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OIIMCAHHUE U30BPETEHHUSA
2420-578469EA/023
CIIOCOBBI JIEYEHUS PAKA IIPEJICTATEJIBHOM )KEJIE3BI

IlepexpecTHas CCbUIKA HA POACTBEHHBIE 3asIBKU

[0001] /lanHas 3asiBKa HCHpalIMBAeT NPUOPUTET U MPEUMYLIECTBO IPEIBAPUTENIBHON
3asBku Ha mareHT CIHIA Ne 63/124640, nomannoii 11 nexabps 2020 r., U mpeABapUTENBHOM
3asiBku Ha mareHT CIIIA Ne 63/125345, nonanHo# 14 nexabpst 2020 r., comepskaHHsi KOTOPBIX
BKJIFOUEHBI B JAHHBIN JOKYMEHT ITOCPEICTBOM CChUIKH BO BCEll CBOEH IMOJIHOTE.

BxmodeHne nepeyHs mocaen0BaTeNbHOCTEN MOCPEACTBOM CChUIKH

[0002] [laHHas 3asiBKA COAEPIKUT MEPEUYEHb MOCIEA0BATEIbHOCTEMN, KOTOPBIN ObLT MOAaH
B popmare ¢ koguposkoit ASCII ¢ momomrsto EFS-Web u, Takum 00pa3om, BKJIFOUEH B JaHHBIH
IOKYMEHT TIOCPEICTBOM CChUIKM BO BCeil cBoei mnosHoTe. Kommst ykasanHoro ¢aiina ¢
komupoBkoii ASCII, cosmanHass 8 pekabps 2021 r., wumeer HasBaHue «ARVN-014-
001WOQO_ST25 txt», u ee pa3Mep cocTaBsieT npudau3uTenpbHo 9 Koaiir.

ITpennocbutky N300pETEHHS

[0003] AmnpporeHosbiii peuentop (AR) mNpuHAIIEKHT K CEMEHCTBY SOEPHBIX
TOPMOHAJIbHBIX PELENTOPOB, KOTOPbIE AKTUBUPYIOTCS aHIPOTre€HAMHU, TAKMMH KaK TECTOCTEPOH U
muruaporecrocrepor (Pharmacol. Rev. 2006, 58(4), 782-97; Vitam. Horn. 1999, 55:309-52.). B
orcyTcTBHe aHnporeHoB AR cesisbiBaercst 6emkom TeruioBoro moka 90 (Hsp90) B murosore.
Ecnu amgporen ces3eiBaer AR, ero koH(popmaius usMmeHsieTcst ¢ BbIcBoOOkaeHueM AR u3
Hsp90 u obnaxkenuem curHana sinepHoit nokamuzammu (NLS). Ilocnennee mossossier AR
nepemMecTuThcst B sApo, rae AR neiictByer kak (akToOp TPAaHCKPHUIILUM, CIIOCOOCTBYIOLIHI
SKCIIPECCUH I€HOB, OTBETCTBEHHBIX 3a My»ckue rnosnosble npusHaku (Endocr. Rev. 1987, 8(1):1-
28; Mol. Endocrinol. 2002, 16(10), 2181-7). Hdepunur AR mnpuBOZUT K CHHAPOMY
HEYYBCTBHUTEJILHOCTH K aHAPOTEHAM, paHee Ha3bIBAeMOMY TECTHKYJIIPHON (heMUHU3ALUEH.

[0004] Xors AR orTBewaer 3a pa3BUTHE MYXKCKHMX IIOJIOBBIX IPU3HAKOB, OH TaKXke
SIBJIIETCSI XOPOLIO TMOATBEPKACHHBIM OHKOT'€HOM IPH ONPEAESCHHbIX (OpMax BHIOB paka, B TOM
quciie BUAOB paka mpencrarenbHoil kenesnsl (Endocr. Rev. 2004, 25(2), 276-308). O6bryrO
U3MEpPSeMbIM T€HOM-MHIIEHBIO aKTUBHOCTH AR sBJs€TCS CeKpeTUpyeMblil OelloK MpocTaT-
cneunduuecknii antured (PSA). B Hacrosmiee Bpemsi cxema JIEYeHHs paka MpenCTaTeIbHON
JKeNe3bl BKIIFOYAeT IojaBiieHne ocu aHaporeH-AR mocpenctBom nByx cmocoOoB. Ilepsbrit
MOJXOJ] OCHOBAH Ha CHID)KEHUU YPOBHS aHAPOIEHOB, B TO BpeMsl Kak BTOpas CTpaTerus
HanpaByieHa Ha noxasneHue pynkumu AR (Nat. Rev. Drug Discovery, 2013, 12, 823-824).
Hecmotpss Ha pa3paboTky 5(QeKTUBHBIX CpPEACTB TapreTHOW Tepanuu, y OOJBIINHCTBA
NAIMEHTOB PAa3BHBAETCS PE3UCTEHTHOCTh M 3a00JIEBaHUE MPOrpecCcUpyeT. AJIbTEpPHATHBHBIN
MIOZIXOJT K JICYEHUIO PaKa MpeCTaTeNbHOM XKene3bl BKito4yaeT ycrpaHeHne oenka AR. ITockonbky
AR sBnsiercss KpuTHYeCKMM (DAKTOPOM OHKOT€He3a Npu MHOruX (opMax BHIOB paka
NPEACTAaTeIbHOM  JKeNe3bl, €ro yCTpaHeHHe JODKHO TIPUBECTH K  TepaneBTHYECKU
OnmaronpusiTHOMy oOTBeTy. B nmaHHOI oOmacTu Bce eme CyIiecTByeT NOTPeOHOCTh B

3¢ (eKTUBHBIX CpeNCcTBaxX JeUeHHs 3a00JieBaHM, B YaCTHOCTH, Paka, paka MpPeICTaTeNbHON



xene3bl u Oomesnn Kennenu. Opnako Hecneun(pu4HOE MEHCTBUE M HEBO3MOXKHOCTB
HALIEJINBATbCS HA OIpEIeNIeHHbIE KJIACChl OEJNKOB M MOIYJHPOBATh MX B LIEJIOM, HalpuMep,
(akTOppl TPAHCKPHUIILMHK, OCTAIOTCA MPEMATCTBUSAMH  IJIs1  pa3paboTku  3(dexTHBHBIX
IPOTHBOPAKOBBIX cpencTB. Kak TakoBble, HM3KOMOJIEKYJISIPHbIE TEpPANeBTUYECKHE CPENCTBA,
KOTOpBIE YJIYYIIAIOT WM YCHJIHMBAIOT CyOCTpaTHyK crenuduyHOCTh LepebiioHa U, B TO K€
BpEMsi, SIBJISIOTCS «MOIU(PHUIHUPYEMbIMUY TaK, YTOOBI MOJKHO ObLIO HALIENUBATHCS HA IIHPOKHN
JMana3oH KJIacCOB OENKOB U OCYINECTBJIATh MX MOAYJSILHUI CO CHEHU(PUYHOCTHIO, ObUTH Obl
0c000 MPUMEHUMBI B KQUECTBE CPEICTBA IJIsI TEPATTHHL.

[0005] V mamueHTOB ¢ pakoM MpeaCcTaTeNIbHOM jkefie3bl ObLIo WaeHTU(GULIUPOBAHO OoJiee
70 pa3HBIX COMATHYECKUX MUCCEHC-MyTaluii AR, accoruupoBaHHbIx ¢ onyxoJbio (Gottlieb, B.,
Hum. Mutat. 2004, 23: 527-533). BonblnHCTBO AaHHBIX MyTtauuidi AR, acCOLMHMPOBaHHBIX C
ONyXOJIbI0, HAXOHSTCS B JIMTAHA-CBS3BbIBAIOLIEM 1oMeHe. He orpanmumBasch KakoH-J1uO0
Teopueir, myraunmu AR, acCOIMMPOBAHHBIE C OMYXOJbI, B JIMTAHA-CBS3BIBAIOIIEM JOMEHE
NPUBOMAAT K YMEHBLICHUIO CIEU(PUYHOCTH JUraHna, 4ro no3soisier AR (QyHKIHOHUpPOBATH
HE3aBUCHMO OT aHjaporeHa. Takue mytanuu AR, acconMMpoOBaHHBIE C OIMYXOJIbIO, MPHOAIOT
OIyXOJIEBBIM KJIETKaM CITIOCOOHOCTH Mposn(epupoBaTh B OOEIHEHHBIX 3CTPOTr€HAMHU Cpeaax H,
CJIEIOBATENIbHO, OTOMPAIOTCS B OTBET HA CPEACTBA TEPANUU paka MPEACTATENbHOW JKEJe3bl,
KOTOpble O0eCcreYnBarT OJOKUPOBAHHWE WM CHIDKEHHE YPOBHEH aHIPOreHoB (Harmpumep,
aroOHNCTOB TOPMOHA, BBICBOOOKAAOLIETO JIOTEUHU3UPYIOMUNA ropMoH). COOTBETCTBEHHO,
mytauud AR, accouMMpoBaHHBIE C OIMyXOJIbIO, HAONMIONAIOTCS C YBEJIWYSHHOH YacTOTOH Y
NAlMEHTOB C PACIpPOCTPAHEHHbIMU AaHJPOTrE€H-HE3aBUCHUMBIMU OIYXOJSIMH IO CPAaBHEHHIO C
NalMeHTaMU C paHHeH crtaguell paka npencrarenbHoil sxenesbl (Taplin, ME., et al. N. Engl. J.
Med. (1995) 332: 1393-1398; Marcelli, M., et al. Cancer Res. (2000) 60: 944-949).

CyurHocTs n300peTeHust

[0006] B opmHOM acmekre naHHas 3asiBKA OTHOCHTCS K CHOCOOY JieUeHHUs paka
NPEACTATENIbHOMN XKeJie3bl y CyObeKTa, Hy KIArOIIerocss B TOM, TIe paK MPeACcTaTeIbHOM JKeNle3bl
XapakTepu3yeTcs 0 MeHbIeld Mepe OfHOI comaTuueckoi myranueii AR, accoruupoBaHHOMN C
OIyXOJIbIO;

IpU 3TOM CIoco0 BKIJIKOYAET BBEACHHE CYOBEKTY TepaneBTHUeCKd 3(PQeKTHBHOrO

KoJn4ecTBa coequHeHus popmydsl (1),
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X' npencrasmster coboit CH mmm N;

X* npencrasisier coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH umu N, u

n pasusiercst O unu 1;

IIPU yCJIOBUH, YTO [0 MEHbILIEN Mepe ABa U3 XL x5 X ux! npencrasisitoT coboit CH.

[0007] B HEKOTOpPBIX BapHaHTax OCYILECTBJIEHUS 110 MEHbIIEH Mepe OfIHa COMAaTU4ecKast
myTarust AR, accouuMupoBaHHAas C OMyXOJblO, BbIOpaHa M3 rpymmbl, cocrosimeii n3 H875X,
Q825X, T878X, F877X, V716X, T878X, W742X, D891X, M750X u S889X, rme «X»
OTHOCHUTCSI K JIFOOOMY aMHUHOKUCJIIOTHOMY OCTaTKy, OTJIMMHOMY OT OCTAaTKa AMKOTO THUIIA B 3TOM
MOJIO’KEHUU.

[0008] B HExOTOpBIX BapHaHTaX OCYIIECTBIEHUS 10 MEHbIIEH Mepe OlHa COMaTHUIeCKast
myTaimst AR, accoumupoBaHHAasi C OMyXOJIbIO, BbIOpaHa W3 Tpymmel, cocrosimed u3 T878A,
H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V, M750T u
S889G.

[0009] B HeKOTOpBIX BapuUaHTaX OCYIIECTBJCHHS paK TMPEACTATENIbHOW IKEJE3bl
XapakTepusyercss IO  MeHbIled Mepe JABYyMs  COMaTudeckuMu  MyTauusmMu AR,
aCCOLIMHPOBAHHBIMU C OMYXOJIBIO.

[0010] B HexoTOpBIX BapuaHTaX OCYLIECTBJIEHUs IO MEHbIIEH Mepe ABE COMAaTHYECKHE
mytauuu AR, accoummpoBaHHBIE ¢ Omyxouibto, BbiOpansl w3 H875X, Q825X, T878X, F877X,
V716X, T878X u W742X, rme «X» OTHOCHTCA K JHOOOMYy aMHUHOKHCIOTHOMY OCTaTKY,
OTJIMYHOMY OT OCTaTKa JUKOIO TUIA B 3TOM MOJOXKEHHH.

[0011] B HexoTOpBIX BapHaHTaX OCYLIECTBJICHUs IO MEHbIIEH Mepe ABE COMAaTHYECKHE
myTtauuu AR, accoummpoBaHHble ¢ omyxonbto, BbiOpanel u3 H875Y, H875L, Q825E, T878A,
F877L, V716M, T878S, W742C u W742L.

[0012] B HexOoTOpBIX BapHaHTaX OCYLIECTBJICHUS IO MEHbIIEH Mepe ABE COMAaTHUYECKHEe
myTauu AR, acCOLMUPOBaHHBIE C OMYXOJIbIO, BBIOPAHBI U3 CIEAYIOIIUX TPYIIT MYTaLHil:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C u

W742C u W742L.

[0013] B HeKOTOpbIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHOW KEJE3bI
Xapakrepusyercs amruindukanuen resa AR.

[0014] B HekOTOpbIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHON IKEJE3bl
NpeACTaBIsIET COOOH KaCTPaIllMOHHO-PE3UCTEHTHBINA PaK MPENCTaTENbHOM JKeNe3bl.

[0015] B HexkOTOpbIX BapuaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHOW JKEJE3bl



MPECTaBIIsIeT COOOI MEeTaCTAaTHUECKHI PaK MPEACTATeIbHOM JKeJIe3bl.

[0016] B HexkoTOpbIX BapHaHTaX OCYLIECTBIEHUS R' npexacrasisier coboit CN, u R*
npeAcTaBisieT coO0H XJIop.

[0017] B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS R’ MPeCTaBIsieT COO0I BOAOPOI.

[0018] B HEKOTOPBIX BapUaHTaxX OCYLIECTBJIEHUS R’ npezacTasysier coboi GTop.

[0019] B HekOTOpPBIX BapuaHTax OCYIIECTBJIEHUS N paBHsAETCs 0.

[0020] B HEKOTOpPBIX BapuaHTax OCYIIECTBJIEHUS N PaBHsAETCS 1.

[0021] B HekOTOpBIX BapuUaHTaX OCYLIECTBJICHUS KaKIbIH U3 X', x*, x> u X*
npexacrasisier cobori CH.

[0022] B HekOTOpBIX BapUaHTaX OCYIIECTBJIEHUS TPU U3 X', X%, x> u X NIPEACTABIISAIOT
coboit CH, a ocraBmuiicst mpeacrasiser codoii N.

[0023] B HeKOTOpBIX BapUaHTaxX OCYILIECTBIEHUS JBa U3 X, x4 X ux? NIPEACTABIISAIOT
coboit CH, a ocraBiuecs 1Ba MpencTaBisitoT co0oit N.

[0024] B HekOTOpBIX BapuaHTaxX oOcyluecTeieHuss coequHeHne Gopmynbl (1)
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[0025] B HekoTOpbIX BapHaHTaxX OCYIIECTBIEeHUs coenuHenne ¢opmyisl (I) BBOmST
CYyOBEKTY MmepopasibHO.

[0026] B HekOTOpBIX BapuUaHTaX OCYLIECTBJIICHUS TepamneBTHUeCKH 3(QexTuBHOE
KOJIM4ecTBO coenuHeHust popmysl (I) BBomsIT cyOBeKTY ONMH pa3 B JI€Hb, /1Ba pa3a B €Hb, TPH
pasa B IeHb WJIM YEThIPE pa3a B JCHb.

[0027] B HekOTOpBIX BapuaHTax OCYLIECTBJIICHUS TepamneBTHUeCKH 3(QexTuBHOE
KOJn4ecTBO coenuHeHus popmysl (I) BBOmAT CyObEKTY OMH pa3 B IE€Hb.

[0028] B HekOTOpbIX BapUaHTaxX OCYLIECTBJIICHUS TepaneBTHUeCKH 3(QekTuBHOE

KOJII4uecTBO coequHeHust Gopmybl (1) BBOASAT CyObeKTy MOJHOCTBIO 3a OAMH Pa3 UM BBOAST B



BUZE IABYX, TPEX WJIH YEThIPEX CTAHJAPTHBIX J03.

[0029] B HekOTOpBIX BapuaHTaxX OCYLIECTBJIICHUS TepamneBTHUeCKH 3(QexTuBHOE
KojmuecTBO coenuHeHusi ¢opmynbl  (I) cocraBmsier ot mnpubmusurenpHo 70 Mr  mo
npubnusutensHo 1000 mr.

[0030] B HekOTOpBIX BapuaHTax OCYLIECTBJICHUS TepaneBTHUeCKU 3(QexTuBHOE
konudectBo coenuHenuss (opmyner (I) cocraBiasier or mnpubmmzurenbHo 100 mMr  mo
npuban3uTensHo 280 Mmr.

[0031] B HekOTOpBIX BapuaHTaxX OCYIIECTBJIIEHUs TepaneBTHUYeCKu 3()QeKTUBHOE
Konu4ecTBo coenuHeHust popmysl (I) mpuBonuT k noctrxkenuto cpeaHero 3HaueHust AUCo 24 B
nenb 15, cocraBisromero Oonee yem npudmusutTenbHo 4500 Hr¥u/mu, mpubnusurensHo 4600
Hr*u/m1, npubmmsurensbHo 4700 wr*y/mu, npubnusutensHo 4800 Hr*u/mut, npuOIH3HTENBHO
4900 wr*u/mn, npubmusurensHo S000 Hr*u/mn, npubmmurensHo 5100 Hr*u/mu,
npubnusutensHo 5200 Hr*u/mn, npuOmmsurensHo 5300  Hr¥*u/mm, 5400  Hr*u/mo,
npubnusutensHo 5500 Hr¥*u/mu, npubmusurensHo 5600 Hr*u/mu, npubmmsurensHo 5700
Hr*u/mu1, npubmmsurtensHo 5800 Hr*u/mut, npubmusnutensHo 5900 Hr*u/Mir Uil NPUOIM3UTENBHO
6000 Hr*y/mi.

[0032] B HeKkOTOpbIX BapHaHTax OCYIIECTBJICHUS TepaneBTHUeCKH 3(dexTrBHOE
KonndecTBo coenuHeHust popmysl (I) mpuBonuT k noctmxkenuto cpenHero 3HaueHust AUCo 24 B
neHb 15, cocraBmsromero ot Oojee ueM mpuOamsuTenbHo 4500 Hr*y/mym oo MeHee dYeMm
npubnusuTensHo 5500 Hr*u/mit.

[0033] B HekOTOpbIX BapHaHTax OCYIIECTBJIEHUS TepaneBTHUeCKH 3(dexTuBHOE
KOJIN4ecTBO coenuHeHus ¢popmyiel (I) mpUBOANUT K AOCTIDKEHHMIO cpenHero 3HaueHUs! Cpx B
neHb 15, cocraBnsiromiero Ot Oojiee udeM mnpuOiamsurenbHo 300 HI/MI 1O MeHee uem
npubanzutensHo 400 Hr/MiL

[0034] B HekoTOpbIX BapHaHTaX OCYLIECTBJICHUS TepaneBTHUeCKH 3S(dexTrBHOE
Kou4ecTBO coenuHenus ¢popmyiibl (I) IpUBOAUT K AOCTIDKEHHIO cpenHero 3HaueHUs! Cp,x B
neHb 15, cocrapysiroinero 6onee yeM npudnuzuteapbHo 330 Hr/mul, npubnusuteabHo 335 Hr/mi,
npubnusutensHo 340 Hr/mu, npubmusutenbHo 345 Hr/mn, npubmmsurensHo 350 Hr/mu,
npubnusuTensHo 355 Hr/mu, npubmmsurensHo 360 Hr/mu, npubnamsurensHO 365 Hr/mu,
npubnusuTensHo 370 Hr/Mi, npuOM3uTeNnbHO 375 HI/Mit 1wt npubau3uTeabHo 380 Hr/MiL

[0035] B HeKOTOpBIX BapuaHTaxX OCYyIeCTBIeHHUs coenuHenue ¢opmybl (1) coctaBiaeHo
B BU/IC TAOJIETKU.

[0036] B HeKkOTOpBIX BapHaHTax OCYIIECTBJIICHUS TabJeTKa CONEPIKUT COEAMHEHUE
dopmynel (I) m omHO wiam Ooyiee BCIOMOraTENbHBIX BEINECTB, BBIOPAHHBIX W3 TPYIIIHI,
COCTOSAIILIIEH M3 CIENYIOINEro: SMYJIbraTopa; MOBEPXHOCTHO-AKTHBHOIO BELIECTBA, CBSI3YIOIIETO
BEIIECTBA, PAa3pPBIXJHUTENS, BELIECTBA, CIIOCOOCTBYIOINErO CKOJBXKEHHIO, U CMAa3bIBAIOIIETO
CpeacTsa.

[0037] B HEKOTOpPBIX BapUAHTAaX OCYLIECTBICHUS CYOBEKT HAXOAUTCS B COCTOSTHUH ITOCTIE
npremMa MUIIH.

[0038] B HeKOTOpBIX BapuUaHTAaX OCYINECTBJIEHUS CYOBEKT HAXOAWUTCS B COCTOSHUH



HATOINAK.

[0039] B opmHOM acrekre naHHas 3asiBKa OTHOCUTCS K CHocoOy JiedeHus paka
NPEACTATENbHON JKeye3bl Y CyOBeKTa, HY)KOAIOINErocsi B 3TOM, BKJIIOYANOLIEMY IEPOpPaTbHOE
BBEJICHHUE OJIUH a3 B JIeHb TepaneBTHUECKH 3((EKTUBHOIO KOJMUECTBA COCAMHEHUST (POPMYJIBI
(I) mmm ero apmaneBTHUECKH TpUEMIIEMON coiH, rae coenuHenue ¢popmyiel (I) BbIOpaHO 13
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OVN\.) (I-h),
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CL/N \) © (I-1),

DMIO\ Q 0
v b PO SSE S
H .
“ Mo (’\N
D |
(I5) nmm

(\
N 0 (1K)

Wi ux (PapMaleBTHYECKH TPHEMJIEMOH COJIM, TOAe paK MPEeACTaTeNIbHOW JKeJe3bl
XapakTepu3yeTcs 0 MeHbIeld Mepe OJHOI comarhueckoil myTanueit AR, acconnnpoBaHHOM C
OMYXOJIBIO.

[0040] B HexOoTOpBIX BapHaHTaX OCYIIECTBJIEHUS IO MEHbIIEH Mepe OlHa COMaTUUeCKast
myTtanus AR, accommmpoBaHHasi ¢ omyxousbto, BeiOpana m3 H875X, Q825X, T878X, F877X,
V716X, T878X, W742X, D891X, M750X wu S889X, rme «X» OTHOCHTCS K JIHOOOMY
AMUHOKHCJIOTHOMY OCTaTKY, OTJIMYHOMY OT OCTaTKa JIUKOI'O TUIA B 3TOM MOJIOKEHUH.

[0041] B HexOoTOpBIX BapHaHTaX OCYIIECTBJIEHUS IO MEHbIIEH Mepe OlHa COMaTHUYeCKasl
myTtauus AR, accormupoBanHasi ¢ omyxoJibto, BeiOpaHa u3 T878A, H875Y, H875L, Q825E,
W742C, W742L, F877L, T878S, V716M, D891H, M750V, M750T u S889G.

[0042] B HEKOTOpPBIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHOU KEJE3bI
XapakTepusyercss IO  MeHbIled Mepe JABYyMs  CcOMaTudeckumMu  MyTammsiMu AR,
aCCOLIMMPOBAHHBIMHU C OMYXOJIBIO.

[0043] B HEeKOTOpBIX BapUaHTaX OCYLIECTBJIEHUs 1O MEHbIIEH Mepe ABE COMAaTHYECKHE

myTtaimu AR, acconmmpoBaHHBIE ¢ OmyXxoJbto, BeiOpanel u3 H875X, Q825X, T878X, F877X,



V716X, T878X u W742X, rme «X» OTHOCHTCS K JEOOOMy aMHHOKHCIOTHOMY OCTaTKy,
OTJIMYHOMY OT OCTaTKa JUKOIO TUIA B 3TOM MOJOXKEHHH.

[0044] B HexkOTOpBIX BapHaHTaX OCYLIECTBJICHUs IO MEHbIIEH Mepe ABE COMAaTHYECKHE
myTtaimu AR, accorumpoBaHHbIe ¢ Onyxodbto, BeiOpansl 3 H875Y, H875L, Q825E, T878A,
F877L, V716M, T878S, W742C u W742L.

[0045] B HEeKOTOpBIX BapHaHTax OCYLIECTBJEHMs 10 MEHbIIEH Mepe JIBe COMaTHYeCKUe
myTauu AR, acCOLMUPOBAHHBIE C OMYXOJIbIO, BBIOPAHBI U3 CIEAYIOIIUX TPYIIT MYTaLHii:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C;

W742C u W742L.

[0046] B HeKOTOpbIX BapuUaHTaX OCYIIECTBJCHHS paK TMPEACTATENIbHOU IKEJE3bl
xapakrepusyercs amrundukanuei resa AR.

[0047] B HeKOTOpPbIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHOW IKEJE3bl
NPEeACTaBIsIET COOON KaCTPAIlMOHHO-PE3UCTEHTHBINA PaK MPENCTATENbHON JKee3bl.

[0048] B HeKOTOpbIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHON IKEJE3bl
MPEICTaBIIsIET COO0I METaCTAaTHUECKHH PaK MPeACTaTeNIbHOM JKeJIe3bl.

[0049] B opmHOM acrekre naHHas 3asBKa OTHOCUTCS K CHocoOy JiedueHus paka
IPEICTaTeIbHON JKeNe3bl y CyOmomyssnuu CyObEeKTOB € pPAaKOM MpPENCTAaTeNbHOW JKeNe3bl,
BKJIFOUAKOLLIEMY

BBIOOp cyOBEKTa C pakoOM MpPEACTAaTeIbHOH JKene3bl MJIsl JIEYeHUs, TAe pak
MPENCTaTeNIbHOM KeJie3bl CYObheKTa XapaKTepU3yeTCsl M0 MEHbIIEH Mepe OTHONW COMAaTHYECKOM
myTauueii AR, u

BBeZleHUE CYOBEKTy TepamneBTHUeCKU 3P (PEKTUBHOIO KOJMYECTBA COeqUHEHUsST (POpMYJIbI

n @,

WK ero (papMaLeBTHUECKU PUEMIIEMON COJH, Te

R! npenctasisier codoit Bogopon, CN miu Ci-Ceankur,

R? npencTaBisieT co0oit Bogopo, rajgorer uiu Ci-Cgaliku,
R’ NpeAcTaBisieT OO0 BOAOPOA UJIH T'aJIOTeH;

X' npencrasmsier coboit CH mm N;

X* npencrassier coboit CH mm N;
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X? npencrasmster coboit CH mmm N;

X* npencrasmsier coboit CH mmu N, u

n pasusercs 0 wim 1;

IIPHU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, X’ uXx* npeactasisitoT codoit CH.

[0050] B HeKkOTOpBIX BapHaHTaX OCYLIECTBJIECHUs pPaK IMPEACTATENbHON JKEJIe3bl Y
BBIOPAHHOTO CyObeKTa XapaKTepu3yeTcs MO MeHbIIeH Mepe OJHOH COMaTHYeCKOH MyTaruen
AR, acconMMpoBaHHOM ¢ OmyxoJibto, BeiOpanHOW u3 H875X, Q825X, T878X, F877X, V716X,
T878X, W742X, D891X, M750X u S889X, rme «X» OTHOCHUTCS K JIFOOOMY aMUHOKHCJIOTHOMY
OCTaTKy, OTJIMYHOMY OT OCTaTKa JUKOT'O TUIA B ’TOM IMOJIOKEHUH.

[0051] B HexkoTOpBIX BapHaHTax OCYLIECTBJICHHUsS paK MPEACTATEIbHONH >KeNle3bl y
BBIOPAHHOTO CYyOBEKTa XapaKTEepPHU3YeTCs MO MEHbIIEH Mepe OJHOH COMAaTHYeCKOW MyTalhen
AR, acconmmpoBaHHOU ¢ onmyxoubto, BeiOpanHoi 3 T878A, H875Y, H875L, Q825E, W742C,
W742L, F877L, T878S, V716M, D891H, M750V, M750T u S889G.

[0052] B HexkOTOpBIX BapHaHTax OCYIIECTBIEHUS paK MPEACTaTeIbHON KeNne3bl Yy
BBIOPAHHOTO CyOBEKTa XapaKTEPU3YETCsl IO MEHBLIEH Mepe IBYMsI COMATHUYECKUMH MYTaLHsIMUA
AR, accouuupoBaHHBIMEH C OMyXOJiblo, BhIOpaHHbIMH W3 H875X, Q825X, T878X, F877X,
V716X, T878X m W742X, rme «X» OTHOCHTCS K JHOOOMY aMHHOKHCIOTHOMY OCTATKy,
OTJIMYHOMY OT OCTaTKa JJUKOIO TUIA B 3TOM MOJOXKEHHH.

[0053] B HexkOTOpBIX BapHaHTaxX OCYLIECTBIEHUs pPaK MPEACTATENbHON JKeJe3bl Y
BBIOPAHHOTO CyOBEKTa XapaKTEPU3YETCs IO MEHBLIEH Mepe IBYMsl COMAaTUUYECKUMHU MYTaLHsIMU
AR, accouuupoBaHHBIMH C OIMyxoJiblo, BbIOpaHHbIMU U3 H875Y, H875L, Q825E, T878A,
F877L, V716M, T878S, W742C u W742L.

[0054] B HeKOTOpBIX BapHaHTaX OCYLIECTBIECHUs pPaK IMPEACTATENbHON JKEIe3bl Y
BBIOPAHHOTO CyOBEKTa XapaKTEePU3yeTCsl IO MEHbLIEeH Mepe ABYMsI COMAaTUYECKUMH MYTALMSIMU
AR, accoLMMpPOBaHHBIMU C OMYXOJIBIO, BBIOPAHHBIMH U3 CJIEAYIOLIUX TPYIIIT MY TALHH:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878S u H875Y;

T878S u W742C u

W742C u W742L.

[0055] B HEKOTOphIX BapUaHTAaxX OCYIIECTBJICHHUS COMATHUYECKYH0 MyTanuio AR,
ACCOLIMMPOBAHHYIO C OIYXOJbID, paka MPeACTaTeIbHON JKeJe3bl y BBIOPAHHOrO CyOBeKTa
OMpeneNstoT mocpenctsoM aHamm3a CtDNA, ¢ayopecueHTHOW rHOpumu3anuu in  situ,
MMMYHOTHMCTOXUMHUYECKOT0 uccienoBanus, [11{P-ananu3a nin cekBeHUpOBaHUSL.

[0056] B HEKOTOpPBIX BapUaHTAaxX OCYILIECTBJICHUS COMATHUECKYr0 MyTanuio AR,
ACCOLIMMPOBAHHYIO C OIYXOJbI0, paka IpPeACTaTeIbHON JKeJe3bl y BBIOPAHHOrO CyOBeKTa
OTIpeAeISIIOT B 00pa3Lie KpOBH, MOJyYEHHOM OT CyObeKTa.

[0057] B HeKOTOpPhIX BapHUaHTAX OCYIIECTBJICHUS COMAaTHYECKyr0 MyTanuo AR,

ACCOLIMMPOBAHHYIO C OIYXOJbIO, paka IpeACTaTeIbHON jKele3bl y BBIOPAHHOrO CyOBeKTa
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OTpeAessItoT B 00pa3ie OUONCHH COMUIHBIX 0O0Pa30BaHUM, TOJYYEHHOM U3 OMYXOJIH CyObeKTa.
[0058] B HekoTOpBIX BapHaHTaX OCyIIeCTBIeHUs coennHenne ¢opmyinl (I) BeiOpano u3
IPYyIIBI, COCTOSALLEH U3

0 0
& OrgaotT

NG Gl (I-a),

NN ]/\
O
N (I-c).
- ’ (1-d).

\) ° (I-e),

{:l‘:.
W &
H i M O
N (1-6).
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H .
Cl N‘N D\/(\N
N (I-g).
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(I-1),

N 0 (1K)

WK UX (papMalieBTUYECKH TPUEMIIEMOI COH.
[0059] B HexkoTOpBIX BapHaHTax OCyllecTBIeHUs coeauHeHne ¢opmyasl (1)

IpencTaBisieT coOoM

Q...
L ; ¢
H
N (I-g),

0.,
LA &
H . el
“ Non-"Sy (\N
N 0
-k

WK UX (papMalieBTUYECKH TPUEMIIEMYIO COJIb.
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[0060] B HekoTOphIX BapHaHTax oOcCyliecTBileHus coeanHeHue ¢opmyasl (1)

O 0
uNg (I-g).

[0061] B HekOTOphIX BapuaHTaX OCYIIECTBJICHUsS paK MPEACTATEIbHOU KEJe3bl

NpeACTaBisieT cOOOH

L
NG M

NpEeACTaBIsIET COOON KaCTPAIIMOHHO-PE3UCTEHTHBINA PaK MPEACTATEIbHOM JKee3bl.

[0062] B HeKOTOpbIX BapuaHTaX OCYIIECTBJCHHS paK TMPEACTATENIbHOU KEJe3bl
MpeCTaBIsieT COO0I MeTaCTaTHUECKHI PaK MPEACTATEIbHOM JKeIe3bl.

[0063] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHsI MPEAYCMOTPEHO BBEIEHNE IO MEHbLIEH
Mepe OHOTO JIOTIOJIHUTENBHOTO IPOTHBOPAKOBOTO CPEACTBA.

[0064] B HekoTOpBhIX BapuaHTaX OCYILIECTBJIEHUS IOMOJHUTEIBHOE IMPOTUBOPAKOBOE
CPeICTBO BbIOpAHO U3 rpymibl, coctosmel u3 uaruouropa FLT-3, nuHrHOuTOpa aHAPOreHOBOTO
peuenropa, unruoutopa VEGFR, wunrubutopa TK EGFR, wunruburopa kuHasbl Aurora,
moxayisitopa PIK-1, marnduropa Bcel-2, narudutopa HDAC, nnruburopa c-Met, uaruouropa
PARP, unaruburopa CDK 4/6, anturena x HGF, uaruburopa TK IGFR, unruburopa PI3-
kuHa3pl, uHruouropa AKT, unruomropa JAK/STAT, uHruOuTopa KOHTPOJBHBIX TOYEK 1,
UHruOUTOpa KOHTPOJBHBIX TOYeK 2, mHruouropa PD-1, unruburopa PD-L1, uaruburopa B7-
H3

¢doxanpHON anre3uu, HHrHOUTOpa KMHA3bl Map-kuHa3bl, antutena-nosyiku VEGF u cpencrsa

, unruburopa CTLA4, wunruburopa LAG-3, aronucra OX40, unHruOutopa KuHA3bI
XUMHUYECKOU KaCTPaLIUU.

[0065] B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHUS IOMOJHHUTEIBbHOE IPOTHBOPAKOBOE
CPEACTBO BBIOPAHO W3 TPYIIIBL, COCTOSINEH M3 MeMeTpekcena, unuiumymada, BOPHHOCTATA,
STOMO3WAa, reMuuTaOWHA, JOKCOPYOWMIIMHA, BHHKPUCTHHA, TEMO30JIOMHUIA, KarmeuuraOuHa,
UpUHOTEKaHa, TaMOKCH(eHa, aHacTpas3oja, 3KcemecraHa, Jerpo3ona, DES, »scrpamuona,
scTporeHa, Oesarn3ymada, ro3epesinHa alerara, JeHnpoauaa alerarTa, TPUIITOPEIrHA [aMoara,
MEeIPOKCHIIPOTreCTEPOHA aleTara, TMAPOKCUIPOreCTEpPOHA Kamnpoara, pajokcudeHa, MerecTposa
anerara, kapOorulaTWHa, IUCIUIATHHA, Jakapba3wHa, MeTOTpeKcara, BUHOJIACTHHA,
BUHOpeOWHA, TomoTekaHa, (QuHacrepuna, ap3okcudena, ¢QynaBecTpaHTa, TPEIHU30HA,
abupaTtepoHa, SH3aTyTaMH/Ia, anmajlyTaMuaa, apojyTaMunaa, cunyneinena-T, nemOponusymada,
HUBONyMaOa, nemuruinMada, aresonusymada (Tecentriq), aBenymada (Bavencio), nypsanymaba
(Imfinzi), nouerakcena (Taxotere), kabasmrakcena (Jevtana), mutokcantpona (Novantrone),
scrpamyctuHa (Emcyt), nomerakcena, KeTOKOHA30Ja, TUCTPENINHA, TPUNITOPENINHA, OycepennHa,
LUIPOTEPOHA, (BiyTamua, OuKamyTaMuaa, HUJIyTaMuIa, MaMUIpOHaTa U 30JeIpOHaTa.

[0066] B HekoTOpBIX BapuaHTax oOCywecTBIeHUs coenuHerne ¢opmynel (I) u
IOTIOJIHUTEPHOE MPOTHBOPAKOBOE CPENCTBO BBOIAT CYOBEKTY OJHOBPEMEHHO WM B

HETIOCPEACTBEHHO OJIN30CTH MO BPEMEHU.
[0067] B ongHOM acnekTe aAaHHas 3asBKa OTHOCUTCS K coeauHeHuro (opmyiel (I),
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1 R? NH
R‘I/@/ NJ\F,K «lxz 0
RZ H

)(3.;-}(,, J\N ]/'\ N

: @,

WM ero (papMaLeBTUYeCKH IPHEMIIEMOH COJH, Iie

R' npenctasisier coooit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopo, rajored uiu C-Cealiku,

R’ npeAcTaBisieT cOOOH BOAOPOA UJIH TaJIOTeH;

X' npencrasusier coboit CH mm N;

X* npexcrasmsier coboit CH mwm N;

X? npencrasmsier coboit CH mwm N;

X* npencrasmsier coboit CH mmn N, u

n paBHsercs 0 wim 1;

IIPH YCJIOBUH, YTO MO MEHbIIEH Mepe ABa U3 X, X, x*uXx npexacTasisiroT codoit CH;

1T IPUMEHEHHsI B JICUEHUH paka MPeACTaTENbHON JKee3bl Y CyOBeKTa, HY KIArOIIerocs
B 3TOM, IJl€ pPaK MPEACTATEIbHOW 3KEJIe3bl XapaKTePU3yeTCs MO MEHbIIEH Mepe OIHOMU

comMaTudeckoi myrauuet AR, accounnpoBaHHOM C OMyXOJIBIO.
[0068] B ongHOM acmekTe maHHas 3asBKa OTHOCHTCS K coemuHeHuro (opmynsl (1),

1 3 NH
WQ v i Lo
R? ; xa‘“x‘u\m ]/\N
N._A 0

n @,

WU ero (papMaLeBTHUECKU PUEMIIEMON COJH, TIe

R! npenctasisier codoit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopo, rajorer uiu C-Cealku,

R’ npeAcTaBisieT COOOH BOAOPOA UJIH TaJIOTeH;

X' npencrasmsier coboit CH mwm N;

X* npencrasmsier coboit CH mm N;

X? npencrasmsier coboit CH mm N;

X* npencrasmsier coboit CH mmn N, u

n paBusercs 0 wim 1;

IIPHU YCJIOBUH, YTO MO MEHBIIEH Mepe ABa U3 X, X, x*u X npexacrasisiroT codoit CH;

IUISl IPUMEHEHHsSI B CIIOCO0E JICUSHHS paKa MPeACTaTENbHOM JKele3bl Y HY KIAr0Ierocsi B
3TOM CyOBEKTa, IZie paK MPEACTaTENIbHOM JKeJIe3bl XapaKTepU3yeTcs M0 MEHbLIeH Mepe OIHOMN
coMaTnuecko Mytauuedi AR, acCOLMUPOBAHHOH C OMYXOJBIO; NMPH 3TOM CHOCOO BKIJIIOYAET

BBEJIeHHE CYOBEKTy OT MpuOIM3uTeNbHO 35 mr no mpudnusurtenbHo 1000 Mr coenuHEHHs
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dopmyst (I).
[0069] B onHOM acriekTe AaHHas 3asiBKa OTHOCUTCS K coequHeHuto ¢popmysl (1),

Or,.Q 0O o 0
2 H 3 U\
N

X

n @

WK ero (papMaLeBTHUECKU PUEMIIEMON COJH, T

R! npenctasisier coooit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopos, rajored uiu C-Cealiku,

R’ npeAcTaBisieT cOOOH BOAOPOA UJIH TaJIOTeH;

X' npencrasusier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X? npencrasmsier coboit CH mm N;

X* npencrasmsier coboit CH mmu N, u

n pasusercsa 0 wim 1;

IIPHU YCJIOBUH, YTO IO MEHbIIEH Mepe ABa U3 X, X5, X ux! npexacrasisiroT codoit CH;

IUISl IPUMEHEHHsSI B CIIOCO0E JICYEHUS paKa MPEeACTATENbHON JKele3bl Y HY KJAr0IIerocs B
3TOM CyOBEKTa, IZIe paK MPEACTaTENIbHOM JKeIe3bl XapaKTepU3yeTcs M0 MEHbIIeH Mepe OJHOMN
coMaTnuecko MyTtauuedl AR, accoLUMHMpOBaHHON € OMyXOJBIO;, IPU 3TOM CIOCOO BKIIOYAET
nepopasbHOE BBEACHME OJUH pa3 B JEHb TepaneBTHYeCKH H(PQPEKTUBHOIO KOJIUYECTBA
coenuHenust gopmynel (I), u rme TepameBTHUeckH 3(PQPEKTHBHOE KOJIUYECTBO COCAMHEHHS

dopmyasl (I) cocrasisier ot mpudau3uTensbHO 35 Mr 1o npudausureabHo 1000 mr.
[0070] B omHOM acmekTe naHHas 3asBKa OTHOCHUTCS K coeauHeHHIO (opmynsr (1),

n @,

WK ero (papMaLeBTHYECKU PUEMIIEMON COJH, Te

R! npenctasisier codoit Bogopon, CN wu Ci-Ceanku,

R? npencTaBisieT co0oit Bogopo, rajorer uiu C-Cgalku,
R’ npeAcTaBisieT cOOOH BOAOPOA UIIH T'aJIOTeH;

X' npencrasmster coboit CH mm N;

X* npencrassier coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH umu N, u

n pasusercs 0 wim 1;
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IIPHU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, x> u X npeacrasisiroT codoit CH;

Il IPUMEHEHHUs] B Croco0e JIeUueHHs! paka MpPeACTaTeNIbHON JKeJie3bl y CyOnomyisauun
HY>KAIOLINXCST B ’TOM CYOBEKTOB C PAKOM MPEACTATEeNbHON JKeJe3bl, I7Ie PaK MPeNCTaTelbHOM
JKEJIE3bl XapaKTepU3yeTcss IO MEHbIIell Mepe OAHONl comarudeckoll wmyrtauuen AR,
ACCOLIMMPOBAHHOMN C OMYXOJIbIO; IPH ATOM CIIOCO0 BKJIIOYAET

BBIOOp cCyOBEKTa C pakOM MpPEACTAaTeIbHOH JKene3bl il JIEYeHUs, TAe pak
IPEeICTaTeNIbHOMN JKeJe3bl CyOBheKTa XapaKTepu3yeTcs 10 MEHbIIeH Mepe OJHON COMaTHYeCKON
myTauueit AR, u

BBeJIeHUE TeparneBTHYeCKU 3P (HEeKTUBHOrO Kojr4uecTBa coenuHerus popmysr ().
[0071] B omgHOM acmekTe AaHHas 3asBKa OTHOCUTCS K coeauHeHuro (opmyisr (1),

1 3 NH
Wg N ’ Lo
R? " xg“*x“u\m ]/‘N
0

n @,

WK ero (papMaLeBTHUECKU PUEMIIEMON COJH, Te

R! npenctasisier codoit Bogopon, CN wimu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopo, rajgorer i Ci-Ceallku,

R’ MPECTaBIIsIET COOOI BOAOPO WIIH TaJIOTEH;

X' npencrasster coboit CH mm N;

X* npencrasisier coboit CH mm N;

X? npencrasmsier coboit CH mm N;

X* npencrasnsier co6oit CH nu N, u

n pasHsiercs 0 unm 1,

IIPHU YCJIOBHUH, UYTO IO MEHbIIEH Mepe ABa U3 X, X%, x*ux? npexacrasysioT codoii CH;

I TPUMEHEHUS B M3TOTOBJIEHUH JIEKAPCTBEHHOIO Ipernapara Uil JIeYeHHUs paka
NPEACTATENIbHON XKeJie3bl y CyObeKTa, Hy KIAIOIIerocss B 3TOM, TIe paK MPeACTaTeIbHOM JKeNle3bl
XapaxkTepu3yeTcs 10 MeHbllel Mepe OHOH coMaThueckoi myTanueil AR, acconumnpoBaHHOM ¢
OIyXOJIBIO.

[0072] B HEexOTOpBIX BapHaHTaX OCYIIECTBIEHUS IO MEHbIIEH Mepe OlHa COMaTUYeCKasl
myTtaimst AR, accoummpoBaHHas C OIMyXOJbIO, BbIOpaHa M3 rpymmbl, cocrosimeil n3 H875X,
Q825X, T878X, F877X, V716X, T878X, W742X, D891X, M750X u S889X, rme «X»
OTHOCHUTCS K JIFOOOMY aMHUHOKHCJIIOTHOMY OCTATKy, OTJIMMHOMY OT OCTaTKa AMKOTO THIIA B 3TOM
MOJIO’KEHUU.

[0073] B HEexOTOpBIX BapHaHTaX OCYIIECTBJIEHUS IO MEHbIIEH Mepe OlHa COMaTHUYeCKasl
myTtaimst AR, accounMupoBaHHasi C ONyXOJIbIO, BbIOpaHa W3 rpymnmbl, cocrosimedl u3 T878A,
H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V, M750T u
S889G.

[0074] B HeKkOTOpbIX BapuaHTaX OCYIIECTBJCHHUS paK TMPEACTATENIbHOU IKEJe3bl
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XapakTepusyercss IO  MeHbIed Mepe ABYMsl  COMaThdeckumMu  MyTauusmu AR,
aCCOLIMMPOBAHHBIMU C OMYXOJIBIO.

[0075] B HexkOTOpBIX BapUaHTax OCYLIECTBJICHMs IO MEHbIIEH Mepe JBE€ COMAaTUYECKHE
myTtaimu AR, acconmmpoBaHHBIe ¢ OmyXxoJbto, BeIOpanel u3 H875X, Q825X, T878X, F877X,
V716X, T878X u W742X, rme «X» OTHOCHTCS K JHOOOMY aMHHOKHCIOTHOMY OCTaTKy,
OTJIMYHOMY OT OCTaTKa JUKOIO TUMA B 3TOM MOJOKEHHH.

[0076] B HeKkOTOpBIX BapHaHTAax OCYLIECTBJEHMs 110 MEHbIIEH Mepe JIBe COMaTHYeCKue
mytauuu AR, accomuupoBaHHbIE ¢ OMyXoibio, BeiOpanbl u3 H875Y, H87S5L, Q825E, T878A,
F877L, V716M, T878S, W742C u W742L.

[0077] B HexkOTOpBIX BapHaHTaX OCYLIECTBJICHUs IO MeHbIIEeH Mepe ABE COMAaTUYECKHe
myTau AR, acCOMUPOBaHHBIE C OMYXOJIbIO, BBIOPAHBI U3 CIEAYIOIIUX TPYIIT MYTaLHi:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C u

W742C u W742L.

[0078] B HekOTOpbIX BapuaHTaX OCYILNECTBJICHUS paK TMPEACTATENbHOU KEJE3bI
xapakrepusyercs amruindukanue resa AR.

[0079] B HeKOTOpbIX BapuUaHTaX OCYIIECTBJCHHUS paK TMPEACTATENbHOU KEJE3bl
npencTaBisieT cOO0H KaCTPalMOHHO-PE3UCTEHTHBIN PaK MPEeNCTaTeIbHOMN JKeNe3bl.

[0080] B HekoTOpbIX BapHaHTaX OCYIIECTBJICHUS paK MpPENCTaTeNIbHON Keje3bl
IpeCTaBIsieT COO0H METaCTaTHUECKHH PaK IMPEICTATENIbHOMN JKeNe3bl.

