7,64
10,3 5,55 27,6 942
10,5 99,74 28,1 1,43
10,9 11,45 28 4 13,20
11,2 5,67 28,7 3,64
11,8 5,10 289 5,81
13,7 24 35 292 5,97
14,0 9,45 29.5 2,80
14,1 59,90 29,8 3,78
14,7 6,49 30,0 4,57
16,6 52,03 30,2 5,86
17,0 37,49 30,6 3,73
17,3 56,50 31,1 1,64
18,0 3,30 31,6 3,62
18,3 16,05 31,9 1,07
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18,7 41,48 32,5 1,55
18,8 54,81 33,1 5,45
19,1 31,94 33,3 1,71
19,4 8,97 33,7 0,66
19,7 2538 34,1 2,01
20,0 4,56 343 2,49
20,4 731 35,4 1,19
20,6 11,11 35,7 1,20
20,8 6,26 36,2 429
21,1 22,76 36,3 430
212 34,92 36,5 2,51
22.1 5,75 36,9 1,70
22,3 18,70 37.1 130
22,5 33,36 37,5 2,10
22.8 36,37 38.0 1,09
23,0 10,85 38,2 1,05
232 2,20 38,9 339
23,6 3,63 39.4 1,73
24,0 9,03
24.4 9,86
24,7 3,54
24,8 3,71
252 32,04
25.6 20,13
25,8 21,45
26,0 7,67
26,6 8,01

IIpumep 7. Ilonydyenue KpucTadindeckoil coabBaTHOii ¢opmbr I ¢ MeCN
coeanHeHus 1

[0370] Kpucrammudeckyto combBaThHyio (opmy I ¢ MeCN mnonyyanu mnytem
cycnienaupoBanus coequHennst 1| 8 MeCN npu k. T. B TeueHue 14 nHei.

[0371] Hauano sumorepmbl DSC mpu mpubnusutensho 112°C, TGA xapaktepusyer
NOTEPI0 Beca MNpUMEpHO Ha 6,9% mnpu HarpeBanun OT npubnusurensHo 38°C  no
npudmmutensao 170°C. (1 mons MeCN).

[0372] AMP 0,9 monst MeCN.

[0373] Ilony4yeHHasi BbIme KpucTaumueckass cosbBaTHas (opma I ¢ MeCN Obita
oxapakTepuzoBaHa MPOTOHHbIM AMP, TaHHBIMH PEHTT€HOBCKOH MOPOIIKOBOH TU(PPAKTOMETPHH
(XRPD) (¢pur. 25), DSC (¢pur. 26) u TGA (¢ur. 27).

[0374] '"H AMP (400 MI'u, DMSO-ds) & ppm 0,85-1,00 (m, 3 H) 1,07 (d, J=6,82 I'ny, 3
H) 1,35 (d, J/=6,82T'y, 3 H) 1,90 (s, 3 H) 1,99-2,16 (m, 2 H) 2,52-2,78 (m, 1 H) 3,14 (br s, 1 H)
3,35-3,56 (m, 1 H) 3,57-3,84 (m, 2 H) 3,86-4,09 (m, 1 H) 4,09-4,19 (m, 1 H) 4,19-4,47 (m, 2 H)
4,90 (brs, 1 H) 5,66-5,80 (m, 1 H) 6,20 (br dd, J=16,73, 4,58 I'n;, 1 H) 6,61-6,76 (m, 2 H) 6,78-
6,94 (m, 1 H) 7,11-7,21 (m, 1 H) 7,21-7,31 (m, 1 H) 8,16-8,36 (m, 2 H) 8,39 (d, /=4,69 'y, 1 H)
10,21 (brs, 1 H).

Tabmuma 7. Hannele XRPD gns xpucramummueckoil conmbBaTtHON (opmel I ¢ MeCN
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coequHeHus 1

Tabnuua nukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%] Ilonox. [°2-Teta] OtH. uHT. [%]

72 72,45 253 10,74
99 52,43 25,7 13,79
10,0 37,15 26,5 21,93
10,2 8,87 26,8 9,15

10,5 2,74 27,0 26,55
11,2 91,77 27,4 8,80
11,3 15,89 27,5 12,09
11,6 8,89 28,0 11,68
13,2 4,06 28.4 12,41
13,7 3,17 28.6 11,67
14,2 25,71 28,8 8,71

14,5 100,00 29,1 10,79
15,7 1,02 29,7 3,00
16,6 15,62 30,1 321

16,9 66,32 30,5 13,17
17,2 2,44 30,8 5,66
17,4 4.61 31,0 9,44
18,0 14,01 31,2 3,79
18,2 53,02 31,9 1,38

18,7 56,63 32,2 5,20
18,9 4931 32,3 7,29
19,8 3,70 33,5 2,46
20,1 21,31 34,0 1,40
20,4 16,05 34,4 291

20,8 4,63 34,9 3,17
21,0 5,42 35,2 3,57
21,7 73,71 35,4 2,40
223 5,02 36,2 0,94
22.5 5,69 36,6 2,12
22,7 34,41 37,0 421

23,0 6,77 37,7 3,05

23,4 15,57 37,9 5,41

23,6 15,11 38,0 3,75

24,1 37,36 38,5 2,87
25,0 8,92 38,9 3,18

IIpumep 8. Ilonydenme Kpucramamdeckoil coabBatHoii ¢opmer I ¢ MEK
coequHenus 1

[0375] Kpucrammuaeckyro conbBaTHyio popmy I ¢ MEK nony4anu nmytem pacTBOpEeHHUs
coequnenust 1 B8 MEK mpu k. T, QuibTpoBaNIM C TOHKOW OYMCTKOW M 3aT€M 3arpysKajiu
AJIMKBOTHl TENTaHa B KA4eCTBE AHTHUPACTBOPHUTENS A0 HAOMIOAEHUS OCaXIeHHs. TBepable
BELIECTBA BBIACISUIA IMOCJIE MEPEMEIINMBAHUS NIPU K. T. B TeueHue 13 anen. Taxke momyvanu
nyTeM cycrieHanposanus amopgroro coequnenus 1 8 MEK npu k. T.

[0376] Hauano sumorepmbl DSC mpu mpubnusurensao 106°C, TGA xapakrtepusyer

norepro Beca mnpumepHo Ha 10,7% npu HarpeBanunm ot npubmusurensHo 39°C  no
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npubnusutensHo 197°C. (0,9 monss MEK)

[0377] AMP 0,8 mons MEK.

[0378] IlomyuenHast Bwime Kpucrajummueckas MEK-consBatHas ¢opma 1 Obuia
oxapakTepuzoBaHa NpoTOHHbIM JAMP, naHHBIMU PEHTT€HOBCKON MOPOLIKOBOH AU(PaKTOMETPUH
(XRPD) (¢pur. 28), DSC (¢pur. 29) u TGA (¢ur. 30).

[0379] 'H SIMP (400 MTI'u, DMSO-ds) & ppm 0,92 (q, J=7,05 Ty, 5 H) 1,08 (d, J=6,62
I'u, 3 H) 1,35 (d, J=6,62 I', 3 H) 1,90 (s, 3 H) 2,04-2,10 (m, 2 H) 2,36-2,49 (m, 2 H) 2,60-2,93
(m, 1 H) 3,15 (br s, 1 H) 3,36-3,57 (m, 2 H) 3,57-3,84 (m, 4 H) 3,86-4,09 (m, 2 H) 4,15 (br d,
J=12,82 T, 1 H) 4,22-4,46 (m, 4 H) 4,91 (br s, 2 H) 5,72-5,83 (m, 2 H) 6,00-6,21 (m, 1 H) 6,23
(brd, J/=4,49 T'y, 1 H) 6,64-6,78 (m, 3 H) 6,78-7,00 (m, 2 H) 7,17-7,31 (m, 3 H) 8,16-8,35 (m, 1
H) 8,39 (d, /=4,92 'y, 1 H) 10,22 (br s, 1 H).

Tabmuua 8. Jlanweile XRPD pns xpucrammmueckorn ¢opmer I ¢ MEK conbBara

coequHeHus 1

Tabnuna nmukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%0] Ilonox. [°2-TeTa] OtH. uHT. [%]
7,0 47,52 25,8 25,93
8,8 70,25 26,3 8,43
9,8 56,17 26,8 6,92
10,4 100,00 27,0 2,12
10,9 22,80 2772 3,88
11,2 11,60 27,4 8,69
11,8 9,64 27,6 7,15
13,6 31,04 279 1,14
14,1 78,89 282 6,71
14,7 19,18 283 13,70
16,6 79,53 28,6 8,63
16,8 30,39 29,0 18,29
17,0 26,79 29,6 7,09
17,2 47,48 30,1 14,00
17,5 3,12 30,3 2,13
18,1 5,01 30,7 3,85
18,4 23,39 31,3 3,80
18,7 35,48 31,71 4,92
18,9 65,12 32,0 0,54
19,2 48,49 32,5 0,62
19,4 10,83 32,8 4,00
19,7 46,72 33,2 2,69
20,4 6,72 33,5 5,80
20,7 15,78 34,1 5,30
20,9 6,30 34,7 1,61
21,2 80,14 35,0 0,76
22,1 8,83 35,5 2,20
224 32,98 36,0 5,55
22,6 48 82 36,2 7,66
227 34,64 36,6 1,43
229 13,33 37,0 0,51
23,7 9,34 37,5 3,76
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24,1 18,80 38,1 1,54
24,5 27,07 38.4 1,60
24,8 11,35 38,7 2,93
25,0 28,12 393 0,73
25,3 17,14 39,6 420
25,7 36,16

MPAMEP 9. MMOJYUYEHUE KPUCTAJIMYECKOH ®OPMBI I C ETOAC
COEJUHEHMA 1

[0380] Kpucrammuueckyto conbBathHyto ¢opmy I ¢ EtOAc mnonydanu mnytem
cycnenaupoBanus coequaenus 1 B atmnauerare (EtOAc) npu k. T. B TeueHue 24 4.

[0381] Tlony4ennas BbIIe KpucTaumdeckass cojbpBaTHas (opma I ¢ MEK Obuta
OXapakTepu3OBaHa AMP u
mudpakromerpun (XRPD) (¢dur. 31).

Tabmuuma 9. annbie XRPD mus kpucrammmyeckoit compBatHOi (opmbel I ¢ EtOAc

MIPOTOHHBIM JAHHBIMH  PEHTT€HOBCKOW  MOPOLIKOBOM

coequHeHus 1

Tabnuua nukoB XRPD
Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. UHT.

