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KOMBMHUPOBAHHOE JIEMEHWE MEJTAHOMbI, BKITIOYAIOLLEE BBEJEHWE
KOBMMETUHWUBA N BEMYPA®EHUBA

MEPEKPECTHA#A CCbIJIKA HA POOCTBEHHbBIE 3AABKU

[0001] HacToswasa 3agska 3aaBngeT NPUOPUTET MO nepesoHayansHon 3asaske CLUA
Ne 61/684,673, nogaHHon 17 asrycta 2012 r, no nepsoHadanbHon 3asske CLUA Ne
61/705,575, nogaHHonm 25 ceHTabpa 2012 r, no nepBoHavanbHoW 3asBke CLUA Ne
61/706,026, nogaHHonm 26 ceHTAOpa 2012 r, no nepBoHavanbHoW 3asiBke CLUA Ne
61/722,725, noganHon 5 Hosbpsa 2012 r, a Takke no nepsoHadvanbHon 3asieke CLUA Ne
61/780,708, nogaHHon 13 mapta 2013 r, coaep)kaHne KOTOPbIX BKITHOYEHO B HACTOSALLYIO
3asBKy NOCPEACTBOM CCbINKM BO BCEN CBOEWN NOSTHOTE.

OBNACTb TEXHUKA

[0002] Hactosiwee wnsobpeteHne oTHocuTca B ofwem Buge K obnactu
MOMEKYNAPHOM Bmnonormm n K nyTam nepejaqmn curHanos. bonee KOHKPETHO, HacTosLee
n3obpeTeHne OTHOCUTCA K criocobam nedeHnss NaTtonorm4YeCcknxX COCTOSIHUIA, TakUX Kak pak.

YPOBEHb TEXHUKHA

[0003] Pak ocTtaetca opHoW w3 Haubonee CMEpPTEnbHbIX YrpPo3 340POBbLO
yenoeeka. Bo Bcem MMpe KONMMYECTBO CryvyaeB BO3HUKHOBEHUS  MenaHOMbI
yBENNYMBAETCS B BOMbLUEN CTENEHN, YEM CTEMEHb BO3HUKHOBEHUS NOOOro gpyroro paka
yenoseka (Roberts et al., Br. J. Dermatol (2002) 146:7-17, Boyle et al., Ann oncol (2004)
15:5-6). XoTa exerogHasa 4yactoTa 3abonesaemMoCTU BHYTPWU MOMNyNsSUUK BapbUpPyeT, Kak
npaBuno, poct 3aboneBaemocTn sBnsieTcs OOMblIMM B MONYMAUUSX NpeacTaBUTENEn
€BpONeongHON packbl CO CBETnon koxen (npubnusmtensHo 3 - 7% B rog). CornacHo
UMEIOLLMMCS OL€HKaM, Kaxkabi rog BO BCEM Mupe OyaeT BO3HMKaTb NPUONM3UTENbHO
132000 HOBbLIX CnydYaeB MenaHoMmbl M npubnuantenbHo 37000 cmepTeln, Bbl3BaHHbLIX
menaHomon. B CLUA B 2009 rogy Owbino 3sadpukcmposaHo 68720 HOBbIX Cnyqaes
BO3HMKHOBEHUS MenaHoMbl U 8650 cmepTen, BbidBaHHbIX MenaHomown (Jemal et al., CA
Cancer J Clin (2009) 59:225-49). Ucxop ©Oones3Hn y nauyueHToB, CTpajalowmx oT
MEMaHOMbI, B BbICOKOW CTEMEHW 3aBUCUT OT CTagmm 3abonesaHns HA MOMEHT MOCTaHOBKMN
awnarHosa. Metactatmyeckas mMenaHoma npeacraeBnseTr cobonm oauH u3 Haubonee
CMepTENbHO ONacHbIX BApMaHTOB paka. HeCMOTpsa Ha HeAaBHUW yCNEX B PasBUTUN HOBbIX
Tepanui  AnNs  NE€YEHUs  MEnaHoMbl, nojaenstowiee  OOMbLUMHCTBO  MaLMEHTOB,
CTpajaoLmx OT MENaHOMbl, B KOHEYHOM UTOre CTaHOBATCH »KepTBaMKn AaHHOW B6OnesHu.

Bcneacrteme 3TOro oOCTaeTcd  3HaJUTENbHasi Heya0BneTBOPEHHaA I'IOTp86HOCTb B



yNyylleHUM WCXOAa B AaHHOM CErMeHTe mnonynauyum nauyueHToB, CTpajarwmx oT
MenaHoOMbl.

[0004] Bemypadpenund opgobpeH FDA (Food and Drug Administration, YnpasneHue
CLUA no Hag3sopy B cdpepe nuLLEBbIX NPOAYKTOB U NEKAPCTBEHHbIX CPEACTB) AN NeYeHns
nayneHToB, CcTpajalwpmx OT HeonepabenbHOM WM MeTacTaTUYeCKon MenaHoMbI,
nonoxutensHon no mytaumm BRAFV6E00E, 4yto O6bIN0 NOATBEPKAEHO C NPUMEHEHNEM
Tecta Ans onpepeneHvs mytauum BRAF V600 cobas® 4800 BRAF V600 Mutation Test
(cm. S3EJIEOPA®® [BemypadeHunb], MHCTPYKLMS Mo npuMeHeHuio). Mprem Bemypadermnba
BbI3blBan YMEHbLUEHNEe pucka cmepTn Ha 63% 1N yMEeHbLUEHNEe pucKka nNporpeccMpoBaHns
3abonesaHna unu cmeptn Ha 74% no cpasHeHUIO ¢ npuemom gakapbasuHa (Chapman et
al., NEJM (2011) 364 (26):2507-16). Bonee Toro, npu nevyeHnn semypadeHmbom yacrtora
oTBeTa 6bina HemsmeHHO Bbiwe 50% n meaguarna OB (obLyeln BbKMBAEMOCTM) cocTaBnsna
ot 14 o 16 mecsyes (Flaherty et al., NEJM (2010) 363:809-819; Chapman et al., id,;
Sosman et al., NEJM (2012) 366(8):707).

KPATKOE ONMUCAHUE M3OBPETEHNA

[0005] B HacTosiem wmn3obpeTeHnn MpesnoXeHo KOMOMHMPOBaHHbIE CnocoObI
neyeHus naTonorM4yecKkoro COCTOSIHUSA, TaKOro Kak pak, B KOTOpbIX WHrméutop MEK
obbeauHeH ¢ uHrMbutopom BRAF, Bcnegctesme 4vero obecneumBaeTcs 3HauuTenbHas
NpoTMBOONYXONneBass akTMBHOCTb. B 4acTtHocTM, B  HacToswem un3obpeTeHum
npeacTaBneHbl AaHHbIE KNMUHUYECKOro nccnenoBaHms nHrnbutopa BRAF B komGuHaumm ¢
wHrubntopom MEK Ha naumeHTax, cTpagalowux OT HeonepabenbHOW  unu
MEeTacTaTNUYeCKoi MENaHOMbI, MONOXUTENbHON No MyTaumn BRAF Y%,

[0006] CormacHO oOgHOMY acnekTy B HacToseM W300peTeHUn npeanoXeHbI
cnocobbl neyeHus (Hanpumep, TepaneBTUYECKOro neyveHns) nayueHTa
(B3aMMO3aMEHSIEMO MMEHYEMOTO B HACTOSILLEN 3asiBKE «MHAMBUAYYM»), CTpajaroLlero ot
paka, nonoxurenbHoro no mytaumn BRAFY®® npuyem ykasaHHble cnocobbl BKMIOYAOT
BBEAEHME YKa3aHHOMY nauueHTy (i) nepBon kKoMno3uuyun, cogepxawlen [3,4-auctop-2-[(2-
dTop-4-noadeHun)ammHo]penmn][3-ruapokcu-3-[(2S)-2-nnunepungnHnn]- 1-
asetuamHunlmeTaHoH (CoeauHenne |l) unu dapmayeBTUYeckn MpUemMnemMyd Corb
YKa3aHHOro coeauHeHus; n (i) BTOpon komnosuuum, copepxawen {3-[5-(4-xnopderHun)-
1H-nnppono[2,3-blnnpnaunH-3-kapboHnn]-2,4- aAndTop-dheHun}-ammg nponax-1-
cynbcpoHoBon kncnotel (CoeguHeHuwe |) mnn dapmaueBTUHeCKN NPUEMMEMYIO COMb
yKasaHHOro coegunHeHunsa, B ao3e 960 mr gBa pasa B AeHb B aHuM 1 - 28 uyukna

ANUTENBHOCTLIO 28 AHEN.



[0007] CornacHo oOgHOMY acnekty B HacTosiwem Wu300peTeHMn NpearoXKeHbl
crnocobbl NevYeHns (Hanpumep, TepaneBTUYECKOrO NEYEHUs) naymeHTa, CTpajaroLero ot
HeonepabenbHOM WM MEeTacCTaTUYEeCKOM MENaHOMbl, MOMOXKUTENBHOW MO  MyTauum
BRAFY®® npuuem ykasaHHble crocobbl BKMIOYAOT BBEAEHWE yKasaHHOMY nauueHTy (i)
NnepBov KOMMO3uLuW, cogepxallen coeguHeHne |l unv dapmayesTMyYeckn npuemnemyto
CONb YKa3aHHOro coeguHeHus B gose 60 mr (Hanpumep, ogHa Tabnetka 60 mr) B gHu 1 -
21 uMkna AnuTenbHOCTLIO 28 AHen; 1 (i) BTOPOW KOMMNO3MLUMN, CoaepKaLlen coegmHeHune |
unn capmaueBTUYECKN MPUEMMNEMYIO COMNb YKa3aHHOro coeauvHeHns B pose 960 wmr
(Hanpumep, 4deTbipe TabneTtkm no 240 wmr), gBa pasa B AeHb B AHM 1 - 28 uyukna
ANUTENBHOCTLIO 28 AHEN.

[0008] CornacHo HEKOTOpbIM BapuaHTam peanusauun HacTosawero usobpeteHuns
CoeguHenne | wnn dapmaueBTUYECKU MNPUEMIIEMAsl COMb YKA3aHHOrO COEAUHEHUS
HaxoguTCcsl B MO cywlectsy amopdHon d¢opme. CormacHO HEKOTOpbIM BapuaHTam
peanusayum Hactoswero usobpereHns CoeauHeHnve | wnu  dapmaueBTnyeckm
npuvemMnemas Conb YKasaHHOro COeAuHEHUs HaxoauTca B amopdHon dopme. CornacHo
HEKOTOpPbIM BapuaHTam peanusauyuu Hacrogwero usobpeteHua CoeauHeHve | unu
hapmaLeBTUYECKN NPUEMIEMAs COMb YKa3aHHOro COeAWHEHUS HaxoAuTCA B TBEPAOM
MOIEKYNSPHOM Komnnekxce, oBpazoBaHHOM c aueTaTCykyuHaToM
M4 POKCUNPONUIMETUNLENNIONO3bl  TakuMm  oOpa3oMm, 4YTO YyKasaHHOe CoedUHEHWe
aBnaeTca ummobunusosaHHbIM B amopdHon dopme. CornacHo HEKOTOpbIM BapuaHTam
peanusauum  Hactodwero  usobpeteHns  konunyectsa  CoeguvHeHna | vnum
dapmaueBTNYECKM MPUEMMEMON COMWN YKA3aHHOrO COEAVMHEHUS W aueTaTcykuyvHarta
rugpokcunponunmeTunuennonossl (AC TIML) B ykasaHHOM KOMMMEKCEe HaxoAsTCs B
COOTHOLWEHUN OT npubnmanTenbHo 1.9 po npubnuautenbHo 5:5, COOTBETCTBEHHO.
CornacHo HeKoTOpbIM BapwaHTam peanusauguyM HacToAWero usobpeTeHus KonmyecTsa
CoeguHeHna | unu dapmaueBTUYECKN NPUEMITIEMON COMWU YKa3aHHOro COeAMHEHUs Uu
auerarcykyuHaTa rmapoKcunponunMeTUnUennionosbl B ykasaHHOM KOMMNEKce Haxoa4aTcs
B COOTHOLUEHMM OT npubnmsntenbHo 2:8 40 npubnunsntenbHo 4.6, COOTBETCTBEHHO.
CornacHo HeKOTOpbIM BapuaHTam peanusaguyM HacTosAWero usobpeTeHust KonmyecTsa
CoeguHeHns | unu dapmaueBTUYEeCKn NPUEMIEMON COMW YKa3aHHOro COEAMHEHUS W”
auerarcykymHaTa rmapoKcunponunMeTunUennionosbl B ykasaHHOM KOMMNEKce HaxoaaTcs
B COOTHOLUEHWUW NpmbnmanTeneHo 3.7, COOTBETCTBEHHO. COrnacHoO HEKOTOPbIM BapuaHTam
peanmsayumn HacTosLero n3obpeTeHnss BTopas KOMMO3ULUS COAEPXKUT CMECH, MPUYEM

npnbnuantenbHo 97 macc. % ykasaHHOW CMECU COCTaBnsieT BbilleyKasaHHbI TBepAbln



MONEKYNAPHbIA KOMMNEKC N NpubnmantenbHo 3 mMacc. % ykasaHHOW CMECU COCTaBnseT
anokena  kpemHusi. CornmacHO HEKOTOPbIM  BapuaHTam  peanusauum  HacTosILEero
nsobpeTeHnss BTOpas KOMMO3ULUUSI COAEPXKUT CYCMEH3UIO BbILLEYKa3aHHOro TBEPHoro
MOIEKYNAPHOro KOMMMekca B dapmaueBTUYeckm npuemnemom Hocutene. CornacHo
HEKOTOpPbIM BapuaHTam peanusauun HacTodaLero M3obpeTeHua BTopas KOMMO3ULUs
npeacrasnaetr cobon TabneTky, coaepxalwlyto TBEpPAbIM MOMNEKYNSAPHbIA  KOMMIEKC
CoeguHenns | unu dapmayeBTUHeCKN NPUEMIIEMON COMNMKN yKasaHHOro coeauHexnst n AC
MML. CornacHo HEKOTOpPbIM BapuvaHTam peanu3ayum HacTosiwero wusobpereHus
CoeguHeHne | npepnoxeHo B ¢opme Tabnetkun. CormacHo HEKOTOpbIM BapuaHTam
peanusauumn Hactoswero nsobpeteHna CoeguHeHue | npegnoxeHo B popme TabneTku
240 wmr (T.e. Tabnetku, cogepxawen 240 mr CoeauHeHua ). CornacHO HEKOTOPbIM
BapuaHTam peanuMsauumn HacTosiLero nsobpeteHus coeamHeHne 1 npegnoxeHo B popme
TabneTku, koTopas npoaaetcs kak SETEOPAD®.

[0009] CornmacHO HeKOTOpbIM BapuaHTam peanu3auum HacTosAwero n3obpereHns
nepeaa komnosnuus, cogepxawjaa CoeguHeHue |, cogepxut ogHO UMW HECKOMbKO K3
cneayoLwmx BeLecTB: MOHOMMApaT nakTo3bl, MWUKPOKPUCTaNMMYECKYIO LEenmonosy,
Kpockapmennosy Hatpus u creapat wmarHud. CornacHO HEeKOTOpbIM  BapuaHTam
peanusayumn Hactosilero nsobpeteHns CoegnHeHune |l npeanoxeHo B hopme TabneTky,
coagepxailen MOHOrMapaT NakTo3bl, MUWKPOKPUCTaNNMmMYecKyto Lennionoay,
Kpockapmennosy Hatpua u creapaT mMarHus. CoOrnacHO HEKOTOpbIM BapuaHTam
peanu3auum HacTosWero u3obpeTeHus ykasaHHaa TabneTtka COoAepXWUT MOKPbITUE
Tabnetkn, B COCTaB KOTOPOro BXOASAT YACTUYHO MMAPOMM30BAHHbBIA NOMNMBUHUNAMNKOrOMb,
Anokeua TutaHa, nonmnatuneHrnukonb 3350 n tanbk. CornacHo HEeKOTOPbIM BapuaHTam
peanusayumn HacToswero nsobpeteHna CoegunHerHue Il npegnoxeHo B opme TabneTkm
20 wmr, B chopme Tabnetkm 40 mr wnm B popme Tabnetkm 60 mr (T.e. Tabnetkw,
cogepxawgen 60 mr CoeaunHeHus IlI). CornacHO HEKOTOpPbIM BapuaHTam peanuaayuu
HacToswero msobpeteHuns CoeguHeHue |l npeanoxeHo B ¢opme Tabnetkm 60 wr.
CornacHo HEKOTOPbIM BapuaHTam peanusagmm HacTosiero nsobpetenns Tabnetka 60 mr
npeanoXxeHa B ynakoBke AN TaONeTok i B 6rINCTEPHON YNakoBKe.

[0010] CornacHO HeKOTOPbIM BapuaHTam peanu3auuun HacTodAwlero n3obpeteHns
BBEAEHWE [03 MOXET HABMATbCA OLHOBPEMEHHbIM WNU MNOCreAoBaTeNbHbIM, MpPUYeM
yKa3aHHOe BBEAEHME MOXHO OCYyLecTBnATb B dpopMe 0O6beAUHEHHOro coctasa Unn B
hopme oTAENbHbIX cocTaBoB. CornacHO HEKOTOPLIM BapuaHTam peannsanmmn HacTosILLEro

nsobpeteHnss nepsyto  komnoduyuo  (cogepxawjyto  CoeauHeHve II)  BBOASAT



nocrnegosaTenbHO NOcne BTOPOM kKomnosuuuu (cogepxxawien CoeguHeHune |) (Bknovas, HO
He OrpaHUYMBasiCb UMW, Crieayolme BapuaHTbl: BBOAAT OAHY UMW HECKONbKO TabneTok,
cogepxawux CoeamHeHue |, a 3atem oaHy mnn Heckonbko Tabnetok CoeguHeHus lI;
BBOAAT OAHY WNN Heckonbko Tabnetok CoegunHeHust |, 3aTteM OAHYy WM HECKOIbKO
Tabnetok CoeauHeHunsa Il, a 3atem OAHY WM Heckonbko Tabnetok CoeauHeHus ).
CornacHoO HEKOTOPbIM BapuaHTam peanusayun HacToawero u3obpeTeHns nepsyto
KOMMO3ULMIO BBOAAT nepen BTOpor komnosuymen. COornmacHoO HEKOTOPbIM BapuaHTam
peanu3ayunm HacTosLEro M300peTeHust BTOPYIO KOMMO3MUMIO BBOASAT Nepej nepBoun
komnosuymnen. CornacHo HEKOTOPbIM BapuaHTam peanusaumm HacTodAwero nsobpereHns
NnepByd KOMMO3NLUUIO BBOAAT OAHOBPEMEHHO CO BTOPOWM kKomnosvymen. CornacHo
HEKOTOPbIM BapuaHTam peanusaumm HacTodAwero u3obpeTeHus MNepByd KOMMO3NLMIO
BBOAST OAHOBPEMEHHO CO BTOPOM KOMMO3ULMEN, NOCIE YEro criejyeT BBe4eHne nepsoro
coegunHeHnsi. CornacHO HEKOTOPbIM BapuaHTam peanm3aumm HacToswero usobperteHus
nepsasi U BTOpasi KOMMNO3NUUN MPEANOXEHbl B hopMe KOMOMHMPOBAHHOrO npenapara
(cornacHO HEeKOTOpbIM BapuaHTam peanusayum Hactodawero usobpeteHunss — B popme
Tabnetkn). CornacHO HEKOTOPbIM BapuaHTam peanmsaumm HacToswero usobpeTeHus
nepsass M BTOpas KOMMO3ULUW MNPUrOTOBIIEHbI B FIEKAPCTBEHHYIO (POPMY COBMECTHO
(Hanpumep, B Buae hapmauyesTmdeckoro coctasa). CormacHO HEKOTOPbIM BapuaHTam
peanu3ayun Hactosiero usobpeteHnss BTOPYO fo3y 960 mr (Hanpumep, deTtbipe
Tabnetkm no 240 wmr) CoeguHeHua | wvnn apmaleBTUYECKM MPUEMNEMON COMU
YKa3aHHOro COeAUHEHUSA BBOAAT NpubnM3nTenbHO Yepes 12 4yacosB nocrne nepson 403bl
960 mr (Hanpumep, YeTbipex Tabnetok no 240 mr) CoeanHeHns | nnn dapmaleBTnHeckm
NPUEMNEMON COMU  yKa3aHHOro coeauHeHus. CormacHO HEeKOTOpbIM  BapuaHTam
peanu3sayun Hactoswero wmnsobpeteHmss kak CoeguHeHne | vnn dapmaueBTUYECKN
NPUEMIIEMYIO COflb YKa3aHHOro coeanHenmns, Tak n CoeguHermne |l unn doapmaueBTnyeckn
NPUEMIIEMYIO COMb YKa3aHHOro COEAUHEHUS BBOAST MepoparibHO BMecTe C NpUemMom
nMwmn mnn 6e3 Hero. CornacHO HEKOTOpPbIM BapuaHTam peanusayMn HacTOosILEro
nsobpeteHns kak CoeguHeHne | nnn dapmaueBTUYeCKN NPUEMIIEMYIO COMb YKa3aHHOMo
coegunHeHus, Tak u CoeaguHenue Il nn papmadeBTMYeCcKN NPUEMITEMYIO COfb YKa3aHHOMo
COeANHEHNS BBOASAT MepopanbHO BMecTe ¢ npuvemom nuwy. CornacHo HeKoTOpbIM
BapyaHTam peanuMsaumm Hacrtoswero usobpeteHmss kak CoeauHeHme | wnn
hapmaLeBTUYECKN MPUEMIIEMYLIO COMb YKa3aHHOrO coeguHeHns, Tak u CoeaguHerne |l nnm
hapmMaLeBTUYECKN NPUEMMIEMYIO COMb YKa3aHHOIo COeAUHEHUSI BBOAAT nepopanbHo 6e3

npuema nuwn.



[0011] CornacHo HEKOTOpbIM BapuaHTam peanusauun HacTosawero nsobpeteHus
HeonepabenbHas WnNM MeTacTaTtMyeckas MenaHoma npeacTaBnsieT cobon MenaHomy,
nonoxutensHyto no mytauum BRAFY®®. CornacHo HekoTopbiM BapuaHTam peanuaaumm
Hactoswero uM3obpeTeHns HeonepabenbHas wWnNM  MeTacTaTtuyeckas MenaHoma
npeacraesnaet cobor MeTacTaTuyeckyto mernaHomy. CornacHO HEeKOTOpbIM BapuaHTam
peanusauum HacTodawero usobpereHMs HeonepabenbHas wuwnNu MeTacTaTuyeckas
MenaHoma npegcraBnsier cobon HeonepabenbHylo menaHomy. COrmacHO HEKOTOPbIM
BapuaHtam  peanus3aumm  HacTosero  usobpeTeHumss  HeonepabenbHyro  vnu
MEeTacTaTMYECKyld MENnaHoOMy naumeHTa paHee He nogBeprann neyeHuro (Hanpumep,
BemypadgeHnbom wunu wuHrmbutopom BRAF). CormacHO HekoTopbiM BapuaHTam
peanusauun HacTosAwero U3obpeTeHns HeonepabenbHyl Unu  MeTacTaTu4eckylo
MENaHoMy nauueHTa paHee nogBepranuv NeYeHuto (COrmacHO HEKOTOpPbIM BapuaHTam
peanusayumn HacTosiLero n3obpeteHus — 6e3 nNpeaLlecTBYIOLWEro neYeHns NHrMbUTopom
BRAF).

[0012] CornacHO HeKOTOpbIM BapuaHTam peanu3auun HacToAwero n3obpeteHns

V600
F

myTauuio BRA ONpPEeAEnsIoT C NOMOoLLbIO crnocoba, BknoYatoLwero (a) ocyLecTBneHmne
aHanusa HyknemHoBol kucnoTbl (Hanpumep, [OHK, Hanpumep, reHomHon [OHK),
3KCTparMpoBaHHOW K3 obpasya MenaHoMbl nauueHta, metogom [LP (nonumepasHon

LEerNHON peakuuu) Mnu cekseHuposaHus; un (b) onpeaeneHve akcrnipeccum BRAFYE

B
ykazaHHOM o6pasye. CornacHo HEeKOTOpbIM BapuaHTam peanus3auuyM  HacToALero
n300peTeHNa ykasaHHbi obpasey MenaHoMbl SBNAETCA  3a(PUKCUPOBAHHLIM B
dopmanuHe n 3anuTbiMm napaduHom. CornmacHo HEKOTOPbIM BapuaHTam peanusauymu
HacTosilero usobpeteHus mytaumio BRAFY®® onpegensitor ¢ nomolbio criocoba,
Bkrovarowero (a) sbigeneHve OHK (Hanpumep, reHomHon OHK) 13 obpasya menaHombl
naguneHta; (b) ocywlecTBrneHne aHanu3a HyKNeUMHOBOW KUCROTbl (Hanpumep, OHK),
3KCTparnpoBaHHoOM 13 obpasya menaHombl naymeHTa, metogom MNLP; u (¢) onpeaenernue
akcnpeccun BRAFY®® B ykasanHom o6pasye. CormacHO HEKOTOpbIM BapuaHTam
peanusayun HacToswero u3obpeTeHust ykasaHHbil ofpasel MenaHOMbl SABNsAeTCs
3aPMKCUPOBaHHbIM B dOpMarivmHe 1 3anuTbiM napaguHom.

[0013] CornacHo Agpyromy acnekty B HacTodAweM W300peTeHuM NpeanoXeHbl
crnocobbl yBENUYEHUS ANUTENBHOCTU OTBETa Ha nedeHue (Hanpumep, TepaneBTUYecKoe
neyeHwe) y nayuveHTa, CTpajailollero oT HeonepabenbHOM WNU MeTacTaTUYeCcKon
MenaHOMbl  (Hanpumep, HeonepabenbHOW UNM  MeTacTaTUYeCKoW  MenaHOMbl,

FVGOO)

NONOXUTENbHOM No  MyTauunm BRA , MpyMYeM yKasaHHble Crnocobbl BKMAKOYaOT



BBEAEHME YKasaHHOMY nauueHTy (i) nepson komnosmumn, cogepxaiwlen CoegunHeHne |l
unn oapmMaleBTUYECKN NMPUEMMNEMYIO COMb YKA3aHHOro coeamnHeHns, B Aose 60 mr B gHuM 1
- 21 uumkna anutenbHOCTbO 28 aHen; u (i) BTOPOM KOMMO3ULUW, COAepKallen
CoeguHeHne | unu cdapmMayeBTUYECKU MPUEMMEMYIO COMb YKa3aHHOrO COeAUHEHWs, B
Jose 960 Mr aBa pasa B A€Hb Kaxabl A€Hb LWKNa ANUTENBHOCTLIO 28 AHEN.

[0014] CornacHo Aapyromy acnekty B HacTOsLEeM W300peTeHun npeanoxXeHsl
CcrnocoBbl OTCPOYKM MMM MPEAOTBPALLEHMST PasBUTUS  PE3UCTEHTHOCTU K FNEYEHUIO
(Hanpumep, PEe3NCTEHTHOCTU K NeYeHnto nirnbutopom BRAF) y nauveHTa, cTpagaioLlero
OT HeonepabenbHON N MeTacTaTUYEeCKOW MenaHoMbl (Hanpumep, OT HeonepabenbHOon

WM MEeTacTaTUYEeCKO MENaHOMbI, MONOXWTENbHON Mo MyTauum BRAFYEY

), npudem
yKkasaHHble crnocobbl BKMOYAKOT BBEAEHUE ykasaHHOMY nauueHty (i) CoeamHenus |l unu
hapmaLeBTUYECKN MPUEMITEMOIN CONKM YKa3aHHOTO COeanHEHNs B go3e 60 mr B gHn 1 - 21
yukna gnutenbHocTbio 28 gHen; u (i) CoeamHerns | nnu gpapmageBTUYECKN NPpUeEMNEMON
COMN YKa3aHHOro coeaunHeHus B fo3e 960 mr gBa pasa B A€Hb Kawabl AEeHb LuMKna
ANUTENBHOCTLIO 28 AHEN.

[0015] CornacHo Aapyromy acnekty B HacToseM MW300peTeHun npeanoXeHsl
dhapmayeBTUHECKME Npenaparbl, BKNovawwme (i) NepBytd KOMMO3NLUIO, COAEpPKALLYHO
[3,4-andpTop-2-[(2-dTOp-4-noaderHnn)ammHo]dennn][3-rugpokcn-3-[(2S)-2-nunepuanHun]-
1-asetuaunHmnn]vetaHoH (CoeauHeHve II) unu dapmayeBTUYECKU MPUEMMNEMYIO COIb
yKaszaHHoro coeauHeHuns; u (i) BTOpyo komnosuuyuio, cogepxawlyro {3-[5-(4-xnopdenun)-
1H-nuppono[2,3-b]nnpunanH-3-kapbonun]-2,4- androp-theHnn}-ammng nponanH-1-
cynbcpoHoBon kncnotel (CoeguHeHuwe |) mnn dapmayeBTUHeckn npUEMIEMYIO COMb
YKa3aHHOro coeamHeHusi; B opme KOMOMHMPOBAHHOIO npenapara Ans 04HOBPEMEHHOrO
UNMU  NOCNeAOoBaTENbHOMO  MPUMEHEHMSI NpU  fevYeHMn  HeonepabenbHOWn  unu
MEeTacTaTWyeckoll MenaHoMbl, MonoxuTensHol no Mmytaumn BRAFY®®  npuuem
CoepuHerne |l BBogat B gose 60 mr B gHnM 1 - 21 yukna ANUTENBHOCTBIO 28 aHEn u
CoeavHeHne | BBOAAT B Ao03e 960 Mr agBa pasa B [A€Hb Kakabll AeHb LMKNa
ANUTENBHOCTLIO 28 AHEN.

[0016] CornmacHO HeKOTOpbIM BapuaHTam peanu3auum HacToswero n3obpereHns
CoeavHeHne | wvnn hapmaueBTMHECKN NpUeMnemMasl Comnb YKa3aHHOro COeAMHEHUs
HaxoauMTCs B MO cywecTBy amopdHon chopme. CornacHo HEKOTOPbIM BapuaHTam
peanmsauun HacToswero usobpeteHns CoeguHeHne | wnu  apmalyeBTUHECKM
npuemnemasi coflb yKasaHHOro coeauHeHust Haxoautca B amopdHon cdopme. CornacHo

HEeKOTOpbIM BapuaHTam peanusauuy Hactosiwero wusobpeteHus CoeguHenve | unu



hapmaLeBTUYECKN NPUEMIEMAd COMb YKa3aHHOro COeAWHEHUS HaxoAuTCa B TBEPAOM
MOIEKYNSAPHOM Komnnekxce, o6pasoBaHHOM c aueTaTCykuuHaToOM
M4 POKCUNPONUIMETUNLENNIONO3bl  TakuMm  obOpas3oMm, 4TO YyKasaHHOe COoeAUHEHMe
angeTca ummobunusosaHHbIM B amopdHon dopme. CornacHo HEKOTOpPbIM BapuaHTam
peanusauyum  Hactodwero  usobperteHns  konuyectsa — CoeguvHenna | wnum
hbapMaLeBTUYECKN MPUEMNEMON COMW YKa3aHHOMO COEAMHEHUS W aueTtaTcykuyuHaTta
MG POKCUNPONUIMETUNLENIONO3bl B YKA3aHHOM KOMMMEKCE HaxOAAaTCsl B COOTHOLLEHWM
oT npubnunsntensHo 1:9 o npnbnmnsmtenecHo 5:5, cootBeTCcTBEHHO. COrMacHO HEKOTOPbLIM
BapuaHtam peanusagum Hactosuwero m3obpeteHusa konudectsa CoeguHeHusa | wnm
papMaLeBTUYECKN MPUEMINIEMON COMW YKa3aHHOIO COEAUHEHUA W aueTtaTcykuuHaTta
M POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCE HaxO4HaTCA B COOTHOLUEHUM
OT NpubnnsnTensHO 2:8 10 NpnbnmnsntTensHo 4.6, cOOTBETCTBEHHO. COrMacHO HEKOTOPLIM
BapuaHTam peanusagum Hactosuwero msobpeteHus konudectsa CoeguHeHus | wnm
apmMaLUeBTUYECKN MPUEMIIEMON COMW YKa3aHHOTO COEAUHEHUs U aueTaTcykuuHaTta
ML POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCe HaxOAAaTCA B COOTHOLUEHWM
npubnuautensHo 3.7, COOTBETCTBEHHO. CormacHo HEKOTOPbIM BapwaHTam peanusayun
HacTosawero usobpeteHMs  BTOpasd  KOMMO3MLUUSA  COAEPXWT  CMeCb,  MpuU4Yem
npubnuantenbHo 97 macc. % yKkasaHHOW CMECWU COCTaBnsieT BbilleyKasaHHblA TBepabli
MOMEKYNAPHbIA KOMMNEKC 1 npubnusanteneHo 3 mMacc. % ykasaHHOW CMECU COCTaBnseT
auvokena  KpemHus. CornacHo HEeKOTOpbIM — BapuaHTam peanusauum  HacTodAwlero
nsobpeTeHns BTOpas KOMMO3ULWUSA COAEPXKUT CYCMEH3UI0 BblLLEyKa3aHHOro TBEepaoro
MOMNEKYNAPHOro Komnnekca B papmaueBTUyeckn npuemnemom Hocutene. CornacHo
HEKOTOPbIM BapuaHTam peanusauum HacTosLero M3obpeTeHuss BTopasi KOMMO3nuUs
npeacrasnsier cobon TabneTky, CoAepXallylo TBEPAbIM MONEKYNSIPHbIA  KOMIMMEKC
CoepguHeHnsa | unu dapmayeBTUYeCKN NPUEMNEMON CONU ykasaHHOro coeauHeHma u AC
MML. CornacHo HEKOTOpPbIM BapuaHTam peanusaumm HacToswero usobpeTeHus
CoeguHenne | npeanoxeHo B opme Tabnetkn. CornmacHO HEKOTOpPbIM BapuaHTam
peanmsayumn Hacrosijero nsobpeteHma CoeguHeHue | npegnoxeHo B opme TabneTku
240 wr (T.e. Tabnetkn, coaepxawen 240 mr CoeguHenus [). CormacHO HEKOTOPbIM
BapuaHTam peanusauuu HacTosLero nsobpeteHus coeauHeHme 1 npesnoXeHo B opme
Tabnetku, kotopas npogaetcs kak 3EJIEOPA®® (ZELBORAF®).

[0017] CornacHO HeEKOTOPbIM BapuaHTam peanu3auun HacTosIero n3obpeteHus
nepeasi KOMMO3WMUMSI COAEPXUT OJHO WMM HECKONbKO U3  Cneayrlmx BeELeCTB:

MOHOrMAPAaT NakTo3bl, MUKPOKPUCTANMUYECKYIO LIENSIONOo3y, KPOCKapMenno3y HaTpusi u



cTeapat MarHuma. CornacHo HeKOTOpbIM BapuvaHTaMm peanusauum  HacTosLero
nsobpeteHnst CoeguHenue |l npeanoxeHo B opme TabneTku, cogepawlien MoHorngpat
NaKTo3bl, MWKPOKPUCTANNUYECKYIO LEMNMiono3sy, KpOCKapMennosy HaTpuss u creapar
mMarHus. CormacHO HEKOTOpbIM BapuaHTam peanusauum HacToswero wusobpereHus
ykasaHHasa Tabnetka CoaepXX T NOKPbITUE TAOMNETKN, B COCTaB KOTOPOro BXOAAT YACTUYHO
rMMAPONU3OBaHHbIN NONMMBMHUNAMKOrONb, AWOKCWMA TUTaHa, nonuatuneHrnukons 3350 u
Tanbk. CornmacHo HeKOTOpbIM BapwaHTam peanu3auum HacTosILEero M3obpeTeHus
CoepuHenne Il npeanoxeHo B copme Tabnetkm 20 wmr, B coopme Tabnetkm 40 mMr nnn B
dopme Tabnetkm 60 mr. CormacHO HEKOTOPbIM BapuaHTam peanu3auyum HacTosLero
nsobpeterHnsa CoeaumHerune |l npegnoxeHo B popme Tabnetkm 60 mr.

[0018] CornacHo HeKOTOpbIM BapuaHTam peanusauun HacTosawero usobpeteHuns
BBEAEHNE [03 MOXET SBMATbCS OLHOBPEMEHHBIM WNU MOCNEeAOBaTENbHbIM, MPUYEM
yKa3aHHOE BBEAEHME MOXHO OCYLIECTBNATb B popmMe OObEAMHEHHOro cocTasa Wnn B
popme oTAEnNbHbIX cocTaBoB. CornacHoO HEKOTOPbIM BapnaHTam peanmnsanum HacTosLero
usobpeteHns nepsywd  komnosuuyuwo  (cogepxawjyro  CoeauHenve II)  BBOAAT
nocrnegosaTenbHO Nocne BTOPOM kKoMnosnuum (cogepxxawien CoeguHeHue |) (Bknovas, HO
HEe OrpaHU4YMBasCb MMM, CriefyloLme BapuaHTbl: BBOAST OAHY UNN HECKONbKO TabneTok,
cogepxawux CoeanHeHue |, a 3atem oaHy vMnM Heckonbko Tabnetok CoeguHeHus lI;
BBOASAT OAHY WnNu Heckonbko Tabnetok CoeauHeHus |, 3atem OAHY WM HECKOIbKO
Tabnetok CoeguHeHus 1l, a 3atem OAHY MM Heckonbko Tabnetok CoeauHeHus ).
CornacHo HEKOTOpbIM BapuaHTam peanu3auun HacToALWEero U3obpeTeHus nepBylo
KOMMO3ULMI0 BBOAAT Nepen BTOpoM komnosuymen. COornmacHoO HEKOTOPbIM BapuaHTam
peanusayumn HacTosiILEro M3obpeTeHns BTOPYKD KOMMO3ULMIO BBOASAT Mepej NepBoun
komnosuymen. CormacHo HEKOTOPbIM BapuaHTam peanusaumm HacToswero nsobpereHns
NepBylO KOMMO3ULUIO BBOAAT OAHOBPEMEHHO CO BTOpPOW komnosuumen. CornacHo
HEKOTOPbIM BapuvaHTam peanu3auun HacToAwero U3obpeTeHUs MepBy0 KOMMO3ULMIO
BBOAST OAHOBPEMEHHO CO BTOPOM KOMMO3ULMEN, NOCIEe Yero CrneayeT BBeAeHne nepsoro
coeamnHeHnsi. CornmacHO HEKOTOpPbIM BapuaHTam peanu3aunm HacTosilero n3obpeTeHus
nepeas 1M BTOpas KOMMO3ULUUU MpeanoxeHbl B opmMe KOMOMHUPOBAHHOrO npenapara
(cormacHO HekOTOpbIM BapuaHTam peanusauuu Hactosuero nsobpereHus — B dopme
Tabnetkn). CornacHo HEKOTOPbIM BapuaHTam peanu3auyun HacTodAwero usobpeteHus
nepsad W BTOPasd KOMMO3WUWW MPUrOTOBMEHbI B NEKAPCTBEHHYIO (POPMY COBMECTHO
(Hanpumep, B Buae hapmauyesTndeckoro coctasa). CormacHO HEKOTOPbIM BapuaHTam

peanu3ayun Hactosiero wusobpeteHnss BTOPYO o3y 960 mr (Hanpumep, deTtbipe
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Tabnetkm no 240 wmr) CoefuHeHma | wnu apmaueBTUYECKU NPUEMIIEMON COMU
yKa3aHHOro CoefvHEeHUs1 BBOASAT NpubnusmMtTenbHo yepes 12 4acoB nocrne nepBon A03bl
960 mr (Hanpumep, YeTbipex Tabnetok no 240 mr) CoeanHeHns | nnn dapmauesTnyeckn
NPUEMNEMOon COMM  ykasaHHOro coeauHeHus. CornacHo HEKOTOpbIM  BapuaHTam
peanusayum Hactoswero usobpeteHus kak CoeauHeHve | wnu  apmayeBTUHECKM
NPUEMNEMYyIo COMb YKa3aHHOro coefuHeHus, Tak n CoeguHenue |l unm hapmauyesTnyeckm
NMPUEMNEMYIO COMb YKa3aHHOrO COeAWHEeHUs BBOAST MepopanbHO BMECTE C MPUEMOM
iy mnn 6e3 Hero. CornacHo HEKOTOpPbIM BapuaHTam peanusauMum HacTosILLero
nsobpeternsa kak CoeauHeHue | unu dapmMayeBTNHECKU NPUEMINEMYIO COMb YKa3aHHOro
coefguHeHus, Tak n CoegmHenmne Il nnu gpapmayeBTNYeCKn NpMemMeMyo Conb yYKasaHHOro
COefVHEHNs BBOAST nepoparnbHO BMecTe C npuemom nuwn. CornacHo HEKOTOPbIM
BapuaHTam peanusauyum Hactoswero un3obpeteHus kak CoepguHeHnve | wmnu
hapmMaLeBTUHECKN NPUEMIIEMYIO COMb YKa3aHHOro coeunHeHus, Tak n CoeguHenme |l unm
dhapmMaleBTNYECKN NPUEMIEMYIO COMb YKA3aHHOIO COEAMHEHUSI BBOAST nepopanbHo 6e3
npuema nuu.

[0019] CornacHo HeKOTOpbIM BapuaHTam peanusauun HacTosawero u3obpeteHns
HeonepabenbHas WNM MeTacTaTtMyeckas MenaHoma npeacTaBnseT cobon MenaHomy,
nonoxutensHyto no mytauum BRAFY®E. CornacHo HekoTopbIM BapuaHTam peanusamm
HacToswero wusobpeteHus HeonepabenbHas wWnNM  MeTacTatndeckass MenaHoma
npeacraesnaetr cobor MeTacTaTuyeckyto menaHomy. CornacHO HEeKOTOpbIM BapuaHTam
peanusaymm HacToswero wusobpeteHnss HeonepabenbHas uWNM  MeTacTatuveckas
MenaHoma npegcraBnsier cobon HeonepabenbHylo menaHomy. COrmacHO HEKOTOPbIM
BapuaHTam  peanu3ayuMnm  HacTosiwero  nsobpeTeHuMs  HeonepabenbHyl  Unu
MeTacTaTU4eckylo MenaHOMy nauyueHTa paHee He MNOoABepranu neveHuto (Hanpumep,
BemypadeHnbom wunu wuHrmbutopom BRAF). CormacHoO HekoTopbiM BapuaHTam
peanusauyum Hactosawero wusobpeTeHns HeonepabenbHyl UNM  MeTacTaTUYeckyto
MENaHoMy nauueHTa paHee nojBepranu NeYeHUo (COrmacHO HEKOTOPbIM BapuaHTam
peanusayumn HacTosiLero n3obpeTteHus — 6e3 nNpeaLecTBYIOLWEro neYeHns NHrmbuTopom
BRAF).

[0020] CornacHO HeEKOTOpbIM BapuaHTam peanusauumn HacTodAwero nobpereHns
myTauuio BRAFY®® onpeaensioT ¢ nomoLbto cnocoba, BKkMoYatoLLero (a) ocyLLecTBrneHmne
aHanusa HyknemHoBon kucnoTbl (Hanpumep, OHK), akcTparMpoBaHHoW u3 obpasuya
MenaHombl nauueHTta, metogom [MLP; n (b) onpeaenenue akcnpeccum BRAFY® g

ykazaHHOM ofpasye. CornmacHo HeKOTOpPbIM BapuaHTam peanu3auuMn  HacTosLLero
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n3obpeteHna ykasaHHbid obpasey MenaHombl npeacraender cobon obpasey,
3ahUKCMPOBaHHbIN B hopmManmnHe 1 3annTbii napaguHoM.

[0021] CormacHO Agpyromy acnekty B HacTosweM Wu3obpeTeHMn NpeanoXeHbl
cnocobbl BbIfOpa Tepanuu ANS nagueHTa, cTpagarowlero ot HeonepabenbHOW unm
MEeTacTaTM4YeCkon MernaHOMbl, BKMOYawLWue OonpeaerneHne MnpucyTCTBUa  MyTauuu
BRAF"®%° g o6pasLie naumeHTa, CTpaaaoLLero oT HeonepabenbHON NN MeTacTaTUYeckon
MENaHoMbl, U BbIOOpP NEKAPCTBEHHOrO CPeACTBa AMSl NEYEHMS paka Ha OCHOBaHMM
npucytcteus  myTaumm BRAFY®.  CornacHo HekoTopbiM BapuaHTam peanusaumm
HacTosLlero n3obpeTeHns yCcTaHaBnMBaloT, YTO B yKaszaHHOM obpasue aKCnpeccupyeTcs
myTauus BRAFV®® 1 BeiBupatot neueHne komnosuumen, copepxatiein CoegnHenve i, B
KombuHauum ¢ komnosmymen, cogepxawen CoegmHeHme |. CornacHo HeKOTOpbIM
BapuaHTam peanu3agum HacTosILero M300peTeHns nauuMeHT nonyyYaeT nedeHue
HeonepabenbHOM NN MEeTacTaTMYeCcKon MenaHoMbl cnocoOoM, BKMOYAKOLWMM BBEAEHME
ykasaHHOMy nauueHTy (i) nepson komnosvuuu, cogepxawen CoeguHeHue |l unn
dapmayeBTUYECKM NPUEMNEMYIO COSb YKa3aHHOro coegmnHeHuna, B Aose 60 mr e gHu 1 - 21
Uukna AnutenpHOCTbIO 28 aHen; u (i) BTopon komnosuuun, cogepxailen CoegmnHenue |
unn hapmayeBTUHECKN NPUEMMNEMYIO COMb YKa3aHHOro coeauHeHus, B gose 960 mr asa
pasa B AeHb B AHU 1 - 28 yukna AnUTEeNbHOCTbIO 28 gHEN.