[0081] B HekoTOpBIX BapuaHTax oOcyinecTBieHusi coenuHeHne Gopmynbl (1)

NpeACTaBysieT CoO0H
0 0
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WIH UX (hapMareBTHUECKH TPUEMIIEMYIO COJIb.
[0082] B HekOTOpbIX BapuaHTax ocywecTsieHus coenuHeHue ¢opmynsl (1)

npeAcTaBysieT cCoOoM
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WIH UX (hapMareBTHUECKH TPUEMIIEMYIO COJIb.
[0083] B HeKOTOpbIX BapuaHTax OCyliecTBieHHs coenuHeHne ¢Gopmynsl (1)

npeAcTaBisieT coOoi
Q...
L &
H N
¢l Nenn N
NI

[0084] B HeKOTOpBIX BapHaHTaX OCYLIECTBICHUS MPUMEHEHHE UJTH CIIOCO0 JICYSHHsI pakKa

d-g).

NPEACTATENIbHON JKee3bl Yy CyObeKTa, HYKTAIOLIErocs B 3TOM, BKIIOYAET NMPUMEHEHHE I10
MEHBIIEH Mepe OJHOTO AOMOJHUTEIBHOTO TPOTHBOPAKOBOT'O CPENICTBA.

[0085] B HekOTOpBIX BapuaHTaxX OCYLIECTBJIEHUS IOMOJHUTEIbHOE IMPOTUBOPAKOBOE
CPenCTBO BbIOpAHO W3 rpymibl, coctosimel u3 unruouropa FLT-3, nHrHOuTOpa aHAPOreHOBOTO
peuenropa, unruoutopa VEGFR, unruburopa TK EGFR, wunruburopa kmnasel Aurora,
moxayisitopa PIK-1, uaruburopa Bcel-2, uaruburopa HDAC, nnruburopa c-Met, uaruouropa
PARP, unruburopa CDK 4/6, anturena x HGF, uaruburopa TK IGFR, unruburopa PI3-

kuHa3pl, uHruouropa AKT, mnruouropa JAK/STAT, unHruOGuropa KOHTPOJBHBIX TOYEK 1,
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UHTUONTOpa KOHTPOJBHBIX TOYeK 2, mHruouropa PD-1, uaruburopa PD-L1, uaru6uropa B7-
H3

¢doxanpHON anre3uu, HHrHOUTOpa KUHA3bl Map-kuHa3bl, antutena-noymkn VEGF u cpencrsa

, unruoburopa CTLA4, wunaruburopa LAG-3, aronucra OX40, wunrunOutopa KuHA3BI
XUMHYECKOU KaCTPaLIMH.

[0086] B HexkOTOpBIX BapuaHTax OCYLIECTBJEHUs TOMOJHUTEIbHOE IMPOTUBOPAKOBOE
CPEACTBO BBIOPAHO W3 TPYIIIBL, COCTOSINEH M3 MeMeTpekcena, unuinmymada, BOPHHOCTATA,
STOMO3UMA, TeMUUTaOWHA, JOKCOPYOMLIMHA, BUHKPUCTHHA, TEMO30JOMHIA, KareuraOuHa,
UpUHOTEeKaHa, TaMOKCH(eHa, aHacTpas3oja, JKcemecraHa, Jserposona, DES, scrtpanuona,
scTporeHa, OeBaiu3ymada, ro3epesinHa alerara, JeHnpouaa alerarTa, TPUIITOPEIrHA [1aMoara,
MEeIPOKCHIIPOreCTEPOHA aleTara, 'MAPOKCUIIPOTeCTEPOHA Karpoara, pajJokcudeHa, Merectposa
anerara, kapOorulaTWHa, IUCIUTaTHHA, Jakapba3sWHa,  MeTOTpekcara, BUHOJIACTHHA,
BUHOpeOWHA, TomoTekaHa, (QuHacrepuna, ap3okcudena, (QynaBecTpaHTa, TPEIHU3OHA,
abupaTepoHa, SH3aTyTaMHJIa, amajlyTaMuaa, apojyTaMunaa, cunyneinena-T, nemOponusymada,
HUBOJNyMaOa, nemuruinmada, aresonusymada (Tecentriq), aBenmymaba (Bavencio), nypsanymada
(Imfinzi), nouerakcena (Taxotere), kabasmrakcena (Jevtana), mutokcantpona (Novantrone),
scrpamyctuHa (Emcyt), nomerakcena, KeTOKOHA30Ja, TUCTPENINHA, TPUIITOPENNHA, OycepenHa,
LUIPOTEPOHa, GiryTamuza, OuKamyTaMuaa, HUIyTaMiaa, MaMuapoHaTa U 30JeIpOHaTa.

[0087] B HekOTOpBIX BapHaHTax oOCywecTBIeHUs coenuHerne ¢opmyner (I) wu
IOTIONIHUTEIPHOE MPOTHBOPAKOBOE CPENCTBO BBOIAT CYOBEKTY OJHOBPEMEHHO WM B
HETIOCPEACTBEHHOM OJIU30CTH MO BPEMEHH.

[0088] B onHOM acriekte qaHHast 3asiBKa OTHOCUTCS K HAOOpy, copepKamemMy:

(a) coenunenue Gopmyisr (I-g):

RO
Cl H

(b) monosHUTENBHOE MPOTUBOPAKOBOE CPEACTBO U

NH

(C) MHCTPYKIIUH 11O TPUMEHEHHIO.

[0089] B HekOTOpBIX BapuaHTaX OCYILIECTBJIEHUS IOTOJHUTEIbHOE IMPOTUBOPAKOBOE
cpeactBo B Habope mnpexncraBmsier coboit mHrudburop FLT-3, mHrubGurop aHmporeHoBoOro
peuenTopa, uaruourop VEGFR, narndurop TK EGFR, uaruburop kuna3bl Aurora, MOIyJIsITOD
PIK-1, uaruburop Bcl-2, uarudutrop HDAC, unrudurop c-Met, uaruburop PARP, uarudurop
CDK 4/6, antureno k HGF, uarudburop TK IGFR, uaruburop PI3-kunasei, uarudurop AKT,
uHrnourop JAK/STAT, uHrHOUTOpP KOHTPOJIBHBIX TOUYEK |, MHTHOUTOP KOHTPOJIBHBIX TOYEK 2,
uHruourop PD-1, nuarudurtop PD-L1, uaruburop B7-H3, narudurop CTLA4, naruburop LAG-
3, aronuct OX40, nHruOUTOp KMHA3bI (POKANBHON aAre3uy, MHruOUTOp KUHA3bl Map-KUHA3HI,
antuteno-nopyuky VEGF nnu cpencTBo XuMHU4YeCKON KacTpaLyi.

[0090] B HexkOTOpBhIX BapuaHTaxX OCYLIECTBJIEHUs IOMOJHUTEIbHOE IMPOTUBOPAKOBOE

cpeacTtBo B Habope mpexacTamiseT coOOH memMeTpeKkcen, MMUINMyMad, BOPUHOCTAT, 3TOMO3UI,
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reMIUTa0NH, MJOKCOPYOWIIMH, BHUHKPHUCTHH, TEMO30JIOMHJ, KaleluTaOuH, HWPHUHOTEKaH,
TaMOKCU(EH, aHACTPasoJj, 3KceMecTaH, Jyierpo3on, DES, acrpaamon, scrporeH, Oeanusymao,
ro3epennHa arerar, JEHNpoNnAa alerar, TPUNTOPEIHHAa [amMoaT, MEeIPOKCHUIIPOrecTepoHa
aleraTr, TUAPOKCUIPOreCTEpOHA Kampoar, pajokcudeH, Merecrpojia amerar, KapOOIiaTuH,
LIMCIUIATHH, JAakapOaswH, METOTpeKcaT, BUHOJACTHH, BHHOpENOWH, TOMOTeKaH, (uHacTepun,
ap3okcudeH, QynBecTpaHT, MPEAHU30H, aA0UPATEPOH, SH3ATYTAMU/, ANATYTAMUI, TAPOTyTAMUL,
cunyneiinen-T, nemOponusymad, HuBoaymad, uemurninmad, aresonmmsymad (Tecentriq),
aBenymab (Bavencio), nypsanymab (Imfinzi), nouerakcen (Taxotere), kabasurakcen (Jevtana),
mutokcaHTpoH (Novantrone), sctpamyctun (Emcyt), monerakcen, KeTOKOHA30J, TUCTPEIHUH,
TPUNTOPENINH, OyCepesuH, LUMNPOTEPOH, (GiyTamuz, OWKaTyTaMui, HUIYTAMUZA, MaMHIPOHAT
WU 30JIEIPOHAT.

Kpatkoe onucanne rpaguuecKkux MaTepuaioB

[0091] Ha ¢ur. 1 npencrasieHa KpuBasi 3aBUCUMOCTH OTBETA OT JI03bI, TA€ CPABHUBAETCSI
uHrnoupyrommii >3 dext coenunenus (I-g) Ha npomudepammo VCaP in vitro ¢ 3H3aIyTaMUIOM.

[0092] Ha ¢ur. 2 mpencraBieH 3KCIEPUMEHT HA OCHOBE BECTEPH-OJIOTTHHIA, KOTOPBIH
NOKa3bIBaeT CHIDKeHHe KonmmuecTBa AR B omyxoneBbix kietkax VCaP B otBer Ha 00paboTky
coenunenneM (I-g) B koHueHTpauusx, cocrtapisiromux 0,03 HM, 0,1 M, 0,3 M, 1 HM, 3 HM,
10 M, 30 HM, 100 EM u 300 HM.

[0093] Ha ¢ur. 3 npeacrasieH psia JUHEHHbIX rpaduKoB, 0000MAOIINX 3KCIIEPUMEHTBI
HaJ >KUBOTHBIMH, TNIPOBEICHHbIE HAa MOJEIN C KceHoTpaHcruiantatom VCaP, koropyio
nonsepranu kacrpauuu. Coenunenne (I-g) BBOIMIM NepopajbHO OJUH pa3 B JI€Hb B 033X,
cocraysirorux 0,1 mr/kr (mpk), 0,3 mr/kr, 1 mr/kr u 3 mr/kr. Du3anytamug (20 Mr/kr) u cpeny-
HOCHUTEJIb TAK)Ke MPUMEHSJIN B Ka4eCTBE KOHTPOJIbHBIX TPYIIIL.

[0094] Ha ¢wur. 4 npencrasieH psa JIUHEHHBIX rpaduKoB, 0000IAOMNX YKCIIEPUMEHTI
HaJ JKUBOTHBIMU, NPOBEACHHBIE Ha HeMOIUPHUIMPOBAHHOH (0e3 KkacTpauuu) MOmenHu ¢
kceHotpaHcruiantatoM VCaP. Coenunenve (I-g) BBonuIN nepopajbHO OJUH pa3 B IEHb B 103aX,
coctaysiroux 1 Mr/kr, 3 mr/kr u 10 mr/kr. Du3anytamun (20 MI/KT) U Cpeny-HOCHTENb TAKKe
NPUMEHSUTH B KQU€CTBE KOHTPOJIBHBIX IPYIII.

[0095] Ha ¢ur. S npeacrasieH psia JIMHEHHBIX rpaduKoB, 0000IAKOIINX SKCIEPUMEHTBI
Ha/ JKUBOTHBIMH, NPOBEAEHHbIE Ha MOAENU C KceHoTpaHciulaHtatoM VCaP, pe3ucTeHTHOH K
suzanyramuay. Coenunenne (I-g) BBOAMIM TepopaJibHO OOMH pa3 B JAC€Hb B J103aX,
cocrapsirouix 3 wMr/kr u 10 wmr/kr. DH3anyramupa (20 MI/Kr) U Cpeny-HOCHUTENb TaKKe
NPUMEHSUTH B KAU€CTBE KOHTPOJIBHBIX IPYIII.

[0096] Ha ¢ur. 6 mpencraBieH 3KCIEPUMEHT HA OCHOBE BECTEPH-OJIOTTHHIA, KOTOPBIH
NOKa3bIBaeT CHIkeHne konmmyectBa AR B omyxomsix VCaP, pe3ncTeHTHBIX K SH3alyTaMHIYy, B
OTBET Ha BBeZeHHe 103 coenuHenus (I-g), cocrapmsromux 10 Mr/kr u 3 Mr/kr (epopasibHO OIUH
pa3 B JIeHB).

[0097] Ha ¢ur. 7 mpencraBieH psi JUHEWHBIX TpauKOB, Ha KOTOPBIX HM300paKEHBI
cpenHMe 3HaueHHsl KOHIeHTpauun coenuHeHus (I-g) B TedeHme 24-4acoBOro INpOMEXyTKa

BPEMEHH I10CJIe€ BBEIEHMs 103 B JIeHb 15 nis Bcex Tpex Tectupyemsix no3 (35 mr/cytku, 70
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mr/cyTku U 140 Mr/cyTku, mepopajibHOe BBEICHHUE).

[0098] Ha ¢ur. 8 mpencraBieHa rucrorpaMma (Takke H3BECTHAs KaK KacKagHas
AuarpaMma), Ha KOTOpOH MOKa3aHO Hawjlydllee NMPOLEHTHOe U3MEHEHUE Pe3yJbTaTOB TeCTa Ha
npocrat-crienuduueckuii antured (PSA) y 20 manueHToB ¢ METaCTaTHUECKUM KacTPalMOHHO-
pPE3UCTEHTHBIM pakoM mpezacratenbHoi skene3bl (MCRPC), monyuaBummx coenunenue (I-g).
Kaxnpiii cronbern npencrasisier coOOW Hawilydllee NMPOLIEHTHOE M3MeHeHue ypoBHs PSA B
IUla3Me KPOBU IO CPAaBHEHHUIO C YPOBHAMU OO JIedeHUs Yy OnxHOro mnaunueHra. IlanueHTs
nojy4anu jaubdo 35 mr/cytku, aubo 70 wmr/cytku, nmbo 140 wmr/cytku, aubdo 280 mr/cyTku
coennHenus (I-g), kak yka3aHO B YCJIOBHBIX 0003HAUEHUSIX.

[0099] Ha ¢ur. 9 mpexncraBieHa rucrorpamMma (Takke H3BECTHAs KaK KacKagHas
auarpaMma), Ha KOTOpOH MOKa3aHbl HAWJIYULIee MPOLEHTHOe U3MEHEHHE PE3yJIbTATOB TECTa Ha
npocrat-creruduueckuii antured (PSA) y 12 maumenroB ¢ mCRPC, nonyyaBmux B KauecTse
cyTouHOH 1036l > 140 mr coemunenus (I-g), a Takke MOJEKYJISPHBIA CTaTyC reHa Wi Oelka
AR

OMyXOJICBBIX KJICTKaX COOTBETCTBCHHO, BbIACJICHHBLIX U3 o6pa3u013 OT KaXXIaoro InamudeHTa.

, TPUCYTCTBYIOIIMX B LHUpKyJaupywowen onyxonesor JIHK wnmm nupkynupyromux

Kaxxneiit cronberr mpencraBisieT coOO Hawmydlnee NMPOLEHTHOE W3MeHeHue ypoBHs PSA B
IUla3M€ KPOBH 10 CPaBHEHHIO C YPOBHSMH 10O JiedeHUs y opHoro mnamumeHta. AR-V7
npeacTasisieT cobol cruaiic-BapuanT AR. Ammung. otHocuTes k amruingukanun resa AR.

[00100] Ha d¢ur. 10 xpaTko NPEACTABJIICHBI KIIIOYEBbIE XaPAKTEPUCTUKH OIHOTO
nanueHTa («mamueHT 19»), xotopbiil momywan posy coenuHenus (I-g), cocraBmsromyro 140
Mr/cyTku. JIaHHBIA MAaLMEHT COOTBETCTBYET BTOPOMY CTOJIOLY CIipaBa Kak Ha ¢ur. 8, Tak U Ha
¢ur. 9.

[00101] Ha ¢ur. 11A xpaTko NpeACTaBJICHbl KIKOYEBbIE XapPAKTEPUCTUKH OIHOTO
nanueHTa («manueHT 20»), KOoTopbii mosywan no3y coenuHeHus (I-g), cocrasisomyro 140
Mr/CyTKH. JIaHHBIN NALIMEHT COOTBETCTBYET KpaliHeMy mpaBoMy crondiy Ha ¢ur. 8 u Ha ¢wur. 9.
Ha ¢ur. 11B nokazano CT-uzobpaxenue onyxonu y mauueHra 20 no nedenusi. Ha ¢ur. 11C
nokazano CT-uzo0pakenue onyxomu y nauueHta 20 mocie 4 KypcoB, IEMOHCTPUPYIOIIEE OTBET
cornacHo RECIST.

[00102] Ha ¢wur. 12 npencrasnensr cpenuue 3HaueHuss AUCoo4 (Hr*u/mu) B nenp 15
coenunenus (I-g) B TeueHne 24-4acoBOrO MPOMEKYTKA BPEMEHH MOCIIe BBEICHHUS 103 B IeHb 15
IUTSL BCEX YETBIPEX TeCTUPYEeMbIX 103 (35 mr/cyTtku, 70 mr/cytku, 140 mr/cytku u 280 mr/cyTkwy,
NepOpaIbHOE BBEACHHE).

[00103] Ha ¢ur. 13 nmpencraBieH psa JUHEHHbIX rpaduKOB, HA KOTOPBIX M300paKEHBI
CpenHHME 3HaueHHsl KOHIeHTpauun coenuHenus (I-g) B TedeHme 24-4acoBOro MpOMEXKYTKa
BPEMEHH TOCJIE€ BBEOEHUs 103 B JIeHb 15 aJ BCEX UETBIPEX TECTUPYEMBIX 1103 (B MOPSIIKE OT
caMOl HU3KOH K CaMOH BBICOKOH MO ocu opauHar - 35 mr/cytku, 70 mr/cytku, 140 mr/cytku u
280 Mr/cyTKH, epopaIbHOE BBEICHHE).

[00104] Ha ¢ur. 14 npencrapieHa KackaJHas IUarpaMma, MOKA3bIBAIOIIAsl HAVUTYYIIEe
NPOLIEHTHOE M3MEHEHHUE PEe3yJIbTaTOB TeCTa Ha mpocrar-cnenududeckuii antured (PSA) y 28

nanuenTos ¢ mMCRPC, nonyuasmux coenunenus (I-g), a Takske MoJekysapHbIi cratyc reHa AR,
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MPUCYTCTBYIOILErO B LIUpKyaupyrowen onyxonesod JAHK uian nUpKyIupyromux OMyXOJEBbIX
KJIETKaX COOTBETCTBEHHO, ONpENENeHHbIH Uil Kaxaoro mnanueHta. Kaxapiii cronderr
npeAcTasisieT coOOil Hawnydlnee NMPOLEHTHOE H3MeHeHHe ypoBHsS PSA B muasme KpoBH IO
CPaBHEHHUIO C YPOBHSIMHU JIO JieueHus1 y ogHoro nanueHTa. AR-V7 mpencrasisier coOoit crutaric-
BapuaHT AR. Ammung. otHocutces k amruingukanum resa AR.

[00105] Ha ¢ur. 15 nmpencraBiena kackagHasl AuarpamMma, MOKa3bIBAKOLIAsT HAMUJTYYIIEe
NPOLIEHTHOE M3MEHEHHE PEe3yJIbTaTOB TecTa Ha mpocrar-cnenuduueckuii antureH (PSA) y 5§
nanueHToB ¢ mMCRPC ¢ mytamusimu AR T878/H875, nonyuaBmmx coenunenus (I-g), a Takxke
MOJIEKYJISIpHBINA cTatyc reHa AR, mpucyTcTByroiero B uupkyaupyroueii onyxonesoit JJHK nnu
LUPKYJIUPYIOIIHUX OMyXOJIEBbIX KJIETKaX COOTBETCTBEHHO, BbIIEIEHHBIX U3 00PA3I0B OT KAXKIOTO
nanuenTa. Kaxnplii cronder npencrasiser coOOi Harydinee MPOLEHTHOE H3MEHEHUE YPOBHS
PSA B mma3sme KpoBH MO CPAaBHEHHIO C YPOBHSIMU N0 JieWeHHs] y onHOro mamueHta. AR-V7
npeacTasisieT cobol crutaiic-Bapuant AR.

Ilepeuyens nocnenoBaTENbHOCTEN

[00106] Bce ccputkm Ha aMHHOKHCIIOTHBIE MYTalLMH B AaHAPOT€HOBOM pPELENTOpE

IIPOHYMEpOBaHbl OTHOCUTENbHO mnocinenoBarenpHocT noxg SEQ ID NO: 1, xortopas

2

NpeacCTaBJICHA HUKE!
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1 mevqlglgrv yprppsktyr gafqnlfqsv revignpgpr hpeaasaapp gasllllqqq

61 99999qqqqq 9999999999 etsprqqqqq qgedgspqah rrgptgylvl deeqqpsqpq
121  salechperg cvpepgaava askglpqqlp appdeddsaa pstlsligpt fpglsscsad

181  lkdilseast mqllqqqqqe avsegsssgr areasgapts skdnylggts tisdnakelc

241  kavsvsmglg vealehlspg eqlrgdcmya plligvppavr ptpcaplaec kgsllddsag
301  kstedtaeys pfkggytkgl egeslgcsgs aaagssgtle lpstlslyks galdeaaayq

361  srdyynfpla lagppppppp phpharikle npldygsawa aaaaqcrygd laslhgagaa

421  gpgsgspsaa assswhtlft acegqlygpe ggggegegag ggggggggeg gggeagavap

481 ygytrppqgl agqesdftap dvwypggmvs rvpypsptcv ksemgpwmds ysgpygdmrl

541  etardhvlpi dyyfppgktc licgdeasge hygaltcgsc kvftkraaeg kqkylcasrn

601  dctidkfrrk ncpscrirkce yeagmtlgar klkklgnlkl qeegeasstt spteettqkl

661  tvshiegyec qgpiflnvlea iepgvvcagh dnnqpdsfaa llsslnelge rqlvhvvkwa

721  kalpgfrnlh vddqmaviqy swmglmvfam gwrsftnvns rmlyfapdlv fneyrmhksr
781  mysqcvrmrh Isqefgwlqi tpqeflemka lllfsiipvd glkngkffde Irmnyikeld

841  riiackrknp tscsrrfyql tklldsvqpi arelhqftfd llikshmvsv dfpemmaeii

901  svqvpkilsg kvkpiyfhtq

ITonpoOHoe onucaHue

OITPEJAEJIEHMA

[00107] Tepmun «rajoren» unu «rajgoreHo» ornocurcs Kk gropy (F), xnopy (CI), 6pomy
(Br) wnu #iony (I).

[00108] Tepmun «C;-Cgankmr» OTHOCHUTCS K HACBIIIEHHOMY YIJIEBOJOPOAY C MPSIMOU
WIN Pa3BETBIICHHON LIETbIO, conepxkamemMy 1-6 aromos yraepona. ITpumepst (C;-Ce)ankumbHoON
IPYIIIBI BKIFOYAOT O€3 OrpaHIMYEHHs] METHII, 3THJI, IPOTHJI, OyTHII, IEHTHII, TE€KCUJI, U30TPOITHII,
u300yTHII, BTOP-OYTHII, TPET-OyTHII, H30TIEHTUJI, HEONIEHTHJT U H30TEKCHII.

[00109] Beipaskenue «papMalieBTUYECKH MpUEMIIeMasi COJIbY, MPUMEHSIEMOe B TAHHOM
IOKYMEHTE B OTHOLIEHHH coenuHeHus ¢opmydsl (I), o3HauaeT coneByr GopMy COCOMHEHUS
dbopmysl (1), a Takske THAPATHI CONEBON (POPMBI IPU HATUYUHU OTHON WIH OOJIee MOJIEKYJT BOMBI.
Takme coneBble W TUAPATHPOBAHHBIE (POPMBI COXPAHSIIOT OHOJIOTHUECKYIO AaKTHBHOCTB
coenuHenus Gopmybl (I) U He SBISAIOTCA HEXKENATENbHBIMU C OUOJIOTUYECKON WM HHON TOYKH
3peHus], T. €. IEMOHCTPUPYIOT MHHUMAJIbHOE KOJHUYECTBO JIMOO OTCYTCTBUE TOKCUKOJIOTHYECK UX

s dexros. MmmocrparuBable «papMareBTHIECKH MPUEMIIEMbIE COJIN» BKJIFOYAIOT, Hanpumep,
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BOJIOPAaCTBOPUMbIE M BOJOHEPACTBOPUMBIE COJIM, TaKHWe€ KakK alleTaTHble, aMCOHaTHbIe (4,4-
IUaMUHOCTHIIbOEH-2,2-mucynbdoHar), OeHzoncynbpoHaTHbE, O€H30HATHBIE, OWKapOOHATHBIE,
OucynbdaTHble, OUTApTpaTHBIE, OOpaTHBIE, OPOMHIHBIE, OyTHPATHBIE, KAJbLIUEBBIE, KAJBLHS
57eTaT,  KaM3WJaTHble, KapOOHAaTHblE,  XJIOPUIHBIE, LUTPATHbIE,  KJIaBYyJapHATHBIE,

AUTUAPOXJIOPUAHBIC, OSACTATHBIC, OAU3SUIIATHBIC, OCTOJIATHBIC, J3UJIATHBIC, (l)yMapaTHbIe,

TJIFOLICTITATHBIE, TJTIFOKOHATHBIE, IJIyTaMaTHBIE, TJIMKOJUIHJIAPCAHUIIATHBIE,
rekcagropdochaTHbie,  IeKCHIPE3OPLUHATHBIE,  THApPa0aMUHOBBIE,  T'HMAPOOPOMHIHBIE,
THAPOXJIOPUIOHBIE, FI/II[pOKCI/IHa(bTOaTHbIe, I\/'IOI[ HUOHBIC, HU30THOHATHBIEC, JIAKTATHBIE,

JaKTOOMOHATHBIE, JIAypaTHbIC, MATHUEBbIC, MaJIATHbIC, MaJIeaTHbIE, MaH/IeIaATHbIE, ME3UJIATHBIE,
METHJIOPOMUIHBIE,  METWJIHUTPATHBIE,  METWICYJb(paTHblE, MYyKaTHbIE,  HAICHUJIATHBIE,
HUTpaTHble, N-METWITTIOKAMHHAMMOHUEBYIO  COJb,  3-THAPOKCH-2-HApTOAT, OJICaTHBIE,
OKCaJlaTHbIe, MaJbMUTaTHbIE, MamoatHbie (1,l-meTen-Ouc-2-ruapokcu-3-nadroar, 3WHOOHAT),
NIAaHTOTEHATHBIE, bocharueie/nudocdarasie, MUKpaTHbIE, NOJIUT AJIAKTYPOHATHBIE,
NPONHOHATHBIE, I-TOJYOJCYJIb(OHATHBIE, CANULMJIATHBIE, CTeapaTHbIE, CyOaleTaTHbIE,
CYKLMHaTHbIE, CyJb(aTHbIE, CYyIb(QOCATUIMIATHBIE, CypaMaTHblE, TaHHATHBIE, TapTPATHBIE,
TEOKJIATHBIE, TO3WIATHBIE, TPUITHOIUAHBIE U BAJIEPATHBIE COJIHU.

[00110] TepmuH «H30Mep» OTHOCHTCS K COJIIM W/HJIM COCOMHEHHUSIM, KOTOPbIE UMEIOT
OJMHAKOBBII COCTaB W MOJIEKYJSIPHYIO MAacCy, ONHAKO OTJIMYAIOTCA MO (DH3MYECKUM H/HUIH
XUMHYECKUM cBoWcTBaM. CTpPYKTypHblE pa3iIu4us MOTYT 3aKJIKYaTbCsd B CTPOCHUHU
(reomeTpuvecKkne U30MEPbI) UM B CIIOCOOHOCTH BpPAalIaTh IJIOCKOCTDb IMOJIIPH30BAHHOIO CBETA
(crepeomzomepnl). UTo Kacaercsi CTepeon3oMepoB, conu coenuHeHus ¢Gopmynsl (I) moryt
cofiepKaTh OAMH MM Oojiee aCHMMETPUUYHBIX aTOMOB YIJIEPOAa M MOTYT BCTPEYaThbCs B BUAE
paLeMaToB, palleMUYeCKIX CMeCell M OTJeNbHBIX SHAHTHOMEPOB UJIM AUACTEPEOMEPOB.

[00111] Coenunenus ¢opmy:sl (I) MOryT CylecTBOBaTh Kak B HECOJNbBATHPOBAHHBIX,
TaK ¥ B COJIbBATHPOBAHHBIX (POpMax, TAKUX KakK, HAPHMeEP, TUAPATHL

[00112] TepmuH «conmpBaT» O3Ha4aeT (HOPMY MPHUCOSTUHEHHs PACTBOPHUTENS, KOTOpast
COAEPKUT JTUOO CTEXUOMETPUYECKHE, JTHOO HECTEXMOMETPHUYECKUE KOJMYECTBA PACTBOPHUTEIISL.
HekoTopble coenuHeHHss HMMEIOT TEHISHIMIO YAEPKUBATh MOJIEKYJbl PACTBOPUTENS B
KPUCTAJUTHMUYECKOM TBEPJAOM COCTOSIHUU TNpHU (PUKCUPOBAHHOM MOJIIPHOM COOTHOLICHUH, TEM
camMbiM 00Opasysi conbBar. Eciu pacTBopuTenb MpencTaBisieT coOOW BOAy, OOpa3sOBaHHBIM
COJbBAT TPEACTABIsIET COOOM THApAT, €CIU PAaCTBOPUTENb MPEACTABISET COOOH CHUPT,
00pa3oBaHHBINA COJIBBAT MpeacTaBisieT coboil amkoronaT. ['maparsl 0Opa3yrOTCs MOCPENCTBOM
COYeTaHUs] OHOW Wi 0oJiee MOJIEKYJI BOABI C OAHHM M3 BELIECTB, I7I€ BOJA COXPAHSET CBOE
MoJieKyJsipHOe coctosinue B Buae H,O, mpu 3TOM B pe3ysbTaTe TaKOro COUETaHUsI CIIOCOOHBI
00pa3oBbIBATLCS OJUH WK Oojiee ruapaTtoB. B ruapaTax MonekyJsibl BOABI MPUCOESIMHEHBI Uepes3
BTOPUYHBIE BAJIEHTHOCTH ITOCPEACTBOM CHJI MEKMOJIEKYJISIPHOTO B3aMMOJICHCTBUS, B YACTHOCTH,
BOJIOPOJHBIX MOCTHKOB. TBepable THAPAThl COXEp’KaT BOAY B BHIE TaK Ha3bIBAEMOM
KPUCTAJNTMUECKOH BOABI B CTEXHOMETPUYECKHX COOTHOIIEHUSIX, P 3TOM MOJIEKYJIbl BOIbI HE
TOJDKHBI SIBIISIThCS SKBUBAJIEHTHBIMU C TOYKH 3PEHHUS UX CBS3BIBAIOINETO cOCTOsSHUS. [Ipumepsl

ruaparoB NpeAaACTaBJIAKOT coboii CCCKBUTHAPATBI, MOHOTUAPATHIL, AUTUAPATBI UM TPUTUAPATHL.
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I'mnpatel conell COeNMHEHHUs] MO HACTOSALIEMY HM300PETEeHHIO SIBJAIOTCS B PABHOH CTENEHU
HOJX OASILIIFIMHL.

[00113] Ecnu coenuHeHne noasepraercss KpUCTAUIM3aLlMK U3 PacTBOpPA WM CYCIEH3UH,
OHO MOJKET KPHCTAJUIN30BAaThCs B BUJIE PEIIETKU C PA3JIMYHBIM IIPOCTPAHCTBEHHBIM CTPOECHUEM
(maHHOE CBOWMCTBO HA3BIBAETCS KMOMUMOPIU3M») ¢ 00pa30BaHHEM KPHUCTAIIOB C Pa3IUYHBIMU
KPHUCTAJUTMYECKUMU (POPMAMH, KaXKIbIH U3 KOTOPBIX M3BECTEH IOJA Ha3BaHHEM KIIOJUMOPd».
IIpumensieMblli B DaHHOM JOKYMEHTE TEPMHUH «IIOJMMOP(}» OTHOCHTCS K KPUCTAJUTHYECKOMH
dbopme coenuHeHusi ¢Gopmysbl (I), rme MoNeKybl pPAcloNaralOTCs B y3JIax TPEXMEPHOM
NPOCTPAHCTBEHHOH perreTku. PazHbie momMopdsl coenunenus popmyinl (I) MoryT oTmuyaThest
APYr OT Apyra 1Mo OAHOMY WM Oojiee (PU3NYECKHM CBOWCTBAM, TAKMM KaK PacTBOPHMOCTb U
CKOpPOCTb PACTBOPEHMsI, UCTHHHBIA YyIENbHBbIH BeC, GopMa KpPUCTAJUIA, PEKUM HAKOIUICHUS,
TEKy4eCTb, W/WJIN CTAOMIBHOCTD B TBEPJIOM COCTOSIHUH, U T. 1.

[00114] VYnomuHaeMblii B JaHHOM JOKYMEHT€ TEPMUH «HU30TOIHOE MPOU3BOIHOE»
OTHOCHUTCSI K coenuHeHuro ¢opmyibl (I), KOTOpoe SBISETCS H30TOMHO OOOTAINEHHBIM WJIH
MEUEHHBIM (B OTHOLIEHHH OJHOTO N 0oJjiee aTOMOB COEOUHEHHs]) C TIOMOLIBI OJHOTO HIIH
Oonee crabunpHbIX H30TOMOB. TakmM oOpasom, B AaHHOW 3asBke coenuHeHus ¢opmynst (I)
BKJIFOYAIOT, HAMpPUMeEp, COCOMHEHHUS, KOTOPbIE SBISIIOTCS M30TOIMHO OOOTALIEeHHBIMH HIIH
MEUEHHBIMH C TIOMOIIBIO OHOTO WK OOJIee aTOMOB, TAKUX KaK JEHTEpHil.

[00115] IIpumeHsieMBIii B JAHHOM TOKYMEHTE TEPMHUH «(papMaLeBTHUECKN MTPHEMIIEMbIe
IPOJIEKAPCTBA» OTHOCHUTCS K TEM IMPOJIEKapCTBaM Ha OCHOBe coennHeHuit popmyer (1), koTopsie
C MEOWIMHCKOM TOYKM 3PEHUS SBJLIIOTCS NOAXOASIIUMM Ui TPUMEHEHUS B KOHTAKTe C
TKaHAMH JIHOAeH M HM3IIUX OJKUBOTHBIX O€3 M3JIMIIHEH TOKCHYHOCTH, Ppa3Apa’kKeHus,
aJNJIeprudeckoil peakluy U T. 1., COPA3MEPHBIMU C NIPUEMJIEMbIM COOTHOLIEHUEM I0JIb3a/PUCK U
5 PEeKTUBHBIMU B OTHOLICHUH UX MPEATIONAraeMOro IPUMEHEHHs, a TaAKKe, TAe 3TO BO3MOXHO,
K LIBUTTEP-MOHHBIM (pOopMaM COEANHEHHUS IO HACTOSIIEMY H300PETEHHIO.

[00116] Tlpumensiemblii B HAaHHOM JOKYMEHTE TEPMHH «IPOJIEKAPCTBO» O3HAYAET
COeMHEHHE, KOTOpoe o0yiafaer CHOCOOHOCTBIO K MPEBPAIICHHIO in VIVO MeTabOoIHYeCKHM
nyteM (Hampumep, TOCPEACTBOM THAPOJHM3a) C TOJIYYEHHEM KaKOro-JHOO COEOUHEHUS,
omnpeneneHHoro (GopMmysaMu Mo Hacrosimemy u3oOpereHuro. Pasmuunbie GOpMbI POJIEKAPCTB
W3BECTHBI U3 YPOBHS TEXHUKH, Hampumep, kak onucaHo B Bundgaard, (ed.), Design of Prodrugs,
Elsevier (1985); Widder, et al. (ed.), Methods in Enzymology, vol. 4, Academic Press (1985);
Krogsgaard-Larsen, et al., (ed). «Design and Application of Prodrugs, Textbook of Drug Design
and Development», Chapter 5, 1 13-191 (1991); Bundgaard, et al., Journal of Drug Deliver
Reviews, 8:1 -38(1992); Bundgaard, J. of Pharmaceutical Sciences, 77:285 et seq. (1988);
Higuchi and Stella (eds.) Prodrugs as Novel Drug Delivery Systems, American Chemical
Society (1975), u Bernard Testa & Joachim Mayer, «Hydrolysis In Drug And Prodrug
Metabolism: Chemistry, Biochemistry And Enzymology», John Wiley and Sons, Ltd. (2002).

[00117] Hacrositnee n3o0peTeHne TakxKe OXBaThiBaeT (hapMalleBTUUECKHE KOMITO3ULINH,
comepxaiiie (papMalieBTUYECKH TNpUEMIIEMble IIPOJIEKApCTBA HAa OCHOBE COEAMHEHUH IO

HACTOSIIEMY H300PETEHUI0, M CHOCOOBbI JIEUEHHs] HApYIIEHUIl IOCPEACTBOM WX BBEIEHUSL.
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Hanpuwmep, coenuHeHus: Mo HAaCTOALIEMY HM300PETEHUI0, UMEIOINe CBOOOIHbIE aMHHOTPYIIIIHI,
aMHUJIOTPYNIbL, THAPOKCUTPYIIBl WM KapOOKCHIIbHBIE TPYMIbBIL, MOXHO IpeBpamarth B
nposexkapctsa. [IponekapcTsa BKJIIOYAIOT COEIUHEHUS, II€ AMUHOKHUCJIOTHBIA OCTaTOK WM
NOJIUMENTHIHAs Lenb U3 ABYX wWid Oojee (Hampumep, ABYX, TpPeX MM YETHIPEX)
AMHHOKHUCJIOTHBIX OCTATKOB KOBAJIEHTHO NPUCOEUHEHBI Yepe3 aMUIHYIO WM CJIOKHO3(PUPHYIO
CBsI3b K CBOOOIHOM aMHUHOTPYMIE, THUAPOKCUTPYMIIE WJIN TIpynmne KapOOHOBOH KHCIOTBHI
COEIMHEHUII MO HACTOSIEMy H300peTeHNI0. AMHMHOKHCIOTHBIE OCTaTKH BKJIOHAOT 0e3
orpanuueHusi 20 BCTPEHAOIIMXCS B NPUPOAE AMHHOKHCIOT, OOBIYHO 0003HAYaeMbIX
TpexOyKBEHHbIMH CHMBOJIAMH, a TaKKe€ BKJIIOYAIOT 4-TUAPOKCHUIIPOJHH, THAPOKCHIIM3HH,
JIEMO3UH, HW30JIEMO3WH, 3-METWJITHCTUAWH, HOPBAJIWH, O€Ta-ajlaHWH, raMMa-aMHHOMACIISTHYEO
KHUCJIOTY, LMTPYJUIMH, TOMOLIMCTEUH, TOMOCEPHH, OPHUTHH M METHOHUHCYJIb(GOH. Takxke
OXBAY€HBbl JOMOJIHUTEIbHBIE THIbI THpoJsiekapcTB. Hampumep, cBoOomnble KapOOKCHUIbHBIE
IPYIIBl MOTYT OBITH JE€PUBATHU3UPOBAHBI B BHIE aMHIOB HJIM CIOXKHBIX AJKHJIOBBIX 3(HUPOB.
CBoOopmHbIE THIPOKCUTPYIIBI MOTYT OBbITh JEpUBATH3UPOBAHBI C MNPUMEHEHHEM TIPYIII,
BKJIFOYARO LITUX oe3 UCKJIIOUEHUS reéMHUCYKLIHATHBIE, docharapuphbre,
IUMETHIIAMUHOALIETaTHRIE  WIH  (POCHOPHUIIOKCUMETUIIOKCUKAPOOHWIIbHBIE — TPYMIBL, KAk
usnokeHo B Advanced Drug Delivery Reviews, 1996, 19, 1 15. Takske BKITIOYEHBI ITPOJIEKApCTBA
Ha OCHOBe KapOamara il THAPOKCH- M aMHHOTPYII, a TakXKe IPOJEKapCTBa HAa OCHOBE
kapOoHaTa, CIOXHbIE CyJlb(oHaTHbIE 3GUPbBI M CIOXKHBIE Cyib(aTHbie 3GUPBl AT
TUIPOKCUTPYIIIL. Taxxe OXBau€Ha  JepuBaTH3alUsl  TUAPOKCUTPYII B BHUAE
(aLMIIOKCH)METHIIOBBIX U (ALIMJIOKCH )3THIIOBBIX MPOCTHIX 3(UPOB, I/l aALWIbHAS TPYIA MOXKET
NPEACTABIATh COOOH CIOXKHBIM aJKUIIOBBIM 3¢up, HEOOs3aTeNbHO 3aMEIIEHHBIH TI'PYMIaMH,
BKJIIOYast Oe3 orpaHu4eHusi (yHKLHOHAJIbHbIE TPYNIbl B BUAE NPOCTOro 3dupa, amuHa U
KapOOHOBOHM KHUCIIOTBI, WM TA€ alWIbHas TPyNna NPeacTaBiIseT COOOW CIOXHBIA 3hup
AMMHOKHCJIOTBI, KaK onucaHo Beimre. [Iponexkapcra ganHoro tuma omucadel B J. Med. Chem.
1996, 39, 10. CoboxHble aMUHBI TaK)kK€ MOTYT OBITh JNEPUBATH3UPOBAHBI B BUIE AMUJOB,
cynbpoHamunoB uiu (ochoHamunoB. Bce maHHble (parMeHTBI, TPENCTABJIIOIIME COOOMU
NPOJIEKAPCTBO, MOTYT BKJIOYATh TPYIINbL, B TOM 4HCie 0e3 OrpaHu4eHust (PyHKIHUOHAIbHbIC
IPYMIbl B BUIE MPOCTOro 3pupa, aMuHa 1 KapOOHOBOH kuciaoThl. KomOuHanmm 3amectureneit u
NEPEMEHHBIX, MPEIyCMOTPEHHBIE HACTOSIIUM H300pETEeHHEM, MPEICTABISIOT COOOH TOJBKO
TAKOBBIE, KOTOPBIE MPUBOIAT K 0OPA30BAHUIO CTAOMIIBHBIX COEINHEHHH.

[00118] MeracTtaTuueckuil pak MPEACTATENIbHOM JKEJIEe3bl MJIM METACTa3bl OTHOCSITCS K
pPaKy MPENCTAaTENbHON >KeJie3bl, KOTOPbI PacHpOCTPAHWIICS 3a Mpeaesibl MPeACTaTebHOU
JKeNe3bl B IPyrue 4acTH Teja, HalpuMep, KOCTH, JUM(pATHYECKHE Y3IIbl, TE€YEeHb, JIETKHE,
rOJIOBHOM MO3T.

[00119] KacTpauMOHHO-PE3UCTEHTHBIM pak MPEACTATeNIbHON JKeNe3bl WU KacTpar-
PE3UCTEHTHBIN pakK NPEACTATEIbHOU Kejie3bl (WM pakK MPEeNCcTaTeIbHON >KeIe3bl, KOTOPBIH
SBJIIETCS KACTPALMOHHO-PE3UCTEHTHBIM MJIM KAaCTPAT-PE3UCTEHTHBIM) MPEACTABISET COOON THIT
paka TMpeAcTaTeNbHON SKEJe3bl, KOTOPbIH MPOAOJKAET pPAacTH, [AaXe €CId KOJUYECTBO

TECTOCTCPOHA B OPraHnU3Me CHHUXKACTCS 10 OYCHb HU3KUX ypOBHeﬁ.
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[00120] MeTactaTnuueckuil KaCTPaLlMOHHO-PE3UCTEHTHBIN pak MPENCTATEIbHON KENe3bl
NpeACTaBIsieT COOOW THN paka NPEACTATeNIbHOW JKene3bl, KOTOPBIH MEeTacTa3HupoBal H
NPOOJDKAET PACTH, JIaXKe €CIH KOJHYECTBO TECTOCTEPOHA B OPraHU3ME CHMKAETCS IO O4YeHb
HU3KUX YPOBHEN.

[00121] IIpumeHsieMblil B TaHHOM AOKYMEHTE TEPMHH «JIEUEHHUE» ONUCHIBAECT BEACHUE U
yXOI 3a CyOBEKTOM C Lejbio OOpbObl ¢ 3a00jeBaHMEM, COCTOSIHUEM WJIM HApyLIEHHEM U
BKJIIOYAET CHIDKEHHE WM OOJierdyeHre CHMIOTOMOB WM OCJIOXKHEHHH, WM YCTPaHEHHE
3a00NIeBaHMsI, COCTOSIHUS HJTH HAPYIIECHUSI.

[00122] IIpumeHsiemMblli B JAHHOM JOKYMEHTE TEPMHH «IPEAyNpeKIeHUE» OMUCHIBAET
OCTaHOBKY HayaJla CHMIITOMOB HJIH OCJIO’KHEHHH 3a00I€BaHMUs, COCTOSTHHSI MJIH HAPYIISHHUS.

[00123] TepmuH «BBeOEHHUE» OTHOCHUTCS K BHECEHHIO CPEACTBA, TAKOTO KaK COCIUHEHUE
dbopmysl (I), B opranusm cyobekta. CBsi3aHHbIE ¢ HUIM TEPMUHBI OCYIIECTBIISITH BBEACHUE» U
«BBeNeHHE  4ero-mudo» (M rpaMMaTHYecKue  SKBUBAJIEHTBI)  OTHOCATCA  KaK K
HETIOCPEACTBEHHOMY BBEIEHHIO, KOTOPOE MOXKET MPENCTaBIsATh COOOH BBENEHHE CYOBEKTY
CHEeLUAIUCTOM B 00JIACTH MEIMIMHBI WA CAMOCTOSITENIbHOE BBEIEHHE CYOBEKTOM, TaK W/WIIH K
OTOCPEIOBAHHOMY BBEACHHIO, KOTOPOE MOXKET NMPEACTaBIATh COOOH NeCTBHE MO HA3HAYSHHIO
JIEKapCTBEHHOro cpencTea. Hampumep, nedammuii Bpad, KOTOPBI AaeT YKa3aHUs TMALUEHTY B
OTHOIIEHUH CAMOCTOSITEIbHOTO BBEACHHUS JIGKAPCTBEHHOTO CPEINCTBA W/WJIM BBINHCHIBAET
NAlMEeHTy PELeNT Ha JIEKAPCTBEHHOE CPEACTBO, OCYLIECTBIISIET BBEIECHHE JIEKAPCTBEHHOTO
CpEeACTBa MALUEHTY.

[00124] TepMuH «IIPOTHBOPAKOBOE CPEACTBO», NMPUMEHSEMBII B JNaHHOM JOKYMEHTE,
NPUMEHSIOT AJIs1 OTIMCAHMs CPEACTBa, 3(Pp(PeKTUBHOro B JIEUEHUM paka, WIM TE€PANEBTUUYECKOTO
CpeACTBa, BBOJUMOIO OJHOBPEMEHHO C  IPOTHUBOPAKOBBIM  CPENCTBOM  (Hampumep,
HAJIOHOCETPOHOM), C KOTOPBIM MOJKET OBITh BBEAEHO COBMECTHO M/MJIM COCTABIEHO COBMECTHO C
coenuHenueM (opmyinbl (I) st nevenus paka U moOouHBIX 3(P(PeKToB, aCCOLMUPOBAHHBIX C
JICYCHHEM paKa.

[00125] B HekoTOpBIX BapHaHTaX OCYLIECTBJEHUs IOTOJHUTEIHHOE MPOTHUBOPAKOBOE
cpenctBo BbiOpaHO U3 yoboro w3 caenyromero. uHruOutopa FLT-3, wunruburopa
annporenosoro penenropa, naruonropa VEGFR, uarundutopa TK EGFR, unruturopa kunasst
Aurora, mopymsropa PIK-1, maruburopa Bcl-2, maruburopa HDAC, unruburopa c-Met,
unruoutopa PARP, unruburopa CDK 4/6, anturena x HGF, wunaruburopa TK IGFR,
unruouropa PI3-kmnase, wuHruburopa AKT, wunrubutopa JAK/STAT, wunruburopa
KOHTPOJIBHBIX TOUYEK |, HHrHOUTOpa KOHTPOJBHBIX TOUYeK 2, mHruoburopa PD-1, naruduropa PD-
L1, wunruburopa B7-H3, wunrunbutropa CTLA4, wunruburopa LAG-3, aronucra 0X40,
UHruOuTOpa KHHAa3bl (POKAJBHONH anre3sud, WMHIHOWTOpa KWHAa3bl Map-KHWHa3bl, aHTHTEJA-
nosymiku VEGF u cpenctsa XxumMuueckoil kactpauuu.