7.1 8,9 23,1 14,8 343 4,0
9,0 55,8 23,8 99 34,8 1,2
9.8 36,0 24,1 8,2 35,4 2.4
10,5 100,0 245 19,9 35,7 1,8
11,0 19,6 248 11,5 35,9 3,9
11,3 5,6 25,1 35,4 36,3 10,9
11,9 1,9 254 11,8 36,8 2.9
12,5 22 25,8 35,3 37,0 2.7
13,7 21,3 26,0 248 37,3 1,9
14,2 48.6 26,6 17,1 37,9 2.7
14,7 11,8 27,0 2,0 38,1 3,0
16,7 51,6 27,5 9,1 39,1 43
17,0 39,5 27,7 4,7 39,7 3.3
17,4 40,6 28,0 4,2 40,1 3,1
18,1 4,6 28,6 13,0 40,4 3,6
18,3 10,5 29,0 10,6 41,2 2.5
18,9 38,1 29,2 10,9 41,6 3,6
19,2 23,2 29,7 5,0 42.0 1,3
19,5 11,8 30,2 4.8 425 2,2
19,7 30,5 30,9 5,5 432 4,1
20,0 2,9 31,3 3,2 435 3.4
20,4 3.8 31,7 4.5 438 2,2
20,7 12,9 32,1 3.4 441 2,6
21,3 59,1 32,6 1,8 44 4 2,3
22,1 3,7 33,1 6,8

22,6 30,7 33,6 52

228 342 34,0 2.9

OPUMEP 10. TOJYYEHHUE COJBBATHOH ®OPMbBI I C DMF

COEJIMHEHMUA 1

[0382] Kpucrammugeckyto conbBaTHyto popmy I ¢ DMF coenunenus 1 monyuanu nmytem
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cycnienaupoBanus coequaennsi | 8 DMF/Bona npu k. T. B TeueHue 24 9.

[0383] ITonyueHHast BbIlIe KpUCTaJUINYECKast conbBaTHas popma I ¢ DMF coenunenus 1
OblTa oOxapakTepuzoBaHa MpPOTOHHBIM AMP, pmaHHBIMH PEHTIEHOBCKOW  TOPOIIKOBOU
mudpakromerpun (XRPD) (¢pur. 32), DSC (¢pur. 33) u TGA (¢pur. 34).

[0384] Hawano sumorepmbl DSC npu npubmusurenvsHo 74°C, TGA xapakrepusyer
NOTepI0 Beca mnpuMepHO Ha 17% mnpu HarpeBaHuu oOT npuOnusurenabHo 36°C 1o
npubmmsutensHo 195°C.

[0385] AAMP 1-2 mons DMF.

[0386] 'H AMP (500 MI', DMSO-ds) & ppm 0,94 (d, J=6,49 T'ni, 4 H) 1,08 (d, J=6,75
I'm, 4 H) 1,35 (d, J=6,75 Ty, 4 H) 1,91 (s, 4 H) 2,30 (s, 1 H) 2,55 (t, J/=5,58 Ty, 1 H) 2,73 (s, 6
H) 2,89 (s, S H) 3,00-3,21 (m, 1 H) 3,27 (br d, J=13,49 I', 2 H) 3,34 (br s, 5 H) 3,60-3,74 (m, 2
H) 3,96-4,16 (m, 1 H) 4,32 (br d, J=13,75T'u, 2 H) 4,39 (brs, 1 H) 4,90 (brs, 1 H) 5,67-5,86 (m,
1 H) 6,20 (br dd, J=16,61, 7,27 I'u, 1 H) 6,64-6,77 (m, 2 H) 6,79-6,92 (m, 1 H) 7,17-7,32 (m, 2
H) 7,95 (s, 1 H) 8,28 (br dd, J=16,22, 9,21 I'y, 1 H) 8,40 (d, /=4,93 I'y, 1 H) 10,19 (d, J=1,30
I'u, 1 H).

Tabmua 10. Janaele XRPD mns xpucrammmyeckodn conmpBaTHOW (opmer I ¢ DMF

coequHeHus 1

Tabnuna nukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%0] Ilonox. [°2-TeTa] OtH. uHT. [%]

7.8 100,0 243 12,6
8,1 60,0 249 11,5
9,0 19,1 254 12,7
12,4 17,5 26,8 17,8
13,3 7.5 273 11,1
14,4 25,9 283 30,4
15,0 7.4 28,6 38,6
16,1 11,4 29,4 12,3
16,8 26,5 30,4 6,0
17,3 17,5 31,6 6,2
18,9 12,3 34,0 3,3
19,9 58,6 35,7 1,9
20,8 38,6 37,9 2.6
21,8 11,0 422 22
23,3 17,0

MMPUMEP 11. IOJYYEHUE KPUCTAJUIMYECKON COJIbBBATHON ®OPMBI
ICDCM COEAUHEHUMA 1

[0387] Kpucrammdeckyto conpBatHyio ¢opmy I ¢ DCM coennHenust 1 nonydanu mytem
pactBopenust coenuHeHust 1 B DCM npu k. T., QUIBTpOBaIM C TOHKOH OYHMCTKOM U 3aTeM
3arpy’kaju ajJuKBOTHI TeNTaHAa B Ka4deCTBE AHTHPACTBOPUTENS OO HAONMIONEHUS OCAKICHMS.
TBepapie BelecTBa BbIAENAIN NIOCHE TEPEMEIINBAHNS NIPU K. T. B TeueHue 1 4.

[0388] 'H SIMP (400 MI'u, DMSO-ds) 6 ppm 0,84-1,02 (m, 2 H) 1,07 (d, J=6,61 T'n, 2
H) 1,35 (d, J=6,82 T'y, 2 H) 1,90 (s, 2 H) 2,64-2,80 (m, 1 H) 3,14 (br t, /=11,19 I'y, 1 H) 3,45-
3,57 (m, 1 H) 3,58-3,84 (m, 2 H) 3,86-4,09 (m, 1 H) 4,09-4,21 (m, 1 H) 4,21-4,46 (m, 2 H) 4,90
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(brs, 1 H) 5,65-5,86 (m, 2 H) 6,08-6,28 (m, 1 H) 6,63-6,76 (m, 2 H) 6,86 (dt, /=16,46, 11,27 I'Ly,
1 H) 7,12-7,21 (m, 1 H) 7,21-7,31 (m, 1 H) 8,16-8,36 (m, 2 H) 8,39 (d, /=4,90 I'y, 1 H) 10,20
(brs, 1 H).

[0389] ITonyuennas Bbime kpucramanueckass DCM-conpBaTHast popma I coenunenus 1
Obula oxapakTepu3oBaHa MNPOTOHHbBIM SIMP, naHHBIME pEHTTE€HOBCKOM  MOPOIIKOBON
mugppaxromerpunt (XRPD) (¢pur. 35), DSC (¢ur. 36) u TGA (¢pur. 37).

[0390] Hauano suumorepmbl DSC mpu nmpubmusurensro 174°C, TGA xapaxTtepusyer
NoTepr0 Beca mnpuMepHo Ha 7,2% mnpu HarpeBanuu OT npubnusurensHo 40°C  mo
npubnusutensHo 200°C. (0,5 monst DCM) nuanazon 40-200°C.

[0391] AMP 0,5 monss DCM.

Tabmuua 11. JJannsie XRPD pns kpucrammuueckoit combaTtHOW (opmer I ¢ DCM

coequHeHus 1

Tabnuna nmukoB XRPD
Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. UHT. Ilonox. [°2- OTH. WHT.

7.1 53,6 21,3 16,8 293 9,3
9,5 100,0 21,4 65,3 29,5 53
10,1 64,3 21,8 33,6 29,9 6,6
10,9 95,6 22.8 74,2 30,1 8,7
11,7 9.1 23,2 12,1 30,4 17,3
11,6 3.4 23,5 23,7 30,8 6,6
13,8 12,2 23,6 43,1 31,3 3,7
14,0 26,5 23,9 10,5 31,7 4,0
14,3 95,5 24 4 11,9 32,3 7,2
14,6 12,7 25,0 17,6 32,5 7,7
15,2 72 252 12,8 33,0 2.4
16,6 237 25,8 21,9 33,5 1,9
16,8 97,7 26,2 58,2 34,2 83
17,6 36,1 26,5 18,3 34,8 2.8
17,8 86,9 26,7 19,1 35,7 2.3
18,6 35,9 272 14,4 36,9 2.4
18,9 65,9 27,3 13,4 37,3 6,5
19,1 88,3 27,7 14,8 37,8 9,6
19,8 6,0 28,0 14,5 38,8 2.4
20,2 31,9 283 22,0 39,1 3,6
20,7 16,3 28,7 12,6

21,0 13,2 29,0 9,0

MMPUMEP 12. IOJYYEHUE KPUCTAJUIMYECKOMN COJIbBATHOM ®OPMBI
I C AHETOHOM COEJUHEHMUA 1

[0392] Kpucrammndeckyo coimbBaTHYO (opmy I ¢ areroHOM coemuHeHusi 1 monydanu
NyTeM CyCIIeHANpOBaHus amopdroro coeaunenus 1 B aneron/sBoaa (50:50) mpu k. T. Wik yTeM
cycneHaupoBanus coequHeHus 1 B aneron/soaa (50:50) npu 2-8°C B Teuenue 15 qHei.

[0393] IlonyuyeHHasi BbIIE KpUCTAJUTMUECKass cosibBaTHass ¢opma [ ¢ ameroHoMm
coenuHeHust 1 Oplia oxapakTepu3zoBaHa MNPOTOHHBIM SIMP, naHHbBIMH PEHTIE€HOBCKOW
nopotkooii nudpakromerpun (XRPD) (¢pur. 38), DSC (¢pur. 39) u TGA (¢ur. 40).

[0394] Hawano sumorepmbl DSC mpu npubmusurensHo 72°C, TGA xapakrepusyer
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norepro Beca mnpumepHo Ha 21,4% npu HarpeBanmm ot mnpuOmusutensHo 38°C  no
npubnusutensHo 130°C. (0,7 Mons aneToHa U 5,3 MOJISI BOABI).

[0395] AMP 0,7 Moz atieToHa.

[0396] 'H SIMP (400 MI'u, DMSO-ds) 6 ppm 0,84-1,00 (m, 3 H) 1,07 (d, J=6,61 Iy, 3
H) 1,34 (d, J/=6,61 I'y, 3 H) 1,90 (s, 3 H) 2,05-2,12 (m, 3 H) 2,52-2,78 (m, 2 H) 3,08-3,21 (m, 1
H) 3,45-3,57 (m, 1 H) 3,67 (br d, J=11,72 I'y, 2 H) 3,97-4,06 (m, 1 H) 4,08-4,21 (m, 1 H) 4,32
(brd, J=13,85Tw, 2 H) 4,90 (br s, 1 H) 5,54-5,80 (m, 2 H) 5,99-6,26 (m, 2 H) 6,52-6,75 (m, 2 H)
6,84 (brs, 1 H) 7,09-7,30 (m, 2 H) 8,12-8,36 (m, 3 H) 8,38 (d, /=4,90 ', 1 H) 10,21 (brs, 1 H).

Tabmmua 12. Janusie XRPD mns kpuctammdeckoit coipBaTHOl Gopmsbl I ¢ aleToHOM

coequHeHus |

Tabmuna mukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%] Ilonox. [°2-TeTa] OtH. uHT. [%0]

5,6 1,4 24,0 17,6
7.8 100,0 247 11,9
8,1 38,3 25,0 10,8
9,0 13,1 25,6 15,7
11,2 2,3 26,1 11,1
12,4 221 26,6 10,6
12,6 4.9 26,9 229
13,2 36,5 27,1 17,5
143 78,7 27,8 5,7
14,9 10,7 28,1 22,0
15,0 10,1 28 4 8,6
15,7 4,7 28,8 16,2
16,4 20,2 29,1 13,0
16,6 7,7 294 10,9
16,8 12,4 30,2 13,5
16,9 19,6 30,9 6,5
17,0 9,4 31,3 7,7
17,3 11,5 31,6 7.3
17,5 10,8 31,9 5,6
18,0 2,1 32,6 4,9
18,8 26,4 33,2 2.9
19,8 16,6 33,6 7.3
20,1 32,6 34,5 6,2
20,2 242 35,0 3,8
20,5 37,7 35,4 3,7
20,7 17,3 35,8 3.3
21,4 5,0 36,6 2.9
21,6 14,4 36,9 3,8
22.6 2,7 37,3 5,3
23,1 4.1 37,8 4,0
23,2 6,4 38,7 4,5
23,4 7.3 39,3 32
23,9 12,0

MMPUMEP 13. IOJIYYEHUE KPUCTAJUIMYECKOMN COJIbBATHOM ®OPMBI
II C AHETOHOM COEJJMHEHMUA 1
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[0397] Kpucrammndeckyro conbBaTHy0 (popmy Il ¢ aneronom coenunenus 1 momydanu
MyTeM CyCIIEHAUPOBaHus coeanHenus 1 B auerone npu 2-8°C B TeueHue 15 gHeil.