[0022] CornacHO Agpyromy acnekty B HacTodAweM Wu300peTeHuMM NpeanoXeHbl
crnocobbl oNTUMU3aLUMM TepaneBTUYEeCckon 3IEKTUBHOCTY, BKMOYAOWME onpejeneHmne

npucytcTBus Mytaumn BRAFVeY

B ofpasye HeonepabenbHOW UNU MeTacTaTU4eCcKoun
MENaHoMbl nauuveHtTa u BbIGOP NPOTUBOPAKOBOrO NEKAPCTBEHHONO CpPeAcTBa Ha
OCHOBaHWM npucyTcTBus  MyTaumm BRAFY®®.  CornacHo HekoTopbiM  BapuaHTam
peanusayumn HacTosilero m3obpeTeHus yCTaHaBnuMBaloT, YTO B YykasaHHOM obpasue
akcrnpeccupyetca Mytaums BRAFY®® 1 BbiBupaloT neyeHue nepsoit KOMMO3WULMEN,
cogepxawjen CoeauHeHne |l, B komOuHaumm cCO BTOPOW KOMMO3ULMEN, CoaepXallemn
CoepuHenne |. CornacHo HEKOTOPbIM BapMaHTam peanu3aunn HacTosALWwero n3obpeTeHns
nauueHT nony4yaer neyeHne HeonepabenbHOW WnM MeTacTaTtudeckom MenaHoMbl
cnocobom, BKMOYaOWMM BBELEHWE YKasaHHOMY naumeHTy (i) nepBoM KOMMO3WLMW,
cogepxaiwjern CoeguHeHve |l unu dapmayeBTUYECKU NPUEMIIEMYIO COfb YKa3aHHOro
coefuHeHuns, B ao3e 60 mr B gHn 1 - 21 ymkna AnuMTenbHOCTbIO 28 aHen; u (i) BTopomn
komnosuuun, coaepxawen CoeauHeHne | nnu dapmayeBTUYECKM MPUEMNEMYIO COfb
yKasaHHOro coegunHeHunda, B po3e 960 mr gBa pasa B geHb B gHM 1 - 28 uyukna

ANUTENBHOCTLIO 28 AHEN.



12

[0023] CornacHo HeKOTOpbIM BapuaHTam peanusayum nboro n3 n3obpeTeHuu,
OMNCaHHbIX B HACTOSLLEN 3asiBKe, MNPUCYTCTBME (COrMacHO HEKOTOpPbIM BapuaHTam
peanmsayum HacTosiero usobpeTeHnss — MpUCYTCTBME WNKU  OTCYTCTBME) MyTaumm
BRAFY®% onpepensior B pesynbTaTe OLEHKM HYKMEWHOBOI kucnotsl BRAF. CornacHo
HEKOTOpPbIM BapuaHTam peanusauuMm HacTosAwero U3obpeTeHus NPUCYTCTBME MyTauuu
BRAF"®%° onpepensioT ¢ npUMeHeHNEM MeToAa, KOTOPbIN BbIGMPAIOT M3 NONUMEPA3HON
uenHon peakuyumn (MLUP) (Bkniovasi, HO HEe OrpaHMYMBasACb UMK, konndyecTseHHyto MLP B
peanbHOM BpemMeHn u annenb-cneyndununyio MNLP), cekBeHupoBaHusa (Bkniodas, HO He
OrpaHMYMBasAChb UMW, CEKBEHUPOBaHNE MeTOA0M CaHaXKepa W/Unm NUPOCEeKBEHMPOBaAHME),
rmbépuamsagyun C npUMeHeHuem annenb-cneynduYHbIX OMUIOHYKNEOTUAOB, JOCTPONKM
npavmMepa, annenb-cneundPuyHoro NUrMpoBaHUA MNM METOAUK 3NeKTpodopeTnyeckoro
pasgeneHus  (BkNYas, HO HE OrpaHuUYMBasicb MMMW, aHanus OAHOLENOYE4YHOro
KOHpopmaumoHHoro nonumopadusma (SSCP, single-strand conformation polymorphism) u
reTepoayneKkCHbIN aHanns), a Takke 13 aHanu3oB C npumeHeHnem 5'-Hykneas. CornacHo
HEKOTOpPbIM BapuaHTam peanusauuMm HacTosAwero U3obpeTeHus NPUCYTCTBME MyTauuu
BRAFY®® onpepensiot ¢ npumerenunem MLP nnu cekseHnposaHms. CornacHo HEKOTOPbIM
BapuaHTaM peanu3auun HacTosLEro M3oBpeTeHus npucyTcTBMe myTauum BRAFYE®
onpefensiT MEeToaoM, BKMYawwum (@) ocyulectBrneHne aHanmsa reHomHou [OHK,
3KCTparnpoBaHHOM 13 obpasua menaHombl nayueHTta, metogom MLP; n (b) onpenenernne
3KCNpeccun MyTaHTHOro nonuHykneotuaa BRAF B pesynbrtate CeKBeHUPOBaHUS
HYKITEMHOBOW KUCIOTbI, amnnuduyuposaHHon metogom [MLP. CormacHO HeKoTopbiM
BapuaHTaM peanu3auun HacTosLEro M3oBpeTeHus npucyTcTBMe myTauum BRAFYE®
onpeaenstoT MeToaom (a) rbpugmsaymm nepBoro U BTOPOrO ONMIOHYKMEOTUAOB C MO
MEHbLLUEA Mepe OAHMM BapWaHTOM nocneaoBaTencHoCTU-MUWEeHn BRAF; npuuem
YKa3aHHbIA MEepBblA  ONUIOHYKNEOTUA SBMSIETCA MO  MEHbLIEA Mepe 4YacTUYHO
KOMMMAEMEHTapPHbIM OJHOMY UMW HECKOMNbKUM BapuaHTam nocnefoBaTenbHOCTU-MULLEHU
W YKasaHHbl BTOPOW OMUIOHYKNEOTMZ SBNSAETCA MO MEHbLUEN Mepe YacTUYHO
KOMMMEMEHTaPHbIM OLHOMY WU HECKOMNbKUM BapuaHtam nocnefoBaTenbHOCTU-MULLEHN
N COAEPXKWT MO MeEHbLlEN Mepe OAWH BHYTPEHHUA CENEeKTUMBHbIA  HYKMNeoTua,
KOMMMEMEHTaPHbIN UCKMIOYUTENBHO OAHOMY BapyaHTy nocnegosaTensHOCTU-mueHu; (b)
YANUHEHWE BTOPOro ONMUIOHYKMEOTUAa C NOMOLLLIO NONUMEPasbl HYKNEWMHOBOW KUCMOTI,
npuYeM YykasaHHas nonumepasa crnocobHa npefnoYTUTENbHO YAMNWHATL YKa3aHHbIN
BTOPOW ONUIOHYKNEOTUI, KOrga yKasaHHbI CENneKTUMBHbIA HykneoTtua obpasyeT napy

OCHOBaHUA C MULLEHbIO, N NO CYLLECTBY MEHee CnocoBHa YAMMHSTb YKasaHHbIA BTOPOW
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ONMUrOHYKNeOoTUd, KOr4a YKasaHHbIM CEenekTUBHbIN HykneoTua He obpasyeT napy
OCHOBaHMN C MMLLUEHbIO; U (C) OBHapyKeHMe MPOAYKTOB YANMHEHUS ONMUIOHYKIEOTUAA,
MpUyeM  yKasaHHOe  YANUWHEHME CBUAETENbCTBYET O MPUCYTCTBUM  BapuaHta
nocnejoBaTenbHOCTU-MULLEHW, K KOTOPOW YKa3aHHbIW  ONMUIOHYKMEOTWUS COAEPXUT
KOMMMEMEHTAPHbIN  CENeKTUBHbIA  Hykneotua. CormacHoO HEKOTOpbIM  BapuaHTam
peanunsayun HacTtoswero wmnsobpereHns ykasaHHbil obpasey (obpasey MenaHoMbl)
npeacraenseT cobon obpasel, 3athUKCUPOBaHHbIN B pOpMarnivHe 1 3anuTbliii napaduHOM.
YkasaHHbin OOpasey MoxeT OblTb MOMyYeH [0 Hayana nedeHust nayueHTa
NPOTUBOPAaKOBbLIM NEKapCTBEHHbIM CPEACTBOM. YKasaHHbIN obpaseL] MOXeT BbITb Nomny4veH
U3 NEepBUYHOW ONYXOMNMU UNN U3 METacTaTU4EeCKOW ONyxonu. YkasaHHbln obpasel MOXeT
ObITb MOMyYeH, korga pak 6bin AuarHocTUpoBaH BNepBble, WU/UMNK, HaNnpuMep, Nocne Toro,
Kak onyxonb MeTacTtasuposana. CormacHO HEKOTOpbIM BapuaHTam peanusaymm
HacTosiLLero n3obpeTeHns ykasaHHbI obpasel, MeTacTaTU4eckon OMyxonu MonyyvyeH us
nerknx, KoOXu, nMmdartmyeckoro ysna, KOCTW, MNEeYEHM, TOMNCTOW KWLUKW, LUTOBULHOW
»enesbl NN AUYHUKa.

[0024] CornacHo ppyromy acnekty crnocobbl, ONUCaHHbIE B HACTOSILLEW 3asiBKe,
TaKke BKMIOYAKOT NEYEHWE [OMONMHUTENBbHBIM TepaneBTUYeckum areHtom. CormacHo
HEKOTOpPbIM BapuvaHTam peanu3auyum HacToswero M3obpeTeHuss  LOMONHUTENbHbBIN
TepaneBTUYECKUA areHT npeacTaBnsieT cobon  NPOTUBOPAKOBOE  NEKAPCTBEHHOE
CpPeAcCTBO.

[0025] CornacHo Aapyromy acnekty B HacTosLeM MW300peTeHun npearoXeHsl
Habopbl, Bknovawwme (i) nepeyld Komnosvuumio, cogepxawyw CoeguHeHne [l mvnm
dapmayeBTUHECKM MNPUEMIIEMYIO COMb  YKa3aHHOro coeaumHeHuns; u (i) BTOpylO
komnosuymio, cogepxailyto CoegnHeHue | nnm dapmaueBTnyeckn npuemnemyto Corb
yKa3aHHOro coeauHeHus. CornacHoO HEKOTOPbIM BapuaHTam peanu3adum HacTOoALLEero
M300pEeTEHNSA YKa3aHHbIN HABOP BKIOYAET WMHCTPYKUMKM ANS OcyllecTBneHusa noboro m3
crnocoboB, OMMCaHHbIX B HacToswen 3asBke. COrmacHO HEKOTOpPbIM BapuaHTam
peanmsayum HacTosILLEro M300peTeHnst yKasaHHbIE€ WHCTPYKUMW MpeAHasHayYeHbl Ans
crnocoBoB neveHus (Hanpumep, TepaneBTUYECKOro NeYeHns) nayneHTa, CTpajgaroLlero ot
HeonepabenbHOM WM MeTacTaTUY4eCKON MeENaHOMbl, MOMOXUTENBHOW MO  MyTaumm
BRAFY®® npuuem ykasaHHble Crocobbl BKMIOYAOT BBEAEHWE yKasaHHOMY naumeHTy (i)
nepBor KOMMO3NLUUK, coaepxalwlen coegumHerune |l unm dpapmayeBTU4ecku npuemMnemyto
COfb YKa3aHHOro coeguHeHus, B o3e 60 mr B gHK 1 - 21 ynkna AnUTENbHOCTLIO 28 AHEN;

n (i) BTOPOM KOMMO3MUMW, coaepxawen coeguHeHne | wunu dapmaueBTUIECKN
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NPUeMNEMYy0 Cofb YKa3aHHOro coeamHeHns, B 4o3e 960 mr gBa pasa B A€Hb B aHM 1 - 28
Uukna AanvtenbHocTbio 28 paHel. CormacHo HEKOTOpbIM  BapuaHTam  peanuvsagum
HacToawero M3obpeTeHns ykasaHHble Habopbl NpegHasHayeHbl ANs MPUMEHEHUSA Mpu
neyeHum HeonepabenbHON WM MeTacTaTtUdeCKoOM MeNnaHOMbl, MNONMOXWUTENbHON Mo
myTaumm BRAFY®®.  CornacHo HeKoTOpbIM BapuaHTam peanu3auum  HacTosILLEro
n300peTeHNa ykasaHHas MenaHoma npeacrasnder cobon HeonepabenbHyl unu

FYe%%E  CornacHo

METacTaTMYECKYID MENaHoOMy, MONOXUTENbHYD no mytauyum BRA
HEeKOTOPbIM BapuaHTaMm peanusadun HacTosilero nsobpeteHms HeonepabenbHylo unm
METacTaTM4ecKylo MenaHoMmy paHee He nogsepranu ne4vyeHutio. CornacHo HEeKOTOPbIM
BapMaHTam  peanusauum  HacToswero  M3o0peTeHuss  HeonepabenbHyw  vnu
METacTaTM4eckylo MenaHoMy nauymeHTa paHee noaseprany nedvyeHuo  (cornacHo
HEKOTOpPbIM BapuaHTam peanusayum HacTosero nsobpeteHns — 6e3 npeaLlecTByoLEero
neyeHnss uHrméutopom BRAF). CornmacHO HeKOTOpbIM BapuaHTam peanu3ayum
HacTosilero M3o0peTeHus nepsas  komnosvums, cogepxawjas CoeauHeHune I,
npeacrasnser cobon Tabnetky. CornacHO HEKOTOPbIM BapuaHTam peanusauymm
HacTosilero u3obpeTeHnss BToOpas komnosvmuus, coaepxawas CoeauHeHue |,
npeacrasnser cobon Tabnetky. CornacHO HEKOTOpPbIM BapuaHTam peanusayum
HacTosiLero usobpeTeHnst kak nepeasi komnosuyus, cogepxaiwgas CoegunHeHune I, Tak n
BTOpas komnosunums, copaepxawaa CoeguHeHne |, npegnoxeHol B copme TabneTku.
CornacHO HeKOTOpbIM BapuvaHTam peanuMsauMm HacTosiwero msobperteHus nepsas
Komnosnumsa, coaepxawaa CoeanHeHne |, M BTOpas KOMMO3MUMs, coaepallas
CoeavHeHne |l, npeanoxeHbl B BMAE E€AWHWYHOW A03UPOBaHHOW opmbl. CornacHo
HEeKOTOPbIM BapuaHTam peanuMsadun HacTosilero us3obpeTteHus nepsasi KOMMO3ULUS,
cogepxawjaa CoeauHeHune I, n BTOpas komnosvums, cogepxawjas CoepuHenune |,
NPUrOTOBIIEHbI B NEKApPCTBEHHYID OpMy COBMECTHO  (Hanpumep, B  BuAe
thapmaLeBTNYECKOro COCTaBa).

[0026] CornacHO Agpyromy acnekty B HacTosweM Wu300peTeHuM NpeanoXeHbI
usgenvs Ans nNpuMeHeHUs npu nevyeHuy (Hanpumep, npu TepaneBTUYECKOM feyvyeHun)
paka (Takoro kak HeonepabenbHas UnNu metTacTaTtuyeckas MenaHoma, nonoXXuTenoHasi no

MyTauum BRAFY6%).

YkasaHHOe wu3genue BKMKOYAET KOHTEWHEP W 3TUKETKY Wnu
WHCTPYKLMIO NO MPUMEHEHUIO, KOTOPblE HaxOAATCA Ha KOHTEWHEpe WNM OTHOCATCH K
KOHTenHepy. [loaxoaswme KOHTEeMHepbl BKMOYAlT, Hanpumep, OyTbINKW, GNakoHbl,
Lnpurubl, yNakoBku Ans TabneTok, 6rMcTepHble YNakoBkM, AUCKOBble ynakoBku (dial pack)

n T1.4. CormacHo HEKOTOPbIM BapwaHTam peanusauuM HacTosLwero u3obpeTeHus
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yKasaHHOe usjenue BKIIoYaeT KOHTENHep u TabneTky, cogepxawyto 60 mr CoefnHeHns
[I. CornacHO HEKOTOpbIM BapuaHTaMm peanuiagum HacTosLEero n3obpeTeHus ykasaHHoe
nsgenue BKNYaeT KOHTEHep 1 TabneTky, coaepxatlyto 20 mr nnm 40 mr CoeguHerus |l
CornacHo HeKOTOpbIM BapuaHTam peanusauMu HacTOSLEro U3oBpeTeHus ykasaHHoe
usgenuve BKIIOYaeT KOHTEWHep, cogepxawuin (a) nepsyd KOMMO3ULUMIO, coepKallyto
CoeauHerne |l (Hanpumep, 60 mr CoeaunHeHus |l), npeanoxeHnyto B hopme Tabnetku, n
(b) BTOpPYIO KOMMO3MUMIO, cogepxalyyto CoeguHenune | (Hanpumep, 960 mr CoeaunHeHus ),
npeanoxeHHyo B dopme TabneTkn. CormacHO HEKOTOPbIM BapuaHTam peanusaymm
HacTosiLero n3o0peTeHNs1 YKasaHHbI KOHTEMHEP MNpPeAcTaBnsaAeT COoOOM ynakoBKy Ans
TabneTok unu GnucTepHyto ynakosky. CornmacHoO HEKOTOpbIM BapwaHTam peanusayum
Hactoawero usobpeTeHua ykasaHHoe wusgenue (Hanpumep, NpepnoXeHHoe B opme
yrnakoBKn Anst TabneTok unu GnMCTepHON ynakoBkM) cogepuT 21 Tabnetky Komnosnumm,
coaepxaiwjenn CoeaunHenme Il (Hanpumep, 60 mr CoeauHenus Il); a Tawke TabneTkm
komnosuyun, cogepxallern CoegunHenue | (Hanpumep, 960 mr CoegunHeHns | (Hanpumep,
yeTbipe Tabnetkm no 240 wr)). CormacHO HEKOTOpPbIM BapuaHTam peanusagum
HacTosLero n3obpeTeHns Ha yKkasaHHOW 3TUKETKE NPefnoXeHbl MHCTPYKUUKU Ans nobdoro
13 cnocoboB NEYEHUs], ONUCAHHbIX B HACTOSILLIEN 3asBKe.

[0027] CornacHO ppyromy acnekty B HacTosweM Wu3o0bpeTeHur NpeanoXeHbI
AwnarHoctudyeckue Habopbl, NpUrogHble Ans obHapyXeHmsa ntoboro 04HOro UM HECKOMbKMX
BuomapkepoB, OMUCaHHbIX B HacTodAwen 3adsBke. COOTBETCTBEHHO, B HAacTOALEM
M300peETEHNN NPEANOXEH ANArHOCTUYECKMA Habop, KOTOPbIN COAEPXKUT OAWUH UMK
HECKONbKO peakTUBOB ANA onpeaeneHus akcnpeccun BRAF, Takom kak akcnpeccus
6uomapkepa BRAFY®® B obpasye nauveHTa, cTpajaiollero oT paka. B HekoTopbix
cnyyasx Habop JOMOMHUTENBbHO BKIHOYAET WHCTPYKUMM MO MPUMEHEHUID YKa3aHHOro
Habopa, B criydyae ecrnuv B HeonepabenbHON UNn MeTacTaTM4eCckon MenaHoMe nayueHTta

skcnpeccupyetcs BRAF V%

, Ana Bbibopa nedenus CoeguHeHuem Il B komBuHauum c
CoeguHeHnem | (Hanpumep, ANS TepaneBTMYECKOro NEeYeHusl) nauyuveHTa, npu4em
ykasaHHoe rnedeHue BkrodaeT BeBeaeHue (i) CoeauHenms |l vnm dapmadeBTUYECKN
NPUEMIIEMON CONMN YKA3aHHOro coeauHeHnsa B ao3e 60 mr B gHM 1 - 21 uyukna
AnutenbHocTbio 28 aHen; u (i) CoegnHeHns | nnu dapmaueBTUYeckn NpMeMneEMon Conm
yKasaHHoOro coejuHeHua B po3e 960 mr gsa pasa B AeHb B aHM 1 - 28 uukna
AnvtenbHocTblo 28 aHen. COrnacHO HEKOTOPbIM BapuvaHTaMm peanusauum HacTosLLero
nsobpeTeHnss HeonepabenbHY UNU MeTacTaTUYECKyld MENaHoOMy MauueHTa paHee He

nogseprany ne4yeHumo. CornacHO HEKOTOPbIM BapuaHTam peanusauum HacTosLero



16

nsobpeTeHnsa HeonepabenbHYlO WM MeTacTaTUYecKylo MenaHoMmy nauueHTa paHee
nogBeprany fe4yeHuo (CornacHO HEKOTOPbIM BapuaHTam peanuMsayum  HacTOsILLEro
nsobpeteHns — 6e3 npeaLecTBYIOLEro neyeHus nHrnbutopom BRAF).

[0028] CornacHO pgpyromy acnekty B HacTodweM Wu3obpeTeHur MpeanoXeHbl
crnocobbl ANS NPOABMXEHUSA UMW Peknambl NEKAPCTBEHHOrO CPeAcTBa ANA NeYeHMs paka,
BKIIOMaloLne npoagBuXKeHWe B LUeneBon ayautopuu npumeHeHus CoeguHenusa |l ans
neyeHns (Hanpumep, ANs TEpPaneBTUYECKOro NeuveHus) nayueHTa, CTpagarowero or
HeonepabenbHOM WM MeTacTaTUYeCKON MENaHOMbl, MOMOKUTENBHON MO  MyTaumm
BRAFY® B kom6uHaumm ¢ BemypadeHMBOM, MPUYEM YkasaHHOe JleYeHWe BKMoyaeT
BeegeHvne (i) CoeguHeHusa Il vnn dapmayeBTUYECKN MPUEMIIEMON COMNWU yKasaHHOro
coeamHeHns B gose 60 mr B gHn 1 - 21 umkna anutenbHOCTLIO 28 aHen; u (i) CoeamnHeHns
| nn chapmayeBTUHECKN NPUEMNEMON COMN YKa3aHHOIo CoeauHeHns B gose 960 Mmr gsa
pasa B AeHb B gHM 1 - 28 uymkna anutenbHOCTbio 28 aHen. CormacHO HEeKOTOPbIM
BapuaHtam  peanus3auum  HacToswero  usobpeTeHuss  HeonepabenbHyld  Mnu
MEeTacTaTMYECKyl0 MEenaHoOMy nauueHTa paHee He nojBeprann neyeHuo (Hanpumep,
BemypaeHnbéom wunu  mHrmbmutopom BRAF). CornacHO HeKoTOpbiM  BapuaHtam
peanuMsauunm  HacTosiLero U3obpeTeHns HeonepabenbHyl Wnu  MeTacTaTu4ecKyto
MENaHoOMy nauueHTa paHee noABepranu NEeYeHuo (COrmacHO HEKOTOPbIM BapuaHTam
peanusayumn HacTosiLero n3obpeteHus — 6e3 nNpeaLecTBYIOLEro feYeHns NHIMbUTOpPoOM
BRAF).

[0029] CornacHo Appyromy acnekty B HacToswem Uu3obpeTreHun npeanoXeHsl
MeTOAbl BEAeHUA BusHeca, BKNOYaLWmMe BbIBOS HA PbIHOK NpuMeHeHuss CoeanHexuns
AN neveHusa (Hanpumep, ANs TepaneBTUYECKOrO NEYEHUs) NaumneHTa, cTpajawLwero ot
HeonepabenbHOM WNM  MeTacTaTUY4eCKONM MeENaHOMbl, MOMNOXUTENBHON MO  MyTauum
BRAFY®? B komBuHaumm ¢ CoeavHeHWeM |, nMpuyeMm ykasaHHOe NeyeHue BKMovaeT
BeegeHne (i) CoeauHeHns |l nnn apmaueBTMHECKM MNPUEMIIEMON COMKU YKa3aHHOro
coegunHeHns B go3e 60 mr B gHn 1 - 21 umkna anutensHoCcTbio 28 aHen; u (i) CoeamHeHuns
| nnn hapmauyeBTUyYEeCKN NPUEMNEMON COMWN YKa3aHHOro coeamHeHus B fose 960 mr gsa
pasa B AeHb B AHM 1 - 28 umkna anutenbHOCTb0 28 aHen. CormacHO HEeKOTOPbIM
BapuaHtam  peanus3auum  HacTosAwero  usobpeTeHus  HeonepabenbHylo  vnu
MeTacTaTUYeCcKyl0 MenaHoMy naumeHTa paHee He nojsepranuv neyeHuto (Hanpumep,
BemypadeHnéom wunu wuHrmbutopom BRAF). CormacHO HekOTOpbiM BapuaHTam
peanmsayum HacTosiLero MsobpeTeHus HeonepabenbHyl WnuM  MeTacTaTuieckyto

MenaHoMy nauueHTa paHee nojBeprany NeyYeHuto (CornmacHo HEeKOTOpPbIM BapuaHTam
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peanunsayumn HacTosLero nobpeteHus — 6e3 NpeaLecTBYIOWEro NeYeHns MHrMbuTopom
BRAF).

[0030] daHHble n apyrve acnekTbl U MpenMyLlecTBa HacToSALEero n3obpeTeHus
OyayT O4YEBMAHLIMW M3 Creaylolero nogpobHOro onucaHus KU npunaraemon hopmyrbl
nsobpeteHnsa. Cnegyer NOHMMAThL, YTO O4HO, HEKOTOpPLIE UM BCE U3 CBOWCTB PasfiNyHbIX
BapMaHTOB peanu3auun HacTosLero u3obpeTeHns, OMMCaHHbIX B HaCTOALLEN 3asiBKe,
MOryT ObITb 00beaMHEHbI ANA 0O6pasoBaHUa APYrMX BapUaHTOB peanusauun HacTosILLero
nsobpeTeHus.

KPATKOE ONMUCAHNE ®UTYP

[0031] Ha curype 1 npeacraBneH nnaH yBenMYeHWUs A03bl ANA KIMUHUYECKOro
nccnegosaHua Pasbl b, Bkniovawowero nedeHne kombuHaumen BemypacdeHnba u
GDC-0973, koTopble BBOASIT COMMACHO OLHOMY W3 CREAYILWMX PEXMMOB BBEAEHUS
ANUTEnNbHOCTLIO 28 aHen: 14 aHeW nogpsh npuema uccrneayemoro npenapara, nocrne
4Yero CrneayroT NeKapCTBEHHble KaHWKYNbl ANUTENbHOCTHIO 14 pHen (14/14), 21 peHb
noapsa npuema WUccneayemoro npenapara, nocne 4vero CneayrT NeKkapCTBEHHble
KaHWKynbl ANUTENbHOCTLIO 7 gHen (21/7), nnn HENpPepbIBHLIM NPUEM €XeaHEBHOW 4,03bl
(28/0). ANWUTENbHOCTb KaXKa0ro LUMKna nevyeHns coctaBnsaeT 28 AHeER.

[0032] Ha durype 2 npencrtaBneHa cxema BBeAEHUS 403 ANs BemypadeHunda u
GDC-0973 vnn nnauebo. NokasaHkbl ABa UWKNa BBEAEHUS 403.

[0033] Ha dourype 3 npeacTaBneHbl XapakTepucTUKA NayneHToB.

[0034] Ha durype 4 npeacraBneHbl HEXenaTenbHble SBNeHus, oOycnoBneHHbIe
npuemom BemypadeHunda nnn GDC-0973, BO3HMKLUME Y BCEX NALNEHTOB.

[0035] Ha dhurype 5 npeacraBneHbl HeXenartenbHble SIBIIEHUS, KOTOPbIE NPUBENN
K NPeKkpalleHnio Tepanuu, YMEHbLLUEHMIO A03bl U MOMHOMY AOCPOYHOMY 3aBEPLUEHUIO
npuema npenapara.

[0036] Ha dhurype 6 npeacTaBneHbl USMEHEHNSA pasMepa Onyxonn OT UCXOAHOro
YPOBHSI A0 Hauyyllero oTBeTa y NauueHTOB, Ybe 3aboneBaHne nporpeccupoBanc npu
npeaLwecTBYOLLEM BBEAEHNUM BEMYypadeHuba.

[0037] Ha durype 7 npepcraBneHbl U3BMEHEHNSA pas3mepa Onyxonn OT UCXO4HOro
YPOBHAI A0 Haumydlwero oTBeTa y NauWeHTOB, KOTOPble paHee He MNpoXoaunu Kypc
neyeHus semypadgeHmndom.

[0038] Ha cdurypax 8A n B npeacrasneHo: A. OTBET naymeHTa, Ybe 3abonesaHune
NPOrpeccMpoBano BO BPeMs MNPeALUIeCTBYOWEro nedeHuss BemypadeHubom, nocne

neyeHns semypadeHunbom + GDC-0973 B dopme n300pakeHUsi, NONYYEHHOTO METOLOM
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M3T (NO3NTPOHHO-3MNCCMOHHOW ToMorpacdumn). B. [lononHUTenbHbIE NpUMEpPLl OTBETOB B
dopme mnsobpaxeHnn MNIT naymeHToB, Ybe 3aboneBaHue NPOrpeccupoBano BO BPEMS
NPeALIecTBYIOWEro  nevyeHnss  BemypadeHMboM,  KOTopble  nonyyanu  nedveHve
BemypadeHndbom + GDC-0973 (GDC).

noaPOBHOE ONMUCAHUE N3OBPETEHUA

[0039] dapmaueBTMHECKMA npenapar, cogepxawmn (i) nepByd KOMMO3ULMIO,
kotopas cogepxut [3,4-audTop-2-[(2-hbTop-4-noadenun)ammHo]dperunn][3-rngpokcu-3-
[(2S)-2-nunepuannun]-1-asetuguHmnnlmetadoH (CoeguHenue 1) unn dapmalesTnyeckm
NPUEMNEMYIO COJflb YKa3aHHOro coeauHeHus; u (i) BTOPYH KOMMNO3ULMIO, KOoTOopas
coaepxnT {3-[5-(4-xnopdenun)-1H-nnppono[2,3-blnnpngnH-3-kapboHun]-2,4-audTop-
deHun}-amng nponax-1-cynboHoBon kucnotel (CoeanHenune |) unu gapmaueBTnyecku
NPUEMNEMYIO COMb YKa3aHHOro COEAMHEHUS; B (hOpMe KOMOWHMPOBAHHOrO Mpenapara
AN OAHOBPEMEHHOTO  UNU  MOCNeAOBaTEeNbHOrO  MPUMEHEHVMSI MPU  NeYEeHUn
HeonepabenbHOM WM MeTacTaTUYeCKON MeNaHOMbl, MOMOXUTENBHOW MO  MyTauum
BRAFY*®  npuuem Coeavnenue |l BBogaT B fose 60 mr B gHu 1 - 21 yukna
anutenbHocTbio 28 gHen n CoeaunHeHmne | BBoaaT B go3e 960 Mmr aBa pasa B 4eHb KaxabIn
JeHb UMKna AnnTenbHOCTbIO 28 AHEN.

[0040] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiLeM Wn3o0peTeHum
npeanoxeH dapmauesTudeckmn npenapatr no absagy [0039], npuyem nepByro
KOMMNO3ULMIO BBOAST NOCNEAOBATENbHO NOCNE BTOPON KOMMNO3ULUK.

[0041] CornacHo gpyromy BapvaHTy peanusauum B HacTosaweM M3obpeTeHuun
npeanoxeH dapmauesTudecknn npenapat no absagy [0039], npuyem nepByto
KOMMNO3ULMIO BBOAAT OAHOBPEMEHHO CO BTOPOW KOMMO3ULNEN.

[0042] CornacHo gpyromy BapuaHTy peanu3auum B HacToswem u3obpeTeHum
npeanoxeH dapmauestTmyeckuin npenapat no abdsauy [0039], npuyem nepsas u BTopas
KOMMNO3ULMW NPUIroTOBIEHbI B NEKAPCTBEHHYIO (hOPMY COBMECTHO.

[0043] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum
npeanoxeH apmauesTnyeckun npenapart no nwodomy us absaues ¢ [0039] no [0042],
npudem CoeavHeHne | wunn dapmayeBTUYECKN NpUeMnemMasl CoMnb  YKa3aHHOro
COeANHEHNSI HAaXOAUTCH B NO CyLLECTBY amopdHon dopme.

[0044] CornacHo gpyromy BapuaHTy peanus3auum B HacTodwem Wu3obpeTeHuu
npeanoxeH apmauesTuyeckun npenapart no nwdomy u3 abdsaues ¢ [0039] no [0042],
npudem CoeanHeHne | wunu dapmayeBTUYECKN NpUemMnemMasl Comnb  YKas3aHHOoro

COe4NHEHNSI HAaX0AUTCA B amopdHon chopme.



19

[0045] CornacHo gpyromy BapuaHTy peanusauum B HacTosem unsobpereHuu
npeanoxeH apmauesTnyeckun npenapat no nwodomy us absaues ¢ [0039] no [0044],
npuyem CoeguHeHne | wnu  apmayeBTUHeckn npuemnemMasl Cconb  YKasaHHoro
COEAMHEHNS HaxoAUTCA B TBEPAOM MOMEKYMNSPHOM KOMMNekce, o6pasoBaHHOM C
auerarCykUMHaToOM MapOoKCUNPONUIIMETUNLENIIONO3bl Taknm obpasoMm, YTO ykasaHHoe
coeAMHeHNe ABnaeTca MMMOOUNN3OBaHHbLIM B aMopdHOU dopme.

[0046] CornacHo Apyromy BapuaHTy peanusauum B HacTosiwem u3obpeTeHun
npeanoxeH dapmauyesTmyecknin npenapat no abdsaygy [0045], npuuem KonuyecTBa
CoeguHeHns | unu dapmaueBTUYeCcKn NPUEMIEMON COMWN YKa3aHHOro COEAMHEHUS W
auerarcykuymHaTa rmgpoKcunponunMeTunyennionosbl B ykasaHHOM KOMMMEKCe HaxoaaTca
B COOTHOLLEHMM OT NpUbnmanTensHo 1:9 A0 npnbnunantensHo 5:5, COOTBETCTBEHHO.

[0047] CornacHO Apyromy BapuaHTy peanu3auum B HacToswem Wn3obpeTeHum
npeanoxeH dapmauyesTmyecknin npenapat no abdsayy [0045], npuuem KonudecTsBa
CoeguHeHns | unu dapmaueBTUYeCcKn NPUEMMEMON COMN YKa3aHHOrO COEAUHEHUS W
auerarcykuymHaTa rmgpoKcunponunMeTunUennionosbl B ykasaHHOM KOMMNEKce HaxoaaTcs
B COOTHOLLEHMN OT NpUbnmManTensHo 2,8 40 npnbnunantensHo 4,6, COOTBETCTBEHHO.

[0048] CornacHo apyromy BapuaHTy peanusadun B HacToSLEM U300peTeHuu
npeanoxeH dapmauyesTuyecknn npenapat no abdsaygy [0045], npuuem KonudecTtBa
CoeguHeHns | unu dapmaueBTYEeCKn NPUEMIEMON COMWN YKa3aHHOro COEAMHEHUs W
auerarcykuymHaTa rmapoKcunponunIMeTunUennionosbl B ykasaHHOM KOMMNEKCe HaxoaaTcs
B COOTHOLLEHMN NPUBNN3NTENBHO 3:7, COOTBETCTBEHHO.

[0049] CornacHoO Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum
npeanoxeH dapmauyesTmyecknin npenapat no abdsaugy [0045], npuuem KonuyecTsBa
CoeguHenns | unu dapmaueBTYEeCKn NPUEMIEMON COMWN YKa3aHHOro COEAMHEHUS W”
auerarcykuymHaTa rmapoKcunponunMeTunyennionosbl B ykasaHHOM KOMMMEKce HaxoaAaTCa
B COOTHOLLUEHUN 3.7, COOTBETCTBEHHO.

[0050] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiem Wn3obpeTeHum
npeanoxeH apmauesTnyeckun npenapart no nodomy us absaues ¢ [0039] no [0049],
npyvyem BTOpas KOMMO3NLMS COAEPKUT CMECH, OTMNYAIOLLYIOCS TEM, YTO NPUBNU3NTENBHO
97 macc. % ykasaHHOW CMECU COCTaBISAET TBEPAbIN MOMNEKYNSAPHbLIA KOMMNEKC MO N. 7 n
nNpubnuantensHo 3 macc. % ykasaHHOW CMEeCU COCTaBNAET AUOKCUA KPEMHUS.

[0051] CornacHO Apyromy BapuaHTy peanu3auum B HacToswem Wn3obpeTeHum

npeanoxeH apmaueBTMyeckMii npenapart no nwodomy 13 absauyes ¢ [0039] no [0049],
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npuyem BTOpas KOMMO3ULUSA COAEPXKUT CYCMNEH3UIO TBEPAOro MOMEKYNAPHOro KoMnmekca
no n. 7 B papmaueBTUYECKN NPUEMNEMOM HOCUTENE.

[0052] CornacHO gpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH apmauesTnyeckmn npenapart no nodomy u3 adsaues ¢ [0039] no [0049],
npuyem BTOpas KOMMO3Muua npeacTtasndet cobon Tabnetky, coaepxallyl Teepabln
MOneKkynapHeln  komnnekc CoeauHeHnsa | unn dapmayeBTUyeckn npuemMnemMon comnu
ykasaHHoro coeguHenus n AC IMmL,.

[0053] CornacHo Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum
npeanoxeH apmayesTnyeckmn npenapart no nwodomy u3 absauyes ¢ [0039] no [0052],
npuyem nepBas KOMMO3ULUA COAEPXMT OAHO WMWN HECKOMNbKO U3 CNefyioLMX BeLlecTB:
MOHOMMAPAaT MNaKTo3bl, MUKPOKPUCTANNUYECKYIO LIeNMonosy, KpockapMennosy HaTtpus u
cTeapart MarHus.

[0054] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiem Wn3obpeTeHum
npeanoxeH apmayesTnyeckmn npenapart no nodomy u3 absauyes ¢ [0039] no [0052],
npuyem CoeauHenune Il npeanoxeHo B cdopme TabneTkn, coepxallend MOoHoruapar
NaKTo3bl, MWKPOKPUCTANMUYECKYIO LEenmnionosy, KpockapMmennosy HaTpus W creapar
MarHus.

[0055] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH dapmayesTuieckni npenapat no absaugy [0054], npuuem ykasaHHas
Tabnetka COAEPXWT MOKPbITUE TabNeTkn, B COCTaB KOTOPOro BXOAAT YaCTUYHO
rMMAPONU3OBaHHbIA NOMMBUHUNAMNKOrONb, AWOKCWMA TUTaHa, nonuatuneHrnukons 3350 wu
TanbkK.

[0056] CornmacHO Agpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH apmayesTnyeckmn npenapart no nodomy ua absaues ¢ [0039] no [0055],
npuyem CoeguHeHne |l npeanoxeHo B popme Tabnetkn 20 mr, B popme Tabnetkm 40 mr
unu B oopme Tabnetkn 60 mr.

[0057] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum
npeanoxeH apmayesTnyeckun npenapart no nodomy us absauyes ¢ [0039] no [0056],
npuyem BTOpyo 403y 960 mr CoeguHeHus | unn apmadeBTUIECKU NPUEMIEMON COMK
YKa3aHHOIO COEAVHEHUS BBOAAT npubnusantenbHO 4vepe3 12 4acoB nocne BBEAEHUSA
neppon posbl 960 mr CoeauHeHus | unu capmMaueBTUYECKU MPUEMMEMON COMu
YKa3aHHOro COeMHEHNS.

[0058] CornacHoO apyromy BapuaHTy peanu3auyum B HacTosiemM K300peTeHun

npeanoxeH apmauesTnyeckmn npenapart no nwodomy ua absaues ¢ [0039] no [0057],
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npudyem kak CoeguvHeHue | uwnn dapmayeBTUYECKM NPUEMIIEMYIO COflb  YKa3aHHOro
coeaunHeHus, Tak u CoegnHenune Il unn dapmayeBTUIeCcKkn NPUEMNEMYIO COMb YKa3aHHOro
COEAMHEHNS BBOASAT NepoparnbHO BMECTE C MPUEMOM NULLM unu 6e3 Hero.

[0059] CornacHo gpyromy BapuaHTy peanu3auum B HacToswemM usobpereHum
npeanoxeH gapmauesTnyeckmn npenapar no nodomy us absaues ¢ [0039] no [0058],
npuyem HeonepabenbHas wnM MeTacTatudeckas MenaHoma npeacraBnsaetr coboun
MEnaHoMy, MONOXUTENbHYIO No MyTaummn BRAF P,

[0060] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH apmauesTnyeckmn npenapart no nwodomy u3 adsauyes ¢ [0039] no [0059],
npuyem HeonepabenbHas wWnM MeTacTaTtMyeckad MenaHoma npeacraBnger cobou
MeTacTaTU4YEeCKyo MenaHomy.

[0061] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH apmauesTnyeckun npenapart no nodomy us absaues ¢ [0039] no [0060],
npuuem myTaumo BRAFY®™ onpegensitor ¢ nomowpio cnocoba, BknovaroLlero (a)
OCYLLECTBIIEHNE aHanu3a HyKnemHoBowm KMCnoTobl (Hanpumep, OHK), akctparmposaHHon 13
obpasLa MenaHombl nayveHTa, metogom MLP; n (b) onpesenenne skcnpeccun BRAFYe®
B ykasaHHOM obpasLe.

[0062] CornacHO gpyromy BapuaHTy peanu3auum B HacTosiLeM Wn3obpeTeHum
npeanoxeH ddapmauesTnieckmid npenapatr no absaugy [0061], npuyem ykasaHHbIA
obpasel menaHombl npeacrasnsetr cobon obpasel, 3aduKkCcMpoBaHHbIA B hopmanuHe m
3anuTbIn napatuHOM.

[0063] CornacHO Apyromy BapuaHTy peanu3auum B HacToswem Wn3obpeTeHum
npeanoxeH apmauesTnyeckin npenapart no nwdomy us absauyes ¢ [0039] no [0062],
npuyem HeonepabenbHYlO WNM  METacTaTUYecKyld MENaHoOMy nauueHTa paHee He
nogBsepranv neyeHuio.

[0064] CornacHo apyromy BapuaHTy peanusadum B HacTosem uns3obpeTeHuu
npeanoxeH hapmMaleBTUYeCkMIA npenapar no nodomy ns absaues ¢ [0039] no [0063] ans
NPYMEHEHNS B NMPOM3BOACTBE NEKAapCTBEHHOIO CPEACTBA AN NeYeHUss HeonepabenbHON
WM MeTacTaTU4ECKo MeNaHOMbI, MOMOXUTENBHON Mo MyTaLmm BRAF Y6,

[0065] CornacHo gpyromy BapuaHTy peanu3auum B HacTodwem usobpeTreHum
npeanoxeH cdapmauestmdeckun npenapat no absayy [0064], npuyem HeonepabenbHyo

V600
F

UNM MeTacTaTMYECKYld MenaHoOMy, MNOMOXUTENbHYK no mytauun BRA , paHee He

nogsepranu ne4vYeHuto.
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[0066] CornacHo apyromy BapuaHTy peanusauum B HacTosem unsobpereHuu
npeanoxeH Habop, BknoYarowmi (i) Nepeyld KOMNO3NUMIO, cogepxallyto CoeaunHerne I
unn apmaueBTUYECKN MPUEMIIEMYIO COMb YKasaHHOro coeauHeHus; u (i) BTOPYHO
komnosuymio, cogepxailyto CoegunHeHue | nnum dapmaueBTUyeckn NpueMnemyto Corb
YKa3aHHOIO COEMHEHNS.

[0067] CornacHo apyromy BapuaHTy peanus3adum B HacToswem unsobpeTeHuu
npeanoxeH Hadbop no absauy [0066] AN NpUMEHEHUs NPy NevYeHun HeonepabenbHOon
WM MeTacTaTU4EeCKo MenaHOMbI, MONOXKUTENbHON No MyTaumn BRAF Ve,

[0068] CornacHo gpyromy BapuaHTy peanu3auum B HacToswem u3obpeTreHum
npeanoxeH Habop no absauy [0067], npuyem HeonepabernbHYO UM MeTacTaTU4eCKyro
MEenaHoMy, MONOXUTENbHYI0 no mytaumn BRAFY?® panee He noasepranu nevexuio.

[0069] CormacHO OpgHOMY BapuaHTy peanusayMm B HacTosieM Wu3obpeTeHun
npeanoxeH cnoco® Ans yBEMWYEHUs ANUTENBHOCTU OTBETa Ha INEYEeHue y naumeHTa,
cTpagatowero ot HeonepabenbHOW UM MeTacTaTu4eCckon MeNaHoOMbl, NONOXUTEMNBHOW NO

V600
F

myTauyum BRA , Mpyvyem ykasaHHblA crnocob BKMOYaET BBELEHME YKa3aHHOMY
naumeHty (i) nepson kKomnosnyun, cogepxawlen CoeauHenune |l nnu cdapmauyesTnyeckn
NPUEMNEMYIO COMb YKa3aHHOro coeauHeHusi, B go3e 60 mr B agHm 1 - 21 yukna
AnutenbHocTbio 28 aHen; u (i) BTOpon komnosvuyum, cogepxaiwjen CoegnHeHue | mnu
dhapmayeBTUYECKM NPUEMMNEMYIO COMb YKa3aHHOro coeauHeHus, B fo3e 960 mr gBa pasa
B AEHb KaXKAbIA AE€Hb LMKNa ANUTENbHOCTLIO 28 fHEN.

[0070] CornacHo oOpHOMY BapuwaHTy peanusauun B HacTosILLEM M300peTeHuun
NPeanoXeH crnocob OTCPOYKM WNM MNPEAOTBPALLEHUS pPasBUTUS PE3NUCTEHTHOCTU K
neyeHuto (Hanpumep, PEe3UCTEHTHOCTU K neveHuto uHrmbutopom BRAF) y nauyueHTa,
cTpagatowero ot HeonepabenbHOM NN MeTacTaTU4eCKON MEeNaHOMbl, MOMNOXUTENBHOW MO

myTauum BRAFYe®

, Mpyvyem ykasaHHblA crnocob BKMOYAET BBEAEHME YKa3aHHOMY
naumeHty (i) nepson komnosnyun, cogepxailen CoeaunHenune |l nnn cdapmauyesTnyeckn
NPUEMNEMYIO COMb YKA3aHHOro coeauHeHusi, B go3e 60 mr B agHm 1 - 21 yukna
AnutenbHOCTBIO 28 AHen; u (i) BTOpon komnosuuyum, coaepxawjen CoegunHeHue | mnu
dhapmayeBTUYECKM NPUEMMNEMYIO COMb YKa3aHHOro coeauHeHus, B fo3e 960 mr gBa pasa
B AEHb KaXKAbIA AE€Hb LMKNa ANUTENbHOCTLIO 28 fHEN.