[00126] B HekoTOpBIX BapHaHTaX OCYLIECTBJEHUS IOMOJHUTEIbHOE MPOTUBOPAKOBOE
CPEICTBO BBIOPAHO W3 JIIOOOTO W3 CJIEAYIOLIEro. MeMeTpeKcena, HIminMyMada, BOPUHOCTATA,
3TOMO3U/A, TIeMUUTaOWHA, JOKCOPYOHMIMHA, BHUHKPHCTHHA, TEMO30JOMHA, KaleluTaOnHa,

VPUHOTEKAHa, TamoKkcu(eHa, aHacTpasosa, 5KCEeMeCTaHa, JeTPOo30a, DES
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(mmTIncTunbdecTpona), 3CTpaaMoNa, ACTporeHa, Oepaum3ymada, Tro3epeiiiHa  alerara,
JeWrnponuga  aunerara,  TPUNTOPENMHA  [1aMoaTa,  MEAPOKCHUIIPOreCTepOHAa  aleTara,
T'MIPOKCUIIPOTECTEPOHA  KarpoaTa, palokcudeHa, Merectpoia amerara, KapOoIiaTuHa,
LUCIUTATHHA, JakapOa3WHa, MeETOTpeKcaTa, BHHOJNACTMHA, BUHOPEJOWHA, TOIOTEKAaHa,
¢unacrepuna, ap3okcudena, ¢QynBecTpaHTa, NpPEAHM30HA, aOuUpaTepoHa, SH3ATYTAMHIA,
amanyTamHaa, JapoiyTamuia, cumyJheinesna-T, nemOponusymada, HuBonymada, neMuruinmMada,
arezommsymaba (Tecentriq), aBemymaba (Bavencio), nypBamymaba (Imfinzi), nouerakcena
(Taxotere), kabasurtakcena (Jevtana), mutokcantpona (Novantrone), sctpamyctuna (Emcyt),
JOLETaKCeNa, KETOKOHA30J1a, THCTPEJHA, TPHUNTOpENnHa, OycepelnHa, LUIIPOTEpPOHa,
baytamuna, OukaayTaMuaa, HUTyTAMKIA, TTAMUIPOHATA U 30JIEAPOHATA.

[00127] AoOupartepoHa amnerar mpencTaBisieT COOOW KOMMEpPYECKH JOCTYIHOE
JIEKApCTBEHHOE CPENCTBO IS JICUEHHS METAaCTaTUYEeCKOro KacTpaT-pe3UCTEHTHOTO paka
NPEeACTaTeNIbHON JKene3bl, pa3padoraHHoe Janssen M mpojaroIneecst o7 TOPTOBBIM HAa3BAHHUEM
Zytiga®.

[00128] Mcnonb3yemblii B JAHHOM JOKYMEHTE TEPMUH «TepaneBTHYeCKH 3(pdexTrBHOE
KOJINYECTBO» O3HAYAET KOJWYECTBO CBOOOMHOrO OCHOBaHUs coenuHeHust (opmyner (1),
NOCTATOYHOE IJIsl JICYSHWs], OOJIeTYEeHUs WIM MNPEAyNpeKIeHHs] YKa3aHHOTO 3a0oJeBaHMs
(HampuMmep, paka TMPencTaTeNIbHOM Kejle3bl), CHUMITOMA 3a0OJIeBAaHUS, HAPYIICHHS WJIH
COCTOSIHUSI, WUIM Ui JEMOHCTPALMH BBIIBJISIEMOTO TEPANEBTHUYECKOTO WJIM HHTHOMPYIOIIEro
spdexra. DPdexkT MOKHO BBISIBJIATH MOCPEACTBOM JIOOOTO Crocoba aHain3a, U3BECTHOTO W3
ypOBHSI TeXHUKH. D(PPeKTUBHOE KOJMUECTBO JUIsi KOHKPETHOTO CyOBEKTa MOXET 3aBHUCETHh OT
BeCa TeNla, pa3Mepa M COCTOSHHUS 37I0pOBbsl CyObBEKTa, INPHUPOABI U PACIPOCTPAHEHHOCTH
COCTOSIHHSI, a Takke OT HEeOOXOOUMOCTH  BBENEHHs CYOBEKTy  IOTOJHUTENIbHBIX
TEpaneBTHUECKUX CpencTB. TepameBTudecku d(P(GEKTUBHBIE KOJMYECTBA Ui 3aJaHHOMN
CUTyaLlMd MOKHO ONpPENeNsITh MOCPEICTBOM CTAHAAPTHBIX HKCIEPHUMEHTOB, HAXONSLIUXCS B
paMKax HaBBIKOB U MHEHHMsI KJIMHULIUACTA.

[00129] TIlpumensiemblii B gaHHOM OOKyMeHTe TepMHUH «Cp,x» OTHOCHTCS K
HaOJIFOTaeMOM MaKCUMAJIbHOUM (TTMKOBOM) KOHIEHTPAIMH YKA3aHHOTO COEOUHEHUsS B IUIA3Me
KPOBH y CyOBEKTa MMOCIIe BBEIEHUS JO3bI TAHHOTO COEMHEHUS CyOBEKTY.

[00130] Ilpumensiemblii B naHHOM noKyMeHTe TepMuH «AUC» oTHOCUTCS K OO0mei
TUIOMIAIA TIOJT KPUBOW 3aBUCHMOCTH KOHIIEHTPALIMHM B IJIa3Me€ KPOBH OT BPEMEHH, KOTOpas
NpencTaBisieT CoOOW  Mepy BO3JEWCTBHS COENUHEHUS, MPEACTABISIONIET0 WHTEpeC, W
npencTaBisier coOOH WHTerpajl OT KPWUBOH 3aBUCHMOCTHU KOHIEHTPALlMd OT BPEMEHH TOCJe
BBEJICHUs] OIHOKPATHOW 1O3bI WK B cocTosiHuM paBHOBecus. AUC BBIpaXKarOT B €IMHULIAX,
NPEACTABIIIOIUX COOOM HIr*u/mMit (Hr X 9/mi).

[00131] ITpumensiemsbrit B nanaoM AokyMmente TepMuH «AUC,,» orHOocutcs k AUC ot 0
94acoB J10 KOHI[Aa NHTEPBaja BBEACHUS 103.

[00132] Tepmun «AUCq.24» 03Hauaer AUC ot 0 yacoB 10 24 4acoB mocjie BBEICHUS
OIHOKPATHOM JO3BbI.

[00133] Tepmun «xoHTpoNupyeMoe BbicBOOOAeHUe» uinu «CR», mpumeHsieMblii B
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JAaHHOM JTOKYMEHTE B OTHOLIEHWH JIEKAPCTBEHHOHW (POPMBI IJIs1 IEPOPATBHOTO MPUMEHEHHs 110
HACTOSIIEMY H300pETeHHI0, O3HadaeT, 4ro coenuHeHne ¢opmynsl (I) BbicBOOOXKTmaeTcs wu3
JIEKapCTBEHHON (OPMbI B COOTBETCTBHM C TMPENBAPUTENBHO OMNPEAENCHHbIM MpoduieM,
KOTOPBI MOXKET INpenycCMaTpUBaTh BPEMs M MECTO OCYLIECTBJIEHUs BBICBOOOXKIEHMsS IOCIE
NepOPaNIbHOTO BBEACHUS W/WUJIM YKa3aHHYIO CKOPOCTb BBICBOOOXKAEHUS B TEUEHHE YKa3aHHOTO
MPOMEXKYTKA BPEMEHHU.

[00134] TepmuH «cpenctBo, oOecmeuuBarollee KOHTPOJIUPYEMOE BBICBOOOKICHHEY,
NPUMEHSIEMbIl B TAHHOM JOKYMEHTE B OTHOLIEHHH JIEKAPCTBEHHOW (HOPMBI 1Jisi IEpOPaNbHOTO
NPUMEHEHHUs 110 HACTOALIEMY H300PETEHHIO, OTHOCUTCS K OTHOMY WM OoJiee BEeLIeCTBaM MU
MarepuajiaM, KOTOpblEé MOIYJUPYIOT BbICBOOOXKIeHHe coenauHeHust ¢opmynsl  (I) u3
nekapcTBeHHOH popmbl. CpencTsa, oOecneunBaroIne KOHTPOJIHPYEMOE BBICBOOOKIEHHE, MOTYT
NPEACTABISITh COOO MaTepHasbl, KOTOPbIE SIBJISFOTCS OPraHUYECKHMMH WJIH HEOPTaHUYECKHMU,
BCTPEUAIOLIUMHCS B MPUPOAE MM CHHTETUYECKHMH, TaKue Kak IOJIMMEpHblE MaTepHalbl,
TPUTTULEPUb], MPOU3BOAHBIE TPUIJIMLIEPUAOB, JXUPHbIE KHUCJIOTHI U COJHU JKUPHBIX KUCIIOT,
TaJbK, OOpPHAst KUCIIOTA U KOJUIOMIHBIA TUOKCUIT KPEMHHUSI.

[00135] TepmuH «KHIIEYHOpPACTBOpHMAs O0OJOYKa», NPUMEHSIEMbIi B JaHHOM
JIOKYMEHTE B OTHOLIEHHWHU JIEKAPCTBEHHOU (HOPMBI 110 HACTOSIIEMY H300PETEHHIO, OTHOCUTCS K
pH-3aBuCHMOMY MaTepuay, KOTOPBIA OKPY3KaeT siApo, coaepkamee coequHerne ¢popmysl (1),
U KOTOPBIH IO CYTH OCTAa€TCsd HEU3MEHEHHbIM B KHUCJIOM Cpele XKeNyAaka, HO KOTOPBIH
pactBopsieTcs npu pH cpenpl kUIeYHUKA.

[00136] TepmuH «yCTOHYMBBIM K AEHCTBUIO KEIyAOYHOro cokay uiam «GR»
NPUMEHHUTENIBHO K JiekapcTBeHHOH (opme CR niisi mepopajbHOro NpUMEHEHHsI, ONUCAHHOH B
JaHHOM JOKYMEHTE, O3HAa4yaeT, YTO BbICBOOOXAeHHe coenamHeHus ¢opmyinel (I) B kemynke
cyObekTa He NOJUKHO mpeBbimath 5%, 2,5%, 1% unu 0,5% ot 0011ero KoauuecTBa COeTUHEHHSI
¢dopmyel (I) B nexapcTBeHHOM Gopme.

[00137] IlpumeHsieMblii B NaHHOM JOKYMEHTEe TEPMHH «JIeKapCTBeHHas (opma st
NePOPANIbHOTO  MPUMEHEHHs)» OTHOCHUTCS K  (hapMalEeBTHYECKOMY TMPOAYKTY B  BHUAE
JIEKAPCTBEHHOTO TperapaTta, KOTOPbIH COAEPKHUT YKA3aHHOE KOJUYECTBO (Z03y) COCOMHEHUS
¢dopmynsl (I) B kKauecTBE aKTUBHOI'O HMHIPENHMEHTA MM €ro (hapMaleBTHUECKH MPUEMIIEMYIO
COJIb W/WJI COJIbBAT U HEAKTHBHBIE KOMIIOHEHTHI (BCIIOMOTaTEIbHBIE BEIECTBA), COCTABICHHbIC
B KOHKPETHYIO KOH(UIYPaLUIO, KOTOPAast SBJISETCS MOAXOMAIICH Ui MePOPaIbHOTO BBEACHUS,
TAaKyl Kak TaOJeTka WM Karcyja. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIIEHHS] KOMITO3HIIMU
NpeACTaBJIeHbI B (hOpMe TabJIETKH, KOTOPast MOJKET HMETh PUCKY.

[00138] IIpumMeHsieMBIii B HACTOSILIEM H300pPETEHUH TEPMHUH «HOCUTENb» OXBATHIBAET
HOCHUTEIH, BCIIOMOTaTeJIbHBIE BEIECTBA U Pa30aBUTENN U 03HAYAET MaTepHall, KOMITO3ULHIO UITH
Cpeny-HOCHTENb, KakK, HampuMmep, OKUOKAH WM TBEPABI HAIOJHUTENb, pa30aBUTEND,
BCIIOMOTaTeJIbHOE BEILECTBO, PACTBOPUTEND UM MaTepual AJsl UHKAICYJISILNUY, YYACTBYIOIINN B
NepeHoce WM TPAHCIIOPTHPOBKE (PapMaLeBTHUECKOTO CPENCTBA U3 OJHOTO OpPraHa MM YacTH
TeJa B IPYrol OpraH MM 4acTh Tejia CyOBeKTa.

[00139] AOuparepona amerar mpencraBisieT coOOH KOMMEpPYECKH JOCTYITHOE
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JIEKApCTBEHHOE CPEACTBO I JIEUYEHMs] METACTaTHYECKOrO0 KacTPaT-PEe3UCTEHTHOrO paka
NpeACTaTeNbHON JKene3bl, pa3padoraHHoe Janssen M MpojaroIneecst Mo TOPTOBBIM HAa3BAHHUEM
Zytiga®.

[00140] TepmuH «mpUOIU3UTETHPHO» KAaK YaCThb KOJUYECTBEHHOT'O BBIPAXKEHUS, TaKOTO
KaK «IpUOIM3UTENBHO X», BKIIIOYAET JI000e 3HaueHue, kKotopoe Ha 10% BbIIe MM HIDKE YeM
X, a Takke BKJIKOYAeT JE0OOe YHUCIeHHOe 3HAYeHHEe, KOTOPOe HaXOOUTCs B nuamna3one ot X-10%
1o X+10%. Takum oOpa3om, HarpuMep, BeC, COCTABISIOMUI npuban3uTenbHo 40 T, BKIFOYAeT
BEC, COCTaBIsIFOIIMIA OT 36 T 10 44 1. [Ipy npUMEeHEeHNHU B TaHHOM JOKYMEHTE JUisi 0OO3HAYEHUs
AMHHOKHCJIOTHBIX ~ OCTaTKOB B AR TepMMH  «npuONM3HMTENbHO»  O3HAYaeT 000
AMUHOKHUCJIOTHBIH OCTAaTOK, KOTOPBIM HAXOAUTCS B Mpefenax 5 aMHUHOKHCIOTHBIX OCTaTKOB OT
ykazaHHoro. Hampumep, korzna yrnomMHHaeTCs HENpepbIBHBIM Y4YacTOK W3 aMHHOKHCIIOTHBIX
OCTaTKOB, MPOCTUPAIOIIHMICS OT TNPUONUBUTEFHO aMHUHOKHCIOTHOrO ocTtatka 560 1o
NpUOIU3UTENIPHO aMHHOKHCIOTHOTO octatka 624 B AR, 3TO OTHOCHTCS K HENpepbIBHOMY
Y4aCTKy U3 AMUHOKUCJIOTHBIX OCTATKOB, MPOCTUPAOIIEMYCSI OT aMHUHOKHCJIOTHOIO OCTaTKa 555,
556, 557, 558, 559, 560, 561, 562, 563, 564 wnu 565 10 aMUHOKHCIOTHOTO ocTaTka 619, 620,
621, 622, 623, 624, 625, 626, 627, 628 unu 629 B AR nmox SEQ ID NO: 1. B HekoTopbIX
BAPHUAHTAX OCYIIECTBJIEHUS] TEPMHUH «IPUOJU3UTENIbHO» O3Ha4daeT JFOOOH aMHUHOKHCIIOTHBIH
OCTAaTOK, KOTOPBIM HAaxOAWUTCA B MpeAenax 3 aMUHOKHMCIOTHBIX OCTaTKOB OT yKa3aHHOro. B
HEKOTOPBIX BApUAHTAX OCYIIECTBIEHHUS TEPMHH «IPUOIU3UTENBHO» O3Ha4daeT Jro0oi
AMUHOKHCJIOTHBIM OCTAaTOK, KOTOPBIM HaXOAWUTCA B Ipenesiax 1 aMUHOKHUCIOTHOIO OCTAaTKa OT
YKa3aHHOTO.

[00141] Tepmun «npenycMaTpUBAKOLIUIY WM «IPEeNlyCMAaTPUBAET» MPUMEHHUTENBHO K
KOHKPETHOW JIEKapCTBEHHOW (opMe, KOMIIO3UIMH, NPUMEHEHHUI0, CHOCO0y WM IpOLecCy,
OIMCAHHOMY WJIM 3asBJSIEMOMY B JIAHHOM JOKYMEHTE, O3HAuaeT, YTO JIeKapCTBEHHast (opma,
KOMITO3HLIUS, TIPHMEHEHHUE, CIOCo0 MM MPOLIECC BKIIIOYAIOT BCE MEPEYUCICHHBIE 3JIEMEHTHI B
KOHKPETHOM ONHMCAHUM WIM NyHKTe (GOpPMyJibl H300pPETeHHUs, HO HE HCKIOYAIOT JApPYrHe
3JIEMEHTHI. BbIpakeHHe «Imo CyTH COCTOMT H3» M (IO CYTH COCTOSIIIUN H3» O3HAYaeT, uTO
OMHUCBIBaEMasi MJIH 3asiBIIsieMasi KOMIIO3HLIUS, JIEKApCTBEHHAsA opMa, crnocod, MpUMEHEHUe TN
MIPOLIECC HE MCKIKYAOT APYTrue MaTepuallbl UM CTaUU, KOTOPbIE CYLIECTBEHHO HE BJIUSIOT Ha
niepeynciieHnble pusudeckue, ¢papmakojornyeckue, (GpapMaKOKHHETHYECKUE CBOICTBA WU
TepaneBTHUecKue 3(PpQPeKTsl KOMIO3UINH, JEKAPCTBEHHYIO (OopMy, CIOCO0, MPUMEHEHHE MU
nporecc. BrlpaxkeHHe «COCTOMT W3» U «COCTOAIIMHM M3» O3HAYAeT MCKIOYEHHE Ooyiee deM
CJIEZIOBBIX 3JIEMEHTOB JPYTUX WHTPEIUEHTOB M CYLIECTBEHHBIX CTAJANN CIIOCO0a WM MpOLecca.

[00142] BeipaskeHue «B YCIOBHUSX HATOINAKY WJIU «COCTOSTHUE HATOINAKY, UCTIOIb3yEMOE
IUIL ONHCAHUsI CyObEKTa, O3HAYAET, YTO CYOBEKT HE NMPUHHUMAJ ULy B T€YEHHE MO MEHbIIEH
Mepe 4 4acoB A0 MOMEHTA BPEMEHH, NPEACTABISIOIIEr0 UHTEPEC, TAKOrO KaK BPEMsi BBECHHUs
coenunenusi Gopmyner (I). B ogHOM BapuaHTe OCYIIECTBIIEHUSI CYOBEKT, HAXOISIIHICS B
COCTOSIHUM HATOIIAK, HEe MPUHUMAJ IUINY B TeUEHUE IO MEHbIIel Mepe Jro0bx u3 6, 8, 10 mm
12 vacos 1o BBeneHus coenuneHust popmyer (I).

[00143] BeipaxkeHue «B YCJIOBHUSIX HE HATOIIAK» WJIM «COCTOSIHUE HE HaTOLIAKY,
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NPUMEHSIEMOE B IaHHOM JOKYMEHTE JJISl OMMUCAHMA CyOBEeKTa, 03HAYAET, YTO CYOBEKT MPHHUMAI
NUIy MeHee ueM 3a 4 yaca 10 MOMEHTa BPEMEHH, NPEACTaBIAIOLIEr0 MHTEPEC, TAKOro Kak
BpeMsi BBeneHus: coenuHeHus (opmynel (I). B onmHoMm BapuaHTe OCyILIeCTBIEHHS CYOBEKT,
HAXOMSAILIMNCA B COCTOSHUHU HE HATOINAK, HE NMPUHMMAJ IHUINY B T€YEHHE IO MEHbIIEH Mepe
mo0bIx 13 3, 2, 1 unm 0,5 yaca 1o BBeneHust coenuHeHus popmydsr (I).

[00144] ®opMbI €MUHCTBEHHOTO YKCJIa TPUMEHSIOTCS B HACTOSIIEM H300pETeHHH IS
o0O3HaueHHss OJHOTO WM Oojiee YeM OAHOro (M. e. 1O MEeHbIIeH Mepe OIHOrO)
rpaMMAaTH4eCKOr0 OOBEKTa JaHHOW (POpMBI €IMHCTBEHHOTO 4YMCiIa. B kadecTBe mnpumepa
«3JIEMEHT» O3HAa4YaeT OJIUH 3JIEMEHT WU 00Jiee OTHOTO HJIEMEHTA.

[00145] TepmuH «w/unu» MPUMEHSIETCS B HACTOSIIIEM HM300peTeHHMH ISl 0003HAUYEHUSI
00 «uy, MO0 UMY, €CITU HE YKA3aHO UHOE.

[00146] TepmuHBI «maLMEHT» M «CYOBEKT» MPHUMEHSIOTCS B IOAHHOM JOKYMEHTE
B3aMMO3aMEHSIEMO M OTHOCSITCS K MJICKOIHUTAIOLIEMY, HANpUMep, K YeIOBEKY, MBIIIH, KpbICE,
MOPCKOW CBHHKE, co0ake, KOIIKe, JIOMAAH, KOPOBE, CBHHBE WM NPUMATY, OTIIMYHOMY OT
YeJIOBEKa, TAKOMY Kak 00e3bsiHa, IUMITaH3e, 0a0yHH WK pe3yc.

[00147] B HEKOTOPBIX BapHAHTAaX OCYLIECTBICHHUS CYOBEKTOM SIBJISIETCS YEJIOBEK.

[00148] B HeEkOTOpBIX BapHaHTAaX OCYLIECTBJIICHUS CYOBEKT MPENCTaBisieT COOOM
YeJIOBEKAa, Y KOTOPOro ObLI TUArHOCTUPOBAH PaK MPEACTATENIbHON JKeIe3bl.

[00149] B HeEKOTOpBIX BapHaHTAaX OCYLIECTBJICHHS CYOBEKT MPENCTaBJsieT COOOM
YeJIOBEKa, Y KOTOPOro ObLT TMAarHOCTHPOBAH METACTATUUECKUN PaK MPEACTATENIbHON JKeJe3bl.

[00150] B HekoTOpBIX BapHaHTAaX OCYLIECTBJICHUS CYOBEKT MpPENCTaBisieT COOOM
YeJIOBEKa, Y KOTOPOro ObUT AMArHOCTHUPOBAH KACTPALIMOHHO-PE3UCTEHTHBIN pak MpeAcTaTeIbHON
JKEJe3bl.

[00151] B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS CyOBEKT NpeacTaBiseT CcoOoit
YeJIOBeKa, Y KOTOPOro ObLI JUArHOCTHPOBAH METACTATUYECKHH KaCTPAIlMOHHO-PE3HCTEHTHBIM
paK MpencTaTeIbHOMN JKeIe3bl.

COEJJUHEHUA ©OPMVIJIHI (1)

[00152] B omHOM acmekTe gaHHasi 3asiBKA OTHOCUTCS K CIIOCOOaM JIeYEHUs W/UIIH
NpEeAyNpexIeHUs] paka, BKIIOYAIOMM BBeneHue coeamHeHus Gopmynsl (I) cyObekrty,
HY>KIAIOIIeMyCcst B 3TOM. B OZHOM acmekTe naHHas 3asiBKa OTHOCHUTCS K MPHMEHEHHIO
coennHeHus popmyIsl (1) B neueHnn n/uinm npeaynpekIeH!H paka MpeacTaTelbHOM kene3bl. B
OHOM acClieKTe IaHHas 3asBKa OTHOCUTCS K TNPUMEHEHHIo coenuHeHusi Qopmynsl (I) B
W3TOTOBJICHUH JIEKQPCTBEHHOTO TIperapara sl JICUSHHWs WM TPEAyNpexIeHUs paka
MIPEACTATEIBbHOMN KeJe3bl.

[00153] Kak ynoMuHaeTcsi B JaHHOM JOKyYMeHTe, coenuHenue ¢popmyisl (I) oTHocHTCS K

COEJIMHEHHIO, UMEIOILEMY CIEAYIOLIYIO CTPYKTYPY:
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1 3
X

: @,
Wik ero (apMaleBTHYECKH TMPUEMIIEMbIM COJIH, SHAHTUOMEPY, CTEPEOU30MeEpY,

COJIbBATY, MOJUMOP(]Y, U30TOMHOMY MPOU3BOAHOMY HIIH TPOJIEKAPCTBY HA €0 OCHOBE, I7Ie

R! npenctasisier coooit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBiisieT co0oit Bogopo, rajored uiu C-Ceallku,

R’ NIPECTABIISIET COOOI BOAOPOI WITH TaJIOTEH;

X' npencrasusier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X* npencrasmsier coboit CH mmu N, u

n pasnsiercst O niu 1.

[00154] B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHHS R! MPEICTaBIISIET COOOM BOTOPOI.

[00155] B HEKOTOpBIX BapHaHTax OCYILIECTBICHUS R' npexacrasisier cobor CN.

[00156] B HexoTopbix BapuanTax ocymectsienns R' mpencrasmser co6oii C-Ceanku.

[00157] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS R* MPEICTaBIISIET COOOH BOAOPOI.

[00158] B HeKOTOpBIX BapUaHTaxX OCYILECTBICHUS R* npezncrasisier codoil rajgoreH. B
HEKOTOPBIX BapUaHTaX OCYILECTBIICHUS R* npezacrasisier codoii F. B HekoTOpbIX BapuaHTax
OCYLLECTBJICHUS R* npencrasisier coboit Cl. B HeKOTOpbIX BapuaHTaX OCYIIECTBICHUS R’
npezacrasisier coboii Br. B HEKOTOpBIX BapuaHTaX OCYIECTBICHUS R’ npezacrasJsier codoi L.

[00159] B HekoTOpbIX BapHaHTax ocymecTBieHus R* mpencrasisier co6oii Ci-Cealaku.

[00160] B HEexoTOpBbIX BapUaHTaX OCYIIECTBICHHS R? MPeaCTaBIIsieT COOOM BOAOPO/I.

[00161] B HexoTOpBIX BapUaHTaX OCYILECTBIEHUS R’ npezacrasisier codoil rajoreH. B
HEKOTOPBIX BapHUaHTaX OCYLUECTBJIEHUS R? npezacrasisier codoir F. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHUS R’ npencrasisier codoit Cl. B HEKOTOpBIX BapuaHTaX OCYLIECTBIEHUS R’
npexacrasisieT codboii Br. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS R’ npexacrasJsiet codoi L

[00162] B HEKOTOPBIX BAPHAHTAX OCYLIECTBIIEHHS 110 MEHbLIeH Mepe oxuH 13 X', X°, X°
u X* npencrasmnser coGoit CH.

[00163] B HexoTOpBIX BapraHTax OCYLIECTBJEHUS [0 MEHbIIEH Mepe Ba U3 Xl, XZ, X2 u
X* npencrasusor coboit CH.

[00164] B HExoTOpBIX BapuaHTaxX OCYIIECTBJICHUS MO MEHbBIIEH Mepe TP U3 Xl, Xz, X u
X* npencrasusror coboit CH.

[00165] B HekoTOpbIX BapuUaHTaX OCYILIECTBJICHUS KaKIbIH U3 Xl, x4, X2 u xt
npexacrasisiet coboii CH.

[00166] B HexoTOpBIX BapHaHTaxX OCYIIECTBJICHUS Ka>KAbIA U3 X, xX*uX’ MPENCTABIISAET

co6oit CH, u X* npencrasisier coGoii N.



34

00167] B HexkOoTOPBIX BapUaHTaX OCVILECTBJIEHUS Ka Kbl 13 Xl, X?uX*n € CTaBIISIET
P p y p
co6oit CH, u X npencrasisier coGoii N.
[00168] B HexoTOpBIX BapHaHTaxX OCYIIECTBJICHUS Ka>KAbIA U3 X, xX*uX! MPEICTaBIISAET
co6oit CH, u X* npencrasisier co6oii N.
[00169] B HeKOTOpBIX BapUaHTaX OCYLIECTBICHUS KaKIbIA 13 X5, X uX! NPECTaBIISAET
coboit CH, n X' mpencrasisier co6oii N.
00170] B HeKOTOpBHIX BapHaHTAaX OCYINECTBJICHHS KA KIbIM U3 X'u X*n €ICTaBJIsIET
p p y p
coGoii CH, u kaxpiii u3 X° u X' npencrasnser coboit N.
00171] B HEKOTOPBIX BapHAHTAaX OCYLIECTBICHMS KaXAbIL 13 X' 1 X° IpeCTaBIsieT
P p y p
coGoit CH, u kaxpii 3 X* u X' npencrasmser coboit N.
00172] B HEKOTOPBIX BapHAHTAaX OCYLIECTBICHMsS Kaxubii u3 X' u X' mpeacraBisier
P p y p
coGoit CH, u kaxpii 3 X* u X° npeacrasiser coboit N.
[00173] B HexkOoTOpBIX BapUaHTaX OCYLIECTBJIEHUS KaXKAbIA U3 X' X MPENCTABIISAET
coGoit CH, u xaxcpiii 3 X' u X' npencrasmser coboit N.
00174] B HEKOTOPBIX BapHAHTAX OCYLIECTBICHMS KaXIbii 13 X° u X' MpeacTaBisier
P p y P
co6oit CH, u xaxapiii 3 X' u X° npeacrasser coboit N.
[00175] B HexkOoTOpBbIX BapUaHTaX OCYLIECTBJIEHUS KaXKAbIA U3 X* n X! MPEACTABIISAET
co6oit CH, u xaxcapii 3 X' u X° npeacrasiser coboit N.
[00176] B HexoTOpbIX BapHaHTax OCYLIECTBIEHUs n paBHseTcs 0.
00177] B HeKOTOpBIX BapHaHTaxX OCYLIECTBJICHUS N paBHsETCA 1.
P p y p
[00178] B HekoTOpBIX BapuaHTaXx OCyLeCTBIeHUs coeanHenue ¢Gopmynsl (1)

NpeACTaBIsIeT cOOOM

0 0
NH
O NH N 42:):0
<:>— )_C ?—N::I\/ rf'\N
d =N N._J
NG Gl (I-a),
O"'Q o 0 0
NH
| o
N" N ]/\N
)
O\/“\) (-b),

o O

SOy .o
7 o

\) ’ (I-0),
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Y
O-. 0 o 0
AL LA by ®
I H le N X

{:l‘:.
oW &
H . N O
Cl P N
D':.
oW &
H i M o
Cl = N

A
[\ N
Ck,ﬂ(\; © (I-h),

N l/\N
O\/N \) © (I-),

0.,
LA &
H . rrl

N 0 (1K)
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Wi ux (papManeBTUYECKH NMpPUEMIIEMBbIE COJIb, SHAHTHOMED, CTEPEOH30OMEp, COJbBAT,
noJaruMop(¢, U30TOIMHOE MPOU3BOIHOE WIIHM MIPOJIEKAPCTBO HA X OCHOBE.

[00179] B HekoTOpBIX BapHaHTaX OCYINECTBJIEHUs coenuHeHne ¢opmynsl (1)
NpeACTaBIsIeT cOOOM

0 0O
& OrgaotT

NC cl (I-a),

NN ]/\
N 0 (I-¢),

\) 0 (I-d),

0"'@\ 0 o 0
MNC N)KE'N | N@D
d " ““le&/(\rq \
N (),

{:l‘:.
oW &
H i M O
N (L16).

o,
W &
H .
Cl N‘N D\/(\N
N (I-g).
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O, 0 0 0
|
s eV AR
N\-) (I-h)

o 0

Y o

Wik UX (papManeBTUYECKH MpPUEMJIEMBbIE COJIb, SHAHTHOMED, CTEPEOH3OMEp, COJbBAT,
nouMop@, H30TOMHOE MPOU3BOAHOE MIIH TTPOJIEKAPCTBO HA UX OCHOBE.
[00180] B HekoTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmynsl (1)

NpEeACTaBIsIeT COOOH

0., o
¢l " N“‘NI N (\N@i({ v
Q\/N\) (I-g),

O
e el I o
H
Cl N;-N "O\/ r/\N
N\-) © (I-)) nm

O}’.O\ 1
H N
N, © (I-k)

Win uX (papMaleBTUYECKH TNPUEMIIEMbIE COJIb, COJIbBAT, NOJUMOpP(, H30TOMHOE

n

IIPOU3BOAHOE I MIPOJIEKAPCTBO HA UX OCHOBE.
[00181] B HekoTOpBIX BapHaHTaX OCYIIECTBICHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaeHne popmysl (I-a):

0 0
Oy e oy Iy O

NG Gl (I-a).
UJIn €ro Q)apMaHeBTI/ILIeCKI/I NPpUEMIIEMBIC COJIb, SHAHTUOMEDP, CTCPECOU3OMED, COJIbBAT,

nonuMopd, U30TOIHOE MPOU3BOAHOE WU NPOJIEKAPCTBO HA €I0 OCHOBE.
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[00182] B HekoTOpBIX BapHaHTaxX OCYyIIeCTBIeHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaenne Gpopmysl (I-b):

O

O G
NH
H -
N™ N ]/\N
0O
(/\LJN\/J (I-b),

Wik ero (apMareBTUYECKH MPUEMIIEMbIE COJIb, YJHAHTHOMED, CTEPEOH3OMED, COJIbBAT,

HOJII/IMOp(b, HN30TOIMHOEC MPOU3BOAHOC HUJIH ITPOJICKAPCTBO HAa €TI0 OCHOBE.

[00183] B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyisl (1)

npencrasisier codoit coenuHenue Gpopmybl (I-c):

Q5 7 ¢
NH
NC NJ\@ /@::N —2:)10
Cl H
N (N
0
CI\/N\) (I—C),

win ero (apMaleBTHYECKH MPUEMIIEMbIE COJIb, SHAHTHOMED, CTEPEOU30OMEp, COJIbBAT,

nonuMopd, U30TOMHOE MPOM3BOIHOE MU MPOJIEKAPCTBO HA €r0 OCHOBE.

[00184] B HekOTOpBIX BapHaHTaxX OCYyIIECTBIEHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaenne popmysl (1-d):
O-. 0 o 0
NH
NC N7 lN o
H
’ \N,J\'Ov ‘/\N
0O
N

Wi ero (apMareBTHYECKH MPUEMIIEMbIE COJIb, YHAHTHOMED, CTEPEOH3OMED, COJIbBAT,

(I-d),

nonuMopd, U30TOMHOE MPOM3BOIHOE UIIH MPOJICKAPCTBO HA €0 OCHOBE.

[00185] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyisl (1)

npencrasisier codoit coenuHenue popmybl (I-e):
N MH
* ST SO
Cl ooy
N N N
Q\/'E:\/J ©
(I_e)7

win ero (apMaleBTHYECKH MPUEMIIEMbIE COJIb, SHAHTHOMED, CTEPEOU30OMEp, COJIbBAT,

nonuMopd, U30TOMHOE MPOM3BOIHOE MIIH MPOJIEKAPCTBO HA €0 OCHOBE.

[00186] B HekoTOpBIX BapHaHTaxX OCYyIIeCTBIeHUs coenuHeHne ¢opmynsl (1)

npencrasisier coooit coequaenne popmysl (1-f):
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0.
oW &
H . M O
Cl N\N D\/(\N
N (I-D),

HJIn €ro Q)apMaI_[eBTI/I"IeCKI/I MPUEMIIEMBIE COJIb, SHAHTUOMEP, CTCPECOU3OMEP, COJIbBAT,

noIUMOp(, U30TOMTHOE MPOU3BOAHOE MIIH MPOJIEKAPCTBO HAa €r0 OCHOBE.

[00187] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyisl (1)

npencrasisier codoit coenunenne Ghopmysl (I-g):

Q...
QL &
H
N (I-g),

Wik ero (apMaleBTHYECKH MPUEMIIEMbIE COJIb, SHAHTHOMED, CTEPEOU30OMEp, COJIbBAT,

nonuMopd, U30TOMHOE MPOM3BOIHOE HIIH POJIEKAPCTBO HA €I0 OCHOBE.

[00188] B HekoTOpBIX BapHaHTaxX OCYyIIECTBIEHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coequaenne popmysl (1-h):
F NH
NC N7 SN N{):o
| H . /ll\
N7 N (N
N °

HJIn €ro (bapMaL[eBTI/I‘-IeCKI/I MPpUEMIIEMBIC COJIb, SHAHTUOMEP, CTCPECOU3OMEP, COJIbBAT,

(I-h),

noJIUMOpP(, U30TOMTHOE MPOU3BOJHOE MIIH IIPOJIEKAPCTBO HA €r0 OCHOBE.

[00189] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyisl (1)

npenacTasisieT codoit coenuaenue Gpopmybl (I-1):
O.. 0 5 0
N F NH
NC M = ]\ 0
H 2
MN™ "N N
SUSIE
(I-1),

win ero (apMaleBTHYECKH MPUEMIIEMbIE COJIb, SHAHTHOMED, CTEPEOU30OMEp, COJIbBAT,

nonuMopd, N30TOIMHOE POM3BOAHOE HIIH MPOJICKAPCTBO HA €r0 OCHOBE.

[00190] B HekOTOpBIX BapHaHTaX OCYyIIECTBIEHUs coenuHeHne ¢opmynsl (1)

npencTasisier codoit coennaenue Gpopmysl (I-)):
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0.,
L &
H .
Cl N“N N r/\N
oo -
(I-),

HJIn €ro (bapMaueBTqucm MPUEMIIEMBIE COJIb, SHAHTUOMEP, CTCPECOU3OMEP, COJIbBAT,

noIuMOp(, U30TOMHOE MPOU3BOAHOE MIIH IPOJIEKAPCTBO HA €r0 OCHOBE.

[00191] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyisl (1)

npencrasisier codoit coenurenne popmybl (1-k):

0.,
LA &
H . e 0
N 0

Wik ero (apMaleBTHYECKH MPUEMIIEMbIE COJIb, SHAHTHOMED, CTEPEOU3OMEp, COJIbBAT,

(I-k),

nonuMopd, N30TOIHOE MPOM3BOIHOE WU MPOJIEKAPCTBO HA €r0 OCHOBE.

[00192] B HeKOTOpPBIX BapHaHTaX OCYyIIECTBIEHUs coenuHeHne ¢opmynsl (1)

npeAcTaBisieT coO0M
0 0

NH
D---<:>—-NH N 42:):0
7R N::I\/ N
A
NC Gl (I-a),

RO
NC N e
| vl
HN™ "N
O\/N

Y
Negok (3
c. *@uQQE:D
Nc/g Qﬂiqlun Q[ij

l/\\)N

(I-b),

(I-0),

(I-d),
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0.,
' O o 0O
A7 Ol b
“ "y NCK/K\N 3
N (-e),

g :
H
N (1),

Q...
L [ ¢
H
N (I-g),

0
\) (I-h),

M
O\/N \/J © (I-),

0. o
L &
Ho o N 0
) N‘N l\f:l\/ ]
N, © (I-K).

[00193] B HeKOTOpPBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmynsl (1)

NpeACTaBisieT cOOOH



N ’ (1<),

A ©
(1-d),
0-. 0 o 0
He N)K[N Q];li NH
Cl H le (N
o,
L &
H
N (-0,
0.
L ; ¢
H
Cl N;N N

o M
NN (\N
8]
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/%jo,., (:L j\[ N F 6 0 "
e G WS ¢ s 20
N U/O ? (I-i).

[00194] B HeKOTOpBIX BapHaHTaX OCYIUECTBIEHUs coenuHeHne ¢opmyibl (1)

IpencTaBisieT coO0MH

Q...
L ; ¢
H
N (I-g),

D.'
Q] D
N-::’Ji;r N F tﬂ)l-l:
Ho o N-ri o
Cl N‘N I"O\/(\N
N, © (1K),

[00195] B HexkoTOpBIX BapHaHTaxX OCYyINECTBIeHUs coenuHeHne ¢opmynsl (1)

npezacrasisier codboli coenunenue Gopmyie (I-a):

o 0
o Orcra

NC cl (I-a).

[00196] B HekOTOpBIX BapHaHTaX OCYINECTBIIEHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaenne Gpopmysl (I-b):
Dj‘
' Q o o
L "
NC N = | 0
H oL
H™ "M N
SUSE
N

[00197] B HekOTOpBIX BapHaHTaxX OCYINECTBIEHUs coenuHeHne ¢opmynsl (1)

(I-b).

npencrasisier coooit coequaenne popmysl (I-c):
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SO ! S

[00198] B HeKkOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyibl (1)
npezacrasisier coboii coenunenue popmyasi (I-d):

0.,
AT QQG
SV

[00199] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmynsl (1)

(I-d).

MPENCTABISIET co60171 coenunenue Gopmyisl (I-e):

[00200] B HekoTOpBIX BapHaHTaxX OCYyIIECTBIeHUs coenuHeHne ¢opmynsl (1)

(I-¢).

MPENCTABIISIET 00601‘/'1 COeIMHEHUE (1)OpMy.]'IbI (I-£):
(I-D).

[00201] B HekOTOpBIX BapHaHTaX OCYIIECTBIEHUs coenuHeHne ¢opmyibsl (1)

MPENCTABIISIET co6oﬁ coenunenue Gopmysl (I-g):

N okt

[00202] B HEKOTOpBIX BapHaHTaX OCYINECTBIEHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaenne popmysl (1-h):

J?Q*m Jecsses

(I-h).
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[00203] B HekOTOpBIX BapHaHTaxX OCYyIIeCTBIeHUs coenuHeHne ¢opmynsl (1)

npencTaBisieT co0oit coennaenue Gpopmybl (I-1):
O-. o o 0
N F NH
NC M = l O
H 2
N™ "N N
OUSIE
(I-1).

[00204] B HeKOTOpBIX BapHAaHTaX OCYIIECTBIeHUs coenuHeHne Gopmyibl (1)

npenacTasisier codoit coenuaenue Gpopmybl (I-5):
0.,
LA &
H .
o
N ().

[00205] B HekoTOpBIX BapuaHTax OCYyIIeCTBIeHUs coenuHeHne ¢opmynsl (1)

npencrasisier codoit coenuaenne Gpopmysl (1-k):
0."'.
LA &
H " !
“ Moy N
N 0

[00206] Coenunenue Gpopmyinsl (I) MOKHO CHHTE3UPOBATh C MPUMEHEHHEM CTaHIAPTHBIX

(I1k).

CIOCOOOB M IPOLEAYP CHHTE3a JUIsA MOJTyUYeHHs] OPTraHUYEeCKUX MOJIEKYJI, a TAKKe MpeBpaIleHnit
Y MaHUNYJSIUHA ¢ ydacTueM (PYHKIMOHAJBHBIX TPYII, BKIIOYAIOIINX MPUMEHEHHE 3aIllUTHBIX
IpynI, HHPOPMALMIO O KOTOPBIX MOKHO IOJIYYHTh U3 COOTBETCTBYIOLIEH HAYYHOH JINTEPATYPHI
WIM W3 CTAHJAPTHOW CNPaBOYHOH y4eOHOW JuTepaTyphl B yka3aHHOH obmactu. Hecmotps Ha
OTCYTCTBHE OTPAaHUYEHHUS KAKUM-JTHOO OJHMM WIM 0ojiee MCTOUYHUKAMH, OOIIENpU3HAHHBIE
CTIpaBOYHbIE yueOHbIE UCTOYHUKH JIUTEPATYPhl B O0JIACTH OPraHMYECKOrO0 CHHTE3a BKIIFOYAIOT
Smith, M.B.; March, J. March’s Advanced Organic Chemistry: Reactions, Mechanisms, and
Structure, 5% ed.; John Wiley & Sons: New York, 2001, u Greene, TW.; Wuts, P.G. M.
Protective Groups in Organic Synthesis, 3™; John Wiley & Sons: New York, 1999. Crioco6
nojyueHus: coenuHeHus: gopmyibl (I) onmucan B nyOnmkaumu 3asBku Ha mateHT CIIA Ne
2018/0099940, B HacTosimee Bpems siBisrolneiics mareHToM CIIIA Ne 10584101, coneprxanue
KOTOPOH BKJIFOYEHO B JAHHBII JOKYMEHT BO BCEH CBOEH MOJHOTE.

CIIOCObbl YBUKBUTHMHHUPOBAHUA/PASPYIIEHNMA BEJIKA-MUIIIEHU B
KJIETKE

[00207] Hacrosimmee uzobpeTeHue MpeayCMaTpUBaAET crocod
yOUKBUTHHUPOBAHMS/pa3pyieHHss Oenka-MuineHn B kKieTtke. (Croco® BKIIOYAaeT BBEAECHUE
On(yHKIIMOHANIBHOW KOMIO3HMLIMY, COAeprkalneld (pparMeHT, CBS3BIBAIOLINKN YOUKBUTHHIUIA3y

E3, wu ¢parmeHT, 1neneHanpaBieHHO BO3AEHCTBYIOLMII Ha O€NOK, MNPEeNrnOYTUTEIBHO

2
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COEAMHEHHbBIE MTOCPEICTBOM JIMHKEPHOTO (pparMeHTa, Kak fajiee OMUCaHO B JAHHOM JTOKYMEHTE,
rae pparmenT, cBsasbiBaromui youksutuHiurasy E3, cBa3an ¢ pparmMeHTOM, LieJIeHANPABICHHO
BO3ACHCTBYIOIINM Ha O€JIOK, W IPU 3TOM (PparMeHT, CBs3bIBAIOIUN yOukBUTHHIHNrazy E3,
pacrio3HaeT Oenok yOMKBHTMHOBOTO MyTH (Hampumep, YOMKBUTHHIIHMIasy, MPeXNOYTHUTEIbHO
youksutunnurasy E3), u ¢pparmenr, niesieHanpaBieHHO BO3ASHCTBYIOIIUI Ha O€JIOK, paclo3HaeT
OeoK-MHUIIeHb TakKMM 00pa3oM, YTO paspylieHue Oelka-MHINeHU MPOUCXOAMT, eCiH Oesok-
MHIIEHb TOMEINAIOT B HEMOCPEICTBEHHON OJIM30CTH OT YOMKBUTHHIIUIA3bI, YTO TAKUM 00pa3om
MPUBOIUT K Pa3pyLIECHUIO OejKa-MHIIEHU/TIONABIEHHIO ero 3(P(EeKTOB U KOHTPOJIO YpPOBHEMH
Oenka. KoHTposnb ypoBHel Oeika, MPenoCTaBIsIEMbIid ¢ MOMOIIbI HACTOSIIETO HU300pETeHMS,
obecrieynBaeT JieueHne OOJIE3HEHHOTO COCTOSHHSI MJTH COCTOSIHUS, KOTOPBIE MOIYJHUPYIOTCS 32
cueT OeJka-MHUIIEeHH! MOCPEICTBOM CHIDKEHUS YPOBHS TAaHHOTO OeJKa B KJIETKaX MalHeHTa.

[00208] B onHOM acmekTe B JaHHOW 3asBKE MPenycMOTpeHO coenuHeHue Gpopmysl (1)
Wi ero (apmManeBTHUECKH NPUEMIIEMBbIE COJb, 3SHAHTHOMED, CTEPEOHU30MEp, COJIbBAT,
noJaruMop(, U30TOMHOE MPOU3BOAHOE HIIM IMPOJIEKAPCTBO HA €r0 OCHOBE, KOTOPBIE Pa3pyLIAr0T
Oenok anaporeHoBoro pernentopa (AR). B HekoTophIx BapuaHTax ocyuiecTBieHus AR, KoTopbrit
pazpy1iaercs ¢ nmomoineio coenunenus: popmyie (1), mpencrapnsier codboii AR aukoro tuma. B
HEKOTOPBIX BapuaHTax ocyliecTBieHus: AR, KOTOpBI paspyliaeTcs ¢ MOMOLIbI COEAUHEHMUS
¢dopmyasl (I), npencrasisier coboli mytanTHyo Gopmy AR.

[00209] Kak MOHATHO CHENMAUCTY B JNaHHOH oOjactu TexHUKH, AR xapaktepusyercs
MOJIYJIbHOM CTPYKTYpOH, conmepskaiiedl Tpu (PYHKIHMOHAJIBHBIX JOMEHa: N-KOHIIEBOW JOMEH
perymsiuun  TpaHckpunuuy, JHK-cBs3bBaromuii TOMEH M JIMIAaHIA-CBA3BIBAIOLIUNA JTOMEH
(MacLean HE, et al J. Steroid Biochem Mol Biol. (1997) 62:233-42). THK-cBsi3bIBaroLuii
ZOMEH CBSI3aH C IOMEHOM, CBS3BIBAIOLINM JIMTaHJ, TOCPEACTBOM LIapHUPHOH obnactu. Jlurann-
cBsi3pIBAIOINUI ToMeH AR oTHOCHTCSI K (pyHKIMOHaIbHOMY noMeHy AR uenoBeka, KOTOpBIH
yKJIaJpIBaeTCsl ¢ 00pasoBaHueM ruaApoGOOHOro KapMaHa, KOTOPbIH CBSI3bIBAETCSI ¢ KOTHATHBIM
rOpMOHaJIbHBIM JIuraHaoM AR (Harnpumep, aHAPOreHOM).