[0398] Ilonyuennass BbIIE KpHUCTaUIM4deckas conbBaTHas ¢opma Il ¢ ameroHom
coenuHeHust 1 Oputa oxapakTepuszoBaHa MNpOTOHHBIM SIMP, naHHBIMH PEHTIE€HOBCKON
nopotkooii nudpakromerpun (XRPD) (¢ur. 41), DSC (¢pur. 42) u TGA (¢ur. 43).

[0399] Hauano sugorepmbl DSC mpu mpubnusutensHo 137°C, TGA xapakrepusyer
noTepr0 Beca npuMmepHo Ha 7,3% nmpu HarpeBaHun oT npuOmmsutensHo 100°C  mo
npubnusutensHo 200°C. (0,8 mMonst aieToHa).

[0400] AMP 0,7 moJs arieToHa.

[0401] 'H AMP (400 MI', DMSO-ds) & ppm 0,83-1,02 (m, 3 H) 1,07 (d, J=6,82 I'y, 2
H) 1,35 (d, J=6,61 T'u, 2 H) 1,90 (s, 2 H) 2,09 (s, 3 H) 2,52-2,77 (m, 1 H) 3,18 (br s, 1 H) 3,45-
3,57 (m, 1 H) 3,66 (br s, 4 H) 3,96-4,08 (m, 1 H) 4,08-4,20 (m, 1 H) 4,32 (br d, J=13,64 I';, 3 H)
4,90 (br s, 2 H) 5,69-5,80 (m, 1 H) 6,15-6,26 (m, 1 H) 6,60-6,75 (m, 2 H) 6,79-6,94 (m, 1 H)
7,07-7,21 (m, 1 H) 7,27 (td, J=8,31, 7,03 I'y, 1 H) 8,20-8,36 (m, 2 H) 8,39 (d, /=4,90 I'y, 1 H)
10,20 (brs, 1 H).

Tabmuma 13. Hanasie XRPD mist kpucrammudeckoi conbBatHoi ¢opmer Il ¢ aneToHom

coequHeHus 1

Tabnuna nukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%0] Ilonox. [°2-TeTa] OtH. uHT. [%]
7,1 60,1 25,5 17,5
9,1 38,0 25,8 29,5
99 47,8 26,1 13,0
10,3 15,8 26,8 4.9
10,6 56,1 27,0 12,0
10,9 13,4 273 4.9
11,3 15,8 27,8 13,6
11,8 8,7 282 9,8
12,7 1,1 28.6 12,5
13,8 27,0 28,8 5,9
14,0 17,3 29,2 11,7
14,2 59,6 29,5 4.8
14,7 13,0 29,7 5,9
16,7 60,7 29,9 3,7
16,9 26,6 30,3 7,0
17,1 143 30,7 7,2
17,4 293 30,7 472
17,7 7,9 31,4 52
18,2 12,6 31,7 6,6
18,5 17,5 32,0 4,5
18,7 33,6 33,1 2.9
19,0 100,0 33,3 7,6
19,6 4,7 343 4.9
19,9 32,0 35,4 0,8
20,3 3.3 35,7 23
20,8 29,1 36,2 1,7
21,3 46,3 36,5 6,2
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22.3 37,3 37,0 24
22,7 50,5 37,4 1,0
23,0 32,6 37,7 2.8
23,7 5.9 37,9 472
24,1 16,5 38.6 2,1
24.6 17,2 39,1 2.8
24,9 5,0 39,7 3,8
25,3 18,9

MPUMEP 14. IOJIYYEHUE KPUCTAJUVIMYECKOM COJIbBATHOI ®OPMbI
I C I->AUOKCAHOM COEJIMHEHMUA 1

[0402] Kpucrammmueckyro conbBaTHyo ¢opmy | ¢ n-muokcaHom coenwseHHs |
MOJIy4asy MyTeM CyCIeHANPOBAaHUs COeIMHEHUs | B M-AUOKCaHe MPU K. T. B TeUeHUE 14 nHE.

[0403] ITonyueHHas BbIIE KPUCTAIMYECKas coibBaTHas (opma | ¢ m-AHOKCaHOM
coenuHeHust 1 Opuia oxapakTepusoBaHa MNpPOTOHHbIM SIMP, naHHBIMM PEHTTEHOBCKOW
nopotkooii nudpakromerpun (XRPD) (dur. 44), DSC (dur. 45) u TGA (dur. 46).

[0404] Hauano sumorepmbl DSC mpu mpubnusurtensho 112°C, TGA xapakrtepusyer
NnoTepr0 Beca mpuMepHo Ha 23,2% mnpu HarpeBaHMH OT mnpuOmusutensHo 25°C  no
npubnusutensHo 150°C. (1,9 Mons m-guokcaHa)

[0405] AMP 1,9 monst n-quOKcaHa.

[0406] '"H AMP (400 MI'u, DMSO-ds) & ppm 0,84-1,00 (m, 3 H) 1,07 (d, J=6,61 I'y, 3
H) 1,35 (d, J=6,82 I'y, 3 H) 1,90 (s, 2 H) 2,52-2,77 (m, 2 H) 3,05-3,28 (m, 1 H) 3,32 (s, 4 H)
3,58-3,78 (m, 3 H) 3,98-4,07 (m, 1 H) 4,09-4,20 (m, 1 H) 4,09-4,19 (m, 1 H) 4,15-4,43 (m, 1 H)
4,16-4,21 (m, 1 H) 4,22-4,45 (m, 1 H) 4,23-4,45 (m, 1 H) 4,90 (br s, 1 H) 5,61-5,80 (m, 1 H)
6,20 (br dd, J=16,62, 4,48 I'y, 1 H) 6,58-6,76 (m, 2 H) 6,79-6,93 (m, 1 H) 7,10-7,21 (m, 1 H)
7,21-7,31 (m, 1 H) 8,14-8,36 (m, 3 H) 8,39 (d, /=4,90 I';, 1 H) 10,20 (brs, 1 H)

Tabmuna 14. Janasie XRPD s xpuctamnmuueckoii ¢popmel I ¢ m-guokcanom conbsarta

coenuHeHus 1

Tabmuna nmukoB XRPD
ITonox. [°2-TeTa] OtH. uHT. [%] Ilonox. [°2-TeTa] OtH. uHT. [%]
7.8 94,7 24,1 55,3
9,5 83,9 243 8,5
9,6 55,6 25,0 25,5
10,2 7.1 259 21,9
11,0 59,4 26,6 26,6
11,3 30,2 27,0 20,1
11,8 1,0 273 7,1
12,9 71,9 27,4 92
13,2 1,6 27,7 10,6
13,7 6,4 28,0 6,4
14,3 13,0 28,1 5,0
15,8 81,2 28,6 20,8
16,4 4.8 28,8 6,5
16,6 4.5 29,1 6,3
17,7 81,5 29,2 5,9
18,1 49.0 29,6 6,6
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18,3 40,0 30,0 7.1
18,6 85,4 30,4 4.6
18,8 100,0 30,5 8,0
19,0 63,4 31,0 12,2
19,2 94,1 31,5 33
19,8 88,2 32,0 8,6
20,0 73.8 323 5.4
20,4 13,1 32,7 12
20,5 422 33,3 9.4
20,9 13,0 34,3 3,1
212 41,5 34,9 4,0
21,6 22,5 35,5 43
21,7 20,6 35,9 53
22,0 34,7 36,3 1,1
22,4 6,1 36,8 2.8
22,7 8,0 37,0 5.2
23,0 32 37,4 1,0
233 14,6 37.8 1,7
23,6 32,9 38,9 31
23,7 472 39,5 3.6

MMPUMEP 15. IOJIYYEHUE KPUCTAJUIMYECKOMN COJIbBATHOM ®OPMBI
I C METAHOJIOM COEJUHEHMUA 1

[0407] Kpucranmmueckyro (MeOH) conbBatHyto popmy I ¢ meranonom coenmunenus 1
NOJIy4ajIi MyTeM IOMEIEHHsI COeANHEeHUsI 1 B HeOOIbIION OTKPBITBIN (PJIaKOH, KOTOPBIH 3aTeM
noMeInaau BHYTPb (iakoHa Oosbinero pasmepa, coxepskamero MeOH, u 3akpsiBanu ero
KPBILIKOW JIJIsl OJIBEpraHus TBEPABIX BELIECTB BO3IECHCTBUIO Mapa MPHU K. T. B T€YEHHUE 4 THEN.

[0408] [Tonyuennas BeILIe KpUcTaInueckas conbBatHas gopma I ¢ MeOH coenunenust
1 Obuta oxapakTepuszoBaHa NPOTOHHbIM SMP, nHaHHBIMH PEHTTEHOBCKOW MOPOLIKOBOM
muppaxromerpunt (XRPD) (¢pur. 47), DSC (¢ur. 48) u TGA (¢pwur. 49).

[0409] Hauano sumorepmbl DSC mpu npubmusurensHo 57°C, TGA xapakrepusyer
NnoTepr0 Beca mnpuMepHO Ha 5,2% mnpu HarpeBaHun or npuOmmsurensHo 38°C  no
npudbmmsutensHo 220°C. (1,0 monss MeOH)

[0410] AAMP 0,8 monst MeOH.