[0071] CormacHo opgHOMY BapuaHTy peanusauuMuM B HacToAwem usobpeTeHun
npeanoXxeH crnoco® neyYeHus nauueHTa, CTpajarlolero OT HeonepabenbHOW Wnu
METacTaTM4YeCcKkon MenaHoOMbl, MONOXUTENbHOM no MyTauum BRAFV600, npuuyem

yKasaHHbI cnocob BKkrtoyaeT BBEAEHWE yKazaHHOMY naumeHTy (i) nepBOr KOMMO3vLuu,
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cogepxawen coeaumHeHme Il unu apmadeBTUHECKM NPUEMINEMYIO COfb YKa3aHHOro
coegunHeHus, B Ao3e 60 mr B gHn 1 - 21 ymkna AnuMTenbHOCTbIO 28 aHen; u (i) BTopown
KOMMNO3nUnUK, cogepkallen coeguHeHne | vunu dapmaueBTUYeCKn MNpUeMNeMyd Conb
yKasaHHOro coepuHeHuda, B po3e 960 mr gsa pasa B AeHb B AHM 1 - 28 uyukna
ANUTENBHOCTBLIO 28 AHEN.

[0072] CornacHo gpyromy BapuaHTy peanusaumm B HacTosLWEM M300peTeHuu
npeanoxeH cnocob no nwbdomy u3 absayeB ¢ [0069] no [0071], npuyem nepsyro
KOMMNO3MLMIO BBOASAT NOCNeA0BaTENbHO NOCHEe BTOPON KOMMO3ULUN.

[0073] CornacHo gpyromy BapuaHTy peanu3auum B HacToswemM u3obpereHum
npeanoxeH cnoco® no mobomy uns absayes [0069] no [0071], npudem nepByto
KOMMO3MLNIO BBOASAT O4HOBPEMEHHO CO BTOPOWU KOMMO3ULUEN.

[0074] CornacHo Apyromy BapuaHTy peanu3auum B HacToswem Wn3obpeTeHum
npeanoxeH crnoco® no absauy [0073], npudem nepBas M BTopas KOMMO3ULUM
NPUrOTOBIIEHbI B NIEKAPCTBEHHYIO hOPMY COBMECTHO.

[0075] CornacHo gpyromy BapuaHTy peanusauum B HacTodAwem usobpeTeHun
npeanoxeH cnocod ana Bbibopa Tepanum AN nauuMeHTa, CcTpajalowero  oT
HeonepabenbHOM WM METACTaTUYECKOW MENaHOMbl, BKMIOYAOWMW  onpeaeneHne

FV600

npucyTcTBua mytaumm BRA B oBpasye nayueHTa, cTpagarowlero oT HeonepabenbHon

UNn MeTacTaTn4yeckon MenaHoMbl, 1 BbIOOP NEKapPCTBEHHOrO CPEACTBa AN NeYeHUs paka
Ha OCHOBaHWW NPUCYTCTBUS MyTaLun BRAF %

[0076] CornacHo apyromy BapuaHTy peanusadum B HacTosem uns3obpeTeHuu
npeanoxeH cnocob no absauy [0075], npuyem ObINO YCTAaHOBMEHO, YTO B YKa3aHHOM
obpasue akcnpeccupyetcs mytaumst BRAFY®™, u npuuyem BblGupaioT nedveHue
CoeauvHeHnem Il B komOnHaumm ¢ CoegnHeHmem |.

[0077] CornacHo Agpyromy BapuaHTy peanu3auum B HacTodwem usobpeTreHum
npegnoxeH cnoco® no absayy [0076], npuyem nauneHT nony4Yaet ne4vYeHue
HeonepabenbHOM WM MeTacTaTUYEeCKOM MENaHOMbl, MOMOXUTENBHOW MO  MyTauum
BRAFY®®  cnocobom, BKkMOYalOWMM BBEAEHVWE YKasaHHOMY nauveHTy (i) nepBoii
komnosuyun, cogepxawlern CoeauHeHune |l unu apmayeBTUHECKM NPUEMMEMYIO COMb
YKa3aHHOro coegunHeHus, B 4ose 60 mr B gHn 1 - 21 yukna gnutensHOCTbiO 28 gHen; u (ii)
BTOPOW KOMMNo3uuuu, cogepxawen CoeguHeHune | unu gapmaueBTU4ecku npuemnemyto
CONb YKasaHHOro coepuHeHus, B gose 960 mr gsa pasa B AeHb B gHM 1 - 28 umkna

ANUTENBHOCTLIO 28 AHEN.
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[0078] CornacHo gpyromy BapuaHTy peanusaumm B HacTosweM M3obpeTeHuu
npeanoXxeH cnocod Ansa onTUMM3aUUN TepaneBTUYECKON 3MEKTUBHOCTY, BKITHOMAOLLNIA

FV600

onpegeneHne npucyTcTeus MmyTauum BRA B oOpasye HeonepabenbHOW uWnn

MEeTacTaTM4YeCKON MEnaHoMbl NayueHTa v BeiOOp NekapCTBEHHOrO CPeACTBa AMS NeYeHus
paka Ha OCHOBaHWW NPUCYTCTBUS MyTaumn BRAF %,

[0079] CornacHo apyromy BapuaHTy peanusadum B HacTosem unsobpereHuu
npeanoxeH cnocob no absauy [0078], npuyem ObINO YCTAHOBMEHO, YTO B YKa3aHHOM
obpasue akcnpeccupyetcs mytaums BRAFY®™  u npuuem BbibupaloT neveHue
CoeauvHeHnem Il B komOnHaumm ¢ CoeguHeHnem |.

[0080] CornacHo gpyromy BapuaHTy peanu3auum B HacTodawem Wu3obpeTreHuu
npegnoxeH cnoco® no absayy [0079], npuyem naumeHT nony4yaet ne4vYeHue
HeonepabenbHOM WM MEeTaCTaTUYECKOW MEMNaHOMbI, MOMOXWUTENBbHOM MO  MyTauuu
BRAFY®®  cnocobom, BKkhOYalOWMM BBEAEHVWE YKkasaHHOMY nauuweHTy (i) nepBoii
komnosuyun, cogepxawlern CoeguHeHune |l unu apmayeBTUyHECKkM NpUEMEMYIO COMb
YKa3aHHOro coegunHeHus, B gose 60 mr B gHn 1 - 21 yukna gnuteneHOCTLo0 28 gHen; u (ii)
BTOPOM KOMNO3uUUuK, cogepxawien CoegmHeHne | unu apmayeBTnyeckn npuemnemyro
CONb YKasaHHOro coepuHeHus, B gose 960 mr gsa pasa B AeHb B gHM 1 - 28 umkna
ANUTENBHOCTLIO 28 AHEN.

[0081] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiwem u3obpeTeHum
npeanoxeH cnocob no nwbomy m3 absaudes ¢ [0075] no [0080], npudem npucyTcTBme
myTauumn BRAFY?® onpeaensioT B pesynbTaTte OLEHKM HyKNenHoBow knucnoTsl BRAF.

[0082] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum
npeanoxeH cnocob no nobomy m3 absaues ¢ [0075] no [0081], npuyem npucyTcTBUE
myTaumm BRAFY®® onpepensioT ¢ npuMeHeHWeM MeToja, KOTOPblii BblGMPAOT U3:
nonumepasHon uenHon peakyumn (MUP) (Bkntovasi, HO He OrpaHN4YMBasiCb UMM,
konuyecteeHHyto [P B peanbHOM BpemeHn W annenb-crneyndpudryio TLP),
CEeKBEHUPOBaHUA (BKNOYas, HO HEe OrpaHuuuBasCb UMW, CEKBEHUPOBaHWE METOAO0M
Canpxepa w/unu nuUpOCEKBEHMPOBaHWE), rMOpUAM3aLUMN C MNPUMEHEHWEM annernb-
crneynuyHbIX  ONMWrOHYKNEOoTUAOB, JOCTPOMKM Mpanumepa, annenb-cneymduyHoro
NArMPOBaHUA UMM METOAMK 3NEeKTPOPOPETUYECKOro pasfeneHus (BKMoYas, HO He
OrpaHMYMBasCb UMW, aHanu3 OHOLENOYEYHOro KOH(OpMaLMOHHOro nonMmopdusma

(SSCP) 1 retepoaynnekCHbIA aHanm3), a Takke U3 aHanM3oB C MPUMEHEHMEM 5'-Hykneas.
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[0083] CornacHo apyromy BapuaHTy peanusadum B HacTosem unsobpeTeHuu
npeanoxeH cnocob no nobomy m3 absaues ¢ [0075] no [0081], npuyem npucyTcTBME

myTaLum BRAFY6®

onpeaensaiT ¢ npumeHeHnem MNLP nnu cekseHnposaHus.

[0084] CornacHo gpyromy BapuaHTy peanu3auum B HacTosWwemM u3obpeTreHum
npeanoxeH cnocob no nwbomy m3 absaues ¢ [0075] no [0081], npnyem npucyTcTBMe
myTauumn BRAFY®? onpepensitoT cnocobom, BKROYaoLWmM (a) rmBpuansaLmio Nnepeoro u
BTOPOrO  OMMWIOHYKNEOTMAOB C MO  MEHbLIEW  Mepe  OAHMM  BapuaHTOM
nocrnegoBaTenbHOCTU-MUWEH BRAF; npuyem ykasaHHbIM NEepBblA  ONUIOHYKNEOTUA
SABNAETCA MO MEHbLUE Mepe YacTUYHO KOMMMEMEHTapPHbIM OAHOMY WM HECKOMbKAM
BapuaHtam MocnejoBarenbHOCTU-MULLEHN W YKA3aHHbIA BTOPOW  OMUrOHYKNEeoTuA
ABNAETCA MO MEHbLUEN Mepe YacTUYHO KOMMMEMEHTapPHbIM OAHOMY WM HECKOMbKUM
BapuaHTam nocneaoBaTenbHOCTU-MULLEHN W COLEPXKWAT MO MEHbLUEW Mepe OAMWH
BHYTPEHHUA CENEKTMBHbLIN HYKNEOTWU, KOMMMEMEHTAPHbIN WCKMOYUTENBHO OAHOMY
BapuaHTy nocnejoBaTenbHOCTU-MULEHN; (D) yAnNMHEHWe BTOPOro OnWroHykrneotuga c
NMOMOLLbIO MONUMEpPasbl HYKMEWHOBOW KWCMOTbI;, MNPUYEM YyKasaHHad nonumepasa
crnocobHa npeanoyTUTENbHO YANUHATb YKa3aHHbIW BTOPOW OMWUrOHyKNeoTud, Koraa
VYKa3aHHbIA CENEKTMBHbIA HykneoTua obpasyeT napy OCHOBaHWA C MULLUEHbID, U MO
CyLeCTBY MeEHee crnocobHa YANWHATb YKa3aHHbI BTOPOW ONWIOHYKNeoTua, Koraa
YKa3aHHbIA CENEKTMBHBIA HyKNeoTua He obpasyeT napy OCHOBAHUM C MULLEHBLIO; U (C)
obHapyXeHne NPOAYKTOB YANUHEHMSA ONMUIOHYKNEoTMAa, NPUYeM yKasaHHoe yAnvHEeHue
CBUAETENLCTBYET O MPUCYTCTBUM BapuaHTa NocrefoBarenbHOCTU-MULLEHW, K KOTOPOW
YKa3aHHbIA ONUIrOHYKNEOTUS, COAEPKUT KOMMNNEMEHTAPHbIN CENEKTUBHBIN HYKNEOoTUS,.

[0085] CornacHo gpyromy BapuaHTy peanu3auum B HacTosweM Wn3o0peTeHum
npeanoxeH cnocob no absauy [0084], npuuem ykasaHHbI oBpasel npeacraBnsaet cobomn
obpasel, 3anKCUpOBaHHbIN B hopManmHe 1 3anuTbin napadnHoOM.

[0086] CornacHo apyromy BapuaHTy peanusadum B HacTosem uns3obpeTeHuu
npeanoxeH cnoco® no niobomy m3 absaues ¢ [0039] no [0085], Tawke BKNHOYAOLLMIA
neyeHne AONOMHUTENBHbLIM TEPANEBTUYECKUM areHTOM.

[0087] CormacHO gpyromy BapuvaHTy peanusayum B HacToswem usobpeTeHun
npeanoxeH cnocob no ndomy ns absauyes ¢ [0069] no [0086], npnyem HeonepabenbHyo
WM MEeTacTaTUYeCKyl0 MEMaHOMy, MOMoXuTenbHylo no mytaumn BRAFY®® panee He
nogsepranv fneyeHuio.

[0088] CornmacHo gpyromy BapuaHTy peanu3auyum B HacTosweM K3o0peTeHun

npeanoxeH cnocob no nrobomy n3 absaues ¢ [0069] no [0087], npuuem CoeanHenne | nnm



26

hapmaLeBTUYECKN NPUEMnemMas Conb YKa3aHHOro COeAUHEHUSA HaxXo0AUTCA B MO CYLLIECTBY
amopdHoun hopme.

[0089] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxen cnocob no nrobomy n3 absaues ¢ [0069] no [0087], npuuem CoegnHenne | nnm
hapmaLeBTUYECKN NPUEMMEMAas COMb YKa3aHHOro COeAUMHEHUs HaxoauUTCAa B amopdHOM
dopme.

[0090] CornacHO apyromy BapuaHTy peanu3auum B HacToseM Wn3o0peTeHum
npeanoxeH cnocob no nrobomy 3 absaues ¢ [0069] no [0089], npuuem CoegnHenue | nnm
papmaLeBTUYECKN NPUEMINEMAs COMb YKa3aHHOro COEAUHEHUSI HaxOAUTCA B TBEPAOM
MOIEKYNAPHOM Komnnekce, obpazoBaHHOM c aueTtaTrcykyuHaTom
M4 POKCUNPONUNMETUNLENNIONO3bl  TakuM  oBOpa3oMm, 4YTO YyKasaHHoe CcoeduHeHue
SBNSAETCS UMMOOUNM30BaHHLIM B amopdHomn dopme.

[0091] CornacHo gpyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npeanoxeH cnocob no absagy [0090], npuyem konmyectBa CoegunHeHua | wnu
papmMaLeBTUYECKN MPUEMINEMON COMW YKa3aHHOIMO COEAMHEHUA W aueTaTcykuuHaTta
M POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMMMEKCe Haxo4daTCA B COOTHOLUEHUU
OT NpubnuautTensHo 1:9 4o NpMbNM3nNTENbHO 5:5, COOTBETCTBEHHO.

[0092] CornacHO apyromy BapuaHTy peanu3auum B HacTosiLeM Wn3obpeTeHum
npegnoxeH cnocob no absagy [0090], npuyem konmyectBa CoegunHeHua | wnu
PapMaLeBTUYECKN MNPUEMINIEMON COMW YKa3aHHOIO COEAUHEHUA W aueTaTcykuuHaTta
M POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCe Haxo4AaTCA B COOTHOLUEHUU
OT NPUGNU3UTENBLHO 2:8 A0 NPMONN3NUTENBLHO 4.6, COOTBETCTBEHHO.

[0093] CornmacHO gpyromy BapuaHTy peanu3auyum B HacTosiwem usobpeTeHun
npegnoxeH cnocob no absayy [0090], npuyem konmyectBa CoegunHeHusa | wnu
PapMaLeBTUYECKN MPUEMINIEMON COMW YKa3aHHOIMO COEAUHEHUA W aueTtaTcykuuHata
M POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCe Haxo4AaTCA B COOTHOLUEHUU
OT NpUGNU3UTENBLHO 3.7, COOTBETCTBEHHO.

[0094] CornacHo apyromy BapuaHTy peanu3auum B HacTosiemM Wn3obpeTeHum
npegnoxeH cnocob no absayy [0090], npuyem konmyectBa CoegunHeHusa | wnu
papMaLeBTUYECKN MPUEMINIEMON COMW YKa3aHHOIMO COEAUHEHUA W aueTaTcykuuHaTta
M4 POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMMMEKCEe HaxXOAATCHA B COOTHOLLEHUU
3:7, COOTBETCTBEHHO.

[0095] CornacHO Apyromy BapuaHTy peanu3auum B HacTosiwem Wn3obpeTeHum

npeanoxeH crnocob no nwbomy u3 absaues ¢ [0069] no [0089], npuuyem BTOpas
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KOMMO3NLUNSA COAEPXKUT CMECh, OTNUYaLWYCa TeM, 4To npubnuautensHo 97 macc. %
YKa3aHHOW CMeCK COCTaBnsieT TBEPAbIA MOMNEKYNSAPHbIA KOMMMAEKC no n. 7 W
npubnmanteneHo 3 macc. % ykasaHHOW CMECU COCTaBMSET AUOKCUA KPEMHMS.

[0096] CornacHo gpyromy BapuaHTy peanu3auum B HacToswem u3obpereHum
npeanoxeH cnocob no nwbomy un3 absaues ¢ [0069] no [0089], npuyem BTOpas
KOMMO3ULNSA COLEPXWUT CYCMNEH3MI0O TBEPAOro MOMEKYNAPHOro Komnmnekca no n. 7 B
hapmaleBTUYECKN MPUEMNEMOM HOCUTENE.

[0097] CornacHO gpyromy BapuaHTy peanu3auum B HacToswemM Wn3obpeTeHum
npeanoxeH crnocob no nwbomy u3 absaues ¢ [0069] no [0089], npuyem BTOpas
KoMnosnumsa npeacrasnset cobon TabneTky, COoAepallyld TBEpabl MOMNEKYNSPHbIA
komnnekc CoeauHeHna | wnu dapmayeBTUYECKU MPUEMIIEMON COMU  yKasaHHOro
coeamnHenus n AC ML

[0098] CornacHo gpyromy BapuaHTy peanu3auyum B HacTosiemM Wn3obpeTeHum
npeanoxeH cnocob no nwdbomy m3 absaues ¢ [0069] no [0097], npuuem nepsas
KOMMO3ULNSA COLEPXKWUT OAHO WM HECKONbKO U3 CReaylolux BeLecTB: MOHoruapar
NaKTo3bl, MWKPOKPUCTANMUYECKYIO LEenmnionosy, KpockapMmennosy HaTpus W creapar
MarHus.

[0099] CornacHo agpyromy BapuaHTy peanu3auum B HacTosieM Wn3obpeTeHum
npeanoxeH cnocob no nwbomy M3 ab3auyes ¢ [0069] no [0098], npuuem CoeguHeHnue I
npeanoxeHo B  dopme  Tabnetkw, cogepxallen  MoHormgpar — nakTosbl,
MUKPOKPUCTaNMNMUYECKYO LIENmionosy, KpocKkapMennosy HaTpusa 1 cteapaT MarHus.

[00100] CornacHO Apyromy BapuaHTy peanuM3auum B HaCTOSILLEM
nsobpeteHnn npeanoxeH crnoco® no absaugy [0098], npuyem ykasaHHasa Tabnetka
COAEPXUT NOKPbITUE TAbNeTkn, B COCTaAB KOTOPOro BXOAAT YaCTUYHO MMApPONN30BaHHbIN
MONUBUHUMANKOronb, ANOKCUA, TUTaHa, nonuatunenrnukonb 3350 n Tanbk.

[00101] CornacHo pgpyromy BapuaHTy peanuMsauyMm B HaCcTosALEM
n3obpeTteHnn npegnoxeH crnocod no nobomy m3 absaues ¢ [0069] no [0098], npuuem
CoepuHenne Il npeanoxeHo B copme Tabnetkm 20 wmr, B coopme Tabnetkm 40 mMr nnn B
dopme TabneTtkun 60 Mr.

[00102] CornacHo Apyromy BapuaHTy peanu3ayum B  HaCTOALLEM
nsobpeteHnn npegnoxeH crnocod no nobomy us absaues ¢ [0069] no [0101], npudem
BTopyto ao3y 960 mr CoeauHenuns | wunm dapmaueBTUHECKM MPUEMITEMON COMK

yKasaHHOro COeauHEHUs BBOAAT NpUBNM3NTENbHO Yepes 12 yacoB nocne nepBoun A03bl
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960 wmr CoeguHeHns | wnn capmayeBTUYECKN MPUEMIIEMON COMU  YKa3aHHOro
COANHEHVS.
[00103] CormacHo Apyromy BapuaHTy peanuMsayum B HACTOSILEM

nsobpeTeHnn npeanoxeH cnocob no nobomy n3 abaauyes ¢ [0069] no [0102], npuyem kak
CoeguHeHne | unu dapmayeBTUYECKU NMPUEMIIEMYIO COMb YKa3aHHOIO COEANHEHUS, TakK U
CoeauvHeHne |l unn dapmaueBTUYECKU MPUEMMNEMYID COfb YKas3aHHOro COeAMHEHUS
BBOASIT NepoparbHO BMECTE C MPUEMOM NULLM urn 6e3 Hero.

[00104] CormacHo Apyromy BapuaHTy peanuMsayum B HACTOSILEM
nsobpeteHnn npegnoxeH crnocod no nobomy m3 absaues ¢ [0069] no [0103], npuuem
HeonepabenbHag unuM meracratvdeckas menaHoma npefcrasngeT cobou MernaHomy,
NONOXUTENbHYIO Mo MyTaumn BRAF6F,

[00105] CormacHO Apyromy BapuaHTy peanuM3auum B HACTOSILLEM
nsobpeteHnn npegnoxeH crnocod no nobomy m3 absaues ¢ [0069] no [0103], npuuem
HeonepabenbHas uwnu  mMeTactatmdeckas MenaHoma  npeacTaBnsier  cobon
MeTacTaTU4YeCKy0 MenaHomy.

[00106] CornacHo ppyromy BapuaHTy peanuMsaymm B HacToALEM
n3obpeteHnn npegnoxeH crnocod no nobomy m3 absauyes ¢ [0069] no [0105], npuuem

FV600

myTaumio BRA onpeaensioT ¢ NOMOLLbIO cnocoba, BKMAYaloLWero (a) ocyLlecTBneHmne

aHanusa HykneuHoBon kucnoTbl (Hanpumep, OHK), akcTparmposaHHoOM u3 obpasua

MenaHombl nauueHTa, metogom [MLP; n (b) onpeaeneHve akcnpeccum BRAFYE

B
ykaszaHHom obpasue.

[00107] CornacHO Apyromy BapuaHTy peanuM3auum B HaCTOSILLEM
nsobpeteHnn npeanoxeH cnocod no absaudy [0106], npuyem ykasaHHbIA obpasey
MEnaHOMbI SIBASETCA 3adhnKCUPOBaHHbIM B hopMmanmHe 1 3anutbim napaduHoOM.

[00108] CornacHo Apyromy BapuaHTy peanu3ayum B  HACTOALLEM
n3obpeteHnn npegnoxeH cnocod no nodomy mn3 absauyes ¢ [0069] no [0108], npuuem
HeonepabenbHyl0 WNN MeTaCcTaTUYECKYl0 MEeNnaHoMy, MOMOXUTENbHYIO MO  MyTaumu
BRAFY®% paHee He noasepranu neyenuio.

[00109] CormacHo Apyromy BapuaHTy peanuM3ayum B  HACTOSLLEM
nsobpeteHnn npeanoxeH cnocob no nibomy m3 absayes ¢ [0039] no [0108], Takke
BKIIOY AL NEYEHNE JONONHUTENbHBIM TEPaNEBTUYECKUM areHTOM.

l. OMPEOENEHUA
[00110] B HacTosiwen 3asaBke «nayneHT» (B3anmMo3amMeHsIeMO UCMOb3yeTcs

TEPMUH «UHAUBUAYYM») npeacTaBnser cobol nayveHTa 4dernoBeka. [lauymeHT MoxeT
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npeacTaBnaTb COOOW «NauueHTa, CTpajarowero oT pakay», T.e. Nnuuyo, KOTopoe cTpajaeT
OT OAHOTO WNM HECKONbKMX CUMMMTOMOB paka WM KOTOPOE MOABEPKEHO PUCKY
BO3HUKHOBEHMWS OAHOIO UIMM HECKOMNBbKMX CUMMTOMOB paka. [lauyneHT MOXET npescTaBnsaTb
cobon «nauymeHTa, CTpagatoero oT MenaHoMbl», T.€. MU0, KOTopoe CTpagaeT OT O4HOro
WNN HECKOMNBbKUX CUMNTOMOB MEMNaHOMbI UMW KOTOPOE NOABEPKEHO PUCKY BO3HUKHOBEHUS
OOHOrO WM HECKOMbKUX CUMMTOMOB MeraHombl. COrmacHO HEKOTOPbIM BapuaHtam
peanusayumn HacToALWEero N30BpeTeHnsa NauneHT MOXET NPeACTaBNATb COOON «nauneHTa,
cTpagatowero ot HeonepabenbHOM WnM MeTacTaTtUyYeckom MenaHoMbl», T.€. nuuo,
KOTOpoe CTpajaeTr OT OAHOro WnM HECKONMbKMX CUMMNTOMOB HeonepabenbHOW unu
MEeTacTaTUYeCKOn MENaHOMbl MMM KOTOPOE MOABEPXKEHO PUCKY BO3HWKHOBEHWA OJHOro
UNKN HECKOMNbKMX CUMNTOMOB HeonepabenbHoW Unn MeTactTaTUyeckon MenaHoMbI.

[00111] TepmnH «BRAF» B HacTosiLLen 3assBKE OTHOCUTCS, €CNN HE yKa3aHo
obpaTHoe, K nOOOMY HaTMBHOMY WNM  MOAUMUUMPOBAHHOMY (HaTMBHbIM NGO
cuHTeTudeckum nytem) nonvnentnay BRAF. Tepmun «BRAF gukoro tvna», kak npasuno,
OTHOCUTCA K MOnuNenTuay, CoAepKallemy aMUHOKUCIOTHYIO MocnenoBaTenbHOCTb
cywlectaytoulero B npupoge 6enka BRAF.

[00112] TepmuH «BapuaHT BRAF» B Hactosuwen 3asBke OTHOCUTCH K
nonunentuay BRAF, KOTOpPbIN COAEPXUT OAHY UM HECKONBbKO aMMHOKUCMOTHBLIX MyTauui
B HaTuBHOW nocnegosartenbHocTu BRAF. B HekoTopbIx crnyyasix ogHa MM HECKOIbKO
aMWHOKMCMOTHbBIX MYyTaLUWUA BKIOYAOT aMUHOKUCIOTHYIO 3aMEHY UMK 3aMeHbI.

[00113] B Hacrtoswen 3asBke «menaHoma, nonoXuTenbHas no myrtayuu
BRAFY®%» otHocutcs Kk MenaHome nauueHta (Hanpumep, HeonepabenbHOM unu
METacTaTM4eckon MenaHoMe), B KOTOPOW, Kak OblNO YCTaHOBMEHO, 3KCMpeccupyeTcs
BRAF6%,

[00114] B HacToswen 3asBke «MenaHoma, MOnOXWUTEMbHas no myrayum
BRAFY®®Ey,  oTHocuTCcs Kk MenaHome nauveHTa (Hampumep, HeonepabenbHOW unu
METacTaTU4YecKkon MenaHoMe), B KOTOPOW, Kak ObINO YCTAHOBMEHO, 3KCMpeccupyeTcs
BRAFVGOOE.

[00115] MyTtauus BRAF «V600» B HacTosilen 3asBke (B3aMMO3aMeHSIEMO

FV%%%) oTHocuTca k MyTauuu B Benke BRAF, npu KOTOpOIA

ucrionb3yeTtca TepmuH «BRA
aMMHOKUCIOTHBIN OCTaTOK BanuHa B nonoxeHun octatka 600 BRAF 3ameHeH gpyrym
aMMHOKUCNOTHbIM ~ ocTtaTkoMm. «V600» Takke wu3BecTHa kak «V599» cornacHo
npeawecTeytowien cucteme Hymepaymm (Kumar et al., Clin. Cancer Res. 9:3362-3368,

2003).
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[00116] MyTtauna BRAF «V600E» B HacTosillen 3asBke OTHOCUTCH K
myTauum B Oenke BRAF, npu KOTOPOW aMWUHOKUCIIOTHbIN OCTaTOK BanmHa B MOMOXEHUU
octatka 600 BRAF 3ameHeH rnmytamuHoBon kucnoton. «VB00E» Takke u3BeCcTHa Kak
«V599E» cornacHo npegluecTytollen cucteme Hymepauyumn (Kumar et al., Clin. Cancer
Res. 9:3362-3368, 2003).

[00117] TepMuH «myTaumMsi» B HaCTOSILLEN 3asiBKE O3Ha4YaeT oTnuyme
nocnegoBaTensHOCTN aMUHOKUCTOTbI UINN HYKIENHOBOW KUCMOTbI KOHKPETHOro 6ernka unm
HYKIeMHoBOW KUcnoThbl (reHa, PHK) ot 6enka unu HykKneMHOBOW KUCMOTblI AMKOrO TUMA,
COOTBETCTBEHHO. MyTaHTHbIM 6E€NOK MK HYKNENHOBAS KUCNOTa MOryT 3KCNPEeCcCMpoBaTbCs
C ofgHoro annend unu moryt 6biTb OBOHapyXeHbl B OAHOM annene (reTepo3uroTHble
MyTauum) unn B obomnx annendax reHa (roMo3uUroTHble MyTauum) U MOryT NpPeCcTaBnaTb
cobon comaruMyeckme MyTauMM UM MyTauuMM 3apOAbIleBOM NMHUM. B HacTosem
n3obpeTeHnn MyTauuun, Kak npaBuro, SIBASAIOTCA comaTtudeckumun. MyTtaumu BKIOYaroT
NEepecTponkM NocnesoBaTenbHOCTU, Takne Kak MHCEpUUW, feneumu, a Takke TOYeYHble
MyTaLum (B TOM Yncne nonmMmopdunsm oTaenbHbIX HYKNEOoTUAO0B/aMUHOKUCIIOT).

[00118] «MHrnbuposaTtb» O3Ha4Ya€T YyMEHbLUATb MU CHUXATb aKTUBHOCTD,
DYHKLUNIO U/ KONUYECTBO NO CPABHEHUIO C 3TANOHOM.

[00119] «3kenpeccus» 6enka OTHOCUTCA K NpeobpasoBaHnio MHGOpMaLMK,
3aKkoamMpoBaHHOM B reHe, B matpuyHyto PHK (MPHK), a 3atem B 6enok.

[00120] B HacTtoswen 3asaBke obpasey WM Knetka, B KOTOPbIX

«aKenpeccypyetca» 6enok, NpeacTaBnsAWni uHTepec (Takon kak BRAF Y%

, Hanpumep
BRAFY®%8)  npeacraBnsior coboi obpasel unM KNeTKy, B KOTOPbIX, Kak Oblno
YCTaHOBMEHO, MPUCYTCTBYET HyknemHosad kucnota (Hanpumep, OHK wnn mPHK),
KoZMpyoLWas ykasaHHbln 6enok, nubo NpMCyTCTBYET CaM yKasaHHbI 6enok, Bknovasi ero
dparmeHTbl. Pak (Hanpumep, HeonepabenbHas wvnn metacTatndeckass MenaHoma), B
KOTOPOM «3KCMpeccupyeTcs» GenokK, NpeacTaBnAlWMA MHTepec (Takon kak BRAFYCY
nanpumep BRAFY®%F)  npepcraBnseT coboit pak (Hanpumep, HeonepabenbHylo Wmu
MeTacTaTudeckylo MenaHomy), B obpaslye KoToporo, kak Obino  yCTaHOBMEHO,
npucyTcTByeT HyknemHosada kucrnota (Hanpuvep, OHK wunn mPHK), koaupyrowas
ykasaHHbI 6enok, Nnbo NpPUCYTCTBYET cam yKasaHHbI 6ok, Bknovas ero pparmMmeHThbI.
[00121] «Monynayua» nayueHToB OTHOCUTCA K rpynne nauyueHTos,
CTpajaroLLmX OT paka, Takon Kak NayneHTbl, y4acTBYOLMNE B KITMHUYECKOM NCCNEA0BaHNN,
WUNN NauueHTbl, KOTOPbIM OHKOMoramu cornacHo pykosogctBam FDA 6bina HasHayeHa

Tepanua AnAa KOHKPETHOro noka3aHud, Takada KakK [npoTuBOpakoBad Tepannda
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HeonepabenbHOM UMM MeTacTatnyeckon menaHombl. COrnacHO HEKOTOPbIM BapuaHTam
peanu3ayun HacTosAWero Mn3o0peTeHMsl YKasaHHOe nokasaHue npeacTaBnseT cobown
HeonepabenbHyld WNM MeTacTaTUYeCKyld MenaHoMy, MOMOXUTENbHYIO MO  MyTaymu
BRAF6%,

[00122] Ona cnocoboB cornacHo HacTosweMY W30OPETEHNO TEePMUWH
KMHCTPYKTUPOBaHUE» MNauueHTa O3HayaeT NPEeAOCTaBIeHWE YKas3aHWn O MPUMEHSIEMON
Tepanun, NeKapCTBEHHOM CpPEeACTBE, NEeYEHUW, pexumax nevyeHuss u Tomy nogobHoe
nodbiM  cnocoboM, HO NPEeAnoYTUTENBHO B MUCBMEHHOW opMe, TakoW Kak dopma
WHCTPYKLMI MO MPUMEHEHNIO UNWN JPYroro peknamMmHoro marepmana B nMCbMEHHON hopme.

[00123] Ona cnocoboB cornacHo HacTosweMY W30OPETEHNO TEePMUWH
«MPOABMKEHNE» O3HAYAET NPEANOXKEHME, peknamy, NPOAaKY UM ONUCaHNE KOHKPETHOrO
NEeKapCTBEHHOrO CpeacTsa, KOMOUHALMM NEKAPCTBEHHbLIX CPEACTB MM cnocoba nedeHus
nodbiM cNOocoboM, B TOM YMCIE B NMMCbMEHHON hopMe, TaKOM Kak hopma MHCTPYKUUIA MO
npumeHeHunto. TpogBMKEHME B HacCTosILENW 3asiBKe OTHOCUTCA K  MPOABWDKEHMIO
TEepaneBTUYECKOro areHTa Wnu areHToB, Takux kak uHrmbutop MEK w/vnu uHrmburtop
BRAF, ans npuMeHeHus npu nokasaHuu, TakoM Kak nedeHue HeonepabenbHOW wunu

MEeTacTaTM4YeCcKol MENnaHOMbl, MOMOXWTENbHOM no MyTaumn BRAFYe®

, Mpuyem Takoe
npoaswkeHne oaobpeHo YnpasneHuem CLUA no Haa3opy B cpepe NULLEBLIX NPOAYKTOB U
nekapctBeHHbIx cpeacts (FDA), nockonbky ObIno NPOAEMOHCTPUPOBAHO, UTO NMPUMEHEHNE
JaHHbIX TepaneBTUYECKNX areHTOB B MONynauum cyGbeKkToB CBA3AHO CO CTaTUCTUYECKM
3HaYMMOWN TepaneBTUHECKON 3PPEKTUBHOCTLIO U NpuemnemMmon 6e30nNacHOCTbLIO.

[00124] TepMUH «MapKkeTuHr» B HacCTOAWEN 3asBKe WCMONb3YyT AN
OMNCaHNA MPOABWXKEHUS, MPOAKMA WNN  pacnpoCTpaHeHus npenapata (Hanpumep,
nekapcTBeHHOro cpeactea). MapKeTuHr, B YACTHOCTM, BKIMIOYAET YNaKkOBbIBAHWE, peKnamy,
a Take nodyo KOMMEPYECKYIO EATENBHOCTL C LieNbio KOMMepLManusauymm npenapara.

[00125] [Ons uenen HacTosAWEW 3asiBKM MauueHT, CTpajarlun OT paka,
«KOTOpbIA paHee nofyvan nedYeHuey», nony4yan MPeALUECTBYIOWYO MNPOTUBOPAaKOBYHO
Tepanuto. MNMaumeHT, cTpagarowmin oT HeonepabenbHOW NN MeTacTaTUu4eCckon MenaHoMbl,
«KOTOpLIM  paHee nonydan fedvYeHuMe», nonydan MnpeaLIecTBYIOWY  Tepanuio
HeonepabenbHOM UNU MeETacTaTn4eCKon MenaHoMbI.

[00126] «lpoTnBOpakoBoOe NeEKapCTBEHHOE CPEACTBO» NpeacTaBndeT cobon
NneKkapcTBEHHOE CPEeACTBO, 3MHEKTMBHOE ANSA NEYEHUS paka.

[00127] TepMuH «OMOMapkep» WNM «Mapkep» B HaCTOsILLEN 3asBke

OTHOCUTCS, Kak MpaBuio, K Monekyne, B TOM unucne k reHy, MPHK, Genky, yrneBogHom
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CTPYKTYPE WNW TMUKOMUNUAY, 3KCMPECCUSI UMW CEKPELUss KOTOPOW B TKAHU UNKU KNeTke
nmbo Ha TKaHW MU KNeTke MOXeT OblTb OOHapyXeHa W3BEeCTHbIMK criocobamu (uUnu
cnocobamu, packpbITbiMM B HacTOsILLEN 3asiBKE) M MpeacTtaBnsieT cobon MPOrHo3 unu
MOXeT ObITb MCMONb3oOBaHa ANsi NPOrHO3MPOBAHMSA (MNU COLENCTBUS NMPOrHO3UPOBAHUIO)
BOCNPUMMYMBOCTU KNETKU, TKAHU UMW NaLyMEHTa K peXMMam NneyeHus.

[00128] «Obpasey nauuveHTa» npeacTasnseTr cobon pesynbtat otbopa
aHanorM4HbIX KMEeTOK, MOMyYeHHbIX OT MauueHTa, cTpagalowero oT paka. MICTOYHUKOM
obpasya TKaHW UM KNEeTOK MOXET SIBMATbLCSA TBepAasl TKaHb, Takas Kak TKaHb CBEXEro,
3aMOPOXEHHOrO W/MNM KOHCEPBUPOBAHHOIO opraHa, unu obpasey TkaHu, unu obpaseu,
MOMyYeHHbIN B pesynbTare OGuoncuu, nnu matepwan, MnorfyyYeHHbIM NyTem acnvpauyuu;
KpOBb MNu ntobble KOMMOHEHTbI KPOBUY; XKUAKOCTU OPraHn3mMa, Takme Kak CrMHHOMO3rosas
XUAKOCTb, aMHMOTUYECKAs >KUAKOCTb, NEepuTOHeanbHasi >MXWAKOCTb WMW  TKaHeBas
KUAKOCTb; KNETKN, oTOBpaHHbIe B OO0 MOMEHT BHYTPUYTPOOHOIO pPasBUTUSI UM XKU3HU
cybbekta. OOpasey TkaHU MOXET CoAep)aTb COEAWHEHUS, KOTOpble B HOPME He
CMELLUMBAIOTCHA C AaHHON TKaHbKO B MPUPOAE, TaKMe Kak KOHCEPBAaHTbI, aHTMKOarynsHThl,
Bydepbl, uKkcaTopbl, NUTaTEnNbHblE BELECTBA, aHTUOMOTMKM unNn TOMy noAoB6HOeE.
Mpymepbl 06pasLoB OMyXOnM B HACTOSLLEN 3asiBKE BKMIOYAIOT, HO HE OrpaHMYMBaloTCA
UMy, obpasubl, NOMy4YeHHble npu OMOMNCUM OMYXOMKW, LUUPKYNUPYIOLLME OMyXoneBble
KNeTKW, CbIBOPOTKY MNX nnasmy, Uupkynupylowme B nnasme 6enku, acuutuyeckyio
XMAKOCTb, NEPBUYHBIE KYNbTYPbl KNETOK UMW NMHUN KNETOK, MPOUCXOAALLME OT ONnyxonewn
WM AEMOHCTPUPYIOLME CBOWCTBA, MOAOOHbLIE OMyXOnu, a Takke KOHCEePBUPOBAHHbIE
obpasuybl TKaHW, TakuMe Kak 3aduKCUMpOBaHHbIe B opmanvHe, 3anuTble napadpuHom
obpasybl ONyxonu Unun 3amopoXkeHHble obpasybl onyxonn. CornacHO OgHOMY BapuaHTy
peanu3auun ykasaHHbil ofpasey npeacTtaBnsieT cobon  HeonepabenbHy  WUnn
MeTacTaTU4eCKyto MeNaHomy.

[00129] «OekTnBHLIA  OTBET» MNAUMEHTA UNN  «BOCMPUUMYUBOCTbLY
nayneHTa K TEeYEHU0 NEeKapCTBEHHbIM CPEACTBOM M aHanornyHble OPMYNMPOBKN
OTHOCATCS K KIMMHWUYECKOW WNM TepaneBTUYECKOM Monb3e, KOTOPYK  NauMeHT,
MOABEPKEHHDBIA PUCKY BO3HWKHOBEHUS paka WUnv CTpajatoui oT paka (Hanpumep, OT
HeonepabenbHOM WM MeTacTaTUY4eCKON MENaHOMbl, MOMOXKUTENBHON MO  MyTaumm
BRAFY®®) nonyyaeT nocne BBeAeHUS MNPOTMBOPAKOBOTO NEKAPCTBEHHOTO CPeAcTBa.
Takag nonb3a BKMYaeT noboe OAHO WM HECKOMbKO W3 CReayrolmnx CcoObITUN:
NPoANEeHNe BbPKMBAEMOCTM (B TOM 4yMcne obLler BbKMBAEMOCTU U BbbkMBaemocTn 6e3

nporpeccupoBaHunsi 3abonesaHns); NnpuBegeHne kK 06 bEKTUBHOMY OTBETY (B TOM 4umcne K
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NOMHOMY OTBETY UMW YacTUYHOMY OTBETY); UMW NPU3HaKW yMyyLIEeHUS CUMATOMOB paka U
T.A.

[00130] «BbPKMBaEMOCTb» OTHOCUTCS K MaUMEHTY, KOTOpbIA OCTaeTcs
XMBbIM, W BKMoyaeT OOy BbDKMBAEMOCTb, a Takke BbDKMBAeMoCTb 6e3
nporpeccupoBaHusa 3abonesaHus.

[00131] «Obwaa BbRKMBAEMOCTb» OTHOCUTCA K NAUMEHTY, KOTOPbLIN
OCTaETCS XUBbIM B TEUYEHUE OMPESENEHHOrO Nepuoja BPEMEHN C MOMEHTA NOCTAHOBKM
AunarHosa unv Hadarna neveHus.

[00132] «BbpruBaemocTs 63 nporpeccrmpoBaHns 3aboneBaHNs» OTHOCUTCS
K NaUMEHTY, KOTOPbIN OCTaEeTCH XMBbIM 6e3 nporpeccupoBaHusa paka unu 6e3 yxyalueHus
€ro COCTOSAHUS.

[00133] «lMpopgneHne BbPKMBAEMOCTU» O3Ha4aeT YyBenuuyeHue obulen
BbPKMBAEMOCTM MINX BbbkMBaemocTn 6e3 nporpeccupoBaHus 3aboneBaHust y nauyueHTa,
KOTOPbIM NONy4YaeT NevyeHne, no CPaBHEHNIO C NALUEHTOM, KOTOPbIA HE Mory4YaeT neyeHns
(T.e. MO CpaBHEHUO C MAaLMEHTOM, KOTOPbIA He Mony4yaeT neyeHue IeKapCTBEHHbIM
npenaparoMm) WNU MO CPaBHEHUIO C MauUeHTOM, Y KOTOPOro He 3KCnpeccupyeTcs
Buomapkep Ha yCTaHOBMEHHOM YPOBHE, W/WNU MO CPABHEHUIO C NAUMEHTOM, KOTOPOro
neyatr opobpeHHbIM NPOTMBOPAKOBLIM  JEKAPCTBEHHBIM  CPEACTBOM, TakUM  Kak
BemypageHunob.

[00134] «OBBHEKTMBHDBIN OTBET» OTHOCUTCS K U3MEPSIEMOMY OTBETY, B TOM
uncne k nonHomy oteety (CR, complete response) nnu k yactnyHomy oteety (PR, partial
response).

[00135] «MonHbin otBeT» wunu «CR» 03Ha4yaeT UWCYE3HOBEHWE BCeX
NPV3HaKOB paka B OTBET Ha neyeHne. OH He Bcerga o3HaqaeT, vYto pak bbin nsnedeH.

[00136] «HacTu4uHbIn oTBET» NN «PR» OTHOCUTCA K YMEHBLUEHUIO pasmepa
OLHOW UMW HECKOMbKUX ONYXONen Ui NOPadKEHUA UNN K YMEHbLLIEHUIO pacnpoCTpaHeHns
paka B opraHu3me B OTBET Ha NeyveHue.

[00137] «JleyeHne» OTHOCUTCS KaK K TepaneBTUYECKOMY JIEYEHMIO, TaK U K
NPOPUNAKTUYECKMM UINN NPEBEHTMBHLIM MEpaM.