[00210] Kpome Toro, B maHHOUM 0OJIACTH TEXHUKH MOHSITHO, 4TO MiHA AR cocrtaBisieT
920 aMUHOKHMCJIOTHBIX OCTaTKOB, TIA€ N-KOHLEBOW JOMEH peryjsiiii TPaHCKPUIILUU
NPOCTUPAETCS] OT AMHHOKUCIIOTHOTO OCTaTKa 1 0 MpUONM3UTEbHO AMHHOKHCIOTHOTO OCTaTKa
559, AHK-cBs3bIBarOINUN JOMEH MPOCTUPAETCS OT MPHOJIU3UTEIBHO AMHHOKHCIOTHOTO OCTAaTKa
560 mo mpuOIU3UTENTLHO AMHHOKHCIIOTHOTO OCTaTKa 624, MapHUpHas 00JIaCTh MPOCTHPAETCS OT
NpUOU3UTENIPHO aMHUHOKHCIOTHOIO OcTaTka 625 1o mnpuOIM3UTENhHO AMHHOKHCIOTHOTO
octatka 676, W IJIMTaHA-CBSA3BIBAIOIIMN JOMEH MPOCTHPAETCS OT MNPHUOIH3UTEIBHO
AMHHOKHCJIOTHOTO OCTaTka 677 10 mnpuOIM3UTENbHO aMHUHOKHCIOTHOrO ocratka 920.
INonxonsmast 3TanoHHass mnocnenoBarenbHOCTs AR wm3nmoxkena mom SEQ ID NO: 1 m
unenTuduuuposaHa B 0a3e nanHbpix UniProt kak P10275 (ANDR_HUMAN). I'eH, kogupyromui
AR («reH AR»), cocraBmser mpumepHo 90 T. m. H. M MMEET XPOMOCOMHBIE KOOPAHMHATHI
67544021-67730619 B coorBeTcTBUU C 3TalOHHBIM reHoMoM 4denoBeka GRCh38.p13. I'en AR
COIEPKUT 8 DOK30HOB, U3 KOTOPBIX JK30H | komupyer N-KOHLEBOW AOMEH pEryJsiLuu

TPaHCKpUNUMHU;, 3K30HBI 2-3, kopupyromue JIHK-cBa3biBaromuii nomeH, U 35k30HBI 4-8,
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KOAMPYIOIHUE MMAPHUPHYK 00JIACTh M JUTraHA-cBsi3bIBarolmil nomeH (Jenster, et al (1992) J.
Steroid Biochem. Mol. Biol. 41:671-75).

[00211] B HekOTOpbIX BapWaHTaX OCYIIECTBJICHUS Y CYOBEKTa HMEeTCsl pak
MPEACTATENbHON JKEJIE3bl, XapaKTEPU3YIOIIMICA IO MEHbLIEH Mepe OAHOW COMAaTHYECKOH
myTanuel AR, accoMupoBaHHOMN ¢ OMyXoJibio, B (pyHKIIMOHaNbHOM nomeHe AR. B HekoTopbIx
BAPHAHTAaX OCYLIECTBJIEHUs IO MeEHbLIeH Mepe oOnxHa comatudeckas MyTtauus AR,
ACCOLIMMPOBAHHASL C OMYXOJIbIO, MPEACTABIsieT COO0M BCTAaBKYy, AENELUI0 M 3aMEHY OIHOIO
win 0ojiee aMUHOKHCJIOTHBIX OCTaTKOB B (PYHKLMOHAJbHOM JaoMeHe AR Mo cpaBHEHHIO C
STaNIOHHOH mocnenoBaTenbHOCTEI0 AR (Hampumep, SEQ ID NO: 1). B HeKoTOpbIX BapHaHTax
OCYIIECTBJIEHUs] MO MEHbIIEH Mepe ofHa comaTuueckass myrtauus AR, accouuupoBaHHasi C
OIyXOJIbI0, TPEACTABIsIET COOOM 3aMEHy OIHOr0 WM 00Jjiee aMHHOKHCIOTHBIX OCTaTKOB B
($yHKIMOHATPHOM JaOMeHe AR 1O CpaBHEHHIO C STaJOHHOH MOCIENOBaTENbHOCTEIO AR
(mammpumep, SEQ ID NO: 1). B HEeKOTOpBIX BapHaHTax OCYIIECTBJIEHHUs MO MEHbLIEH Mepe OHa
coMmatnueckasi mMytauuss AR, accouuMupoBaHHAs C ONMYXOJBIO, TPEACTaBIsAeT COOOH BCTaBKY,
TENEeNI0 UM 3aMEHY OHOTO WJIH 0ojiee aMHUHOKHCIIOTHBIX OCTATKOB B JIMTAH]I-CBS3BIBAIOIIEM
nomeHe AR, Mo CpaBHEHHUIO ¢ 3TaIOHHOH mocienoBarenbHOCThI0 AR (Hampumep, SEQ ID NO:
1). B HEKOTOpBIX BapHaHTAaxX OCYLIECTBIIEHHS IO MEHbIIEH Mepe OfHa COMATHYECKas MyTaLlHsl
AR, acconmupoBaHHas C ONYXOJbIO, NPEACTABIsIET COOOH 3aMeHy OJHOro wuiu Oonee
AMUHOKHCJIOTHBIX OCTAaTKOB B JIMTAHJ-CBs3bIBarOlIeM JoMeHe AR, M0 CpaBHEHUIO C 3TaJOHHOM
nocienosarenbHOCTEIO AR (Hampumep, SEQ ID NO: 1). B HekoTopeIx BapuaHTax
OCYIIECTBJIEHUs] MO MEHbIIEH Mepe OAHa coMaTudeckas myTanuss AR, accouuupoBaHHas C
OINyXOJIbI0, TMpPEACTaBIsieT COOOH BCTaBKy, [EJELMI0 WMJIM 3aMeHy OAHOro M Oornee
AMMHOKHCJIOTHBIX ~OCTaTKOB, BBIOPAHHBIX W3 AaMUHOKUCJIOTHBIX OCTatkoB 677-920, mo
CPaBHEHMIO C STAJIOHHOM mocnenoBaTenbHOCTBI0 AR, rae stanoHHas nocnenosarenbHOCTh AR
nznoxerna nox SEQ ID NO: 1. B HekOTOpbIX BapuaHTaxX OCYILECTBJIEHHUsS 10 MEHbIIEH Mepe
ofHa coMaTthyeckast MyTtaiusi AR, acCOLMMPOBaHHAs C OMYXOJbIO, MPEACTABISIET COOOH 3aMeHy
OJHOTO WK 00Jiee AMUHOKHCIIOTHBIX OCTATKOB, BHIOPAHHBIX U3 AMMHOKHUCIIOTHBIX OCTaTKOB 677-
920

nocaenoBaTeabHOCTh AR m3noskena moxg SEQ ID NO: 1.

, TO CpaBHEHHMIO C OTaJOHHON TmochenoBaTeNbHOCTBIO AR, rme  srtanoHHas
[00212] B HekOTOpBIX BapuUaHTaX OCYIIECTBIIEHUS W3MEHEHHe (Hampumep, 3aMeHa)
AMUHOKHCJIOTHOTO OCTaTKa B JIMTAHI-CBS3bIBAIOIEM NOMeHe AR, mpuBOIUT K 0Opa30OBaHUIO
MyTaHTHOTO AR, XapakTepu3yrmerocss MOHMKEHHONW CHEeMU(pUIHOCTHIO K JIMTAHAy W/WJIH
YCUJIEHHBIM pEKpyTHpOBaHHEeM Kodaktopa. He orpaHu4ymBasch KakoH-IUOO TeopHeH,
MyTaHTHbIH AR, XapakTepu3yrOIIMiiCs MOHWKEHHOH CHenu(pUYHOCTBIO K JIMTaHAy W/ Wid
YCUJIEHHBIM PEKPYTUPOBaHUEM KO(DAKTOpa, XapaKTEPH3YeTCs TOBBIIIEHHOH CIOCOOHOCTHIO
3amyCcKaTh CHUTHAJbHbIN TMyTh AR, BCIENCTBHE Yero y OMyXOJIEBOM KJETKH, COAepsKailein
MyTaHTHBIH AR, obecrieunBaeTcst MpenMyLIeCTBEHHbINA POCT.

[00213] B HEKOTOpPHIX BapuUaHTaX OCYIIECTBJICHUS pakK MPEACTATEIbHON KEJE3bl
MPENyCMaTPUBAET PAKOBbIE KJIETKH, XapaKTEPU3YIOLIUECS SKCIPECCHEell MO MEHbIIEH Mepe

OJIHOI comaTudeckoi myTtanueil AR, acCOLMMPOBaHHON C OMyXOJblO, OMMCAHHON B AHHOM
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nokymeHnte. CmocoObl  uaeHTHQUKAIMM ~ paka,  XapaKTEePH3YIOMErocss  SKCIPECCHel
COMAaTHUYECKUX MYTAallUi, W3BECTHbI U3 YPOBHs TE€XHUKU U BKJIOYAIOT, HAIIPUMeEp, MOJIy4YeHUE
Oouonornueckoro obpasma OT cyOwekTa, cOop Ouosormueckoro oOpasua Ui IOJTYYCHHS
resernyeckoro Marepuana (Hanpumep, reHomHoi JIHK unm PHK) u BeimonmHeHue anHammsa
CEeKBEHHUpOBaHUsA, aHanu3a cekseHupoBaHus PHK wunm nonumepasHoOl LENHOM peakluu B
pexume peansHoro Bpemenu (RT-PCR). Hanpumep, B HEKOTOpPBIX BapHaHTaxX OCYILIECTBICHUS
cHavana mnojy4arot reHomuyro JIHK (¢ mpumeHeHuem 000N CTaHOAPTHOW METOIMKH) U3
pPaKoBOWM TKaHM, TMOJNYYEHHOH OT cyObekTa, mnoarorapnmuBaoT kJAHK u  BBINOJHSIOT
amruiupuKanuio (HampuMmep, ¢ NPUMEHEHHEM TOJMMEPa3HONH LEeMHOW peakUuu), YTOObI
nonyuuth k/IHK B konudecTBe, 1OCTATOUHOM JJIsl aHAJIN3a MOCIEI0BATENbHOCTH, U BBITOIHSIOT
CEKBEHHUPOBaHUE C MPUMEHEHHEM, HallpuMep, CEeKBEHHPOBAaHUs HOBOTO MOKOJIEHUs. | eHOMHYIO
JJHK wiu PHK, kak mpaBwiio, BBIAENSIOT M3 OMOJIOTMYECKHMX OOpa3loB, TAKUX KAaK TKaHHU,
U3BJICUEHHBIE § CYOBEKTA, HAIIPUMEp, TOCPEACTBOM OMOIICHM TKaHU. B HEKOTOPBIX BapHaHTax
OCYIIEeCTBJICHUs] Ouoyorndeckuii oOpaser; mnpencrasisier coboit obpaser; Ouorncuu TKaHU
(Hampumep, oOpaser; OMOINCHU TMPENCTATEbHON >Kee3bl), Tle aHaJU3 TMOCIeNOBATEIbHOCTH
renomuoil JIHK nim PHK BBINONHSIOT 11 MACHTU(DUKALINHA HATUYIHS COMATUIECKHX MyTallUi B
AR (Hampumep, COMaTUYECKONH MyTalMH, MPUBOMALIEH K 3aMEHEe aMHUHOKHUCJIOTHOTO OCTaTKa B
JUraHa-cBsi3biBaronieM nfoMeHe AR). B HEKOTOpBIX BapraHTax OCYIIECTBICHUs OMONOTHUECKUN
oOpasen COAEpPKHUT IUIa3My KPOBH, IOJYYEHHYIO OT CyOBEeKTa, KOTOPYIO NPUMEHSIOT IS
BBISIBJICHHsl COMAaTHUECKUX MyTaluil AR, acCOLMMPOBAHHBIX C OMYXOJIbIO, IPUCYTCTBYIOIIUX B
nupkyaupyrooment onyxonesorr JIHK, Hampumep, ¢ mpuMeHeHHeM amIUTU(UKAIU Ha OCHOBE
TP ¢ nocienyomumM CEKBEHUPOBAHUEM I€HOB.

[00214] B HekoTOpBIX BapHaHTax OCYLIECTBICHMs MyTaHTHas ¢opma AR, koropas
paspyuiaercss ¢ momoineo coennHeHus (opmynsl (I), comepKuUT MO MeHbLIeH Mepe OIHY
COMAaTHUYECKYI0 MyTaluio AR, aCCOLMUPOBAHHYIO C OMYXOJBIO.

[00215] B HekoTOpBpIX BapuaHTaXx OCYLIECTBJIEHHMs [0 MeHbIIeH Mepe OfHa
coMaTtrueckas Mytauusi AR, accolMupoBaHHasi ¢ OMyXOJIbIO, BhIOpaHHAs U3 JIFOOOW OJHON MIIH
moboit komOuHaumu u3 L702X, T878X, H875X, W742X, F877X, V716X, D891X, M750X u
S889X, rme «X» OTHOCUTCS K JIFOOOMY aMHHOKUCJIOTHOMY OCTATKy, OTJIMYHOMY OT OCTaTKa
JUKOTO THUIA B 3TOM IOJIOKEHUU. B HEKOTOpBIX BapUaHTaX OCYILIECTBJICHMs [0 MEHbLIEH Mepe
ofHa coMaTHyeckas MmyTtanust AR, acconMMpOBaHHAas ¢ OMYXOJIbIO, BbIOpaHa M3 JIFOOOH OFHOM
uu ook komOuHamu u3 L702X, T878X, H875X, W742X, F877X, V716X, D891X, M750X
u S889X, rae «X» OTHOCHUTCS K aMMHOKHMCIOTHOMY OCTaTKy, OTJIMYHOMY OT OCTaTKa JUKOIO
TUIIA B 3TOM TOJIOKEHHUH, BIOpaHHOMY U3 ananuHa (A); BamuHa (V); neiiuuna (L); nsonernnna
(D; dennnananuna (F); mernonnna (M), tpuntodana (W), npomuna (P); rmuumna (G); cepuna
(S); Tpeonuna (T); nucrenna (C); acnaparuna (N); rmotamuna (Q); Tuposuna (Y); musuna (K);
aprunuHa (R); rucrununa (H), acnaprata (D) u rimyramara (E).

[00216] B HexkOoTOpBIX BapuaHTaX OCYLIECTBJIEHMs IO MEHbIIeH Mepe OJHa
comarnueckas Mytauus AR, accouuupoBaHHas C OMyXOJblO, BbIOpaHa W3 JIOOOH OOHON MM
moboit komOuHaumu 3 H875X, Q825X, T878X, F877X, V716X, T878X, W742X, D891X,
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M750X u S889X, roe «X» OTHOCUTCS K JIOOOMY aMHHOKHCIOTHOMY OCTaTKy, OTJIHYHOMY OT
OCTaTKa JUKOrO TUINA B 3TOM IIOJIO)KEHMHU. B HEKOTOpBIX BapHaHTax OCYLIECTBJEHHUS IO
MeHbIIEH Mepe ofHa comMaTudeckas MyTtanust AR, acconmupoBaHHasi ¢ OMyXOJIbIO, BBIOpaHa U3
m000i onHOM miu mroOoi komOuHanmu u3 H875X, Q825X, T878X, F877X, V716X, T878X,
W742X, D891X, M750X u S889X, rae «X» OTHOCUTCA K AMHUHOKUCJIOTHOMY OCTaTKy,
OTJINYHOMY OT OCTaTKa JUKOTO THIIA B 3TOM IOJIOKEHUH, BBIOPAHHOMY M3 ajlaHuHa (A); BaJMHA
(V);, netiumna (L); wusoneiinmua (I); ¢penmnananuna (F); mernonmna (M), tpuntodana (W),
npoiuda (P); rmuuumua (G); cepuna (S); tpeonuna (T); umcremna (C), acmaparmna (N);
rmotamuHa (Q); Tuposuna (Y), mmsunaa (K); aprununa (R); ructununa (H); acnaprata (D) u
rnytamarta (E).

[00217] B HekOoTOpBIX BapuaHTax OCYLIECTBJIEHMs [0 MeHbIIeH Mepe OfHa
coMmaTnueckasi Mmytauusi AR, accounupoBaHHas ¢ OMyXOJbl, BbIOpaHa W3 JIFOOOW OTHOW MK
moboit komOuHatmu u3 L702H, T878A, H875Y, W742C, W742L, F877L, T878S, V716M,
D891H, M750V, M750T u S889G. B HeKOTOpBIX BapHaHTax OCYILECTBJIEHUs IO MEHbLIEH Mepe
onHa coMaTtnyeckas myTanust AR, acconmmpoBaHHasi ¢ OMyXOJIbIO, BbIOpaHa U3 JIFOOOH OTHOMN
i moboi komOuHaruu n3 E666K, Q799E, Q793E, Q118K, Y447N, S532Y, G751C, Q825E,
L702H, T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H,
M750V, M750T u S889G. B HexkOTOpBIX BapHaHTax OCYLIECTBJIEHHUS 10 MEHbIIEH Mepe OlHa
comarnueckass Mytauusi AR, accoumupoBaHHasi C OMyXOJblO, BbIOpaHa U3 JIOOOH OOHON MM
moboit komOunanmu u3 E666K, Q799E, Q793E, Q118K, Y447N, S532Y, G751C, Q825E,
T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V,
M750T u S889G.

[00218] B HexkOTOpBIX BapHaHTaX OCYLIECTBIEHHMs IO MEHbIIEH Mepe OfHa
comarndeckast Mytanuss AR, accoummpoBaHHasi ¢ ONMyXOJblO, BbIOpaHa M3 JIFOOOW ONHOW WIN
moboii komOuHaumu u3 T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S,
V716M, D891H, M750V, M750T u S889G. B HekoTOphIX BapuUaHTaX OCYLIECTBICHUS IO
MEHbIIEeH Mepe OHa coMaThdeckas myTtanust AR, acCOIMMpOBaHHAs ¢ OMyXOJIbIO, BBIOpaHa U3
m000M omHON wim Jrobok komOuHaumu u3 H875Y, H875L, T878A, F877L, V716M, T878S,
W742C u W742L. B HekoTOpbIX BapuaHTax OCYLIECTBJIEHHS IIO MeEHbLIeHl Mepe OjHa
coMmaTnueckass Mytauusi AR, accoumupoBaHHas C OMyXOJblO, BbIOpaHa W3 JIFOOOH OOHON MIIH
moboit komOunanu uz H875Y, H875L, Q825E, T878A, F877L, V716M, T878S, W742C u
W7421L. B HeEKOTOpbIX BapUaHTaX OCYIIECTBJIECHMsI IO MEHblIEH Mepe OAHa COMaTHYecKas
myTtaimst AR, acconmmmpoBaHHast ¢ ONMyxoubro, mpezacrasisier coboit L702H. B HekoTophIx
BapHaHTaX OCYLIECTBJIEHUs IO MeHblLIeH Mepe onHa comMaTudeckas MyTtauus AR,
aCCOLIMMPOBAaHHASI C OIMyXOJbl, mpencrtaBisier coboit T878A. B HekoTOpbIX BapHwaHTax
OCYIIECTBJIEHUs] MO MEHbIIEHl Mepe OAHa comaTuueckas myTtauuss AR, acconuupoBaHHas ¢
OIyXOJIB0, pencTansieT coboit H875Y. B HeKOTOphIX BapuaHTax OCYLIECTBICHUS IO MEHbINEH
Mepe ozfHa comarudeckas mytanus AR, acconmmpoBaHHasi ¢ OMyXOJIBIO, TMPENCTABISAET COOOH
H875L. B HEKOTOpBbIX BapHaHTax OCYIUECTBJIECHUs IO MEHBLIEM Mepe OJHa COMAaTH4YeCKas

myTtaimst AR, acconmmpoBaHHasi ¢ Omyxojbro, mpexacrasisger codoit Q825E. B HekoTopbIx
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BapHaHTaX OCYLIECTBJIEHUs @O MeEHblLIeH Mepe oOnHa comMaTudeckas MyTtauus AR,
aCCOLIMMPOBAHHASI C OIyXOJbi0, mpeacrasysier codoit W742C. B HEKOTOpBIX BapHaHTaX
OCYILIECTBJIEHUs] N0 MEHbIIEH Mepe OAHa coMaTudeckas myTanus AR, accouuupoBaHHas C
ONyxoJiplo, mpezacTaBisier coboit W742L. B HeKOTOpbIX BapHaHTax OCYINECTBJIEHUS IIO
MeHbLIeH Mepe OfHa comatuueckas MyTtauus AR, acconnnpoBaHHasi C ONYXOJIbIO, IPEACTaBISIET
coboit F877L. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIECHHUS IO MEHbIIEH Mepe OJJHa COMAaTHYeCKast
myTtauusi AR, accoummpoBaHHas ¢ OmMyxousibto, mpencrasisier coboit T878S. B HekoTopbIx
BapHaHTaX OCYLIECTBJIEHUs IO MeEHbLIeH Mepe onxHa comaTudeckass MyTtauus AR,
aCCOLIMMPOBAHHASI C OMyXOJbl, MpeacTaBisieT coboir V716M. B HEKOTOpBIX BapuUaHTax
OCYIIECTBJIEHUs] MO MEHbIIEH Mepe ofHa comaTuueckass myrtauus AR, accouuupoBaHHasi C
OMyXOJIbt0, mpencTansieT coboit D891H. B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHUS MO MEHbINEH
Mepe oflHa comatudeckass myranus AR, accommmpoBaHHasi ¢ OMyXOJIbIO, TPEACTABIISIET COOOH
M750V. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHUs IO MEHBbIIEH Mepe OJHAa COMaTH4YecKas
myTtauuss AR, accoruupoBaHHasi ¢ OmMyXojbio, mpencrasisier coboii M750T. B HekoTOphIxX
BapHaHTaX OCYLIECTBJIEHUs IO MeEHblIeH Mepe oOnHa coMaTudeckas MyTtauus AR,
ACCOLIMMPOBAHHAS C OMYXOJIBbIO, MpeAcTaBisieT codoit S889G.

[00219] B HexoTOprIX BapuaHTax OCYLIECTBJEHMsI 110 MeHbIIeH Mepe OfHa
comarnueckast myrtanust AR, accommmpoBaHHast ¢ omnyxoinbro, BbiOpana u3 L702H, T878A,
H875Y, W742C, W742L, F877L, T878S, V716M, D891H, M750V, M750T u S889G.

[00220] B HekOTOpBIX BapHaHTax OCYLIECTBICHMs MyTaHTHas ¢opma AR, koropas
paspyuraercss ¢ momombio coenuHeHus (opmynbl (I), comepkuT TO MeHbIIEH Mepe HBe
comarudeckue Mmytauuu AR, acconumupoBaHHBIE C OMYXOJBIO.

[00221] B HekoTOpBIX BapUaHTax OCYLIECTBJICHMs 0 MEHbIIEH Mepe IB€ COMAaTUYECKUe
myTtauuun AR, accoummpoBaHHbIE C OMYXOJbIO, BBIOpaHbI M3 JIOOOH OMHON wWin JOOOH
xomOmnau 3 L702X, T878X, H875X, W742X, F877X, V716X, D891X, M750X u S889X,
rae «X» OTHOCHUTCS K JIF0OOMY aMMHOKHCIIOTHOMY OCTATKy, OTJIMYHOMY OT OCTaTKa JUKOTO THUIA
B OTOM IMOJOXEHHU. B HEKOTOphIX BapHaHTaX OCYILECTBIEHHs IO MEHBIIeH Mepe JBe
coMaTrueckue Mytauuu AR, acCOLMMPOBAHHBIE C OMYXOJIbIO, BBIOPAHbI M3 JIFOOOW OIHOW MIIH
moboit komOuHanmu u3 L702X, T878X, H875X, W742X, F877X, V716X, D891X, M750X u
S889X, rne «X» OTHOCUTCSI K aMMHOKHCIOTHOMY OCTaTKy, OTJIMYHOMY OT OCTaTKa IUKOIrO THUIA
B 3TOM IIOJIOKEHUH, BbIOpaHHOMY M3 ananuHa (A); BanuHa (V); neiinmna (L); m3oneiiuuna (I);
denunananuna (F); metnonuna (M), tpuntodana (W), nposnuna (P); rmununa (G), cepuna (S);
tpeonnna (T); uucrenna (C); acmaparmua (N); rmoramuna (Q); trposmHa (Y); mmsunaa (K);
aprunuHa (R); rucrununa (H); acnaprata (D) u rimyramara (E).

[00222] B HekOTOpbIX BapUaHTax OCYLIECTBJIEHMsI IO MEHbIIEH Mepe 1B COMaTUUECKHe
myTtaimn AR, acconMMpoBaHHBIE C OMYXOJbIO, BbIOpaHbI M3 JEOOOH OmHOW win JFOOOH
komOuHatmu u3 H875X, Q825X, T878X, F877X, V716X, T878X, W742X, D891X, M750X u
S889X, rme «X» OTHOCHUTCS K JFOOOMY aMHHOKHMCIOTHOMY OCTaTKy, OTJIMYHOMY OT OCTaTKa
JUKOTO TUIA B 3TOM IOJIOKEHUHU. B HEKOTOpBIX BapUaHTaX OCYLIECTBJIEHMsI [0 MEHbLIEH Mepe

naBe comarnyeckue myTtanuu AR, acconnnpoBaHHBIE C OMYXOJIBIO, BBIOpaHbI U3 OO0 OqHOMN
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uiu oo komOuHaruu u3 H875X, Q825X, T878X, F877X, V716X, T878X, W742X, D891X,
M750X u S889X, rae «X» OTHOCUTCS K aMHUHOKUCIOTHOMY OCTaTKy, OTJUYHOMY OT OCTaTKa
IUKOrO TUIA B 3TOM IOJIOXKEHUH, BbIOpaHHOMY u3 anaHuHa (A); BamunHa (V); nefinmna (L),
mzoneiinuHa (I); pennnananuna (F); mernonnna (M); tpunrodana (W), nponuna (P); rioununa
(G); cepuna (S); Tpeonuna (T); nucreuna (C); acnmaparuna (N), rimoramuna (Q); Tuposuna (Y);
mi3una (K); aprununa (R); rucruauna (H); acnaprara (D) u rayramara (E).

[00223] B HeKOTOpBIX BapuaHTaxX OCYLIECTBJIEHUs 110 MEHbIIEH Mepe Be COMaTUYeCKHe
myTtain AR, accOMHMpOBAaHHBIE C OMYyXOJblO, BbIOpaHbI W3 JIFOOOH OmHOW WK JHOOON
xomOunatmu u3 L702H, T878A, H875Y, W742C, W742L, F877L, T878S, V716M, D891H,
M750V, M750T u S889G. B HekoTOpBIX BapuaHTax OCYILECTBJEHHs MO MeHbIleld Mepe IBe
coMaTnueckue Mytauuu AR, acCOLMMPOBAHHBIE C OMYXOJIbIO, BBIOPAHbI U3 JIFOOOW OIHOW MIIH
moboit komOuHanu u3 E666K, Q799E, Q793E, Q118K, Y447N, S532Y, G751C, Q825E,
L702H, T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H,
M750V, M750T u S889G. B HekoTOpBIX BapuaHTax OCYILECTBJEHUs MO MeHbllel Mepe IBe
coMaTrueckue Mytauuu AR, acCOLMMPOBAaHHBIE C OMYXOJIbIO, BBIOPAHbI U3 JIFOOOW OIHOM MIIH
moboit komOunatmu u3 E666K, Q799E, Q793E, Q118K, Y447N, S532Y, G751C, QS825E,
T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V,
M750T u S889G.

[00224] B HekOTOpbIX BapUaHTaxX OCYLIECTBJIEHMsI IO MEHbIIEH Mepe IB€ COMAaTUUECKHe
myTtaimn AR, accolMMpoBaHHBIE C OIYXOJbIO, BbIOpaHbI W3 JIOOOH OAHOM wWiu JFOOOH
komOunatmu u3 T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M,
D891H, M750V, M750T u S889G. B HeKOTOpBIX BapHaHTaxX OCYILECTBIEHUS IO MEHbLIEH Mepe
IBe comaTHuyeckne Mytaiuu AR, acCOLMUpPOBAaHHBIE C OMYXOJIbIO, BBIOpaHBI U3 JIOOOH OIHOM
wi oboit komOunanmu w3 H875Y, H875L, T878A, F877L, V716M, T878S, W742C wu
W742L. B HeEKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS II0 MEHbIIeH Mepe ABe COMaTHYeCKue
myTtai AR, accOLMMPOBAaHHBIE C OMyXOJbIO, BbIOpaHbI M3 JIFOOOH OmHOW WK JHOOOM
xomOuHamu u3 H875Y, H875L, Q825E, T878A, F877L, V716M, T878S, W742C u W742L.

[00225] B HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHHS MO MEHbIIEH Mepe JIB€ COMATUYECKHE
mytauuu AR, acconmupoBaHHbIE C OMyxoyibio BbiOpansl u3 L702H, H875Y, T878A, F877L,
V716M, T878S, W742C u W742L. B HeKOTOpPBIX BapHaHTax OCYIIECTBIEHUS MO MEHbLIEH Mepe
aBe coMarmyeckue myTtanuu AR, accouMupoBaHHBIE C OMyXOJBID, BBIOPAHBI M3 CIEAYIOIINX
rpyII MyTalui:

L702H u H875Y;

L702H, T878A u H875Y;

T878A, F877L, L702H u V716M;

T878S u H875Y;

T878S nu W742C;

W742C u W742L u

L702H u T878A.

[00226] B HekoTOpbIX BapUaHTax OCYLIECTBJIECHMs IO MEHbIIEH Mepe IB€ COMAaTUYECKHe
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myTaimu AR, acconmupoBaHHbBIE C OIYyXOJIbIO, BBIOPAHBI U3 CIEAYIOIINX TPYIIT MYTaLHi:

L702H u H875Y;

L702H, T878A n H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, L702H, M750T u D891H;

T878S n H875Y;

T878A u T878S;

T878S u W742C;

W742C u W742L u

L702H u T878A.

[00227] B HeKOTOpbIX BapUaHTaxX OCYLIECTBJIEHMsI IO MEHbIIEH Mepe IB€ COMaTUUECKHe
myTairu AR, acCOMUPOBaHHBIE C OMYXOJIBIO, BBIOPAHBI U3 CIEAYIOIINUX TPYIIT MYTaLHi:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C;

W742C u W742L.

[00228] B HeKOTOpPBIX BapHaHTaX OCYIIECTBJIEHHUS] HACTOSIIEE N300peTEeHNE HAIPABJIEHO
Ha CIoco0 JieueHHs MalMeHTa, HY)KAAIOLIerocsi B MOAYJIUPOBAHUN OOJIE3HEHHOTO COCTOSHHS
WIA COCTOSHUSI 3a cdeT Oeyka, rae pa3pylieHHe maHHOro Oenka OyneT OKa3bIBaTh
TepaneBTUUeCKUH >PQeKT Ha JAHHOrO NALMEeHTa, NMPU 3TOM CHOCOO BKIIKOUAET BBEICHHE
HY>KIAIOLIEMyCsi B 3TOM MauueHty 3¢ ¢eKkTuBHOro komuvectsa coenuHeHust Gopmyisl (1),
HeoOs13aTeIbHO B KOMOWHAIIMKM C APYTHMM OHOJIOTHYECKH AKTHBHBIM CPENCTBOM (Hampumep,
NPOTHBOPAKOBBIM CPEICTBOM). BONE3HEHHOE COCTOSIHUE WJIM COCTOSIHUE MOJKET MPEICTABIISTh
coboii 3a0oyieBaHWe, BBI3BAHHOE MHUKPOOHBIM OPraHU3MOM WJIM JIPYTHM 3K30T€HHBIM
OPTaHU3MOM, TAKHM KaK BHPYC, OakTepus, rpud, MpOCTEHIINE WIH APYTrOd MUKPOOPTAHU3M, FUTH
MOJKET MpPEACTABIATh COOOH OOJIe3HEHHOE COCTOSIHHE, KOTOPOE BBI3BAHO CBEPXIKCIIPECCHEH
Oenka, YTO MPUBOIUT K OOJIE3HEHHOMY COCTOSTHHIO H/HJTH COCTOSIHHIO.

CITOCOBBI JIEUEHUA

[00229] B onmHOM acriekTe HACTOSIIAsl 3asiBKA OTHOCUTCSI K CIOCOOY JIeUeHUs W/ WU
NPEeAyNpPeXIEHUs] paka, BKIIOYAOIIEMY BBEIEHHE CYOBEKTY, HYXIAOLIEMyCsl B 3TOM,
TepaneBTHUeCKH 3P ¢PeKTHBHOrO KonudectBa coemmHeHuss ¢opmynsl  (I) wmmum  ero
dapManeBTHUECKH MPUEMJIEMBIX COJIM, SHAHTHOMEpPA, CTEPeon3OMepa, COoJbBaTa, MmoiauMopda,
M30TOIHOT'O MMPOU3BOAHOTO MJIH MTPOJIEKAPCTBA HA €r0 OCHOBE.

[00230] B omHOM acriekte HacTosIasi 3asiBKa OTHOCHUTCS K CIOCOOY JIEUSHHs W/WJH

NpenynpexIeHuss paka, BKIIOYAIOIEMY BBEIEHHE CYOBEKTY, HYXKJAIEMyCsl B OSTOM,
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TepaneBTHUecKu > ¢dekTuBHOro KonmyectBa coeamHenuss  Qopmyner  (I) wim  ero
(bapmMareBTHUECKH MPUEMJIEMBIX COJIM, SHAHTHOMEpA, CTEPEeOU30Mepa, COJbBaTa, MOJIUMOpda,
M30TOIMHOI'O MPOHM3BOJHOIO MJIM MPOJIEKAPCTBA HA €r0 OCHOBE B KOMOHMHALMU C OJHUM HIIU
0oJiee TONOIHUTENBHBIMU POTUBOPAKOBBIMU CPECTBAMHL.

[00231] B onmHOM acmekTe HacTosIasl 3asiBKa OTHOCHTCS K CIOCOOy JIeYeHHUsl paka
IPEeCTaTeIbHON JKeJle3bl y CyOBeKkTa, Hy)KOAIOLIerocss B 3TOM, TIA€ CYyOBEKT € pakoMm
NPEACTATEIbHON KeJe3bl XapaKTepU3yeTCsl O MEHbLIEH Mepe OAHOW COMAaTUYECKON MyTaluen
AR, accouMupoBaHHOMN C ONYXOJIbIO;

IpU 3TOM CIOCOO BKJIIOYAET BBEACHHE CYOBEKTY TepameBTUYeCKH 3(PPEeKTUBHOTO

Kou4ecTBa coenquHeHus popmydsl (1),

1 3 NH
ST e L
H 2
RE x-.. "J\N ]/'\N
N 0

n @

WK ero (papManeBTHYECKU PUEMIIEMON COJH, Te

R! npenctasisier codoit Bogopon, CN mmu Ci-Ceanku,
R? npenacTaBisieT co0oit Bogopo, rajgorer uiu C;-Cealiku,

R’ NPEICTaBISIET COOOI BOAOPO WITH TaJIOTEH;

X' npencrasusier coboit CH mm N;

X* npencrasisier coboit CH mm N;

X? npencrasmsier coboit CH mm N;

X* npencrasnsier coboit CH nnu N, u

n pasusiercs O unu 1;

IIPHU YCJIOBHUH, UYTO IO MEHbIIIEHN Mepe ABa U3 X, X%, x*ux? npexacrasisitot codoii CH. B
HEKOTOPBIX BAapUAHTaX OCYIIECTBJIEHUS paK MpPEACTaTeIbHON KeJe3bl XapaKTepu3yercs IO
MeHbIIeH Mepe OHOH coMaTudeckol MyTtauueii AR, accOLMupOBaHHOI C OMyXOJbIO.

[00232] B omHOM acmekTe HaCTOsIIasi 3asBKa OTHOCHUTCS K CIOCOOy JieYeHHs paka
NPEACTATENILHON XKeJle3bl Y CYObeKTa, Hy KIAIOIIEerocsl B TOM, TJe PaK MPeACTaTEIbHOM JKele3bl
XapaxkTepu3yeTcs 0 MeHbIlel Mepe OJHOI comaruueckoil myTanueil AR, acconnnpoBaHHOM C
OIyXOJIbIO;

IpH 3TOM CIOCOO BKIIOYAET BBEACHHE CYOBEKTY TepaneBTUYecKd 3(P¢PEeKTHBHOTO

KondecTBa coenuHeHus popmydsl (1),
O,
L  *
1 R? NH
S Ae s SIS vaw
2 H 3
R '-.K.q 'J‘\N ]/.\N
0
N

n )
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WK ero (papManeBTHUECKU PUEMIIEMON CONH, Te

R! npenctasisietr coooit Bogopon, CN mwiu Ci-Ceankur,
R? npencTasisier co0oit Bogopo, rajgorer i Ci-Cealiku,

R’ NpeCTaBIsIeT COO0I BOAOPO WIIH TaJIOTEH;

X' npencrassier coboit CH mm N;

X* npencrasusier coboii CH mm N;

X? npencrasusier coboii CH mm N;

X* npencrasmusier coboit CH mmu N, u

n paBHsercs O wim 1;

IIPU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X, X%, x*uXx npeactasisiroT codoit CH.

[00233] B omHOM acrmekTe HACTOsMIasi 3asBKAa OTHOCUTCS K CHocoOy JieueHus paka
NPEACTATEIbHON JKeJle3bl y CYOBEKTa, HYXKAAIMErocs B OSTOM, e CYOBEKT € pakoMm
MPEACTATENBHON JKeJIe3bl XapaKTEPU3YETCs O MEHBIIECH Mepe OJHOW COMAaTHYECKOW MyTaLHei
AR, accolMMpOBaHHOMN C ONYXOJIBIO;

OpU 3TOM Crocod BKIKOYAET BBEACHUE CYOBEKTY TepaneBTUYeCKH 3(PPEeKTHBHOTO

KoJn4ecTBa coequHeHus popmydsl (1),
0.,
CLJ  °
1 R? NH
e o SIS s e e
2 H o X2
R hqu\N ]/\N
0
N/

n )

HJIN €T0 Q)apMaI_[eBTI/ILIeCKI/I HpPIeMJTeMOfI COJIM, TAC

R! npexacrasysier codboit Bogopoxa, CN unu Ci-Ceanku,

R’ npencTasisierT codoit Bogopon, ranoren win Ci-Ceanku,

R’ NpeaCcTaBIIsieT COO0I BOIOPO HJIH TaJIOTeH;

X' npencrasusier coboit CH mm N;

X* npencrasisier coboit CH mm N;

X? npencrassier coboit CH mm N;

X* npencrasmsier coboit CH mmn N, u

n paBusiercs 0 wim 1;

IIPYU YCJIOBUH, YTO IO MEHBLIEH Mepe 1Ba U3 X, X% x*u X npeacrasisiroT codoit CH, n
rne TeparneBTUYecKd 3((EeKTHBHOE KOJMMUeCTBO coenuHeHus ¢dopmynbl (I) cocraenser ot
npuOIM3UTENBLHO 35 Mr o npubmmzutensHo 1000 Mr. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHUS
paK MPENCTATENbHON >KeNe3bl XapaKTEepU3yeTCs MO MEHbLIEH Mepe OJHOW COMaTUYECKOU
myTamueit AR, acCOIMUpPOBaHHOM € OMYXOJbIO.

[00234] B omHOM acmekTe HACTOsIIasi 3asBKa OTHOCUTCS K CIOCOOY JIeYeHHs paka
NPEACTATENbHON XKeJe3bl y CyObeKTa, Hy KJAIOIIerocss B TOM, Tie paK MPeACcTaTeIbHON JKeNe3bl
XapakTepu3yeTcs 0 MeHbIleH Mepe OJHOI comaTuueckol myrtauueil AR, acconumupoBaHHOMN ¢

OIyXOJIbIO;
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IpU 3TOM Croco0 BKIKOYAET BBEACHHE CYOBEKTY TepaneBTHUeCKHd 3(PQPeKTHBHOrO

KondecTBa coequHeHus popmydsl (1),
Of,
L  *
1 R? NH
: N
2 H o X2
R '-.x,q J‘\N ]/'\N
0
N

n @

WK ero (papMaLeBTHUECKU PUEMIIEMON COJH, T

R! npenctasisier coooit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopos, rajored uiu C-Cealiku,

R’ NIPECTABIISIET COOOI BOAOPOI WITH TaJIOTEH;

X' npencrasusier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X? npencrasmsier coboit CH mm N;

X* npencrasmsier coboit CH mmu N, u

n pasusercsa 0 wim 1;

IIPHU YCJIOBUH, YTO IO MEHBIIEH MEpe 1Ba U3 X', X%, x> u X npeacrasisiroT codoit CH, n
rae TeparneBTUdeckd 3((EeKTHBHOE KOJMUeCTBO coenuHeHus: ¢opmynbl (I) cocraenser ot
npubnusuTensHo 35 Mr go npudmmsurenasHo 1000 mr.

[00235] CnocoObl JeueHus: paka, OINMUCAHHBIE B JAHHOM JIOKYMEHTE, BKIIIOYAIOT
YMEHBIIEHHE pa3Mepa ONyXoiu. B kauecTBe anbTEpHATUBBI WM JOMOJHHUTENBHO pak
npencTaBisieT coOOl MeTacTaTHYeCKUH pak, M AAHHBIM Croco0 JieueHHs BKIIOYAET MOJaBICHUE
MHBAa3UHM METACTATHUECKUX PAKOBBIX KJIETOK.

[00236] B HEKOTOpbIX BapuUaHTAaX OCYLIECTBJCHHsS paK MpPEACTaBsieT COOOW pak
NPEACTATEIbHON JKele3bl. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS pPaK MPENCTAaBIISET COOOM
aJICHOKAPILIUHOMY TIPEACTATENbHOM KeJe3bl.

[00237] B HekOTOpBIX BapuaHTaX OCYIUIECTBIEHHUsS pPaK MPencTaBjsieT CoOoi
METaCTAaTUYECKHH PaK MPENCTaTEIbHOMN JKeNIe3bl.

[00238] B HekOTOpBIX BapuaHTaX OCYILIECTBIEHHsS pPaK TMPENCcTaBjsieT CoOOi
KaCTPALIOHHO-PE3UCTEHTHBIA PaK MPEACTATEIBHON JKeNe3bl.

[00239] B HekOTOpBIX BapuaHTaX OCYUISCTBICHHS pPaK MPeNcTaBjsieT CoOoi
METaCTaTUIECKHI KaCTPALMOHHO-PE3UCTEHTHBIN pak npencrarenbHoi skene3sl (MCRPC).

[00240] B HekOTOpBIX BapHaHTaX OCYIIECTBIIEHUS Y CyOBEKTa, CTPATAOIIEro OT paka
npexncratenbHoO skene3nl (Hanpumep, mCRPC), Oyner HaOmr0naThCs pa3HbIN OTBET HA JICYCHUE
¢ momoupo coenuHeHus ¢Gopmyael (I) mam ero ¢apmauneBTHUECKH NPUEMIIEMBIX COJIH,
SHAHTHOMEPA, CTEPEeoHu3OMepa, CONbBaTa, MOANMOpP(da, H3OTOMHOTO TNPOU3BOAHOTO WU
NPOJIEKAPCTBA HA €r0 OCHOBE, B 3aBUCHMOCTH OT CTaryca cyObekra mo Omomapkepam AR ot
TOT0, UMEETCs JIU Y CyObekTa OfHa WM Oosee coMaTHdecknx MyTaiuii AR, acconMupoBaHHBIX €

OIyXOJIBHO.
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[00241] B HeKOTOpPBIX BapHaHTaX OCYINECTBJICHUS CYOBEKT C PAKOM IPENCTATENbHOM
JKEJIE3bl XapaKTepU3yeTcss IO MEHbIIel Mepe OAHON comarudeckor wmyrtauuen AR,
aCCOLIMMPOBAHHOU C OMYXOJIbIO. B HEKOTOPBIX BapHaHTax OCYLUECTBJIEHUs PAK MPEACTATEIbHOU
JKEJIE3bl XapaKTepU3yeTcss IO MeEHbIIell Mepe OnHON comaTudeckoll Myrtauuent AR,
aCCOLMHUPOBAHHOM C OMYXOJIBIO.

[00242]

[00243] B HeKOTOpbIX BapHAHTAX OCYIUECTBJIEHUS paK IPEACTATEIbHON >Kelle3bl
XapaKTePU3yeTCsl M0 MEHBIIEH Mepe OTHOW coMaTu4eckol myTtanueil AR, accolmmupoBaHHON C
ONMyXOJibl0, TpeactaBsiromeii  coboit  myrammro L702H. B HekoTOpbIX — BapuaHTax
OCYLIECTBJIEHUS] PAK IPENCTATEIbHON >Kelle3bl XapaKTepU3yeTCs IO MEHbLIEH Mepe OAHOU
coMaThueckoi Mmytauueii AR, accOMMPOBAHHOW C OMYXOJbK, NPEACTABIIOMEN CoOOH
myTauuo T878A. B HEKOTOPBIX BapHaHTax OCYLIECTBIEHUS paK MPEACTATEIbHOM >Kele3bl
XapaKTEePU3YETCs 10 MEHBIIEH Mepe OTHOM coMaTH4ecKol myTtauueit AR, accommupoBaHHOMN C
ONyXOJIbI0, TpenacTaBisolmeit cobdoir  myramuro H875Y. B HekoTophIx  BapuaHTax
OCYLIECTBJIEHUSI PAK IPENCTATEIbHON >KeNe3bl XApAaKTePU3YeTCs IO MEHbLIEH Mepe OAHOU
coMaThueckoi Mytauueii AR, acCOIMHPOBAHHOW C OMyXOJbIO, NPEACTABISIOMEN CoOOH
myTtauuro H875L. B HEKOTOpPBIX BapHaHTaxX OCYINECTBJICHMsI PaK MPEACTATENIbHOU >KEJIe3bl
XapakTepusyeTcs 0 MeHbIlel Mepe OJHOI comaruueckoil myTanueil AR, accouunpoBaHHOI C
OMyXOJbI0, TpeAcTaBisitomed coboit  myraumio W742C. B HEKOTOpPBIX  BapHaHTaxX
OCYLIECTBJICHUSI PAaK IPENCTATEIbHOM >KEJIe3bl XapaKTepU3YeTCs IO MEHBbLIEH Mepe OAHOU
coMaTnueckoi Mytauueii AR, accoMMpOBaHHONW € OMNyXOJbIO, NPEACTaBISAIOMEN CcoOoM
myTauuro Q825E. B HEKOTOPBIX BapHAaHTax OCYLIECTBJICHUS pPaK MPEACTATEIbHON >KeIe3bl
XapakTepU3yeTCsl N0 MEHbBLIEH Mepe OTHOM coMaTudeckoll myTtauueit AR, accolmmupoBaHHON ¢
OMyXOJIbIO, TMpPENCTaBNsirOLIe coboi  mytammioo W742L. B HeKOTOpbIX  BapuaHTax
OCYLIECTBJIEHUS] PAaK IPENCTATEIbHON >KeJle3bl XapaKTepU3yeTcs IO MEHbLIEH Mepe OAHOU
coMaTHueckoi Mmytauueii AR, acCOLMMPOBAHHOW C OMyXOJbIO, MPEACTABISAIOMEH CoOoH
mytaiuo F877L. B HEKOTOpPBIX BapUaHTaxX OCYLIECTBICHHUS pak MNPEACTATENbHONW >KEJe3bl
XapaKTEePU3yeTCsl 10 MEHBIIEH Mepe OTHOM coMaTudeckol myTtanueit AR, accolmmupoBaHHON C
OMyXOJbI0, TMpencTaBisiroiieit cobdoit myrammo T878S. B HEKOTOpBIX  BapHaHTaX
OCYLIECTBJIEHUSI PAK IPENCTATEIbHON >KeNle3bl XapaKTepU3yeTCs IO MEHbLIEH Mepe OAHOU
coMaTHuecko Mmytauueii AR, accOMMpPOBAHHOW C OMYXOJbK, NPEACTABIIIOMEN CcoOoH
MyTauuro V716M. B HEKOTOpPBIX BapuaHTax OCYLIECTBJEHUs pPaK MNPEACTATENbHON >Kee3bl
XapaKTEePU3YEeTCs M0 MEHBIIEH Mepe OTHOM coOMaTH4ecKol myTtauueit AR, accommupoBaHHOMN C
OMyXOJbI0, TpeAcTaBsromerd codoit  myraumo D891H. B HekoTOpeiIx  BapwaHTax
OCYLIECTBJICHUSI PAK IPENCTATEIbHON >KeJe3bl XapaKTepHU3yeTCs IO MEHbIIEH Mepe OIHON
coMaThueckoi Mytauueii AR, accoMMpPOBaHHONW C OMYXOJbI, NPEACTABIIIOMEN CcoOOH
MyTtauuro M750V. B HEKOTOpPBIX BapuUaHTax OCYLIECTBJIEHUS PaK MNPEACTATENbHON >KENe3bl
XapakTepu3yeTcs 0 MeHbIlel Mepe OJHOI comaTtuueckoil myTtanueil AR, acconnnpoBaHHOM C
ONyXOJIbI0, TpenacTaBysroliet coboii  myrammo M750T. B HekoTOophIx  BapuaHTax

OCYILIECTBJICHUS] paK MpPEACTATEeIbHOM >Kele3bl XapaKTepU3yeTcsi MO MEHbIIeH Mepe OJHOMU
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coMaTnueckoi Mytauueii AR, accoMMpPOBaHHONW C OMyXOJbIO, NPEACTaBISAONMEN CcoOoH
myTtauuo S889G.