[0411] 'H AMP (400 MI'u, DMSO-ds) & ppm 0,94 (d, J=6,62 T'ni, 3 H) 1,08 (d, J=6,62
I'u, 3 H) 1,35 (d, J=6,84 I'y, 3 H) 1,90 (s, 3 H) 2,64-2,80 (m, 1 H) 3,18 (d, /=4,92 'y, 3 H) 3,48-
3,76 (m, 2 H) 3,97-4,21 (m, 2 H) 4,21-4,47 (m, 2 H) 4,91 (br s, 1 H) 5,69-5,86 (m, 1 H) 6,21 (br
dd, J=16,67, 4,49 I'y, 1 H) 6,63-6,79 (m, 2 H) 6,80-6,98 (m, 1 H) 7,17-7,31 (m, 2 H) 8,18-8,35
(m, 1 H) 8,39 (d, /=4,92 'y, 1 H) 10,22 (br s, 1 H)

Tabmuua 15. Janasie XRPD nnst kpucrammndeckoit compBatHOl (opmer I ¢ MeOH

coequHeHus 1

Tabnuua nukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%0] Ilonox. [°2-TeTa] OtH. uHT. [%0]
7.2 229 26,3 21,1
9,0 30,8 26,8 12,1
9,7 427 27,5 52
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10,3 13,3 27.8 45
10,6 100,0 28,1 3,8

11,2 441 28,5 73

12,1 41 28,7 15,9
13,7 26,4 29,0 9.4
14,1 10,9 29,2 7.1

14,4 91,4 29.9 6,5

14,9 433 30,3 3,7
16,0 0,9 31,1 33

16,8 1,1 31,4 10,8
17,0 18,4 31,5 92
17,2 5.0 322 14
17,4 37.0 32,4 1,3

17,6 15,5 33,4 1,3

17,8 22,7 33,6 1,7
18,1 8,0 33,8 22
18,7 35,3 34,1 1,6
18,9 45 34,4 3.6
19.1 3.6 34,9 31

19,5 74,7 34,9 3,9
20,0 1,7 35,5 1,8
20,3 1,6 35,7 2.4
20,6 47 36,1 1,7
21,1 21,9 36,7 5.1

21,3 2.9 37,3 1,0
21,7 68,4 37,9 22
22,0 5.9 38,1 2.8
22,5 17.1 38.8 1,6
22,7 97 39,7 2,6
23,0 17,7 39,9 3,0
23,3 41

242 8.2

243 12,9

24.6 40,5

25.1 22.7

25.4 5.6

25,9 35,7

MPUMEP 16. IOJYYEHUE KPUCTAJUIMYECKOMN COJIbBATHOM ®OPMBI
I CIPA COEJUHEHMNA 1

[0412] Kpucranmnueckyro conbaTHyo Gopmy I ¢ nzonponanonom (IPA) coennnenus 1
MOJIy4YaJii TyTeM CyClieHaupoBaHusi amopdHoro coenunenusi 1 B IPA mpu k. T. B TeueHue 5
ITHEH.

[0413] ITony4yennas Beime kpuctasumdeckas [PA-combBatHast popma I coenmnaenus 1
OblTa oxapakTepuzoBaHa MpoTOHHbIM SAMP, nHaHHBIMH PEHTTEHOBCKOW MOPOLIKOBOM
mudpakromerpun (XRPD) (¢pur. 50), DSC (¢pur. 51) u TGA (¢ur. 52).

[0414] Hawano sumorepmbl DSC mpu npubmusurensHo 56°C, TGA xapakrepusyer

NOTepr0 Beca mpuMepHO Ha 8,7% mnpu HarpeBanuu OT npubnusurensHo 39°C  no
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npubnuzutensHo 190°C (0,9 mons [PA).

[0415] AMP 2.3 mons IPA.

[0416] 'H SAMP (400 MI'u, DMSO-ds) & ppm 0,94 (d, J=6,62 I';, 3 H) 1,02-1,06 (m, 1
H) 1,05 (d, J=5,98 I'y, 14 H) 1,35 (d, J=6,62 'y, 3 H) 1,90 (s, 3 H) 2,72 (br s, 1 H) 3,10-3,21 (m,
1 H) 3,45-3,58 (m, 1 H) 3,78 (td, J=6,09, 4,06 I', 9 H) 3,98-4,09 (m, 1 H) 4,16 (brs, 1 H) 4,35
(d, J=4,06 'y, 8 H) 4,91 (br d, J=0,85 I', 1 H) 5,73-5,83 (m, 2 H) 6,16-6,28 (m, 1 H) 6,66-6,93
(m, 5H) 7,19 (dd, J=4,81, 0,75 'y, 2 H) 7,23-7,33 (m, 2 H) 8,39 (d, /=4,92 'y, 3 H) 10,21 (brs,
1 H).

Tabmuua 16. JJanasie XRPD nnst kpucrammndeckoit conpBatHOl (opmber I ¢ MeOH

coequHeHus |

Tabmuna mukoB XRPD
Ilonox. [°2-TeTa] OtH. uHT. [%] Ilonox. [°2-TeTa] OtH. uHT. [%0]
7.1 84,1 26,6 5,6
92 73,8 27,0 11,0
9,8 479 27,7 15,1
10,2 42 27,8 8,3
10,6 89,1 282 8,7
11,2 17,2 28,5 10,5
11,7 5,1 28,7 18,2
13,7 38,9 29,0 2.9
14,1 82,0 293 2.6
14,6 7.5 29.5 6,7
14,8 1,8 29,9 9,8
16,6 90,0 30,2 6,2
16,8 30,3 30,4 7,9
17,2 20,0 30,9 4,5
17,5 52,1 31,2 5,0
18,0 233 31,7 4,2
18,2 15,9 31,8 4.8
18,6 38,1 32,7 3.4
18,8 100,0 32,9 6,2
18,9 75,5 33,0 5,8
19,2 10,6 33,5 6,0
19,7 52,3 34,1 5,5
20,4 27,0 34,7 23
21,0 21,5 35,2 3,0
21,3 65,6 35,5 0,8
22,0 28,6 35,9 2,1
2272 143 36,2 2.5
225 50,5 36,5 4.4
229 19,9 36,6 3,5
23,1 27,1 36,9 2.7
233 8,6 37,0 2.6
23,5 8,8 37,4 5,7
23,8 11,3 38,1 1,2
242 19,0 38,3 1,0
248 12,0 38,7 1,2
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25,0 16,1 39,1 49
25,4 37,9 39,5 2,1
25,5 453
26,1 16,0
MMPUMEP 17. IOJIYYEHUE KPUCTAJIMYECKOI COJIbBATHOI ®OPMBI
I C ETOH COEJUHEHUS 1

[0417] Kpucranauyeckyro conbBaTHyio (opmy I ¢ stanonom (EtOH) coenunenus 1
HOJTy4Yasiy IyTeM CycreHaupoBanus amopdHoro coenunenus 1 B EtOH nmpu k. T. B Teuenune 10
JTHEH.

[0418] [TonyueHHas BbIe KprcTauTHueckas coibpBatHas ¢popma I ¢ EtOH coennnenus 1
OblTa OxapakTepuzoBaHa MPOTOHHbIM SAMP, nHaHHBIMH PEHTTEHOBCKOW MOPOLIKOBOM
mudpakromerpun (XRPD) (¢dur. 53), DSC (¢pur. 54) u TGA (¢wur. 55).

[0419] Hauano suporepmbl DSC mpu mpubnusutensho 194°C, TGA xapaktepusyer
MOTEPIO Beca MPUMEPHO Ha 5% mpu HarpeBaHUU OT MpuOIM3uTEeNbHO 36°C 10 MPUOIU3UTETHHO
195°C (0,6 mons EtOH).

[0420] AMP 0,7 mons EtOH.

[0421] 'H SAMP (400 MI'u, DMSO-ds) & ppm 0,84-1,02 (m, 5 H) 1,02-1,12 (m, 5 H) 1,35
(d, J=6,82 T, 3 H) 1,90 (s, 3 H) 2,52-2,77 (m, 1 H) 3,14 (br t, J/=10,87 I'ry, 1 H) 3,34-3,57 (m, 2
H) 3,58-3,84 (m, 2 H) 3,86-4,08 (m, 1 H) 4,09-4,21 (m, 1 H) 4,21-4,46 (m, 3 H) 4,90 (br s, 1 H)
5,51-5,80 (m, 1 H) 6,20 (br dd, J=16,52, 4,58 I'n;, 1 H) 6,62-6,75 (m, 2 H) 6,86 (dt, J=16,30,
11,24 T'u, 1 H) 7,13-7,19 (m, 1 H) 7,27 (td, J=8,20, 7,03 I'u, 1 H) 8,16-8,36 (m, 2 H) 8,39 (d,
J=4,90I', 1 H) 10,20 (br s, 1 H).

Tabmuua 17. Hanabie XRPD nns xpucramnmmueckoit conmbBaTHOM ¢opmbl I ¢ EtOH

coenuHeHus 1

Tabmuna nukoB XRPD
ITonox. [°2-Tera] OTH. uHT. [%] Ilonosx. [°2-Terta] OtH. uHT. [%]
7,2 63,3 25,6 272
9,3 428 25,7 24,1
9,8 35,9 26,2 54
10,2 6,1 26,5 14,6
10,8 100,0 273 8,6
11,2 13,4 27,8 82
11,9 53 28,7 11,6
12,7 0,9 29,0 7,1
13,8 28,1 293 1,6
14,4 91,3 299 49
14,7 143 30,3 1,8
16,8 77,0 30,5 3,0
17,1 21,3 31,0 6,1
17,3 19,5 31,3 2.3
17,8 34,9 31,8 2.1
17,9 14,9 32,3 1,7
18,2 3,0 32,7 0,1
18,8 40,0 33,5 2.4
19,1 31,5 34,1 4,1
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19,7 25.4 34,7 1,7
20,5 8,9 35,0 1,6
20,8 33 35,7 1,1
21,0 8,2 36,5 1,3
21,6 542 37.1 48
22,6 26,1 38.0 32
23,0 95 39,5 1,4
23,4 16,6 39,8 1,8
23,9 7.1

24.4 11,8

24,9 11,5

Xots HacTosiuiee n300peTeHne ObLIO OMUCAHO M MPOWIIIOCTPHPOBAHO CO CChUIKAMH Ha
CBOM OTpeNesieHHbIE BAPUAHTBHI OCYINECTBJICHHS, CIEHATUCTAM B JAaHHON 00JacTU TEXHUKU
6YI[GT IMOHATHO, YTO PA3JIMYHBIC adanTallu, USMCHCHUS, MOI[I/I(bI/IKaL[I/II/I, 3aMECHBI, UCKIIFOUYCHUA
Wi 100aBJIeHHs MPOLEAYP U MPOTOKOJOB MOTYT OBITh CHENAaHbI B HEM 0e3 OTCTYIUICHHUS OT
CymHOCTH U oObeMa Hacrosmero usobperenus. ClemoBaTeNbHO, NPEAINONAraeTcs, 4YTO
HacTosIIee M300peTeHNEe OMpenessieTcss 00beMOM HIKECIEenymeil GopMybl H300peTeHMs, U
YTO TaKas (1)opMyJ1a I/1306peTeHI/I$I AO0JIKHA UHTEPIPETUPOBATHCA HACTOJIBKO ITUPOKO, HACKOJIBKO

3TO HeIecoo0pasHo.
Hacrosiiiee onucanie 0XBaTbIBAET CISAYIOIINE ACTIEKThI H300PETeHUSI.

1. CoenuHeHue, rae COEOUHEHHE NPEACTABIsIET COOON KPHUCTAJUIMYECKyro (opmy 6-
dTop-7-(2-pTop-6-runpokcudenun)- 1-(4-merun-2-(2-nponanmn)-3-nupuguHmn)-4-((2S)-2-
mMeTui-4-(2-nponenonn)- 1 -nunepazuamn)nupunol 2,3-d Jnupumunun-2(1H)-ona (coenunenus 1)
UJIU €70 aTPOIOU30MED.

2. CoenuHenue mo 1. 1, rae coeauHEHHE TNpexacTaBiseT coboit arpomouzomep M
coenuHeHus 1.

3. Coemunenre mo n. 1 wimm m 2, ©A€ COEOUHEHHE TMPENCTABIsET COOOH
KPHUCTALUTHUECKYI0 Oe3BOHYIO (OpMy coeqruHeHus 1.

4. Coenunenue no jgrobomy u3 mm. 1-3, rae coeuHeHne XapaKTepU3yeTcsl MOPOLIKOBON
PEHTreHOBCKOM nudpakTorpaMmon, comepxkamei muku npu 9,0, 12,0, 12,6, u 19,0 = 0,2
rpagyca 2-tera, Kak M3MEPEHO C TMOMOIIBK) PEHTTEHOBCKOW MOPOLIKOBOH MU(pPaKTOMETPUU C
TIPHMEHEHHEM JUTHHBI BOJIHbI PEHTTEHOBCKUX JIydeld, cocTapysomeit 1,54 A.