[00138] TepMuH «TepaneBTUYeCcKkn 3PPEKTUBHOE KONMNYECTBO» OTHOCUTCA K
KONMUYEeCTBY TepaneBTUYECKOro areHTa Ansa neyeHvus unm npejoTtepalleHns sabonesaHus
UNn HapyweHus y mnekonutawwmx. B cnyyae paka TepaneBTMyeckn 3dhdeKTUBHOE
KONMMYECTBO TEPaneBTUYECKOrO areHTa MOXET YMEHbLUATb KONMMYECTBO PaKOBbIX KIETOK;

yMeHbLUaTb pa3mep NepBUYHOM OMyXOnW; MHrMbupoBaTh (T.e. 3aMennsiTb 4O HEKOTOPOWN
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CTeneHn W npeanodTUTENbHO OCTaHaBnMBaTb) WHMUNLTPAUUIO PaKOBbIX KNETOK B
nepudepnyeckme opraHbl; MHrMbuposaTe (T.€. 3ameanaTb A0 HEKOTOPOW CTEMEHU U
NpeanoYTUTENBHO OCTaHaBnMBaTb) METacTasnpoOBaHME OMyxonu; WuHrMbuposatb A0
HEKOTOPOW CTEMEHU POCT ONnyxomnu; uwnu obnerd4arb 4O HEKOTOPOW CTENEHU OAVH WK
HECKOMbKO CUMMTOMOB, CBSA3a@HHbIX C HapylleHuem. B 3aBuCUMOCTM OT CTeneHw, B
KOTOPOW NeKkapCTBEHHOE CPeACTBO MOXET MpPeAoTBpaTUTb POCT WUNU  YHUYTOXUTb
CYLLIECTBYIOLME paKOBbIE KMNETKW, OHO MOXET SBASATBCA LUTOCTATUHECKUM  WN/MMn
UMTOTOKCHYECKMM. B cnydae npoTmBopakoBor Tepanun 3pdekTUBHOCTL in Vivo MOXHO
U3MEPUTb, Hanpumep, MNyTEeM OLEHKU ANUTENbHOCTU BbDKMBAEMOCTU, BPEMEHU A0
nporpeccuposarHnsa 3abonesannsa (TTP, time to progression), 4actoTtel otBeTa (RR,
response rate), 4NUTENLHOCTN OTBETA U/NNU KAa4YeCTBa XN3HMW.

[00139] TepMUHbl «pak» M «PaKoBbIA» OTHOCATCH K OU3NONOTNYECKOMY
COCTOSIHNIO Y MIEKOMUTAOLWMX WU OMUCBLIBAIOT Takoe (U3MONMOrMYECKOE COCTOSIHUE,
KOTOPOE, Kak MpaBuno, XapakTepusyeTca HEKOHTPONMPYEMbIM POCTOM KneTok. B gaHHoe
onpeaeneHue BKIMIOYeHbl JOBpOKaYeCTBEHHbIE M 3rOKayecTBEHHbIe onyxonu. CornacHo
HEKOTOPbIM BapuaHTam peanusauumn HacTosuwero n3obpeteHuns pak npeacrasndet coboun
HeonepabenbHYO WM  MEeTacTaTUYEeCKyld MenaHoOMy, B KOTOPOM 3KCMpeccupyeTcs
BRAFY®% unu 6bino ycTaHOBIEHO, YTO B Hel akcnpeccupyetcs BRAF Y%,

[00140] TepMUH «NONMMHYKNEOTUA» NPU WUCMONb30OBaHUN B €4MHCTBEHHOM
UNN MHOXECTBEHHOM 4uCre, Kak MpasBuno, OTHOCUTCH K nobomy nonupuboHykneoTuay
unum nonuae3okCupmnOoHyKNeoTuay, KOTOpPbIN MOXKET npeacraenatb  cobon
HemoauduymposaHHyto PHK vnn OHK nnn mogundpuymposannyo PHK vin OHK. Takum
obpasom, Hanpumep, MNONMUHYKNEOTUAbI, Kak OMpeAeneHO B HaCTosen 3asBke,
BKMO4aloT, 6e3 orpaHuyeHus, ogHo- n asyxuenodevnyto OHK, OHK, Bkntovass ogHO- n
AByxueno4deyHble obnactu, ogHo- 1 gsyxuenoyvednyto PHK, a tarke PHK, Bkntovas ogHo-
1 aByxuenodedHble obnacTtu, rubpuaHoslie monekynel, cogepxawme OHK n PHK, kotopble
MOIYT SIBNSATLCS OAHOLIENOYEYHbIMU UMK, Hanbonee 4yacTo, ABYXLUENOYEYHbIMU U MOTYT
BKIIOMAaTb OAHO- U AByXuenoudeuHble obnactn. Kpome Toro, TepMUH «MOMMHYKNEOTUA» B
HacTosILLEN 3asiBKe OTHOCUTCS K TpexuenoyedHon obnactu, cogepxawen PHK nnn OHK
unu cogepxawen kak PHK, tak n OHK. Llenn B Takmx obnactsx MOryT npoucxoguTb OT
OOHOW W TOW e MOMEKYnbl Unu OT pPasnuyHbIX MOMekyn. YkasaHHble obnactu moryT
BKNtoYaTb obnacTb OAHOW WU HECKONbKMX MOMEKYNn, HO Haubonee 4yacTto BKMOYaloT
obnacTtb NuWb HEKOTOPbIX Monekyn. OgHa mornekyna obnactv TPOWMHOW cnupany 4acto

npegcraBnseT coboW  ONUrOHYKNEeoTUA. TEepPMUH  «MOMMUHYKNEOTUAY»  crneunduyeckn
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BkntovaeT kOHK. Tepmun srkntovaet AHK (B Tom uncne kAHK) n PHK, koTopble cogepxat
OAHO UM HECKOMNbKO MOANMULMPOBAHHBLIX OCHOBaHMIA. Taknum obpasom, OHK nnn PHK co
ckenetamn, MOAVUDULMPOBAHHBIMW ANS YRydlWeHus cTtabunbHOCTM unu Ans Apyrux
uenen, sIBNSATCA «MNONMUHYKNeoTUaAamMmM» B TOM 3HaYEHUN, KOTOPOE AaHHbIA TEPMUH
umeeT B Hacrtosien 3asske. bonee Ttoro, OHK wmnn PHK, copepxaljme HeTUnNMYHbIE
OCHOBa@HMWH, Takue Kak WHO3WH, WX MOAUMPULUMPOBaHHbIE OCHOBAaHUSA, Takue Kak
MEYEHHbIE TPUTUEM OCHOBAHMWS, BKIIOYEHbI B TEPMWH  «MOMUHYKNEOTUAbI», Kak
OMNpeaeneHo B HACTOSALWEN 3asBke. Kak npaBuno, TEPMUH «MNOMNHYKIEOTUA» OXBAaTbIBAET
BCe  (popmMbl  HEMOAMPULUPOBAHHBLIX  MOMWHYKNEOTUAOB,  MOAMPULMPOBAHHBIX
XUMNYECKNM, (DEPMEHTATUBHBIM M/UNU MeTabonuyeckum cnocobom, a Takke XuMmuieckue
dopmbl AHK 1 PHK, TunnyHble ana BUpPYCOB M KNETOK, B TOM YAUCHE NPOCTbIX U CMOMXHbIX
KMNETOK.

[00141] «Uenesas aygutopus» npeacraesnsieT cobon rpynny nogen unm
opraHuM3auuio, B KOTOPOW KOHKPETHOE TNEeKapCTBEHHOE CPeACTBO MNPOABUraldT  MMn
NNaHVPYIOT NPoABWraTte, NOCPEACTBOM MapKETUHra WM peknambl, B 0cCOBEeHHOCTU Ans
KOHKPETHbIX BAPUaHTOB MPUMEHEHMWS, NEYEHUS UMK MOKas3aHUW, Takyl Kak nauyveHT unu
nayneHTbl, NOMynAUMM NAUWMEHTOB, uYWUTaTENM raseT, MEAVLUHCKOW nuTepaTtypbl U
XKYPHanoB, TEMNEBU3SMOHHAs ayauTOpUS WNN MNOMb3OBaTENN WHTEPHETa, Paguo- unu
WHTEpHET-CryLuaTenu, TepanesTbl, PapMaleBTUYECKME KOMMaHUN N T.4.

[00142] «MHCTPYKUMA NO NPUMEHEHUIO» O3HAa4YaeT WHCTPYKUUKW, KOTOpble
TPagWMUMOHHO BKMNaAblBAIOT B CEPUMHYIO YMakoBKYy TepaneBTUYeCKUX npenaparos,
cogepxawpme MHPOpPMaUMIO OTHOCUTENBHO MOKa3aHWW, NMPUMEHEHWS, A03bl, BBEAEHUS,
NPOTUBONOKAa3aHNN, APYrMX TEPANEBTUHECKNX NPENapaToB, KOTOPbIE MOXHO MPUHUMATL B
komMOMHauum C ynakoBaHHbIM MNpenapaTroMm, Wwwunu npeaynpeauTenbHbie Haanucu
OTHOCUTEINbHO NPUMEHEHUSA Taknx TepaneBTUYECKUX Npenaparos 1 T.4.

[00143] TepMuH «dhapmaueBTUYECKMA COCTaB» OTHOCUTCS K CTEPUNBHOMY
npenapary, KOTOpbIM Haxoautca B copme, nossonswolen 3HEeKTUBHO MNPOSABNATLCS
OMONOrMYecKkon akTMBHOCTU yKa3aHHOrO NEKapCTBEHHOro CpeacTBa W He cogepallen
JOMONMHUTENBHbBIX KOMMOHEHTOB, SABMNSIOLLMXCS HENMPUEMIEMO TOKCUYHBIMU MO OTHOLLEHWIO
K CyObeKTy, KOTopoMy ByaeT BBEAEH yKa3aHHbIA COCTaB.

[00144] «CTepunbHbI»  COCTaB  SAIBNAETCA  acenTUYeckKMm  WUnu - He
coaepKalimm Kaknx-nmbo XmBbIX OPraHU3mMoB 1 UX Cnop.

[00145] «Habop» npeacraenser cobow nwboe wusgenue (Hanpumep,

YNakoBKy WMy KOHTEMHEep), COAepKalyee Mo MeHbLUe Mepe OAUH peakTUB, Hanpumep,
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NPOTUBOPaKOBOE IEKapCTBEHHOE CPEACTBO (Hanpumep, CpeacTBo ANd  NeyeHus
HeonepabenbHOM UM MeTacTaTUY4eCKOM MENaHOMbl) MU PeakTUB (Hanpumep, npanmMep)
ans  cneunduyeckoro obHapyxeHuss OuomapkepHoro reHa wunum ©Oenka. Wagenwve
NpeAnoYTUTENBHO MPOABUraloT, PacnpoCTPaHSIOT UMW NPOAAT B BuAe €A4MHULbI AnS
ocyLecTBMneHnsa cnocoboB COrnacHoO HacToALeMy U30BpeTEHNIO.

[00146] «dapmaueBTUYECKN  MNPUEMMNEMbIM  HOCUTENb»  OTHOCUTCA K
KOMMOHEHTY B (papmMaLeBTUYECKOM COCTaBE, OTMIMYHOMY OT aKTUBHOTO KOMMOHEHTA,
KOTOPbIA SBMNSIETCS HETOKCUMYHBbIM MO OTHOLIEHU K cybbekTty. Heorpanuumsarowmii
nepedeHb TUMUYHbIX apMaLEBTUYECKU MPUEMIEMbIX HocuTenewn BkrnovaeTr OBydep,
3KCLUMNUEHT, CTabununaaTop Nnmn KOHCEPBaHT.

[00147] dpasza «apmaueBTUYECKM MpPUEMIEMast COfb» B HacCTOALLEN
3asiBke  OTHOCMTCSE K  papmayeBTUHECKM  MPUEMIIEMbIM  OPraHWYEeCKMM UMK
HEOPraHNYECKNM CONSAM COELNHEHUS.

[00148] B HacTosLen 3asBKe TEPMUH «MO CYLLECTBY aMOpPMHbINY MaTepuan
O3Ha4aeT marepuan, CTeneHb KPUCTanfMYHOCTU KOTOPOro COCTaBnseT He Gonee 4yem
npubnusutensHo 10%; «amopHbIMY MaTepuan oO3Ha4vyaeT wMmarepuarn, CTeneHb
KPUCTannMYHOCTM KOTOPOro cocTasnsieT He Bonee uem npubnuauntensHo 2%.

[00149] TepMnH «MONEKYNSPHO AUCMEPrMPOBaAHHbBIM» B HaCTOSLLEN 3asiBKE
OTHOCUTCS K CnyyYaWHOMY pacnpegeneHvio coeauHeHus (Hanpumep, CoeavHeHus 1) B
nonvmepe. CornacHo onpeaeneHHbIM BapuaHTam peanmsayumn HacToawero nsobpeTeHns
CoeAMHEeHNe MpPUCYTCTBYET B MNOMUMEpe B KOHEYHOM COCTOAHMM 4YacTu YKa3aHHOro
nonumepa. Cm., Hanpumep, M G, Vachon et al., J Microencapsulation, 14 281-301 (1997)
n Vandelli et al, J Microencapsulation, 10- 55-65 (1993). CormacHO HeKOTOPbIM
BapuaHTam peanusayum HacTosero nsobpeteHust coegmHenne (Hanpumep, CoeamHeHne
[) moxeT OblTb AUCNEPrMpOBaHO B Marpuvue, obpasoBaHHOW MNONMMMEPOM B TBEPAOM
COCTOSIHUM Takum obpasom, YTO yka3aHHOEe COoeAUHEHME ABNAETCA UMMOBMMM30BaHHbIM B
cBoenn amopdHonm copme. TO, uYTO COEAUHEHWE SABNAETCA  MOJEKYNSPHO
ANCMEPrUPOBaHHbIM B MONMUMEPE, MOXET ObiTb MNOATBEPKAEHO pPsSaoM  Cnocobom,
Hanpumep, B pesynbTtate obpa3oBaHUsA TBEPAOro MOMEKYNSPHOrO KOMMIEKCa, MMEIOLLEro
OfHY TeMnepaTypy nepexoja B crekrnoobpasHoe COCTOSHME.

[00150] TepMnH «TBEPAbIN MOMEKYINAPHBLIN KOMMMEKC» B HACTOALLEN 3adBKe
O3HayaeT TBEPAYK Aucnepcuto, kotopas Bknovaet CoeauHeHue |, MonekynsipHoO

AVCNEPrMpOBaHHOE B Marpule nonumepa.
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[00151] TepMUH «MMMOBUNN30BaTLY, KOTOPbLIA NPUMEHSAETCA B HacTOsILEN
3asiBke B OTHOLUEHMM UMMOBMNU3aUMM akTUBHOMO COEAMHEHMSI B MaTtpuuy nonumepa,
O3Ha4aEeT, YTO MOMEKYIbl COEANHEHUS B3aNMOLENCTBYIOT C MOMEKyamMu nonnumepa Takum
obpasom, UYTO ykasaHHble MONEKyNbl COEAWHEHUSA YAEPXKMBAIOTCA B BbILLEYNOMSHYTOM
MaTpuue, U AaHHbIA HEeJOoCTaToK MNOABMXHOCTU NPEnAaTCTBYET OOpasoBaHWIO LIEHTPOB
kpuctannusaymn. CornmacHO HEKOTOPbIM BapuaHTam peanusauuvuv nornvMep MOXeT
npeaoTepawjate 00pasoBaHNE MEXMOMNEKYNSPHbIX BOAOPOAHLIX CBSI3eM MM cnabbix
AWCMEPCUOHHBIX CUN MeXAy ABYMS UMW HECKONMbKUMW MOMEKyNnamMu neKapCTBEHHbIX
cpeacte CoeauHenmsa |. Cwm., Hanpumep, Matsumoro and Zografi, Pharmaceutical
Research, Vol. 16. No. 11, p 1722-1728, 1999.

Il. NPOTUBOPAKOBBIE NEKAPCTBEHHbLIE CPEOCTBA

[00152] CornacHO oOfHOMY acnekTy HacTtosilee wusobpeTeHne oTpaaeT
npumeHeHne nHrimbutopos MEK u nirmbutopos BRAF B KOMOBUHMPOBAHHOM Tepanun aAns
neyeHnss MaTonorMyeckoro COCTOSIHUS MauueHTa, Takoro kak pak. CormacHo apyromy
acnekTy Hacrosee nsobpeTeHne UMEeeT OTHOLUEHUEe K BbIBOpY NauMEHTOB, KOTOPbIX
MOXHO neuntb umHrmbutopamm MEK un unHrmbutopamn BRAF, BCcnepctesme 3kcnpeccum
OJHOrO NN HECKOMbKMX BUOMapKEPOB, PacKpPbITbIX B HACTOSLLEN 3asBKe.

[0100] BemypadeHnd

[00153] BemypadeHub npeacraensiet cobon g0CTaBnsemMbld nepopanbHbIM
NyTeM MHIMOUTOP HEKOTOPBLIX MYTAHTHbIX POPM CEPUH/TPEOHNHOBOW KMHa3bl BRAF, B Tom
uncne BRAFV®E Bemypadennb goctyneH B dopme Tabnetkn 240 Mr Ans nepopanbHOro
npumeHeHns. BemypadeHnd, Takke HasbiBaeMbil B HacTosilen 3aaske «CoeguHeHne |»,
MMeEeT Xummyeckoe HammeHoBaHue {3-[5-(4-xnopdeHnn)-1H-nnppono[2,3-bjnpnaunn-3-
kapooHun]-2,4-gucptop-peHnn}-ammg  nponaH-1-cynbgpoHOBON kKmcnotel.  [daHHoe
COeAMHEHME packpbITO B MexayHapoaHon 3aaske WO 2007/002325 (cm. Hanpumep, CTp.
80 un cooteeTcTBYIOWYO hopmyny Ha cTp. 82). CoegunHeHne | umeeT cneayLlyto

XVIMUYECKYIO CTPYKTYPY:




38

[00154] CoeauHeHne | cywjecTByeT B NPUPOLHOM, T.€. TEPMOANHAMUYECKN
CTabunbHOM, COCTOSiHUM B kpuctannudeckon opme. OpHako amopdHas dopma
coeguHeHnss obnagaet OonbLIEen pacTBOPUMOCTBIO B BOAE MO CPaBHEHUIO C
KpUCTannmM4eckon ¢opMon M  BCNEACTBME ITOM0 XapaKTEpPU3YETCH  YIy4LLEHHOWN
CKOPOCTbIO pacTBOpeHud, a Onarogapsa 3TOMY — YNyYlEHHOW OMOAOCTYMHOCTBIO MO
CpaBHEHUIO C Kpuctannumdeckon opmon. COOTBETCTBEHHO, COrMMACHO HEKOTOPbLIM
BapuaHTam peanumsauumn Hactosiwero msobpeteHns CoeauHeHne | HaxoauTcs B MO
cywjectsy amopdHon opme ”n COormacHO HEKOTOPbIM BapuaHtam peanusagum
HacrosLlero usobpeteHns CoeguHerHne | Haxogutca B amopdHon dopme.

[0101] GDC-0973

[00155] GDC-0973 (Takke HasblBaeMbli B  HacTosILen  3asBke
«kobumeTnHnd» unn  «CoepuHenne Il») npeacraBngeT cobon  AOCTaBASEMbIA
nepopanbHbIM MYTEM MOLLUHbIA BbICOKOCENEKTUBHbIN MHrMbuTop MEK1 u MEK2,
LeHTparnbHbIX KOMMOHEHTOB nyTu nepegauyn curHanos RAS/RAF. GDC-0973 wmeer
XumMmn4yeckoe  HaummeHoBaHne  [3,4-audTop-2-[(2-dpTop-4-noadeHun)ammHoldenunn][3-
rmapokcun-3-[(2S)-2-nunepngnHnn]-1-aseTnanHunlMeTaHoH. Xmmmdeckasa crpykrypa GDC-
0973 aBnsaeTca cneayoLwen:
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[00156] CoeavHeHne |l moxeT ObITb MNPUrOTOBMIEHO C MPUMEHEHUEM

crnocoboB, onucaHHbix B naTteHte CLUA US2009/0156576 (cogepkaHue KOTOpOro
BKITIOYEHO B HACTOSLLYIO 3asiBKy MOCPencTBOM ccbinku). CoeauHeHne |l nmeer
crneayoLwmn permctpaymnoHHbin Homep CAS: 934660-93-2.
JononHutenbHble TepaneBTUYECKME areHTbl

[00157] KomOuHnpoBaHHas Tepanms COrnacHo HacTosilemy n3obpeTeHuto
MOXET [OMOMHUTENBHO BKMNIOYaTb NeYeHne OAHUM UMN HECKONbKUMU TepaneBTU4EeCKUMU

areHTamn. CornacHo HEKOTOPbIM BapuaHTam peanvsauun HacToALLEero 3obpeTeHnsa oauH
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WUNN HECKONbKO TepaneBTUYECKUX areHTOB NpefcTaBnsaioT coborM OJHO MMM HECKOIbKO
NPOTUBOPAKOBbIX NEKAPCTBEHHbIX CcpeacTB. KombuHmpoBaHHOe BBefEeHME BKIOYaET
OAHOBPEMEHHOE BBEAEHUE C TMPUMEHEHNEM OTAEMbHbIX COCTABOB WMNN  OAHOro
papmaLEeBTUYECKOro COCTaBa, a TaKkke nocnesoBaTenbHoe BBEAEHNE B NMOOOM nopsake,
npyvyem npeanouTUTENbHO CyLLEeCTBYET Nepuoj BpemMeHu, korga oba (Unu Bce) akTUBHbIE
areHTbl OfHOBPEMEHHO OKas3bIBalOT CBOK OMOMOrMYECKyto aKTUBHOCTb. TepaneBTUYecKui
areHT B Cny4ae ero BBefeHus OOblYHO BBOAST B 03aX, UCMOMb3YyEMbIX ANs BBEAEHUS
JAHHOTO areHTa, WM B HEKOTOPbIX Cry4Yasix B YMEHbLUEHHbIX A03ax BCreACTBUE
KOMOVHMPOBAHHOrO [LEWCTBUSA MEKAPCTBEHHbIX CcpeacTB. [1puUrotoBneHne w pexum
BBEAEHNA [03 TakuMxX TepaneBTUYECKUX areHTOB MOryT OCYLLECTBNATLCA COrfacHo
WHCTPYKLUMU  Mpou3BOAUTENA uUnM  Takum obpas3oMm, kak ©Obino  onpegeneHo
KBanupuUMpOBaHHbIM  MPaKTUKOM  3MAMpMYEckMM  nyTem. CornmacHoO  HEeKOTOPbIM
BapuaHTam peanu3ayum HacTosLero n3obpeTeHnss AOMOMHUTENbHBIN TepaneBTUHECKNN
areHT npeacrasnseT cobon XMMMOTEPaANEBTUHYECKUIA areHT.

[l KOMBNHNPOBAHHBLIE TEPATNA

[00158] CornacHO OgHOMY acnekty B  HacToswem  u3obpereHun
npeanoXeHel cnocobbl ANA NEYeHWs nauueHTta, CcTpajarolero OT paka, KoTopble
BKNIOYalOT BBeAaeHne 3IhDEKTUBHOIO (Hanpumep, TepaneBTUYECKNn 3PPEKTUBHOIO)
konuyectsa wuHrMbutopa BRAF (Hanpumep, BemypadeHndba) u wuHrmbutopa MEK
(hanpumep, GDC-0973). Cnocobbl BkMOYaoT nobble cnocobbl NeyYeHus, onucaHHbIe B
HacTOsLLEN 3asBKe.

[00159] CormacHO OAHOMY acnekTy B  HacTosileM  n300peTeHum
npeanoXeHbl cnocobbl neyYeHus (Hampumep, TepaneBTMYECKOro nevYeHus) nayueHTa,

cTpajaloLlero OoT paka, MONoXWTernbHoro no mytaumm BRAF Y

, NMpU4EM yKasaHHble
cnocobbl  BKMOYAKT BBEAEHME YKasaHHOMY naumeHTy (i) nepBoM  KOMMO3WLMW,
cogepxaigen [3,4-andptop-2-[(2-pTop-4-noadeHmnn)ammHoldennn][3-rngpokcn-3-[(29)-2-
nunepuanHunl-1-asetngmHun]metadHod  (CoeauHenme 1)  unn  apmayeBTUHECKM
NPUEMIEMYIO COMb YKA3aHHOro coefuHeHus; n (i) BTOPOM KOMMO3nLMK, cogepxailen {3-
[5-(4-xnopheHnn)-1H-nuppono[2,3-b]nnpnamnH-3-kapboHun]-2,4-andTop-deHnn}-ammna
nponat-1-cynbdoHoBon kucnoTel (CoeanHeHune |) nnn gapmaueBTUYECcKn npuemMnemMyto
COMb yKasaHHOro coeauHeHns B gose 960 mr (Hanpumep, YeTbipe Tabnetkn no 240 mr),
[Ba pasa B AeHb B AHM 1 - 28 yukna ANUTENBHOCTLIO 28 AHEN.

[00160] CormacHO OAHOMY acnekTy B  HacTosieM  M300peTeHum

npeanoXeHbl Cnocodbbl NeyeHus (Hanpumep, TepaneBTUYECKOro IeYeHWs) nauyueHTa,
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cTpagatoLwero ot HeonepabenbHON NN MeTacTatn4eCKkon MENaHOMbI, MONOXWUTENBHOW MO
myTauum BRAFY®® npuyem ykasaHHble cnocobbl BKMIOYAOT BBEAEHUE YKa3aHHOMY
nagmneHTy (i) NepBon KOMMO3MUMM, copepallen coeamHeHue |l unn dapmaueBTyYecKn
NPUEMNEMYI0 COMb YKa3aHHOro coeauHeHus, B Jose 60 mr B aHm 1 - 21 yukna
ANUTENbHOCTBIO 28 aHen; 1 (i) BTOPOW KOMNO3UUMK, coaepxawlen coeauHeHue | unu
chapmMaLeBTUYECKM NPUEMIEMYIO COMb YKa3aHHOro coegnHeHnsa, B 4o3e 960 Mr gsa pasa
B A€Hb B AHU 1 - 28 uMkna ANUTENbHOCTbLIO 28 AHEN.

[00161] CormacHO oOaHOMY acnekTy B  HacTosieM  n3obpeTeHum
npeanoXeHbl cnocobbl ANS YBENUUYEHUS AMNUTENBHOCTM OTBETA HA NEYEHME Y NayueHTa,
cTpagatoLlero ot HeonepabenbHON UNn MeTacTaTU4YeCKkon MenaHoMbI, NPUYEM yKasaHHbIe
cnocobbl  BKMIOMAKOT BBEAEHME YKasaHHOMY nauueHTy (i) nepBon  KOMMNO3MUUW,
coaepxaijen CoepuHeHne |l unu hapmayeBTUYECKU NPUEMIIEMYIO COMb YKa3aHHOro
coegunHeHus, B aose 60 mr B gHn 1 - 21 ymkna AnMTenbHOCTbIO 28 aHen; u (i) BTopown
komnosuyun, cogepxawen CoeauHeHve | unu dapmaueBTUYECKN MPUEMIIEMYIO COMb
YKa3aHHOro coefjuHeHns, B fose 960 mMr gea pasa B [eHb KaXAbl AeHb Lukna
AnutenbHocTbio 28 aHen. CornacHoO HEKOTOPbIM BapwaHTam peanunsauun HacToSALero
n3obpeTeHnss ANUTENbHOCTb OTBETA HAa KOMOMHMPOBAHHOE fe4YeHue yBEenu4deHa
OTHOCUTENbHO ANUTENbHOCTM OTBETA Ha neuveHne CoeauHeHvem | (Hanpumep, Ha
MOHOTepanesTu4eckoe neyeHne CoegmHeHnem ).

[00162] CormacHo oaHOMY acnekty B  HacTosAwem unsobpeteHuu
npeanoXeHbl Cnocobbl OTCPOYKM UNU MNPEAOTBPALUEHUS PasBUTUS PE3UCTEHTHOCTU K
neyeHuto (Hanpumep, PEe3UCTEHTHOCTU K neveHuto uHrmbutopom BRAF) y nauyueHTa,
cTpagaroLero ot HeonepabenbHOM NN MeTacTaTUYECKOM MENaHOMbI, MPUYEM YKasaHHble
cnocobbl  BKMOYAKOT BBEAEHME YyKasaHHOMY naumeHTy (i) nepBOM  KOMMO3WLMW,
cogepxaijern CoeguHeHve |l unu apmayeBTUYECKU NPUEMIIEMYIO COMb YKa3aHHOro
coeauHeHns, B gose 60 mr B gHn 1 - 21 unkna AnMTenbHOCTbIO 28 aHen; n (i) BTopon
komnosuuun, coaepxawen CoeauHeHne | nnu dapmaueBTUYECKM NPUEMMNEMYIO COMb
YKa3aHHOro coeauHeHus, B ao3e 960 mMr gBa pasa B AEHb Kaxablh AeHb LUuKna
anutenbHocTblo 28 aHen. CornmacHO HEKOTOPbIM BapuaHTam peanus3auum HacTosLLero
n3obpeTeHns pasBuUTUE PE3UCTEHTHOCTU K KOMOWHWPOBAHHOMY MEYEHMIO OTCPOYEHO MO
CPaBHEHMWIO C PasBUTUEM PE3UCTEHTHOCTU K neyeHuno CoeauHeHvem | (Hanpumep, K
MOHOTEpaneBTU4ECKOMy nedeHuntio CoeauHeHnem ).

[00163] CormacHo gpyromy acnekty B  HacToswem n3obpeTeHum

npegnoXxeHa KOMMO3UUMA ANS  MPUMEHEHUS NPy NeYeHuu  (Hanpvmep, npu
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TepaneBTUYECKOM feYeHMn) nauyumeHTta, CcTpajarolero OoT HeonepabenbHou wnu
METacTaTMYECKON MENaHOMbl, KOTOpasi COAEPXKUT MEPBYD KOMMO3NLMIO, COoAepXKaLlyto
coegmHeHne |l vnn dapmaueBTUYECKM NPUEMNEMYIO COfMb YKasaHHOro CoeaMHEHUs,
NpuvyeMm YyKasaHHOe MNPUMEHEHWE BKMIOYaeT OLHOBPEMEHHOE WM MOoCcrneaoBaTenbHoOe
BBEAEHWE BTOPOM KOMMO3WULMK, COAepxallen coefuHeHue |; npuyem nepsylo
KOMMO3uuuio, cogepxawyto coeauHeHue I, sesogaTt B gose 60 mr B gHn 1 - 21 yukna
ANUTENbHOCTBIO 28 AHEN 1 BTOPYIO KOMMNO3MUMIO, cogepxallyto CoeguHeHne |, BBOASAT B
fose 960 Mr aBa pasa B A€Hb Kaxabli A€Hb LMKNa ANUTENbHOCTbIO 28 AHEN.

[00164] CornacHo HekoTOpbIM BapvaHTam peanusayum nwoboro  u3
CrocoboB NeYeHUs, pPacKpbITbIX B HACTOAWEW 3adBke, nNauuMeHT He nony4an
NPeAaLLECTBYOLEro nevyeHna HeonepabenbHOM WNuM MeTacTaTtUydeckon MenaHoMbI.
CornacHo  HeKOTOpbIM  BapuaHTam  peanusayMm  HacTosilero  m3obpereHus
HeonepabenbHYIO WU  METacTaTUYECKYID MENaHoOMy nauueHTa paHee nojasepranu
neyeHno (CornacHoO HEKOTOPbIM BapMaHTam peannsaymmn HacToswero nsobpeteHus — 6e3
npeaLuecTeylowlero neyeHms wuHrubutopom BRAF). CornacHo HeKoTopbiM BapuaHtam
peanusauumn HacTosLero n3obpeTeHns NauueHT He nonyyan NpejLuecTBYoLWEero neyeHns
WHrMOMTOPOM NyTWU nepegaun curHanos Raf. CormacHO HeKoTOpbIM  BapuaHTam
peanmsayumn HacTosLEro N3oOpEeTEHNST NALMEHT HE NOMyYan NPeALLECTBYOLENO NeYeHns
uHrnbuTopom nytM nepepadn curHanos MEK. CornacHo HekoTopbiM BapuaHtam
peanusayumn HacTosALEero n3obpeTeHns NayneHT He nonyyan NpeaLUecTBYOLEro nevyeHns
WHrMBMTOPOM MyTK nepegauun curHanos Raf unu nHrMbuTopom nyTy nepejayv CUrHanos
MEK. CornacHo HEKOTOpPbLIM BapuaHTam peanusaynm HacTosLWwero n3obpeTeHns naumeHT
nonydvan NpeaLlecTBylOLee aabloBaHTHOE nedeHne. CornmacHo HEKOTOpbIM BapuaHTam
peanmsayumn HacTosLEro n3obpeTeHnst NauneHT He Nonyyan NpeaLUeCcTBYOLErO NeYeHns
WHrMBMTOPOM MyTK Nepeaaun curHanos Raf n nonyyan npeallecTeylollee agbioBaHTHOS
neyerHve. CornacHo HEKOTOPbIM BapuaHTam peanusayuu HacTodaLero u3obpeTeHus
nayneHT He nonyyan NpeaLUeCTBYOLWEro Ne4YeHns NHrmbuTopom NyTn nepeaayn CUrHanos
MEK wn nonywyan npeglecTByolee agbloBaHTHOe rneveHne. CornacHo HeKOTOPbIM
BapuaHtam peanuMsauyuMum  HacTosiero  M3obpeTeHus  nauueHT  He  nonyyan
NPeALUecTBYIOLLEro rnevYeHua uHrmbutopom nytu nepegadm curHanos Raf  wnm
WHrMBUTOPOM NyTK nepegauu curHanos MEK v nonydan npeguiecrsyioLlee agbioBaHTHOE
neyeHve.

[00165] C nomoLbto CMCTEM OmnpefeneHns CTagum paka OnuCbIBaIOT, Kak

Aaneko pak pacnpocTtpaHnnca aHaTtoOMUYEeCKM, a Takke AenaroT nonbiTKy OTHEeCTU
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NauMeHToB C aHanoruyHbIM NPOrHO30M 3aboneBaHus W neyYeHuem B OfHy rpynny,
COOTBETCTBYIOLLYIO OonpegeneHHon ctagun. [Ins cnocobCTBOBaHUS ONpeneneHnio CTagnm
paka moryT ObiTb NMPOBEAEHbI HEKOTOPbIE aHanMsbl, B TOM 4ucrie Guoncus u TecCTbl
MEAMUWHCKOM BuU3yanusauuu, Takve kak dnooporpaguyeckoe obcnegoBaHue nerkux,
MamMmMorpamma, CUMHTUrpadmsa ckeneta, KOMnbloTepHas Tomorpadusa 1 aHanns MeTogom
MPT (mMarHWTHO-pe30OHaHCHOW ToMorpadun). AHanuabl KPOBU U KINHUYECKYID OLIEHKY
TaKke NPUMEHSIOT ANS OUEHKM OOLjero 340poBbsi nauueHta un obHapyXeHus TOoro,
pacnpoCTPaHuUCs N pak B ONPEAEnNEHHbIE OPraHbl.

[00166] Ons  onpeaeneHusa  cragMm  paka  CcOrnacHoO  MeTofuke
AmepukaHckoro obbeauHeHHoro oHkonornyeckoro komureta (AJCC, American Joint
Committee on Cancer) cHa4yana cneayeT OTHECTU pak, B YaCTHOCTMW, CONUAHbLIE OMyXonw,
K OAHOM 13 BYKBEHHBIX KaTeropum ¢ NpUMeEHeHMeM cuctembl knaccndukaymm TNM. Pak
knaccudnumpytot no kareropmam T (tumor size, pasmep onyxonu), N (palpable nodes,
nanbnupyemble yanbl) w/unm M (metastasis, metactasbl). Kateropum T1, T2, T3 n T4
OonucbIBaloT yBenunyeHne pasmepa nepsuyHoro nopaxenums; NO, N1, N2, N3 ykasbiBatoT Ha
NPOrPEeCcCMBHO pacnpoCTpaHsaoLeeca nopaxeHne numdarnyecknx ysnos; 1 MO n M1
oTpaxkaeT OTCYTCTBUE UNWU MPUCYTCTBUE OTAaNeHHbIX METacTas30B.

[00167] CornacHo BTOpOoMy crnocoby onpegeneHus Ccragun, Takke
umssectHomy kak Overall Stage Grouping mnm Roman Numeral Staging (obwiee
onpeaeneHue cragum wnu CTagun, KOTOpble HYMEPYIOT PUMCKMMU Ludpamu), pak
pasgensioT Ha ctagum ¢ 0 no |V Ha OCHOBaHUKM pasmepa NePBUYHbBIX MOPAXKEHWN, a TaKkKe
HanuuMsa pPacnpoCTPaHEHUs paka B y3rnbl U OTAaneHHbIX MeTacta3oB. CornacHo gaHHoM
CUCTEME Cry4Yan TPYyNNMPYIOT Ha 4YeTbipe CTaguu, KOTopble OO03HAYaT PUMCKUMM
yndpamu ot | go IV wmnu knaccudpuuupytoT Kkak «peuuausupylowme». B cnyvae
HEKOTOpPbIX BapnaHToB paka ctaguto 0 ob6osHavaroT kak «in situ» unu «Tis» (tumor in situ,
onyxonb in situ), TakMe kak BHYTPUNPOTOKOBAA KapuywHoma in situ unm [ornbkoBas
KapuuHoma in situ B crnyyae paka MOINOYHOW >Kenesbl. AAEHOMbl BbICOKOW CTEMeHU
3MNOKa4YeCTBEHHOCTM MOXHO Takxe knaccudpuyuposaTb kak ctagmio 0. Kak npasuno, pak
ctagun | npegcraensieT cobor HeOOMbLION NOKaNM30BaHHbIA pPakK, KOTOPbIA OObIYHO
SIBNSETCA M3MNeYnMMbIM, TOrga kak pak cragum IV obblMHO npeacrasBnseTr cobon
HeonepabenbHbIN N MeTacTaTndeckmn pak. Pak ctagum Il n lll, kak npaeBuno, asnaeTcs
MECTHOPAaCMPOCTPAHEHHBIM W/WUNKU AEMOHCTPUPYET NOPaXEHUEe MECTHbIX NUMaTu4eckux
y3noB. Kak npaBuno, Gonee BbICOKME HOMeEpa CTagun CBUAETENLCTBYOT O Oonee

pacnpocTpaHuBLlemMcs 3aboneBaHun, B TOM Yucne o 6onbliemM pasmepe onyxonu u/wnm o
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pacnpocTpaHeHuu paka Ha Onusnexawme numdaTuyeckue ysnbl WWNM  oprambl,
npunerarowme K NepBuUYHON onyxonu. [aHHble CTagum KOHKPETHO OMpeAEerneHbl; Takoe
onpeaeneHne oTnMyaeTes Ans Kaxaoro BMaa paka M U3BECTHO Crneyuanucty B AaHHOW
06nacTn TEXHNKN.

[00168] Bo wMmHormx peectpax paka, Takux kak nporpamma SEER
(Surveillance, Epidemiology and End Results, Te4eHne, pacnpoCTpaHEHHOCTb N UCXOAbl
3nokavecTBeHHbIX HoBoobpasosaHmi) NCI (National Cancer Institute, HaymoHanbHoro
WHCTUTYTa paka), NMPUMEHSIIOT KpaTKUA OTYET onpejeneHus ctagun. JaHHyl cuctemy
Ucrnonb3yloT And BCex TunoB paka. CormacHO JdaHHOW CUCTEMe Ccriyyam paka
NnoApasaensoT Ha NATb OCHOBHbIX KaTeropun:

[00169] Pak in situ npeacraBnsetr cobow pak Ha HadanbHOW CcTagum,
KOTOPbIA MPUCYTCTBYET WCKMIOYUTENBHO B TOM CMOE KMETOK, B KOTOPOM OH BrepBble
nosiBUMCS.

[00170] JlokanmsoBaHHbIN  pak npeacTaBnseTr cobo  pak, KOTOpPbIA
OrpaHVYeH OpraHoMm, B KOTOPOM OH BMEpBble MOABWUMNCHA, U CBUMAETENbCTBA O €ro
pacnpocTpaHeHUn OTCYTCTBYIOT.

[00171] MeCTHO-pacnpOCTPaHEHHbIM  pak npeactaBnseTr Ccobon  pak,
KOTOPbIA PacrpOCTpaHUNCsa 3a MpPeAenbl NepBoHAYanbHOro (NEepBUYHOMO) ydvactka Ha
Brnvanexaiyme numdarmyeckme yanbl Ui opraHbl U TKaHW.

[00172] OtpaneHHbIn  pak  npeacraesnsaer cobon  pak,  KOTOPbIA
pacnpocTpaHUnCca U3 MEepBUYHOrO y4vyacTka Ha OTAarneHHble opraHbl UMM OTAaneHHble
numdaTtnyeckmne yanbi.

[00173] TepMUH «HEU3BECTHbIN pak» WCMOMb3YIOT ANA ONUCaHUS Cry4vaes,
NS KOTOPbIX OTCYTCTBYET AOCTATOYHasA MHpopmaumsa Ans onpeaeneHnst ctaguu.

[00174] OnpegeneHune ctagun menaHombl no cucteme TNM AmepukaHckoro
o6beaunHeHHoro oHkonorudeckoro komuteta (AJCC) npeacrasndet cobonm cuctemy ans
onpegeneHns cragum MmenaHombl. COrmacHO HEeKOTOpbIM BapuaHTam peanusayum
HacTosiLero n3obpeTeHnss MenaHoma npeacrabsnet cobon HeonepabenbHy MenaHomy
ctagum lIIC. CornacHo HEKOTOpbIM BapuaHTam peanusauum HacToswero n3obpeTeHuns
mMenaHoma npeactasnseTr cobon wmenaHomy cragum Mi1a. CormacHo HeKOTOpbIM
BapMaHTam peanusayum HacToswero usobpereHnss MenaHoma npeacrasnet cobon
menaHomy crtagum M1b. CornmacHo HEKOTOpbIM BapuaHTam peanusauyMn HacTOosILLEro

nsobpeTeHnsa menaHoma npeacrasneT cobon menaHomy cragum M1ic.
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[00175] Kpome TOro, paky CBOMCTBEHHO BO3BpaLLaTbCA Yepe3 Mecsubl Unu
rogbl NOCNE TOro, Kak NepBMYHasl onyxonb Obina yganeHa. Pak, KOTOpbIA peunansmpyeT
nocne TOro, kak BCS BUAMMAsi onyxonb Obina ypaneHa, HasbiBalT peyuanBuMpyOLLnM
3abonesaHuem. 3aboneBaHne, KOTOpoe peuuamnsBmpyeT B obnacTb NEPBUYHON OMyXornw,
ABNAETCS NOKanbHO peyuausmpyowum; sabonesaHne, KOTopoe peungnsupyeT B popme
MeTacTasos, 0603HaualoT Kak CUCTEMHO peungnsupyioLlee 3abonesaHue.

[00176] CornacHo ogHOMY acnekTy naymueHTa, CTpagaroLero oT paka, neyar
(Hanpumep, TepaneBTUYECKN NevaTt) JOMOMHUTENBHbIM NPOTMBOPAKOBbIM NEKAPCTBEHHbIM
cpeactBoMm. CormacHO HEKOTOPbIM BapuaHTam peanu3agyum HacToswero n3obpeTeHuns
JOMOMHUTENBHOE MNPOTMBOPAKOBOE IEKApCTBEHHOE CPeACTBO npeacTasnser cobown
XUMNOTEPANEBTUYECKUA areHT.

[00177] TepaneBTUYECKNE areHTbl, KOTOPble MPUMEHSIOT B HaCTOALEM
nsobpeteHnn, 6yayT NpPUroTOBMNEHbI B COCTaB, pasgeneHbl Ha A03bl M BBEAEHbI NyTeM,
COOTBETCTBYIOLLMM Haanexallen KnMHUYeckon npaktmke. dakrtopbl, paccmaTtpvBaemMbie B
JaHHOM KOHTEKCTE, BKIIOYAIOT KOHKPETHOE HapyLUeHWe, KOTOPOE MOABEPralT NEYEHUIo,
KOHKPETHOro NaumeHTa, KOTOPbIA NONy4yaeT NevyeHne, KNUHUYECKoe COCTOAHWE NaumeHTa,
MPUYMHY HapyLUEHUS, y4acTOK JOCTaBKU areHTa, crnocob BBEAEHWS, PEXVMM BBEAEHUS,
MEXIEKAPCTBEHHbIE B3aUMOAENCTBMS areHToB, KOMOMHUPOBaHNE KOTOPbIX MPOBOAUTCS, a
TaKke gpyrne akTopbl, U3BECTHbIE NPAKTUKYIOLLMM Bpadam.