[00244] B HEKOTOpBIX BapHAHTAX OCYLIECTBJICHHUS CYOBEKT C PAKOM MpPeNCTaTebHOMN
JKeNne3bl XapaKTepU3yeTcs 10 MeHbIIeH Mepe JByMs COMAaTHYeCKUMU MyTauusMu AR,
aCCOLMUPOBAHHBIMM C ONyXOJbk. B  HEKOTOpBIX BapuaHTax OCYLIECTBJICHUS pak
NPEACTATEIbHON JKeJle3bl XapaKTepU3yeTcsi IO MEHbIIeH Mepe [ByMsl COMaTHYECKHUMHU
myTauusMu AR, acCOLMUPOBAHHBIMH C ONyXOJbIO. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHUS
pak MpeACTaTeNbHON JKeNe3bl XapaKTepU3yeTcs IO MEHbUIeH Mepe AByMsi COMaTUYECKUMHU
myTtauusMu AR, accormnpoBaHHbIME ¢ omyxonbto, L702H u H875Y. B HekoTOphIX BapuaHTax
OCYLIECTBJIEHUS] PAK IPEACTATENBbHON JKeJle3bl XapaKTEepPU3yeTCsl MO MEHbIIEH Mepe IByMs
COMAaTHYECKUMH MyTalusiMi AR, acCOIIMMPOBAHHBIMU C OMyXOJIBIO, MPEACTABIISIOIUMEI COOOH
T878A u H875Y. B HeKkOTOpBhIX BapuaHTax OCYLIECTBJIEHUs pakK MpPEACTaTeIbHON >KeJe3bl
XapakTepusyercsi IO  MeHblled Mepe JABYyMsl  COMaTU4YecKuMu  MyTauusiMu AR,
aCCOLIMMPOBAHHBIMU C OMYXOJbI0, npeacTasisromumMu codoir H875L u Q825E. B HekoTOpbIx
BApUAHTaX OCYLIECTBIEHHUs PaK MPEACTATE]BHON JKEIEe3bl XapaKTEPU3YEeTCsl MO0 MEHbIIEH Mepe
TpeMsl COMaTHUeCKUMU MyTalusiMu AR, acCOLMMPOBAaHHBIMU C OMYXOJbIO, MPEACTABIAIOIIUMU
coboii L702H, T878A n H875Y. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS PaK MMPENCTaTeIbHOMN
JKeJe3bl XapakTepU3yeTcss MO MEHblIeH Mepe 4YeTbIpbMsl COMaTHUYeCKMMM MyTauusimu AR,
ACCOLIMMPOBAHHBIMHE C OMYXOJIbI0, TIpencTassiromnmu codoii T878A, F877L, L702H u V716M.
B HEKOTOpBIX BapHaHTax OCYLIECTBJECHHUS paK MPEACTATEIbHOM KeJe3bl XapaKTepU3yercs IO
MEHbLIEH Mepe TpeMsl COMaTU4YeCKUMHU MyTauusMu AR, accOLMMpPOBaHHBIMU C OINYXOJbIO,
npeacrasisomumMu cobort T878A, M750T u D891H. B HekoTOpBIX BapHaHTax OCYIIECTBIECHHS
pak MpencTaTeNIbHOW KEJe3bl XapaKkTEePU3yeTCsl MO MEHbIIEH Mepe TpeMsi COMaTHUYECKUMU
myTauusiMu AR, accOlMMPOBaHHBIMU C OMYXOJIbIO, NpeacTassiroiumu codoit T878A, F877L u
V716M. B HeEkOTOpBIX BapHaHTAaX OCYLIECTBJIEHUS PAaK MPEACTATENIBHOM  JKeNe3bl
XapakTepu3yercss 1O  MeHblIed Mepe AByMs  cOMaTudeckumMu  mytauusiMu AR,
ACCOLIMMPOBAHHBIMH C OMyXOJbIO, TpencTasisiromumu codoii T878S u H875Y. B HekoTOpbIX
BapUAHTaX OCYLIECTBJIEHUs PaK MPEACTATENbHON JKEJIEe3bl XapaKTEPU3YEeTCsl 10 MEHbIIEH Mepe
ABYMsI COMaTHUECKUMU MyTalusMid AR, acCOLMHUPOBAHHBIMU C OINyXOJIbIO, MPEICTaBISIFOIINMHU
coboii T878S 1 W742C. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHUS PaK MPEACTATEIbHOM JKeJle3bl
XapakTepusyercsi IO  MeHbIled Mepe ABYMsl  COMaThdecKuMu  MyTauusimu AR,
ACCOLIMMPOBAHHBIMH C OMYXOJIbIO, TpencTasisiromumu cobori W742C u W742L. B HekoTOpBIX
BApUAHTaX OCYLIECTBJIEHUsl PaK MPEACTATENbHON >KEIe3bl XapaKTepPU3yeTCsl 0 MEHbIIEH Mepe
JBYMsI COMaTHUECKUMU MyTalusMu AR, acCOLMHPOBAHHBIMU C OINyXOJIbIO, MPEICTaBISIFOLINMHU
coboii L702H u T878A.

[00245] B omHOM acrmekTe AaHHAs 3asiBKa OTHOCUTCSL K CIOCOOY JIeUeHUs paka
NPEACTATENIbHON JKeNe3bl Y CyOnomyJsiuM MAalHeHTOB C PaKoM NPEACTaTeNbHON JKeJe3bl,
BKJIFOYAIOLIEMY:

BbIOOp CyOBeKTa C pakoM TIPEACTATeNIbHOW JKele3bl Uil JIeYeHUs, TAe pak

MPEICTaTeNIbHON JKeie3bl CyOBhEeKTa XapaKTepH3yeTCsl M0 MEHbIIeH Mepe OITHONH COMAaTHYEeCKOM
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myTtauuei AR, u
BBE/ICHUE MAIMEHTY TePaneBTUIECKU 3((PEKTUBHOIO KOJUUECTBA COENUHEHHS (POPMYIIBI

FepcV N

N

@,

n
(D,
Wi ero (papManeBTHYECKH MPUEMIIEMBIX COJIM, COJIbBaTa, MOJUMOpP(da, H30TOMHOrO

IMPOU3BOAHOTO UJIHU MPOJICKAPCTBA HAa €TI0 OCHOBE, I'I€

R! npenctasisietr codboit Bogopon, CN wu Ci-Ceanku,

R? npeacTaBisieT co0oit Bogopos, rajorer uiu C;-Cealku,

R’ NIPEICTaBIISIET COOOI BOAOPOI ITH TaJIOTEH;

X' npencrasmusier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH mmn N, u

n pasusercs 0 wim 1;

IIPHU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, x> u X npeactasisioT codoit CH.

[00246] B omHOM acrmekTe AaHHas 3asiBKa OTHOCUTCSL K CIOCOOY JIeUeHUs paka
NPEACTATENIbHON JKeJe3bl y CyOmomyJisiuM MaleHTOB C PAaKOM IPENCTaTeIbHON JKeNe3bl,
BKJIFOYAIOLIEMY:

BBIOOp cCyOBEKTa C pakoM MpPEACTaTeIbHOH JKene3bl Il JICYEHHs, TAe pak
NPEACTATENIbHON JKeye3bl CyObeKTa XapaKTepu3yeTCsl IO MEHbIIEH Mepe OJHOW COMATHYECKOM
myTtanueit AR, u

BBEJICHUE TMAIMEHTY TePaneBTU4YeCKU 3(H(HEKTUBHOTO KOJMUYECTBA COENUHEHHST (OPMYIIbI

RO
1
R‘I/@/ NJ\]{’K “-lxz
RE H xgh‘.' qJ\N
: D,

Wi ero (papManeBTUYECKH NPUEMIIEMBIX COJH, COJIbBaTa, MOJIMMOpP(a, HM30TOMHOTO

@,

MPOU3BOAHOIO UJIHU MPOJICKAPCTBA Ha €TI0 OCHOBE, I'AC

1 .
R’ mpencrasmsier codoii Bogopon, CN wim Cy-Ceanmku,

2 .
R” mpencrasisier codoii Bogopon, ranores mwin C-Cgankur,

3 .
R’ npencrasisier cob60ii BOTOPOA UM TaJIOTeH;
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X' npencrasmster coboit CH mmm N;

X* npencrasisier coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH umu N, u

n pasusiercst O unu 1;

IIPU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X2, X3 u X! npencrasisitoT coboit CH, u

rae TepaneBTuUecky 3P GEeKTHBHOE KOINUeCTBO coenrHeHus ¢popmysl (I) cocrasuser ot
npubIu3uTeNBHO 35 Mr no npudmmsureasHo 1000 mr.

[00247] B omHOM acrmekTe AaHHAs 3asBKa OTHOCUTCS K CIOCOOy JieueHHUs paka
NPEACTATENIbHONW JKeJie3bl Y CyOnomyJisiiy MAlUeHTOB C PaKOM NPEACTaTeNIbHOW JKeJe3bl,
BKJTFOUAIOLIEMY .

BBIOOpP MALIMEHTa C PAKOM TMPENCTATENbHOH >KeJe3bl Ui JICUEHHs, OCHOBAHHOIO Ha

craryce cyObekTa 1o Ouomapkepam comatudeckoin myraunu AR, u
BBE/ICHUE MAIMEHTY TEPANeBTUIECKU 3((PEKTUBHOIO KOJIHYECTBA COSTUHEHHS (POPMYITBI

D:,'Q 0 o 0
1 3 MNH
R’ NJ\ﬁx‘xZ R Q‘_):O
RE H N3, U\ r/\N
M
N 7

@,

‘l-x.q

: D,
Wi ero (papManeBTHYECKH MPUEMIIEMbIX COJM, COJbBaTa, NMOJUMOp(a, H30TOMHOIrO

MPOU3BOAHOT'O WJIN MPOJCKAPCTBA HA €0 OCHOBE, I'A€

R! npexacrasysier coboi Bogopoxa, CN unmu C-Ceanku,

R’ npexacrasisieT coboit Bogopoxa, rajnoren win Ci-Ceanku;

R’ NpeCTaBIIsieT COOOI BOAOPOI WITH TaJIOTEH;

X' npencrasusier coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X? npencrassier coboit CH mm N;

X* npencrasmsier coboit CH mm N, u

n paBusiercs 0 wim 1;

IIPY YCJIOBUH, YTO MO MEHBIIEH Mepe ABa U3 X, X%, x*u X npexncrasisiroT codoit CH, u

7€ TepaneBTU4IecKu 3P PeKTUBHOE KONNIECTBO coenuHenus ¢popmysl (1) cocrapnser ot
npubnu3nTensHO 35 Mr go npudmmsurenasro 1000 mr.

[00248] B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHs cTaTyc mo Omomapkepam AR y
cyObeKTa, CTpajarollero OT paka mpeactarenbHO skenesbl (Hampumep, mCRPC), moxHO
OTpeNeNUTh MOCPEACTBOM aHanu3a wuupkyaupyromeii omyxosnesoir JIHK (ctDNA) cybbekra
(Ledet, E. M. et al. The Oncologist, 2019; 24:1-7, xoTopasi BKJIIOYEHA B JaHHBIA JOKYMEHT
IIOCPENCTBOM CCBUIKH BO BCEH CBOEW IOJNHOTE AJIsI BCEX LieJiel). AJbTEepHATHBHBIE CIIOCOOBI

omnpeneneHus craryca no omomapkepam AR y cyObekTa, CTpamaroIero ot paka npeacTaTeIbHON
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JKeJIe3bl, BKJIIOYAOT 0e3 orpaHudeHuss (IYOPEeCUHeHTHYHO TruOpuausanui in - situ,
UMMYHOTHCTOXUMHUYECKOe uccnenosanue, [11[P-ananus nim cekBeHNpOBaHUE.

[00249] B HeKOTOpbIX BapuaHTaxX OCYLIECTBJIEHUS COMAaTHUUYECKyI0 MyTanuio AR,
aCCOLIMHMPOBAHHYIO C OMNYyXOJbl), paka MpEeACTATENbHON Kejle3bl MOMKHO OIpeneuTh
NOCPEACTBOM  aHajgu3a  mupkynupyromein  omyxosneBorn  JTHK  (ctDNA)  cyObekra.
AnbTepHaTHUBHBIE CIOCOOBI OMpenAeNeHust coMarndeckoil myrammu AR, acconmmpoBaHHON C
OIyXOJIbIO, paka MpPeACTaTeIbHOH >KeJe3bl BKIOYAIT Oe3 OorpaHndeHus (IyopecLeHTHYO
ruOpuaM3aMeo  in - situ, HMMMYHOTUCTOXMMHUYECKoe wuccienoBanue, [I[[P-ananmu3 wim
CEKBEHHUPOBAHUE.

[00250] B HekOTOpBIX BapHaHTax OCYLIECTBIEHHs CTaTryc mo Owmomapkepam AR y
CcyObeKTa, CTpajaroIlero OT paka MPEACTATENIbHOW KeNie3bl, ONpEeNeNsiioT B oOpasue KPOBH,
MOJIyY€HHOM OT CYOBEKTa.

[00251] B HeKOTOpBIX BapHaHTax OCYLIECTBIEHHs CTaTyc mo Omomapkepam AR y
CyOBeKTa, CTPANAOIIEro OT paka MPEACTATEebHOW KeJe3bl, OMpenessiioT B o0pasie Ouorncuu
COJIMIHBIX 00pPa30BaHUH, MOJYYEHHOM U3 OMYyXOJIN CYObEKTa.

[00252] B HEKOTOpBIX BapUaHTaxX OCYLIECTBJEHHUS MALMEHTa C PAKOM MPEACTATEeIbHON
JKene3bl BBIOMPAIOT Ui JICYEHWs HAa OCHOBAHWM HAJIWYMs 10 MEHbIIEH Mepe OIHOH
comatudeckoi myrauun AR, acCOoUUPOBaHHOI C OMyXOJIbIO.

[00253] B HeKOTOpBIX BapuUaHTaX OCYLIECTBJEHHUS MALMEHTa C PaKOM MPEACTAaTEeNIbHON
JKene3bl BBIOMPAIOT Ui JIEYEHWs HAa OCHOBAHWM HAJIWYMsA 110 MEHbIIEH Mepe OIHOH
coMaTrueckoi myranun AR, acconnnpoBaHHOH C OMyXOJIbIO, MpeacTaBisitomei codboit L702H.

[00254] B HeKOTOpBIX BapuUaHTaX OCYILECTBJICHUs MALMEHTA C PAKOM IMPEACTATEIbHOU
JKeJie3bl BBIOMPAIOT JUI JIEYeHUs] HAa OCHOBAaHMM HAJM4HMs IO MEHbLIeH Mepe OIHOM
comatndeckor Mmyrauuu AR, acCOIMUPOBAHHOMN C OMyXOJIblO, MpeacTaBstomeii cooo T878A.

[00255] B HekoTOpBIX BapHaHTaX OCYIIECTBJIEHUS MallMEHTa C PAKOM IPEeACTaTeIbHOU
JKeNe3bl BBIOMPAIOT Uil JICYEHHss HAa OCHOBAHMM HAJIWYMsA 10 MEHbIIEH Mepe OIHOH
coMaTHuecKoi myTtaiuu AR, acCoMupOBaHHON C OMYXOJIbIO, MpeacTaBisiroiel codboi H875Y.

[00256] B HexkOTOpBhIX BapuaHTaX OCYLIECTBJIEHHUS TMALMEHTA C PAKOM MPEACTAaTEeIbHON
JKeNe3bl BBIOMPAIOT Uil JICYEHHs HAa OCHOBAHWM HAJIWYMSA [0 MEHBbIIEH Mepe OIHOH
coMaTrueckoi myranuu AR, acconnupoBaHHOH C OMyXOJIbIO, MpeacTaisiroinel codboi H875L.

[00257] B HexOTOpBIX BapuUaHTaX OCYLIECTBJIEHHUS MALMEHTA C PAKOM MPEACTATEIbHON
JKene3bl BBIOMPAIOT Ui JICYEHWs HAa OCHOBAHMM HAJIWYHMsA [0 MEHbIIEH Mepe OIHOH
coMaTrueckoi myranuu AR, accounnpoBaHHOH C OMyXOJIblo, peacTasisiromeii codoit Q825E.

[00258] B HexkOTOpBIX BapuUaHTaX OCYLIECTBJIEHHUS MALMEHTa C PAKOM MPEACTATEeIbHON
JKene3bl BBIOMPAIOT Ui JICYEHHWsT HAa OCHOBAHWM HAJIWYMA 10 MEHbIIEH Mepe OIHOU
coMaTHueckoi myraun AR, acconnupoBaHHOH C OMyXOJIbIO, MpeacTaBisitoiel coboit W742C.

[00259] B HexkOTOpBIX BapuUaHTaX OCYLIECTBJEHHUS MALMEHTa C PaKOM MPEACTATEeNIbHON
JKene3bl BBIOMPAIOT Ui JIEYEHWs HAa OCHOBAHWM HAJIWYMA 110 MEHbIIEH Mepe OXHOH
coMaTHueckoi myranun AR, acCOlMMPOBaHHOMN C OMYXOJIbIO, MpeAcTaBisitoIei codoit W742L.

[00260] B HexOTOpBIX BapuaHTaxX OCYLIECTBJEHHUS MALUEHTa C PaKOM IMPEACTATEeNIbHON
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JKene3bl BBIOMPAIOT Ui JIEYEHWs HAa OCHOBAHWM HAJIWYMA 110 MEHbIIEH Mepe OIHOH
coMaTnueckoi myranun AR, acconnupoBaHHOH C OMyXOJIbIO, MpeacTaBistomel codboit F877L.

[00261] B HexkOTOpBIX BapuUaHTaxX OCYLIECTBJEHHUS MALMEHTa C PaKOM MpPEACTaTeNIbHON
JKene3bl BBIOMPAIOT Ui JIEYEHMs HAa OCHOBAHWM HAIWYMsA 110 MEHbIIeH Mepe OIHOMN
comMaTtu4eckor Myrauuu AR, acCOIMUPOBAHHOM € OMyXOJIblo, MpeacTassitomei codoii T878S.

[00262] B HexOTOpBIX BapHaHTaX OCYIIECTBJEHHS MalUE€HTa C PAKOM IPENCTaTeIbHOM
JKeJe3bl BBIOMPAIOT JUI JIEYeHUs] HAa OCHOBAaHWM HAJM4Ms [0 MEHbLIeH Mepe OIHOMH
coMaTHuecKoi MyTaiuu AR, acCOLMUPOBAHHOM C OMYXOJIbIO, MpeACTaBsitoIel codoi V716M.

[00263] B HexOTOpBhIX BapuaHTaX OCYLIECTBJICHUs TMALMEHTa C PAKOM MPEACTaTeIbHON
JKeNe3bl BBIOMPAIOT Ui JICYEHHss HAa OCHOBAHWM HAJIWYMA [0 MEHBbIIEH Mepe OIHOH
coMaTHueckoi mytauu AR, acconMupoBaHHOHN C OMYXOJIbIO, MpeacTaBisiroiel codoit D89 1H.

[00264] B HexkOTOpBIX BapuUaHTaX OCYLIECTBJIEHUS MALMEHTA C PAKOM MPEACTATETbHOU
JKeNe3bl BBIOMPAIOT Ui JICUYEHHWs HAa OCHOBAHWM HAJIWYMA 110 MEHBbIIEH Mepe OIHOH
coMmarudeckoil Myranuu AR, acCOLIMUPOBAHHON C ONMyXOJIbIO, MPeNCTaBJIsiFoIeit codoit M750V.

[00265] B HexOTOpBIX BapuaHTaX OCYLIECTBJIEHHUS MALMEHTA C PAKOM MPEACTATEeIbHON
JKene3bl BBIOMPAIOT Ui JICUYEHHWs HAa OCHOBAHWM HAJWYMA [0 MEHBbIIEH Mepe OIHOH
coMaTHueckoi myranun AR, acconnnpoBaHHOH C OMYXOJIbIO, MpeacTaBisitoiel coboit M750T.

[00266] B onHOM BapuaHTe OCYIIECTBIICHUS MAIIUEHTA C PAKOM MPENCTATEIbHOMN KENE3bI
BBIOMPAIOT AJIs1 JIEYEHUsT HA OCHOBAHUHM HAJIMYWS O MEHbIIeH Mepe ONHOH COMaTH4YecKOn
myTaiu AR, acconnupoBaHHOH € OMyXOJIbIO, MpeAcTaBisiroeii coboit S889G.

[00267] B HeKOTOpPBIX BapHaHTaX OCYIIECTBJEHHUS MAallUE€HTa C PAKOM IPEACTaTEeIbHOM
JKeNe3bl BBIOUPAIOT AJIS JIEYEHUS] HA OCHOBAHUM HAJIMUUS 10 MEHbILIEH Mepe IBYX COMAaTUYECKHX
myTauuil AR, acCCOLMNPOBAHHBIX C OMyXOJBIO.

[00268] B HexoTOpBIX BapHaHTaX OCYIIECTBJEHHS IMALUEHTa C PAKOM IpPEACTaTebHOM
JKeJie3bl BBIOUPAIOT JUIs JISYEHUs] HA OCHOBAHUN HAJIMYUS 110 MEHbIIEH Mepe ABYX COMaTHYECKHUX
myTaruii AR, acCOMUPOBaHHBIX C OMYXOJIbIO, MpencTassomux codoit L702H u H875Y.

[00269] B HexOoTOpbIX BapuaHTaX OCYLIECTBJEHUS TMALMEHTa C PAKOM MPEACTAaTeIbHOU
JKeJle3bl BBIOUPAOT ISl JICUEHHs] HA OCHOBAHMM HAJIMYHSI 10 MEHbLIEH Mepe TPEeX COMaTHYECKHX
myTaiii AR, acCOLMMPOBAHHBIX C OIMYXOJbIO, MpeacTaBisrommx coboit L702H, T878A u
H875Y.

[00270] B HexOTOpBIX BapuaHTaX OCYLIECTBJIEHHUS MALMEHTA C PAKOM MPEACTATEIbHON
JKeJe3bl BHIOUPAIOT AJIS JICYCHUS] HA OCHOBAHUH HAJIMYUS 10 MEHBIIEH Mepe ABYX COMATUYECKHX
myTanuii AR, acCOMUPOBAaHHBIX C OIMYXOJIbIO, MpenacTaBstommx coboi T878A u H875Y.

[00271] B HexOTOpBIX BapuUaHTaX OCYLIECTBJEHHUS MALMEHTa C PAKOM MPEACTATEeIbHON
JKeNe3bl BBIOMPAIOT Ui JICUEHWs Ha OCHOBAHMM HAJIWYHMS IO MEHbIIEH Mepe YeThIpex
cCOMaTHUeCKUX MyTauuid AR, acCOLMUPOBAHHBIX C OMYyXOJbIO, MpeacTaBisromux codoit T878A,
F877L, L702H u V716M.

[00272] B HeKOTOpBIX BapuUaHTaX OCYLIECTBJEHUS MALMEHTa C PAKOM IMpPEACTAaTEeNIbHON
JKeNe3bl BBIOUPAOT ISl JIEUEHHs] HA OCHOBAHMM HAJIMYHS 110 MEHbIIEH Mepe TPeX COMaTHYECKUX

myTtaimii AR, accoumupoBaHHBIX C OIyXOJbto, mpexacraBisaomux coboit T878A, F877L wu
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V716M.

[00273] B HeKOTOpBIX BapuUaHTaX OCYLIECTBJEHHUS MALMEHTa C PAKOM IMpPEACTATEeNIbHON
JKeNe3bl BBIOUPAIOT AJIS JISYEHUSI HA OCHOBAHUH HAJIMUUS 110 MEHbBILIEH Mepe ABYX COMATUYECKHX
myTanuii AR, acconnnpoBaHHBIX € OIyXOJIblO, peacTasistomux codoit T878S n HZ75Y.

[00274] B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHHUS MALIUEHTA C PAKOM IpeNCTaTebHOMN
JKeJie3bl BBIOUPAIOT JUIsl JISYEHUs] HA OCHOBAHUN HAJIMYUSI 11O MEHbIIEH Mepe IBYX COMaTHYECKHUX
MmyTauuii AR, acCOMMPOBaHHBIX C ONMYXOJbIO, IpeacTapisonmx codoit H875L u Q825E.

[00275] B HexkOTOpbIX BapuUaHTaX OCYLIECTBJIEHHUS TMALMEHTa C PaKOM IMPEACTaTeTbHOU
JKeJle3bl BBIOUPAIOT AJIS JISYCHUS] HA OCHOBAHUH HAJIMYUS TI0 MEHbBILIEH Mepe ABYX COMAaTUYECKHX
myTanuii AR, acConMUpOBaHHBIX € OMYXOJIbIO, MpeacTasisiromux codboit T878 A u T878S.

[00276] B HexOTOpBIX BapuaHTaX OCYLIECTBJIEHUS MAlME€HTa C PAKOM MpPEeACTaTETbHOU
JKeJle3bl BBIOUPAIOT AJIS JICYCHUS] HA OCHOBAHUH HAJIMYUS TI0 MEHBIIEH Mepe ABYX COMATUYECKHX
myTanuii AR, acconMupoOBaHHBIX € OIMYXOJIbIO, MpeacTapistomux codboi T878S u W742C.

[00277] B HexOTOpBIX BapHaHTaX OCYIUIECTBJEHHUS Malle€HTa C PaKOM IPEACTaTeNbHOM
JKeJe3bl BHIONPAOT AJIS JICYCHUS] HA OCHOBAHUH HAJIMYUS TI0 MEHBIIEH Mepe ABYX COMATUYECKHIX
myTauuii AR, aCCOMUPOBAHHBIX ¢ OMyXOJIbIO, MpencTapisirommx codoit W742C u W742L.

[00278] B HexkOTOpBIX BapuUaHTaX OCYLIECTBJEHHUS MALMEHTa C PAKOM MPEACTATEeNIbHON
JKeJle3bl BBIOUPAIOT AJIS JICYSHUSI HA OCHOBAHUH HAJIMUUS TI0 MEHBIIEH Mepe ABYX COMATUYECKHX
myTanuii AR, acconnupoBaHHBIX € OIMyXOJIbIO, peacTasisromux coboit L702H u T878A.

[00279] B onHOM acrnekTe MaHHas 3asBKa OTHOCUTCS K JISUCHHIO Paka MpencTaTesbHOMN
Kene3bl ¢ oMol coenuHerns ¢opmyinel (I), rme coennnenue gopmynsl (I) oTHOCHTCS K

COEAMHEHHIO CO CIEAYIOLIEH CTPYKTYPOi:
O_r,
L4 { °

1 3

2 H  x2
R qu‘J\N ]/\N

0

N

: D

wii ero (¢apMaleBTHYECKH TMPUEMIIEMbIM COJIM, JSHAHTHOMEPY, CTEPEOH30MEpY,
COJIbBATY, TOJUMOP(QY, U30TOMTHOMY MPOU3BOJHOMY HJIH TMPOJIEKAPCTBY HA €r0 OCHOBE, TIe R,
RZ, R3, Xl, Xz, X uX'un ONpenesieHbl B JAHHOM JOKYMEHTe. B HEKOTOpBIX BapuaHTax
OCYIIECTBJICHUS] PaK MPEACTABIISIET COOOW METaCTaTHYECKHH pakK MpencTaTeNIbHOH skeje3bl. B
HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHS PaK MPEACTABIsET COOOH KacTpallMOHHO-PE3UCTEHTHBIN
WM  KacTpaT-PE3UCTEHTHBIM paK MPEACTAaTeNbHON kejie3bl. B HEKOTOphIX BapuaHTax
OCYIIECTBJICHUS] PaK MPEICTABIIIET COOOH MeTacTaTUYeCKUH KaCTPallMOHHO-PE3UCTEHTHBIN pak
MIPEACTATEIbHOMN XKeJe3bl.

[00280] B omHOM acrmiekTe naHHas 3asBKa OTHOCUTCS K JISUCHHIO paka MpencTaTesbHOMN

xKene3bl ¢ momolnbio coenuHeHus ¢opmynsl (I), rne coenunenune ¢opmynsl (I) BeIOpaHO H3

IPYIIBL, COCTOSILEH U3
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Wi X (papMaleBTUYECKU MPUEMIIEMbIX COJIH, SHAHTUOMEpPA, CTEPEON30Mepa, COIbBATA,
nojaruMop(a, H30TOIMHOTO MPOU3BOAHOTO UJIH MPOJIEKAPCTBA HA UX OCHOBE.
[00281] B omHOM acrniekTe naHHas 3asBKa OTHOCUTCS K JISUCHHIO Paka MpencTaTesbHOMN

xKene3bl ¢ momomnbio coenuHeHus: Gopmynsl (I), roe coemunenue ¢opmyinnl (I) BeIOpano us

IPyIIBI, COCTOSALLEH U3
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[00282] B HEKOTOpPBIX BapuUaHTaX OCYLISCTBICHHS pPaK MPENCTaBjsieT COOOM
METAaCTaTUYECKUN paK MPEACTaTEeNbHON Kele3bl. B HEKOTOPBIX BapuaHTaX OCYLIECTBJIEHUS PAK
MPEICTAaTeNIbHOW JKeJe3bl MPEACTaBIsieT COOOW KacTPAaIlMOHHO-PE3UCTEHTHBIM WM KacTpaT-
PE3UCTEHTHBIA pPaK MPEACTAaTEIbHOM »keje3bl. B HEKOTOpBIX BapHaHTax OCYLIECTBJICHHUS pPaKk

NPEeACTATENbHON JKeJe3bl MPENCTaBIsAeT COO0M MeTacTaTHUECKUI KacTpaLlMOHHO-PE3UCTEHTHBIN
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paK MpenCcTaTeIbHOMN JKEeIe3bl.

[00283] B onHOM acrnekTe MaHHas 3asBKa OTHOCUTCS K JISUCHHIO paka MpencTaTesbHOMN
JKele3bl ¢ TOMOLIbI0 coenuHeHust Gopmyinbl (I) B koMOMHAUIMU ¢ APYTMM NPOTHBOPAKOBBIM
cpenctBoM, rne coenuHeHue ¢Gopmysbl (I) OTHOCHUTCS K COEOUHEHHIO CO CIEAYIOLIei

CTPYKTYpPOIL:

O"-Q 0 0 0
RVQ/ N R’ Q‘_“;':o
R? H o x3 “U\N ]/\N
\) o
: D,

Wi ero (¢apMaleBTHYECKH TMPUHEMIIEMBIM COJIHM, DJHAHTUOMEPY, CTEPEOH3OMEPY,
COMbBATY, MOTUMOP(Y, M30TOMHOMY IPOU3BOLHOMY HIIM IPOJEKApCTBY Ha ero ocHose, rae R,
RZ, R3, Xl, Xz, XuXxtun ONpenesieHbl B JAHHOM JOKYMEHTe. B HEKOTOpBIX BapuaHTax
ocymiectBiieHus: coenunenne Gopmysl (I) mpeacrasnser codoii coequnenue ¢opmyisl (I-g). B
HEKOTOPBIX BapUAHTaX OCYLIeCTBIeHUs coenuHenue ¢opmynbl (I) mpencraenser coboit
coennaenue popmyisr (I-j).

B Hekorophix BapuaHTax ocymecTBieHus coeauHenne (opmynsl (I) mpencrasnsier
coboti coenunenue popmysl (I-k).

[00284] B HeKkOTOpBIX BapHaHTaxX OCYLIECTBJIEHMsS] pPaK IPENCTATENbHON KeNe3bl,
KOTOpBIA JieyaT ¢ TIOMOINBIO KOMOuWHamuu coenuHeHuss ¢opmynsl (I) u  mgpyroro
IPOTHBOPAKOBOTO CPEACTBA, NPEACTaBIsIeT COOONH METAacTaTUYeCKHH pak IpencTaTelbHOM
Kene3bl. B HEKOTOpBIX BapHaHTax OCYIUECTBIEHUS PaK IPENCTAaTENbHOM >Kese3bl, KOTOPBIH
JedaT C IMOMOLIbI0 KoMOuHammu coenuHeHust ¢opmynsl (I) m gpyroro mpoTHBOpPakoBOrO
CpeACTBa, MPEACTaBIsieT COOON KaCTPALMOHHO-PE3UCTEHTHBIN MIIH KaCTPaT-PE3UCTEHTHBIA paK
MIPEACTATENbHON Jkene3bl. B HEKOTOpPBIX BapuaHTax OCYLIECTBJEHUS paK MPEACTaTeIbHOU
JKeJle3bl, KOTOPBIH Jie4aT C MOMOIIbI0 KOMOWHaumu coenuHeHust ¢dopmynsl (I) u mpyroro
NPOTHBOPAKOBOTO  CPEACTBA, TMPEACTABISET COOOW  METACTaTUYECKHH  KaCTPaLMOHHO-
PE3UCTEHTHBIN paK MPEACTAaTENbHON kene3bl. B HEKOTOPBIX BapHaHTax OCYLIECTBICHUS IPyroe
MPOTUBOPAKOBOE CPEACTBO MPEACTABIsIeT COOOM abuparepoH WM ero (apManeBTHYECKH
NPUEMIIEMYIO COJIb. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHHS IPYroe IMPOTUBOPAKOBOE
CPEICTBO MpeacTaBisieT coboii abupaTepoHa aerar.

[00285] B onHOM acmekTe JieUeHHE paka MPUBOAUT K YMEHBLIEHUIO pa3Mepa OIMyXOJIH.
VMeHbIIEHHe pa3Mepa ONyXOJIM TaKKe€ MOXKET Ha3bIBaTbCS  «PErpecc  OIMyXOJH».
[IpenmouyTHTENbHO TOCKE JICYEHUS pa3Mep OIMYyXONM yMeHbImaercs Ha 5% wuiam Oosbline 1o
CPAaBHEHHIO C €€ pa3MepoM /[0 JiedeHus, OoJjiee MPEeNNOYTHTENBHO pa3Mep OIMyXOJH
ymenbinaercss Ha 10% wnm OGonbine, Gonee NpeAnOYTUTENIbHO yMeHblmaercsi Ha 20% wiu
Oonpie; Ooiee MPenrnovYTUTENHHO yMeHbImaeTcsi Ha 30% wim Oosblie, Oojiee MPEeAOYTUTENIBHO

ymenbInaercss Ha 40% wnm Oosbine; eme Oojee MPeanoYTUTENIbHO YMeHblnaercs Ha 50% wum



67

Oonpire U HanOoJIee MPEATIOYTHTENILHO YMEHbINAeTCsl Ha Oojee yeM 75% wu Oonbine. Pazmep
OIyXOJIM MOXKHO H3MEPATh MOCPEACTBOM JIOOBIX BOCIPOH3BOIUMBIX CIIOCOOOB M3MepeHus. B
IPEIIOUTUTENBHOM aCIEKTE pa3Mep OMyXOJU MOKHO U3MEPSATh B BUJE TUAMETPA OMyXOJIH.

[00286] B npyrom acmekTe JieueHHE paka MPUBOIUT K YMEHBIIEHUIO 00beMa OMyXOJIH.
ITpeamoutuTeNnbHO MOCHE JiedyeHUsT O0BEM ONyXOJHM yMeHbIuaercss Ha 5% wnm Oonblie Mo
CPaBHEHHIO C €€ pa3MepoM JI0 JieueHHsT; Ooee MPeanouYTUTEIBbHO 00BEM OMyXOJIN YMEHBIIAETCS
Ha 10% wmu Gosbine, Ooniee MpeANOYTUTENILHO yMeHblnaercs Ha 20% wnu Oosbine;, Oornee
NPEATIOYTUTENIbHO yMeHblnaeTcst Ha 30% wnu Oonbiie; Ooyiee MPENnOYTHTEIbHO YMEHbIIASTCS
Ha 40% wunau Oonblie; emne OoJjiee MPEANOYTUTEIHPHO yMeHbinaercss Ha 50% wnu Oonbine |
HauboJiee MPEANOYTUTENIHO YMEHbIaeTcss Ha Oonee 4eM 75% wnm Gosbime. OObeM OmyXoJu
MO’KHO U3MEPSTh MOCPEACTBOM JIFOOBIX BOCIIPOU3BOAMMBIX CIIOCOOOB U3MEPEHUSI.

[00287] B npyrom acriekte JiedeHHe paka MNPUBOAUT K YMEHBIIEHUIO YHCJA OMyXOJeH.
[IpenmoyTHTeNbHO TOCHE JICYCHHS YHCIO OMmyxoyiel yMeHblnaercs Ha 5% wiam Oojbine 1o
CPaBHEHHIO C YHCJIOM JIO JIeueHus:, Ooyiee MPEANOYTUTENBHO YHCIIO OMyXOJIeH YMEHbIIAETCs Ha
10% wnu Oonpime; Oosnee MpennmoOYTHTENBHO yMeHblmaercs Ha 20% wnm Oosblue; Oonee
NPEATIOYTUTENbHO yMeHbInaeTcst Ha 30% wnu Oonbine; Ooee MpeArnoYTUTENbHO YMEHBIIAETCS
Ha 40% wnm Oonblie; eme OoJjiee MPEANOYTUTEIHPHO yMeHbimaercss Ha 50% wiu Oonbine u
HauboJjiee TMPENMOYTUTEIPHO yMeHbImaeTcss Ha Ooyee dem 75%. Umcno omyxosieli MOXKHO
U3MEPATH TIOCPEACTBOM JIFOOBIX BOCIIPOU3BOAMMBIX CIIOCOOOB M3MepeHus. B mpenmnoutureasHOoM
acrmeKTe 4YMCJIO OINyXOJled MOXHO M3MepATb MOCPEACTBOM IOACYETa OMyXOJiel, BUANMBIX
HEBOOPY KEHHBIM IJ1a30M WJIM IPU YKA3aHHOM YBEJNWYeHUH. B NpeanouTHUTENbHOM aclekTe
YKa3aHHOE YBEINYEHUE COCTaBISIET 2X, 3X, 4%, 5x, 10x mu 50x.

[00288] B pgpyrom acmnekre Je4YeHHE paka INPUBOAUT K YMEHBIIEHHIO YHCIA
METACTaTUYECKUX OYaroB B APYIMX TKAaHAX WJIM OPraHax, OTAAJeHHBbIX OT MeCTa NEepBUYHOU
onyxonu. IIpennouruTenbHO Nmocie JIEYEHUs YUCIO METACTaTHUECKUX O4aroB YMEHbINAETCs Ha
5% wnu OoJyblle TO CPAaBHEHHIO C YHUCJIOM O JIeYeHHus; Ooyiee MPEANOUTUTENBHO YHUCIIO
METAaCTaTUYeCKNX O4aroB ymeHbmmaercs Ha 10% wiu Oonblue; Oojiee MPEeaNOYTHTEIBHO
ymenbIinaercss Ha 20% wnm Oosbine, Oojiee TPEANOYTHUTENILHO yMeHblnaeTcss Ha 30% wiu
Oonpire; Ooyiee mMpenmodTUTEbHO yMeHbinaercs Ha 40% wunm Oonbime, eme Oosee
NPEATIOUYTUTENIbHO yMeHblaercss Ha 50% wim Oonbme u Haubojee MPEaNOYTUTENBHO
yMeHblIaeTcsi Ha Oomee dem 75%. UuCino MeTacTaTHUECKHUX OYaroB MOMKHO H3MEPSITh
MOCPEICTBOM JIFOOBIX BOCTIPOM3BOAUMBIX CIIOCOOOB M3MEpeHUs. B mpennoyYTHTebHOM acleKTe
YHUCJI0 METACTaTUYECKUX O4YaroB MOXHO HM3MEpSTb MOCPEACTBOM IOACUETAa METaCTaTHUYECKUX
O4yaroB, BHJUMBIX HEBOOPYXXEHHBIM IJIa30M WM TQPU yKa3aHHOM YyBeludeHuu. B
MPEANOYTUTEIBHOM aCMEKTE YKA3aHHOE YBEJIIMUCHUE COCTABIACT 2X, 3X, 4X, 5x, 10x mnm 50x.

[00289] B nmpyrom acmekTe Je4YeHHE paka MPUBOAUT K YBEIHUYEHHUIO CpPEIHEH
NPOIOJKUTEIBHOCTH BBDKMBAHUS TTOMYJSIUN TTOJYYUBIINX JIeUeHHEe CYObEKTOB 10 CPABHEHHIO
C  momyJjsLueHd,  NOJy4aroled  TOJAbKO  HocuTenb.  lIpenmodyrurenbHO — cpenHss
NPONOJDKUTENBHOCTh  BBDKMBAHUS — yBenMuuBaercs Ha Oonee dwem 30 nHeil; Oosee

NPEATIOUTUTENbHO Ha Oosee ueM 60 mHeil; Oonee mpeanodyrurenbHO Ha Oonee yem 90 nHel u
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HanOoJjiee TPEANouUTHUTENIbHO Ha Oonee uem 120 nHeil.  YBenuueHue  cpenHei
NPONOJDKUTEIBHOCTH  BBDKHBAHMA MOMYJSIMM  MOXKHO H3MEPATh TIOCPEACTBOM  JIFOOBIX
BOCIIPOM3BOAAUMBIX  CIIOCOOOB. B mpeamodTuTenbHOM — acnekTe yBeNIWYeHHWe CpemHei
NPOAOJDKUTEIPHOCTH BBDKMBAHUS MOMYJSALIMM MOKHO HM3MEpSATh, HAIpUMeEp, NOCPEACTBOM
nojcyeTa Ajsl MOMYJISILUU CPEAHEN IIUTEeNbHOCTH NEPUOAA BbKUBAHUS NOCIIE Havaja JeYeHUs
C TOMOINBIO AKTUBHOIO CPEACTBA WM COEAUHEHHUs. B IpyroM HpeanouTUTENbHOM AacleKTe
yBEIMYEHUE CpeAHEeH NPOAODKUTEIbHOCTH BbDKUBAHUS MOMYJSILUU MOXKHO H3MEPSATH,
HampuMep, IMOCPEACTBOM IIOACYeTa Ui TOMYJSLWUK CpeaHed JJIUTENbHOCTH Mepuona
BbDKHMBAHUS T1OCJIE€ 3aBEPIICHUS MEPBOrO Kypca JIEUeHHUsl C MOMOIIbI0 aKTUBHOTO CPECTBA WU
COEIIUHEHHUSI.

[00290] B ngpyroMm acmekte JiedeHHE paka IPUBOAUT K YBEJIUYEHHIO CpeqHel
NPOIOJDKUTEIBHOCTH BBDKHBAHUS TTOMYJISILIUY TTOJYYUBIINX JIeUeHHE CYOBEKTOB 10 CPABHEHHIO
¢ momyysuuedl CyOBEKTOB, HE TOJYYaBLIMX JieYeHHe. [IpeanmodTUTeNbHO — CPemHss
NPONOJDKUTEIBHOCTh  BBDKMBAHUS — yBeJIMUYMBaercs Ha Oonee dwem 30 nHeil, Oonee
NPEATIOYTUTENIbHO Ha Oonee ueM 60 nHeli; Oonee mpeanodTuTenbHO Ha Oonee ueM 90 mHeH u
HanOoJjiee  TPEANOYTHUTENTbHO Ha Oonmee uem 120 nHeil.  YBenuueHwe — cpenHei
NPONOJDKUTEIBHOCTH  BBDKHBAHHMA TMOMYJSIIMM  MOXHO HU3MEPSATh TOCPEACTBOM  JIFOOBIX
BOCIIPOM3BOAUMBIX ~ CIIOCOOOB. B NIpeAmnodTUTENbHOM — acleKkTe YBEIWYeHHWE CpenHei
NPOAOJDKUTENPHOCTH BBDKMBAHUS TMOMYJALMU MOKHO H3MEpSTh, HANpUMep, IMOCPEACTBOM
nojicyeTa js MOMyJISILUU CPeAHEN IIUTEeNbHOCTH NEPUOAA BbIKUBAHUS NOCTE Havajla JIeYeHus
C TOMOINBIO AKTUBHOIO CPEACTBA WM COEAWHEHHs. B IpyroM MpennouyTUTENbHOM AacleKTe
yBEIMYEHUE CpefHEH NPOAOCDKUTENbHOCTH BbDKMBAHUS MOMNYJSIIUM  MOXKHO H3MEPSTH,
HampuMep, MOCPEACTBOM IMOACYETa [ MOMYyJSALUU CpeAHed AJUTENbHOCTH Mepuona
BBDKHMBAHUSI [IOCIIE 3aBEPIIEHHS TIEPBOTO Kypca JICUeHUs C MOMOLIbI0 coenrHeHus: popmyJsl (I).

[00291] B mpyroMm acmekTe JjieueHHE paka NMPUBOIUT K CHIKEHHIO CKOPOCTH POCTa
onyxonu. IlpenmodrurensHO MoOCHe JIeYeHHs] CKOPOCTh POCTa OMYXOJH CHHUXKAETCS Ha IO
MeHbIIel Mepe 5% MO CPaBHEHHUIO C YHCIOM IO JIeYeHMs; 0oJiee MPEANOYTUTENIbHO CKOPOCTh
poCTa OMyXOJIM CHIIKAETCSl Ha 10 MeHbInel mepe 10%; Gonee mpeanoYTUTENIbHO CHUYKAETCS Ha
no MeHbled Mepe 20%; GoJiee MPenmOYTHTENBHO CHIDKAETCS Ha 1O MeHbInel Mepe 30%; Gonee
NPEATIOYTUTENIbHO CHIDKAeTCsl Ha 1o MeHbineil Mepe 40%; Oosiee MpeanoYTUTENBHO CHIDKAETCS
Ha 1o MeHbLIel Mepe 50%; emme Ooee MPeANOYTUTENILHO CHIUYKAETCs Ha 1o MeHbInel mepe 50%
U HanboJiee MPeaMOYTUTENILHO CHIKAETCS Ha 0 MeHbIel Mepe 75%. CKopocTh pocTa Omyxou
MOXKHO HW3MEpATh TIOCPEACTBOM JIFOOBIX BOCIPOM3BOAMMBIX CIOCOOOB H3MepeHus. B
MPEANOUYTUTENILHOM aclekTe CKOPOCTb pOCTa OMyXOJH HU3MEpSIOT B COOTBETCTBUM C
M3MEHEHHEM IMaMeTpa OMyXOJU Ha €JUHUIYY BPEMEHH.

[00292] B opyrom acrekTe JieueHHEe paka MPUBOAUT K YMEHBIIEHUIO TOBTOPHOTO POCTa
onyxonu. IlpeamodrurenpbHO moOCHe JieUeHUs [OKa3aTelb IOBTOPHOIO pOCTa OMyXOJH
cocTaByisieT MeHee ueM 5%; Oosee MpeanodYTUTENbHO NOKa3aTelb MOBTOPHOIO POCTA OIMYXOJIH
cocraBisier MeHee uem 10%,; Oonee mnpenmoututenbHo MeHee ueM 20%; Oonee

npeanoutuTensHo MeHee ueM 30%; Oomee mnpenmouturenbHo MeHee uem 40%,; Oomnee
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NpeAnoYTUTENbHO MeHee ueM 50%; emme Oonee npennoyTuTeabHO MeHee yeM 50% u Hambonee
npeanouTuTeNbHO MeHee ueM 75%. TIoBTOpHBIN poCT OMyXOJau MOXHO HU3MEPSTh NOCPEACTBOM
TMOOBIX BOCIIPOM3BOAMMBIX CIIOCOOOB M3MepeHus. B mpennouTuTenbHOM acrekTe MOBTOPHBIN
POCT OINYyXOJIM U3MEPSIOT, HAIIPUMEP, MOCPEICTBOM U3MEPEHUs YBEINYEHUS TUaMETPa OMyXOJIu
1OCJIe NPEABIAYINEro YMEHbIIEHHUsSI pa3Mepa OIyXOJH, KOTOpOe MOCNIEAOBAIO 3a jedeHueM. B
APYroM NIPEeANOYTUTENbHOM acleKTe HAa YMEHbLIEHHE MOBTOPHOIO POCTa OIMYXOJH YKa3bIBAET
HECIOCOOHOCTD OIyXOJIel pelUANBUPOBATH TIOCHIE OCTAHOBKH JICUSHHSI.