5. Coepunenue no JroOoMy U3 mm. 1-3, Tae COequHEeHNe XapaKkTepH3yeTCst MOPOLIKOBOM
PEHTIeHOBCKON AH(paKTOrpaMMON, copepskaliell Mo MeHbIIeH Mepe TPH MHKa, BBIOPAHHBIE 3
8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u
25,0 £ 0,2 rpamyca 2-tera, Kak H3MEPEHO C IOMOILIBIO PEHTIEHOBCKONW MNMOPOLIKOBON
nu(PaKTOMETPUH C MPUMEHEHHEM JJIHHbI BONHBI PEHTTEHOBCKHUX Nydeil, cocTaBnsrommeit 1,54 A.

6. Coennnenue mo modomy u3 mm. 1-3, rae coennHeHne XapaKTepU3yeTcsl MOPOLIKOBON
PEHTTEeHOBCKOM Nu(PaKTOrpaMMON, comepKailell Mo MEHbIIeH Mepe MITh MHUKOB, BHIOPAHHBIX
u3 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u
25,0 £ 0,2 rpamyca 2-tera, Kak H3MEPEHO C IOMOILIBIO PEHTIEHOBCKOM MOPOLIKOBON

nu(PaKTOMETPUH C MPUMEHEHHEM IJIHHbI BONHBI PEHTTeHOBCKHX Tyueii, cocTasnstomeii 1,54 A
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7. Coenunenue o mobOoMy u3 mm. 1-3, rae coennHeHne XapakTepU3yeTcsl MOPOIIKOBOH
PEHTTEeHOBCKOM Nu(paKkTOrpaMMOoN, Conepskalleil Mo MeHbIIeld Mepe CeMb MUKOB, BHIOPAHHBIX
u3 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6, 14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u
25,0 £ 0,2 rpamyca 2-tera, Kak H3MEPEHO C IOMOLIBIO PEHTTEHOBCKOW MMOPOLIKOBON
nu(pPaKTOMETPUH C MPUMEHEHHEM IJIMHbI BONHBI PEHTIEeHOBCKHX Tyueil, cocTaBnstomeii 1,54 A

8. Coenunenne no mobOoMy u3 mm. 1-3, rae cCoenuHeHne XapaKkTepu3yeTcst HOPOIIKOBOI
PEHTreHOBCKON audpakTorpaMmon, conepskaedt nuku mpu 8,8, 9,0, 10,8, 12,0, 12,6, 12,8, 13,6,
14,2, 15,0, 15,4, 18,0, 18,6, 18,7, 19,0, 19,9, 20,0, 22,9, u 25,0 + 0,2 rpagyca 2-tera, Kak
U3MEPEHO C MOMOIIBI0 PEHTTCHOBCKOW MOPOLIKOBON MU(PPAKTOMETPUH C IPUMEHEHUEM JTHHBI
BOJIHBI PEHTT€HOBCKHX JIyueil, cocTtassitoieit 1,54 A.

9. Coenunenue mo mobdomy u3 . 1-3, rie coennHeHne XapaKTepu3yeTcsl MOPOLIKOBON
PEHTI€HOBCKOW TU(PAKTOrPAMMOM, 1O CYTH MOKAa3aHHOH Ha QUTr. 5, KaK H3MEPEHO C MOMOIIBIO
PEHTI€HOBCKOW MOPOIIKOBOHM MU(PPAKTOMETPUU C MPUMEHEHHEM IJTHHBI BOJHBI PEHTT€HOBCKHX
nyudeii, coctasmsomeii 1,54 A.

10. Coenunenne mno mobomy u3 mnm 1-9, rme CcoenuHEHHE XapaKTepU3yeTcs
TepMorpamMmMoit auddepeHnranbHON CKaHUPYIOIIEH KaJIOPUMETPUH, CONepIKaIleil SHAOTEPMY C
HavajoM rpu npudnusutenbHo 293°C.

11. Coemmnenne mno mobomy w3 mnm. 1-10, rme coequHEHHE XapakKTePU3yeTCs
TEPMOIPaMMOIl  TEPMOTIPAaBUMETPUUECKOrO aHaln3a, XapakTepu3ymolledl MOTepro  Beca,
coctaBisirouyro  npudnmsurenbHo 0,2% mnpu HarpeBaHuu ot npudbmmsurensHo 25°C  no
npubnuzutensHo 275°C.

12. Coenunenne no mobomy u3 mm. 1-11, rae coenuHeHne XapakTepu3yeTcsi CIEKTPOM
3C SIMP TBepmoro Tena, conepsKaluM 10 MEHbIIEH Mepe TP MHKa, BLIOpaHHbIE U3 MUKOB TIPH
npumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54, 107, 110, 111, 123, 124, 127, 128,
132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168 ppm.

13. Coenunenue mo modoMy u3 mm. 1-11, rae coenuHeHne XapakTepU3yeTcsi CIIEKTPOM
3C SIMP TBepaoro Tena, comepkaliuM MO MeHbIIel Mepe MsTh MUKOB, BLIOPAHHBIX M3 MHKOB
npu npumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54, 107, 110, 111, 123, 124, 127,
128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168 ppm.

14. Coenunenue mo yobomy u3 mm. 1-11, rae coenuHeHne XapakTePU3yeTCsl CIIEKTPOM
3C SAMP TBepnoro Tena, cosepskaliiM 10 MeHbIleil Mepe ceMb MUKOB, BLIOPAHHBIX M3 MUKOB
npu npumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42, 44, 47, 50, 54, 107, 110, 111, 123, 124, 127,
128, 132, 145, 146, 150, 154, 156, 158, 160, 162, 166, 167, u 168 ppm.

15. Coennnenne no modomy u3 mm. 1-11, roe coenmuHeHne XapakTEPU3YeTCsl CIEKTPOM
13C SIMP TBepnoro Tena, comepskaluM MUKU TIpu mpumepHo 12, 13, 16, 21, 23, 31, 33, 38, 42,
44, 47, 50, 54, 107, 110, 111, 123, 124, 127, 128, 132, 145, 146, 150, 154, 156, 158, 160, 162,
166, 167, u 168 ppm.

16. Coennnenue no mobomy u3 mm. 1-11, roe coenuHeHne XapakTepU3yeTCsl CIIEKTPOM
BC SMP TBepnoro Tema, Mo CyTH TMOKa3aHHbIM Ha (QUr. 8, KaK M3MEPEHO C MOMOMIBIO

PEHTI€HOBCKON MOPOIIKOBOH AU(PPAKTOMETPUN C MPUMEHEHHEM IJINHBI BOJHBI PEHTT€HOBCKHX
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nyueii, cocrasmsomeii 1,54 A.

17. Coenunenne no modoMy u3 mm. 1-16, roe coenuHeHNe XapakTePU3yeTCsl CIIEKTPOM
YF SIMP TtBepnoro Tena, comepkaluM MUKU Opy IpuMepHo -49, -60, -79, -90, -109, -120, -138,
-150, -168, u -179 ppm.

18. Coenunenne no mobomMy u3 mm. 1-16, roe coequHeHNe XapakTepu3yeTcsi CIEKTPOM
F SIMP Teepnoro Tena, MO CyTH TOKa3aHHBIM Ha (Ur. 9, KaK H3MEPEHO C MOMOLIbIO
PEHTT€HOBCKOH MOPOLIKOBOH AN(PAKTOMETPUH C MPUMEHEHUEM JJIMHBI BOJHBI PEHTT€HOBCKUX
nyueii, coctasmsomeii 1,54 A.

19. Coenunenue no aodomy u3 mi. 1-18, rae coenrHeHue SBIsIeTCs MO CYyTH YHUCTBIM.

20. ®apmarieBTUYECKasT KOMITO3ULIUS, COAEPIKAIIAs COSNMHEHUE 1Mo JirobomMy u3 mm. 1-19
U (papMaLeBTHUECKU PUEMIIEMOE BCIIOMOTaTEIbHOE BEIECTBO.

21. ®apmanesrudeckass komno3uuus no 1. 20, rae ¢apmarneBTUYECKass KOMIO3HLIUS
MIPECTABIIIET COOO0M JIEKaPCTBEHHYIO (DOPMY JIJIsl IEPOPATTLHOTO BBEICHHUSI.

22. ®apmaneBTudeckass kommosumwms no n. 20 wim n. 21, rae nekapcTBeHHas (opma
MPEICTaBIIIET COOOM TBEPAYIO JIEKAPCTBEHHYIO (hOPMY.

23. dapmaneBTHYEeCKash KOMITO3UIUSI MO M. 22, TAe TBepHas JieKapcTBeHHasi ¢opma
npeAcTaBisieT coO0 TabNeTKy.

24. ®dapmaneBTHYECKast KOMITO3UIMS 1o modomy u3 mm. 20-23, rae gapmaneBTudeckas
KOMITO3ULIUSL COAEpkUT 120 Mr coequHeHus.

25. Coenunenue mo moOomy u3 nm. 1-19 umm ¢dapmauneBTHueckas KOMIIO3ULUS TIO
mobomy u3 mt. 20-24 a1 IPUMEHEHUs B KaUeCTBE JIEKAPCTBEHHOTO ITperapara.

26. Coenunenue mo moOomy u3 nm. 1-19 unm ¢dapmauneBTuueckas KOMIIO3ULUS TI0
mobomy u3 nn. 20-24 i npuMeHeHus B eyeHun paka ¢ myrauuei G12C KRAS.

27. CoenuHenne win (apMaLeBTHYECKas KOMIO3ULMS I NPUMEHEHUs! 1o 1. 26, rae
pak ¢ mytauueit G12C KRAS mnpeacrasnsier coboil pak JIErkoro, pak IOKeTyI0YHOH JKeJe3bl
UJIN KOJIOPEKTAJIbHBIN pakK.

28. CoenuHeHre win (papMaleBTUYECKass KOMITO3ULIMS AJIsi TIPUMEHEHUsI 1o 1. 20, rie
pak ¢ mytanueit G12C KRAS mnpencrasisier coO0i HEMETKOKJIETOYHBIN PaK JIETKOTO.

29. CoenuHenrie win (papMaleBTUYECKass KOMITO3ULIMS JJIsi TPUMEHEeHHsI 1o 1. 20, rie
pak ¢ mytanueir G12C KRAS mpencrasisier coO0l pak MOIKeNya09HOM Kee3bl.

30. Coenunenue win papMareBTHYECKass KOMITO3UIUS ISl MPUMEHEHUs 1o 1. 26, rae
pak ¢ mytanueit G12C KRAS npencrasisier co00it KOIOPEKTaTbHBIN PaK.

31. IlpumeHeHune coeawHEHUs 1o Jrobomy u3 nn. 1-19 wmm dapmaneBTHyeckoi
KOMITO3ULIMH 110 JFoOoMy u3 . 20-24 B MOJIyYEHWH JIEKAPCTBEHHOTO Tpernapara isl JCUSHUs
paka ¢ mytammeit G12C KRAS.

32. Ilpumenenne no 1. 31, rae pak ¢ mytauneit G12C KRAS mnpencrasnsier codoii pak
JIETKOTO, paK MOAXKETyA0YHON Keye3bl WM KOJOPEKTalIbHbIN pak.