[00178] TepanesTudeckne coctaebl MOryT ObiTb  MPUrOTOBMNEHbI C
NPUMEHEHNEM CTaHAapTHbIX CNOCOBOB, M3BECTHbLIX B JAHHOW OBNacTy TEXHUKW, NyTem
CMELUMBaHNA aKTUBHOIO KOMMOHEHTA, WMEIOLEro >enaemyio CTeneHb YUCTOThl, C
JobaBnsieMbIMn B HEKOTOPbIX Cry4yasix (PU3NOMNOrMYECKN MPUEMIIEMBIMU HOCUTENSIMUN,
akcumnueHTamm unu ctabunmusatopamm (cMm. Remington’s Pharmaceutical Sciences (20th
edition), ed. A. Gennaro, 2000, Lippincott, Wiliams & Wilkins, Philadelphia, PA).
Moaxoaawme HocuTenu, pasdbaBuTenn N 3KCUUMNUEHTbI XOPOLLO WU3BECTHbI cneynannctam
B AaHHON 0O6nacTn TeXHWKM W BKNIOYAOT MaTtepuanbl, Takme Kak YrneBoAbl, BOCKM,
BOAOpacTBOpMMbIE W/WUNKM nogjarumecs pasbyxaHuio nonMMepbl, rMapPotUnbHbIE WK
rmapodobHble mMaTepuansbl, XenaTuH, mMacna, pacTBOpUTENW, BOAY WM TOMy nogobHoe.
BbiGOp KOHKPETHOro NMPUMMEHAEMOro HocuTensd, pasbaBuTens UnNu 3KCUUMWEHTa 3aBUCUT
or crnocoba W uenu, ANA LOCTWKEHUS KOTOPOW MPUMEHSETCA COeAWHEHMEe COrmnacHo
HacTosiLemy n3obpeTeHnto. PacTBoputenn, kak npaBuio, BbIOUPaKOT U3 pacTBOpPUTENEN,
KOTOpbIE MPU3HAIOTCS crneynanuctamm B JaHHONM obnactn TexHuku 6esonacHbiMn Ans

BBEAEHUS MnekonuTalowemy. Kak npasuno, 6e3onacHble pacTBOPUTENU NPeACTaBnsioT
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COBON HETOKCUYHbIE BOAHbIE PACTBOPUTENW, TakMe Kak BoAa WU APYrne HETOKCUYHbIE
pacTBOPUTENMN, KOTOPbIE SIBNSILOTCS PacTBOPUMbIMU UMK NOAAAIOLLMMUCA CMELLMBAHUIO C
BOAON. [loagxoasimMe BOAHbIE PAaCTBOPUTENN BKMIOYAIOT BOAY, 3TAHOM, NPOMUIEHMNKONb,
nonunatuneHrnukonu (Hanpumep, M3 400, M3 300) M T.4., @ Takke UX CMECK.
Komnosnyum moryT Takke BKMOYATb OAWMH UMM HECKonbko Bydepos, cTabunmnsmpyromx
BELLECTB, MOBEPXHOCTHO-aKTUBHbIX BELLECTB, YBMAKHAIOWMNX BELIECTB, CMAryamwLmx
BELLECTB, 3MYyNbratopoB, CYCMNEHAUPYIOLMX BELLUECTB, KOHCEPBAHTOB, aHTUOKCUAAHTOB,
BELECTB ANSA NPUAAHMS HEMNpO3PayvyHOCTU, BELUECTB, CMOCOBCTBYIOLMX CKOMBXEHWUIO,
TexHonornyeckux [obaBoK, OKpalUMBAKOWMX BELLECTB, MNOACMAaLUMBAOLMX BELLECTB,
apomaTtusupyomx Jo6aBoK, BKYCOBbIX BELLECTB WM APYrMX M3BECTHbIX fobaBok ang
obecneyeHNs Haunyuyllero BHELUHEro Buaa nekapCTBeHHOro cpeacrtea (T.e. CoefUHEeHns
unn ero  apmaueBTUHECKOM  KOMMO3UUMM)  uUnu  OOnerdeHust  U3roToBMEHMS
hapmaueBTUYECKOro npenapaTta (T.e. NiekapcTBEHHOro cpeacTtaa). CornacHo HEKOTOPbIM
BapuaHTam peanvsayum HacTosero n3obpeTeHms CoeauHEHNE NPUroTOBMEHO B COCTAB
COBMECTHO C (hapMaLeBTUYECKN NPUEMITEMbIM HOCUTENEM UMK SKCLIMMNEHTOM.

[00179] AKTUBHbIE KOMMOHEHTbI MOXHO TakKe noMeLllaTtb B MUKPOKancynbl,
MomnyYeHHble, Hanpumep, METOAOM Koauepsauvu wunu MexdasHon nonumepusaumm,
HanpuMep, B MWKPOKancymbl W3 TMAPOKCMMETUNUENMIONO3bl UMW  XenatnHa U
nonu(MeTunMeTakpunara), COOTBETCTBEHHO;, B KOMMOWAHbIE CUCTEMbl ANs AOCTaBKM
nekapCcTBEHHbIX  CPeAcTB  (Hanpumep,  NWNOCOMbI,  MuKpocdepbl  anbBymuHa,
MUWUKPO3MYNbCUWN, HAHOYACTULbI U HAHOKAaMCYIbl) UMW B MAKPOIMYNbCUW. Takne MeToguku
onucaHbl B pykoBoacTee Remington’s Pharmaceutical Sciences, CM. CCbINKy BbILLE.

[00180] dapmaueBTMHECKN MPUEMMEMbIE COMM OMUCaHbl B HACTOSALLEN
3asiBKe W M3BECTHbl B AaHHOW OBNacTy TEXHWMKU. TUMU4YHbIE COMM BKIOYAIOT, HO HEe
OrpaHuMYMBalOTCA UMW, cynbdart, uutpar, auerar, okcanar, xnopug, 6pomua, voaua,
HuTpaT, bucynbdar, docdar, kucnbi gocdar, WU3OHMKOTMHAT, nakTart, canuuyunar,
KACIbIA UUTpaT, TapTpaTt, oneart, TaHHaT, NaHTo3eHaT, buTtapTpar, ackopbar, cykyuHar,
Mareart, reHTu3MHaT, dymapar, FMKOHaT, TMKypoHaT, caxapar, dopmmar, 6eHsoar,
rmytamar, MeTaHCyrnbgOHaT «Me3unar», aJTaHcynbdoHaT, OeH3eHCcynbdoHaT, n-
TonyeHcynboHat W namoar  (T.e.  1,1-meTunen-buc-(2-rugpokcu-3-Hadroar)).
dapmaleBTUYECKM NPUEMMNEMAs CoMb MOXET codepXaTb APYryt0 MOMEKyrny, Takyro Kak
WOH aueTara, MWOH CykyuHata wunu Apyrue nNpoTMBOWOHbI. [TPOTUBOMOH — MOXET
npeactaenaTb CoOoON nIOOYD OpPraHUYECKYrd WM HEOpPraHUYeckylo rpynny, KoTopas

cTabunuaupyeT 3apsii pPOoAUTENbCKOro coeauHeHus. Bonee Toro, dapmayeBTU4eckn
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npuemMmnemas cofb MOXET cofepXaTb B CBOEW CTPyKType Gonee OAHOro 3apsiKeHHOro
aroma. Korga MHorosapsifHble aToMbl SBASIOTCS YacTblo apMaLeBTUYECKN NPUEMIEMON
conu, Takas Conb MOXET MMETb HEeCKONbkO NpOoTMBOMOHOB. Bcrneactesme astoro
papMauUeBTUYECKN NPUEMNEMAs COMb MOXET COAepXaTb OAWH WM  HECKOIbKO
3apAXKEHHbIX aToOMOB W/UNW OAMH WNU HECKOMNbKO MPOTUBOMOHOB. B cnyvae ecnu
coeAuHeHne npeacraesnseT coboW  OCHOBaHWe, Xenaemas  dapmaueBTUYECKU
npuemnemasi conb MOXeT ObiTb MpUroToBrneHa nodbiM NOAXOASALMM  CHOCODOM,
AOCTYMHbIM B Aa@HHOW 06nacT TEXHUKK, Hanpumep, obpaboTkon cBOOOAHOrO OCHOBAHUS
HeopraHM4eckon KMUCNOTON, Takow Kak XITOPUCTOBOAOPOLHAS KUCNoTa,
BpPOMUCTOBOAOPOAHAA KUCNOTA, CEPHasa KUCNOTa, a3oTHas KUCNoTa, MeTaHCynb(oHOBas
kucnota, gochopHas kucnoTa n Tomy nogobHoe, NN OpraHNYeCcKorn KUCIOTON, Takon Kak
YKCYCHasi KUCNOTa, ManevHoBasli KUCIOTa, SIHTapHas KUCROTa, MWHAanbHasi KUCIoTa,
dymapoBasi KMCMnoTa, MaroHOBasi KWCMOTa, MNUPOBWHOTPagHas KUCNOTa, LlaBerneBas
KMCMNoTa, rMMKONeBas KMCNoTa, canuuyunosas KMCnoTa, NMMpaHo3naMnoBas KucnoTa, Takas
KaK rrOKYpOHOBAA KWCMOTa MMM ranakTypoHOBas KUCMOTa, anb®a-rmapokcu KUCNoTa,
Takagd Kak fMMOHHad KUCnoTa WNU BWHHAaa KUCMOTA, aMUWHOKMCROTa, Takas Kak
acnaparvHoBas KMcnota unm rnytammHoBas KMCMoTa, apoMaTuyeckas KUcnoTa, Takasa Kak
OeH30oMHasa KkucroTa WnM KOpUYHasi KUCMoTa, Cynb@OHOBasi KWACMOTA, Takas Kak M-
TonyoncynbOHOBas KUCrOTa WM 3TaHCynbgoHOBas KWCnoTa, MnvM Tomy nogobHoe.
Kucnotbl, KoTOpble, kak MpaBuno, paccMaTpuBaloT MOAXOAAWMMKU Ans obpasosaHus
papMaLeBTUYECKN MPUTrOAHBIX UMW NPUEMMEMbIX COMen OCHOBHbIX hapmMaleBTUYEeCKUX
coegunHeHU, obcyxaatoTea, Hanpumep, B pykoBoacteax P. Stahl et al, Camille G. (eds.)
Handbook of Pharmaceutical Salts. Properties, Selection and Use. (2002) Zurich: Wiley-
VCH; S. Berge et al, Journal of Pharmaceutical Sciences (1977) 66(1) 1 19; P. Gould,
International J. of Pharmaceutics (1986) 33 201 217; Anderson et al, The Practice of
Medicinal Chemistry (1996), Academic Press, New York; Remington's Pharmaceutical
Sciences, 18th ed., (1995) Mack Publishing Co., Easton Pa.; a Takke B nepeyHe
3aperncTprMpoBaHHbIX NekapcTBeHHbIX cpeactB «OpanxeBaa kHura» («Orange Book»
Ynpasnenust CLUA no Hagsopy B cdepe nULLEBbIX MPOAYKTOB U NEKAPCTBEHHbIX CPeacTB,
OKpyr BawwHrtoH, onybnukoBaHa Ha Beb-canWTe opraHusauun). Ecnn  coepunHeHue
COrMnacHoO Hacroswemy Wn3obpeTeHno npeacrtasnsetr cobon KUCMOTY, Heobxoaumyto
dhapmaueBTNYECKN NPUEMINEMYIO COMb MOXHO NOMYYUTb NMIOOBIM NOAXOASLLMM CNOCOBOM,
Hanpumep, obpaboTkon CBOBOAHOW KUCMOThI TAKUM HEOPraHMYEeCKUM UM OpraHUYyeCcKUM

OCHOBaHVEeM, Kak amuH (NepBUYHbINA, BTOPUYHbLIN UM TPETUYHBIN), ML POKCUL, LLIENOYHOMO
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MeTanna wWnuM rumapokcusa LWenovyHO3eMeneHoro Metanna wunu  Tomy nogobHoe.
MnniocTpaTuBHbIE NPUMEPBLI NOAXOAALLMX CONEN BKMOYAIOT, HO HE OrpaHNYNBAalOTCH UMM,
OpraHu4ecKkmne Conwu, norfy4YeHHble N3 aMUHOKUCTIOT, TaKMX Kak MMULMH U aprMHWH, aMMUakK,
NepBUYHbIE, BTOPUYHbIE U TPETUYHBIE aMMHbl W LUUKINYECKME aMUHbl, TakMe Kak
nUNEPUANH, MOPONIMH M NUMNEPA3UH, a TaKKe HeopraHM4Yeckue COnnu, NONyYeHHble U3
HaTpUS, KanbLUus, Kanuda, MarHuga, mapraduya, xenesa, Meau, UMHKa, anioMUHUS U NNTUS.
dapmaleBTUYECKM NPUEMMNEMbIE COMW, rMApaThbl U ApyrMe TBepable hOpMbl, TaKME Kak,
Hanpumep nonumMopdHbie opMbl, BeMypadeHnba pacKkpbiTbl B MEXAYHAPOLHOWN 3asiBKe
Ha nateHT Ne PCT/US2012/025965.

[00181] CornacHoO HeKOTOpbIM BapuaHTam peanusayMu  HacTosALlero
nsobpeterHnsa CoeauHerne |l npegnoxeHo B chopme tabnetkm 20 mr, B popme Tabnetkm
40 mr uw/vnn B hopme Tabnetkn 60 mr. CornacHO HEKOTOPLIM BapuaHTam peanu3ayum
Hactoswero msobpeteHuns CoeguHeHue |l npeanoxeHo B ¢dopme Tabnetkm 60 wr.
CornacHo HeKkOTOpbIM BapuaHTam peanmsayumn Hacroswero nsobpereHnsa CoeguHenue |l
npeanoxeHo B oopme TabneTkn, B COCTaB sapa KOTOPOW BXOAAT OAHO UMM HECKONbKO U3
CneaywLMx BELLECTB. MOHOruapar MNakTo3bl, MUKPOKpUCTannmMyeckas LUennonosa,
Kpockapmennosa Hatpusi M creapat MarHusi. CormacHO HEKOTOpbIM  BapuaHTam
peanusayumn HacTosLero n3obpeTeHnst B COCTaB MOKPbITUS TabneTkn BXOAAT O4HO MIn
HECKONbKO M3 CNeayoLWmMX BELLECTB. YaCTUHMHO MMAPONM30BaHHbLIA MOMMBUHUIANKOIONb,
Anokeua Tutana, nonmnatuneHrnukonb 3350 n Tanbk. CornacHoO HEKOTOPbIM BapuaHTam
peanusauun HacTosLero naobpeteHua CoegnHenmne |l npeanoxeHo B hopme TabneTkn, B
COCTaB siipa KOTOPOWN BXOASAT MOHOMMAPAT NakTo3bl, MUKPOKpUCTaNnJeckas Lennionosa,
KpocKkapmennosa HaTpusi U cTeapaT MarHusi, U B COCTaB MOKPbITUS KOTOPOW BXOASAT
YaCTUYHO MMAPONN30BaHHbBIN MONMBUHUNAMNKOIOMb, AUOKCUL, TUTaHA, NONMNATUNEHTIIMKONb
3350 n Tanbk. CornacHo HEKOTOPbIM BapuaHTaMm peanu3auum HacTosawero nsobpeTeHns
CoeauvHenne Il npegnoxeHo B copme Tabnetkn, cogepxawyen (a) 60 mr CoegnHenusa
(aKkTUBHbIA KOMMOHEHT); 1 (b) aap0 TabneTkn, B COCTaB KOTOPOro BXOAAT MOHOrMgpart
NakTo3bl, MUWKPOKpUCTaNM4Yeckas LUennionosa, Kpockapmennosa Hatpuss u creapar
MarHusi, a TaKKke noKpbiTue TabneTkn, B COCTaB KOTOPOro BXOAST HYacCTUYHO
rMMAPONM30OBaHHLIM NONMMBUHUNANKOIONb, AWMOKCUL TUTaHa, nonuatuneHrnukons 3350 un
Tanbk.

[00182] CornacHO BapuwaHTy peanu3auum HacToswero Un3obpeTeHus
CoeavHeHne | HaxoguTca B TBEPAOM MOMEKYNSAPHOM KOMMMekce, o6pa3oBaHHOM C

auyerarcykymHatom  rugpokcunponunmerunyennionodsl  (AC  TIMU).  CornacHo
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OonpefeneHHbIM BapuaHTam peanusaumm Hacroswero usobperteHua CoefuHeHne |
NMPUCYTCTBYET B MOMMMEPE B KOHEYHOM COCTOSIHUM 4YacTW YKa3aHHOro nonumepa.
CornacHo onpeaeneHHbIM  BapuaHTam  peanusauMm  Hactosilero  m3obpereHus
CoeguHeHne | aBnaeTcs MONEKynapHO aucneprupoBaHHeiM B matpuye AC ITIML takum
obpasom, 4TO YKa3aHHOE COeAMHEHWE $BMAETCA MMMOOWMM3OBaHHBIM B  aMOpPHOM
dopme. CornacHo HeKOTOpbIM BapuaHTam peanusauuyv HacTosAwero u3obpeTeHus
NOMNMMEpP MOXET npefoTBpaLlaTbh 0O6pasoBaHNE MEXMOMEKYNSPHbIX BOLOPOAHbIX CBS3EN
unn crnabblX AUCNEPCUOHHBIX CUN MEXAy ABYMS WIW  HECKONbKUMUW MONEKynamm
CoeguHeHns |. CornacHoO HEKOTOPbIM BapuaHTam peanu3ayum HacTodawero n3obpetTeHns
COOTHOLLEHNe konnyecTtsa macc. % CoeanHeHus | B TBEpLOM MOMNEKYNAPHOM KOMMIEKce
K konmyectsy macc. % AC [TIML B ykasaHHOM KOMMMEKCE COCTaBnsieT oOT
npubnmsntencHo 1:9 po npubnuautensHo 5:5. CormacHo BapuaHTy peanusayum
HaCTosALLEro N3o0peTEHNs YKasaHHOE COOTHOLLUEHNE COCTaBnsieT OT NpubnuautensHo 2:8
4o npubnusmtensHo 4:6. CornacHo ApyromMy BapuaHTy peanusayuum HacTosALero
n3obpeTeHns ykasaHHOe COOTHOLLEHNE COCTaBnaAeT NpubnuanTensHo 3:7.

[00183] CornacHo onpegeneHHbiM BapuaHTam peanusauuum HacTosLero
n306peTeHns coeavHeHne | NPeanoXeHO B BbILLIEYKa3aHHOM TBEPAOM MOMEKYNAPHOM
komnnekce CoeguHenus | n AC I'MML, cmewaHHOM ¢ KONMOUAHbLIM AUOKCUAOM KPEMHUS.
CornacHo onpeaeneHHbIM BapuvaHTam peanu3auuym ykasaHHad CMeCb COAEPKUT Mo
mMeHblwen mepe 0,5 macc. % auokcmaa kpemHus. CornmacHo BapuaHTy peanusauuu
HacTosLLEro N3obpeTeHns ykasaHHas CMeCb COAEPKUT NpubnunsntenbHo 97% komnnekca
1 NpnénuautTensHo 3% ANOKCNAA KPEMHUS.

[00184] CornacHo  agpyrum  BapuaHTam  peanusayum  HacTosLero
nsobpeTteHnss coeauHeHne | npeanoxeHo B oOpMe KOMMO3UUMK, CcoaepKallen
BblLLUEYKA3aHHbIA TBEPAbIA MONEKYNSAPHbIA KOMMEKC, KOTOPbIA CMELUMBaKT WU He
CMELLUMBAIOT C AMOKCUAOM KPEMHMWS, Kak OMMCaHO Bbile, a Takke dapmaueBTUYecKu
npuemnembln Hocutenb. CornacHo onpejeneHHbIM BapyaHTaMm peanv3auymmn HacTosLero
n3obpeTeHns BbiLLEYKa3aHHbIW KOMMIEKC UM CMECH, COAEPKaLLYIO YKa3aHHbIN KOMMNEKC,
CYCMEeHAMPYIOT B HocuTene. [pnmMepomM HOCUTENS SABMSETCH MApPOKCUNPONUNLEnnonosa
(rMu). CornacHo BapuaHTy peanusayuu HacToAWero W3obpeTeHUs HanonHUTEnb
cogepxut npubnumsntenbHo 2 macc. % [TIL. Komnosuuma MOXeT Takke coaepaTb
JOMOMHUTENbHbIE BELLeCTBa, Takue Kak KOHCepBupyloLue BELLecTBa,
conobunusupyloue  BelecTBa, CTabunmavpylowme  BELeCTBa,  YBMAXHSOWME

BELLeCTBa, 3Myrbrypylolme BellecTBa, MogcnaljMBaiolyne BeLecTBa, OKpaluvBatoLne
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BELeCcTBa, OTAYLUKW, COMW ANS PEeryrnvpoBaHUA OCMOTUYECKOro AaBneHus, Bydepsl,
BELjecTBa ANS MOKPbITUS UM aHTUOKCUAaHTbl. COrmacHo onpeaerneHHbIM BapuaHTam
peanmsayumn HacTosILLero n3obpeTeHnst coeamHeHne | NpeanoXxeHo B POpME KOMMNO3ULMM,
coaepxallen TBepabin MonekynapHbin komnnekc Coeaunenus | n AC I'MIMLU, cmelwaHHbIi
C KOMMOWAHbIM AWNOKCUAOM KPEMHUS, TMAPOKCUNPONUILENIIONO30W, KPOCMNOBUOHOM
(BeLlecTBO AN ynyylleHna pacnagaemocty TabneTok), creapatoMm MarHusa (cmsaryaroLlee
BELLUECTBO, KOTOPOE MOXET MPUMEHSTLCA B onepauusix TabnetmpoBaHus U
KancynMpoBaHns) WuUNuU KPOCKapMenmno3oM HaTtpusa (BewectBo ANs  yhydleHus
pacnagaemocTtn Tabnetok). CornacHo BapuaHTy peanusauum Hactoswero nsobpereHus
CoeguHeHne | npeanoxeHo B popme TBEPAOW XENMaTWUHOBOW Kancyrbl, Cogepallen
TBEPAbIN MONekynapHboii komnnekc CoeaumHenus | un AC TTIML, cmewaHHein ¢
KOMMOUAHBbIM AMOKCUAOM KPEMHUS, MMAPOKCUNPONUNLENNIONO30M, CTeapaToM MarHus U
Kpockapmennoson Hatpusi. CormacHo BapuaHTy peanusayum HacTosilero nsobpeTeHus
CoepguHeHne | npeanoxeHo B ¢opme Tabnetku, coaepxawlen CoeauHeHve | wnu
PapMaLEeBTUYECKN MPUEMITEMYIO COMb YKa3aHHOro coeguHeHud. CornacHo BapuaHTy
peanumsayun HacToswero msobpeTteHuss ykasaHHas TabneTka COAepXUT TBepabiv
MONeKynsApHeIi Komnnekc CoeauHeHnnsa | vnu dapmayeBTUyeckn npuemMnemMon Comnm
ykaszaHHoro coeguHenns u AC TTIML. YkasaHHbIA KOMMANEKC MOXET ObiTb CMELUaHHbIM,
Hanpumep, C KOMMOWAHbIM  OUOKCMAOM  KPEMHWUS, M POKCUMPONUMLENIONO30M,
cTeapaTtoM MarHusi U KpOCKapmennoson Hatpus. Tabnetka MOXeT, Hanpumep, ObiTb
NOKPbITON nneHodHon obonoykon. B coctaB nneHo4yHOM OBOMNOYKM MOXKET BXOAUTD,
Hanpumep, NONMMBMHUNANKOroNb, AWOKCWMA TuTaHa, nonustuneHrnukonb 3350, Tanbk U
okcug kenesa KpacHbl. CormacHO HEKOTOpbIM BapuaHTam peanusayuMm HacTosILLEero
nsobpeteHns CoeauHeHne | npegnoxeHo B dopme Tabnetkum 240 wmr. Komnoswuwmm,
cogepxaiwjue CoeauHeHue |, a Takke cnocobbl NONYYEHUA TakMX KOMMO3ULUIA ONUCaHbI B
mexgyHapoaHon 3asske WO02010/114928 (koTtopas BKMOYMEHA B HACTOALLYIO 3asBKY
NocpPeaCTBOM CCbINIK/ BO BCEW CBOEW MOMHOTE).

[00185] CornacHO HeKOTOpPbIM BapuaHtTam peanusayMn  HacTosILLEro
nsobpeteHns CoeguHeHue | unu apmaueBTUYECKN NPUEMIIEMAs COMNb YKa3aHHOro
COEAMHEHNS HaxoguTCa B MO Ccywectsy amopdHon dopme. CornmacHO HEeKOTOpbIM
BapuaHTam peanusayum HacToswero usobpeteHnsa CoegnHeHue | unu dapmauesTnyeckm
npuemnemas Conb YKasaHHOro COefMHEHMS HaxoauTca B amopdHon dopme. CornacHo
HEKOTOpPbIM BapuaHTam peanusayun Hactosiwero umsobpeteHus CoeauHeHne | wnm

hapmaLeBTNHECKM MpUeMNeMasl Cofb YKa3aHHOrO COEAVHEHWUS] HAaxXOAUTCS B TBEPLOM



50

MOIEKYNAPHOM Komnnekce, obpazoBaHHOM c aueTtaTcykymHaTom
M POKCUNPONUIMETUNLENNIONO3bl  TakuM  o0pasoMm, 4TO YyKasaHHOe COeAUHEHMEe
aBnaeTcs ummobunusosaHHbIM B amopdHon dopme. CornacHo HEKOTOpbIM BapuaHTam
peanusayum Hactoswero wusobpereHnsa CoeguHeHve | wnu  dapmaleBTUyYeckn
npvemnemas corb yKa3aHHOro CcoeVHeHNS " ayeTarcykumHar
ML POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCe Haxo4AaTCA B COOTHOLUEHUU
oT npubnnsutensHo 1:9 o npnbnmnsutenscHo 5:5, cooTBeTCTBEHHO. COrMacHO HEKOTOPLIM
BapuaHTam peanusayum HacTosiero nsobpeteHns CoegnHenue | unu dpapmalesTnyeckm
npvemnemas cornb yKa3aHHOro COeAVHEHMS n ayerarcykymHar
ML POKCUNPONUNMETUNLENNIONO3bl B YKA3aHHOM KOMIMMEKCe HaxOAAaTCA B COOTHOLUEHWU
npubnuautensHo 3.7, COOTBETCTBEHHO. CornacHo HEKOTOPbIM BapwaHTam peanusauuu
HacTosero nsobpeteHns CoegnHeHne | BKNIOYEHO B CMECH, MPUHEM NpubnmsntTensHo 97
Macc. % ykasaHHOM CMeCUM COCTaBNsAeT TBEPAbIM MOMEKYNSAPHbIA KOMMMEKS U
npubnmantensHo 3 macc. % ykasaHHOW CMECU COCTaBMnseT ANOKCUA KpemHus. CornacHo
HEKOTOPbIM BapuaHTam peanusayum HacTodwero nsobpeteHmna CoeauHeHne | BKMIOYEHO
B CYCMEH3UI0 TBEPAOro MOMEKYNAPHOro Komnrekca B dpapmaueBTUYECKU NpUemMnemMom
HocuUTene, MNPUYEM YKa3aHHbIN TBEPAbIA MOMEKYNSPHbIN  KOMMMEKC HaxOAMTCS B
dapmaueBTUieCkn  npuemnemom Hocutene. CornacHO  HEKOTOPbIM  BapuaHTam
peanu3ayunm HacToswlero wu3obpeTeHns nepsBbld  KOMMOHEHT COAEpXUT TabneTky,
coagepxallyo TBEPAbIA MONEKYNApHbIA komnnekc CoeanHeHuns | unu dapmauesTnyeckm
npuemMnemon conu ykasaHHoro coeguHenns mn AC TTIML. CornacHo HeKoTopbiM
BapuaHTam peanuaauyumn Hactosero nsobpeteHns CoegnHeHmne | npeanoxeHo B hopme
Tabnetkn. CormacHO HEKOTOPbIM BapuaHTam peanusauuMm HacTosero msobpereHus
CoepguHenne | npeanoxeHo B dopme Tabnetkmn 240 mr (T.€. TabneTkn, cogepxailen 240
mr CoeguHeHuns ).

[00186] BeegeHne TepaneBTUYECKUX areHToB B KOMOWHaLMK, Kak npasuno,
OCYLLECTBMNAIOT B TeUYeHWe OnpefeneHHOro nepuoga BPeMeHu (Kak MnpaBuno, MUHYT,
4yacoB, AHEWN UNu Heaernb B 3aBUCUMOCTU OT BbIOpaHHOM koMOuHaumm). KomGrHMpoBaHHas
Tepanus npusBaHa OXBaTUTb BBEAEHWE [aHHbIX TEpaneBTUYECKUX  areHToB
nocrnegosaTtenbHbiM 00pasoMm (3TO O3Ha4aeT, YTO KaKAblA TEepaneBTUHMECKUA areHT
BBOAAT B pasnuuHoe Bpem4d, B MOOOM MOpsaAKke), a Takke BBEAEHUE TepaneBTU4eCKUX
areHToB OJHOBPEMEHHbIM (CUHXPOHHbIM) oBpasom. OfHOBPEMEHHOE BBEAEHUE MOXHO
OCYLLECTBMNSATL B (POpMe OTAEmNbHbIX (PapMaLeBTUYECKMX COCTABOB WIW B OJHOW

nekapcTtBeHHon dhopme (Hanpumep, B BUAE OAHOro apmMaueBTUYECKOro COCTaBa).
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CornacHo HeKOTOpbIM BapaHTam peanusaumm Hacroswero nsobperteHua CoegmHenune
BBOASAT OAMH pa3 B [AEHb, Hanpumep, yTpoM unn Bedepom). COrmacHoO HEKOTOPbIM
BapuaHTam peanusauum Hactosilero nsobperteHns CoeguHenne |l BBOAST OAWH pas B
geHb B nioboe Bpemsa aHA. CornmacHo HEKOTOPbIM BapuaHTam peanusauum HacTosALero
nsobpeteHns sTopyto o3y 960 mr (Hanpumep, YeTbipe TabneTkm no 240 mr) CoegmHeHus
| BBOAAT npmbnuanTenbHO 4vepes 12 yacos nocne nepson Ao3bl 960 mr (Hanpumep,
yeTblpex Tabnetok no 240 wmr) CoeaunHeHms |. CormacHO HEKOTOPbIM BapuaHTam

peanusauyun HacTosLero usobpeteHus CoeamHeHne | BBOAAT OAUH pas yTPOM U OAMH pas

BEYEPOM.
[00187] Taknm oO0pasom, B HaCcTosILLEM M300pPETEHUN NPEayCMOTPEHO
npurotToBneHne coeguHeHns | u Il B ogHOM nekapcTBEHHOW dhopme (Hanpumep,

COBMECTHOE MPUroTOBIEHME B COCTaB ABYX MMM HECKOMbKUX aKTMBHbIX KOMMOHEHTOB).
CoOTBETCTBEHHO, COMMacHoO OAHOMY BapuaHTy peanu3auun HacToswero n3obpeTeHuns
thapmaueBTnYeckasl KOMNO3ULMA COrMacHO HacTOSLLEN 3asiBKe MOXET cogepaTtb bonee
OLHOrO aKTUBHOIO COeAMHEHUS (T.€. NepBas KOMMNO3MLUWS, Cogepkallas NepBbl aKTUBHbIN
KOMMOHEHT, MOXeT ObITb COBMECTHO MPUroTOBIIEHA B COCTaB CO BTOPOW KOMMO3ULMEN,
cogepKallen BTOPOW aKTUBHbIA KOMMOHEHT). Takue MONeKynbl COOTBETCTBYIOLMM
obpazom NpUCYTCTBYWOT B KOMOMHAUMM B  KONUYECTBAX, KOTOpble ABMAKOTCA
3hheKTUBHBIMU ANA LOCTMKEHUSA NOCTABMNEHHbIX Lenen.

[00188] CornacHo apyromy acnekTy HacTOALEero M3obpeTeHnsa Kaxkabln 13
ABYX (MNN HECKONbKUX) aKTUBHBIX KOMMOHEHTOB MPUroTaBnMBalOT B COCTaB OTAENbHO U
BBOAST B BWAE OTAENbHbIX JEKAPCTBEHHbIX opMm. COOTBETCTBEHHO, COrMacHoO
HEKOTOPLIM BapuaHTam peanusayuyM HacToswero usobpeTteHns dapmManeBTUYECKAN
npenapar COAEPXWUT MEPBYID KOMMO3UUMIO, coaepxallylo (B KayecTBe akTUBHOIMO
komnoHeHTa) CoeauHeHme Il; n BTOPYIO KOMMO3ULUMIO, cCoAaepxallylo (B KayecTse
aKTMBHOro KoMnoHeHTa) CoeaunHeHne |, npuyem NepByO KOMMO3ULUIO BBOAST B NEPBOU
NeKkapcTBEHHON hopMe 1 BTOPYH KOMMO3ULMIO BBOASAT BO BTOPOW NEKAPCTBEHHON hopme.
CornacHo HEKOTOpbIM BapuaHTam peanu3auun HacToAWEero U3obpeTeHns nepBylo
KOMMO3UUMIO BBOASAT MNOCMNeAoBaTenbHO nocrne BTopoW komnosvymu. CornacHo
HEKOTOPbLIM BapuaHTam peanu3auun HacToAWero M3o0peTeHUs NepByld KOMMO3MLMIO
BBOAAT nepes BTOPOW Komnosuuyuen. CornacHo HEKOTOPbIM BapuaHTam peanusauuu
HaCTOSALEro M300peTEHUs BTOPYIO KOMMO3ULMIO BBOAST MOCNE BTOPOW KOMMO3ULMM.
CornacHo HEKOTOpbIM BapuaHTam peanusauun HacToALWEero W3obpeTeHus NepByto

KOMMNO3MLMIO BBOAAT OAHOBPEMEHHO CO BTOPOM KOMMO3ULNEN.
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[00189] TepaneBTUYECKME areHTbl BBOASAT MNAUWEHTY YENOBEKY B
COOTBETCTBUN C U3BECTHbIMWN CNocobamu, TakMMK Kak BHYTPUBEHHOE BBEAEHUE B hopme
OOMOCHON UNN ANUTENbHON WHY3UN B TEYEHNEe OMpPeneneHHOoro nepuoaa BpemeHu, a
Takke cneayoLwmmm NyTAMK: BHYTPUMbILLIEYHBIM, WHTpanepuToHearbHbIM,
WHTpaLuepebpoCcnUHanbHbIM, MOAKOXHbLIM, BHYTPUCYCTaBHbIM, BHYTPUCUHOBMAIbHbIM,
BHYTPMOBONOYEUHbIM, MepopanbHbIM, MECTHbIM MYyTEM WMAW NOCPEACTBOM WHranauuu.
CornacHO HEKOTOpbIM BapuaHTaMm peanu3auunm HacToswero usobpeTeHust BBejeHue
SBNSAETCA MnepopanbHbIM (COrMacHO HEKOTOPbIM BapuaHTam peanusaymm HacTosLLEero
nsobpeTeHnss BBEAEHME OCYLUECTBMSAIT BMECTe C npuemom nuwy unm 6e3 Hero).
CornacHo HeKOoTOpbIM BapuaHTam peanusauuu HacTOALEro N3obpeTeHnsa nepopanbHoe
BBEAEHME OCYLLECTBNAIT BMECTe C npvemMom nuwm. CornacHo HeKOTOpbIM BapuaHTam
peanmsauumn HacTosiero M3obpeTeHus nepopanbHOe BBELEHME OCYLeCcTBRsiioT 0e3
npvemMa nuLm.

[00190] TepaneBTUYeCKNE areHTbl MOryT ObiTb BBEAEHLI OA4HUM NYTEM UMK
pasHbIMU NyTaMWU. Hanpumep, oguH TepaneBTUYEeCKUA areHT B KOMOUHAUMM MOXET ObITb
BBEAEH BHYTPMBEHHOW UHBEKLUMWEW, TOTAA KaK APYro TEPaneBTUHECKUN areHT-UHrmbutop
B KOMOVHaUuM MOXeT ObITb BBEAEH mepopanbHbiM nyTem. B kauectse anbTepHaTtuBbl,
Hanpumep, oba TepaneBTUYECKNX areHTa MoryT ObiTb BBEAEHbI NEPOParbHbIM NYTEM WM
oba TepaneBTMYECKMX areHta MOryT OblTb BBE4EHbl BHYTPMBEHHOW WHbEKUMEN B
33BUCUMOCTU OT KOHKPETHbIX TepaneBTUYeckux areHtoB. CornacHo HEeKOTOpbIM
BapuvaHTam peanusauum Hactoswero msobpereHua CoeauHeHne |l n CoeguHerne |
BBOAAT nepopanbHbiM nytem. CoeauHeHue || n CoeguHeHune | moryT ObiTb BBEAEHbI
nepopanbHbIM MyTEM BMECTE C MpuemMoM nvwm mnu 6e3 Hero. CormacHoO HEKOTOPbIM
BapuaHTam peanmsauum HacTosiero n3obpeteHunss CoeamHerne |l BBOAAT nepoparnbHbiM
nyTem BMeCTE C npuemMom nuwm unum 6e3 Hero. CornacHo HEKOTOpPbIM BapuaHTam
peanusauyumn Hactoguwero usobpetreHma CoeguHeHue | BBOAAT nepoparbHbiM MyTeM
BMECTe C MPUEMOM Ny nnm 6e3 Hero.

Il CNOCOBblI ANATHOCTUKHA

[00191] CornacHO HeKOTOpbIM BapuaHTam peanusayMn  HacTosILLEero
n306peTeHNs NaUNEHT COrMacHO HACTOSLLEN 3asBKe MPOXOAUT ANArHOCTUYECKUIA aHanus,
Hanpumep, nepes u/nnun Bo Bpemsa U/nnu nocne nonyyeHnsa Tepanuu.

[00192] CornacHO HEeKOTOpPbIM acnekTam B HacTosILEM U300peTeHum
npeanoxeHol cnocobbl Anst Bbibopa Tepanum Ans nayuMeHTa, CcrTpajarowero oT

HeonepabenbHOM WM  METacTaTMY4eCKoOW MeNnaHOMbl, BKMOYaKLWme onpegeneHne
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MPUCYTCTBUA (COrNMacHO HEKOTOPbIM BapyaHTaMm peanunsauum HacTosawero n3obpereHns —
onpeaeneHne NpUCYTCTBUS Unu oTcyTcTBus) MyTaumm BRAFY®® B obpasue naumenTa,
cTpajaiwowero oT HeonepabenbHOW WNM  MeTacTaTUYeCKOM MenaHoMbl, W BblGOp
NeKapcTBEHHOrO CPeAcTBa ANSA NleYeHMs paka Ha OCHOBAHUW NPUCYTCTBUSI (COrnmacHo
HEKOTOPbIM BapuvaHTaMm peanusauum HacToAWEro U300peTeHnss — Ha OCHOBaHWM
NPUCYTCTBUA MM oTcyTeTBns) MmyTaumm BRAFY®®. CormacHo opHomy BapuaHTy
peanusauyuMn ycTaHaBnvMBalOT, YTO B YyKasaHHOM obpasue 3KCnpeccupyeTcs MyTauus
BRAFY®®  (hanpumep, wmytaums BRAFYF) 1 Bbibupalor nevyenne (Hanpumep,
TepanesTu4yeckoe neyerHvne) CoeguHermem Il B kombuHaymm ¢ CoegnHeHuem | (Hanpumep,
Kak onucaHo B Hactosiwen 3asaske). CornmacHO HEKOTOPbIM BapuaHTam peanv3aymu
HacTosLero n3obpeTteHus HeonepabernbHy UM MeTacTaTUYEeCcKylo MENaHOMy naymeHTa
neyaTt (Hanpumep, TepaneBTUYECKM re4daTt) Ccrnocobom, BKMIOYAOWMUM BBEAEHWNE
ykasaHHoOMy nauyueHTy (i) nepson komnosvuyun, cogepxawen CoeguHeHue |l unn
dhapmayeBTUYECKM NPUEMIIEMYIO COSb YKa3aHHOro coegmnHeHuna, B ose 60 mr B gHun 1 - 21
Uukna gnutenbHoCcTbio 28 aHen; u (ii) BTopon komnosnyun, cogepxawern CoeguHeHmve |
unn dapmMaueBTUYECKU NPUEMITEMYIO COMb YKa3aHHOro coegunHenus, B fo03e 960 mr asa
pasa B AeHb B AHU 1 - 28 umkna AnuTenbHOCTLIO 28 aHen. Cnocobbl NeYeHUs BKITIOYaoT
nobbie cnocobbl NEeYeHus, onucaHHble B HacToswen 3asiBke. CormacHO HeKOTOpbIM
BapMaHTam  peanu3ayuMnm  HacTosiwero  n3obpeTeHuMs  HeonepabenbHyl  Unu
MeTacTaTU4eckylo MenaHoOMy nauuveHTa paHee He MNoABepranu nevYeHuto (Hanpumep,
BemypaceHnbéom wunu  umHrmbmutopom BRAF). CornacHO HeKOoTOpbIM  BapuaHTam
peanusauyum Hactosawero wunsobpeTeHns HeonepabenbHyl UNM  MeTacTaTUYeckyto
MENaHoMy nauuveHTa paHee nojBepranu NevYeHuno (COrmacHO HEKOTOPbIM BapuaHTam
peanu3ayumn HacTosiLero n3obpeteHus — 6e3 NpeaLleCcTBYIOWEro NeYeHns UHIMOUTOPOM
BRAF).

[00193] CornacHo pgpyrMm  acnektam B HacTosilem  u3obpeTeHun
NpeanoXeHel  cnocobbl  ANA  ONTUMM3aAUUW  TepaneBTUYECKOW  IPPEKTUBHOCTMH,
BKItOHatoLMe onpegeneHne npucyTcTBus (COrnacHo HEKOTOPbIM BapuaHTam peanvsaymm
HacTosLero unsobpeTeHMs — oOnpeaeneHve NPUCYTCTBUSE UMW OTCYTCTBMS) MyTaumu
BRAFY®® B ofpasue HeonepabenbHOi UMM METacTaTUYECKO MenaHoMbl nauuneHTa w
BbIOOpP IEKapCTBEHHOro CpeacTBa ANA NEYEeHUs paka Ha OCHOBaHWM MNPUCYTCTBUSA
(cormacHo HeKOTOpbIM BapuaHTam peanusauum HacTosLWero u3obpeteHns — Ha
OCHOBaHWM MPUCYTCTBUS WM  OTCyTCTBMS) MyTaumm BRAFY®®. CornacHo opHomy

BapvaHTy peanu3auyum HacTosLero u3obpeTeHns ycTaHaBnvBaloT, YTO B YyKasaHHOM
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FVSOO ( FVSOOE)

obpasuye akcnpeccupyetca mytauus BRA Hanpumep, myTauyms BRA , n
BbibupatoT nedeHne CoeguHeHmem |l B kombuHayum ¢ CoeauHeHvem | (Hanpumep, Kak
onncaHo B HacTosiwen 3aseke). CornmacHO HEKOTOPbIM BapuaHTam peanusagum
HacTosiLero M300peTeHus nauueHT MonyvaeT JievyeHne HeonepabenbHOW Wnn
MEeTacTaTM4YeCckoOn MeEernaHOMbl CrocoOOM, KOTOPbIA BKMOYaET BBEAEHME YKaszaHHOMY
nauneHty (i) CoeauHenns |l unu dapmayeBTUYECKN MPUEMIIEMON COMKU YKa3aHHOro
coegunHeHns B go3e 60 mr B gHn 1 - 21 umkna gnutensHoCcTbio 28 gHen; u (i) CoeamHeHuns
| nnn hapmauyeBTMYeCcKn NPUEMNEMON COMMN YKasaHHOro coeamHeHus B fose 960 mr gsa
pasa B A€Hb B AHU 1 - 28 umkna gnUTenbHOCTbIO 28 gHen. Cnocobbl NevYeHus BKITHOYaoT
nodble Cnocobbl NeYeHns, OonucaHHble B HacTodwen 3asBke. COrnmacHO HEKOTOPbIM
BapuaHtam  peanus3auumM  HacTosAwero  usobpeTeHus  HeonepabenbHylo  vnu
METaCcTaTUYECKYD MENaHOMy nauymeHTa paHee He nogBeprany nedyeHuto (Hanpumep,
BemypadeHnéom wunu wuHrmbutopom BRAF). CormacHO HekOTopbiM BapuaHTam
peanusayum HacTosAwero usobpeTteHns HeonepabenbHyl WnuM  MeTacTaTtu4eckyto
MEernaHoMmy nauueHTa paHee nofsepranu nevYeHuo (CormacHO HEKOTOpPbIM BapuaHTam
peanunsayumn HacTosLero nobpeteHusa — 6e3 NpeaLecTBYIOWEro NeYeHns NHrMbuTopom
BRAF).

[00194] Cnocobbl obHapyxeHus BRAF n mytaHTHoro BRAF um3BecCTHbl B
JaHHOW 0BnacTu TEXHMKN U SBNSAOTCH KOMMEpPYECKU JOCTyNHbIMU. CM., Hanpumep, Hailat
et al, Diagn Mol Pathol. 2012 Mar; 21(1):1-8. CornacHO HeKOTOpbIM BapuaHTam
peanusayuu Hacrtoswero mnsobpeteHna mytauuio BRAF VB00E (Takke W3BECTHYIO Kak
V599E (T1796A)) oOHapyxuBalT C nNpUMeHeHnem crnocoba, KOTOpbIA BKMOYAET
onpegeneHne MnpUCyTCTBUS OLHOOCHOBHOM MyTauun (3ameHa T Ha A) B MOMNOXEHUU
HykneoTuga 1799 B kogoHe 600 3k3oHa 15. BO3HMKHOBEHME LAHHOW MyTauUM MOXET
Takke SABNATLCA CNeACTBMEM [BYXOCHOBHOW MyTauuum TG Ha AA B MNOMOXEHUAX
HykneoTngos 1799 - 1800. B ocrtatke 600 6enka BRAF Takke MOryt BOo3HUKaTb Apyrue
MyTauuun. JaHHble myTayum skntodaroT mytayumn VE0OK, VE00D n VE00R.

[00195] CornacHO HeKOTOpPbIM BapuaHtTam peanusayMn  HacTosILLEro
nsobpeteHns npucytcteme mytagum VB00 MOXHO onpesenuTb B pesynbTaTe OLEHKU
NPUCYTCTBUSI 3aMeHbl OCHOBaHUSA B MNOMNOXEHUM 1799 HyknemHoBoW kucroTbl BRAF,
Hanpumep, reHomHon OHK mnu mMPHK. CornacHo HekoTopbiM BapuaHTam peanusauuu
HacTosiLero u3obpeteHns obHapyxeHbl cneayowme mytagun V600: VB00K (3ameHa
GTG Ha AAG), VBOOR (GTG Ha AGG), VBOOE (GTG Ha GAA) wunm V600D (GTG Ha

GAT); Bo BCex criyyasix AaHHble B CKOOKax OTHOCATCS K MONOXEHMAM Hykneotnaos 1798 -



55

1800 BRAF. CornacHo HekoTOpbiM BapuaHTam peanusaymm HacTosero nsobpereHuns
MYTaHTHbIN nonuHykneotng BRAF coaepxut mytauuio T1799A.