[00293] HosupoBku coemuHeHus: Gopmynbl (I) mist gr000ro u3 crocoOoB U myTed
NPUMEHEHHUs, OMHMCAHHBIX B JaHHOM JOKYMEHTE, BapPbHUPYIOT B 3aBHCUMOCTH OT CPEICTBA,
BO3pPACTA, BeCa M KJIMHUYECKOTO COCTOSIHHSA CyOBEKTa-peLMITUEHTa, U Cpeau Nmpounx (pakTopos
ONMBIT W MHEHHE KJIMHUIUCTA WU MPAKTUKYIOIIEro Bpaya, OCYINECTBISIIOLIETO BBEICHUE
TEPANEeBTHYECKOTO CPEACTBA, BIUSET HAa BBIOPAHHYIO JO3UPOBKY.

[00294] Tepanestudecku >hdexTuBHOE KONMM4YecTBO coenuHeHus: Gopmynbl (I) MokHO
BBOJIUTh OIMH WK OoJiee pa3 B IeHb B TeueHue He Oosee 30 mim Oomblue JHEH, 32 KOTOPbIMU
cnenyroT 1 nnu Oonpine nHed Oe3 BBemeHus: coeamHeHust Gopmyinel (I). JlaHHBI THI CXeMBbl
JeYeHus, T. €. BBeneHue coenuHeHus Gopmyinsl (I) B mocnenoBaTtenbHbIE THHU, 32 KOTOPBIMH
crenyer mepuon Oe3 BBeneHus: coenuHeHus ¢opmyisl (I) B mocnemoBaTeNbHbIE THH, MOMKET
YIIOMHHATBCS Kak Kypc JedeHns. Kypc neueHns: MOXKHO MOBTOPSITh TAKOE MHOXECTBO pas, Kak
3TO HEOOXOIUMO TSl TOCTHOKEHUS mpeanoiaraeMoro dddexra.

[00295] B HEKOTOpBIX BapHWaHTaX OCYIIECTBJICHUS TepaneBTUYecKu 3(P(eKTHBHOE
kosuecTBo coenunenus popmyusl (I) cocrasusier 0,01, 0,05, 0,1, 0,2, 0,3, 0,4, 0,5, 0,6, 0,7, 0,8,
09,1,15,2,25,3,3,5,4,45,5,5,5,6,65,7,7,5,8,85,9,9,5, 10, 11, 12, 13, 14, 15, 16, 17,
18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43,
44, 45, 46,47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69,
70, 71,72,73,74,75,76,77, 78,79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95,
96, 97, 98, 99, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175,
180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270,
275, 280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340, 345, 350, 355, 360, 365,
370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420, 425, 430, 435, 440, 445, 450, 455, 460,
465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520, 525, 530, 535, 540, 545, 550, 555,
560, 565, 570, 575, 580, 585, 590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645, 650,
655, 660, 665, 670, 675, 680, 685, 690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745,
750, 755, 760, 765, 770, 775, 780, 785, 790, 795, 800, 805, 810, 815, 820, 825, 830, 835, 840,
845, 850, 855, 860, 865, 870, 875, 880, 885, 890, 895, 900, 905, 910, 915, 920, 925, 930, 935,
940, 945, 950, 955, 960, 965, 970, 975, 980, 985, 990, 995 unn 1000 Mr, KOTOPOE BBOIUTCS
OIIMH pa3, JBa pa3a, TPHU pa3a, YeThIpe pas3a WM OOJNblIE pa3 B J€Hb B TEUEHHE ONHOTO, IBYX,
TPEX, YeThIPEeX, ISATH, IIECTH, CEMH, BOCBMH, IEBSATH, AECATH, ONMHHAILATH, IABEHAIIATH,
TPUHAALATH, YETBIPHAAIATH, TSTHAALATH, TPUALATH TOCIEAOBATENbHBIX JIHEH WM ONUH, 1B,
TPH pas3a, YeThbIpe paza uiau Oosee B IeHb, B BUJIE OAHOIN JA03bI MK Pa3/I€JI€HHBIX 103 B TEUEHUE

2 MecsLeB, 3 MeCsLEB, 4 MECSLIEB, 5 MECSLIEB, 6 MECSLIEB WU JOJbIIE.
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[00296] B HEKOTOpBIX BapUaHTAaX OCYLIECTBJIEHUs TepaneBTHYeCKH 3(dexTrBHOE
KonnaecTBO coenuHeHust popmyiel (I) cocrasnser ot npudamsurensHo 10 1o mpubnu3uTeIpHO
40 wmr, or mpubmmsurenbHo 20 no npubmausurenpHo 50 Mmr, or npubmmsurensHo 30 10
npubnusuTensHo 60 Mr, oT npudbausuTenpHo 40 1o npudaM3uTeabHo 70 Mr, OT MPUOIU3UTENIBHO
50 nmo mpubmmsurensHo 80 wmr, or mpubamsurenbHo 60 mo nmpubnusurenbHo 90 Mr, OT
npubmusutensHo 70 no npubmmsurensHo 100 mr, ot npubausurensHo 80 10 MpUOIM3UTETEHO
110 mr, or mpubmmusurtensHo 90 no mpubmmsurenpHo 120 mr, or mpubamsurensHo 100 mo
npubnusutensHo 130 mr, or npubnusurensHo 110 mo npubmmsurensHo 140 wmr, ot
npubnusuTensHo 120 no nmpubnusurensao 150 mr, ot npudmmsureasHo 130 1o npula3UTeIbHO
160 wmr, or mpubmusurensHo 140 mo mpubnmsurensHo 170 mr, ot mpubmmusurensHo 150 mo
npubnusutensHo 180 wr, or mnpubmusurensHo 160 mo npubmmsurensHo 190 wMr, ot
npubnusuTensHo 170 no nmpubnusurtenbao 200 mr, oT npudamsurenasHo 180 1o npubausureasHO
210 wr, ot mpubmmurensro 190 no mpubmusurenvHo 220 mr, ot npubamsurensHo 200 mo
npubnusutensHo 230 wmr, or npubmusurensHo 210 mo mnpubmmsurensHO 240 Mr, OT
npubnusuTensHo 220 no npudnusutenbHo 250 Mr, ot npubnmusutensHo 230 10 TpUOTH3UTETEHO
260 wr, ot mpubmmurensHo 240 no mpubmusutenvHo 270 mr, ot mpubamsurensHo 250 mo
npubnusutensHo 280 wr, or mnpubmusurenbHo 260 nmo npubmmsurensHo 290 Mr, oT
npubnusutensHo 270 no npubnusutensHo 300 Mr, ot npubnusuTenbHo 280 10 MPUONIU3UTETBHO
310 wmr, ot mpubmusurensHo 290 no mpubnmsurensHo 320 mr, ot npubmmsurensHo 300 1o
npubnusutensHo 330 wr, or npubnusurensHo 310 mo mnpubmmsurensHO 340 Mr, oOT
npubnusuTensHo 320 no nmpubnusutenbHo 350 Mr, ot npubnuzuTensbHO 330 10 MPUONTU3UTENBHO
360 wmr, ot mpubmusurensHo 340 no mpubnmsurensHo 370 mr, ot mpubmusurensHo 350 1o
npubmmsutenvHo 380 wr, ot mnpubmmsurensHo 360 mo mnpubmmsurensHo 390 wMr, ot
npubmusutensHo 370 no npubnmurensHo 400 Mr, ot npudan3uTensHo 380 1o mpuOIM3UTENTEHO
410 mr, or mpubmusurensHo 390 mo mpubmmsurensHo 420 mr, ot npubmmsurensHo 400 10
npubnusutensHo 430 wr, ot npubnusurensHo 410 nmo npubmmsurensHo 440 wMr, OT
npubnusuTensHo 420 no nmpubnusutenbHo 450 Mr, ot npubmu3uTenbHO 430 10 MPUOTU3UTENBHO
460 wmr, ot mpubmmsurenbHo 440 no mpubmusutensHo 470 mr, ot npubnausutensHo 450 nmo
npubnusutensHo 480 wr, ot mnpubmusurensHo 460 nmo npubmmsurensHo 490 Mr, oOT
npubnusuTensHo 470 no nmpubnusutenbHo S00 Mr, ot npubmu3uTenbHO 480 10 MPHOTU3UTENBHO
510 wr, ot nmpubmusurtensHo 490 no mpubnmsurensHo 520 wmr, ot npubmmsurenasHo 500 1o
npubnusutensHo 530 wr, or mnpubmusurensHo 510 mo npubmmsurensHO 540 Mr, oOT
npubnusuTensHo 520 no mpubnusutenbHo S50 Mr, ot mpubmmu3nTenbHO 530 10 MPHONIU3UTENBHO
560 mr, ot nmpubmusurtensHo 540 no mpubmmsurensHo 570 wmr, ot mpubmusurtensHo 550 1O
npubnusutensHo 580 wr, or mnpubmusurensHo 560 nmo npubmmsurensHO 590 Mr, oT
npubnusuTensHo 570 no mpubnusutensHo 600 Mr, ot mpubmu3nTenbHO S80 10 MPUONTU3UTENBHO
610 wmr, ot mpubmusurensHo 590 no mpubnmsurensHo 620 mr, ot mpuOmmusurenasHo 600 10
npubnusutensHo 630 wmr, or mnpubmusurensHo 610 nmo npubmmsurensHO 640 Mr, OT
npubnusuTensHo 620 1o mpubnusuTenbHo 650 Mr, oT MpudIM3UTENbHO 630 10 MPUONTU3UTENBHO

660 wmr, ot mpubmusurenbHo 640 no mpubnmsurenbHo 670 mr, ot npuOmusurenabHo 650 1O



71

npubnusutensHo 680 wr, or npubnusurensHo 660 no npubmmsurensHo 690 Mr, oOT
npubnusuTensHo 670 no mpubnusutensHo 700 Mr, ot mpubmu3uTenbHO 680 10 MPUONTU3UTENBHO
710 wmr, ot mpubmusurensHo 690 no mpubnmsurensHo 720 mr, ot npubmusurensHo 700 1o
npubnusutensHo 730 wr, or npubmusurenvHo 710 po npubnusurensHo 740 Mr, oOT
npubausutensHo 720 no npubnmsutensHo 750 mr, ot npuban3uTensHo 730 1o npubau3uTenbHO
760 wmr, ot mpubmusurensHo 740 no mpubnusurenbHo 770 mr, ot mpubmmsutensHo 750 mo
npubnusutensHo 780 wr, ot npubmusurensHo 760 nmo mnpubnmsutensHo 790 wr, oT
npubnusutensHo 770 no nmpubnusutenbHo 800 Mr, ot npubnuzuTenbHo 780 10 MPUONIU3UTENBHO
810 mr, ot nmpubmusutensHo 790 no mpubnuzurenbHo 820 mr, ot mpubnusutensHo 800 1o
npubnusutensHo 830 wr, or npubmusurensHo 810 nmo mnpubmmsurensHo 840 wMr, oT
npubnusuTensHo 820 no mpubnusutenbHo 850 Mr, ot mpubmmu3uTenbHO 830 10 MPHONTU3UTENBHO
860 mr, ot nmpubmusutensHo 840 no mpuOmmsurensHo 870 mr, ot mpubmusutensHO 850 mO
npubnusutensHo 880 wr, or mnpubmusurensHo 860 nmo mnpubmmsurensHo 890 wMr, oT
npubnusutensHo 870 no mpubnusutensHo 900 Mr, oT npudmu3uTenbHO 880 10 MPHONIU3HTENBHO
910 wr, or mpubmmsurensHo 890 mo mpubmmsurensHo 920 mr, ot mpubmmsurensHo 900 1o
npubnusutensHo 930 wr, or npubmusurensHo 910 nmo mnpubmmsurensHO 940 wMr, ot
npubnusuTensHo 920 no nmpubnusuTtensHo 950 Mr, oT npudIMm3HTEasHO 930 10 MPHOIM3UTETHHO
960 wmr, or mpubmmsurensHo 940 no mpubmmsurensro 970 mr, ot mpuOmmsurensHo 950 1O
npubnusutensHo 980 wmr, or npubmmsurensHo 960 no mpubnusurensHo 990 Mr mmm OT
npudmmsuTensHo 970 no npubnusurensHo 1000 Mr, KOTOpOe BBOAUTCSI ONMH pa3, ABa, TPH pasa,
4eThIpe pa3a WK OOJblIe B I€Hb B BUIE OAHON AO3bI WM Pa3leeHHBbIX 103 (IPU 3TOM 03y
MOYHO KOPPEKTHPOBATh C YYETOM BECA MALMEHTA B KT, IUIOLIA/N MOBEPXHOCTH Teia B M- H
BO3pPACTa B rOfax).

[00297] B HEKOTOpPBIX BapHaHTaX OCYLIECTBJICHHUsS TepaneBTH4YecKu 3(dexkTuBHOE
KonmuecTBO coenuHeHus: ¢Gopmynbsl  (I) cocraBmsier or npubmmsurensHO 35 Mr  mo
npubnusutensHo 1000 mMr. B HEKOTOpbIX BapHaHTaX OCYLIECTBJCHHS TEPaNeBTHYECKH
s¢dexTuBHOE KOMMUECTBO coenuHeHust ¢popmybl (I) cocTaBnser ot npubauzutenbHo 35 Mr 10
npubm3uTenbHo 1000 Mr, KOTOpOe BBOAUTCS ONMH, IBa, TPU pasa, YeThIpe pa3a WK OOJIbIIe B
IeHb B BUAE ONHOW JO3bl MJIHM Pa3AEJeHHBbIX 103 (MPH 3TOM 03y MOKHO KOPPEKTHUPOBATH C
Y4eTOM Beca MALMEeHTa B KT, TUIOMAAH TOBEPXHOCTH TeJla B M~ H BO3DACTA B FOAAX).

[00298] B HeKOTOpBIX BapHWaHTaX OCYIIECTBIIEHUS TepaneBTHUECKH 3(dexkTuBHOE
KojmuecTBO coenuHeHust ¢opmynbl  (I) coctaBisier oT mnpubmusurenpHO 70 Mr  mo
npudmm3uTenbHo 1000 Mr, KOTOpOe BBOAUTCS ONIMH, JIBa, TPU pa3a, YeThIpe pa3a WM OOJIbIIe B
IeHb B BUAE ONHOW IO3bl MJIHM Pa3AeNeHHbIX 103 (MPH 3TOM A03y MOXKHO KOPPEKTHUPOBATH C
Y4ETOM Beca MALMEeHTa B KT, TUIOMIAIH [OBEPXHOCTH TeJIa B M H BO3PACTa B TONAX).

[00299] B HeKOTOpBIX BapHWaHTaX OCYIIECTBIIEHUS TepaneBTHUECKH 3(dekTuBHOE
KondecTBo coenuneHust popmyiel (I) cocrasisier npubnusurtensHo 35 mr, 70 mr, 105 wmr, 140
mr, 175 mr, 210 mr, 245 mr, 280 mr, 315 mr, 350 mr, 385 mr, 420 mr, 455 mr, 490 mr, 525 wmr,
560 mr, 595 mr, 630 mr, 665 mr wimn 700 Mr, KOTOpbIe BBOASATCS OMH, ABAa, TPU pa3a, 4eTbIpe

pa3a wnu Oojblle B JIeHb B BUAE OJHOW O3Bl WIN pa3fesieHHbIX 03 (IPU 3TOM 103y MOXKHO
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KOPPEKTHPOBATh C yUETOM Beca MAllHeHTa B KT, IUIOMAAN IOBEPXHOCTH Tea B M~ i BO3PAcTa B
rojax).

[00300] Tepamepruuecku 3¢gdexkTuBHOE KOMUYecTBO coenuHerust Gopmynsl (I) moxer
TaK>Ke HaXOIUThCS B AManaszoHe ot npudmmsurensbHo 0,01 Mr/kr B neHb 1o npudmmsurenasHo 100
MI/KT B JeHb. B omgHOM acmekte TepamneBTUYeCKH 3(PQPEeKTUBHOE KOJIUYECTBO COEAMHEHHUS
dopmyast (I) mMokeT HaxomuThCs B auamnasoHe OT npuOamusurenbHo 0,05 Mr/Kr B IeHb 10
npubausutensHo 10 Mr/kr B neHb. B onHOM acnekte TepaneBTuueck 3G PeKTHBHOE KOIMIECTBO
coenuHenusi popmyiibl (I) MOKET HAXOMUTLCSA B quamna3oHe oT npudausurensHo 0,075 mr/kr B
IeHb 1O MPUOJM3UTENBHO 5 MI/KT B JeHb. B OomHOM acmekrte TepaneBTUYeCKH 3(PQPEeKTHBHOE
KOJIM4ecTBO coenuHenust ¢opmyisl (I) MOXKeT HAXOAMTHCS B AHMANA30HE OT MPHOJIM3UTEIBHO
0,10 Mr/kr B neHb 10 NpuUOMU3UTENbHO | MI/Kr B JeHb. B OMHOM acrekTe TepaneBTUYECKH
s¢dexkTuBHOE KOMMUECTBO coenuHeHust (opmyisbl (I) MOXeT HaXOXWUTBCS B JAMANA30HE OT
npubnusuTensHo 0,20 Mr/kr B 1eHb 10 npuOnusutenbHo 0,70 MI/KT B I€Hb.

[00301] B HekOTOpBIX BapwaHTaX OCYIIECTBIIEHUS TepaneBTHUECKH 3(dekTuBHOE
konudecTBo coexauHeHust ¢opmynsl (I) cocraBnser npuOmusurensHo 0,10 MI/kKr B 1eHb,
npudmmsuTensHo 0,15 mr/kr B nenb, npubnusurenbHo 0,20 Mr/kr B neHb, npuoamsuTenbHo 0,25
MI/KT B neHb, npubmusurenbHo 0,30 mr/kr B neHb, npubmusurenbHo 0,35 MI/kr B JeHb,
npudmmsuTensHo 0,40 Mr/kr B neHb, npubnusureabao 0,45 Mr/kr B neHb, npudmmsutensHo 0,50
MI/KT B JeHb, npubmmsurenbHo 0,55 mr/kr B neHb, npubmusurtensHo 0,60 Mr/kr B JeHb,
npudmmsuTensHo 0,65 mMr/kr B AeHb, npubimsureabHo 0,70 MI/kr B neHb, npudausutenbHo 0,75
MI/KT B neHb, npubmusurenbHo 0,80 mr/kr B neHb, npubnusurensHo 0,85 Mr/kr B JeHb,
npubnusutensHo 0,90 Mr/kr B aeHb, npubau3utenbHo 0,95 MI/Kr B IeHb WM MPUOIU3UTENBHO
1,00 mMr/kr B I€Hb.

[00302] B HEKOTOpBIX BapuUaHTAaX OCYILIECTBJIEHUS TepaneBTHYeCKH 3(dexTrBHOE
konudectBo coeauHeHust ¢opmyisl (I) cocraBnser npubmusurensHo 1,05 Mr/kr B neHb,
npubm3uTenbHo 1,10 Mr/kr B neHb, npubnusureabHo 1,15 Mr/kr B neHb, npudamusutenbHo 1,20
MI/KT B JIeHb, mpuOmu3utenpbHo 1,25 mr/kr B neHb, npubnusureabHo 1,30 MI/Kr B OeHb,
npubu3uTeNnbHO 1,35 Mr/kr B ieHb, npubnusuteapbHo 1,40 Mr/Kr B neHb, MPUOIM3UTENBHO 1,45
MI/KT B JeHb, npubmusurenbHo 1,50 mr/kr B neHb, npubmusutenbHO 1,55 Mr/kr B OeHb,
npuOm3uTeNbHO 1,60 MI/Kr B AeHb, MpUOIM3UTEIbHO 1,65 MI/KT B neHb, mpudausutenbHo 1,70
MI/KT B JIeHb, mpuOmusutenbHo 1,75 mr/kr B neHb, npubnusutenbHo 1,80 Mr/kr B JeHb,
npuOm3uTeNnsHo 1,85 Mr/kr B neHb, npubnusuteabHo 1,90 Mr/kr B neHb, mpuOIM3uTeNbHo 1,95
MT/KT B IEHb WA TpUOIH3uTeNbHO 2,00 MI/KT B I€Hb.

[00303] B HeKOTOpBIX BapWaHTaX OCYIIECTBIIEHUS TepaneBTHUECKH 3(QekTuBHOE
KonudecTBOo coenuHeHuss ¢opmyasl (I) cocraBnser npuOMM3UTENHPHO 2 MI/KT B JI€Hb,
NPHUOM3UTENBHO 2,5 MI/KT B IeHb, TPUOIM3UTENIbHO 3 MI/KT B A€Hb, MPUOIU3UTEIBHO 3,5 MI/Kr
B JIeHb, MPUOIM3UTENLHO 4 MI/KT B I€Hb, MPUOIU3UTENBHO 4,5 MI/KT B I€Hb, MPUOIU3UTEIBHO 5
MI/KT B J€Hb, NPUOJUZUTENIBHO 5,5 MI/Kr B JeHb, NPUONU3UTETBHO 6 MI/KT B JEHb,
NpUONU3UTENBHO 6,5 MI/KT B I€Hb, IPUOIU3UTENBHO 7 MI/KT B I€Hb, TPUOIU3UTEIBHO 7,5 MI/Kr

B JIeHb, TpUOIM3UTENbHO 8,0 MI/KT B IeHb, TPUOIU3UTEIBHO 8,5 MI/KT B IeHb, TPUOIH3UTEIBHO
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9,0 MI/KT B IeHb, MPUOJIM3UTENBHO 9,5 MI/KT B I€Hb WK NPUOIU3UTENbHO 10 MI/KT B ICHB.

[00304] B HEKOTOpBIX BapHaHTAaX OCYLIECTBJICHUS TepaneBTUYeCKH 3(QPeKTUBHOE
KomuecTBo coenuHeHust ¢dopmyisbl (I) BBomsAT cyOBeKTy OnMH pa3 B JeHb. B HEKOTOpPBIX
BapUAHTaX OCYINECTBJIEHUS JAHHYIO CYTOUYHYIO 103y coenuHeHus Gpopmyusl (I) MOXKHO BBOAMTH
CyOBEKTY MOJIHOCTBIO 32 OJMH pa3. B HEKOTOPBIX BapHAHTAX OCYINECTBJICHUS NaHHYIO CYTOYHYIO
no3y coenuHenust popmyiibl (I) MOKHO BBOOUTH CyOBEKTY B BHAE ABYX uacTeil (pasmeneHHas
n03a). B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS JAHHYIO CYTOYHYIO 103y COCAMHEHHs (POPMYJIBI
(I) MO>)kHO BBOIUTH CYOBEKTY B BHJE TPeX uHacTel. B HEKOTOpPBIX BapuaHTaX OCYLIECTBICHHUS
JaHHYIO CYTOYHYIO 103y coeauHeHus: popmyibl (I) MOXKHO BBOOUTH CYOBEKTY B BHIE YEThIPEX
yacTteil. B HEKOTOpPBIX BapHAaHTaX OCYINECTBJICHUS IOAHHYK) CYTOYHYIO JO3y COCIHHEHUS
dbopmynbl (I) MOKHO BBOAWTH CYyOBEKTY B BHIe TSTH WM Oojiee vacrtell. B HEKOTOpPBIX
BApPHUAHTAX OCYLIECTBJICHHs JAAHHBIC YaCTH BBOIST CyOBEKTY Hepe3 peryJisipHbIe MPOMEXKYTKH
BPEMEHU B TE€UEHME [IHs, HApUMep, Kaxable 12 4acoB, Kaxkable 8 4acoB, Kaxible 6 4acoB,
KaX7ble S 4acoB, KaXkble 4 yaca u T. 1.

[00305] B HekOTOpBIX BapWaHTaX OCYIIECTBIIEHUS TepaneBTHUeCKH 3(dexkTuBHOE
KoJM4ecTBO coenuHeHust popmysl (1) mpuBonuT k noctwkenuto cpenHero 3HaueHust AUCo 24 B
nenb 15, cocraBisromero 6onee yeM mpudausutenbHo 3500 Hr¥*u/mu, mpubnusurensHo 3550
Hr*u/min, npubmmurensHo 3600 Hr*u/mu, mpubnusutensHo 3650 Hr*u/mu, npuOIM3HTENBHO
3700 wr*u/mn, npubmusurensHo 3750 Hr*u/mn, npubmmsurensHo 3800  Hr*u/mu,
npubnusutensHo 3850 Hr*u/mn, npubnusurensHo 3900 Hr*u/mu, npubmmsurensHo 3950
Hr*u/my, npubnusurenpsHo 4000 Hr*u/mu, 4050 Hr*u/mn, npubmusurensHo 4100 Hr*u/mo,
npubnusutensHo 4150 Hr¥*u/mn, npubmusurensHo 4200  Hr*u/mn, 4250  Hr*u/mo,
npubmmsutensHo 4300 Hr*u/mu, npubmmsurenvHo 4350 Hr*u/mu, npubmmsurensHo 4400
Hr¥*u/mn, npubmusutensHo 4450 ur*u/mn, npubnusurensHo 4500 Hr*u/mu, npuUOIH3HTENBHO
4550 wr*u/mn, npubmusurenpHO 4600 Hr*u/my, npubmmsurensHo 4650  Hr*u/mu,
npubnusutensHo 4700 Hr¥*u/mn, npubnusurensHo 4750 wHr*u/mn, npubmmsurensHo 4800
Hr*u/mi1, npubmmurenbHo 4850 vr*u/mu, nmpubnusutensHo 4900 Hr*u/mut, npUOIH3HTENTBHO
4950 ar*u/mn, npubdmusutenbro 5000 ur*u/mu, S050 mr¥u/mn, npudausurtenbro 5100 Hr*u/mi,
npubnusutensHo 5150 wr¥*u/mo, npubnusurensHo 5200 Hr*u/mu, npubmusutensHO 5250
Hr*u/mi1, nmpubmmurensHo 5300 vHr*u/mu, nmpubmusutensHo 5350 Hr¥u/mut, npuOIM3HTENBHO
5400 wr*uy/mn, npubmusurenvHo 5450  Hr*u/mu, npubmmsurensHo 5500 Hr¥*u/mo,
npubnusutensHo 5550 Hr¥*u/mu, npubnmusurensHo 5600 Hr¥*u/mu, npubmusutensHO 5650
Hr*u/mi1, npubmmurensHo 5700 vr*y/mu, nmpubnusutensHo 5750 Hr¥*u/mu, npuOIM3HTENHHO
5800 ur*u/mu, npudmmurensro 5850 Hr¥*u/mu, npubmusutensHo 5900 Hr*u/mu, 5950 Hr*u./mn
win  npubmmsurensHo 6000 wHr*u/mu, 6050 Hr*u/mo, npubmmsurensHo 6100 Hr¥u/mo,
npubnusutensHo 6150 Hr*u/mn, npubnusurensHo 6200 Hr*u/mu, npubmmsurensHO 6250
Hr*u/min, npubmmurensHo 6300 Hr*u/mun, mpubnusutenbHo 6350 Hr*u/mu, npuOIM3UTENBHO
6400 wr*u/mn, npubnuszurensHo 6450 Hr*u/mu, npubmmsurensHo 6500  Hr¥*u/mu,
npubnusutenbHo 6550 Hr¥*u/mn, npubnmsurenpHo 6600 Hr*u/muy, npubmmsurensHO 6650

Hr*u/mi, npubnmsurenbHo 6700 Hr*u/mn, mpubnusurenbHo 6750 Hr¥*u/mul, npuOIM3UTENBHO
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6800 wr*u/mun, npubmmsurensHo 6850 Hr*u/mu, npudmsurensro 6900 Hr*u/mi, 6950 Hr*u/mn
win  npubmmsurensHo 7000 mHr¥*u/mu, 7050 Hr*u/mn, npubnusurenpHo 7100 Hr*u/mu,
npubnusutensHo 7150 Hr¥*u/mn, npubnumsurenvHo 7200 Hr*u/mu, npubmmsurensHo 7250
Hr*u/mi, npubmmsurensHo 7300 Hr*u/min, mpubnusurtenbHo 7350 Hr¥u/mu, npuOIM3UTENBHO
7400 wr*u/mn, npubnusurensHo 7450  Hr*u/mu, npubmmsurensHo 7500  Hr*u/mu,
npubausutensHo 7550 Hr*u/mu, npubmmsurensHo 7600 Hr*u/mu, npubmmsurensHo 7650
Hr¥*u/mn, npudmmusurenso 7700 Hr*w/mi, npubnusurensHo 7750 Hr¥*u/mu, nmpuOIH3HTENBHO
7800 wr*u/mu, npubmusurenbro 7850 Hr*u/mu, npubdmmsurensHo 7900 Hr¥u/mi, 7950 Hr¥*u/mn
win npubmmsurenso 8000 wr*u/mu, 8050 wr*u/mn, npubmusurenbHo 8100 Hr¥*u/mu,
npubnusutensHo 8150 wHr*u/mu, npubnusurensHo 8200 wHr*u/mu, npubmmsurensHo 8250
Hr*u/m1, npubmmurensHo 8300 Hr*u/mu, nmpubnusutensHo 8350 Hr*u/mul, npuOIM3UTETHHO
8400 wmr*u/my, mnpubnusurenvHo 8450 Hr*u/mu, npubmmusutensHo 8500  Hr¥*u/mm,
npubnusutensHo 8550 mHr*u/muy, npubnusurensHo 8600 Hr*u/mu, npubmmsurensHo 8650
Hr*u/mi1, npudmmurensHo 8700 Hr*u/mu, mpubnusutensHo 8750 Hr*u/mu, npuOIM3HTENBHO
8800 ur*u/mun, mpubmusurtensHo 8850 Hr*u/mu, nmpubmmsurensHo 8900 Hr*u/mi, 8950 Hr*u/mn
i npudnusuTensHo 9000 Hr*u/mit.

[00306] B HEKOTOpBIX BapUaHTAaX OCYLIECTBJICHUs TepaneBTHYeCKH 3(dexTrBHOE
KOJIM4ecTBO coenuHeHuss ¢popmyiel (I) mpUBOANT K AOCTIDKEHHIO cpenHero 3HaueHUs! Cpx B
neHb 15, cocrapmsiromnero 6osee yeM npudnusuteapHo 250 Hr/mut, npubiu3uTeapbHo 255 Hr/mi,
npubnusutensHo 260 Hr/mi, npuOnmmusurenbHO 265 Hr/mu, npubmmsurensHo 270 Hr/mi,
npubnusutensHo 275 Hr/miu, npuOnusurensHo 280 Hr/mnu, npubmmsurensHo 285 Hr/mu,
npubnusutensHo 290 Hr/miu, npuOmmusurensHo 295 Hr/mn, npubnmsurensHo 300 Hr/mu,
npubmusutensHo 305 Hr/mn, npubmmsutensro 310 Hr/mu, npubmusurensHo 315 Hr/mo,
npubmmsutensHo 320 Hr/mu, npubmmsutensHo 325 Hr/mu, npubmusurenbHo 330 Hr/mo,
npubmmsutenvHo 335 Hr/mu, npubmmsutensHo 340 Hr/mn, npuOnusurensHo 345 Hr/mu,
npubnusutensHo 350 Hr/mi, npubmusutenbHo 355 Hr/mnu, npubmmsurensHo 360 Hr/mu,
npubnusuTensHo 365 Hr/mi, npubmusurensHo 370 Hr/mnu, npubmmsurensHo 375 Hr/mi,
npubnusutensHo 380 Hr/mu, npubmusutenbHo 385 Hr/mu, npubmmsurensHo 390 Hr/mu,
npubnusutensHo 395 Hr/mi, npubmmsurensho 400 Hr/mn, npubmmsurensHo 405 Hr/mu,
npubnusutensHo 410 Hr/mu, npubmmsurensHo 415 Hr/mn, npubmmsurensHo 420 Hr/mu,
npubnusutensHo 425 Hr/miu, npubmmsurensHo 430 Hr/mnu, npubmmsurensHo 435 Hr/mu,
npubnusutensHo 440 Hr/mu, npuOnmsurensHo 445 Hr/mn, npubmmsurensHo 450 Hr/mu,
npubnusuTensHo 455 Hr/miu, npubmmsurensHo 460 Hr/mu, npubmmsurensHO 465 Hr/mu,
npubnusutensHo 470 Hr/miu, npubmmsurensHo 475 Hr/mn, npubmmsurensHo 480 Hr/mu,
npubnusutensHo 485 Hr/mu, npubmusurtenvHo 490 Hr/mu, npubnmsurensHO 495 Hr/mMn WM
npubnusuTensHo SO0 Hr/MIL.

[00307] Tepanesruuecku >dpdexTuBHOE KONMM4YecTBO coequHeHust Gopmyibl (I) MoxkHO
M3HAYaJbHO OLIEHUTh OO HA OCHOBAHHMU aHAJHM30B KJIETOUHOW KYJBTYpBI, JTUOO Ha KUBOTHBIX
MOJIEeNsIX, OOBIYHO Ha KPBICAX, MBIIIAX, KPOJUKaX, cOO0aKkax WM CBUHBbSX. JKHBOTHYIO MOJENb

TAKKE€ MOXHO NPUMCEHATH AJIA ONPEACTICHUSA HAAJICKALNCTO AUalia3OHa KOHLCHTpALWMKU U MyTU
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BBEJICHUS. 3aTeM TaKyl HH(POPMALMIO MOXKHO IMPHMEHATh JJIsl ONpPENENeHHUs 03 U MyTel
BBEJICHUS, TNPUMEHUMBbIX B OTHOWIEHMH Jroaed. TepaneBTHUeCKY/MpOPHIaKTHIECKYIO
5(¢(}eKTUBHOCT M  TOKCHYHOCTD  MOXHO  OIPEHeNsATb  IOCPEACTBOM  CTaHAAPTHBIX
(dapmMareBTHUECKIX MPOLEAYP HA KJIETOYHBIX KyJbTypaxX WM 3KCIEPUMEHTAJIbHBIX JKUBOTHBIX,
Hanpumep, EDsy (mos3a, tepanesruuecku s¢dextuBHas y 50% mnonymiuuu) u LDsy (mosa,
neranpHast st S0% nonysiiyn). COOTHOIIEHHE 03B, 00eCTIeUnBAIOIIEeH TOKCHYHBIN 3P exT,
U 103bl, obecnieunBaroiell TepaneBTuueckuii 3ddext, mpeacrapusier coOOH TepaneBTHYECKUN
WHJEKC, U OH MOXeT ObITh BbIpakeH B BHne cooTHoueHus LDsy/EDsy. ®apmanieBTudeckue
KOMITO3UIIH, KOTOpPbIE JEMOHCTPUPYIOT BBICOKHE 3HAUEHHUs] TEPaneBTHYECKOro HHIEKCA,
SIBJIIIOTCSL  TIPEATIOYTUTENbHBIMU. JIO3MpOBKa MOXKET BapbHpPOBaTh B MpefesiaX JaHHOTO
IUamnasoHa B 3aBUCUMOCTH OT TPHUMEHSEMOH JIEKAPCTBEHHOW (DOPMBI, YYBCTBUTEJIbHOCTH
NAMEHTA U TIyTH BBEICHIISL.

[00308] Jlo3MpOBKY H BBEOCHHE KOPPEKTUPYIOT Ui OOECTIEYeHHs JOCTATOYHBIX
ypoBHe# coenuHenust Gopmynbl (1) wmm st moaneps:kanus HeoOxoaumoro 3¢ dexra. DakTopsl,
KOTOPBIE€ MOJKHO YUUTBIBATh, BKIIOYAIOT TSKECTb OOJE3HEHHOTO COCTOSIHUS, O0Iee COCTOSTHUE
30pOBBsl CyOBEKTa, BO3pAcT, BEC M MOJ CYyOBEKTa, PALMOH, BPeMs M YacTOTy BBEICHHS,
KOMOMHAIMIO(KOMOWHAIIMK) ~ JIEKAPCTBEHHOT'O  CPEACTBA,  AJUIEPTUYECKHE  PEAaKUUU |
TOJIEPAHTHOCTH/OTBET Ha Tepanuio. PapMaleBTHUECKHE KOMITO3ULUH JJIUTEIBHOTO NeHCTBUSA
MO>KHO BBOAMTD KaKzble 3-4 JHSA, KAKAYIO HENEI0 UM OAMH pa3 B JIBE HEAEIH B 3aBHCUMOCTH
OT MepHOa MOJNYBBIBEICHUS U KIIMPEHCA KOHKPETHOT'O COCTaBA.

[00309] B HeKOTOpBIX BapHUaHTax OCYINECTBJICHUS Ui CIIOCOOOB JIEUEHHs paka
MPEICTAaTeIbHOW JKejle3bl C TOMOINbI0 KoMOuHanuu coeanHenus ¢opmynsl (I) m gpyroro
IPOTHBOPAKOBOT'O CPEACTBA TepaneBTUYeCKH 3(P(PEeKTUBHOE KOJINYECTBO COEAMHEHUS (POPMYIIbI
(I) onmcaHo B NMaHHOM JOKYMEHTe, U TeparneBTHUecKH 3((EeKTHBHOE KOJIMYECTBO IPYroro
POTUBOPAKOBOrO cpencrea cocrasiser 0,01, 0,05, 0,1, 0,2, 0,3, 0.4, 0,5, 0,6, 0,7, 0,8, 0,9, 1,
1,5,2,25,3,3,5,4,4,5,5,5,5,6,6,5,7,7,5,8,85,9,9,5, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19,
20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45,
46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70, 71,
72,73,74,75,76,77,78,79, 80, 81, 82, 83, 84, 85, 86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97,
98, 99, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185,
190, 195, 200, 205, 210, 215, 220, 225, 230, 235, 240, 245, 250, 255, 260, 265, 270, 275, 280,
285, 290, 295, 300, 305, 310, 315, 320, 325, 330, 335, 340, 345, 350, 355, 360, 365, 370, 375,
380, 385, 390, 395, 400, 405, 410, 415, 420, 425, 430, 435, 440, 445, 450, 455, 460, 465, 470,
475, 480, 485, 490, 495, 500, 505, 510, 515, 520, 525, 530, 535, 540, 545, 550, 555, 560, 565,
570, 575, 580, 585, 590, 595, 600, 605, 610, 615, 620, 625, 630, 635, 640, 645, 650, 655, 660,
665, 670, 675, 680, 685, 690, 695, 700, 705, 710, 715, 720, 725, 730, 735, 740, 745, 750, 755,
760, 765, 770, 775, 780, 785, 790, 795, 800, 805, 810, 815, 820, 825, 830, 835, 840, 845, 850,
855, 860, 865, 870, 875, 880, 885, 890, 895, 900, 905, 910, 915, 920, 925, 930, 935, 940, 945,
950, 955, 960, 965, 970, 975, 980, 985, 990, 995, unu 1000 Mr, KOTOpOEe BBOAUTCS OIUH, JIBa,

TPH pasa, 4eThIpe pas3a UiH OoJiee B IeHb B TE€UEHHE OTHOTO, ABYX, TPEX, YEThIPEX, MATH, IECTH,
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CeMH, BOCbMH, J€BATH, AECATH, OJWHHAALATH, JBEHAJLATH, TPUHAJLATH, YeTbIpHAALATH,
NATHAALATH, TPUALIATH MOCJIEN0BATENbHbIX AHENH WIM OJWH, [1BA, TPU pasa, YeThlpe pasa WU
OoJiee B I€Hb, B BHJIE OJHOW NO3bI WU Pa3leNICeHHbIX 103 B TEYCHHE 2 MECSIeB, 3 Mecsles, 4
MECSLEB, 5 MeCsLeB, 6 MeCsLeB WU A0JblIe. B HEKOTOPBIX BApUAHTaxX OCYLIECTBJICHUs APYroe
NPOTHBOPAKOBOE CPEACTBO NPEACTaBJsieT coOoi aduparepoH WM ero (¢apMaleBTHYECKH
IpUEMJIEMYI0 COJb. B HEKOTOpBIX BapUaHTaxX OCYLIECTBJICHUS APYyroe MpPOTUBOPAKOBOE
CPEICTBO MpencTaBisieT co0oi abupaTepoHa alerar.

[00310] B HeKOTOpBIX BapHaHTaX OCYIUNECTBJCHUS Ui CIIOCOOOB JIEYEHHUS paka
MPeNCTaTeNIbHOM KeJie3bl ¢ TOMOIINbI0 KoMOMHamu coenvHenust ¢popmyinl (I) u abuparepoHa
Wi ero (apMaleBTUYECKU MPUEMJIEMOH COJNH, TepaneBTU4YeCKU 3(PPEKTUBHOE KOJHMYECTBO
coennHeHust ¢opmynbl (I) omucaHo B NaHHOM IOKYMEHTE, M TepameBTUYeCKH 3>(QeKTHBHOE
KOJIMYECTBO abupaTtepoHa wiu ero papManeBTudecku mpruemsiemoii cou cocrasisier 0,01, 0,05,
0,1,0,2,03,04,05,0,6,0,7,08,09,1,1,5,2,25, 3,3,5,4,4,5,5,5,5,6,6,5,7,7,5, 8, 85,9,
9,5, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20, 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33,
34, 35, 36, 37, 38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54, 55, 56, 57, 58, 59,
60, 61, 62, 63, 64, 65, 66, 67, 68, 69, 70,71, 72, 73,74,75,76, 77,78, 79, 80, 81, 82, 83, 84, 85,
86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 105, 110, 115, 120, 125, 130, 135, 140,
145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 195, 200, 205, 210, 215, 220, 225, 230, 235,
240, 245, 250, 255, 260, 265, 270, 275, 280, 285, 290, 295, 300, 305, 310, 315, 320, 325, 330,
335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395, 400, 405, 410, 415, 420, 425,
430, 435, 440, 445, 450, 455, 460, 465, 470, 475, 480, 485, 490, 495, 500, 505, 510, 515, 520,
525, 530, 535, 540, 545, 550, 555, 560, 565, 570, 575, 580, 585, 590, 595, 600, 605, 610, 615,
620, 625, 630, 635, 640, 645, 650, 655, 660, 665, 670, 675, 680, 685, 690, 695, 700, 705, 710,
715, 720, 725, 730, 735, 740, 745, 750, 755, 760, 765, 770, 775, 780, 785, 790, 795, 800, 805,
810, 815, 820, 825, 830, 835, 840, 845, 850, 855, 860, 865, 870, 875, 880, 885, 890, 895, 900,
905, 910, 915, 920, 925, 930, 935, 940, 945, 950, 955, 960, 965, 970, 975, 980, 985, 990, 995,
win 1000 mMr, KOTOpOe BBOOUTCS OZIMH, JIBa, TPH pasa, YeThIpe paza uin OoJiee B I€Hb B TEYCHUE
OIIHOTO, ABYX, TPeX, 4YeThIpeX, ISATH, LIECTH, CEMU, BOCbMHM, JEBSITH, NECATH, OAUHHAILATH,
JBEHAALaTH, TPUHAAATH, YeTbIPHALATH, MSATHAALUATH, TPUALIATH [TOCIEA0BATENbHBIX THEH WU
OIIWH, 11Ba, TPH pa3a, YeThIpe pasza Win 0oJiee B IeHb, B BUAE OJHOM O3Bl WM Pa3/IeJICHHBIX /103,
B TEUECHHUE 2 MECALEB, 3 MECSLEB, 4 MECALIEB, 5 MECALIEB, 6 MECSLIEB WX A0JblIe. B HEKOTOPBIX
BapHaHTaX OCYIIECTBJICHUs a0NUpaTEePOH MPEACTaBIsIeT COOOM abupaTrepoHa alerar.

[00311] B HeKOTOpBIX BapHaHTax OCYINECTBJICHUS Ui CIIOCOOOB JIEUEHHs paka
MPECTaTEeNIbHOM KeJie3bl ¢ TIOMOINbI0 KoMOuHanmu coeanHenust ¢popmyinl (I) u abuparepona
areraTa B JaHHOM JOKYMEHTE OIMCAHO TepaneBTHIeck 3((HEKTHBHOE KOJIMYECTBO COETHMHEHHS
dopmynst (I), u TepaneBTHUeCKH >PPEKTHBHOE KOJIUYECTBO areraTta abuparepoHa COCTABISET
1000 mr, xoTOpble BBOIAT MEPOPAIBHO OAUH PAa3 B AE€Hb B TEUEHHE OJHOIO, ABYX, TpeX,
4eTbIpeX, MSTH, LIECTH, CEMH, BOCbMHU, IE€BATH, AECATH, ONUHHAALIATH, ABEHALIATH, TPUHALIATH,
YeThIPHAALATH, MATHAALATH, TPUALIATH OCIEAOBATENbHBIX THEH miu Oosee B BUE OJHON 03I

HUJIN pa3acCJICHHbIX O03. B HEKOTOPbIX BapHaHTaX OCYHICCTBJICHUA a6HpaTep0Ha aleTaT BBOIAT B
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KOMOWHAIIMK C 5 MT MPEJHU30HA, KOTOPBIH BBOAST NMEPOPANBHO ABAKIBI B I€Hb. B HEKOTOPBIX
BapHaHTaX OCYINECTBICHUs KOMOWHanuio coenuHeHus ¢opmynbl (I) m abuparepona amerar
BBOIAT CYOBEKTY, HYXKNAIOLIEMYCsl B 5TOM, B COCTOSIHUM HATOLIaK. B HEKOTOpPHIX BapuaHTax
OCYIIECTBIIEHNsI CyOBEKT HE MPUHUMAET NHIY B TEUEHHE 110 MEHbIIEH Mepe IBYX 4acoB JI0 U IO
MEHbIIEH Mepe OIHOro 4aca Iocjie BBEAEHUS KOMOuHanuu coeauHeHus ¢opmynsl (I) u
abupaTepoHa arerara.

[00312] B HekOoTOpbIX BapuaHTaxX OCYLIECTBIEHUs coexnHeHue ¢opmyisl (I) u apyroe
NPOTHBOPAKOBOE CPEICTBO BBOAAT CYyOBEKTY OIHOBPEMEHHO. B HEKOTOpBIX BapUaHTaX
ocyliecTBieHust coenquHeHne ¢opmyiasl (I) ¥ apyroe npoTHBOPAKOBOE CPEACTBO BBOIST
CYyOBEKTY MOCIENOBATEIBHO.

[00313] B HekOTOpBIX BapHaHTaX OCYINECTBJIEHUs coenuHeHue ¢opmydsl (I) u npyroe
NPOTHBOPAKOBOE CPEACTBO BBOAST CYOBEKTY B HETIOCPEICTBEHHOH OJM30CTH IO BPEMEHH.

[00314] B HEKOTOpBIX BapUaHTAaX OCYLIECTBJICHUS BBIPAKEHHE «HETOCPEICTBEHHAS
OJMM30CTh TIO BpPEMEHM» O3Ha4aeT, YTO BBeAeHHEe coenanHeHus: Gopmyinsl (I) ocymecTBisoT B
npeaenax MPOMEXYTKa BPEMEHH 0 HJIH MOCJe BBEACHUS APYroro MpOTHBOPAKOBOTO CPE/ICTBA,
TakuM 00pa3oM, 4To TepaneBTHUecKui 3(dexr coenmnenus: ¢opmynsl (I) mepexpriBaeTcst ¢
TepaneBTHUECKUM 3PPEKTOM IPyroro MPOTHBOPAKOBOIO CPENCTBA. B HEKOTOPBIX BapHaHTax
OCYLIECTBIIEHHsI ~ TepaneBTHueckuil  sddexr coenunerns ¢opmynaer (I) moIHOCTBIO
NEPEKPBIBAETCS C TepaneBTHYeCKuM 3(¢EeKToM APyroro NPOTHBOPAKOBOrO cpexactsa. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBJICHHUS BBIPAKEHUE HETIOCPENCTBEHHAsA OJIM30CTh 110 BPEMEHN)
O3Ha4aeT, 4TO BBeAeHUe coenuHeHus: Gopmyinbl (I) OCyLIECTBISAIOT B mpeaenax MPOMEKYTKa
BPEMEHH 10 WJIHM TI0CJIe BBEAEHUS APYroro MpOTHBOPAKOBOIO CPEACTBA TaKUM 00pa3oM, 4TO
Mexay coeauHeHueM ¢opmyael (I) M ApyruM NpPOTHMBOPAKOBBIM CPEACTBOM HMEETCs
CHHEPrHYeCKUi 3 PexT.