33. Ilpumenenune no m. 31, roe pak ¢ myraumeir G12C KRAS mnpencrasnsier coboit
HEMEJIKOKJIETOYHBIN PaK JIErKOro.

34. Ilpumenenue no n. 31, rae pak ¢ mytauueit G12C KRAS mnpencrasnsier coboii pak
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MOKETY JOYHOM JKEJIE3bI.

35. Ilpumenenue no m. 31, rme pak ¢ myrauueit G12C KRAS npencrasisier coboi
KOJIOPEKTAJIbHBIN PaK.

36. Cnoco0 neuenus paka ¢ myrtaumein G12C KRAS y maumeHTa, Hy’>KAaroIErocs B
5TOM, TPU 3TOM CHOCOO BKIIFOYAET BBENEHHE IALUEHTY TepaneBTHYeCKu 3(H(EeKTHBHOrO
KOJIYECTBA COSAMHEHHS MO Jirobomy m3 mm. 1-19.

37. Cnocob mo m. 36, roe pak ¢ myrtaumeii G12C KRAS mnpexacrasisier coboii pak
JIETKOTO, paK MOKETyA0YHOU Keye3bl WM KOJOPEKTaIbHbIN pak.

38. Cnocod mo m. 36, rme pak ¢ myrauuedr G12C KRAS mnpencrasnsier coboit
MEJIKOKJIETOUHBIN pak JIErKoro.

39. Cnocob6 mo m. 36, rme pak ¢ myramueii G12C KRAS npencrasnser coboii pak
MOKETY JOUHOM JKEJIE3bI.

40. Cnocod6 mo m. 36, rme pak ¢ wmyrtammeir G12C KRAS mnpencrasniser coboii
KOJIOPEKTAJIbHBIN PaK.

41. CoenuHeHne, MPUMEHEHHE MM Croco0 mo modomy u3 mm. 25-40, rae coenuHeHune
BBOJAMTCS B O0IIEH CyTOYHOM n03€e, cocTapiisttomeid 960 mr.

42. CoenuHeHne, MPUMEHEHHE WK croco0 mo mobomy u3 mm. 25-41, rae coenuHeHne
BBOJAUTCS B3POCIIOMY.

43. CoenuneHue no Jo0oMy U3 mm. 1-3, rae cCoenHeHne XapakTepU3yeTcsl MOPOLIKOBON
PEHTTEeHOBCKOM AU(paKkTOrpaMMoi, coaepskatieit muku mpu 7,3, 9,8, 10,1, 11,3, 13,3, u 17,2 +
0,2 rpapyca 2-TeTa, Kak U3MEPEHO C MOMOIIBI0 PEHTT€HOBCKON MOPOIIKOBOM AUPPAKTOMETPUH C
TIPUMEHEHNEM JUTHHBI BOJIHbI PEHTTEHOBCKMX JIydel, cocTapstomeit 1,54 A

44. Coenunenue 1o grodoMy u3 mi. 1-3, rae coeanHeHne XapakTepu3yeTcs MOPOIIKOBOH
PEHTTeHOBCKOH TU(PAKTOrpaMMOM, cozeprKaliell Mo MEeHbIIell Mepe TPH MUKa, BLIOpaHHbIE U3
u3 7,3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u 18,4 + 0,2rpanyca 2-tera, KaKk
U3MEPEHO C MOMOIIBIO PEHTTEHOBCKOM MOPOLIKOBON NU(PPAKTOMETPUH C PUMEHEHUEM JTHHBI
BOJIHBI PEHTT€HOBCKHX JIyueil, cocTasisitouieit 1,54 A

45. Coenunenue no qo0oMy U3 mm. 1-3, rae COeAMHEHNe XapaKTepPU3yeTcs: MOPOLIKOBON
PEHTTEeHOBCKOM Nu(PAKTOrpaMMON, colepKaileil Mo MEHbIIeH Mepe MITh MUKOB, BHIOPAHHBIX
u3z 7,3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u 18,4 £ 0,2 rpanyca 2-TeTa, Kak
U3MEPEHO C MOMOIIBI0 PEHTTCHOBCKOW MOPOLIKOBOH NU(GPAKTOMETPUH C PUMEHEHHUEM JTHHBI
BOJIHBI PEHTT€HOBCKHX JIyueil, cocTaBistoien 1,54 A

46. CoennneHue o Jro0oMy U3 m. 1-3, re COeAMHEHNEe XapaKTePU3yeTcsl MOPOLIKOBON
PEHTTEHOBCKOM NU(PAKTOrpaMMON, CoMepsKalleil Mo MeHbIIeH Mepe CeMb MUKOB, BHIOPAHHBIX
u3z 7,3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9, 13,3, 14,3, 14,7, 17,2, u 18,4 + 0,2 rpagyca 2-TeTa, Kak
U3MEPEHO C MOMOIIBI0 PEHTTEHOBCKOW MOPOLIKOBOH NHU(PAKTOMETPUH C IPUMEHEHHUEM JTHHBI
BOJTHBI PEHTTeHOBCKHUX Jydel, cocTaBnsomeit 1,54 A.

47. CoenunaeHue no mo0oMy U3 nm. 1-3, rae coeuHeHne XapakTepU3yeTcsl MOPOLIKOBON
PEHTTeHOBCKOM mudpakTorpaMMoi, conepaxameit nuku npu 7,3, 9,8, 10,1, 10,4, 11,3, 11,5, 11,9,

13,3, 14,3, 14,7, 17,2, u 18,4 = 0,2 rpagyca 2-TeTa, Kak U3MEPEHO C IMOMOLIBI0 PEHTTE€HOBCKON
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MOPOIIKOBON IU(PAKTOMETPUH C TPUMEHEHHEM JJIMHBI BOJIHBI PEHTTCHOBCKUX JIy4ew,
cocraysrorneit 1,54 A.

48. Coenunenue no modoMy U3 nm. 1-3, rae coenuHeHne XapakTepU3yeTcsl MOPOLIKOBON
PEHTIeHOBCKON Au(pakTOrpaMMoH, 1o CyTH NokaszaHHoH Ha ¢ur. 10, Kak ©3MEPEHO € OMOLIBIO
PEHTI€HOBCKON MOPOIIKOBOHN AU(PPAKTOMETPUN C MPUMEHEHHEM JINHBI BOJHBI PEHTT€HOBCKUX
nydeii, cocTapystomeii 1,54 A.

49. Coepunenue no mobomy u3 . 1-3 u nm. 43-48, rne coennHeHne XapakTepU3yeTcs
TepMorpaMmoit nudhepeHIHaIbHON CKAaHUPYIOIIEeH KaJIOPUMETPHUH, COMEPIKAIIe SHAOTEPMY C
HayajioM npu npudnusurtenbao 193°C.

50. Coenunenue no modomy u3 nm. 1-3 u nm. 43-49, rae coenuHeHne XapaKTepH3yeTCst
TEPMOTPaMMON  TEPMOTIPAaBUMETPUYECKOIO aHANIM3a, XapaKTepU3YIOIleW IOTepr  Beca,
COCTABIISIIOLIYEO OT mpubmusutesnbHo 1% no npubmmsurensro 1,8% mnpu HarpeBaHuu OT
npubmusuTensHo 25°C no npubmusutensHo 250°C.

51. Coenunenue no modomy u3 nm. 1-3 u nm. 43-50, rie coenuHeHne XapaKTepH3yeTCs
cnexktpom C SIMP TBepmoro Tena, comepsKallluM THKK Opu mpuMmepHo 16, 18, 19, 20, 23, 25,
31, 32, 38, 40, 43, 46, 51, 57, 105, 107, 110, 117, 120, 123, 124, 125, 128, 132, 149, 152, 155,
158, 159, 163, u 166 ppm.

52. Coenunenue no modomy u3 nm. 1-3 u nm. 43-50, rae coenuHeHne XapaKTepH3yeTcs
cnextpoM *C SIMP TBepnoro Tejia, Mo CyTH MOKa3aHHbIM Ha ¢ur. 13.

53. Coenunenue no modomy u3 nm. 1-3 u nm. 43-52, rae coenuHeHne XapaKTepU3yeTcs
cnektpoM F SIMP TBepaoro Tena, ComepsKaliuM MUKK IPU IpUMepHo -59, -62, -89, -92, -119, -
122, -148, -151, -179 u -181 ppm.

54. Coenunenue no mobomy u3 mm. 1-3 u . 43-52, rae coeluHEeHne XapaKTepu3yeTcst
cnektpom °F SIMP TBeproro Tesia, Mo CyTH MoKa3aHHbIM Ha dur. 14,

55. Coenunenue 1o moOoMy u3 mil. 43-54, rae COeAMHEHHE SIBIISIETCS TI0 CYTH YUCTBIM.

56. ®apmareBTUYECKAs KOMITO3ULIMS, COMEpIKalasi COSAMHEHNE 0 JIF0OOMYy U3 . 43-
55 u papManeBTUYECKH MPHEMIIEMOE BCIIOMOTATENIbHOE BEIECTBO.

57. Coenunenue 1o roboMy u3 mi. 1-3, rae coenuHeHne XapakTepu3yeTcsi MOPOLIKOBOM
PEHTTEHOBCKOM AU(paKTOrpaMMoii, coaepskaiiei muku mpu 6,3, 8,4, 9.5, u 16,0 £ 0,2 rpagyca
2-TeTa, KAaK W3MEPEHO C TOMOINBI0 PEHTTEHOBCKOW MOPOINKOBOW Ou(pakTOMETpuu C
TIPHMEHEHHEM JUTHHBI BOJHbI PEHTTEHOBCKUX JIydel, cocTapysomeii 1,54 A.

58. Coenunenue o yroboMy u3 mi. 1-3, rae coenuHeHne XapakTepu3yeTcsl HOPOLIKOBOM
PEHTTEHOBCKOM MU(PAKTOrPaMMOH, COAepKaIlel Mo MEeHbIIEH Mepe TP MHKa, BRIOPAHHBIE W3
6,3, 8,4, 9,5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 £ 0,2 rpanyca 2-TeTa, Kak U3MEPEHO C MOMOLIBIO
PEHTI€HOBCKOW MOPOIIKOBOH AU(PPAKTOMETPUU C MPUMEHEHHEM IJIMHBI BOJHBI PEHTT€HOBCKHX
nyueii, coctasmsromeii 1,54 A.

59. Coenunenue o noboMy u3 . 1-3, rae coenuHeHne XapakTepu3yeTcsl HOPOLIKOBOM
PEHTTEeHOBCKOM NH(PAKTOrpaMMON, comepkailell Mo MEHbIIeH Mepe MITh MUKOB, BHIOPAHHBIX
u3 6,3, 8,4, 9,5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 = 0,2 rpanyca 2-tera, KaKk U3MEPEHO C

MOMOIIBI0 PEHTI'€HOBCKOH MNOPOLIKOBON AM(PAKTOMETPUU C NPUMEHEHHEM JUIMHBI BOJIHBI
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PEHTIeHOBCKHUX Nydel, cocTapmstomeit 1,54 A.