[00196] PasnuuHble cnocobbl aHanmnsa OHK (Takon kak reHomHas OHK vnun
kOHK) n3BectHbl B faHHOW 0Onactv TEXHUKMA N BKMOYAIOT, HO HE OrPaHNYMBalOTCA UMW,
aHanun3 ypoBHA 3KCNPEeCCUn reHoB, nonumepasHyro yenHyto peakyuio (MLP) (B Tom vncne
konuyectBeHHyto TP B peancHom BpemeHn (qRT-PCR, quantitative real-time
polymerase chain reaction), annenb-cneyudpuudryio TLP), cekBeHupoBaHue,
cekBeHuposaHue PHK, FISH (dpnyopecueHTyto rubpuausaugumio in situ, fluorescence in situ
hybridization) wwunu mukpomaTpuuHbii aHanui. CornacHo HEKOTOPbIM BapuaHTam
peanusayumn HacTodAwero n3obpeTeHna MeTo aHanusa HyKNenHoBOW KUCNOThbI BKOYaeT
OAWH UMW HECKONbKO U3 CrieayoLuX BapUaHToB aHanunsa: rmdépuansaumio ¢ npuMeHeHuem
annenb-cneyndunyHbIX OfIMFOHYKNEOTMAOB, AOCTPONKY nparmepa, annenb-cneymdunyHoe
NNrMpoBaHne, CEeKBEHMPOBaHME (BKMHOYas, HO HE OrpPaHMYMBAasCb UMW, CEKBEHMPOBaHMWE
meTogom CaHaXepa, MNMPOCEKBEHUPOBAHNE) WM METOAUKN 3NeKkTpodopeTnyeckoro
pasgeneHud, Hanpumep, aHanms o4HOLENOYEYHOro KOH(POPMaLMOHHOro nonumopdgusma
(SSCP) 1 reTepofynneKkCHbI aHanu3, a Takke aHanusbl C NpPUMEHeHueMm 5'-Hykneas,
annenb-cneuncduyHas  MLP, wabnoH-HanpaBneHHoOe  BCTpaMBaHWe  Kpacutens-
TepmmnHatopa (template-directed dye-terminator incorporation), annenb-cneynduyHbIN
aHanm3 OnWroHyKNeoTUAOB Ha OCHOBE MOINEKYNSPHbIX MasikoB, aHanm3 OAHOOCHOBHOMO
YANUHEHUS.

[00197] AHanu3 amnnnpuyMpoBaHHON NOCMNeA0BaTENbHOCTU HYKIENHOBOW
KMCNOTbl MOXHO OCYLLIECTBUTb C MPUMEHEHNEM Pa3fMYHbIX METOAUK, TAKUX KaK METOLUKM
Ha OCHOBE MMKPOYMMNOB, CNYOPECLEHTHLIN MNOMAPU3ALUUOHHBIN aHanmM3 U Macc-
CMEKTPOMETPUSA HA OCHOBE MaTPUYHO-aKTUBMPOBAHHOW NasepHOn gecopbumn/MoHusaynum
(MALDI, matrix-assisted laser desorption ionization). CornacHo HeKkOTOpbIM BapuaHTam
peanusauum HacTosawero u3obpeTeHus amnnuUUMPOBaHHbIE HYKNEWHOBbLIE KUCMNOTbI
aHanu3npyrT METOAOM CEKBEHUPOBAHUS. [1Ba JONONHUTENbHBLIX cnocoba, KOTopble MOryT
NPUMEHATLCS, NPEACTaBNAT cobon aHanM3bl HA OCHOBAHWUW MHBA3MBHOIO pacLLeneHns
Hykneasamu Flap 1 MeToaMKM, B KOTOPbIX MPUMEHSAETCH 3aMbIKaIOLLMA KOMbLIO 30HA,.

[00198] Tect COBAS® 4800 BRAF V600 Mutation Test Ans BbisiBNeHUs
mytaumm BRAF V600 sBnsercs kKOMMepyecku AOCTYMHbIM, €ro AeNCTBUE OCHOBAHO Ha
TexHonorun TMUP B pexume peanbHOro BpemeHu. Kaxabl cneyuduyHbIn K MULLIEHU
ONMUIOHYKNEOTUAHBINA 30HI B peakymm nomeyveH hryopecUeHTHbIM KpacuTenem, KOTopbIn

BbICTYNaeT B Ka4yecTBe pernoprepa, a TakKe MONEKyNnon racutens dryopecueHLum,
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KoTopasi nornowjaer (racut) ucnyckaHue dnyopecueHunn OT Kpacutens-penoprepa B
WHTakTHOM 30HAe. B xoge kaxaoro uumkna amnnudukaumm 30HL KOMMIEMEHTAPHO
CBA3bIBAETCS C OAHOLENOYeYHOM nocnegosatenbHocTelo OHK B amnnukoHe wn
nocrneaoBaTenbHO pacllennsaeTcs B HanpasneHun 5' - 3' HykneasHon akTMBHOCTbIO [HK-
nonumepasbl Z05. llocne TOro Kak KpacuTenb-penoptep OTAENseTca OT racurtens
dnyopecueHUMM B pesynbTare OCYLEeCTBNEHWUS AAaHHOW HYKNEeasHoW akTUBHOCTW, Mpu
BO3OYXXAEHUN KpaCUTENsi-peEnopTeEpa  CBETOM COOTBETCTBYIOLErO CMekTpa MOXHO
U3MEPUTb XapaKTEPUCTUHECKYID ANUHY BOMHbI nyopecuyeHumn. [lpumeHsaT  gBa
pasnuyHbIX Kpacutens-penoptepa, 4ToObl MOMETUTb 30HZA, CNeUM@PUYHBIA K MULLEHU
BRAF gukoro tvna (WT, wild type), n 3oHa, cneyudunyHbin k mytauum BRAF V600E (MUT,
mutation). Amnnudukaumio asyx nocnegosarenbHocten BRAF MOXxHO OOHapyxuntb
HE3aBUCUMO B OAHOW PEAKLMOHHOWN NYHKE NOCPEACTBOM U3MEPEHUST PNyOpEeCLEHLNM MPU
ABYX XapaKTepUCTMYECKMX AMNMHAX BOMH B BblAEMEHHbBIX ONTUYECKNX KaHanax.

[00199] CornacHO HeKOTOpPbIM BapuaHTam peanusayMu  HacTosILLEero
n300peTeHns MyTaHTHbIM nonuHykneotns (Hanpumep, OHK) BRAF o6HapyxuBaloT C
npumeHeHnem cnocoba, BKMuvawowero (a) OocylecTBNeHWe aHanmMsa HYKNeMHOBOW
Kncnotbl (Hanpumep, reHomHon [AHK), akcTparMpoBaHHoOW M3 obpasua paka nauyueHTta
(takoro kak 3®3I1 (3aduvKkcnpoBaHHbLIM B hopmanvHe 1 3anutbin napaduHom) obpasey
paka naymenta) wmetogom [1LP; un (b) onpeaeneHne 3KCNpeccMm MYTAHTHOrO
nonuvHykneotnga BRAF B ykasaHHom o6pasye. CornacHo HEKOTOPbIM BapuaHTam
peanunsayum HacTosaLWero n3obpeTeHns 3KCNPECCU0 MyTaHTHOrO nonunHykneotnaa BRAF
oBHapyXmMBaloT C npumeHeHnem cnocoba, Bkhyawwero (a) rubpmuamnsaumio NepBoro u
BTOPOrO  OMMWIOHYKNEOTWAOB C MO  MEHbLIEA  Mepe  OJHWM  BapuaHTOM
nocrnegosaTenbHOCTU-MUWEH BRAF; npuyem ykasaHHbIM NEepBbIA  ONUIOHYKMNEOTUA
ABNAETCA MO MEHbLUE Mepe YacTUYHO KOMMMEMEHTapPHbIM OAHOMY WIN HECKOMbKUM
BapuaHtam MocrnejoBarenbHOCTU-MULLEHM W YKa3aHHbIA BTOPOW  OMUIOHYKNEoTUA
ABMNAETCS NO MEHbLUEW Mepe YaCTUYHO KOMMMEMEHTapHbIM OAHOMY WIN HECKOMNbKUM
BapuaHTam nocneaoBaTenbHOCTU-MULLEHN W COAEPXKWT MO MEHbLUEW Mepe OAMWH
BHYTPEHHUA CENEKTMBHbLIN HYKNEOTWU, KOMMMEMEHTAPHbIN WCKMOYUTENBHO OAHOMY
BapuaHTy nocnegoBaTenbHOCTU-MULLEHN; (D) yAnMHEHWe BTOPOro OnuroHykneoTuga c
MOMOLLbIO MONUMEepasbl HYKMEWHOBOW KWCMOTbI;, MNPUYEM YyKasaHHag nonumepasa
cnocobHa npeanoYTUTENBHO YANWHATb YKA3aHHbIM BTOPOW OMWIOHYKNEOTWUA, Koraa
YKa3aHHbIA CENEKTMBHbIA HykneoTua obpasyeT napy OCHOBaAHUA C MMWLUEHbIO, U MO

CyLWecTBY MeHee CcrnocobHa YANUHATb YKas3aHHbI BTOPOW ONUrOHYKNeoTud, Korga
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YKa3aHHbIA CENEKTUBHbIN HYKNEOoTua He obpasyeT napy OCHOBaHMM C MULLEHBID;, U (C)
obHapy»XeHne MPOAYKTOB YANMMHEHMSI ONMUIOHYKNEOoTMAA, NPUYEM yKasaHHOe YANMHEHUE
CBUAETENLCTBYET O MPUCYTCTBUM BapuaHta NOCreaoBaTENbHOCTU-MULLEHWN, K KOTOPOW
YKa3aHHbIA OMNUrOHYKNEOTUA COAEPKUT KOMMIIEMEHTaPHbIA CEMNEKTUBHBIA HYKNEOTUA.
CornacHo HeKOTOpbIM BapwaHTam peanus3auum HacTOALEero U3obpeTeHUs MYTaHTHbIN
nonuHykneotng (Hanpumep, OHK) BRAF ofHapyxuBaloT ¢ npumMeHeHMem cnocoba,
BKMOYaKoLWero (a) ocyLlecTBNeHne aHannsa HyKneMHoOBOW KUCNOTbI (Hanpumep, reHOMHOM
OHK), skctparmposaHHoM u3 obpasya paka nayueHta (takoro kak 3P3[1 obpasey paka
nauueHTa), metogom lNLP; u (b) onpeaeneHne akcnpeccun MyTaHTHOro NOnNuHykneotTuaa
BRAF B ykaszaHHom obpasue. CornacHo HEKOTOPbIM BapuaHTam peanu3auum HacTosALero
n3o0peTeHna MyTaHTHbIM nonuHykneotna (Hanpumep, OHK) BRAF obHapyxmnsawT C
npumeHeHnem crnocoba, sknovatowero (a) soigenedme OHK (Hanpumep, reHomHon OHK)
us obpasya paka nauueHTta (Takoro kak 3®P3[1 obpasey paka nayueHTa); (b)
ocyuwjecteneHne aHanusa OHK, akctparmposaHHon u3 obpasua paka naymeHta, METO40M
MUP; n (c) onpegeneHne akcnpeccum MyTaHTHOro nosnvHykneotuga BRAF B ykasaHHOM
obpasue.

[00200] CornacHo HEKOTOpbIM BapuaHTam peanu3auunm  HacTosILLEero
M300peETEHNs 3JKCMPECCUID MYTaHTHOrO nonuHykneotuaa BRAF  obHapyxualoTr ¢
npumeHeHnem crnocoba, skntovarowero (a) soigenedmne OHK (Hanpumep, reHomHon OHK)
u3 obpasya paka nagueHTta (Takoro kak 303l obpasey paka nayueHTa); (b)
rmépuamsauuio Nepsoro U BTOPOrO OMUFOHYKNEOTUAOB C MO MEHbLUed Mepe OAHUM
BapuaHTOM nocrnegosaTenbHocTU-muwedn BRAF B OHK; npuuyem ykasaHHbIA NepBbIn
ONMUIOHYKNEOTNA SIBNSAETCA MO MEHbLUEW MEPE YaCTUHYHO KOMMIEMEHTAPHbIM OLHOMY MIu
HECKONMbKMM  BapuaHtam  MOCMNeAoBaTeNbHOCTU-MULLEHM U YKa3aHHbIA ~ BTOPOW
ONUrOHYKNeOoTUa SBNAETCA NO MEHbLUEW Mepe YaCTUYHO KOMMMEMEHTAPHbIM O4HOMY MK
HECKOMbKMM BapuaHTam rnocnefoBaTenbHOCTU-MULLEHU U COAEPXKUT MO MEHbLUEN Mepe
OAWH BHYTPEHHUA CENEKTUBHbIA HYKNEOTUS, KOMMNEMEHTaPHbIA UCKIIOYNTENBHO OJ4HOMY
BapuaHTy nocnejoBaTenbHOCTU-MULLEHN; (C) YANWHEHME BTOPOrO ONUrOHykreoTuaa C
MOMOLLbID MONMUMEPA3bl HYKMEWHOBOW KWCMOTbI; MNPUYEM YyKasaHHas nonumepasa
crnocoBbHa npeanoyTUTENbHO YANUHATL YKa3aHHbIA BTOPOW OMWIroHyKneoTua, Koraa
YKa3aHHbIA CENEKTMBHbBIA HyKNneoTua obpasyeT napy OCHOBaHWA C MULLEHBID, U MO
CyllectBy MeHee crnocobHa yANUHATb YKa3aHHbIA BTOPOM OMWIOHYKNeoTua, Koraa
YKa3aHHbIA CENEKTMBHbIA HyKneoTua He obpasyeT napy OCHOBaHWA C MULIEHBLIO, U (d)

obHapyxeH1e NPOAYKTOB YANVHEHUS] ONUrOHYKNeoTuaa, Npuy4emMm ykasaHHoe yANMHEHWe
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CBMAETENLCTBYET O MPUCYTCTBUM BapuaHTa nocrnenoBaTefibHOCTU-MULLEHW, K KOTOPOW
VKa3aHHbIA ONUTOHYKNEOTUA COAEPXUT KOMMMNEMEHTAPHbIA CENEeKTUBHbIN HYKNeoTus.
CornacHo HeKkoTOpbIM BapuaHTam peanu3auuMyu HacTosiLero M3obpeTeHust 3KCAPeCcCuto
MyTaHTHOro nonuHykneotuaga BRAF ofOHapyxuBaloT € NpUMEHEHMEM cnocoba,
BKMOYarowero (a) rmbpungnsagmio Nepsoro U BTOPOro ONIMrOHYKNEOTUAOB C MO MEHbLUEN
MEPE OAHMM BapuMaHTOM nocnepoBaTenbHOCTU-MUWEH BRAF; npudem ykasaHHbIN
NepBbIN ONMUIOHYKNEOTUA SABMSETCS MO MEHbLUEN Mepe YacTUYHO KOMMMEMEHTapPHbIM
OAHOMY WUNN HECKOMbKMM BapuaHTam nocrneaoBaTenbHOCTU-MULLEHN N YKa3aHHbIA BTOPOW
OIMUIOHYKIEOTUA, SABMNSAETCA MO MEHbLUEN MEepe YaCcTUYHO KOMMIEMEHTaPHbIM O4HOMY MK
HECKONbKMM BapuaHTam NnocrnefoBaTenbHOCTU-MULLEHN N COAEPXKWT NO MEHbLLUEN Mepe
OAVH BHYTPEHHUN CEMNEKTUBHbLIA HYKNEOTWA, KOMMNEMEHTAPHbBIA UCKNIOYUTENBHO O4HOMY
BapMaHTy nocneaoBaTenbHOCTU-MULEHN; (b) yANUHEHWe BTOPOro ONUroHykneotTuga ¢
MOMOLLBbIO MONMMEpasbl HYKIEMHOBOW KUCMNOTbI, MPUYEM YyKasaHHas nonvmepasa
cnocobHa npeanoYTUTENbHO YAMWHATL YKas3aHHbI BTOPOW  OMUIOHYKNEOoTWUA, Korga
YKa3aHHbIA CENEKTMBHBIA HyKNneoTua obpasyeT napy OCHOBaHWA C MMWLUEHbIKD, U MO
cywjectsy MeHee cnocobHa YANMMHATb YKasaHHbIA BTOPOW ONIMFOHYKNEOTWU , Korga
YKa3aHHbIA CENEKTMBHBIA HyKNeoTua He obpasyeT napy OCHOBAHUM C MULLEHbLIO; U (C)
oBHapyXeHne NMPOAYKTOB YANUHEHWUS ONUIOHYKNEeOoTMAa, NpUYEeM YKasaHHoe YATUHEeHue
CBMAETENLCTBYET O MPUCYTCTBUM BapuaHTa MNOCNenoBaTeNbHOCTU-MULLIEHN, K KOTOPOW
YKa3aHHbIA ONUIOHYKNEOTNS COAEPXKUT KOMMITEMEHTAPHbIN CENEKTUBHBIN HYKNEOoTUA.

[00201] CornacHO HEKOTOpbIM BapuaHTam peanu3auunm  HacTosiLero
M300peTeHns MyTaHTHbIM nonuHykneotus (Hanpumep, OHK) BRAF ob6HapyxuBaloT ¢
npumeHeHnem cnocoba, BkMOYawowero (a) OCyLEecTBMNeHMe aHanusa HyKneuHoBOW
KncnoTbl (Hanpumep, reHomHon [OHK), akcTparmpoBaHHOW M3 ofpasua paka nayueHTta
(Takoro kak 3®3I1 obpasey paka nayueHTa), metogom MNLP; (b) onpegeneHune akcnpeccum
MyTaHTHOro nonuHykneotuaga BRAF B pesynbTate CeKBEHUPOBAHUSA HYKNEMHOBOW
KMCNOThI, amnnuduymposaHHon metogom [MLP. CormacHoO HekoTopbiM BapuaHTam
peanu3ayunm HacToswero M3obpeTeHuUs MyTaHTHbIA nonuHykneotua (Hanpumep, OHK)
BRAF ofHapyxuBalT C NMPUMMEHEHMEM CEKBEHMPOBAHUS (Hanpumep, CeKBEHMPOBaHUS
MeToaom Canaxepa Unm nMpPOCEKBEHNPOBAHNS).

[00202] CornacHO HEKOTOpbIM  BapuaHTam peanu3auum  HacTosiLero

FVe9%)  Takon

n3obpeTteHns aHanmanpytloT akcnpeccuto benka BRAF (Hanpumep, BRA
aHanu3 6enka MOXHO OCYLLECTBUTb C NPUMEHEeHneM metoaa MMmmyHoructoxummnmn (UrX),

Hanpumep, Ha obpasyax onyxonv naymneHTa unm NPOTEOMHbLIM METOA0M.



59

[00203] AHanM3npyloT 3KCNPECCUI0 O4HOr0 UMM HECKONbKUX BUoMapKepos,
ONMUCaHHbIX B HACTOSLLEN 3asBke, B obpasue naymeHTa. MIcTouHukom obpasua TkaHu unm
KNEeTKN MOXET SIBNSATbCA TBEpAaAsi TKaHb, Takas Kak TkaHb CBEXEro, 3aMOPOXKEHHOro U/unu
KOHCEPBMPOBAHHOIO oOpraHa, wnu obpasey TkaHu, unu obpasey, MOoMyYeHHbIN B
pesynbTate Guoncum, UnNu matepuan, Nory4YeHHbIA NyTemM acnmpayuu; Kposb unu niobble
KOMMOHEHTbI KPOBW; >XMAKOCTU OpraHm3ma, TakMe Kak CMMHHOMO3roBas >XWAKOCTb,
aMHMOTUNYECKAs XUAKOCTb, NEPUTOHEanbHas XUAKOCTb UMM TKAHEBas XUAKOCTb; KMNETKM,
OTOOpaHHble B NOOOM MOMEHT BHYTPUYTPOOHOrO pasBUTMS UMM XKU3HU NayueHTa.
O6pasey TkaHU MOXET COoAepXaTb COEAMHEHMS, KOTOPble B HOPME HE CMELUMBAalOTCH C
TKaHbIO B MPUPOAE, TakMe KaK KOHCEpBaHTbl, aHTMKoarynsHTbl, Oydepbl, dukcaTopsbl,
nuTaTenbHble BELLECTBA, aHTUONOTMKM Unu Tomy nogobHoe. Mprumepbl 06pa3yos onyxonu
B HacTosiLen 3asiBke BKMIOYAIOT, HO HE OrpaHMYMBalOTCA UMW, OUONCUIO OMyxonwu,
OMyXOneBble KMNEeTKW, CbIBOPOTKY WNWM nnasMmy, Uupkynupylowme B nnasme 6enku,
aCLUTNYECKYIO XMUAKOCTb NEPBUYHbBIE KYNbTYPbl KNETOK UM NMHUN KNETOK, MPONCXOAsALLME
OT Onyxonew Wnu AEeMOHCTPUPYIOLLME CBOWCTBA, NOAOOHbIE ONyXonu, a Takke
KOHCepBMpoOBaHHble 00pasubl TkaHW, TakMe Kak 3aduKCUpoBaHHbie B dopManuHe,
3anutble napaduHomM obpaslbl OMyXOnU WNU 3aMOPOXEHHble 06pa3subl  OnNyXonwu.
CornacHo ogHOMYy BapuaHTy peanusayum Hactosiero nsobpeteHumsa obpasel naymeHTa
ABNAETCA 3aPUKCUPOBAHHBIM B OpManuHe u 3anmuTbiM napadgpuHom (3P3M1) obpaslom
paka (Hanpumep, obpasyom paka HeonepabenbHOW MM MeTacTaTU4YeCKON MenaHOMbI).
YKkasaHHbi obpasey MoxeT ObiTb MNOMNy4Y4eH [AO Hayana nedeHns nauyueHTta
NEeKapCTBEHHLIM CPEACTBOM MPOTMB paka. YkasaHHbIn obpasel, MOXeT ObiTb MOMy4YeH n3
NEPBUYHOWN OMYXONU UMM N3 METaCTaTUYECKOM ONyXonun. YkasaHHbIn obpaseL] MOXKeT ObiTb
nornyyeH, Kkorga pak 6bin AUarHOCTUPOBaH BMepBble, WWUMKN, HaNpUMep, Nnocne Toro, Kak
onyxonb meTtacrtasvposana. CornacHoO HEeKOTOPbIM BapuaHTam peanusayum HacTosiero
n300peTeHnsa ykasaHHbI obpasel MeETacTaTUYEeCKoON OMyXOmnn MOMyYeH U3 NErkux, KOXu,

NMM@AaTUYecKoro yana, KOCTW, MEeYeHW, TOMCTON KULLKM, LUUTOBUAHOW >Kenesbl W/unu

ANYHMKA.
V. N3OENNA
[00204] CornacHo Apyromy BapuaHTy peanusauuum B  HacTosAweM

N306pETeHNN NPEANOXEHO U3AEnVe AN MPUMEHEHUS MPY MEeYeHUM paka (Takoro Kak
HeonepabenbHas WNM MeTacTaTuyeckas MenaHoMa, MOMNOXUTENbHas Mo  MyTauum
BRAFY®%%). YkasaHHOe u3genue BKIIOYAET KOHTEMHEP WM 3TUKETKY UMM MHCTPYKLWIO Mo

NMPUMEHEHUIO, KOTOpblE HAaxOASATCA Ha KOHTEMHEepPEe WU OTHOCATCS K KOHTeWHepy.
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Moaxoasme KOHTENHEPBLI BKNIOYAOT, HANpumep, 6yThinkn, rakoHb!, LWNpULbl, YNakoBKU
Ans TabneTok, OnUCTepHble YNakoBKW, AUCKOBbIE YNAKOBKU U T.4. KOHTENHEepbl MOryT ObiTb
NPOV3BEAEHbI U3 PA3NMYHbIX MaTepmnarnos, TakMX Kak CTEKMNo Uiy nnactuk. B koHTenHep
MOMELLEHbl UMW B KOHTEWHEpPE HaxXOASTCH KOMMO3WUMKM, CoAepXalme B KayecTBe
aKTMBHOrO areHTa NpoTMBOPAaKOBOE NeKapcTBeHHoe cpeacTBo (Hanpumep, CoeauHeHne
II). CornacHo onpefeneHHOMY BapWaHTy peanusauum Hactodawero wmnsobpeteHns
KOMMO3uunsi, coaepxallasi NpoTUBOPAKOBOE IEKAPCTBEHHOE CPELCTBO, MPEANOKEHA B
dopme Tabnetkn. CormacHO HEKOTOPbIM BapuaHTam peanus3auyum  HacTosILEero
n300peTEHNs ykasaHHOe N3genne BKMYaeT KOHTENMHep n TabneTtky, cogepxallyo 60 mr
CoepguHeHuns |l. CornacHo HEKOTOPbIM BapuaHTam peanuaauuy HacTosALwero n3obpeTeHns
YKa3aHHOEe M3genue BKMOYaeT KOHTenHep u TabneTky, cogepxawyto 20 mr vnn 40 mr
CoeguHenns |l. CornacHo HEKOTOPLIM BapuaHTam peanusayum HacTosILero n3obpereHus
yKasaHHOe u3genune BKMOYaeT nMepBbli  KOHTEMHep, coaepxawmi (a) nepsylo
komnosuymio, kotopast cogepxut CoeauHenne Il (Hanpumep, 60 mr CoegunHenus ),
NpeanoXeHHyo B dopme Tabnetku, n (b) BTOPYHO KOMMO3ULMIO, KOTOpPas COLEPXKUT
CoeauvHerne | (Hanpumep, 960 mr CoegnHeHus 1), NpeanoxeHHyo B hopme TabneTkm
(Hanpumep, yeTbipe TabneTkn no 240 mr). CornacHo HEKOTOPbLIM BapuaHTam peanusauymm
HacTosiLero n3o0peTeHns1 YKasaHHbI KOHTEWHep MpeacTaBnsaeT cobOOM ynakoBKy Ans
Tabnetok unu GnucTepHyto ynakoBky. CormacHO HEKOTOpbIM BapuaHTam peanusayum
HactosLero n3obpeTeHns nepsas komnosunuus, cogepxawlas CoeguHeHne |, u BTOpas
komnosuyng, cogepxawaa CoeauHeHve |l, npeanoxeHol B BUAE E€4UHWUYHOWN
403UpoBaHHOW opmbl. COrmacHO HEKOTOPbIM BapuaHTam peanusauyum HacTosLero
nsobpeTeHns nepeas komno3uums, cogepxawass CoeguHenune |, 1 BTopas KOMNo3uuus,
cogepxawjas CoeauHeHue |, nNpuroToBrneHbl B NEKAPCTBEHHYIO OPMY COBMECTHO
(hanpumep, B Buae hapmauesTmdeckoro cocrasa). CormacHoO HEKOTOpPbIM BapuaHTam
peanusauumn HacToALEero n3obpeTeHnsa ykasaHHoe nsgenve (Hanpumep, npeanoxeHHoe B
dopmMe ynakoBkM Ans TabneTok umnn ONUCTEPHOWN YMaKoBKM) COAEPXUT 21 TabneTtky
(Hanpumep, komnosuuyun, cogepxawen CoeguHeHue |l (Hanpumep, TabneTky,
cogepxawpme no 60 mr Komnosvuymm IlI; n Tabnetkm KkoMnosuuun, copepxallen
CoepguHenne | (Hanpumep, Tabnetkn, coaepxawme 240 mr CoegumHeHua |). CornacHo
HEKOTOpPbIM BapuaHTam peanu3ayun Hacrtosdwero wusobpeteHns CoeguHenne |l
npeanoxeHo B gopme Tabnetkm 60 mr. CormacHO HEKOTOPbLIM BapuaHTam peanusaymm
HacToswero nsobpeterns CoeaunHeHne Il npeanoxeHo B ¢opme TabneTku, B COCTaB

a4pa KOTOPOW BXOAAT OAHO WNM HECKONbKO W3 CreAyoLMX BELeCTB: MOHorugpar
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NakTo3bl, MUKPOKPUCTaNNM4Yeckas LUEenmnono3a, Kpockapmennosa HaTpus u creapar
mMarHus. CornmacHoO HEeKOTOpbIM BapuaHTam peanusayuM HacToswero M3obpeTeHus B
COCTaB MOKPbITUA TabneTkn BXOAST OAHO WM HECKONbKO W3 Creaylolux BeLecTs:
YaCTUYHO MAPONN30BaHHbIA NONUBUHUNANKOIOMb, AUOKCUL TUTAHA, NOMNMMATUNEHTIMKONb
3350 n Tanbk. CornacHo HEKOTOPbIM BapuMaHTam peanu3auum HacTosawero nsobpeTeHns
CoepuHerne |l npepgnoxeHo B dopme TabneTtku, B COCTaB sapa KOTOPOW BXOAAT
MOHOTMAPAT NaKTO3bl, MUKPOKPUCTANMNYECKasa LENniono3a, Kpockapmennosa Hatpus U
cTeapaTr MarHusi, U1 B COCTaB MOKPbLITUSI KOTOPOW BXOAST YaCTUYHO TMMAPONN30BaHHbLIN
NONMMBUMHUNANKOIONb, AWOKCUA TwuTaHa, nonuatunenrnumkonb 3350 m Tanbk. CornacHo
HEeKOTOpPbIM BapuaHTam peanusaumm Hacroswero unsobperteHusa CoegunHeHne I
npeanoxeHo B cdopme TabneTtkn, cogepxawjen (a) 60 mr CoeaunHeHusa |l (aKTUBHbIN
KOMMOHEHT); 1 (b) sapo0 TabneTkn, B COCTaB KOTOPOro BXOAST MOHOrMApaTt nakTo3bl,
MUKPOKPUCTaNNMyeckas Lenmnonosa, KpockapMmennosa Hatpus U cTeapar MarHus, a
TaKke MOKpbITUE TabneTku, B COCTaB KOTOPOrO BXOAAT YaCTUYHO TMAPOIIM3OBAHHbLIN
NONMUBUHMNAMNKOrOnNb, AWOKCUA, TUTaHa, NonnatuneHrnmkons 3350 1 Tanbk.

[00205] YKkasaHHOe u3jenue MOXET TakKe BKMNoYaTb BTOPOW KOHTEWHEp
wunu apyrme marepuvanbl, HeoOXOAUMbIE C KOMMEPYECKON TOYKU 3PEHUS UMU C TOYKK
3peHus nonb3oBaTens, B TOM uucne gpyrue 6ydepsnl, pasdasutenu, buUnbTpbl, Urmbl K
wnpuvubl.

[00206] M3genune cornacHo HacTosiemy W30OpEeTeHno Takke BKo4YaeT
MH OpMaLMIO, HaNnpUMep, B (OOPME MHCTPYKLUK MO NMPUMEHEHUIO, COAEPKALLYIO CBEAEHUS
0 TOM, 4TO, Hanpumep, CoeauHeHune |l NpegHasHa4YeHoO AN nedeHus (Hanpumep, Ans
TepaneBTUYECKOro feyeHns) nauuMeHTa, cTpajarowero oT HeonepabenbHOW unu

MeTacTaThyeckoll MenaHOMbl, MONOXUTENbHOM No MyTauum BRAFYSY

, B kKOMOUHauumn ¢
CoegvHeHnem |, npudem ykasaHHoe nedyeHve BKMOYaeT BBegeHue (i) nepsBou
komnosnumn, copepxawen CoeguHenne |l nnn cdapmaueBTUYECKN MPUEMIEMYIO COMb
YKa3aHHOro coegunHeHns, B gose 60 mr B AHW 1 - 21 yukna AnutenbHOCTLO 28 agHen; u (ii)
BTOPOW KOoMMNo3nuyuu, cogepxawen CoegunHeHune | unn dapmayeBTU4eckn npuemnemyto
COMb yKa3aHHOro coeguHeHnss B gose 960 mr (Hanpumep, Yetbipe Tabnetkn no 240 wmr),
ABa pas3a B A€Hb B AHM 1 - 28 uukna ANUTENBHOCTLIO 28 AHEW. JleyeHne MOXET,
Hanpumep, yBenuuMBaTb BbPKMBAEMOCTb MaLWeHTa, yMEeHbLUaTb PUCK peumnansa paka y
nauveHTa W/wvnu yBenuumBatb BEPOATHOCTb BbDKMBAEMOCTW nauueHTa. Bknagbiw wunu
3TUKETKA MOMyT UMETb nobyo dopmy, Takylo kak OymaxHas dopma mnmn dopma

3MEKTPOHHOrO HOCUTENS, TaKOro Kak HOCUTenb, MHEOPMaLMIO Ha KOTOPbIMA 3anuchiBaloT
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MarHUTHbIM cnocobom (Hanpumep, bk MarHUTHbIW guck) unm CD-ROM. 3tukeTka unum
BKMafblll  MOTYT  TaKkKe  BKMOYaTb  APYryldo  MHGOPMauUMiO  OTHOCUTEMbHO
hapmMaLeBTNHECKON KOMMO3ULMUN N NEKAPCTBEHHBIX POPM, MPUCYTCTBYIOLLMNX B YKa3aHHOM
Habope vnu nsgenun. Cnocobbl NeyeHns BkNOYaT Nobon 13 cnocoboB, packpbITbiX B
HacToswen 3aseke. CormacHO HEKOTOpbIM BapuaHTam peanu3auumm HacTosLLero
nsobpeteHns HeonepabenbHy0 UM METacTaTUYeCcKyld MenaHoMmy nauveHTa paHee He
nogBseprany nedeHunio (Hanpumep, semypadeHmnbom nnun nHrméutopom BRAF). CornacHo
HEKOTOPbIM BapuaHTam peanusayuMu HacTosiero u3obpeTteHnss HeonepabenbHy Wnm
MeTacTaTM4eckylo MenaHoMy nauyueHTa paHee nogBeprany neyeHulo  (CornacHo
HEKOTOPbIM BapuaHTam peanunsauum HacToswero n3obpeteHus — 6e3 npeaLlecTByoLero
neveHns nHrubutopom BRAF).

[00207] Hacrosiee nsobpeTeHne Takke UMEET OTHOLLEHUE Kk cnocoby Ans
NMpou3BOACTBA U3AENUs, BKNoYaowemy obbegMHeHe B ynakoBke dhapmaleBTU4ECKON
komnosuuun, cogepxawien CoeauHeHue Il, U MHCTPYKUMM MO NPUMEHEHMIO, KOTOpas
CBUAETENLCTBYET O TOM, YTO yKaszaHHas papmaueBTnyeckasi KOMNo3uus NnpegHasHavyeHa
ANS NeYeHns (Hanpumep, ANd TepaneBTUYECKOro NeyeHus) naumeHTa, cTpajaroLlero ot
HeonepabenbHOM WM  MeTacTaTUYEeCKON MENaHOMbl, MOMNOXUTENBHON MO  MyTauum
BRAFY® B kombuHaumm c BemypadeHnbom, npudem (i) MEpPBYIO KOMMO3WLMIO,
copgepxaigyto CoeguHenne |l vnn capmadeBTUHECKN MPUEMIEMYIO COMb YKa3aHHOro
coeunHeHNs, BBOAAT B Ao3e 60 mr B gHM 1 - 21 umkna AnNUTENbHOCTLIO 28 aHen; un (ii)
BTOPYIO KOMMO3nLuio, coaepxayyto CoeamHeHune | unu apmanesTmyeckn npuemMnemyo
COnNb YKa3aHHOro CoeauHeHuns!, BBoaAT B 4o3e 960 mr gBa pasa B AeHb B AHK 1 - 28 umkna
ANUTENBbHOCTbIO 28 AHEeWn. JleyeHne MOXKEeT, Hanpumep, YBENMYMBaTb BbPKMBAEMOCTb
nayneHTa, yMeHbllaTb PUCK peumanBa paka y nauueHTa, yBenuumBaTb ANUTENbHOCTb
OTBET@ Ha neyYeHne Wunu yBenuUMBaTb BEPOSATHOCTb BbPKMBAEMOCTM nNayueHTa.
CornacHo  HeKOTOpbIM  BapuaHTam  peanu3auum  Hactoswero  usobpeTeHus
HeonepabenbHy NN METacTaTUYeCKyto MeNaHoMy paHee He nojsepranu nevyeHuio (T.e.
NPeaLWeCTBYIOLWEMY FeYeHUo HeonepabenbHOM WMAM MeTacTaTU4eCKOM MeNaHOMbl).
Cnocobbl neveHuss BknoyaloT nobbie €nocobbl, pacKpbiTble B HAaCTOSILLEW 3asBKe.
CornacHo  HeKOTOpbIM  BapuaHTam  peanu3auyuMu  HacToswero  us3obpeTeHus
HeonepabenbHyl0 MNU MeTacTaTUYeckyld MEenaHoMy nauuveHTa paHee He nojsepranu
neyeHno (Hanpumep, semypadeHnbom nnm nirmbntopom BRAF). CornacHO HEKOTOPLIM
BapuaHTam  peanu3auyuMm  HacTosiero  M3obpeTeHuss  HeonepabenbHylo  Unu

MeTacTaTUYecKyld MenaHoMy nauyvMeHTa paHee mnojgBepranv NeyeHuto (CornacHo
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HEKOTOPbIM BapuaHTam peanusayumn HacTodwero usobpeteHnsa — 6e3 npeLecTByloLero
neyenus nHrnoutopom BRAF).

[00208] YkasaHHOe u3genne MOXET Takke BKMYaTb Apyrve marepuansl,
HeobX0AMMbIE C KOMMEPUYECKOW TOUYKN 3PEHUS NN C TOUKM 3PEHUSA NOMb30OBaTens, B TOM
uncne gpyrvue 6ydepsbl, pasdasuteny, PUNbTPbI, UMbl X LLNPULBI.

V. HABOPbI

[00209] HacTtoswee nsobpeteHme oTHOCUTCA K Habopam, Bknovarowmm (i)
NnepByO KOMMNO3MLuIo, coaepxatlyto CoeamHenne |l unu dapmayeBTnieckn npuemnemyto
COmnb YKa3aHHOro coefuHeHus; u (i) BTOpyto komnosuyuio, cogepxailyto CoeguHerue |
unu cdapmauleBTUYECKN NPUEMMEMYIO COMb YKA3aHHOMO COEAUHEHMWS; AN MPUMEHEHUs
npu neyeHnn HeonepabenbHOW UNU METACTaTUYECKON MENaHoOMbI, Npu4em coegmHeHne |
BBOASAT B A03e 60 Mr B AHU 1 - 21 yukna ANUTENbHOCTLIO 28 AHEN N coeanHeHne | BBOAAT
B f4o3e 960 mr (Hanpumep, YeTbipe TabneTtkn no 240 mMr) gBa pasa B AeHb KaXKAbIA AeHb
UuKna AnUTEnbHOCTBIO 28 gHEW. YKasaHHbIA HAbop MOXET AOMONHUTENbHO BKMOYaTb
WHCTPYKLUMIO MO MNPUMEHEHWIO, CBUAETENbCTBYIOLYIO O TOM, YTO YyKasaHHas
bapmaueBTUYECKasd KOMMO3UUMA npefHasHayeHa Ang rneveHusa  (Hanpumep, Ans
TEepaneBTUYECKOro MeYeHWs) nauueHTa, CcTpajalowiero OoT HeonepabencHoW unu

FV% B kom6uHaumu ¢

METacTaTM4eCcKon MenaHoMbl, NMONOXUTENbHOW Mo MyTauum BRA
BemypadeHnbom, npuyem (i) nepsyro komnosvyumio, cogepxaiwgyto CoeguHenuve |l nnm
dapmayeBTUYECKM NPUEMIEMYIO COSb YKa3aHHOro CoeguHeHNs, BBOAAT B Ao3e 60 Mmr B
AHM 1 - 21 umkna ANUTENbHOCTBIO 28 AHen; 1 (i) BTOPYHD KOMMO3ULMIO, COAepKalLlyro
CoeauHeHvne | vnn dapmayeBTUYeCKn MNPUEMNEMYIO COMb YKa3aHHOrO COEAUHEHUS,
BBOASAT B A03e 960 Mr (Hanpumep, YeTbipe Tabnetku no 240 Mr) ABa pasa B AeHb B AHN 1 -
28 uyukna AanutenbHOCTbO 28 aHeW. JleyeHne MOXeT, Hanpumep, yBennunBaTb
BbDKMBAEMOCTb MauMeHTa, YMEeHbLUaTb PUCK peuuausBa paka y nauveHTa, yBenuumeartb
ANUTENbHOCTL OTBETA Ha NeyYeHWe W/unu yeBenuumeBaTb BEPOATHOCTb BbIKUBAEMOCTU
nayneHTta. CornacHo HEKOTOPbIM BapuaHTam peanusauyumn HacTosiero usobpeTeHus
HeonepabenbHYIO UNU METACTaTUYECKYIO MENAHOMY paHee He nogBepranu fevyeHuto (T.e.
NPEeALUECTBYIOLWEMY FE€YEeHUIO HeonepabenbHOM WM MeTacTaTUYeckon MeNaHOMbI).
CornmacHo  HeKOTOpbIM  BapuaHTam  peanusauuMm  HacTosawero  m3obpeTeHuns
HeonepabenbHyIO WUNU MeTacTaTUYEeCcKyld MEenaHoMy paHee He MoABepranv fneyYeHuio.
CornacHO  HeKOTOpbIM  BapuaHTam  peanu3ayuvu  HacTodwero  usobpeTeHus

HeonepabenbHyl0 WM  MeTacTaTMYecKylo MenaHoOMy nauueHTa paHee nogBepranu

NEeYEHNIo (COrnacHO HEKOTOPbLIM BapuaHTam peanusauum HacTosaLwero n3obpeteHns — 6es
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npeawecreyowlero neyvenna wmHrmbutopom BRAF). CornacHo HekoTopbiM BapuaHTam
peanmsayumn HacToswero n3obpeTeHns nepeasi komnosnyusi, cogepxawas CoeanHeHmne
I, npeacraensier cobon TabneTky. CornmacHO HEKOTOpPbIM BapuwaHTam peanusayun
Hactoswero umsobpeteHusa BTopad Komnoavuus, cogepxawas CoeauHenve |,
npeacraesnaetr cobown Tabnetky. CormacHO HEKOTOPbIM BapuaHTam peanusauuu
HacTosLero nsobpeTeHnsa kak nepsagd komnosuums, cogepxawasa CoeguHenuve |l, Tak n
BTOpas komnosuuus, cogepxawjas CoeguHeHune |, npeanoxeHbl B dopme TabneTku.
CornacHo HeKOTOpbIM BapwaHTam peanu3auun HacToswero u3obpeTeHnss nepsas
komnosuyns, cogepxawas CoeguHeHue |, u BTOpas KOMMO3UUWS, cofepxaljas
CoeavHeHne |, npeanoxeHol B BMAE E€AWHUYHOW [03MPOBaHHON opmbl. CornacHo
HEKOTOpbIM BapuaHTam peanusauuMyM HacTodAwero U3obpeTeHus nepsas KOMMo3uuusg,
cogepxawjaa CoeauHeHune I, n BTOpas komnosvums, coaepxawjas CoeauHeHue |,
MPUroTOBNEHbI B IEKAPCTBEHHYD  ¢opmy COBMECTHO (Hampumep, B  BUAE
apmauesTuyeckoro cocrasa). Cnocobbl neveHus Bkno4varoT nobble  cnocobbl,
packpbITble B HACTOSALLIEN 3asBKe.

[00210] Hactoswee  un3obpeteHne Takwke  MMEEeT  OTHOLIEHWE K
AnarHoctTuyeckum Habopam, npurogHbiM Ans obHapyxeHus noboro OAHOro  Unu
HECKONMbKMX OnOMapKepoB, OMUCaHHbIX B Hactoswen 3asieke. COOTBETCTBEHHO, B
HacTosILLEM N300peTEHN NPEANTOXKEH ANArHOCTUYECKMIA HAaboP, KOTOPbIN COAEPXKUT OLUH
UNn HECKONbKO peakTUBOB AN onpeaeneHus akcnpeccun BRAF, Takon kak akcnpeccust

V600
F

6uomapkepa BRA , B obpasuye naumeHTa, cTpajarowlero ot paka. B HekoTopbix
cnyyasx Habop AOMOMHUTENbHO BKMOYAET WMHCTPYKUMM MO MPUMEHEHMIO YKa3aHHOro
Habopa B crny4ae, ecnv B HeonepabenbHON UNn MeTacTaTUYeCcKon MenaHoMe nagueHTta

aKkcrpeccupyetcs BRAFY6%

, 4na Bbibopa komnoauuyun, cogepxawen CoeguHeHne I, B
komBuHauum ¢ komnosuuuen, cogepxailen CoeguHeHue |, ona neyeHus (Hanpumep, Ans
TepaneBTUYECKOro NeYeHNs) NnaumneHTa, npuyemM yKkasaHHoe neyeHue BKMYaeT BBEEHME
() nepson komnosnymn, cogepxawen CoeguHeHne Il wnm  apmayeBTNHECKM
NPUEMNEMYIO COMb YKa3aHHOro coeauHeHusi, B go3e 60 mr B gHm 1 - 21 yukna
AnutenbHocTbio 28 aHen; u (i) BTOpon komnosvyun, copepxawjen CoegnHeHue | mnu
dapmayeBTUYECKM NPUEMNEMYIO COMb YKa3aHHOro coeauHenus, B fo3e 960 mr gBa pasa
B A€Hb, B AHM 1 - 28 yukna AnuTenbHOCTbIO 28 gHen. CornacHo HEKOTOPbLIM BapuaHTam
peanusauyum HactoAwero wusobpeTeHnMs HeonepabenbHyl UNM  MeTacTaTUYeckyto
MENaHoMy nayuMeHTa paHee He nogeepranv neveHunto. CornacHo HEKOTOPbIM BapuaHTam

peanusauyuMn HacTosALEro MK3o0peTeHuss HeonepabenbHyld Wnu  MeTacTaTU4ecKyto
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MEernaHoMmy nauueHTa paHee nofsepranu nevYeHuo (CormacHoO HEeKOTOpPbIM BapwaHTam
peanusayumn HacTosiLLero n3obpeTteHns — 6e3 nNpeaLlecTBYIOLWEro neYeHns NHrMbUTopom
BRAF). Cnocobbl neueHus BknrovatoT nobble cnocobbl, packpbiTbie B HACTOSILLEN 3asiBKE.