[00315] «HenocpencTBeHHast OJM30CTb IO BpPEMEHH» MOXXET BapbHPOBaTh B
COOTBETCTBUH C pa3HOOOpa3HbIMH (haKTOPAMHM, BKIFOYAKOIIMMH 0e3 OrpaHUYeHHs BO3PACT, TOJI,
BEC, FTeHETUYECKUN (POH, MEUIIUHCKOE COCTOSIHUE, aHAMHEe3 3a00JIeBaHMSI U UCTOPHIO JICUEHHSI
cyObekTa, KOTOPOMY MPEAIOJaraeTcsi BBEACHUE TEPAIEBTUYECKUX CPEACTB; 3a00JeBaHHUE MU
COCTOSIHME, TOJUIeXKAIINE JICYCHUIO WM OOJErd4eHHI0; TEePaneBTUYECKHH WCXOJ, KOTOPBIM
IOJDKEH OBITh JOCTUTHYT, TO3UPOBKY, YACTOTY BBEACHHS J03 U MPOJOJLKUTENIbHOCTD BBEICHUS
703 TEPaNeBTHUECKUX CPEACTB; (PapMAKOKMHETHKY U (papMaKOAWHAMHKY TEpareBTUYECKIX
CPEACTB U MyTh(IIyTH), MOCPEACTBOM KOTOPOTO(KOTOPBIX) BBOIST TEPAIEBTUIECKHE CpeacTBa. B
HEKOTOPBIX BapUAHTAX OCYLIECTBICHHUS «B HETIOCPEACTBEHHON OJIM30CTH MO BPEMEHN» O3HAYaeT
B npezfenax 15 mMuHyT, B npeaenax 30 MUHYT, B IpeAesax OAHOIO 4aca, B Mpenenax ABYX 4acos,
B Ipe/ieNIax YEThIPEX YacoB, B Mpeeiax UIECTH YacoB, B MPENeaX BOCbMH YacoB, B rpenenax 12
4acoB, B npenenax 18 yacos, B npenenax 24 4acos, B npenesax 36 4acoB, B peaenax 2 IHEH, B
npeaenax 3 AHEW, B npenenax 4 AHeW, B mpenesax S AHEH, B mpenenax 6 QHEHW, B mpenenax
OIHOM Heenu, B Mpenenax 2 Henlenb, B peaenax 3 HeAenp, B npeaenax 4 Henenb, B npeaenax 6
Henenb WM B mpenenax 8 Hexenb. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHUS MHOTOKPAaTHOE

BBCACHHUEC OOHOI0 TEPAINIECBTUYCCKOI0 CPEACTBA MOXKET OCYLICCTBIIATBHCS B HeHOCpeHCTBeHHOﬁ



78

OJMIM30CTH 1O BPEMEHH 110 OTHOIIEHUIO K OJHOKPATHOMY BBEACHHUIO JIPYrOro TEPANEeBTHYECKOTO
cpeacTsa. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIIEHHS HETIOCPENCTBEHHAs OJIM30CTh 1O BPEMEHH
MOJKET U3MEHSThCS Ha MPOTSKEHNUHU Kypca JISUSHHs UM B IIPEZesiax CXeMbl BBEACHUS 103.

OAPMAILIEBTUYECKHWE KOMITO3ULIMN

[00316] B HexoTOpBIX BapraHTax ocyuiecTBiaeHus coenuHenue Gopmysl (I) cocraBneHo
11 TIepOpajbHOrO BBeAeHus. Hanpumep, B HEKOTOPBIX BapHAaHTaX OCYLIECTBJIEHUs COSTUHEHNE
dopmyasl (I) cocraBieHo B Buae TaONeTKH, KOTOPask COAEPIKHUT HOJIb, OHO, ABAa WK Oojiee U3
KQXIOrO M3 CJIEOYIOLIEro. SMYJbraTtop, MOBEPXHOCTHO-AaKTHBHOE BELIECTBO, CBSI3YIOLIEe
BEIECTBO; Pa3pbIXJIUTENb, BELIECTBO, CIOCOOCTBYIOIEE CKOJIBKEHHIO, M CMa3bIBArOIIee
CPEACTBO.

[00317] B HeKOTOpBIX BapHaHTaX OCYIIECTBJICHUS 3MYJIbIATOP MPEACTABISIET COOOM
THITPOMEIIIIO3Y .

[00318] B HexkOoTOpBIX BapuaHTaX OCYLIECTBJIEHMsI MOBEPXHOCTHO-aKTHBHOE BEIIECTBO
NPEACTaBISIET COOOH MONMMATHIIEHTIINKOJIBCYKIIHAT BUTaMuHa E.

[00319] B HeKkoTOpBIX BapWaHTaX OCYIIECTBIIEHUS CBSI3YIOINee BEIIeCTBO (TaKxke
YIIOMHHAEMO€ B JTAHHOM JOKYMEHTE KaK HAINOJHHUTENb) BbIOPAHO M3 TPYMIBL, COCTOSINEH W3
MHUKPOKPHCTATMUECKON LENITFOJIO3bI, MOHOTHIPATA JIAKTO3BI, CAXapO3bl, TIIFOKO3BI H COPOHTA.

[00320] B HekOTOpBIX BapHaHTaX OCYIIECTBJICHUS Pa3PbIXJIUTENb MPEACTABISIET COOOM
KPOCKapMeJUI03y HaTPHsL.

[00321] B HekoTOpBIX BapUaHTaX OCYLIECTBJICHUS BELIECTBO, CIOCOOCTBYIOIIEE
CKOJIBXKEHHUIO, OTHOCUTCS K BELIECTBY, MPUMEHIEMOMY JUIsl COAEHCTBUS CHIITyYECTH MOPOIIKA 32
CUET YMEHbBINEHUs CLEIMJICHUs MEeXIy 4JacTHLIaMu. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHS B
JeKapCTBEHHbIX (oOpMax MO HACTOALIEMY H300pPETEeHHMIO BEINECTBO, CIOCOOCTBYIOLIEE
CKOJIB)KEHHIO, BBIOPAHO W3 TPYNNbL COCTOSIIEH M3 JUOKCHAA KpeMHHs, Oe3BOIHOrO
KOJIJIOUTHOTO TUOKCUA KPEMHMSI, Kpaxmalia U TaJbKa.

[00322] B HeKOTOPBIX BapHaHTAaX OCYIIECTBICHHS CMa3bIBAIOLIEE CPEACTBO OTHOCUTCS K
BEIECTBY, KOTOpPO€ NPEAYNpPEXkKTaeT CIUNaHUe W/WIM KOMKOBAaHME WHIPEIUEHTOB B
YCTPOWCTBAX, MPHUMEHSEMbIX TPH TMOJYYEHUH JIEKAPCTBEHHbIX (OPM IO HACTOSIIEMY
n300pereHNI0. B HEKOTOpPBIX BapHaHTax OCYIIECTBIEHHs B JIEKAPCTBEHHBIX (popmax 1o
HACTOSIIEMY H300pPETEHHIO CMAa3bIBAIOLIEEe CPENCTBO BBHIOPAHO W3 TPYIIIBL, COCTOSALICH H3
creapara MarHus, creapwidymapara HaTpus, CTEAPUHOBOH KHCJIOTBI M PACTHTEIBHOTO
CTeapHHa.

[00323] DapmaneBTHdeCKHEe KOMIIO3HMLIUH, coxpepkamue coenuHeHue ¢opmynst (1),
MOXKHO H3TOTaBIIMBaTh CIOCOOOM, KOTOPBIH  sIBJISETCSl  OOLIEM3BECTHBIM, HAmpUMeEp,
MOCPEACTBOM  CIOCOOOB  TPAAUIMOHHOTO CMELIMBAHUS, pPACTBOPEHHs, TI'PAaHYJIUPOBAHUS,
IPaXUPOBAHUS, OTMYYHMBAHHUS, SMYJbIMPOBAHUS, WHKAIICYJINPOBAHUS, 3aXBAaTbIBAHUS WU
mnodmnnupoBanus. PapManeBTUYECKHE KOMITO3ULMH MOKHO COCTaBJISATh TPAJULOHHBIM
Croco0OM € TPUMEHEHHEM OJHOro WM Oojee (apMaleBTHUECKH NPUEMIIEMBIX HOCUTEINEH,
NPeAyCMAaTPUBAIOIIUX BCIIOMOTATENIbHbIE BEIECTBA W/WJIM BCIIOMOTATENbHBbIE CPENCTBA,

KOTOpbIe obnerdaroT 00paboTky coenuneHust Gopmyinl (1) ¢ mosyueHneM npemnapaToB, KOTOpPbIE
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MO>KHO IPUMEHSITH B (papMarieBTHKE. be3yCcoBHO, MOAXOASALINI COCTaB 3aBUCHT OT BHIOPAHHOTO
IIyTH BBEJEHMS.

[00324] dapmaneBTUYECKHE KOMIIO3ULIMM, TMOAXOASIINE JJIsI  HUHBEKIMOHHOTO
NPUMEHEHHUs], BKJIIOYAIOT CTEPUJIbHBIE BOIHBIE PACTBOPHI (B CJyuae BOAOPACTBOPUMOCTH) HIIU
JUCTIEPCUN U CTEPHJIbHBIE TIOPOIIKH JJIs SKCTEMITOPATIbHOTO TOJIYyUEHHs CTEPHIIBHBIX PACTBOPOB
I UHBeKUMH wiu nucnepcuit. Hocurenw, noaxopnsimiue 1isi BHYTPUBEHHOTO BBEIEHUS,
BKJIIOYAIOT (PU3HOJIOTHUECKH pacTBOp, OakTepuocratuueckyro sony, Cremophor EL™ (BASF,
Mapcunmnanu, Hero-/xepcu) wnmum  ¢ocdarHo-conesoii Oydep (PBS). Bo Bcex ciywasx
KOMITO3UIUSI JTOJDKHA OBITh CTEPHJIBHOW W JOJDKHA OBITh TEKy4Yel HACTOJBKO, YTOOBI
obecrnieunBaiach BO3MOXKHOCTD JIETKOTO BBeZeHHs Yepe3 mrpun. OHa qo/pkHa ObITh CTaOUIIBHOM
NPU YCJIOBUSIX M3TOTOBJICHUS U XPAHEHUS W JOJDKHA OBbITh 3alIHINEHa OT KOHTAMHHHUPYIOLIETO
IEeMCTBUST MUKPOOPTaHM3MOB, TAKUX Kak OakTepuu U rpuObl. Hocurenb MOXET MpencTaBiisiTh
co0Ol pacTBOPUTENb WM JUCIEPCHOHHYIO CpPEny, COAEpIKallyl0, HamnpuMep, BOAY, 3TaHOJ,
NOJINOJ (HAIIPUMED, TIULEPUH, MPONIJISHTINKOIb M KUIKUH MMOJU3TUICHIJIUKONb U T. 1) U UX
noaxopsume cMecu. Hammexaiyo TeKy4ecTb MOJKHO TIOAAEPKUBATh, HAIPUMED, TIOCPEACTBOM
NPUMEHEHHUS IOKPBITHS, TAKOTO KaK JIELUTHH, TOCPEICTBOM MOAAEPKaHus TpedyeMoro pazmepa
YacTHUI] B CJIy4ae JUCIIEPCHH M TOCPEACTBOM NMPHMEHEHHs TOBEPXHOCTHO-AKTHBHBIX BELIECTB.
[Ipenynpexxaenne neicTBUS MUKPOOPTAaHIU3MOB MOXKET TOCTUTATHCS IMOCPENCTBOM MPUMEHEHUS
Pa3HOOOpPAa3HBIX AHTUOAKTEPHAIBHBIX M IMPOTHBOIPUOKOBBIX CPENCTB, HaNpUMep, MapaOeHoB,
xjopOyranona, ¢eHosa, aCKOpOMHOBOM KUCJIOTHI, THMepocaia M T. 1. Bo MHOTuMX ciydJasx,
Oyner NpeanoOYTUTENbHBIM BKJIOYaTh H30TOHUYECKHE CPENCTBA, HANpHUMEp, caxapa,
NOJIUCTIUPTHI, TAKUE KaK MAHHUT, COPOUT WJIM XJIOPHUJI HATpus, B Komnosuuuioo. IIpoanenHas
abcopOuus MPUrOAHBIX Ui UHBEKLUU KOMITO3ULIMH MOKET OBbITh OOYCJIOBJIEHA BKIIOUEHHUEM B
KOMITO3HLIMIO CPENCTBA, KOTOpOe 3aMeaisieT abcopOLHio, HarpuMep, MOHOCTeapaTa aJFOMHHUS
U JKeJIaTHHA.

[00325] CrepunbHble pacTBOPbI, MPUTOAHBIE Ui HWHBEKIUH, MOXKHO TOJyYaTh
NIOCPEICTBOM BKJIFOUEHUs1 coenuHenus: ¢popmyisl (I) B TpeOyeMoM KOIMYECTBE B MOIXOISININN
pacTBOPUTENb C OOHUM HWHIPEIUEHTOM WJIM KOMOMHALMEH WHTPEIUEHTOB, MEPEeYHCICHHBIX
BBIIIIE, TIO Mepe HEOOXOAMMOCTH C TIOCeNYIoIIel crepusyromeii ¢puabsrpanueit. Kak mpasuo,
OUCTIEPCHU TIOJYYAlOT TIOCPEACTBOM BKJIFOUEHHUS] AKTHBHOTO CPEACTBA WJIM COENUHEHHS B
CTEPIJIbHYIO CPENy-HOCUTENb, KOTOpPask COAEPIKUT OCHOBHYIO JAUCIIEPCHOHHYIO Cpeny W Apyrue
TpeOyeMble MHIPEAMEHTHhl M3 MEPEYHCICHHBIX BbIE. B ciydae CTEPHIIBHBIX MOPOLIKOB MJIS
MOJIyYEeHHUSI CTEPHJIbHBIX pACTBOPOB, MPHUIOAHBIX JUII WHBEKLUHH, CIOCOOBI IOJNyYEHHS
NPEACTABISIIOT COOOH BaKyyYMHYIO CYIIKY U CyOJMMALMOHHYIO CYLIKY, ITOCPEACTBOM KOTOPBIX
NOJIyYalOT TMOPOLIOK AaKTHBHOTO HHIPEAMEHTAa C JIFOOBIM JONOJHHUTEIBHBIM TPeOyeMbIM
UHTPEIUEHTOM U3 UX MPEABAPUTENBHO CTEPIIIN30BAHHOTO (puitbTpael pacTBopa.

[00326] Komnosumuu Uisi MepOpaibHOTO MPUMEHEHHUsT OObIYHO BKIIIOYAIOT MHEPTHBIH
pa30aBuUTENb WM NMPUTOAHBIN U TpHUeMa B MUINY (papManeBTUYECKU MPUEMIIEMbIH HOCHUTEIb.
OnHu MOTYT OBITH 3aKJIFOYEHBI B JKEJTATHHOBBIE KATICYJIbI HJIH CripeccoBaHbl B TabneTku. C Lesbto

NepOPAIbHOTO TEPANEeBTUYECKOrO BBEAEHUs coenuHeHne Gopmyibl (I) MOXXHO O0BETUHATH CO
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BCIIOMOTATEJIbHBIMUA BEINECTBAMU U TPHMEHATb B (popme TalNeToOK, MACTHJIOK WJIM KarCyl.
Komnosunuu njsi mepopaibHOTO MPUMEHEHUST MOXKHO TakKXKe TMOoJy4daTb C IPUMEHEHUEM
JKUJKOTO HOCHUTENS Uil MPUMEHEHMs B KA4deCTBE OIMNOJACKUBATENsl Ul MOJOCTU PTa, TAe
CPEICTBO WJIM COEAMHEHUE B JKUJIKOM HOCHUTENE MPUMEHSIOT MEPOPATIbHO, U MOJIOUIYT POTOBYIO
MOJIOCTD, U BBITIJIEBBIBAIOT WJIU MPOTJIAThIBAIOT. PapMalieBTUYECKU COBMECTUMBIE CBSI3bIBAIOIINE
CPEACTBa W/WJIM BCIIOMOTaTENIbHbIE MAaTepUaibl MOJKHO BKJIHOYAaTh KaK 4YacTh KOMITO3ULIMH.
TaOneTku, MUIFOM, KATCyJbl, MACTUJIKH M T. I. MOTYT COAEP)KaThb JIIOOOHW W3 CIEAYIOLINX
UHTPEINEHTOB WU COEIMHEHUS TIOJOOHOTO MPOUCXOKIAEHUS . CBA3YIOIIEE BELIECTBO, TAKOE KaK
MHUKPOKPUCTAJINYECKasi LEJUTF0JI03a, TParakaHToBasl KaMelb WINM JKeJNaTHH, BCIIOMOTAaTelbHOEe
BELIECTBO, TAKOE KaK KpaxMall WJIM JIAKT03a; CPENCTBO AJI yIyULIEHUs] pPaclagaeMoOCTH, TaKoe
KaK aJlblHHOBAsi KUCJIOTA, KpaxMairmukojsT Hatpus (Primojel®) miau Kykypy3HBIA Kpaxmal,
CMa3bIBAIOIIEEe CPEACTBO, TaKOe Kak CTeapaT MarHus, BEIECTBO, CIIOCOOCTBYIOLIEE
CKOJIbXKEHUIO, TAKO€ KaK KOJUIOUAHBIM JUOKCUJl KPEMHHUS, TIOJCIACTUTENb, TAKOM KaK caxapo3a
WM CaXxapwH, WIH apOMATU3UPYIOIIEE BEIIECTBO, TAKOE KaK MATA MEPEeYHasi, METHJICATUIUAIIAT
WJIM apOMaTHU3aTOop C 3aMaxoM aresbCuHa.

[00327] JHns BBemeHUs TMOCPEACTBOM MHTAJSIMUUA CPENCTBA WM  COCOUHEHUs
TOCTABIISIIOTCS. B (POPME a3PO30JILHOTO CIpes U3 HAXOMALIErocs MOJ AaBICHHEM KOHTEeHHepa
WJIN TO3UPYIOLIErO YCTPONUCTBA, KOTOPOE COACPIKUT MOAXOISIINI MPOIEJUICHT, HapuMep, ras,
TaKOH Kak TUOKCH] yIiepona, Uin u3 HeOynaiizepa.

[00328] CucremHOe BBeIeHHE TAKXKE MOKHO OCYIIECTBIISITh Yepe3 CIUZUCTYIO 000JIOUKY
WIN TpaHcaepManpHO. [l BBENEHHs 4Yepe3 CIM3HUCTYI0 O0OJOYKY WM TPAHCIEPMAIbHOTO
BBEJIEHUs] B COCTaBE NMPHUMEHSIOT BEIECTBA, OOECIeUNBAIOLINE MPOHUKHOBEHHUE, MOAXOMISIINE
s Oappepa, depe3 KOTOpbIi OHM OyAayT NpOHMKaTh. Takue BewecTBa, OOECHeYHBAOLINE
NPOHUKHOBEHHE, OOBIMHO U3BECTHBI U3 YPOBHS TEXHUKHU M BKJIOYAIOT, HATIPUMED, JJIsl BBEACHUS
Yyepe3 CIU3UCTYH0 000JIOUKY, AETEPreHThI, COJIH KEeIUYHOW KUCJIOTHI U MPOU3BOAHbIE (HY3HI0BOM
KHUCJIOTHl. BBenmeHne uepe3 CIM3UCTYI0O OOOJIOUKY MOJKHO OCYIIECTBIISITH IOCPEACTBOM
MPUMEHEHHS Ha3aIbHBIX CIIPEEB WIJIH CYIIIO3UTOPHEB. AKTUBHBIE CPEIICTBA MJIH COSIUHECHHUS IS
TPAHCIEPMAJILHOTO BBEIEHHsI COCTABJISIIOT B BUIE Ma3el, Oanb3aMOB, refiell Wi KPEeMOB, Kak
OOBIMHO M3BECTHO U3 YPOBHS TEXHUKU.

[00329] B omHoMm acmekte coeauHenune (opmynsr (I) monydaror ¢ papmaneBTudecku
NMPUEMJIEMbIMA HOCUTEJISIMH, KOTOpble OyAyT 3allMINaTh CPEACTBO WM COEIUHEHHE OT
OBICTPOrO  BBIBENEHUSI W3 OpraHm3Ma, TAaKUMHU KaK COCTaB C  KOHTPOJHUPYEMBIM
BBICBOOOKIIEHHEM, B TOM YHCJIe UMILJIAHTATH U MUKPOWHKATICYJIUPOBAHHBIE CUCTEMBI JOCTABKH.
MoxHO  NpuUMeHsITh  OuopasynaraeMble  OHOCOBMECTHUMbBIC  TMOJHMEpBI,  TaKUe  Kak
STWJIEHBUHUJIALIETAT, TOJMAHTUAPHUIBI, TOJUIJIMKOJIEBAasl KUCJOTA, KOJUJIATE€H, CIIOJKHbBIC
noJauopTo3hUpsl M MONUMOJIOYHAs KHCiIoTa. CrocoObl MONYyYeHUs TaKUX COCTABOB OyayT
OUYEBUIHBI CIISIUAIMCTAM B TAHHOU O0JIACTH TEXHUKU.

[00330] JlumocomaibHbIE CYCIEH3UH (BKJIIOYAIOIMHUE JIUMOCOMBI, LEJICHANPABICHHO
BO3JEHCTBYIOLINE HA WHOULMPOBAHHBIE KJIETKH C MOHOKJIOHAJIbHBIMU aHTUTEJIAMHU K BUPYCHBIM

AHTUI€HAM) MOKHO TaK)k€ NMPUMEHSTh B KauecTBe (papMalleBTUUECKU MPUEMIIEMBIX HOCUTENEH.
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WX MOXHO NOJydaTh B COOTBETCTBHHU CO CHOCOOAMH, W3BECTHBIMH CIIELIUAINCTAM B JAaHHOH
00JacTi TEXHUKH, HarpuMep, Kak onrcaHo B mateHTe CIIIA Ne 4522811.

[00331] OcobeHHO€E MPenMyILIeCTBO HMEET COCTABICHHE KOMIIO3ULIUH IS IEPOPATBHOTO
WIN MApEHTEePaIbHOTO NMPUMEHEHHs! B BUAE CTaHIAPTHOH JIeKapCTBEHHON (OPMBI AJIS JIETKOTO
BBEJCHUS U paBHOMepHOro no3upoBaHus. CraHnmapTHas JeKapcTBeHHas ¢opmMa MU
«CTaHOAPTHbIE NO3bI», KaK NPUMEHSIOTCS B JAHHOM AOKYMEHTE, OTHOCATCS K (pu3ndecku
AVCKPETHBIM €AMHUIIAM, MOIXOASAIINM B Ka4eCTBE OJHOKPATHBIX JO3UPOBOK I CYOBEKTa,
MOJJIEXKALIErO JISYEHUIO, ITPU 3TOM Kakasi €IUHHLIA COAEPKUT MPEABAPUTENLHO OIpeesIeHHOe
KOJINYECTBO AKTUBHOTO CPEACTBA WJIM COEAMHEHUs], PACCYMTAHHOE JJIsl MOJIy4eHHs TpeOyeMoro
TepaneBTHUeCKoro 3¢ exra, B COBOKYIMHOCTU ¢ TpeOyeMbIM (hapMaleBTHUECKUM HOCHTEJIEM.
Crenudukanus sl CTAHAAPTHBIX JIGKAPCTBEHHBIX (POPM MO HACTOSIIEH 3asiBKE POJUKTOBAHA U
HETIOCPEACTBEHHO 3aBUCUT OT YHHUKAJIBHBIX XapakTepUCTHK coeanHeHus (opmyner (I) u
KOHKPETHOT'O TePareBTUIEeCKOro 3¢ dexra, KOToporo HEOOXOAUMO JOCTHTHYTh.

[00332] dapmalieBTHUECKHE KOMITO3ULIUM MOXKHO BKJIFOUAaTh B KOHTENHHED, YIIaKOBKY WJIH
JO3UPYIOLIee YCTPOHCTBO BMECTE C MHCTPYKLMSIMH IO BBEICHHIO.

[00333] UnnmrocTpaTuBHbIE CIIOCOOBI BBEACHUS i1 coenuHerus popmynel (I) BrmoyaroT
CHUCTEMHOE WJIM MECTHOE BBEICHME, TAKOE€ KAaK MEPOPaIbHbINA, HA3AJbHBIN, NapEeHTEPAJIbHBIM,
TPaHCAEPMAJIbHBIN, TOIKOKHBIA, HWHTPABAMHAIBHBIN, TPAHCOYKKAJIbHBIA, PEKTAJbHBIA WIIH
MECTHBIN crioco0 BBeIeHUs. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHHs coennHeHne popmyisl (1)
WM ero (papmManeBTUYECKH MPUEMIIEMYIO COJIb WJIM THAPAT BBOAST MepopaibHO. B HekoTOphIX
BapUaHTax OCYyINECTBIeHUs coenuHeHue ¢opmynsl (I) BBoasT B Buae TaONeTKH, KariCyJbl,
KaICyJIOBUAHON TaONeTKH, pacTBOpa, CYCIEH3UH, CHUPONA, TPaHyJbl, MUKpPOC(hEpbl, MOPOLIKa
WJIN TIeJUIETHL.

[00334] HiumrocTpaTuBHBIE (hapMaLEBTHYECKHE KOMIIO3UIMU MPEACTABISIOT COOOit
TaOJETKN ¥ JKEJATHMHOBBIE KaIICyJbl, coaepkamiue conib coeauHeHus ¢opmynsl (I) u
(bapMaLeBTHUECKH MPUEMIIEMbIII HOCUTENb, TAKOH Kak a) pa30aBUTENb, HaNpumep, OYULICHHAsS
BONA, TPUIJMLEPHIHbIE Macjia, Takue KakK THAPOTEHH3UPOBAHHOE WM  YaCTHUYHO
T'MPOT€HU3UPOBAHHOE PACTUTEIBHOE MAC]O, MM UX CMECH, KYKYpPy3HOE Macjo, OJIUBKOBOE
MAacJio, MOICOJIHEYHOE Maclio, cadiopoBOe MAaCJO0, BUABI PbIObero skupa, Takue kak EPA wm
DHA, nnu ux ciokHble 3QUpbI, WIK TPUTITHLEPHIBI HIIU UX CMECH, OMera-3 KUPHbIE KHCIOTHI
WIN UX TPOU3BOJHBIE, JIAKTO3a, AEKCTPO3a, Caxapo3a, MaHHUT, COPOHT, LEJUIF0JI03a, HATPH,
caxapwH, TJIOKO3a W/WIM TIULHUH, b) cMa3bIBarolee CpencTBO, Hanpumep, NTUOKCUA KPEMHUS,
TajJbK, CTEapUHOBAasl KUCIIOTA, €€ MarHueBas WJIM KalbliueBas COJb, OJieaT HaTpusl, cTeapar
HATpUsi, CTeapaT MarHus, OEH30aT HaTpus, aueTraT HaTpus, XJIOPHUI HaTpus W/ HUIH
NOJMSTHICHTJIMKONb, TakKKe B clydae TaOJETOK, C) CBS3YIOLIee BEIIECTBO, HANPUMED,
AIFOMOCHJIMKAT MarHusl, KpaxMajbHasl MacTa, JKeJNATHH, TParakaHT, METIILEIUTI0JI03a, HATPUH-
KapOOKCHMETHIILEIUTI0I03a, KapOOHAT MarHusi, NMPUPOAHbIE Caxapa, TaKue Kak IIIIOKO3a WU
Oera-makTo3a, KyKypy3HbIe IMOACIACTUTENH, MPUPOAHbIE U CUHTETHYECKHE KaMelu, TaKue Kak
apaBuiickasi Kame[b, TparakaHToBas KaMelb WJIM aJblUHAT HATPHUs, BOCKH W/HIH

NOJMBUHUJITUPPONIUAOH, MPU HeoOxonumMocTy, d) pa3pbIXJUTeNb, HAPUMeEp, BUABI Kpaxmaa,
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arap, METHJILEJUNI0NI03a, OEHTOHUT, KCAHTAaHOBAas KaMelb, ajbIHHOBAs KHCJIOTa WM €€
HaTpUeBasl COJIb WJIM LIMIy4Hne cMecH; €) abcopOupyroinee CpencTBo, KpacuTeNb, apOMaTHU3aToOP
U TOJCNACTUTEND, f) SMyIbratop MM AHMCIEPrUPYOIee CPeAcTBO, Takoe kak Tween 80,
Labrasol, HPMC, DOSS, Caproyl 909, Labrafac, Labrafil, Peceol, Transcutol, Capmul MCM,
Capmul PG-12, Captex 355, Gelucire, TGPS Buramuna E wnmu npyrue mnpuemsiemble
SMYJIbTaTOPbl, W/HWIKM g) CPENCTBO, KOTOpPOE yCHIMBaeT aOCOpOLMIO COJM, Takoe Kak
LIMKJIOAEKCTPHH, rHApokcunponuianukioaekctpu, PEG400 w/unu PEG200.

[00335] st mony4yenus: papMarieBTHISCKIX KOMIIO3ULUIA U3 coenuneHust popmyisl (1)
WIA €ro COJM WM THApaTa HWHEPTHble (PapMalleBTUYECKH TNpHEMJIeMble HOCUTEIH MOTYT
SIBJIATHCSI JTMOO TBEPABIMHU, JTHOO *KUAKUMU. TBepabie (OPMBbI MPENapaToB BKIOYAIOT MOPOIIKH,
TabJIETKH, AMCIIEPTHPYEMble TPAaHYJIbL, KarCyjbl, OOmaTku M cynnosutropuu. I[lopomku u
TabJIETKH MOTYT COCTOSITh M3 OT NPUOJU3UTENBHO S5 10 NpUOIM3UTENBHO 95 NPOLIEHTOB
aKTUBHOro uHrpenueHta. llogxoznsimue TBepable HOCHUTENM H3BECTHBI U3 YPOBHSI TEXHUKH,
nanpumep, kapOOHAT MarHusl, CTeapaT MarHus, TaJbK, caxap WM JIakTo3a. TabNeTKH, MOPOIIKH,
Oo0NaTKM W Kamncyjbl MOXHO TPHUMEHSITh B KAaueCTBE TBEPAbIX JIEKAPCTBEHHBIX (opM,
NOAXOMALINX ISl TepopajbHOrO BBeneHus. llpumepsl (QapmaneBTHYECKH NPUEMIIEMBIX
HOCHUTENEeH 1 Croco0bl M3rOTOBJIEHHS Pa3HOOOPA3HBIX KOMITO3ULIMI MOXKHO HaiTh B A. Gennaro
(ed.), Remington's Pharmaceutical Sciences, 18th Edition, (1990), Mack Publishing Co., Easton,
Pa.

[00336] XKunkue ¢opmbl MpernapaToB BKIKOYAIOT PACTBOPBI, CYCHEH3HH H 3MYJIBCHH.
Hanpumep, BOAHBIE WUIM BOAHO-NPONWJICHIVIMKOJEBbIE pACTBOPHI Ui MapeHTepabHON
UHBEKLIMN WM 100aBJieHUE TOACIACTUTENEeH W 3aMYTHSIOIINX CPEACTB [JIsI PacTBOpPOB,
CYCHEH3UIl U 3MYJbCUH IUIsl MEpopaibHOro npumMeHeHus. JKuakue (opmbl mpemnapatoB MOTYT
TaK>Ke BKJIFOYATh PACTBOPHI [Isl HHTPAHA3aJbHOTO BBEACHUS.

[00337] JKungkue, B 4YAaCTHOCTU MPUTOAHBbIE JUISI MHBEKLHUH, KOMIO3ULIHH MOXKHO,
HampuMep, NOJy4daTh IIOCPEICTBOM pPACTBOPEHMs, AUCIIEPrUpoBaHuUs U T. 1. Hampuwmep,
PACKPBITYIO COJIb  PACTBOPSIOT WM CMEUIHMBAOT C (HapMAaLEBTUYECKH TMPUEMIIEMbIM
pacTBopuUTeNeM, TaKUM Kak, HalpuMmep, BOAA, COJIEBOI pacTBOpP, BOAHBIN PacTBOP AEKCTPO3bI,
TJULEPHH, 3TaHOJN W T. ., ¢ OOpa3OBaHWEM TEM CaMblM H30TOHHYECKOTO pAacTBOpa HIIH
CYCIEH3UH, NPUTOAHBIX JUII WHBEKIMU. benku, Takue Kak aJbOyMHH, XWUJIOMHKPOHOBBIC
YaCTUIbl WJIN OEJIKM CHIBOPOTKH KPOBH, MOXKHO MPUMEHSATH JJIsI CONFOOMIIN3ALUN PACKPBITHIX
COEIMHEHUI.

[00338] IlapeHTepanbHOE BBENEHHE MOCPEICTBOM HMHBEKIHMU OOBIYHO MPUMEHSIOT IS
NOJKOKHBIX, BHYTPHMBIIIEYHbIX WM BHYTPUBEHHBIX HWHBbEKIMHA W uHOy3mid. Cpencrsa,
NPUTOAHBbIE TSI WHBEKIMH, MOXKHO IOJy4aTh B BHJE TPAAMLMOHHBIX (opMm, b0 B BUAE
KUJKAX PAcTBOPOB WJIHM CYyCIEH3uH, Ju00 B BUAE TBEPABIX (HOPM, MOIXOMSAIMUX IS
PacTBOPEHMs B JKUAKOCTHU Nepe]l HHbEKIUEH.

[00339] AsposonpHble NpemnapaThbl, MOAXOAALIME [Js1 MHIASALUM, MOTYT BKJIHOYATh
pacTBOPHI M TBEPABIE BEIIECTBA B (pOpME MOPOIIKaA, KOTOPbIE MOTYT HAaXOAUTHCS B KOMOMHALIUU

¢ (dapmMaleBTHYECKH MPUEMIIEMbIM HOCHUTEJIEM, TAKUM KaK CXXaTblil MHEPTHBIN ras, Hanpumep,
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a3oT.

[00340] Takske BKJIrOUEHBI TBEpAbIE (POPMBI IPENapaToOB, KOTOPbIE MPEeaHA3HAYEHBI IS
NpEeBpALeHNs, HEMOCPEACTBEHHO Nepes] MPUMEHEHUEM, B XKUAKHUE (OPMBI IIPEnapaToB i JTHO0
NepOPaNIbHOTO, JTHOO MAPEHTEPATbHOTO BBeAeHUA. Takue skuakue GopMbl BKIIIOYAIOT PACTBOPBI,
CYCII€H3UH U 3MYJIbCHUU.

[00341] B 3aBUCHMOCTH OT TPEAINONAraeMoro Ccrnocoda BBEACHUSI PACKPBITHIE
KOMITO3UL[UH MOTYT HAaXOAMUTHCS B TBEPIOM, MOJNYTBEPAON HITH JKUAKOH JISKAPCTBEHHOH (opMme,
TAKOH KaK, HalpuMep, CPEICTBA, MPUTOAHbBIE ISl UHBEKIMH, TAOJIETKH, CYIIIO3UTOPUH, MTHITIOJH,
KarcyJjbl ¢ MOAU(HUIMPOBAHHBIM BBICBOOOKAEHHUEM, HACTOHM, HACTOWKH, 3MYJIbCHHU, CHPOIIBI,
MOPOLIKH, JKUAKOCTH, CYCIICH3UU H T. I1., UHOTJIAa B BHJIE CTAHIAPTHBIX JIEKAPCTBEHHBIX (HOpPM, U
B COOTBETCTBUHU C TPAAMIMOHHOW (hapmareBTHUeCKOl mnpakTukoi. [TomoOHbIM 00pazoM, ux
TaK’K€ MOKHO BBOIHUTH B BHIE (OPMBI JJIsi BHYTPUBEHHOTO (Kak OONIOCHAS MHBEKLMS, TaK U
uH(Y3Us1), BHYTPUOPIOLIMHHOTO, TMOAKOKHOTO WJIM BHYTPUMBILIEYHOTO BBEIOEHHS, H BCE
npUMeHsieMble (POPMBI XOPOIIO U3BECTHBI CIIEHATINCTaM B 00J1aCTH (hapMaIleBTHKH.

[00342] apmaneBTHUECKHE KOMIIO3UIIMH MOXKHO TIOJy4aTb B COOTBETCTBUMU C
TPAIULIIOHHBIMHU CIIOCO0aMH CMEIINBAHUS, TPAHYJIUPOBAHUS WM MTOKPBITHS COOTBETCTBEHHO, U
dapmanieBTHUECKHE KOMIIO3MLIUU TI0 HACTOSIIEMY M300PETEHHI0 MOTYT COIEp)KaTb OT
npubnusutensHo 0,1% no npudmmsurensHo 99%, or npudbnmsnTenbHo 5% 10 MPUOTH3UTETBPHO
90% wnu ot mpudmm3uTeNnsHo 1% mo npubmusutensHo 20% pacKpPBITOH COJNIM MO BECy WU
o0bpemy.

[00343] Bce xomuyecTBa JOOOrO0 KOMIIOHEHTA JIEKApPCTBEHHOH (opMbl  Iuist
NepOpaNbHOTO NMPUMEHEHHsI, OMMMUCAHHON B JaHHOM JOKYMEHTE, Harpumep, TaOJeTKH, KOTOpbIe
yKa3aHbl ucxons u3 % Bec/BeC, OTHOCATCA K OOIIeMy Becy JieKapCTBEHHOH (opMbl AJs
NEepOPAIbHOIO MPUMEHEHMS], €CJIM HE YKa3aHO NHOE.

INPUMEPBI

[00344] Hacrosituee u300peTeHHE NOMOJHUTEIBHO MPOUJUTIOCTPUPOBAHO C TOMOIIBIO
CJIEYIOIIUX MPUMEPOB, KOTOPbIE HE JOJUKHBI TOJNIKOBATHCS KaK OrPaHHYMBAIOIINE HACTOSIIEe
n300peTeHre B OTHOLUIEHUH O0beMa MJIM CYIIHOCTH KOHKPETHBIMHU MPOLENypPaMH, OMUCAHHBIMH
B JJaHHOM JoKyMeHTe. CienyeT NMOHHMMAaTh, YTO MPHUMEPhl MPEeNyCMOTPEHb! ISl WUTIOCTPALUU
OTIpe/ieNIEHHBbIX BAPUAHTOB OCYILECTBJIEHMS U YTO TEM CaMbIM He IPEAIoJaraeTcs orpaHuydeHne
o0bpema Hactosiero nzodpereHusi. Kpome toro, cienyer moHUMaTh, YTO MOYKHO OOpaIiaTeCsi K
pa3HOOOpa3HBIM APYTHMM BapHUaHTAM OCYLIECTBICHMS, MOIU(PUKALMSIM M UX SKBHBAJIEHTAM,
KOTOPBIE MOTYT OBITh MPEIJIOKEHBI CIIEIHATNCTAM B JAHHOW 00JIACTH TEXHUKH 0€3 OTCTYIUICHUS
OT CYIIHOCTU HACTOSIIETO N300peTeHrst U/Uiii o0beMa mpriaraeMoit popMyJibl U300peTeHusI.

ITPUMEP 1 - HccnenoBanus in vitro ¢ mpuMeHeHneM coennneHus (I-g)

[00345] beuto mokazaHo, uro coenuHenne (I-g) paspymaer or 95% nmo 98%
aHNIPOTeHOBBIX peuenTopoB (AR) B HECKONBKUX KJIETOYHBIX JIMHUSX, KaK I[PaBHIIO,
UCIIOJIB3YEMBIX B HCCJIEOBAHUAX paka MPEACTAaTeIbHOW >Keje3bl, B TOM 4MCJE, Hampumep,
knerkax VCaP (DCsp B ciiyuae VCaP nist coenunenus (I-g) cocraBnsier 1 HM). [IpakTuuecku

MaKCHUMaJIbHOE pa3pylleHrne HaOI0aaloch B peaenax 4 4acoB OT BBeaeHus coenuHeHus (I-g).
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Coenunenne (I-g) monasnsier nposudepammo VCaP B npubmmsurensHo 60 pa3 cuiibHEe, 4eM
sHzanmytamug (dur. 1).

[00346] Ha ¢wur. 2 nokazaHo cHkeHue koiandectsa AR B onyxosessix kietkax VCaP B
oTBeT Ha 00pabotky coenmnenueM (I-g) B koHueHTpamusx, cocrapisromux 0,03 HM, 0,1 HM,
0,3 M, 1 uM, 3 uM, 10 M, 30 uM, 100 EM u 300 HM.

I[TPUMEP 2 - HccnemoBaHust in Vivo € HCIOJNB30BAHHUEM JKUBOTHBIX M OLIEHKA
AOKIMHUYECKOTo 3¢ (EeKTHBHOIO Auana3oHa Bo3neiicTsus mis coenunenus (I-g)

[00347] JoxknuHUYECKHE HUCCIIENOBAHMS C HMCIOJb30BAHHUEM >KHMBOTHBIX TPOBOAMIMA C
npuMeHeHueM coenuHenus (I-g) Ha KUBOTHBIX MOZENAX ¢ kceHoTpaHcmiantatoM VCaP. VCaP
NOJIy4aJIi M3 METACTaTUYECKOrO POCTa KapIMHOMBI TMPEACTATEeIbHON JKeJIe3bl B IMO3BOHKAX.
JlaHHasi TUHUS SIBJISIETCS MPEANOYTHTENIbHON KJIETOYHOW JIMHMEW Ui UCCIEAOBaHHUM in Vivo,
MIOCKOJIbKY OHA MPOSIBJISIET MHOTHE XaPaKTEPUCTHKH KIMHUYECKOH KapLIMHOMBI MPENCTATEIbHOMI
xkene3pl. VCaP Takke sBIsSeTCS MOJE3HOM MOAENbIO ISl M3y4eHHUs pe3UCTeHTHOCTH AR,
MIOCKOJIbKY OHA SKCIIPECCUpYeT crutaiic-BapranThl AR, KOTOpbIe, Kak ObUIO MOKa3aHO, BBI3BIBAIOT
pesucreHTHOCTH K aHTaronucram AR (European Urology. 2018 Apr;73(4):572-582).

[00348] IlepopanbHoe BBenmeHue coeawHenus (I-g) omMH pas B JAeHb B 033X,
coctapysiroumx 0,1 mr/kr (mpk), 0,3 mr/kr, 1 Mr/kr u 3 MI/KT, OCYIIECTBIISIIM HAa MOJEIH C
kceHoTpaHcrulantatoM VCaP, kortopyro monmasamu kactpauuu (¢ur. 3). Duzamyramupg (20
MI/KT) U Cpeay-HOCHUTENb TAK)Ke MPUMEHSIIN B Ka4eCTBE KOHTPOJBbHBIX TPYIIIL.

[00349] IlepopanbHoe BBenmeHue coeawHenus (I-g) ommH pas B JAeHb B /033X,
coctaysiroux 1 mr/kr, 3 wmr/kr, 10 Mr/kr, ocymecTBisann Ha HeMmoxupuuupoBaHHOH (0Oe3
KacTpalyu) Mojenu ¢ kceHorpancuantaroM VCaP (¢ur. 4). Duzanyramun (20 mr/kr) u cpeny-
HOCHUTEJIb TAK)Ke MPUMEHSJIN B Ka4eCTBE KOHTPOJIbHBIX TPYIIIL.

[00350] IlepopanpHoe BBemenue coenuHeHus (I-g) ommH pa3 B JeHb B 033X,
COCTABJISIIOLIMX 3 MI/KT U 10 MI/KT, OCYLIECTBJISUIA Ha MOJENH ¢ KceHoTpaHcmantatom VCaP,
pe3ucTeHTHOH K sH3anmytamuny (¢ur. 5). Duzanyramuza (20 MI/Kr) U Cpeny-HOCHTEIb TAKKe
NPUMEHSUTH B KQU€CTBE KOHTPOJIBHBIX TPYIII.

[00351] Pesynbrarbel uccienoBanusi (PapMaKOKMHETUYECKHX CBOMCTB MEPOPATIbLHOTO
BBeneHus: coenuHenus (I-g) omuH pa3 B neHb B J03aX, COCTABJSIFOIMX | MI/KT W 3 MI/KT,
nokasaHbl HIke B Tabmuie 1. Jloza coenunenus (I-g), cocrapisirornasi 1 MI/kr, sSIBISIETCS] CaMOM
HU3KOH 030, KOTOpasi MPEBOCXOAUT SH3AIyTaMuU/, B ciiydae kceHoTpaHcriantata VCaP. [loza
coenunenus (I-g), cocraBnstomas 3 Mr/Kr, sIBJsUIach camod HHU3KOH 3((EeKTHBHON 1030 B
cnydae monenu VCaP, pe3ucteHTHOH K sH3adyTamuay (ronasieHue pocta onyxoiau Ha 70% mo
CPaBHEHHIO C KOHTPOJBHOH IpymIioi).

[00352] Ha ¢ur. 6 mnokazano cHikenue kommuectBa AR B omyxomsx VCaP,
PE3UCTEHTHBIX K 3H3AJyTaMHIy, B OTBET Ha BBeAeHUe 103 coenuHenns (I-g), cocrapmsromux 10
MI/KT ¥ 3 MI/KT (IEpOpaIbHO OZIUH Pa3 B JI€HB).

TABJIULIA 1.
Jo3a (mepopaiibHO OUH pa3 Cpennee 3nauenne AUC(.04 Cpennee 3HaueHHNe

B JICHb) (ar*a./mo) | Cruax (HT/MIT) *
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1 Mr/kr 3628 224
3 MI/KT 8106 507

3HauyeHMs1 NPeACTABJSIIOT MOKa3aTeJH o0meld KOHUEHTPALMH JIeKAPCTBEHHOIO
cpeacTBa

" AUC uam niomaas noa KpuBoii npeacTas.isieT co60ii Mepy 061mero Bo3aeicTBusI

Chax TIpeAcTaBjIsieT €000ii Mepy NMHKOBOH KOHLEHTPALMH BO BpeMsl MepuHoaa
BBe/IeHHS 103

IMPUMEP 3 - HccnenoBaHusi ¢ UCIOJB30BAHUEM SKMBOTHBIX in VIVO C MPUMEHEHUEM
coenunenus (I-g) u abuparepona

[00353] Kombunanus coenunenus (I-g) u abuparepona ocnabiisijia pocT Onmyxoju OoJiee
3HAUUTEIBHO, YeM KaXI0€ CPEIACTBO OTHENbHO, Ha MOJENH C KceHoTpaHcriaHtatoM VCaP,
MOAJAAHHON KaCcTpaluu.

TITPUMEP 4 - TOKCUKOJOTHYECKHE UCCIIEIOBAHUS

[00354] XKuBoTHBIM MepopasibHO BBOAMIN coennHenue (I-g) onuH pas B IeHb B TEUEHUE
28 nHeHl, 3a KOTOPbIMHU CJiefoBajl 14-AHEBHBI NEPUOA BOCCTAHOBJIEHUS ISl >KUBOTHBIX,
MOJIy4aBUINX BBICOKHE JO3BL

[00355] Cobakam nepopanbHO BBOAMIN 103kl coenuHenus (I-g), cocrasmsromue 3 Mr/kr,
10 mr/kr nim 30 MI/Kr, OIMH pa3 B A€Hb. bpUIO yCTaHOBIIEHO, 4TO 1032 30 MI/KI IpeBbIIAeT
MaKCHUMAaJIbHYI0 MEPEHOCUMYIO0 N03y. M3MeHeHUs CO CTOPOHBI JKEIyJOUHO-KUIIEYHOTO TpaKTa
HaOJFOIalMCh TIPU BCEX YPOBHAX 103 (BKIIIOYASl CPENY-HOCHUTENb OTAENBHO). Y HEKOTOPBIX
JKUBOTHBIX, IOJYYaBIIUX CPEJHHE W BBICOKHE 03bl, HAONIONANIOCh OOpaTHMMOE IOBBIIIEHHE
AKTUBHOCTH (PEPMEHTOB II€YEHH, KOTOPOE HE CUMTAETCS HEXKENATENbHBIM. Y CaMIIOB JKUBOTHBIX
HaOJIIOAJIOCh YMEHbIICHHE 3HAUEHHH Beca MPENCTaTeIbHON XKeJe3bl, YTO MOXKET OBbITh CBS3aHO
¢ hapMakosoruyecKuMu cBoricTBaMu coequHeHus (I-g).