60. CoennHenue 1o modoMy u3 . 1-3, rae coerHeHNe XapakTepU3yeTcsl MOPOLIKOBON
PEHTTeHOBCKOM Nu(ppaKkTOrpaMMon, conepskalieil Mo MeHbIeld Mepe CeMb MUKOB, BBIOPAHHBIX
u3 6,3, 8,4, 9,5, 10,4, 14,9, 15,4, 15,5, 16,0, u 17,6 = 0,2 rpanyca 2-tera, KaK U3MEPEHO C
MIOMOIIBI0 PEHTI'€HOBCKONH MNOPOLIKOBOH IU(PAKTOMETPUH C INPUMEHEHHEM MJIMHBI BOJIHBI
PEHTreHOBCKUX Nyueif, cocTapmstommeii 1,54 A.

61. Coenunenne mo modoMy u3 mm. 1-3, rae coenHeHne XapakTepu3yeTcs MOPOIIKOBOH
PEHTreHOBCKOM audpakrorpamMmoi, conepxkaieii muku pu 6,3, 8.4, 9,5, 10,4, 149, 15,4, 15,5,
16,0, u 17,6 £ 0,2 rpagyca 2-tera, Kak U3MEPEHO C MOMOILBI) PEHTI€HOBCKON MOPOIIKOBOM
mu(PaKTOMETPHH C MPUMEHEHHEM IJIHHbI BONHBI PEHTT€HOBCKHX Jyueii, cocTaBnsromeit 1,54 A,

62. CoeprHeHHe 1O JF0OOMY 13 . 1-3, Te COeNMHEHNe XapaKTePU3yeTCsl MOPOLIKOBON
PEHTI€HOBCKON AU(PAKTOrpaMMOH, IO CYTH MOKa3aHHOH Ha ¢ur. 15, Kak ©3MEPEHO C IOMOIIBIO
PEHTI€HOBCKOW MOPOIIKOBOH TU(PPAKTOMETPUU C MPUMEHEHHEM UIHHBI BOJHBI PEHTTEHOBCKUX
nyudeii, coctasmsomeii 1,54 A.

63. Coenunenne no mrodomy u3 m. 1-3 u . 57-62, rae CoeAMHEHNE XapaKTepU3yeTcs
TepMorpamMmMoit auddepeHnranbHON CKaHUPYIOIIEH KaJIOPUMETPUH, CONepIKaIleil SHAOTEPMY C
HavaJoM rpu npudnusutensho 194 °C.

64. Coequnenne no modomy u3 mm. 1-3 u nm. 57-63, rae coeanHeHne XapaKTepu3yeTcs
NPUOIN3UTENBHO MPEeHEOPEKUMO MaJIOH NOoTeped Beca NMPU HArpeBaHWU OT MPUOIU3UTENBHO
25°C po npubnuzutensHo 250°C.

65. CoenuHenne no JmodoMy u3 M. 57-64, rae COeqMHEHNE SBJISETCS 110 CYTH YUCTBIM.

66. dapmaneBTHYECKass KOMIIO3HUIUSA, COeprKaliasi COeqUHEeHHe 1Mo JrodomMy u3 nm. 57-
65 u (papMaLeBTHUECKH PHEMIIEMOE BCTIOMOTaTeIbHOE BEIIECTBO.

67. Coemunenne mo n. | wnmm m. 2, TAE COCOUHEHHE TMPENCTABIsET COOO
KPUCTAJUTMYECKYIO THAPATHYIO GOpMy coennHeHus 1.

68. Coenunenune mo ymobomy u3 m. 1, m. 2 u n. 67, rae COeNUHEHHE XapaKTePU3YeTCsI
MOPOIIKOBOM PEHTIeHOBCKOHN nudpakrorpaMmoi, coaepskameit muku npu 6,9, 8,0, 9,6, 12,4, u
13,1 + 0,2 rpamyca 2-Tera, KaKk HU3MEPEHO C TOMOUIBIO PEHTIEHOBCKON MOPOIIKOBOU
(G PaKTOMETPUH C MPUMEHEHHEM JJIHHbI BONHBI PEHTT€HOBCKHUX yueil, cocTasnsromeii 1,54 A.

69. Coenunenune mo jmodomy u3 m. 1, m. 2 u n. 67, rae COeMHEHUE XapaKTePU3yeTCsI
MOPOIIKOBON PEHTI€HOBCKOH AM(pakTOrpaMMO, comep:Kaield Mo MEHbIIEH Mepe TpH IHKa,
BeIOpaHHbIe U3 4,0, 4,4, 4,8, 6,9, 8,0, 8,8,9,6, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,6, 17,3,
17,4, 17,9, u 19,5 £ 0,2 rpagyca 2-teta, KaK U3MEPEHO C MOMOILIBK PEHTT€HOBCKOW MOPOIIKOBON
nu(PaKTOMETPUH C MPUMEHEHHEM JJIHHbI BONHBI PEHTTEHOBCKHX Tyueil, cocTaBnsmomeii 1,54 A.

70. Coenunenune mo ymoboMy u3 m. 1, m. 2 u n. 67, rae COeNMHEHUE XapaKTePU3yeTCs
MOPOIIKOBON PEHTTEHOBCKOUN MU(PAKTOrpaMMON, COAepIKallel MO MEHbIIEeH Mepe ISTh MHKOB,
BeIOpaHHBIX 13 4,0., 4,4, 4,8, 6,9, 8,0, 8,8,9,6, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,6, 17,3,
17,4, 17,9, n 19,5 £ 0,2 rpagyca 2-teta, KaK U3MEPEHO C MOMOILIBK PEHTT€HOBCKOW MOPOIIKOBON
nu(PaKTOMETPUH C IPUMEHEHHEM IJIMHbI BOMHBI PEHTTeHOBCKHX Tyueil, cocTaBnstomeii 1,54 A.

71. Coenunenue mo modoMy u3 m. 1, m. 2 u n. 67, rae coeNUHEHUE XapaKTePU3yeTCs
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MOPOIIKOBOIN PEHTTEHOBCKOUM AU(PPAKTOrpaMMOH, Comeprkalieil mo MeHbIIel Mepe CeMb ITHKOB,
BeIOpaHHBIX 13 4,0., 4,4, 4,8, 6,9, 8,0, 8,8,9,6, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,6, 17,3,
17,4, 17,9, n 19,5 £ 0,2 rpagyca 2-teta, KaK U3MEPEHO C MOMOILBK PEHTT€HOBCKOW MOPOIIKOBON
nu(PaKTOMETPHH ¢ MPUMEHEHHEM IJIMHbI BONHBI PEHTTeHOBCKHX Tyueil, cocTasnsomeii 1,54 A

72. CoenuHenue no modoMy u3 1. 1, m. 2 u n. 67, rie coeAMHeHHe XapaKTePU3yeTcs
MOPOILIKOBOI PEHTTEHOBCKOM nudppakTorpamMmoii, conepskameii nuku npu 4,0., 4,4, 4,8, 6,9, 8,0,
88,906, 11,3, 12,4, 13,0, 13,1, 14,6, 14,9, 15,2, 16,2, 16,4, 16,6, 17,3, 17,4, 17,9, u 19,5 + 0,2
rpagyca 2-Tera, Kak MU3MEPEHO C TMOMOLIbK) PEHTTEHOBCKOW MOPOLIKOBOH AU(paKTOMETpUU C
TIPHMEHEHHEM JUTHHBI BOJIHBI PEHTTEHOBCKUX JIydeld, cocTapisomeii 1,54 A.

73. Coenunenue mo ymodoMy u3 m. 1, m. 2 u n. 67, rae COeUHEHHE XapaKTePU3YeTCsI
MOPOIIKOBOM PEHTI€HOBCKOH NU(PPAKTOrPaMMOH, MO CyTH MOKa3aHHOW Ha ¢ur. 18, kak
U3MEPEHO C MOMOIIBI0 PEHTTCHOBCKOW MOPOLIKOBON NU(MPAKTOMETPUH C IPUMEHEHUEM JTHHBI
BOJIHBI PEHTT€HOBCKHX JIyueil, cocTtaBsitoien 1,54 A

74. Coenunenue o mrodomy u3 1. 1, m. 2 u . 67-73, rae cCoequHEHNE XapaKTePU3yeTcs
TepMorpamMmMoint auddepeHnranbHON CKaHUPYIOIIEH KaJIOPUMETPUH, CONepIKalleil SHAOTEPMY C
Ha4aJIoM rpu npuonmusutensao 91°C.

75. Coenunenue no modomy u3 1. 1, m. 2 u . 67-74, rae cCoequHEHNE XapaKTepU3yeTcs
TEPMOTrpaMMOM TEPMOTPaBUMETPUYECKOrO aHAIN3A, XapPaKTEPU3YIOLIEH MOTEPI0 BeCa MPUMEPHO
Ha 11% npu HarpeBanuu ot npudam3uTensHo 39°C no npudmmsurensao 160°C.

76. CoenuHenue no Jmo0oMy u3 M. 67-75, rae COequHEeHNe SIBISETCS 110 CYTH YUCTBIM.

77. dapmaneBTHUECKass KOMITO3HIIUS, COolepskaliasi CoOequHeHue 1o jrodomy u3 nm. 67-
76 u papMaLeBTHUECKH PHEMIIEMOE BCTIOMOIaTeIbHOE BEIIECTBO.

78. Coemuuenre mo mn. | wnmm 1 2, TAE COEOUHEHHE TMPENCTABIsET COOOi

>
KPUCTAJUTMYECKYIO COJIbBATHYIO (POPMY COeMHEHHS 1.

79. CoenuHenune mno 1. 78, TAe COENMHEHHE TMPENCTaBiseT COOOW CONbBAT C
TeTParuapoPypaHoM, aALETOHUTPUIOM, METHUJITHIKETOHOM, STHJIALETATOM, IUXJOPMETAHOM,
alleTOHOM, I-AMOKCAHOM, METaHOJIOM, U30IPOIUJIOBBIM CIIUPTOM HJIH STAHOJIOM.

80. CoennHeHHe, Tie COENUHEHHE MPENCTABIAEeT OO0 amophHyo dopmy 6-rop-7-(2-
¢bTop-6-runpokcudenmn)-1-(4-merun-2-(2-nponanmi)-3 -nupuaraui)-4-((2S)-2-mernn-4-(2-
nponenown)- 1 -munepazunmn)nupuno| 2,3 -d jrupumunun-2(1H)-ona (coenunenuss 1) umm ero
aTpOIOU30MED.

81. Coenunenne no m. 80, rae cCoeaMHEHHE TPEACTaBIsIET coOol arpomomsomep M
coenuHeHus 1.

82. Coenunenue no n. 80 mwmu mn. 81, rae coeauHeHHE XapaKTepU3yeTCs MOPOLIKOBOM
PEHTI€HOBCKON TU(PAKTOrPAMMOM, 1O CYTH MOKa3aHHON Ha QUr. 5, Kak H3MEPEHO C MOMOIIBIO
PEHTI€HOBCKOW MOPOIIKOBOH TU(PPAKTOMETPUU C MPUMEHEHUEM JUIMHBI BOJIHBI PEHTT€HOBCKUX
nyueii, coctasmsomeii 1,54 A.

83. Coemmnenune mno mobOomy wu3 mnm. 80-82, rme coenuHEHHE XapaKTEePH3YeTCs
TepMorpaMmMoin nuddepeHnnanbHON CKaHUPYIOIIEH KaJOpUMETPUH, COoNepIKalleil SHAOTEPMY C

HauajoM rpu npudnusurensHo 144 °C.
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84. Coemmnenune mno mobOomy wm3 mm. 80-83, rme coenuHEHHE XapaKTepPH3YeTCs
TEPMOIPaMMOIl  TEPMOTPAaBUMETPUUYECKOrO aHaln3a, XapakTepU3ymolledl MOTepro  Beca,
CoCTaBIsAIOLIYyI0 TnpuOausurenbHo 1,5% mnpu HarpeBanum ot mnpubmmsurensHo 25°C  no
npubnuzutensHo 275°C.