VI. CNOCOBbI PEKNAMBbI

[00211] M300peTeHne, onucaHHOe B HACTOALLEN 3asiBKe, Takke WMeeT
OTHOLLEHWe K cnocoby AN NPOABWXEHUSA UMW peknambl NEKapCTBEHHOro cpeacTsa Ang
neyeHus paka, npUYEM YKa3aHHbIM Cnoco® BKMOYAET MPOABMKEHME B LIENEBOU
ayauTopum npumeHeHnst CoeguHenmns |l gns nevyeHus (Hanpumep, 4Nst TepPaneBTUYECKOro
neyeHus) nauyuveHTa, CcTpagarowero OoT HeonepabenbHOW WM  MeTacTaTU4eckon
MENaHOMbI, NONOXUTENbHON no myTauun BRAFY®® B komBuHauum ¢ BemypadeHnbom,
npUYeM ykasaHHOE feyvYeHMne BKMoYaeT BBeaeHue (i) nepBon KOMMO3NLUN, COaepKaLlen
CoeguHenne Il nnn dapmaueBTUYECKN MPUEMIIEMYIO COMb YKa3aHHOrO COEAWHEHUs, B
fose 60 mr B gHM 1 - 21 ymkna AnUMTENbHOCTBIO 28 aHer; n (i) BTOPOM KOMMO3MLMK,
cogepxaiwjern CoeguHeHue | mnu dapmayeBTUYECKN MNPUEMIEMYIO COMb YKa3aHHOro
coeauHeHnsa, B gose 960 Mmr gBa pasa B AeHb B AHM 1 - 28 yukna gnutenbHOCTbIO 28
AHeln. JleyeHne MOXET, HanpuMmep, yBENMUYMBaTbL BbPKMBAEMOCTb MaUWEeHTa, yMEeHbLUaTb
puck peunamea paka y naumeHTa, yBenuumBaTtb ANUTENbHOCTb OTBETA Ha NeyeHne u/munu
YyBENUUMBATL BEPOSITHOCTb BbIKMBAEMOCTU naymeHTa. CormacHo HEeKOTOPbIM BapuaHTam
peanusayum HacTosAWero U3obpeTeHns HeonepabenbHyl WnvM  MeTacTaTtu4eckyto
MEernaHoMmy paHee He nogseprany nedyeHuio. CornacHo HEKOTopbIM BapuaHTam
peanu3auunm HacTosAWero u3obpeTeHns HeonepabenbHy Wnu  MeTacTaTu4eckylo
MEernaHoMmy nauueHTa paHee nojsepranuv feyeHuio (COrmacHo HEeKOTOpbIM BapuaHTam
peanusayumn HacTosiLero n3obpeTteHus — 6e3 nNpeaLecTBYIOLWEro neYeHns NHrmbuTopom
BRAF). Peknama, kak npasuno, npeacrasnsieT cobor onnavmpaemoe obLleHne 4depes
HEMNUYHYIO cpedy, CMOHCOP KOTOPOro M3BECTEH, MpUMYEM Haj YkasaHHbIM obLieHuem
OCYLLEeCTBMNAETCA KOHTponb. Peknama pana uenen HacToAWEW 3a8BKU  BKMOYaeT
pacnpocTpaHeHne nHopmaLum, cBsa3b C OBLLECTBEHHOCTBIO, pa3meLLeHne nHpopmaymm
o ToBapax B CMW, cnoHcupoBaHue, CTpaxoBaHWe W NPOABWKEHWE NpoAax. [daHHbIA
TEPMUH TakXkKe BKINIOYAET CMOHCUPYEMbIE MH(POPMALMOHHbIE NYGnMYHble OBBSABNEHUS,
nossndaowueca B mMobblX MNeYaTHbIX CPefcTBaX MAacCOBOW KOMMYHUKALMK, KOTOPbIE
paccunTaHbl Ha MacCoBYIO ayauTopuio, Ang Toro 4tobbl ybeawntb, MHPOPMUPOBAT,
CTUMYNNPOBaTb, MOTUBMPOBATb MMM KaKUM-NNOO ApyrMmM CrnocoboM U3MEHUTb MOAENb
NnoBeAEHMsT B CTOPOHY OnaronpusTHOM MoOAenn npuobpeTeHns, NoAAePXKU  WIn

oa00peHns N30BPETEHNS, ONUCAHHOIO B HACTOSILLIEN 3asiBKE.
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[00212] Peknama wn npoaswxkeHne cnocoba AWMarHOCTUKM  COrnacHo
HacTosiLLen 3asiBke MOryT ObITb OCyLlecCTBMNEHbl MobbiMm cnocobom. lMpumepbl CpeacTs
peknambl, NPUMEHSIEMbIX ANS AOCTaBKMA AaHHbIX COOOLUEHUW, BKIIOYAOT TeneBugeHue,
paguno, KMHOMUIbMbI, XYPHarbl, raseTbl, UHTEPHET N PEeKNnamMHble LUMTbl, B TOM 4ucre
KOMMEPUYECKYIO peknamy, NpeacTaBnsiowyo cobon coobLleHnsi, KOTOpble NOSBMAIOTCS B
cpefcTBax BewjarenbHon peknambl. OObABNEHUA TakKe BKMIOYAT Takme obbaABneHus,
KOTOpble pasMelleHbl Ha CUAEHbSX MPOAYKTOBbLIX TENEXeK, Ha CTeHax MNeLexoaHbIX
JOpOXeK aspornopta M Ha 6Ooprtax aBTOOYCOB, WNM KOTOPbIE TPAHCNMPYIOTCA B
CcooOLLEeHMAX NpU oXnaaHun oteeTa No TenedhoHy MnM No CUCTEME TPOMKOW CBS3WN B
MarasumHax, Wnu KOTOpble pasMmelleHbl FA€ YrogHO, rae MoryT ObiTb pasmMeLyeHbl
BM3YyarnbHbIE UK 3BYKOBbIE COODLLEHUS.

[00213] bornee KOHKpeTHble NpUMEPbl CMOCOBOB MPOABWKEHUS MMM
peknambl BKIIOYAlOT TENeBUAEHWEe, Paauno, KMHOMWUIbMbI, MHTEPHET, Hanpumep, Beb-
TpaHCcnAUUMKn 1 BeOMHapbl, MHTEPaKTUBHbIE KOMMBIOTEPHbIE CETU, NpeAHasHa4YeHHble Ans
OAHOBPEMEHHOIO UCMOMb30BaHMs MHOMMMW MNONb3oBaTensAMu, (OUKCMPOBAHHbLIE UMK
3MNEKTPOHHbIE peKknamMHble LWUTbl WU Apyrme OOLeCTBEHHble BbIBECKM, MakaTbl,
TPaAULNOHHYIO UM 3NEKTPOHHYIO NUTEPAaTypy, Takylo Kak >KypHarnbl WU rasetbl, gpyrue
CMMW, npeseHTaumMm MNn KOHTaKTbl C MaUUEHTOM, Hanpumep, NOCPeaCTBOM 3M1EKTPOHHOWN
noYTbl, TenedoHa, MrHOBEHHbIX COOOLLEHNIA, MOYTOBOWN, KYPbEePCKON AOCTaBKM, MacCOBOW
paccbIfikv NUCEM UNN AOCTaBKM C 3KCNEAUTOPOM, JINYHbIX BCTPEY U T.4.

[00214] Tun wcnonb3yemon peknambl OyaeT 3aBUCETb OT MHOXECTBA
hakTopOB, HAaNpPUMep, OT NPUPOALI LIENEBOW ayaUTOPUN, KOTOPYIO HEOOXO4UMO OXBaTUTb,
Hanpumep, 60MbHNULBI, CTPaXOBble€ KOMMAHWUW, NOMNKINHUKK, Bpayn, MeANLMHCKUE CECTPbI
W MauuMeHTbl, a Takke OT {akTopa CTOMMOCTU M COOTBETCTBYHOLUMX 3aKOHOB obLlen
OPUCAVKUMN U PENYNATOPHBIX TPeboBaHMK, perynmpyrowmx peknamy nekapCTBEHHbIX
CPEeACTB U AMarHOCTMYECKUX CpencTB. Peknama moxet ObiTb paspabotaHa C yyeTom
noTpebHOCTEN NayMeHTa nnmn notTpedutens Ha OCHOBaHNN XapakTEPUCTUK MONb30BaTENS,
onpeaeneHHbIX B pesynbTate B3aunMOAENCTBUS NMPU OKasaHWK YCnyr, U/Unn Ha OCHOBaHUK
APYrMX JaHHbIX, TakMX Kak gemorpadudeckme JaHHble nonb3oBatenss U ero
reorpaduyeckoe rnosoxeHue.

[00215] CornacHO HEKOTOpbIM  BapuaHTam peanu3auum  HacTosiLero
n300peTeHnss NPOABMKEHMNE OCYLLECTBISIIOT C MOMOLLBIO MHCTPYKLUN NO MPUMEHEHWIO,
npuYyemM B YKa3aHHOW WHCTPYKUMM MO MPUMEHEHMIO NPeaoCTaBMeHbl MHCTPYKUMM AN

nonyyeHus nedveHuna CoepuHeHuem |l B kombuHauyum ¢ CoeguHeHvem | ana nedeHus
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(Hanpumep, ANA TepaneBTUYECKOro fneyeHus) nauueHTa, MpUYeMm yKasaHHoe reyeHue
BKMOYaeT BBegeHue (i) nepson komnosvymu, cogepxawen CoeauHeHne |l vnm
dhapmayeBTUHECKM NPUEMNEMYIO COSb YKa3aHHOro coeamnHeHus, B fose 60 mr e gHm 1 - 21
Uukna gnutenbHoCTbio 28 aHen; u (ii) BTopon komnosnyun, cogepxawen CoeguHeHmve |
unun dapmayeBTUYECKM NPUEMSIEMYIO COMb YKA3aHHOrMO COeAWHEHMs, B Ao3e 960 wmr
(Hanpumep, 4eTbipe Tabnetkm no 240 mr) gBa pasa B AeHb B AHM 1 - 28 yukna
AnuTenbHOCThIO 28 aHen. CornmacHO HEKOTOPbIM BapuaHTam peanv3auun HacTosILEero
nsobpeTeHnss nocre npOABWKEHMS cnegyeT nedeHve naymeHta CoeguHeHuem
coBmecTtHo ¢ CoegumHeHuem | wnm 6e3 Hero. CormacHO HEKOTOPbIM BapuaHTam
peanusauumn HacToawero U3obpeTeHNs MHCTPYKUUA MO NPUMEHEHWUIO YKa3biBaeT Ha To,
yto CoeguHeHve |l HagneXuT NPUMEHATb ANS NevyeHud nauueHTa, ecnu obpasey
HeonepabenbHON WUNN  PEeLUAUBMPYIOLLEN METacTaTUYECKON MENaHOMbl YKa3aHHOro
nayveHTa SBNSETCS NONoXuUTENbHLIM No MyTauu BRAFYS®. Nleuenne mosxeT, Hanpuvep,
YBENUUMBATL BbDKMBAEMOCTb MaUMEHTa, YMEHbLUATb PUCK peuuauvBa paka y nayueHTa,
yBENnuUMBaTh AMUTENbHOCTb OTBETA Ha nevYeHne wwunu yBenuunBaTb BEPOATHOCTb
BblKMBAEMOCTM naumeHTa. Cnocobbl neveHms BknodaroT nobble Ccnocobbl, packpbiTble B
HacToswen 3aseke. CormacHO HEKOTOPbIM BapuaHTam peanu3auuMm  HacToSLLero
nsobpeTeHnss HeonepabenbHY UNU MeTacTaTUYeCKytd MENaHoOMy MauueHTa paHee He
nogsepranv neveHuio (Hanpumep, semypadeHmbom unu nHrmburopom BRAF). CornacHo
HEKOTOpPbIM BapuaHTam peanusaumm HacTosAwero usobpereHus HeonepabenbHyro Mnu
MeTacTaTUYecKkylo MenaHoMy MauueHTa paHee noABepranyM rneyeHuio  (cornacHo
HEKOTOPbIM BapyaHTam peanunsaunm Hactoswero n3obpereHns — 6e3 npeaLuecTByoLero
neyenus nHrnéutopom BRAF).

[00216] B HacToswem nsobpeTeHnn Takke nNpeanoXeHbl METOAbl Be4eHUNs
Ou3Heca, BKMOYalLWMe BbIBOA Ha PbIHOK npumeHeHus CoeauHeHns |l gna nedeHus
(Hanpumep, AnNa  TepaneBTUYECKOro  feyeHus) nauueHTa, CcTpajalrowero  oT
HeonepabenbHOM WM  MeTacTaTUYEeCKOM MENaHOMbl, MOMNOXUTENBHON MO  MyTauMm
BRAFY®? B komBuHaumm ¢ CoeavHeHWeM |, MpuyeM ykasaHHOE NeyeHue BKMoYaeT
BBeAeHue (i) nepeon komnosnumm, cogepxawjen CoegunHenune |l nnn dapmayesTnyeckm
npPUeMnNemMylo COfnb YKasaHHOro coefuHeHus, B Jose 60 mr B aHm 1 - 21 yukna
AnutenbHocTbio 28 AHen; wu (i) BTopon komnosuuuu, coaepxaiwien CoegunHeHue | mnu
dapmayeBTUHECKM MPUEMMNEMYIO COMb  YKa3aHHOro coeauHeHus, B Jo3e 960 wr
(Hanpumep, uyeTbipe Tabnetkm no 240 mr) gBa pasa B AeHb B AHM 1 - 28 yukna

ANUTENBHOCTLIO 28 AHEen. JleyeHne MOXKET, HanpuMmep, YBENWYMBATL BbDKMBAEMOCTb
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nauMeHTa, yMmeHbllaTb PUCK peyungmea paka y naumeHTa, YBenuumBaTtb ANUTEMNbHOCTb
OTBETA Ha nevyeHne Wunu yBENUUYMBaATL BEPOATHOCTb BbIKMBAEMOCTM NalueHTa.
Cnocobbl neveHuss BknoyaloT nobble €nocobbl, pacKpbiTble B HaCTOSILLEW 3asBKe.
CormacHo  HeKOTOpbIM  BapuvaHTam  peanusauuMm  HacToswero  u3obpereHus
HeonepabenbHYIO UNU MeTacTaTUHECKYld MenaHoMy nauueHTa paHee He noasepranu
neyenuio (Hanpumep, semypadeHndom nnn nHrnéutopom BRAF). CornacHo HEKOTOPbLIM
BapuaHtam  peanu3auuM  HacTodAuwlero  usobpeTeHus  HeonepabenbHyrd  Wnu
MeTacTaTMYeCcKyld MenaHoMy nayvMeHTa paHee noaBepranyM nedyeHuto  (cornacHo
HEKOTOPbIM BapuaHTam peanmsauumn HacToswero usobpeTteHns — 6e3 npeaLecTByoLero

neyenus nHrnéutopom BRAF).

NMPUMEPDBI

[00217] Hwke npuBeaeHbl npumepbl CNOcoBOB UM KOMMO3ULMIW COrnacHo
HacTosilemy msobpeTteHuto. CrnegyeT NOHUMATb, YUTO Ha MPaKTUKE MOTMYT MPUMEHATLCS
pasnu4yHbIE ApYrve BapuaHTbl peanusayumn HacToswero n3obpeteHus, ncxoaa ns obLlero
ONUCaHKNs, NPELIONKEHHOIO BbILLE.

Mpumep 1

[00218] Uccnepgosanne NO25395 (BRIM-7) npeactasnsetr  cobown
uccnegosanue asbl b, npegHasHaueHHOe ANns OUeHKkM 6e30MacHOCTI, NEPEHOCUMOCTY U
papmMakoKMHETUKM komBuHaumm (a) uHrmbuposaHns MEK nocpeactsom GDC-0973 un (b)
wHrnbmposaHna BRAF BemypadgeHubom. [aHHOE MHOrOUEHTPOBOE WCCreaoBaHue
COCTOMT U3 ABYX CTaAWun: CTagun C yBENUYEHNEM [O3bl U CTAAMU C pacLUMPEHNEM A03bl
(cTagumn Tepanum npenapartom B A03€, LOCTUFHYTOM B XO4e CTaaun MNOBbILLEHUS A03bl
npenapara 40 MakCUmMarnbHO NEPEHOCMMON 4,03bl).

[00219] [aHHoe nccnepgosaHme NPOBOAMTCA Ha NaymeHTax, CTpagaroLmnx ot
HeonepabenbHOW  MECTHOPAaCMPOCTPAHEHHOW UNM  MeTacTaTU4eckon  MENaHOMbI,
nonoxurensHon no mytaumm BRAFY®® kotopbie nmbo paHee He npoxoaunu Kypc
neyeHus semypadeHnbom (paHee He nonydanu fNevYeHns UNn paHee nonyvyann neyeHue,
HO MpX 3TOM He nonydanu Tepanunio nHrnbmutopom BRAF), nubo 3abonesaHmne KOTOPbIX
nporpeccmpoBano Ha GoHe neveHnss BemypadeHnbom HenocpeacTBEHHO nepes
BKMIOYEHMEM B AaHHOe muccrnegoBaHme. K KroyeBbiM KPUTEPUAM BKMKOYEHUSA OTHOCUTCSH
npucytcteme mytaumm VE00E B TkaHM oOnyxonn MenaHOMbl, MNOATBEPXKAEHHOE C
npumeHeHnem Tecta cobas® 4800 BRAF V600 mutation test, nuamepsiembie nposisnexns

3aboneBaHnsa COrmacHo KpPUTEPMSM OLEHKM OoTBeTa npu conuaHbix onyxonsx (RECIST,
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Response Evaluation Criteria in Solid Tumors) v1.1, OC (ofwecomaTnyeckmi ctatyc) < 1
cormacHo ECOG (Eastern Cooperative Oncology Group, BoctouHass ob6begmHeHHas
rpynna OHKOMOroB), a Takke YAOBNETBOPUTENbHAs remaronormyeckas ©QyHKUMS |
PYHKUNST OpraHoB-MULLUEHEN, KOTOPYHIO OLIEHMBAIOT B XOAE KMOYEBbIX NabopaTopHbIX
aHanu3os. [laynMeHTOB HE BKMKOYaNM B WCCNEAOBaHWE, eCnvu y HUX Habnwjanuck:
naronorus rnas unu akTopbl pucka, npegpacnonaratolime K OKKMO3UN BEH CeTvaTku;
QTc (nHTepan QT ckoppekTupoBaHHbIM) > 450 MC; MM akTMBHble meTactasbl B LIHC
(UeHTpanbHOM HepBHOWM cucTteme). [laynmeHTbl, KOTOpble Mofydann  nedeHue
CTEPEOTaKCUYECKON  Jy4EBOW  Tepannen unM  noaBepranncb  XMpPYpruyeckomy
BMeLLUaTenbCTBY, COOTBETCTBOBANN KPUTEPUSAM AMS y4acTuUs B UCCNELOBAHUKU, €Crn ux
COCTOsIHMNE ObINo CTabWIbHBIM B TEYEHME = 3 HeAEmNb Nepes Havyanom NeYeHus.

[00220] Bce nayuneHTbl Ha cTagumn yBennyeHnsa 403bl Nonyyanu gsa pasa B
AeHb BemypacdeHund B kombuHayum ¢ GDC-0973, koTopbIN BBOAUIN €XXEAHEBHO COrMacHo
OA4HOMY M3 CreAyloLUX PEXUMOB ANUTENbHOCTBbID 28 aHen: 14 pHen noapssa npuema
uccnegyemoro  npenapara, nocrne  4ero  CrneayloT  NEeKApCTBEHHbIE  KaHWKYIbl
anuTtenbHocTblo 14 aHen (14/14), 21 aeHb noapsa nNpuemMa UCCrneayemoro npenapara,
nocrne 4Yero CneaylT INeKapCTBEHHblIe KaHWUKYmMbl ANUTENbHOCTbID 7 aHen (21/7) vnn
HenpepbIBHbIAN €XeAHEBHbIN Npuem 403bl (28/0). ANUTENbHOCTb KaXKAOro LUuKna neyveHmns
cocTasnsina 28 gHewn.

[00221] B uccneposaHum yyactesosanu 10 Koropt ¢ yBenmyeHnem Ao3bl, rno
3 -6 naumeHTOB B Kaxgow koropTe (curypa 1). MauymweHTtbl B Koropte 1 nonydanu
BemypadeHnd B gose 720 mr OP[ (aBa pasa B AeHb) HenpepbiBHO M 60 mr GDC-0973
OP[] (oavH pa3s B AeHb) B TeueHne 14 gHen Noapsn KaXgoro Uukna ANMTENbHOCTLIO 28
AHen npuema [o03 komOuHauum (14/14). Tpn yBenn4eHMM A[03bl MCMONb3OBaNU
CTaHAaPTHbIN An3anH 3 + 3; yBenuMYeHUe A03bl NMPOBOAMMN MOCTEMNEHHO, MPUHMMAas BO
BHUMaHne 6e30MacHOCTb U NePEHOCUMOCTbL KOMBUHaLUK.

PesynbTtatbl

[00222] Mo cocrosHuio Ha 20 ceHTabpsa 2012 roga Bcero 92 naumeHTa
Nony4Ynnm No MeHbLUEN MEPE OAHY 403y KOMOMHUPOBAHHOIO NeYeHuss BemypadeHnbom un
GDC-0973. Cnegytowme ypoBHM 403 Obiny npusHaHbl 6e30nacHbIMU U TEPEHOCUMBIMM:

Bemypadenub 720 mr AP + GDC-0973 60 mr OP[ 14/14 (Koropta 1)

Bemypadenub 720 mr AP + GDC-0973 80 mr OP[L 14/14 (Koropta 2)

Bemypacdenund 960 mr P, + GDC-0973 60 mr OP[] 14/14 (Koropta 3)

Bemypadenunb 720 mr AP + GDC-0973 60 mr OP[L 21/7 (Koropta 1A)
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Bemypacdenunt 960 mr 1P + GDC-0973 60 mr OP[] 21/7 (KoropTa 1B)

Bemypadenunb 720 mr AP[ + GDC-0973 60 mr OP[1 28/0 (Koropta 1C)

BemypadeHub 960 mr AP + GDC-0973 80 mr OPL 14/14 (Koropta 4)

Bemypadpenn6 720 mr AP + GDC-0973 100 mr OP[] 14/14 (Koropta 2A)

(OPLO = pBa pasa B geHb; OPL] = oauH pas B AeHb)

[00223] [MayuneHTbl, KOTOpble COOTBETCTBOBANM KPUTEPUAM ANS ydacTus B
uccnefoBaHuu, cTpajganu OT HeornepabenbHOW WnM MeTacTaTuydeckon MenaHoMbl C

MyTaHTHbIM BRAF V6%

, W ux OC cornacHo ECOG cocrasnan 0 — 1. NayuneHTtbl nnbo paHee
He MPOXOAUNU KypC neyeHns BemypadeHnbom, nmbo 1nx saboneBaHne nporpeccupoBano
Ha ¢boHe npuema BemypacdeHnba. VMiccnegoBaHMe COCTOSINO U3 CTaaun C yBENUYEHUEM
403bl U CTagnmM ¢ paclumpeHmem o3bl. [NagyueHTtel nonyvanu semypadcdeHnd B gose 720 mr
unu 960 mr 1P (aBa pasa B A€Hb) KaxKablA A€Hb UMKna AnuTenbHoCThio 28 gHen. GDC-
0973 Beoaunu B gosax 60 mr, 80 mr nnn 100 mr OP[] (oauH pas B A€Hb) No cxeme 14
aHen (p) na/14 n Het (14/14); 21 a pal/7 p Her (21/7); vnu Kaxkablh A€Hb LUuMKna
ANUTENbHOCTBIO 28 AaHel. [lepBUYHbIE KOHEYHbIE TOYKM OUEHKM 3hHEeKTUBHOCTU
npeacTaenanu cobon makcumanbHO nepeHocumyto oy (M), A030nMMUTUPYIOLLYHO
TokcuyHocTb  (OJIT) obomx nekapcTBeHHbiX cpeacts, OesonacHoctb w©n @K
(hapmakoKMHETUKY).

[00224] Ha dwurype 3 npeacrtaBneHbl XapakTEPUCTUKN NaUUeHToB Mo
cocTosiHMo Ha 6 monsa 2012 roga. Cembaecar naymeHToB (70% COCTaBnANU My>KYMHBbI;
mMeaunaHa sospacta: 57,5 net [guanasoH: 19 — 76 neT]; y 74,3% menaHoma oTHocunach K
cragun IV M1c, y 54,5% 3abonesaHne paHee nporpeccmpoBano Ha oHe npuema
BemypadeHunba) nonydanu ogHy aosy nubo 6onbwe GDC-0973 n BemypadeHunba.
MepaunaHa konvyecTBa LUUKMNOB cocTasnana 3.

[00225] Mo coctosiHMo Ha 18 ceHTsbpa 2012 roga y Tpex nauyueHToB
Habnoganacb AO30NMUMUTMPYIOLLAs TOKCUYMHOCTL: YANMHEHWe nHTepsana QT 3 crenehw,
obycnosneHHoe npuemMom BemypadeHunda, NpuBeno K AOCPOYHOMY 3aBEPLUEHUIO Npuema
BemypacheHnba (koropta 1B), mykosut 3 creneHn, OOYCNOBMEHHBIA MPUEMOM
BemypadeHnda n GDC-0973 (koropta 1D), u aptpanrus 3 creneHun, oBycnoBneHHas
npuemom sBemypadeHuba (koropta 1D).

[00226] Ha durype 4 npeacrasneHbl HeXXenaTenbHble SBMEHUS, Bbl3BaHHbIE
BemypadeHubom nnn GDC-0973, y BCex NnaymMeHToB No COCTOAHMIO Ha 6 nong 2012 roga.
Hanbonee pacnpoCTpaHEeHHbIMU HEeXenaTenbHbIMM SBMEHUSAMU Y BCEX MaUMEHTOB

asnanuce  aunapea  (51,4%), HeyrpesuaHasa coinb  (52,9%), TowHoTa (28,6%),
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yromnsgemocTtb (30,0%) n CBETOYYBCTBUTENBHOCTL/CONHEYHbIN oOxor (31,4%). [Nocne
gobaenenns GDC-0973 k BemypadeHnby aaanTuBHas TOKCMYHOCTb HE Habnwganace. Y
ABajguatu  npouUeHTOB  nayuveHToB  Habnwojanocb  yBEMNWYEHWE  MokasaTenen
PYHKUMOHaNbHOW Npodbl NeYeHn; NnpeBbiLeHne Obino NPEUMYLLECTBEHHO NErkon CTEMNEHU
(ctenenn 1 vnn 2). Bcero y 4,3% naumeHToB Habnoganocb yBenuueHue nokasarenem
dyHKUMoHanbHon npobbl nevyeHn 3 unn 4 cteneHn. Aptpanrna Habnwganacs y 12,9%
NayMeHTOB, YTO HAXOAUTCA B AManasoHe, HabnwgaeMom npu nevyeHnn semypadeHmbom
camum no cebe. CeposHasa xopuopeTmHonaTusa Habnoganace y TpeX NayMeHToB, Npuyem
BCE Cry4yan OTHOCUIMCb K FErkOW CTENeHWn TspKeCTU. Tonbko y ogHOro naumeHta ma 70
nauMeHToB, KOTOpble nornyyanu nedyeHwe semypadeHnbom u GDC-0973, passunach
MNOCKOKNETOYHAsa KapuuHoMa KOXu. Takum obpasomMm, 4YacTtoTa BO3HWMKHOBEHUS
MNMOCKOKIETOYHOW KapLUMHOMbI KOXW Oblnia HMKe, 4eM 4vacTtoTa, Habnwgaemas npu
neyeHun BemypadcdeHnbom camum no cebe. [daHHoe HabniogeHwe cornacyetcs ¢
MEXaHN3MOM Pa3BUTUSA MOPAKEHUA MPU MIOCKOKNETOYHON KapuuHOME MOCpPenCTBOM
napagokcanoHOM aktusayum nytu nepegadn curHanos MAPK. Hambonee wdactbimmn
HexenarenbHbIMU  ABMAEHUAMW, CBA3AHHbIMU C fEYEeHWEeM, WUMELWUMU CcTeneHb =3,
asnanuce auapes (5,7%), kpeaTtuHdocdokmHasa Bbiwe HopMmbl (4,5%), LwWenodHas
docpaTasa Bbie HopMbl (4,5%), a Takke makyno-nanynesHas cbinb (4,5%).

[00227] Ha dwurype 5 npencraesneHbl HexenartenbHble aBneHus (HA),
NnosiBNEHWE KOTOPbIX NPUBENO K MPEKpaLleHMIo Tepanuu, YMEHbLUEHNIO 403bl U MONHOMY
JOCPOYHOMY 3aBEPLLEHMIO NpuemMa npenapara, no coctosHuio Ha 6 nonsa 2012. Hanbonee
pacnpoCTPaHEHHbIMU MPUYMHaMM BPEMEHHOrO MNpeKpalleHus npuema semypadeHnba
ObInK: Cbinb (8 NayMeHTOB), OTKNOHEHNE Pe3ynbTaToB (PYHKLMOHANBHOW Npobbl NeyYeHn
(@nr) ot Hopmbl (3 nayueHta) W apTtpanrma (3 nayueHTta). Hawmbonee
pacnpoCTpaHEeHHbIMU MpUYMHaMKU BPEMEHHOrO npekpaweHns npuema GDC-0973 6binu:
cbinb (5 naymeHToB) N gnapea (3 nayuenTa). MNpnynHamm nepBMYHOrO YMEHbLLUEHNS A03bl
UnNu npekpawleHns npuema BemypadeHnda Obinu: OTKNMOHeHue pesynbTatoB O oT
HOopMbl (1 nayueHT), UeHTpanbHas ceposHad peTtuHonatms (1 nayueHT) m cbinb (1
naumeHT). lNMpuyMHamMu nNepBUMYHOrO YMEHbLUEHUS A03bl U npekpaweHns npuema GDC-
0973 ObInn: UeHTpanbHasa ceposHas peTtuHonatvs (1 naumeHT) n cbinb (1 naymeHT).
MpuynHOM Ans AOCPOYHOrO 3aBeplueHust npuema semypadeHmnba Obino: yanuHeHue
uHtepsana QT (1 naymeHT). Jwb HEOOMNBLUOMY KONMMYECTBY NaumeHToB notpeboBanoch

YMEHbLLUEHME A03bl WM MOMHOEe [OCPOYHOE 3aBeplleHMe npuema npenapara.
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MonyyeHHble pesynbTaTbl NOATBEPXKAAIOT BbIBOA O TOM, YTO JaHHasA KOMOMHALUS XOPOLLIO

nepeHocuTCa nccnegyembiMmm nayneHtTamn.

[00228] [Ona ctagum nccnegosaHns ¢ paclumpeHnemM 4o3sbl 6binn BbiOpaHbl
[Ba ypoBHs 803: BemypadeHmb (720 mr n 960 mr PA) + GDC-0973 60 mr OP 21/7.
[00229] Ha dwmrype 6 npeacraBneHO W3MEHEHWe pasmepa Oonyxonu oT

UCXOAHOrO YPOBHA A0 Hawnydywero OTBeTa Yy nauuveHToB, 4be 3abonesaHue
nporpeccupoBano npu  NpeaLllecTsyoWeMm BBeAeHUM BemypadeHnba. JleyeHne
nayMeHToB, 4be 3aboneBaHMe MPOrpeccupoBano npu MNPEALUECTBYIOLEM NEYEHUM
BemypaheHNOomM, KOMOMHaLMEN HE COMPOBOXAANOCh 3HAYNTENbHBLIM OTBETOM OMyXOJIN.

[00230] Ha dwmrype 7 npeacraBneHO W3MEHeHWe pasmepa Oonyxonu oT
WCXOAHOrO YPOBHA A0 HaWMy4llero OTBETa Y MaLMEeHTOB, KOTOPble paHee He MPOXOAMnu
KypC neyeHunss semypadeHndom. MNpesBaputenbHble AaHHbIE OLEHKN 3PMEKTUBHOCTM Y
25 nauueHToB, KOTOpblE paHee He MNPOXOAUMN KypC nedyeHus BemypadeHndowm,
NPOAEMOHCTpUpPOBanu, YTo y Bcex 25 nayveHToB Habnaanocb YMEHbLUEHUE OmnyXornu.
MoaTBepkaeHHas 4actota orteera cornacHo kputepuam RECIST 1.1 y naywvenTos,
KOTOpble paHee He npoxXoaunun Kypc nedeHumss BemypadeHubom, cocraBnana 40%,
yacTtoTta ctabunbHoro 3abonesaHus cocrasnana 60%.

[00231] Ha curype 8A npencraeneH OTBET B opme usobpaxkerus MNIT
nauveHTa, 4be 3aboneBaHWe NpOrpeccupoBarno npu npejLUecTBYOWEM MeYeHnn
BemypadeHnbom, nocne neyeHua BemypadeHnbom + GDC-0973. Ha pgeHb 14
KOMOVHMPOBAHHOrO neveHns Habnwoganock 3HaAYUTENbHOE YMEHbLUEHWE aKTUBHOCTU
MOT. [aHHbn  pesynbTaT MNPOAEMOHCTPUPOBAN, YTO  IeYeHue  kombuHauumen
BemypadeHnda n GDC-0973 cnocobHO BbICTPO Bbi3BaTh YCTPAHEHUE PE3UCTEHTHOCTU K
BemypadeHnby. Ha durype 8B npeacraBneHbl 40MONMHUTENbHbIE NMPUMEPbl OTBETOB B
dopme wusobpaxeHus [MOT naumeHToB, u4be 3aboneBaHMe nporpeccuposano npu
npejLuecTeylolleM  fneyeHuM  BemypadpeHuboM,  KOTopble  nofydvyanu  fneyeHue
BemypadeHndom (Bem) + GDC-0973 (GDC).

[00232] HaHHble pesynbTaTtel AemoHcTpupytoT, 4to GDC-0973 B
kombnHauum ¢ BemypadeHMbom  SABMASETCA  NEPEHOCMMbIM, W BO3HUKaoLMe
HexenarenbHble SBNneHns nogaattca koppekuyun. KombuHauus gocrtasnanace 6e3onacHo
B cooTBeTCTBYIOWMX Ml Ansa oTaensHbIX npenapaTtos: semypadernnda (960 mr APL) n
GDC-0973 (60 wmr 21/7). dapMakOKMHETMYECKME  AaHHble  MUCCMNeLOBaHUS
NPOAEMOHCTPUPOBANK, YTO 3kcno3nymm semypadermba n GDC-0973 Obinn aHanornyHbI

3KCNO3nUnam, KoTopbie Ha6J'IIOJJ,aJ'IVICb paHee B uccnejoBaHnax ana Kaxaoro npenapara B
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oTaenbHOCTU. 3HaunTenbHbIX PK B3aumoaencTeum mexay semypagenHndom n GDC-0973

He Habnoaanocs.

[00233] O6HoBneHHbIe pesynbTatbl: 1o coctosHuio Ha 25 aHBapsa 2013

roga y nauueHToB, noAanexawyux oueHke 3ddeKkTUBHOCTW, Habnwojanucb crneayowpme

noaTeepXXaeHHble OTBEThI:

O6beKTMBHbIN OTBET, MayneHTbl, KOTOPbLIE paHee | MauneHThl, 3aboneBaHue
n (%) He NPOXoAunun KypC | KOTOPbIX Mporpeccuposarno
neyeHus WHrMBUTOPOM | Ha doHe npuema
BRAF, (n=59) BemypageHunba, (n=49)
Haunyywmin obwun oTeet 43 (73) 7 (14)
-[onHbI oTBET 2(3) 0
-YacTnyHbIn oTBET 41 (70) 7 (14)
-CtabunbHoe 3abonesaHve 14 (24) 24 (49)
-MporpeccupytoLlee 1(2) 16 (33)
3abonesaHue
-HeBO3MOXHO OLeHUTL/ 1(2) 2(4)
He nposoaunum
[00234] Obwme HexenatenbHble siBNEHWs, OOYCNOBMEHHbIE MPUEMOM

npenapara, a Takke n3bpaHHble HexenarernbHble ABMeHWs B NOnynsayMmn naymeHToB 6binm

crnegyowmmMu:;

HexxenarenbHoe | [MayneHTbl, KOTOPbIE paHee He
asneHve, % NPOXOAUNN  KypC  NeYeHus
nHrudutopom BRAF, (n=62)

MauneHTsI, 3aboneBaHue
KOTOPbIX MPOrpeccupoBanc Ha

hoHe npuema BemypadeHuba,

(n=53)
CrteneHb 23 Bce cteneHn | CteneHb =3 Bce cTeneHn
HeyrpesugHas 11 77* 2 36
CbliMb
HOuapes 6 71 2 40
CeeTouyBCTBUTEMD 0 53 2 19
HOCTb/
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CONMHEYHbIN OXOT
YTOMNSEMOCTb 6 52 2 21
OTknoHeHue 13 48 8 25
pesynbTaToB
naboparopHbIx
aHanuM3oB  MeYeHu
OT HOPMbI
TowHoTa 2 47 0 17
KpeatnHdocdhoknH 3 39 4 15
asa BblLLE HOPMbI
ApTpanrus 8 37 2
Jlnxopagka 2 34 0
YrpesugHas cbinb 3 27* 0 13
PsoTta 0 23 0
MMnepTeHs3us 2 15 0
N3b6paHHble HexxenaTenbHble SBNEHNS

Cromarut/ 3 8 0 4
BocnaneHue
Crnn3ncTon
060onoyku
XopuopeTunHonaTua 2 7 0 0
CKK KOXU/KA 3 3 2 2
(ckBaMO3HO-
KneTo4yHas
KapuuHoma  Koxu/
KepaTtoakaHToMa)

[00235] *Y 1 nayueHTa C HEYrpeBUAHOW CbiNbD WU YIPEBUAHOW CbIMblO,

COOTBETCTBEHHO, CTeneHb He Obina onpeaenexHa.

MOJJ,I/IC*)I/IKaLWII/I nevyeHnd scneagcreme BOSHUKHOBEHUA HeXXenaTelnbHbIX SABMNEHUN B

nonynsauuMn NauMeHToB Bbinn CNeayoWwmumm:

Moandukayms BemypadeHnb KobumeTnHmo Bemypade
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neyenus, n (%) HNG +

KobumeTtuHno

[MaumeHTbl, KOTOpble paHee He MNPOXOAMNM KypC nedveHust uHrmbutopom BRAF,
(n=62)

BpemeHHoe 33 (53) 25 (40) 23 (37)
npekpaLleHne

npuema*

YMeHbLUeHne 6 (10) 4(7) 0
[03bl

MonHoe 0 1(2) 0
AOCPOYHOE
3aBepLUeHne
npuema

npenapara

MauveHTbl, 3aboneBaHWe KOTOPbIX MNporpeccuposano Ha ¢GoHe npuema

BemypadeHuba, (n=53)

BpemetiHoe 10 (19) 11 21) 10 (19)
npekpaLleHne

npuema*

YMeHbLUeHue 3 (6) 3 (6) 3 (6)

J03bl

lMonHoe 1(2) 0 0
L OCpOYHOE
3aBepLueHve

npvema

*CornmacHo MpOTOKOMy, MOCNe MpeKpaweHns npuemMa  uccnegyembix
npenapatos 0Oonee 4yem Ha 28 JHEW nauuMeHTbl UCKMYanuce U3

ncecnejgosaHuA.

[00236] 3aknioveHne: BemypadeHnd un  kobumeTmHMG Moryt  ObITb
OesonacHo oOveauHeHbl B cooTBeTcTBYOWMX MIL ana oTAenbHbIX Npenapartos.
Haubonee pacnpocTpaHeHHbIMW HeXenarternbHbIMW ABMEHUAMWN SBNANUCH CbiMb, Anapes,
CBETOUYYBCTBUTENBHOCTb W YBEMNUUYEHWe nokasaTtenen PyHKUUoHanbHOW Mpobbl neyeHwu.

BOnbLWMHCTBO HexenaTenbHbIX SIBIEHUW OTHOCUITOCb K OT NErKon A0 cpep,He|7| crteneHun
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TSKECTN. BOMBLUMHCTBO HeXenaTenbHbIX SIBMEHWN MOXHO ObINO OTKOPPEKTMPOBATL B
pesynbTaTe NpekpaLeHNs NeYeHns N NPYMEHEHMS NOAAEPXKUBAIOLLEN Tepanvu, Toraa kak

HeOoOX0AMMOCTb YMEHbLUEHUS A03bl BO3HMKaNa pPeako.

Mpumep 2
[00237] BbINo NPOAEMOHCTPUPOBAHO, YTO NevYeHne semypadeHmnbom B Jo3e
960 mr P/ (aBa pasa B aeHb) B gHn 1 — 28 n GDC-0973 B go3e 60 mr OP[] (oguH pas B
AEeHb) B AHM 1 — 21 B UMKnax neyveHus nNUTensHOCTbIO 28 aHen sensieTcs 6e3onacHbIM U
xopowo  nepeHocumbim.  G0O28141 npeacraBnaer  cobol  MHOroLUEHTPOBOE
PaHAOMU3MPOBAHHOE  ABOMHOE  crnenoe  nnayebo-KOHTPONMpyemoe  KIMHUYECKOS
uccnepoarne dasbl Il ansa oueHkn 6esonacHocTU KU 3hbdHEKTUBHOCTN BeMypadeHmndba B
kombumHayum c¢ GDC-0973 no cpaBHeHuMio ¢ BemypadeHmbom camum no cebe y
naumeHToB, CTpajawwmx OT HeonepabenbHOM  MeCTHOPacnpOCTPaHEHHOW MK
MEeTacTaTW4eckoll MeNaHoMbl, MonoxuTensHol no mytaumm BRAFY®® panee He
nony4yasLUMX NeYyeHmne.
[00238] MpnbnusntensHo 500 paHee He NonyYaBLUMX NEeYeHUe NauueHToB,
cTpajawwmx oT HeonepabenbHOM MEeCTHOPACMpPOCTPAHEHHOW WU MeTacTaTUYeCcKon
MENaHOMbl, MNOMOXWUTENbHO no MyTauum BRAFY®®  6yayT paHgoMu3vpoBaHbl B
COOTHOLUEHMM 1:1 ANSA NOMNYYEHWS NEYEHNS B OA4HOM U3 CrefyoLLUX PEXNUMOB:
[0102] -Tpynna A (koHTpoOnbHaA rpynna): BemypadeHnd B Ao3e 960 Mr BHYTPb
(nepopanbHo, MO) AP4 B gHn 1 — 28 n nnayebo MO OPM B aHM 1 — 21 kaxkaoro
LUKNa neveHns 4nnTenbHOCTbIO 28 AHEN.

[0103] -I'pynna B (rpynna nccnegyemoro npenapata): semypadeHmnb B 4ose 960 mr
Mo APAO B aHm 1 — 28 n GDC-0973 B go3e 60 mr MO OP B AHU 1 — 21 Kaxa0ro
LUKNa nevyeHns 4nnTenbHOCTbIO 28 AHEN.

[0104] OP[L = aBa pasa B aeHb; OP[L] = oanH pa3 B AeHb.

[00239] CrtpaTtudmymposaHHas 6noyHas cxema padHgomusagum Oyaer
ncnonb3oBaHa AnNs pacnpeAeneHus Ha rpynnbl NEYEHWS Ha OCHOBaHWM CriefyoLux
dhakTopoB cTpaTudukayuu:

[0105] —l"eorpadumyeckas obnactb (Cesepras Amepuka, Espona,
Asctpanuga/Hosasa 3enaHauns unu gpyrue).

[0108] —Knaccudbukaumsa meTtactasos (HeonepabenvHasa cragusa llic, M1a n M1b;
unmn M1c).
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[0107] Ha durype 2 npeacrtaBneHa cxema BBeaeHUa 03 BemypadeHuba n GDC-

0973/nnayebo B xoae uccnenoBaHus.

[00240] Bce naymeHTbl HaxoasaTcs nog npucTanbHbiM HabniogeHuem ans
u3y4yeHuss 6e30MacHOCTM U MEPEHOCUMOCTM B XOA4E BCEX LMKMNOB Tepanuu, Ha BU3UTE
OKOHYaHMA nepuoja neyYeHusa UCCnefoBaHug, a Takke B TedeHue nepuoga HabnogeHus.
HexenaTtenbHble 9BNEHWS Y NaUUEHTOB OLEHMBAIOT KaxKable 2 HEAEMNN B TEeYEHMEe NepBbIX
2 UMKNOB, 3areM nepes KaKabIM MNOCNeayroWMM LUUWKIOM, a Takke Mo Mepe
HeobXoAUMOCTH.

[00241] OtseT onyxonun oueHusawT cornacHo kputepuam RECIST v1.1.
Jliobble nogaatomecs oLeHKe U nsMmepsemble NPoaBneHnsa 3aboneBaHna JOKyMEHTUPYIOT
Ha CKPWUHWHIE 1 MOBTOPHO OLIEHMBAIOT NPWU KaXKA0W NocneayoLwen oleHke onyxonn. OTeeT
OL|EHMBAETCS WUCCMeaoBaTeneM C NepuognyHocTelo B 8 Hegenb. 1o yCcMOTpeHMto
uccnepoBartens KOMMbIOTEPHYO Tomorpaduo/ckaHmposanne MPT nosTtopstoT B ntoboe
BPEMS, €CIU CYLLECTBYET NOLO3PEHNE Ha NporpeccupoBaHue 3abonesaHus.

[00242] [na xapakrepuctukm npodunsa TOKCUYHOCTM NCCREeayeMOn Tepanmm
y BCeX NauUWeHTOB WCMNOMb3YT OOLUY0 TEePMUHOMOTUIO KPUTEPUEB HexenaTenbHbIX
asneHnn (CTCAE, Common Terminology Criteria for Adverse Events) v4.0
HayunoHaneHoro nictutyta paka. Ouenky OKI (anekTpokapaunorpaMmmel) NpOBOASAT B AEHb
15 nepBbIX 3 UMKNOB, a 3aTtemM B AeHb 15 kaxpaoro 3-ero ymkna neyvenuns (Lmknel 6, 9, 12 n
T.4.). depmaronormyeckyto OLUeHKy NpoBOAAT B Havane Llukna 2 (£ 1 Hegens), a 3arem
yepes kaxable 3 uukna nedeHums (1 Hegenwo) (Umknel 5, 8, 11 wn T1.4.).
Odranemonornyeckoe obcnefoBaHe NOBTOPSIOT, €CMN OHO KMMHUYECKM NOKa3aHo.