85. Coenunenue no modomy u3 mm. 80-84, rne coennHeHne XapaKTePU3yeTcsi CIIEKTPOM
F SIMP TBepmoro Tena, cojepsKalluM MUKU MPU NPUMEPHO -86, -96, -116, -127, -146 u -156
ppm.

86. Coenunenue no obomMy u3 . 80-85, rae coearMHEeHne XapakTepu3yeTcsi CEKTPOM
9F SIMP TBepnoro Tena, mo cyTu moka3aHHbIM Ha (ur. 4.

87. Coenunenue o yodomy u3 . 80-86, rae coeAMHEHUE SBISIETCS MO CYTH YHUCTBIM.

88. MapmarneBTHYECKAsT KOMITO3ULIMS, COMEpIKaIasi COeAMHEHNE o Jitooomy u3 . 80-
87 u papManeBTUYECKH MPHEMIIEMOE BCIIOMOTaTENIbHOE BEIECTBO.

89. @apmaneBTUYeCKass KOMIO3UIMs, conepxkaimas (1) coequHenwe mo rodomy u3 . 4-
18, (2) coenunenune no mobomy u3 mm. 43-54, (3) coeauneHue no grodomy u3 nm. 57-64, (4)
coeanHeHue 1o Jrobomy u3 mm. 67-75, win (5) coenuHenune mo srodomy u3 mm. 80-86, wim

mro0bIe UX cMecH U (papMalleBTUYECKH MTPHEMIIEMOE BCIIOMOTATENIbHOE BEIECTBO.
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®OPMYJIA H30OBPETEHUA

1. Coenunenue, rae CoeqUHEHNE TIPeACTaBiIsAeT co0oi amopdHyro GOpMy COeTUHEHNUS 6-
dTop-7-(2-pTop-6-runpokcudenun)- 1-(4-metun-2-(2-nponanun)-3-nupuguHmn)-4-((2S)-2-
MeTui-4-(2-nponenonn)- 1 -nunepazunmn)nupunol 2,3-d jnupumunus-2(1H)-ona (coenunenus 1)
UJIM €T0 aTPOIOU30MEDA.

2. CoemuHenne mo 1. 1, rae coeauHeHMe TMpencTaBisieT coboii M arpomouzomep
coenuHeHus 1.

3. Coenunenue mno mn.l wimu 2, A€ COENMHEHHE XapaKTepU3YyeTCsl IOPOLIKOBOU
PEHTI€HOBCKOW U(PPAKTOrpaMMON MO CYILIECTBY TaKOW, Kak Moka3aHo Ha Purype 1, kak
U3MEPEHO C MOMOIIBI0 PEHTTCHOBCKOW MOPOLTKOBON MU(GPAKTOMETPUH C MPUMEHEHHUEM JUTHHBI
BOJTHBI PEHTT€HOBCKHUX Jydel, cocTasmsomeit 1,54 A .

4. CoemmHeHue 1o JroOoMy u3 mm. 1-3, rOe COEOMHEHHE XapaKTepU3yeTcs
TepMorpamMmoit nudepeHInaIbHON CKAaHUPYIOIIEeH KaAIOPUMETPHH, CONepIKalleil SHAOTEPMY C
HavaJioM rpu npudnusutenbHo 144°C.

5. Coenunenne mno moOomy w3 mnmn. 1-4, rAe COeNMHEHHE XapaKTEePHU3YeTCs
TEPMOIPaMMOIl  TEPMOIPAaBUMETPUUECKOrO aHaln3a, XapakTepu3ymolledl IOoTepro  Beca,
COCTaBISIIOLIYEO MnpuOIM3uTensbHO 1,5% mnpu HarpeBanuu ot mnpubmusutensHo 25°C 1o
npubnuzuTensHo 275°C.

6. Coenqunenue o modbomy u3 . 1-5, rae coequHeHne xapakrepusyercs crektpoM 19F
AMP TBEepaoro Tena, coaeprKaliuM MUKH NPy npuMepHo -116 u 127 ppm.

7. Coenunenue no grobomy u3 nm. 1-6, rae coegnHeHue xapakrepusyercs crnekrpom 19F
SIMP TBepaoro Tena no CyIecTBy TaKUM, Kak IMOKa3aHo Ha (ur. 4.

8. CoenuneHue no roboMy u3 . 1-7, rae CoOeAnHEeHNe SIBIISIETCS 110 CYLIECTBY YHUCTBIM.

9. ®apmaneBTHYECKasT KOMITO3UILIMS, COAepIKaInasi CoeAMHEHHe 1o Jrodomy u3 mm. 1-8 u
(apmaLieBTHYECKH TPHEMIIEMOE BCIIOMOTaTEIbHOE BEIECTBO.

10. dapmaueBTHYECKas KOMIIO3ULMS TO M. 9, rae ¢apManeBTHYECKas KOMIIO3HLIUS
NPeCTaBIIIeT COOO0 JIEKAPCTBEHHYIO (hOPMY ISl IEPOPATIbHOTO BBEICHUSI.

11. ®apmanesTudeckas komro3uuus mo . 10, rae nekapcTBeHHas Gpopma mpeacTaBiisieT
co0O0¥ TBEPAYIO JIEKAPCTBEHHYIO GOpMYy.

12. ®apmaneBTudeckass kommo3uiusi mo m. 11, rme TBepmast yiekapcTBeHHas (opma
npeAcTaBisieT coO0H TabNeTKy.

13. dapmaueBTHUECKass KOMITO3ULIHS N0 Jrobomy m3 mm. 9-12, rne ¢apmaneBTudeckas
KOMITO3ULIMSL COAEP>kUT 120 Mr coequHeHus.

14. IlpumeHenue coenuHeHHs 1O JoOoMy u3 mm 1-8 wimm  (dapmaneBTHUECKas
KOMTIO3HIIHS 110 JIEoOOMy U3 M. 9-13 B KayecTBe JIEKaPCTBEHHOTO Mperapara.

15. IlpumeHenune coenuHeHus no JrobOomy u3 mm. 1-8 wmm  QapmaunesTudeckas
KOMTIO3HIHS 110 JIFoOoMy u3 M. 9-13 mist neuenus paka ¢ mytauuein G12C KRAS.

16. Ilpumenenue o n. 15, rae pak ¢ myranueir G12C KRAS mnpencrasmsier coboit
HEMEJIKOKJIETOYHBII pak JIETKUX, paK TOHKOH KHIIKH, pak dYepBeOOpa3sHOro OTPOCTKA,

KOJIOPEKTAJIbHBIN PaK, paKk dHAOMETPUs, paK MOJKEIYAOUYHON JKEJIE3bl, PAK KOXKH, PAK KEIyAKa,
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paK HOCOBOM MOJIOCTH, PAK >KETUHBIX IPOTOKOB WIH OMyXO0Jb FOJOBHOI'O MO3Ta.

17. Ilpumenenue mo n. 15, roe pak ¢ myranueir G12C KRAS mnpencrasmsier coboit
HEMEJIKOKJIETOYHBIN PaK JIETKOro.

18. IIpumenenne no n. 15, rae pak ¢ myranuein G12C KRAS npencrasnser coOoit pak
MOJIKENy TOYHOM JKEJIe3bl.

19. Ilpumenenue no n. 15, rme pak ¢ myramueir G12C KRAS npexacrasmsier coOoit
KOJIOPEKTAJIbHBIN paK.

20. ITpumenenue no yodomy u3 nm. 15-19, roe coenuHeHre BBOAST B 00LIEH CyTOYHOM
no3e ot 5 mr 1o 1000 mr.

21. Ipumenenne mo modOomy u3 mm. 15-20, rae coenuHEHHWE BBOOUTCS B OOIIEH
CYTOUYHOM 7103€, COCTaBsitomeit 960 mr.

22. [Ipumenenue no arodomy u3 m. 15-21, rae coemuHeHne BBOIUTCS B3POCIOMY.

ITo noBepenHocTn
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B. JOKYMEHTEI, CUMTAIOINUECSH PEJIEBAHTHBIMM

Kateropus* CChUIKU Ha JIOKYMEHTBI € YKa3aHHEM, T/Ie 5TO BO3MOKHO, PEIIeBaHTHBIX YacTeit OTHOCHUTCSI K ITYHKTY Ne
X (WO 2018217651 A1 (AMGEN INC.) 2018-11-29 1,2,9-:22
c.83 coequmenus 41-1, 41-2, map.[0002], [0166], [0182], popmyna m.4
Y 3-8
Y YU L. Amorphous pharmaceutical solids: preparation, characterization and stabilization, 3-8

IADVANCED DRUG DELIVERY REVIEWS, 2001, Vol.48, p. 27-42
doi:10.1016/50169-409x(01)00098-9
pazzen "Beenenue"”, ¢. 30 Tab.1
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I:I TTIOCJIEAYIOIUE TOKYMEHTHI YKa3aHbI B ITPO JOJKEHUN rpa(bm

* Ocobble KaTeropuu CCBUIOHHBIX JIOKyMCHTOB: «T» - Gonee MO3HUI JOKYMEHT, Oy GIMKOBAHHBIH TI0CIE JAThl IPHOPHTETA U TIPH-

«A» - TOKYMEHT, OLpe/eiAIouil 00Ul ypOBeHb TeXHUKH

«D» - TOKyMeHT, NIpHUBeACHHBIN B eBpa3uiickoil 3asBke

«E» - 6oJiee paHHUH TOKYMEHT, HO OIyOIMKOBAHHBLIN Ha ATy HOJadH

€Bpa3HicKOH 3asiBKU WM IIOCHIe Hee

«O» - TOKYMEHT, OTHOCSIIHHICSA K YCTHOMY PacKpPBITHIO, SKCIIOHHPOBAHUIO
HT.J.

"P" - TOKyMEHT, OIyGIUKOBAHHBIN JIO JIAThI HOJIAUH €BPA3HICKON 3a5BKH,
HO TI0CJIe IaThl HCTIpANIHBaeMoTo IpHopHTeTa”

BeJIeHHBIH JUIS1 HOHUMAHHUS H300pSTeHHSI

|« X» - JOKYMEHT, HMeIoIUH HanGosiee GIM3K0e OTHOMEHHE K IIpeIMeTy IIOHcKa,
MOPOYAN[HH HOBU3HY HIIH H300peTaTeNIbCKUH YPOBEHb, B3SITHIH B OTASILHOCTH

«Y» - TOKYMeHT, UMeIoIUH HanGosiee GIM3K0e OTHOMCHHE K IIpeIMeTy IIOHUcKa,
MOpOYaI[UH H300peTaTeNLCKHH YpOBeHb B COUCTAHHH ¢ JPYTUMH JOKyMEHTAMH
TOH JKe KaTerOpHHU

«&» - TOKYMEHT, SIBIAIOMHNCS TaTeHTOM-aHaJIOTOM

«L» - JOKYMeHT, IpHBeJCHHBIN B JPYTHUX MeJLIX

Jlata mpoBeieHud IlaTeHTHOrO noncka: 03 centabps 2024 (03.09.2024)
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