[00243] [MayneHTbl nonydawT neyYeHne A0 MNOSIBMIEHMS  MPU3HAKOB
nporpeccupoBaHus 3aboneBaHusi, CMEPTU, HEMPUEMMEMON TOKCUYHOCTU WMN OT3biBa
corrnacva B 3aBUCUMOCTU OT TOro, Kakoe cobbITWe NPOUCXOAUT paHblue. [MaymeHTbl B
rpynne neyeHnsa semypadeHubom n nnayebo He UMmeloT npasa nNepexoauTb B rpynny
neyeHnss BemypadeHmbom un GDC-0973 npwu nporpeccupoBaHui 3aboneBaHus Wt
HabnogatTcs ANa onpeaeneHnsi BbPKMBAEMOCTU.

[00244] MepBuyHOM  Uemnblo  OUEHKM  3(PEPEKTUBHOCTU B LaAHHOM
uccneaoBaHum ABNAETCA OLeHKa apeKkTMBHOCTU BeMypadeHmnba B kombuHayum ¢ GDC-
0973 no cpaBHeHMKO ¢ BemypadeHnbom u nnayebo y nauyueHToB, CTpajalomx oT
HeonepabenbHOM  MECTHOPACMPOCTPAHEHHOW MMM MEeTacTaTU4eCcKkoM  MenaHOMb,

FVGOO

NONOXUTENbHOM NO MyTauun BRA , paHee He nony4vyaBLUMX NeYEeHNE, NPUHEM LaHHYIO

3hEKTNBHOCTb OMPEAEnsloT Kak YANUHEHVE BbDKMBaeMocTu 6e3 mnporpeccupoBaHuUs
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3abonesaHua (PFS, progression free survival), KOTOpylO OLEHMBAET UCCneaoBaTenb B
NCCRNeaoBaTenbCKOM LiEHTPE.

[00245] BropuyHor  uenbto  oueHkM  3PDEKTMBHOCTM B SAHHOM
uccneaoBaHnm ABNAETCS OLeHKka apeKkTMBHOCTU BeMypadeHmnba B kombuHayum ¢ GDC-
0973 no cpaBHeHMKO ¢ BemypadeHnbom u nnauebo y nauyueHToB, CTpajalowmx oT
HeonepabenbHONW  MECTHOPACNPOCTPAHEHHOW UMM MeTacTaTtU4eckon  MENnaHoMbl,

NONOXUTENLHON Mo MyTayum BRAF Y%

, PaHee He Mony4YaBLUNX NEeYeHne, NpUYEM AaHHYIo
3pPEKTUBHOCTL OMPEAEnsoT Kak 4actoty obwbektmBHbix oTBeToB (ORR, objective
response rate), anutenbHocte oTBeta (DOR, duration of response) wu obuwyto
BbbkuBaemoctb (OB).

[00246] Llenbto oueHkn 6e3onacHOCTU B AaHHOM WUCCNEAoBaHUN SIBNSIETCS
Xapakrepuctuka npodunst TOKCMYHOCTM Y MaUMEHTOB, nony4alwmx BemypadeHut wu
GDC-0973, no cpaBHeHMo ¢ BemypadeHmbom wn nnauyebo. Llenbio  oueHkM
PapMaKOKMHETUKU B JaHHOM uccneaoBaHum ABNAETCS XapakTepucTumka
apmakokmHeTukn GDC-0973 un BemypadpeHmba u cpaBHeHWe dapMaKOKUHETMKN
BemypadeHnba npu BBeaeHUM coBmecTHO ¢ GDC-0973 ¢ dhapmakoKMHETUKON
BemypadeHnba npu BBEAEHUM COBMECTHO C nnauyebo. Llenbio OUEHKM UCXOLO0B,
MOMyYEHHbIX MyTEM OMpoca NaUMEHTOB, B AAHHOM WCCNELOBaHUN SIBNSIETCS OLEHKa
OBYyCMNOBMEHHOrO COCTOSIHUEM 340POBbSA  KAYeCTBa >KU3HM MaLUMEHTOB, NONyYaroLmx
BemypadeHnd n GDC-0973, no cpaeBHeHuiO ¢ BemypadeHubom u nnauebo, npuuem
AaHHYIO OLIEHKY NPOBOASAT B pesynbTaTe 3anonHeHus aHkeTbl KavecTtsa xunsHum (Quality of
Life) EBponenckon opraHnsaymm no uccnenosannio u neveHnto paka (EORTC, European
Organization for Research and Cancer) u ankeTbl EuroQol 5 dimension (EQ-5D).

[00247] MayuneHTsl

[00248] Ona  CcoOTBETCTBUA  KpUTEPMSM AN yy4acTus B AaHHOM
uccrneaoBaHMM MauueHTbl He AOMKHbl paHee nonyyatb feyeHuve HeonepabenbHou
MECTHOPACMPOCTPAHEHHON UMM METACTaTUYECKON MenaHoMbl. MauneHTbl JOMKHbI MMETb

noATBEPXAEHHYI0 MyTauuio BRAF 6%

B TKaHW OMyxonu menaHombl. HeorpaHuumnsatoLuii
nepeyeHb KPUTEPUEB BKIMOYEHUS U HEBKIMIOYEHNS SBNSETCA CNEAYIOLUM:
[0108] KpuTepuu BKMNOYEHUS, CBSA3aHHbIe C 3a00neBaHNEM:
[0109] -MaumeHTbl ¢ NOATBEPXKAEHHOW TMCTOMNOrMYECKMM CnocoboM MenaHoOMOW,
METacTaTUYeCKON MenaHoMon HeonepabenbHon ctagun llic unu ctagum IV, kak

onpeaeneHo cornacHo TpedosaHuam AJCC, 7-oe nsgaHue.
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[0110] —[NaymeHTbl, KOTOpblE paHee He  NpPoOXOogunu  KypC  NeYeHus
MECTHOPaCNpPOCTPAHEHHOTO HeonepabenbHOro unu MeTacTaTU4eCcKoro
3aboneBaHnsa (T.€. MpPeALIECTBYIOL|As CUCTEMHAs MNPOTMBOPAKOBas Tepanus
nporpeccupytowlero sabonesaHus cragum llic n IV otcytcteyeTt). [Jonyckaercs
npeaLlecTeyolad  agbloBaHTHas UMmmyHoTepanua (B TOM  4ucne
ununumymadom).

[0111] —OokymeHTanbHO NOATBEPXKAEHHLIA MOMOXUTENbHbLIA CTATyC MO MyTauuu
BRAFY® B TkaHn onyxonn MenaHOMbl (3PXVBMPOBAHHLIE WNW BHOBb
nony4eHHble o6pasLbl ornyxornm).

[0112] -Usmepsaemble npossneHnsa 3abonesanns cornacHo RECIST v1.1.

[0113] KpuTepumn HEBKITHOYEHUS, CBA3AHHLIE C PAKOM:

[0114] —lNpeaLwecTBytoLee NeYeHne UHIMOUTOPOM NyTU nepegaun curHanos RAF
unn MEK B aHamHese.

[0115] - MannuaTtnBHas ny4eBasa Tepanus B TeveHne 14 gHen 4O npuema nepBou
[03bl UCcrieayemon Tepanun.

[0116] —KpynHOe  XupyprMuyeckoe  BMeLWAaTENbCTBO UMM TpaBMarmndeckoe
noBpexaeHne B TevyeHue 14 fHenm A0 NpMema NepBOW A403bl MCCNEeayemown
Tepanun.

[0117] —AKTMBHbIE 3rOKa4YecTBEHHble 00pasoBaHWsl, OTMU4YHbLIE OT MENaHOMbI,
KOTOpblE MOIMYT MOTEHUWAnNbHO MOBMAWATb Ha UWHTEPNpPEeTauuio  OLEHKU
adppekTmBHOCTU. [laumeHTbl € NpeaLUuecTBYIOWUMM  3MTOKAYECTBEHHbIMUA
obpa3oBaHVAMKU B TEYEHME NocrnefHnx 3 NeT He BKMNYATCA B UCCNEa0BaHme,
332 UCKMIOYEeHWeM MauueHToB, CTpajalwmx OT pesepuumpoBaHHon BKK
(6asanbHo-kneTo4HON KapyuHombl) unm CKK (ckBamMO3HOKNETOUHOrO paka) Koxu,
MenaHoMbl in situ, kKapuMHOMBI in Situ LWENKN MaTkm M KapyuMHOMbI in situ
MOJIOYHOW Xenesbl.

[0118] —donyckaeTca nokanbHOE MOBbILLEHNE YPOBHA CNEUNPUUECKOro aHTUreHa
npocrartbl B aHamHese npwv OTCYTCTBUM NOATBEPXKLEHHOMO

PEeHTreHorpatnyeckum MeTOLO0M MEeTacTaTMYeckoro paka npeacTaTenbHon

Kenesbl.
[00249] GDC-0973 u nnaue6to
[00250] GDC-0973 nocrtaBnsietca B ¢opme Tabnetok 20 wmr Aans

nepopansHoro npumeHennsi. GDC-0973 ynakoBaH B 6nucTtepHble ynakoeku. [Mnayebo

GDC-0973 ynakoBaHO B OnNUCTEPHbIE YMAaKOBKW, WAEHTUYHbIE ynakoBkam GDC-0973.
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HeakTuBHble koMnoHeHTbl GDC-0973 sBnaoTCa cneayrowumMmm: B cocTas aapa tabnetku
BXOAST MOHOMMApAaT IakTo3bl, MWMKPOKPUCTANMM4Yeckas LEnnno3a, Kpockapmennosa
HaTpuss ©n cTeapat wmMarHusi. B coctaB nokpbitus TabneTkn BXOAAT: 4acTUYHO
rMMAPONM30OBaHHLIM MONMMBUHUNANKOIONb, AWOKCUL TUTaHa, nonuatuneHrnukons 3350 un
Tanek. [nayebo pna GDC-0973 cCOCTOUT M3 BCEX HEAKTUBHbIX KOMMOHEHTOB,
nepeYncneHHblX BbIle, N ero BHELUHUA BUA UAEHTUYEH BHeEWHeMy Buagy GDC-0973.

[00251] BemypadeHnd

[00252] BemypadeHub noctaBnsetca B opme Tabnetok 240 mr ans
nepopanbHOro npumeHeHns. BemypadgeHn® ynakosaH B OyTbiku. HeakTuBHble
KOMMOHeHTbl B Tabnetkax BemypadpeHuba ABNAIOTCA CnefyolwMMu: audeTaTtcykumHaT
M4 POKCUNPONUNMETUNLENNION03a, KOMMOWAHbLIA AWOKCUL KPEMHWUS, cTeapaT MarHug,
rmgpokcunponunuennionosa (sapo Tabnetky), NONMBUHWMAMKOTOMb, AMOKCUA TUTaHa,
nonuatunenrnmkonb 3350, Tanbk K OKCUA Xenesa KpacHbI (MOKpbITME TabneTkn).

[00253] TecT Ha myTaumio BRAF Y6

[00254] [MayueHTbl, aHanu3 onyxonu MenaHOMbl KOTOPbIX Ha Hanuyue
myTauum BRAFY®? ¢ nomoLbio Tecta cobas® 4800 BRAF V600 mutation test ssnsietcs
MOMOXWTENbHLIM, COOTBETCTBYIOT  KPUTEPUSIM  AMS  BKMIOYEHUSS B KIMHUYECKOE
UccrneaoBaHne, €Cniv BbIMOMHATCS APYrve KPUTEPUW AN y4acTusi B UCCMEAOBaHUM.
O6pa3sypbl onyxonern MOryT 6biTb MOMyYEeHbl U3 MEPBUYHON OMYyXONU MENaHOMbl UNN K3
noboro yyactka MeTacTtasupoBaHUSa NpuU YCNOBUW, YTO BbINOMHAIOTCA BCe TpeboBaHus,
onucaHHble Bbllwe. CornacHoO HEKOTOPbIM BapuaHTam peanusayunm  HacTosALero
nsobperennsa ana nposegeHus Tecta cobas® 4800 BRAF V600 mutation test ncnonbaytor
33apXUBMPOBAHHbBIE UMW BHOBb MOSyYEHHbIE MpenapaTbl OnyXonu, 3adUKCMPOBaHHbIE B
dopmanvHe u 3anutble napaguHom (3P3MM). CornacHo HeKoTopbIM BapuaHTam
peanusauumn HacToswero u3obpeTeHns npenapartbl ONyxonu oToéuparoT B BUAE CBEXUX
3aMOPOXEHHbIX TKaHEW; He JOMyCKaeTCs WCMNONb30BaHUE TKaHEMW, MOMY4YeHHbIX B
pesynbTaTte TOHKOUronbHOM acnmpaymoHHon 6uoncum (TAB, FNA, fine needle aspirations).

[00255] HecmoTpss Ha TO, 4TO BbILWEN3NOXKEHHOE WU300peTeHne Obino
ONncaHo [JOBOMNbHO NOAPOOHO MOCPEeACTBOM WNMIOCTPAUMA M NPUMEPOB ANd Lenen
SACHOCTU NMOHUMAaHUS, NMPUBEAEHHbIE ONUCAHUSA U NPUMEPLI HE CneayeT UHTEPNPETUPOBaTL
B KayecTBe OrpaHuvymsaromx obvem Hactosiwero wusobpeteHus. OnucaHue BCex
MaTreHTOB N Hay4YHOW NUTEPaTypbl, CCbINMKM HA KOTOpble 6biny NpuBeAEeHbl B HACTOSILLEN
3asBKe, B ABHOW (popMe BKMIOYEHO B HACTOSLLYI 3asiBKY MOCPEACTBOM CCbINKU BO BCEW

CBOEW MOJTHOTE.



OOPMYJIA NBOBEPETEHUA

1. ®apmayeBTUieCKUA Npenapar, cogepxawmi: (i) NepByto KOMMO3MLMIO, KOTOpas
coaepXnT [3,4-andpTop-2-[(2-pTOop-4-noacdeHnn)ammHo]dpennn][3-rugpokcn-3-[(2S)-2-
nunepuanHunl-1-aseTnanHunlvmetadHod  (coegumHerne Il)  wvnu  dapmayeBTUYECKU
NPUEMMNEMYIO COMb YKA3aHHOro coeauHeHusi; 1 (i) BTOPYH KOMMNO3ULUMID, KOTOpas
coaepxmnT {3-[5-(4-xnopdeHunn)-1H-nuppono[2,3-b]nupunaunH-3-kapboHnn]-2,4-gudtop-
deHun}-amng nponaH-1-cynbpoHOBOW KUCNOTbI (CoeanHeHune |) nnu dapmageBTnHecku
NpMeMEMy0 COMb YKa3aHHOro coeauHeHus; B popme KoMBUHMPOBAHHOrO npenapara
ANA  OJHOBPEMEHHOro WNW  MnocnefoBaTenbHOrO  MPUMEHEHUS  NpU  NevYeHun
HeonepabenbHON WMNU MEeTacTaTUYEeCKOW MENAHOMbI, MOMNOXWUTENBHON MO  MyTaumm
BRAFY®®  npuuem coeauHenve |l BBOAST B Ao3e 60 mr B gHm 1 - 21 yukna
ANUTENbHOCTLIO 28 AHEN U coeauHeHne | BBoAAaT B fo3e 960 Mr gBa pasa B AeHb Kaxabin
AEeHb UMKna AnUTEenbHOCTbIO 28 AHEN.

2. ®apmaueBTMYeCKMW npenapat no n. 1, OoTAMYalLWUUCA TeMm, YTO NepBYIO
KOMMO3ULMI0 BBOAAT NOCMNefoBaTENbHO NOCne BTOPOW KOMNO3ULK.

3. dapmaueBTMHECKMA Mnpenapat no M. 1, OTNUYalWMACA TeM, YTO NEepBYIO
KOMMO3MLMIO BBOAAT OAHOBPEMEHHO CO BTOPOW KOMMO3ULNEN.

4. QapmaueBTMHECKMIA MpenapaTt no n. 1, OTAMYalWUACa TeM, YTO nepsas U
BTOPasA KOMMO3WLUU NPUroTOBIIEHbI B NEKAPCTBEHHYIO POPMY COBMECTHO.

5. ®apmaudesTn4ecknin npenapat no ndomy ns nn. 1 - 4, OTNUYAOLWNIACS TEM, YTO
coeguHeHne | unu dapmaueBTUYECKU MNpPUEMNnemMas Cofb YKas3aHHOro CcoejuHeHUs
HaxoAMWTCS B MO CyLLECTBY aMOpPdHON hopme.

6. GapmaueBTMHECKUIA Npenapart no nwdomy 13 nn. 1 - 4, oTNUYAKLMIACA TEM, YTO
coeauHeHne | unu dapmaueBTUYECKM MNPUEMMEMas CoMb YKa3aHHOro COefUHEeHUs
HaxoauTcs B amopcHon dopme.

7. ®apmaueBTryeck i npenapat no nobomy 13 nn. 1 - 6, OTANYAOLUINCA TEM, YTO
coeauHeHne | unu apmaueBTUHECKM MNPUEMMEMAs COMb YKa3aHHOMO COELUHEHWUS
Haxo4WUTCS B TBEPAOM MOIMEKYMSIPHOM KOMMnekce, obpasoBaHHOM C aueTaTCyKLMHaToOM
M4 POKCUNPONUNMETUNLENNIONO3bl  TakuM  00pa3oMm, 4YTO YyKasaHHoe CoefuHEeHWe
SABNSETCA UMMOOUNN30BaHHBLIM B amMOpgHON hopme.

8. dapmaueBTHYECKMA NpenapaT no n. 7, OTNMYaLWUACA TEM, YTO KONMMYecTBa

coeauHennsa | vnu capMayeBTUYECKM MPUEMMIEMON COMU YKa3aHHOTO COeAWHEHMS W



auerarcykuymHaTa rmapoKcunponunMeTunyennionosbl B ykasaHHOM KOMMIEKCe HaxoaaTca
B COOTHOLLEHUM OT NpUbNunanTensHo 1:9 40 npubnuantensHo 5:5, COOTBETCTBEHHO.

9. dapmaueBTHYECKMA Npenapar no n. 7, OTNMYalWUACA TEeM, YTO KONMMYecTBa
coeauHeHns | vnu capmayeBTUYECKM MPUEMIIEMON COMWU YKA3aHHOrO COEAUHEHUS U
auerarcykuymHaTa rmapoKcunponuiMeTUnyennionosbl B ykasaHHOM KOMMNEKce HaxoaaTca
B COOTHOLLEHMN OT NpUbnmanTensHo 2,8 40 npnbnunantensHo 4,6, COOTBETCTBEHHO.

10. ®apmayeBTUYECKMIA NpenapaTt no n. 7, OTAMYaLWUACA TEM, YTO KONMYecTBa
coeauHeHns | vnu capmayeBTUYECKM MPUEMIIEMON COMWN YKA3aHHOTO COEAMHEHUS U
auerarcykymHaTa rmapoKCuUnponuIMeTUnLennionosbl B ykasaHHOM KOMMINEKCe Haxo4aTCs
B COOTHOLLEHUN NpubnusnTensHo 3.7, COOTBETCTBEHHO.

11. ®apmaueBTnyeCKMA nNpenapar no n. 7, OTNMYalLWUACA TEM, YTO KONU4ecTea
coeauHenns | vnu capmayeBTUYeCKM MPUEMIIEMON COMWM YKA3aHHOTO COEAUHEHUS U
auerarcykymHaTa rmapoKCunponuIMeTUNLEenionosbl B yKasaHHOM KOMMMEKCE HaxoAaTCs
B COOTHOLLUEHUN 3:7, COOTBETCTBEHHO.

12. dapmaueBTnYECKM npenapar no nbomy M3 nn. 1 - 7, oTNMYaoLWLMACa TeM,
YTO BTOpas KOMMNO3MUMS COLEPNKUT CMECb, npudem npubnusutensHo 97 wmacc.%
VKa3aHHOW CMeCH COCTaBnsieT TBEPAbIA MOMNEKYNSAPHbIA KOMMMNEKC no n. 7 W
npubnmantensHo 3 macc.% yKkasaHHOW CMECU COCTaBMSIET AUOKCUA KPEMHUS.

13. ®apmaueBTnyeCKMn npenapart no nobomy M3 nn. 1 - 7, oTnUMYalLWmMACa Tem,
YTO BTOPAas KOMMO3ULMSA COAEPXKMUT CYCMEH3UI0 TBEPAOro MOMEKYNAPHOro Komnnekca no n.
7 B (hapmaueBTUYECKM NPUEMIIEMOM HOCUTENE.

14. GapmaueBTUYECKUMI npenapart no nobomy M3 nn. 1 - 7, OTNUYaLWLMIACA TEM,
YTO BTOpas KOMMO3UUMS MpeacTaBnsaeT cobon TabneTky, coaepallylo TBepAbin
MOIEKYNSAPHBIA KOMMMEKC coeAuHeHus | unu dapmaueBTUYeCckn npUEMMEMOn Comnu
ykasaHHoro coeguHeHusa n AC MMy,

15. ®apmaueBTndeckuin npenapart no ndomy n3 nn. 1 - 14, OTNMYAKOLWMICA TEM,
YTO nepBas KOMMO3WLUUA COLEPXWUT OAHO WM HECKOMbKO W3 CreayroLlmx BeLecTs:
MOHOMMApPAaT NakTo3bl, MUKPOKPUCTANIMUYECKYIO LIEMMONO3Y, KPOCKAPMENo3y HaTpus U
cTeapar MarHus.

16. ®apmauesTuieckniA npenapar no ndomy ns nn. 1 - 14, oTNUYaKLWMNCS Tem,
4YTO coeauHeHne |l npegnoxeHo B hopme TabneTkn, cogepalieln MoHornapaTt NakTo3bl,
MUKPOKPUCTaNMYECKYO LIENionosy, KpoCKapMennosy HaTpua 1 cteapaT MarHus.

17. ®apmayeBTUYECKMIA npenapaT no n. 16, oTNMYaLWMACA TeM, YTO yKasaHHas

TabneTtka COAECPXUT MNOKPbITUE Ta6J'IeTKI/I, B COCTaB KOTOPOro BXOAAT 4YaCTU4YHO



rMMAPONU3OBaHHbBIN NONMMBMHUNANKOrOMNb, AWOKCWMA TUTaHa, nonuatuneHrnukons 3350 u
TanbkK.

18. ®apmaueBTudecknn npenapar no ndomy ns nn. 1 - 17, oTnUYaOLWUNCs Tem,
4YTO coeaunHeHne |l npegnoxeHo B opme Tabnetkn 20 mr, B popme TabneTtkmn 40 mr unu B
dopme Tabnetkun 60 mr.

19. ®apmauesTndeCcKUn Npenapat no ndomy 13 nn. 1 - 18, OTNMYAKOLWMNCA TEM,
yTO BTOPYK A03y 960 mMr coeavHeHus | nnu dapmaueBTUYeCcKu NPUEMNEMON COMU
YKa3aHHOTO COEAMHEHUsI BBOAAT NpUONM3MTENBHO Yepes 12 4yacoB Nocre nepsol A03bl
960 mr coeguHeHust | unn dapmMmayeBTUYECKM NPUEMIIEMON CONM YKa3aHHOrO COeANHEHUS.

20. ®apmauyesTudecknii npenapart no ndomy 13 nn. 1 - 19, oTNUYaKLWMNCS TeMm,
YTO Kak coeguHeHve | unuM dapmMayeBTUYECKU MNPUEMNEMYI0 COMb  YKa3aHHOro
COEAMHEHNs!, Tak U coeamnHeHmne || nnu dapmaueBTnHeckn NpUeEMNEMYHO COMb YKa3aHHOro
COEAMHEHNS BBOAAT NEPOpanbHO BMECTE C MPUEMOM NULLM unn 6e3 Hero.

21. ®apmauyesTuiecknii npenapar no ndomy ns nn. 1 - 20, oTNUYaKLWMNCS Tem,
yTO HeonepabenbHag UnNn mMeTactaTuyeckas MenaHoma npeacTasnaeT cobon menaHomy,
NONOXUTENbHYIO Mo MyTaLmn BRAFVEE,

22. GapmauyeBTUIeCcK A npenapar no ndomy 13 nn. 1 - 21, oTNUYaKLWUNCH TeMm,
ytTo HeonepabenbHast WNM MeTacTatMdeckas MenaHoma npeacrtaBnsaeT  cobown
MEeTacTaTUYECKYI0 MENaHomy.

23. GapmayesTuieckni npenapar no ndomy ns nn. 1 - 22, oTNNYaKLWMNCS TEM,

V600
F

yTo MyTaumo BRA onpefensiT ¢ nomouwbd cnocoba, Bkn4vawwero (a)
OCYLLIECTBMEHNE aHanmM3a HYKNEeMHOBOW KUCNOTbI, Hanpumep, OHK, akcTparmpoBaHHOM U3
obpasya MenaHoMbl NauueHTa, MeTogoM nonvMmepasHon uenHow peakuum (MUP) nnu

cekBeHvpoBaHus; 1 (b) onpeaeneHne akcnpeccum BRAFYE

B ykaszaHHOM obpasue.

24. QapmaueBTMHECKUMIA Npenapar no n. 23, OTNUYaLWMACA TEM, YTO YKasaHHbIN
obpasey menaHowmbl npeacrtasnseT cobon obpasel, 3athUKCMPOBaHHbLIA B hopmManuHe 1
3anuTbIn napadpuHom.

25. GapmaueBTUHEeCKUMI npenapart no nobomy 13 n.n. 1-24, oTnvyaloWnncs Tem,
YTO HeonepabenbHy UNM MeTacTaTMYeckylo MeNaHoMy nayneHTa paHee He nogsepranu
neyveHunto.

26. ®apmaueBTMYeCKMn npenapar no nbdomy u3 n.n. 1-25 ana npuMeHeHus B
NPOU3BOACTBE IEKapCTBEHHOrO CpeacTBa AnNS  NevYeHns HeonepabenbHoW  wnu

MeTacTaT1YecKol MeNaHOMbl, MONOXKUTENBHON Mo MyTaLumm BRAF Y6,



27. dapmaueBTMHECKMA npenapat no n. 26, OoTnM4arWMnca TEM, u4TO
HeonepabenbHylO WNM MeTacTaTUYECKYl0 MEenaHoMy, MOMOXUTENbHYIO MO  MyTauun
BRAFY®® paHee He noaseprany neyenuio.

28. Habop, Bknovarowmnn (i) nepeytd KOMMNO3ULUUWIO, cogepXxallyo coeguHeHue
unn apmayeBTUYECKN MNPUEMIEMYIO COMb YKa3aHHOro coeauHeHusa;, u (i) BTOpylo
KOMMNO3ULMIO, coAepXallylo coeauHeHne | unun dapmayeBTU4eckn npuemMnemyo Corb
yKa3aHHOro COeANHEHMUS.

29. Habop no n. 28 pgns NpUMEHEHMs1 NpyM NedYeHuM HeonepabenbHOW Wnu
MeTacTaTN4eckol MenaHoOMbl, MONOXUTENbHOM No MyTaLun BRAF Y.

30. Habop no n. 29, oTAMyYawWMUCA Tem, 4YTO HeonepabenbHyl Wnu

METacTaTMyecKylo MenaHoMy, MOMOXUTENbHYI Mo MyTauum BRAFYY

, paHee He
noABepranv nevyeHuto.

31. Cnocob yBenunuyeHus ANUTENBHOCTU OTBETA Ha I€YEHMEe Y nayueHTa,
cTpagarowero ot HeonepabenbHOW UM MeTacTaTu4eCckon MenaHoMbl, MONOXUTEMNBHOW NO
FVSOO

myTaumm BRA , MpMYEM yKasaHHbIW Cnocob BKOYAET BBEAEHNE NauneHTy (i) nepson
KoMnosmumn, cogepxaiwlen coeagumHeHne Il nnu dapmaueBTUYECKN NPUEMMNEMYIO COMb
YKa3aHHOro coegunHeHns, B gose 60 mr B AHM 1 - 21 yukna AnutenbHOCTbo 28 gHewn; u (i)
BTOPOM KOMMO3WLMW, COAEepXallen coeaguHeHne | unu dapmaueBTUIeckn npuemMnemyto
COMb YKa3aHHOro coeauHeHus, B fose 960 Mmr gBa pasa B AEeHb Kaabld A€Hb LuMKna
ANUTENBHOCTBLIO 28 AHEN.

32. Cnocob oTCpOUKM U NpeaoTBpPaLLEHNS Pa3BUTUSA PE3UCTEHTHOCTU K NTEYEHUIO
(Hanpumep, PE3NUCTEHTHOCTU K NEeYeHno nHrnbutopom BRAF) y nauueHTa, cTpagaroLlero
OT HeonepabenbHOW WM MeTacTaTUMeCKON MEeNaHOMbl, MOMOXUTENbHOW MO MyTauun
BRAFY®®  mpuyem ykasaHHblii crioco6 BkhoYaeT BBefeHWe nauueHTy (i) nepBoii
KOMMNO3NUMKN, Copepxawjen coeauHeHue |l nnn gapmaueBTUYeCkn NPUeMeMyIo Conb
YKa3aHHOro coegunHeHns, B ose 60 mMr B gHn 1 - 21 yukna gnuteneHOCTLo 28 gHen; u (ii)
BTOPOW KOMMO3NLMK, COAEPXKALLUEA COeaMHEHME | unu dapmaleBTUHECKN NPUEMNEMYHO
COMb YKasaHHOro coepuHeHus, B fo3e 960 Mmr gBa pasa B AEHb KaKAbiW AEeHb Lukna
ANUTENBHOCTBLIO 28 AHEN.

33. Cnocob BbIbopa Tepanun nauymeHTa, cTpagarLero or HeornepabensHON Mnu
METacTaTtM4eckon MEenaHOMbl, BKMIOYaLWMA OnpeaeneHne npuUCYTCTBUS  MyTaumm
BRAF %% g o6pasLie naumeHTa, CTpaaaoLLero oT HeonepabenbHON NN MeTacTaTUYeckon
MEenaHOMbl, U BbIOOP NEKapCTBEHHOrO CpeacTBa AN NEYEeHUs paka Ha OCHOBaHMMU

npucyTcTBUS MyTaumm BRAFY6%.



34. Cnocob no n. 33, oTNUYalWWIACA TEM, YTO YCTAHOBIEHO, YTO B YKa3aHHOM
obpasue akcripeccupyetcs mytaums BRAFY® u otnuuatowmiics Tem, uto BbiBUpaioT
neyeHue coeguHeHnem |l B komOBuHauum ¢ coeguHeHnem |.

35. Cnocob6 no n. 34, oTnMyalOWMNCA TeM, YTO NauueHT nonyvaeT neyeHue
HeonepabenbHOM WM MeTacTaTU4eCKON MeENaHOMbl, MOMOXKUTENBHON MO  MyTauum
BRAFY®%°  crnocoBom, BKMOYalLWWMM BBeASHWE nauueHTy (i) nepBoii  KOMMO3WLuK,
cogepxailen coeguvHeHue |l nnn dapmMmayeBTUYECKM MPUEMMNEMYID COMb YKa3aHHOro
coegunHeHus, B gose 60 mr B gHn 1 - 21 uymkna AnuTenbHOCTbO 28 gHen; u (i) BTOpon
KOMMNO3NUMKN, copeprkallen coeauHeHne | vunu dapmaueBTUYeCKn MpUEMNEMYID COMb
yKasaHHoOro coeguHeHunda, B gose 960 mr gBa pasa B AeHb B gHM 1 - 28 uyukna
ANUTENBHOCTBLIO 28 AHEN.

36. Cnoco6 ontummsaymm TepaneBTUYHECKOM 3(PEPEKTMBHOCTY, BKMOYAOLLMNA

FV600

onpegeneHne npucyTcTeus MmyTauum BRA B oOpasye HeonepabenbHOW Wnn

MeTacTaTMYECKo MenaHoMbl NaLyueHTa n BbIGOp NekapcTBEHHOTO CPEACTBa AN NeUeHNs
paka Ha OCHOBaHWW NPUCYTCTBUS MyTaLun BRAF %,
37. Cnocob no n. 36, OTAMYaOLWUNCS TEeM, YTO YCTAHOBMNEHO, YTO B YKa3aHHOM

FV8% » oTnuuatowmiics Tem, 4To BbiBUpaloT

obpasye akcnpeccupyetca mytauus BRA
neyeHue coeguHeHvem |l B komObuHaymm ¢ coeguHeHnem |.

38. Cnocob6 no n. 37, oTnNMyalWMNCA TEM, YTO MaUMEHT nonyvaeT neyeHue
HeonepabenbHOM WM MeTacTaTUY4eCKON MENaHOMbl, MOMOXKUTENBHON MO  MyTaumMm
BRAFY®®  cnocobom, BKMIOYaOWMM BBELEHWE YKa3aHHOMY nauveHTy (i) nepBsoii
KOMMNO3NUUN, copepxallen coeauHeHwe |l nnn dapmaueBTUYeCKU NPUEeMMeEmMylo Conb
YKa3aHHOro coegunHeHuns, B gose 60 mr B gHun 1 - 21 yukna gnutenbHocTbio 28 gHen; u (ii)
BTOPOM KOMMO3NLUUKW, COAEpXallen coeauHeHne | unu cdapmaueBTUiIeckn npuemMmnemyto
CONb YyKasaHHoro coepuHeHusa, B gose 960 mr gsa pasa B AeHb B AHM 1 - 28 uumkna
ANUTENBHOCTBLIO 28 AHEN.

39. Cnoco6 no ntobomy u3 nn. 33 - 38, oTAMHaOWMICa TEM, YTO MPUCYTCTBUE

FV600

myTaumm BRA OonNpeaensioT B pe3ynbTaTe OLEeHKN HYKNenHoBOM kucrnoThl BRAF.

40. Cnoco6 no nobomy 13 nn. 33 - 38, oTNUYaOWMNCS TEM, YTO NMPUCYTCTBUE

myTauum BRAFYe®

onpesensiT C MNPUMEHEHMEM METOoAa, KOTOPbIA BblOUpalT uns3:
nonumepasHon uenHon peakyun (MUP), Bknw4vas, HO He OrpaHNYMBasiCb UKMMW,
konuyecteeHHyto [UP B peanbHOM BpemeHn u annenb-cneyudpuuHyo  TLP,
CEKBEHUPOBaHMWA, BKMOYasi, HO HE OrpaHUYMBasiCb WMWK, CEKBEHUPOBaHME METOLOM

CaHpxepa wwunvM nMPOCEKBEHUPOBaHWE, rubpuansauMm C NPUMEHEHUeM annenb-



cneyndunyHbIX  ONUrOHYKNEOTUAOB, AOCTPOWKM npanmepa, annenb-cneyndundHoro
NUMMPOBaHUS UMM METOAUK 3NEeKTPOOPETUYECKOTO pasfeneHnsl, BKMYas, HO He
OrpaHMYMBasiCb WMWK, OAHOLIENOYEYHBbIN KOHPOPMAaLMOHHBIA nonumopdusm (SSCP) un
reTepoAynnekCHbIN aHanus, a Takke U3 aHannsoB C NPMMEHEHNEM 5'-Hykneas.

41. Cnoco6 no nwobomy 13 nn. 33 - 38, oTNUYaOLWMNCA TeM, YTO NPUCYTCTBUE
myTauumn BRAFY?® onpeaensioT ¢ npumereHvem MNLP nnu cekBeHMpoBaHms.

42. Cnocob6 no nobomy 13 nn. 33 - 38, oTNUYaOWMIACS TEM, YTO NMPUCYTCTBUE
myTauum BRAFY®% onpepensioT MeToaoMm, BkrovaowmM (a) rMbpuansaumio nepsoro u
BTOPOrO  ONUFOHYKNEOTMAOB C MO  MEHbLEA  MEpe  OJHUM  BapVaHTOM
nocnegosaTtenbHOCTU-MUWEHN BRAF; npuyem ykasaHHbIM NepBblA  ONUIOHYKNEoTUA
ABNAETCH MO MEHbLUEW Mepe YaCTUYHO KOMMMEMEHTapPHbIM OLHOMY WIN HECKOMNbKUM
BapMaHTam MoCnejoBaTenbHOCTU-MULLEHM W YKa3aHHbIA BTOPOW  ONUrOHYKNEOoTWA
ABNSETCS MO MEHbLUEW Mepe YacTUYHO KOMMMEMEHTapHbIM OLHOMY MIN HECKOMNbKUM
BapMaHTam MocneaoBaTeNbHOCTU-MULLEHN W COAEPXKUT MO MEHbLUEN Mepe OAWH
BHYTPEHHUA CENEKTMBHbIA HYKNEOTUA, KOMMMEMEHTAPHbIA WCKMIOYMTENBHO OAHOMY
BapuaHTy nocneaoBaTenbHOCTU-MULIEHK; (D) yanMHEHMe BTOPOro ONWUroHykneotuaa C
MOMOLLbID MONMUMEPAasbl HYKMEWHOBOW KWCMOTbI; MNPUYEM YyKasaHHas nonumepasa
cnocobHa npeanoyvTUTENbHO YANWHATbL YKa3aHHbIM BTOPOW ONMWIOHYKNEOTWU , Koraa
YKa3aHHbIA CENEKTMBHbBIA HyKneoTus obpasyeT napy OCHOBaAHWA C MULLUEHBID, U MO
CyLlecTBy MeHee crnocobHa yANWHATb YKasaHHbIA BTOPOMW ONMIOHYKNEeoTuh, Koraa
YKa3aHHbIA CENEKTMBHBIA HyKNeoTua He obpasyeT napy OCHOBAHWA C MULLEHbID, U (C)
obHapy>xeHne nNpoAYKTOB YAMMHEHUS ONUrOHYKNEOoTUAa, NpUYEeM yKasaHHoe YANUHEHWE
CBUAETENLCTBYET O MPWUCYTCTBUM BapuaHTa MnocrenoBaTenbHOCTU-MULLEHWN, K KOTOPOW
yKa3aHHbIA ONMIOHYKNEOTU, COAEPXKUT KOMMIEMEHTAPHbIA CENEKTUBHbBINA HYKNEOoTUsA.

43. Cnocob no n. 42, oTNUYaloLLMACA TEM, YTO yKasaHHbIM obpasel npeacTaBnaeT
cobon obpaseul, 3athnKkCMpoBaHHbIA B OPManmHe 1 3anuTbii napadmnHOM.

44. Cnocob no n. 31, 32, 33 unu 36, oTANYaLWKUINCA TeM, YTO HeonepabernbHyo

WM MeTacTaTUYeckylo MenaHOMy, MOMOXWTENbHYo no mytaumm BRAFYS®

, paHee He
noABepranv nevYeHuto.
45. Cnoco6 no nwbomy wn3 n.n. 31-44, TaKKe BKMOYaLWMN nNevYeHne

AONONHUTENbHbIM TepaneBTU4ECKMM areHToOM.
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MNaywneHTbl, nonyymnsLLne neyexune, (n=70)

MegnaHa sBo3pacta, neT (4ManasoH)

57,5 net (19 - 76)

Mon, n (%)
My»xckomn

YKeHckun

O6wecomartnyeckun cratyc cornacHo ECOG, n (%)
OoCo
OC 1

IO (nakratgerngporeHasa) Ha ckpuHuHre unu B exb 1 LUnkna
1, n (%)

Bblwe HopMmbl

Craguns menaHombl Npy BKNOYEHUM, N (%)
Heonepupyemas ctagua 11 Ic
Cragusa IV, M1a
Crapgusa IV, M1b
Cragusa IV, Mic

MaumeHTsbl, 3abonesaHne KOTOpbIX NPorpeccupoBano Ha oHe

npvema semypadennda, n (%)

MeanaHa LMKNOB ne4vyeHna

3 yukna (1 - 13)

duUr. 3




Haunbonee pacnpocTtpaHeHHble HA, obycrnoeneHHble npuemom Bemypadennda nnm GDC-0973

n=70 CreneHb 3 unn 4 Bcero
n % n %
ObLwee konmyecTso naumeHTos ¢ HA 20 28,6 67 95,7
HeyrpesuaHas cbinb? 5 7,1 37 52,9
Ouapes 4 5,7 36 51,4
CBeTO4yBCTBUTENBHOCTL/ CONMHEYHbIN OXOT 0 0 22 31,4
YTomMnaemocTtb 1 1,4 21 30,0
TowHoTa 1 1,4 20 28,6
N3bpaHHbIe HexxenaTenbHble IBNEHMs, 00yCrnoBneHHbIE npuemom semypaceHnda nnu GDC-0973
KpeaTuHpochokmHasa Bbilie HOPMbI 3 4,3 14 20,0
YBenuueHne nokasatenei dyHKLMOHanLHoM Npobbl neyeHn” 3 4,3 14 20,0
ApTpanrns 1 1,4 9 12,9
CeposHas xopuopeTuHonaTus® 0 0 3 4,3
CkBaMO3HO-KNeTOYHas kapuymHoma koxu, KA (kepaToakaHToma) 1 1,4 1 1,4

*BknovaeT Bcex NayneHToB, CoobLLIaBLUMX O KaxKaomM 13 HA B obwiem Buae, aaxe Npy YacToTe BO3HUKHOBEHUS, PABHOW HYO,

®HeyrpeBugHas cbinb BKMOYaeT cneaywowme TepmmHbl cornacHo MedDRA (Medical Dictionary for Regulatory Activities, MeguyuHckomy
CrnoBaptd HOPMAaTMBHO-TMPABOBOW AEATENbHOCTM): CbiNb, FEHEPANM3OBaHHas CbiNb, MaKyrnonanynesHas CbifMb, MakynesHas CbiMb,
nanynesHas Cblifb, 3PUTEMATO3HaAsN CbiMNb, 3PUTEMA, 3yASALLAA CbiMb, AEPMATUT, LLUENYLLEHNE KOXMW, IKCPONMaTMBHbBIN LEPMATUT, LNAHOS3.
°YBenuyeHve nokasarenei Gl BkoyaeT crneayoLme TepMmuHbl cornacHo MedDRA: wenoyHas docdarasa BbilLe HOPMbI, BUNMPYBUH
BbilLe HOPMbI, runepbunupybuHemmnsa, ACT u AJIT Bblle HOPMbI (acnaptatamuMHoTpaHcdepasa M anaHMHamuHOTpaHcdepasa),
TpaHcamM1Ha3a Bbille HOPMbl U raMmma-riyTamunTpaHcdepasa Bbille HOPMbI.

MedDRA:
XxopuopeTtmnHonaTus, 1 NaUyneHT C HEYETKOCTbIO 3PEHUS, KOTOPOMY Mo3xe Obln NOCTaBMNEH AMArHO3 Cepo3Has XopMopeTUHoONaTms.

Ul 4

‘Cepo3Hasi  XOpUOpETMHOMATUA  BKMIOYAET  Criejylolme TepMUHbl  COrnacHo XOpUOPETUHANbHOE  HapyLleHue,



Bem n GDC-
Bce naymneHTtbl (n=70) BemypadeHunb GDC-0973
0973
BpemeHHoe npekpalleHne
17 (24,3%) 15(21,4%) 13 (8,6%)
npwema npenapara
YMeHbLUEHWE [,03bl
3 (4,3%) 2 (2,9%) 2 (2,9%)
npenapara
[MonHoe gocpoyHoe
3aBepLUeHme npuema
npenapara sBcneactave HA 1(1,4%) 0 (0%) 0 (0%)

(HexxenarenbHOro

ABMNEHNSA)
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MHAnBMAYanbHbIE NALWEHTLI, KOTOPbIE NonyYanu nevyeHne semypadgeHnbom n GDC-0973,
N=32 nayneHToB, NOANEXaLNX OLEHKe
CHA, cymma HanbonbLuMx AuameTpos.
Cton6ubl 0603Ha4aOT NALUMEHTOB, BKIKOYEHHbIX B KOrOPThI UCCNEeAOBaHUS C YBENMUYEHMEM 403kl M C paCLUMPEHMEM [,03bl.

MaymeHTam, koTopbIM Oblna HasHa4vYeHa ogHa u Ta xe gosa Bem/GDC-0973, cooTBeTCTBYHOT CTONOLbI C O4UHAKOBOW 3arnMnBKOW.
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NHavBMAYarnbHbIE NaUMeHTbl, KOTOPbIE NonyYany neyeHne
BemypadeHubom n GDC-0973,

Nn=25 nayneHToB, Nognexalymx oLeHKe

CHA, cymma HanbonbLuMx AuamMeTpos.
Ctonbubl 0603Ha4aoT NALUMEHTOB, BKIMIOYEHHbIX B KOTOPTbI UCCNEAOBaHUS C YBENUUYEHMEM A03bl U C PaCLUMPEHUEM [LO3bI.

MaymeHTam, koTopbiM Oblna HasHa4veHa ogHa u ta xe gosa Bem/GDC-0973, cooTBeTCTBYHOT CTONOLbLI C O4UHAKOBOW 3anUBKOW.

our. 7



Bem + GDC
JeHb +15

.

Bem + GDC Bem
BeM  nenw +15

Bem Bem + GDC
[eHb +15

ﬂeHb 1 [eHb 14

MpumMepbl 0TBETOB B hopMe nsobpaxeHuin M3T Ha
BemypadeHnd (Bem) + GDC-0973 (GDC) y

Mpumepbl oTBETOB B hopme n3obpaxeHun MNIAT Ha BemypacdheHnb (Bem) + GDC-

NauneHToB,
3a60neBaHNe KOTOPbIX MPOrPECCUPOBASIO 0973 (GDC) y naumeHToB, 3abonesaHne KOTOPbIX Nporpeccuposanc Ha oHe
Ha choHe npuema Bemypacdennba npuema semypaceHnba
kg N
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