[00356] Camuam KpbIC TiepopasibHO BBOAWIU 103kl coenunenus (I-g), cocrassromue 20
Mmr/kr, 60 mr/kr wiu 120 mr/kr, oguH pa3 B neHb. CaMkaM KPbIC MEePOPabHO BBOAMIIN JTO3BI
coenunenus (I-g), cocrapmsiromue 20 mr/kr, 40 mr/kr uimu 120 MI/KT, OIUH pa3 B IE€Hb.

[00357] B uenom, coenuHenue (I-g) XOpoIIO TEPEHOCHIOCh TMPH BCEX J03aX, 3a
UCKJTFOUEHHEM KOTOPThI CaMOK, MOJy4aBmIMX 103y 80 MI/Kr. YV JaHHBIX KpPbIC HAOJOIAINCH
noTepsi Beca TeNa W MeHbllee NoTpebiieHne kKopma. Bce pesyibTraTel y CamIOB KpbIC,
TIOJTYYaBIIUX BBICOKUE J03bI, OBLIN MOJHOCTBIO 00paTUMBbl (TUNepTpOdUs MeYeHH, YTOJIICHHE
SnU(U3apPHOA TUIACTMHKKA OEIpeHHOW KOCTH). Y CaMIlOB KpbIC TaKke HaOIIoIanoch
YMEHbLICHUE 3HAuYeHWH Beca MPEICTATENbHON JKeNe3bl, YTO MOXeT OBITh CBA3aHO C
dapmakonornueckumu cpoiictBamu coennHeHus (I-g).

I[TPUMEP 5 - Ilnan knuHUUECKUX UcnbITaHui ¢asel I ¢ npumenennem coenunenns (I-g)

[00358] ITpoBoawmnu kiuHUYECKHe HetbiTaHus (a3l I ¢ npumenenuem coenunenus (I-g).
Ocy1luecTBisn BHEAPEHUE TPAAULMOHHOIO IaHa 343 ¢ nosbllleHHeM 103bl. HauanpHas noza
coennnenus (I-g) cocraBmsanma 35 Mr, ee BBOIWIM NEPOPAJIbHO ONUH Pa3 B JAE€Hb C KOPMOM.
IToBpIIEHNE 103 3aBUCENIO OT HAJIMYUS TOKCHYECKHUX 3(PdexToB.

[00359] KnroueBble KpUTEPUU AAHHBIX HCIBITAHUN MPENCTaBIsUIA COOOH CleNyroLIe
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KpUTEpUU:  MY>XKYMHBI €  METAacCTaTUYeCKUM  KaCTPAaLlMOHHO-PE3UCTEHTHBIM  PaKOM
npeacratenpHol kene3bl (NMCRPC), mo mMeHbinell mepe ABE NPENIIECTBYIOLINE CHCTEMHBIE
Tepanuy, IO MEHbLIeH Mepe OIHa U3 KOTOPBIX MpeNCTaBisiia coOOM abupaTepoH WU
SH3AIYTAMUJ, U MPOrpecCUpoBaHue 3a00JI€BaHUS NPU NPUMEHEHHH MOCIeIHEH HA TOT MOMEHT
Tepanuu (Hampumep, MOBbIIeHHEe ypoBHA PSA wnm nBa uinm Oonee HOBBIX O4YaroB I10
pe3yJibTaTaM CKaHHPOBAHHS KOCTHON TKaHH).

[00360] KnroueBble Lenu JAaHHBIX HCIBITAHUN TPEACTABILIM COOOH IONydeHHe
MaKCHUMAaJIbHOW TMepeHOCUMOM 103bl coenuHeHus: (I-g) M pEeKOMEHIOBAaHHON HO3bI IS
ucnbitTanuii  paspr I JlonmosHUTENbHbIE LEIM BKJIIOYAJIM OCYIIECTBJIEHHE OLIEHKH OOIIei
Oesomacuoctu coenuHenust (I-g), QapMakOKHMHETUYECKHUX CBOKCTB, MPOTHBOOIYXOJEBOM
axtuBHocTH (Harpumep, PSA, RECIST) u GunomapkepoB, B TOM YHUCIIE, HAIPUMED, Pa3pyLICHUS
AR B CTC u Owonratax a0 W mocie JieueHUs (IpU HATUYUU TaKOBBIX), MYyTAallHH,
amrutndukanmii resa AR (1 gpyrux) B ctDNA, u AR-V7 8 CTC.

I[NIPUMEP 6 - ®apmakokuHeTH4deckue pnaHHble ¢a3bl | - mepopanpHOe BBeneHUE
coennnenus (I-g)

[00361] B xome kimHmuyeckux wucnbiTanuii (aser [ coemunenwe (I-g) BBOAMIH
nepopanbHO B go3e 35 wmr/cytkum, 70 mr/cytku u 140 wmr/cytku. CornacHO HaOIOIEHUSM
JeyeHne ¢ npuMeHeHueMm coenuHenus (I-g) B noze 140 Mr/cyTku BXOAMIIO B JOKJIMHUYECKUN
nuanasoH 3¢ eKTUBHOCTH, CBA3aHHBIN C ITOIABJIEHUEM POCTa OMYXOJIH.

[00362] IIpenBapuTenpHble pe3yJbTaThl HCCIENOBAHUS (PAPMAKOKUHETUIECKUX CBONCTB
NIOKa3aHbl HIDKE B Ta0auLe 2, a Takxke Ha Gur. 7, Ha KOTOPOH MpeaCTaBleHbl CPEHNE 3HAUCHUS
KOHUeHTpauun coenauHeHus (I-g) B TeueHne 24-4acoBOro NPOMEXKYTKA BPEMEHU I1OCHE

BBEICHUS 7103 B JIeHb 15 Ui Bcex Tpex TecTupyeMbix 103 (35 mr/cytky, 70 mr/cytku u 140

MI/CYTKH).
TABJIMLIA 2.
Ho3a Cpennee Cpennee Cpennee Cpennee
(mepopajbHO 3HaueHne AUCy. | 3Hauvenne C,.x | 3Hauenne AUC,. | 3HaueHue C
OJIUH a3 B JI€Hb) 24 (Hr*4u/MiT) B (ar/mn) B nenb 1 | 24 (ar*u/mor) B | (HI/MII) B 1eHB
neHb 1 nesp 15° 15
35 mr 160,5 11.1 1701 83
70 mr 300 19,6 2538 141
140 mr 865 54 5023 353

* 3nauenust AUC B neHb 15 paccUMTHIBAIM C IPUMEHEHUEM YCIOBHO PACCUUTAHHbBIX 3HAUEHUH

s 24 Jacos.

ITPUMEP 7 - Ucnbitanust ¢asel 1 ¢ moBeIIeHneM 10361 ¢ IpuMeHeHneM coenuHerns (I-
g)
[00363] Coenunenue (I-g) BBOmMIM mepopaibHO cyObekTamM-oasM (n=22) B go3ax 35

mr/cytku, 70 mr/cytku, 140 mr/cytku u 280 Mr/cyTku.
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[00364] B xoropre, mnomyudaBmeid 35 wmr/cytku (n=3), HaOmOmamu OTCYTCTBHUE
OTpaHMYUBAIOLIEH 103y TOKCUYHOCTH U HAOIONATN OTCYTCTBUE HEXKENATEIbHBIX SBICHUH 2, 3,
UK 4 CTENeHu.

[00365] B xkoropre, mnoayuasmei 70 wr/cytku (n=4), HaOMIOmaTU OTCYTCTBHE
OrpaHUYMBAIOLIEH M03y TOKCHYHOCTH. Y OJHOrO NalMeHTa HAOMIOMANNCh HEXeJaTeIbHbIe
SBJICHUs] 2 CTeNeHu (auapes, yCTaJOCTh, pBOTA). Y OOHOrO NAaLMEeHTa HaOIoaanoch
HEKeNaTeJbHOe SIBJICHHEe 3 CTerneHW (aHeMusi), KOTOpoe He ObUI0 CBA3aHO C BBEICHUEM
coenuHenus (I-g).

[00366] B xoropre, mnomyuaBiieir 140 wmr/cytku (n=8), HaOmODaNIU OTCYTCTBHE
OTpaHUYMBAIOLIEH J03y TOKCHYHOCTH. Y 50% mnanueHToB HaOMIONAUCh HEXKelaTelbHbIe
SBJIEHUs 2 CTeNmeHW, a y | mauueHTa HaONOAAoCh HEKENaTeNbHOE SIBJICHHE 3 CTENeHU
(cHmwxenue yucna auMponuTos). JlaHHBIE Pe3yabTaThl HE BKIKOYAIOT OJHOTO MAaIllHeHTa JaHHOM
KOTOPTHOH T'PYMIIBI, KOTOPBIN OBLIT ONMpeneseH Kak He MOJNAOLIUICSA OLIEHKE, BCISICTBHE YEro
JeyeHne ObUIO MPEKPAIIEHO B JeHbD 1.

[00367] B koropre, nonyuasiueii 280 Mr/cyTku (n=7), y OXHOTO NManueHTa HabJIF0 JaTiuCh
OrpaHUYMBAIOIIAs 103y TOKCHYHOCTh M IIOYEYHAs HEAOCTATOYHOCTb, & Yy S TMAIMEeHTOB
HaOJIFO1alIMCh HEXKENMATENbHbIE SIBJICHUS 2 CTETICHH MITH HUXKE.

ITPUMEP 8 - Ouenka Haujay4dllero NPOLIEHTHOrO M3MeHeHus ypoBHs PSA B mnazme
KPOBH I10 CPABHEHMIO C YPOBHIMH 110 JieueHus1 y nanuenTos ¢ mCRPC u nocnenyromas oneHka
OMOMapKepHOro CTaryca Mmocjie nepopajibHOro BBeneHus coennaenus (I-g)

[00368] JBamuaTué manudeHTaM MepopasibHO BBomwM coenuHenue (I-g) B mosax 35
mr/cytku, 70 mr/cytky, 140 mr/cytku wnu 280 Mr/cyTku. 3Ha4eHUs] HAWITY4LIEro MPOLEHTHOTO
u3MeHeHus1 ypoBHs PSA B ruiasmMe KpoBHU MO CPABHEHMIO C YPOBHSMH IO JIEYEHUS I KAQXKOTO
U3 JBaJlaTH MALUEHTOB MpeacTasieHbl Ha Gur. 8. Y manuenrta 19 (BTopoii cronden crnpasa) u
nauuenrta 20 (xpaitHuil npasblii cronbery) HabmonaNOCh CHIDKEHHE YpoBHSA PSA mo MeHbiueit
mepe Ha 50% mocie neyeHus ¢ npuMeHeHneM coenrnenus (I-g).

[00369] bbina mpoBeneHa oOleHKa OuomapkepHoro crtaryca AR y nBeHaauatu
MAIMEeHTOB, KOTOPBIM NepopasibHO BBOAMIN coeannenue (I-g) B mose, kotopas paBHsiercs 140
mr/cyTku win 6osbine. Ha ¢ur. 9 nokazan OuomapkepHsiii ctatyc AR y naHHbIX 12 manueHToB
BMECTE CO 3HAYCHUSIMU HAWJIYUIIEro MPOLEHTHOrO 3MeHeHus: ypoBHs PSA B rutasme kposu. Y
NAIMEHTOB C Pa3HbIM OMOMapKepHBIM cTaTycoM AR HaOmonannce pa3Hbie OTBETHI HA JICUEHUE C
npumMeHeHueMm coenuHenus (I-g). Hanpumep, maunenT 19 (Bropoii cronber cripaBa) U MauueHT
20 (kpaitHuii mpaBblii cTonbew), o0a U3 KOTOPBIX XapakrepuzoBanuch mytauusimMu AR T878A u
H875Y, sABAAnuMCh €IMHCTBEHHBIMU TMALMEHTAMH B JAHHOM MCCJIEAOBAaHUM, Y KOTOPBIX
Habmmo1anock cCHIKeHne ypoBHs PSA o meHbieii Mmepe Ha 50% mocne nedeHus.

[00370] KiroueBbie XapakTepHCTUKH NMaeHToB 19 1 20 KpaTKo MpeacTaBieHbl Ha (ur.
10 u ¢ur. 11A coorsercTBenHo. Ha ¢ur. 11B nokazano CT-u3o0paskeHne omyxonn y nanueHTa
20 no neuenusi ¢ npumenenueM coenuHenus (I-g). Ha ¢ur. 11C nokaszano CT-m3o0paskeHue
onyxouu y narueHTa 20 nocie 4 kypcoB, nemoHctpupyroiee orset cornacHo RECIST.

I[TPUMEP 9 - JlomonmHutenbHble (papMakOKMHETHYECKHE IaHHBbIE - IEePOpPabHOE
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BBenieHue coenuHeHus (I-g)

[00371] Coenunenue (I-g) BBOmMIM mepopanbHO B 1o3e 35 mr/cytku, 70 mr/cytku, 140
mr/cytku 1 280 mr/cytku. CorinacHo HaOMIONEHUSAM JiedeHue ¢ puMeHeHneM coenuHenus (I-g)
B no3e 140 mr/cytku u 280 Mr/CyTku BXOAWJIO B JOKJIMHUYECKMH Iuamna3oH 3(G¢eKTHBHOCTH,
CBSI3aHHBIN C mopaBiieHueM pocta omyxoiu. (¢ur. 12). CpenHue 3HaU€HUS KOHLIEHTPALMU
coenuHenust (I-g) B miasme KpoBM B TeueHHe 24-4acOBOIO IPOMEXKYTKAa BPEMEHH I10CHe
BBEICHUS 103 B JI€Hb 15 A BCeX uHeThIpeX TeCTHpyeMbIx 103 (35 mr/cytku, 70 mr/cyTtku, 140
mr/cyTku 1 280 Mr/cyTku) nmpeacTasieHsl Ha ¢ur. 13.

I[MPUMEP 10 - UCCJIEJOBAHWA BUOMAPKEPOB AR

[00372] Ha ¢wur. 14 npencrasrieHa kackamaHasi auarpamma aiist 28 namnueHtos ¢ mCRPC,
KOTOpbIM BBOAMIM coenuHenue (I-g). MonekymsipHelii cratyc reHa AR, mpucyTcTByromero B
nupkynupyromei onyxonesoil [JHK nnu mupkyaupyrommx OMyXoJeBbIX KIIETKax ONPEAessiIv
st Kaxoro mnanueHTta. Kaknblii crojdeln mpencraBisieT coOOW Hawiydllnee MPOIEHTHOE
n3MeHeHue ypoBHs PSA B mnazMe KpoBH MO CPAaBHEHHUIO C YPOBHSIMH IO JIEYEHUsI Y OAHOIO
nanneHta. AR-V7 mpencraBmsier coboii  crimaiic-Bapuant AR. Amrumig. OTHOCHTCS K
ammurdukaum reHa AR,

[00373] Ha ¢ur. 15 npencrapieHa KacKaJHas IHAarpaMMa, MOKA3bIBAIOIIAs HAWITyUIIee
MPOLICHTHOE U3MEHEeHne pe3yibTatoB Tecta Ha PSA y 5 manmentos ¢ mCRPC ¢ myTanusimu AR
T878/H875 mocme Toro, kKak Kaknblid manueHT monydan coenmHenus (I-g), a Taxke
MOJIEKYJISIpHBIN cTatyc reHa AR, mpucyTcrByroero B nupkynupyroueii onyxonesoit JJIHK nnu
LUPKYJIUPYIOIINUX OMyXOJEBBIX KJIETKaX COOTBETCTBEHHO, BbIIEIIEHHBIX U3 00Pa3IOB OT KaXKIOT0
nanuenTa. Kaxnplii cronder npencrasiser coOOl Hamlydinee MPOLIEHTHOE U3MEHEHHE YPOBHS
PSA B nnasMe KpoBH MO CpPaBHEHHUIO C YPOBHSIMHU O JieYeHUs y OnHOro nauueHta. AR-V7
npexacrasisier coboii cruaiic-BapuanT AR. (Craryc AR-V7 ObL1 HEHOCTYIEeH [isi 3 MAI[EeHTOB.)

[00374] Yposau PSA cuusumuch Ha 30% nn Gonbine y 80% cyObekTos (4/5) naxke npu
HAJIMYUU 3HAYUTENIbHOU reTeporeHHocTH onyxonu. CHmkenune ypoas PSA Ha 50% u Gosbiune
HaOmonamn y 40% (2/5) mammenToB. Y OAHOro mnanueHrta (MpeacTaBlieH B rpadUUecKux
MarepHaax) HaOmonanu cHuxkenne yposHs PSA va 80%.

[00375] Takum obpa3om, nauueHTs! ¢ mytanusiMu AR T878/H875 moryt mpencraBisiTh
co0Oo¥ MOATpYNIY MALUEHTOB, KOTOPbIe 0OCOOEHHO Uy BCTBUTEIbHBI K coennHeHHo (I-g).

[00376] B mpomomkaromemMcss KIMHUYECKOM HchbITaHuu (a3bl 1/2, oneHuBaromem
BBeieHne coenuHenus (I-g) nus neuennss mCRPC, onpenensin MoneKyJIsIpHbIHA cTatyc rera AR,
IPUCYTCTBYIOLIEro B LUpKynupytoweil onyxonesoii JIHK, u sxcnpeccuto crutaiic-apuanta AR-
V7 B LUPKYJIHUPYIOLINX OMYyXOJIEBBIX KJIETKaX, HAOJIF0qaeMble 10 Havaja JISYEHUS] COCTUHEHUEM
(I-g), a Taxxe Hawydllee W3MEHEHHME TecTa Ha mpoctar-cnenuduyeckmii antured (PSA) mo
CPAaBHEHHIO C WCXOAHBIMHM 3HAYCHUSMH, HaONIOJaeMoe VY KakIoro mnanueHTta. JlaHHbIE
0006mensb! B Tabyuue 3 (pasa 1) u Tabmuue 4 (pasa 2). Bee nanuents! ¢gasbl 1/2, BKIIOYSHHBIE B
TaOJUIBI, MTOAABATNCH OLIGHKE Ha cTaTyc AR M MMeNnu NmpoAoJLKUTENBbHOCTD MOCIEAYIOIEro
HaOMO/IeHUsT 32 ypOBHEM mpocraT-crieruduueckoro anturea (PSA) B teuenue >1 mecsua.

ITokazannble manuentsl Gaspl 1 b0 monyvanu oOmyro no3y >420 mr, 1ub0 MOIBEPTrauCh
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Bo3aelicTBui0 coenuHeHus: (I-g) Belme MuUHUMaNbHOro 3(Q(EKTHBHOrO MOpOra Ha OCHOBE
HEKJIMHUYECKHUX HCCIEOBAHUN, OLIEHHWBAIOIINX IMOJABJIEHHE pPOCTa ONMYXOJH B MBIIIHUHBIX

MOZACIISAIX KCCHOTPAHCIIJIAHTATa paka HpeI[CTaTeJIbHOfI JKEJIC3BI.

Tabmuua 3. Craryc nanuenTa ¢assl 1 mo buomapkepam

Haunny4ymee
Ho3a (mr)/ IMauuenT
HU3MEHEeHHEe YPOBHA Craryc AR AR-V7
cxema Ne
PSA
140 QD 1 -98.2% T878A, H875Y OTpunarenbHbIN
700 QD 2 -74,4% WT IlonoxuTenbHbBIN
140 QD 3 -73.7% T878A, H875Y OTpunarenbHbIN
420 BID 4 -72.,5% T878S OTtpunarenbHbIi
140 BID 5 -71,9% WT TBD
210 BID 6 -71,4% WT OTtpunarenbHbIi
700 QD 7 -60,7% WT OTtpunarenbHbIi
420 QD 8 -52.7% WT IlonoxurenbHBIN
700 QD 9 -47.0% WT OTpunarenbHbIN
L702H, V716M,
420 QD 10 -40,6% G751C, F877L, OTpunarenbHbIN
T878A
315 BID 11 -40,3% WT OTpunarenbHbIi
280 BID 12 -38,3% WT OTtpuuarenbHbIi
140 BID 13 -38,1% WT TBD
T878A, T878S,
630 QD 14 -36,5% ITonoxurenbHbINA
L702H
420 QD 15 -33.0% WT OTpunarenbHbIN
Y447N,
210 BID 16 -32.5% IlonoxxurenbHBIN
aMIUTU(pUKALTHS
70 QD 17 -30,0% WT OTpunarenbHbIN
L702H,
amMIUTUQ UKaIHs,
315 BID 18 -29.9% OTpunarenbHbIN
peapaHXupOBKa
resa AR
700 QD 19 -25,6% WT OTpunarenbHbIN
280 BID 20 -25.5% WT OTpunarenbHbIN
280 BID 21 -22.9% WT OTpunarenbHbIi
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630 QD 22 -22.5% WT OTpunarenbHbIN
420 BID 23 -22.5% WT OTtpunarenbHbIi
630 QD 24 -22.4% WT ITonoxxurenpHbIN
315 BID 25 -18,4% WT OTpunarenbHbIi
140 QD 26 -12,7% WT OTtpunarenbHbIT
280 QD 27 -12,6% WT OtpunarenbHbIil
280 QD 28 -4,7% L702H OTpunarenbHbIN
420 QD 29 6,4% W742C OTpunatenbHbIN
280 QD 30 8,0% Ammumm¢pukanus | OTpUIaTeNbHBIH
700 QD 31 9,7% WT OTpunarenbHbIN
280 QD 32 11,8% WT OTtpunarenbHbIi
280 BID 33 13,1% WT OTpunarenbHbIN
280 QD 34 15,4% Ammum¢ukanus | OTpunaTenbHbINH
70 QD 35 17,6% Ammum¢ukanus | OTpUmaTenbHbINA
420 QD 36 20,8% WT ITonoxurenpHbIN
210 BID 37 22.1% WT OTpunarenbHbIN
420 QD 38 32,2% Ammum¢ukanus | OTpHIaTenbHbINA
140 QD 39 32,6% WT ITonoxxurenpHbIN
AMrumndukanus,
140 BID 40 38.9% peAparmpoBIa TBD
reHa
AR_ARHGEF9
280 QD 41 61,1% Awmrmudpukanus | [TomokutenbHbIH
280 BID 42 72.6% Amrmudukanus | [TomokutenbHbIH
140 BID 43 84,6% L7024, TBD
aMIUTU(DUKALTHS
T878A, H875Y,
420 QD 44 96,3% L702H, OTpunarenbHbIN
aMIUTH(pUKALTHS
210 BID 45 101,8% Ammum¢ukanus | OTpUmaTenbHbIH
280 BID 46 461,2% Ammum¢ukanus | IlonoxurenbHbIi

WT=nukuii tur; QD=oxuH pa3 B nenb, BID=nBaxxaw! B aiens, TBD=0yznet onpeneneno

Tabmuua 4. Craryc nanuenTa ¢assl 2 o buomapkepam

Ho3a (mr)/

IManueHT

Hanayumee

Cratyc AR

AR-V7
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cxema Neo H3MEHeHHe YPOBHA
PSA
420 QD 1 -95,8% T878A OTpunarenbHbIi
420 QD 2 -94,2% T878A OTpunarenbHbIi
420 QD 3 -88.,7% AmTpaKais, OtpunarenbHbIii
H875Y

420 QD 4 -88.,7% T878A, W742C OTpunarenbHbIN
420 QD 5 -86,4% T878A OTtpuuarenbHbIi
420 QD 6 -84,8% T878A OTtpunarenbHbIi
420 QD 7 -67.3% L702H OTpunarenbHbIN

Amrudukanus,
420 QD 8 -61,9% HETY. OTpunarenbHbIN

peapaHXUpOBKa

reHa AR, Q825E
420 QD 9 -60.,3% T878A, W742C OTpunarenbHbIi
420 QD 10 -58.,7% Ammundukanus | OTpuULaTeNbHBINA
420 QD 11 -57.5% WT OTpunarenbHbIn
420 QD 12 -57.3% T878A OTpunarenbHbIi
420 QD 13 -53,8% WT OTpunarenbHbIi
420 QD 14 -53,4% WT OTtpunarenbHbIi
420 QD 15 -52,1% WT OTtpunarenbHbIT
420 QD 16 -47.8% T878A, L702H OTtpuunarenbHbIT
420 QD 17 -40,9% WT TTonoxurenbHbIN
420 QD 18 -40,3% WT OTpunarenbHbIN
420 QD 19 -35.4% WT OTpunarenbHbIN
420 QD 20 -32.2% WT OTpunarenbHbIN
420 QD 21 -31.9% L702H OTpunarenbHbIN
420 QD 22 -30,6% WT OTpunarenbHbIN
420 QD 23 -29.9% Avmmdukanus | [TonoxuTenbHbIH
420 QD 24 -28.8% L702H, H875Y OTpunarenbHbIN
420 QD 25 -27.7% WT OTpunarenbHbIn
420 QD 26 -26,7% L702H, S889G OTpunarenbHbIi
420 QD 27 -26,1% Ammundukanus | OTpunaTenbHbINR
420 QD 28 -24.7% Ammm¢ukanus, | OTtpunarenbHbIil
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S532Y
420 QD 29 -24,3% WT OTpunarenbHbIN
420 QD 30 -22.8% Amnundukanus TBD
420 QD 31 -19,0% WT OTtpunarenbHbIi
420 QD 32 -18,8% WT TBD
420 QD 33 -16,3% WT OtpunarenbHbIil
420 QD 34 -16,2% WT OTtpuunarenbHbIT
420 QD 35 -15,1% WT OTtpuunarenbHbIi
420 QD 36 -15.1% T878A OTpunarenbHbIN
Amplification -
420 QD 37 -13,4% TBD
equivocal
420 QD 38 -12,5% L702H, V716M OTpunarenbHbIN
420 QD 39 -9.9% Q799E OTpunarenbHbIN
420 QD 40 -7.7% T878A OTpunarenbHbIN
L702H,
peapaHKUpOBKa
420 QD 41 -7,6% OTpunarenbHbIN
reHa AR-
STARDS, Q793E
420 QD 42 -6,2% WT IlonoxxurenbHBIN
420 QD 43 -5,6% WT OTtpunarenbHbIi
420 QD 44 -5,0% ITonosxurenpHBIN
420 QD 45 -4, 7% Ammndukanust | OTpuULATENTbHBINA
HeonHno3naunas
420 QD 46 -4,1% TBD
amruduKaus
Peapanxxuposka
420 QD 47 -3,.8% TBD
reHa AR
420 QD 48 -3,6% L702H OTpunarenbHbIN
Heonno3naunas
aMIUTH(D UKL,
420 QD 49 -1,5% OTpunarenbHbIN
peapaHKUpOBKa
reHa AR
420 QD 50 -0,9% Heneunst AR-AR | OtpunarenbHblii
420 QD 51 -0,4% H875Y IlonoxurenbHBIN
420 QD 52 0,1% WT OTpunarenbHbIi




93

420 QD 53 0.5% WT OTpunarenbHbIN
420 QD 54 1,2% L702H, T878A IlonoxxurenbHBIN
420 QD 55 3.2% WT IMonosxurenbHBIN
420 QD 56 4,3% Ammndukanus | OTpunaTenbHbIN
420 QD 57 7.1% L702H. OTtpuuarenbHbIT
amMIuTUp UKy
420 QD 58 7.2% WT TTonoxurenbHbIN
420 QD 59 7.8% WT OTpunarenbHbIN
420 QD 60 9,.8% Ammundukanus | IlogoxurenbHbIH
420 QD 61 11,7% WT ITonoxurenbHBIN
420 QD 62 12,2% Heonmosnaas ITonoxurenbHbIMI
amruuduKaus
420 QD 63 13,3% L702H, neneuns IMonoxuTenbHbBIN
AR-AR
420 QD 64 13.9% WT OTpunarenbHbIN
420 QD 65 14,8% Heonmosnaas OTpunarenbHbIN
amruuKaus
420 QD 66 17.9% WT OTpunarenbHbIi
420 QD 67 19,0% WT OTpunarenbHbIi
420 QD 68 20,5% WT OTtpunarenbHbIT
420 QD 69 20,8% Ammmudukamust | OtpunarenbHbId
420 QD 70 21.8% WT OTtpuunarenbHbIT
420 QD 71 21.8% WT OTpunarenbHbIN
420 QD 72 22.6% WT OTpunarenbHbIN
420 QD 73 26.8% WT OTpunarenbHbIN
420 QD 74 29.4% H875Y OTpunarenbHbIN
420 QD 75 32,4% Avmmdukanus | [TonoxurenbHbIi
420 QD 76 37,0% Avmmudukanus | [TonoxuTenbHbIH
420 QD 77 42.0% WT OTpunarenbHbIN
L702H, T878A,
420 QD 78 43,.9% HEOIHO3HAYHASA OTpunarenbHbIN
amruuKaus
420 QD 79 46,9% WT OTpunarenbHbIN
420 QD 80 47,1% Ammundukanus | OTpuLaTenbHBIN
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420 QD 81 54,4% WT OTpunarenbHbIN

420 QD 82 57.8% WT OTtpunarenbHbIi

420 QD 83 62.9% WT OTtpunarenbHbIi

420 QD 84 64.4% LI02HL TSTSA, OTpHuaTenbHbIi

T878S, H875Y

420 QD 85 67,7% WT OtpunarenbHbIii

420 QD 86 70,5% Ammndukanust | OTpULATENTbHBINA

420 QD 87 75,3% T878S, F877L ITonosxkuTenbHBINA

A688fs*19,

420 QD 88 78,2% peapanxupoBka | OTpuLATENbHBIH
AR-AR

420 QD 89 79.4% Avmmdukanus | [ToaoxuTenbHbIH

420 QD 90 89,6% WT IHonosxuTenbHBIN

Awmrndpukanus,

420 QD 91 100,3% peapanxupoBka | OTpuuaTenbHbIH
resa AR

420 QD 92 100,7% E666K OTpunarenbHbIN

420 QD 93 142,8% Peaparnuponia OTtpunarenbHbIi
AR-AR

420 QD 94 162,7% T878A ITonosxurenpHbIN

WT=nuxkuii Tun; QD=oxauH pa3 B newp; TBD=0yxner onpeneneno

JKBUBAJIEHTHI

[00377] CrneuuanucraM B JaHHOW O0JAaCTH TEXHUKH OyleT OYEBUIAHBIM MHOKECTBO
SKBUBAJIEHTOB KOHKPETHBIX BapUAHTOB OCYILECTBJEHHS, CIELUAIbHO OMUCAHHBIX B JaHHOM
JOKYMEHTEe, WM OHH CMOIYT ONpeAeNuTh HX C MPUMEHEHHEeM TOJbKO CTaHAApPTHBIX
SKcrepuMeHTOB. [Ipenmonaraercs, 4YTO Takue SKBUBAJIEHTBI OXBATBIBAIOTCS O0BEMOM
crenyroen GopMyJbl H300pETEHHSL.

[00378] CriocoObl o HAcTOSIIEMY H300peTeHU0 ObLTH OMHCAHBI B JAHHOM JIOKYMEHTE
CO CCBUIKOM Ha OIlpeneleHHble IPEeANoYTUTEIbHbIE BapuaHThbl ocyuiecTBieHus. OnHaxo,
MOCKOJIbKY MX KOHKPETHbIE BAapUaHTbl CTaHYT OUEBHUAHBIMU MJI CHELHUAJIUCTOB B JAHHOMU
00JaCTH TEXHWKH Ha OCHOBAHHHM JAHHOTO OIMCAHMS, W3JIOKEHHOTO B JTAHHOM JIOKYMEHTE,
HacTosIIIee N300pETeHNE He CIIEYeT CUUTATh OTPAaHNYEHHBIM IMH.

[00379] Ecnu He yka3aHO MHOE, TO BCE TEXHUYECKHE U HayuyHble TEPMUHBI,
NpUMEHsieMble B JaHHOM JOKYMEHTE, MMEIOT TO K€ 3Ha4eHHe, KOTOpPOe OOBIMHO IMOHSTHO
CHEIHAJIMCTY B JAHHOW 00JaCTH TEXHUKH, K KOTOPOW OTHOCHTCS Hacrosiiiee uzobpereHue. B

onucanud u popmyse u3oOpereHust GOpPMbl €IMHCTBEHHOIO YUCJA TAK)KE BKIIFOYAIOT (POPMBI
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MHOXECTBEHHOI'O YHCJIA, €CJIU U3 KOHTEKCTA SIBHO HE CIIENYEeT UHOE.

[00380] Cnenyer moHMMaTh, YTO MO MEHbBIIEH Mepe HEKOTOpble W3 OIMHUCAHWUI MO
HACTOSIIEMY H300pETEeHHIO ObUTH YIPOLIEHBI JJIsl aKLEHTUPOBAHMS BHUMAHMs Ha 3JIEMEHTAXx,
KOTOpble HMEIOT 3HAu€HHe MJIi 4YeTKOro IOHMMAHUS HACTOSINEro HU300pEeTeHHus, NpH 3TOM
YCTPAHSIIOTCS, B LEMsIX OOecredeHusl SICHOCTH, APYTHe BJIEMEHTHI, KOTOpble OYAyT IMOHSATHBI
CHeLUAICTaM B MAAaHHOH OOJACTH TEXHHUKHM M KOTOpPble MOTYT TAakKe BKJIOYATh YacTb
Hacrosimero n3ooperenns. OQHAKO, MOCKOJIBKY TAKHE SJIEMEHTbI XOPOILIO M3BECTHBI U3 YPOBHS
TEXHUKH U TIOCKOJIbKY OHHM He 00sI3aTeNIbHO CMOCOOCTBYIOT JyYIIEMY MOHUMAHHIO HACTOSIIErO
n300peTeHus], ONMCAHNE TAKUX HJIEMEHTOB HE MPEAYCMOTPEHO B JAHHOM JJOKYMEHTE.

[00381] Bonee Toro, ¢ y4eToM TOro, YTO CIIOCOO HE 3aBHCUT OT KOHKPETHOTO MOPSIKA
CTaluii, U3JIO’)KEHHBIX B JAHHOM JTOKYMEHTE, KOHKPETHBIN MOPSAAOK CTaaAul, MEePEUUCIEHHBIX B
NyHKTe (OpPMYJbl H300pETEHHs, HE JOJDKEH TOJIKOBATHCA KAaK OrPaHMYEHHE NAHHOTO IyHKTA
(bopMy bl H300pETEeHUSI.

[00382] Bce maTeHTBI, 3asBKH Ha TATEHT, MCTOYHUKH JIUTEPATYPbl W MyOJIHKAIUH,
LUTUPYEMbIE B IaHHOM AOKYMEHTE, LIEIUKOM U TOJHOCTBIO BKJIFOYEHbI [TOCPEACTBOM CCHUIKH,
Kak ecii Obl ObUTH W3JIOXKEHbI BO BCEH CBOEH MosiHOTe. Takue JOKYMEHTbI He NMPU3HAIOTCS B

KaueCTBC YPOBHSA TCXHUKHU MO OTHOMICHUIO K HACTOALIEMY I/1306peTeHI/II'O.
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®OPMYVYJIA H30BPETEHUA
1. Cnoco0 neueHus paka MpeacTaTeNbHOM JkeJe3bl y CyOBeKTa, Hy KIAIOIIErocss B 3TOM,
I7I€ PaK MPEACTATENbHOM KEJIEe3bl XapaKTEPU3yeTCsl MO MEHbIIEeH Mepe OJHOM COMAaTHUYE€CKOH
myTanueit AR, acCOIMupOBaHHON € OMyXOJIbIO;
IpU 3TOM CIOCOO BKJIKOYAET BBEACHHE CYOBEKTy TepameBTHUECKH 3(PPEKTHBHOIO

KonmuecTBa coenuHeHust popmyusl (1),

1 3 NH
SF e e
R2 H }(%}(qJ\N ]/‘\N
N 0
n (D

WK ero (papMaLeBTHUECKU PUEMIIEMON COJH, Te

R! npenctasisietr codoit Bogopon, CN wmu Ci-Ceanku,

R? npencTaBisieT co0oit Bogopos, rajorer uiu C-Cealku,

R’ NPEICTaBIISIET COOOI BOIOPOI WM TaJIOTeH,

X' npencrasmusier coboit CH mm N;

X* npencrasister coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH umu N, u

n pasusiercs 0 wim 1;

IIPU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, X’ uXx* npeacTasisioT codoit CH.

2. Cnoco®6 mo m. 1, rme mo MeHblueil Mepe onHa comarudeckas mytauus AR,
aCCOLIMMPOBAHHAS C OMyXOJIbIO, BhIOpaHa u3 rpymmbl, coctosiein m3 H875X, Q825X, T878X,
F877X, V716X, T878X, W742X, D891X, M750X u S889X, rae «X» OTHOCHTCS K JFOOOMY
AMUHOKHUCJIOTHOMY OCTaTKY, OTIMYHOMY OT OCTaTKa AUKOTO THUIA B 3TOM IOJIOKEHUH.

3. Cnoco6 mo m 1, rme mo MeHblnell Mepe ogHa comatuueckass mytaums AR,
ACCOLIMMPOBAHHASI C OMyXOJIbl0, BbIOpaHa M3 rpymmbl, coctosmeit uz T878A, H875Y, H875L,
Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V, M750T u S889G.

4. Ciocob o 1. 1, re pak mpeacTaTebHOM KeJie3bl XapaKTepU3yeTCsi M0 MEHbIEH Mepe
JBYMsI COMaTHUECKUMH MyTauusiMu AR, accolmnpoBaHHBIMU C OIYXOJIBIO.

5. Cnoco®d mo m. 4, rae mo MeHblIed Mepe aBe comarmyeckue Mmytauuu AR,
aCCOLIMMPOBAHHBIE C OMyXO0Jbto, BeIOpanbl n3 H875X, Q825X T878X, F877X, V716X, T878X
u W742X, rne «X» OTHOCUTCS K JIFOOOMY aMHHOKUCJIOTHOMY OCTaTKy, OTJIMYHOMY OT OCTaTKa
JVKOTO TUIA B 3TOM IOJIOKEHUU.

6. Crmocod mo m 4, rme nmo MeHbInell Mepe nBe coMaTuueckue myTtanmuu AR,
aCCOLIMMPOBAHHBIE C OMyXOJiblo, BbIOpanbl u3 H875Y, H875L, Q825E, T878A, F877L, V716M,
T878S, W742C u W742L.

7. Crnoco®d mo m 4, rme mo MeHblneil Mepe nBe coMaTuueckue myTtauuu AR,

ACCOLIMMPOBAHHBIE C OMYXOJIbIO, BEIOPAHBI U3 CIEAYIOIINUX TPYIIIT MyTALIUI:
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T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C u

W742C u W742L.

8. Cnocob mo mobdomy u3 mm. 1-7, rae pak mpeAcTaTeNIbHOW JKeJle3bl XapaKTepH3yeTC sl
amrutndukanuei rena AR.

9. Cniocob no mrodbomy u3 mm. 1-8, rae pak npencTaTebHON jKeJe3bl MPEACTABISET COOOM
KaCTPaLMOHHO-PE3UCTEHTHBIN PaK MPeACTATeIbHOMN JKeJe3bl.

10. Cnoco6 mo mobomy w3 mm. 1-9, rme pak mpencTaTeNbHON Kelie3bl MPenCTaBIIsIeT
co00i1 MeTaCTaTHYECKUN PaK MPEACTATEILHOU JKeJIe3bl.

11. Crioco6 no moGomy u3 mm. 1-10, rae R npencrasmser coboit CN, u R? npexcrasisier
co0oit XJ10p.

12. Crioco6 no moGomy u3 min. 1-11, rae R? npencrasmser coboit Boxopox.

13. Crioco6 o moGomy u3 min. 1-11, rae R? npencrasmser coboit dprop.

14. Cnoco6 mo mobomy u3 mm. 1-13, rae n pasHsiercs O.

15. Crocob mo modomy u3 mm. 1-13, roe n pasHsiercst 1.

16. Crocob mo mobomy w3 mm. 1-15, roe xaxabiil u3 Xl, XZ, x3 u x*t NIPEICTaBIISIET
coboii CH.

17. Cnioco6 mo nmrobomy u3 . 1-15, roe Tpu u3 xh x3 x3ux? NPEACTABJISIOT COOOM
CH, a ocraBuumticst npencrasisieT codoit N.

18. Crioco6 no mobomy u3 m. 1-15, rae aa us X', X2, X° u X* npexncrasmsor co6oit
CH, a ocraBiivecst q8a npeacTaBisitoT codoii N,

19. Criocob mo modomy u3 mm. 1-10, rae coequnenne Gopmysl (I) mpeacrapnsieT coboi

o0
Oy ooy O

NC cl (I-a)

AT ",
4 O D

- ’ (I-b),
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O
NS (I-c),
0,
O\ 0 0 0
NC N /{u /@Q@o
H -
Cl N,J\N N
N} 0
(I_d)9
0.,
O\ 0 o 0
SO Sg2
Q...
o8 3
NC N o NH
Cl H . N ©
: N

LS
NG N o F NH
& H . | N e}

N
NN (\N
(/\LN\/) © (I-h),

IQ/D ’ (),
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0.,
L &
NC N o | F NH
H i .
N, 0
(I-k)

WIH UX (hapMareBTHUECKH TPUEMIIEMYIO COJIb.

20. Cnocob no mobomy u3 mn. 1-19, rae coenunenne gopmynsl (I) BBOmAT cyObekTy
NIePOPAILHO.

21. Cnocob mo mobomy u3 mm. 1-20, roe TepaneBTUYeCKH 3(P(PEKTUBHOE KOJUUECTBO
coenunenus Gopmyisl (I) BBOmsT CyObEeKTy OOWH pa3 B J€Hb, 1Ba pa3a B A€Hb, TPU pa3a B JICHb
WU YE€ThIPE Pas3a B JCHb.

22. Cnocob mo mobomy u3 mm. 1-21, roe TepaneBTudecku 3PQPEKTUBHOE KOJUYECTBO
coennaenus popmyinl (I) BBOIAT CyOBEKTY OUH pa3 B IE€Hb.

23. Cnocob mo mobomy u3 mm. 1-22, rne TepaneBTUdecku 3(P(PEKTUBHOE KOJIUYECTBO
coenunenus: popmyisl (I) BBOAST CyOBEKTY MOTHOCTBHIO 32 ONMH Pa3 MM BBOISAT B BUIE NIBYX,
TPeX WM YeThIPEX CTAaHIAPTHBIX J03.

24. Cnocob mo mobomy u3 mm. 1-23, rne TepaneBTudecku 3¢PQPEKTUBHOE KOJIUYECTBO
coenunenus popmyisl (I) cocraBnsier ot npudnmsurensuo 70 mr no npubdnusureasHo 1000 mr.

25. Cnocob mo mobomy u3 mm. 1-24, rne TepaneBrudecku 3pQPEKTUBHOE KOJIUUECTBO
coenunenus popmydsl (I) cocraBnsier ot npubmuszurensuo 100 mr go npudausurenbHo 280 mr.

26. Cnocob mo mobomy u3 mm. 1-25, rae TepaneBTudecku 3PQPEKTUBHOE KOJUYECTBO
coenunenusi Gopmyisl (I) mpuBomut k moctikeHuto cpennero 3HaueHus AUCpo4 B nenpb 15,
cocTaBisiroiero donee vem npudau3utTenbHo 4500 ur¥u/mi, npubnusutensHo 4600 Hr*u/mi,
npubmmsutensHo 4700 Hr*u/mi, npubmmsurenvHo 4800 Hr*u/mu, npubmmsurensHo 4900
Hr¥*u/mn, npudmmusurtensHo 5000 Hr*w/mu, npubnusurensHo 5100 Hr¥*u/mu, npuOIM3HTENBEHO
5200 ar*u/mn, npubmmsutenbuo 5300 Hr¥u/mu, 5400 Hr*u/mi, npubnusurensHo 5500 Hr*u/mi,
npubnusutensHo 5600 Hr*u/my, npubnusurensHo 5700 wHr*u/mn, npubmmsurensHo 5800
Hr*u/mu1, mpubnusutensHo 5900 Hr*u/mut win npudausurenbHo 6000 Hr*u/mit.

27. Cnocob mo mobomy u3 mm. 1-25, rae TepaneBTudecku 3(PQPEKTUBHOE KOJUYECTBO
coenunenus: Gopmyisl (I) mpusoaut k mocTmwxkenuto cpennero 3HadeHus AUCpo4 B neHb 15,
cocTaBJsrOLIero Oosee yem npuoam3uTeabHo 4500 Hr*u/mMin 1 MeHee yeM npuoIm3uTensHo 5500
HI ™ 4/MIL.

28. Cnocob mo mobomy u3 mm. 1-27, roe TepaneBTudecku 3(pQPEKTUBHOE KOJIUYECTBO
coenuHenusi ¢opmynbl (I) MPUBOOUT K AOCTHKEHUIO cpenHero 3HadeHHs] Cpax B OeHB 15,
CoCTaBJISIFOLIETO OT Oosee yeM npubnusutensHo 300 Hr/MI 10 MeHee YeM npudbiausutensHo 400
HI/MIL.

29. Cnocob mo mobomy u3 mm. 1-27, rae TepaneBTudecku 3¢p(GEeKTUBHOE KOJIUYECTBO
coenuHenusi ¢opmysbl (I) mpuBOOUT K AOCTIKEHUIO cpenHero 3HadeHUs] Cp.x B OeHb 15,
cocraBisitoniero Oosee 4em mnpubnusurenbHo 330 Hr/mi, npubnusurenpHo 335 HI/mi,

npubnusutensHo 340 Hr/mu, npubmusutensHo 345 Hr/miu, npubmusurenbHo 350 Hr/mu,
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npuOmm3uTeNbHo 355 Hr/mu, npubmmsutensHo 360 HI/Mi, TpHONMM3UTENBHO 365 HI/mi,
npubnusuTensHo 370 Hr/mi, npubnusutensHo 375 Hr/Mi wiu npudan3uTensHo 380 Hr/mit.

30. Cnocob no mobomy u3 nm. 1-29, rne coenunenue popmyinel (I) cocraBneHo B Bune
TabJeTKH.

31. Cnocob mo n. 30, rae TabneTka comepkut coenuHeHue dopmyisl (I) u ogHO MM
Oosee BCIIOMOTATENbHBIX BELIECTB, BBIOPAHHBIX W3 TPYIIBL, COCTOSAIIEH M3 CIEIYIOIIEro:
SMYJIbraTopa; IMOBEPXHOCTHO-AaKTHBHOIO BEINECTBA; CBSI3YIOIIErO BELIECTBA, Pa3pbIXJIUTE
BEIIIECTBA, CIOCOOCTBYIOLIETO CKOJIbXKEHUIO, U CMA3bIBAIOILETO CPECTBRA.

32. Criocob mo mobomy u3 mm. 1-31, rae cyObekT HaXOAUTCS B COCTOSIHUU TOCIIE TIpUeMa
L.

33. Cniocob mo odomy u3 . 1-31, rae cyObekT HaXOOUTCS B COCTOSIHUN HATOIIAK.

34. Criocob nevyeHwust paka MPeACTaTENbHON KeJle3bl Y CYOBheKTa, Hy KIAIOMEroCsl B 3TOM,
BKJIIOYAIOLIHMI TMepopajbHOE BBEICHHE OIMH pa3 B J€Hb TepaneBTUYeCKH 3SPPEKTHBHOrO
KondecTBa coenuHeHust ¢opmyisl (I) wnmm ero QapmaueBTHUecKH MPHEMIIEMOH COJH, Te

coennaeHne Gopmyiel (1) BBIOpaHO U3 TPyNIBI, COCTOSIIEH U3
O

D-"D‘;;{:%NCI\/N@ 42;):

NC cl (I-a),

NH
7 MY,
I H =
N M N
SUSh
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e oy
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O"r.
L &
NC N = NH
Cl H N, | I/\ N ¢

Cl H NQNI TO\/N@ -
O T Y

N U/D ’ (),

rO\/N(\J © (1) nmm

(\
N 0 1K)

Wi ux (papMaleBTHYECKH MPHEMJIEMON COJIM, TAe paK NPeACTaTeNIbHOW JKeJe3bl
XapaKTEePU3YeTCsl 10 MEHBIIEH Mepe OTHOM coMaTH4ecKol myTtauneil AR, accommmupoBaHHOMN C
OMYXOJIBIO.

35. Crmocob mo m. 34, roe mo MeHbIIEH Mepe ofgHa comarudeckas myTtauus AR,
aCCOLIMMPOBAHHAsS C OMyXOJbto, BeiOpaHa u3 H875X, Q825X, T878X, F877X, V716X, T878X,
W742X, D891X, M750X u S889X, rne «X» OTHOCHTCS K JIIOOOMY aMHUHOKHCIOTHOMY OCTATKY,
OTJIMYHOMY OT OCTaTKa JJUKOIO THUIA B 3TOM IMOJOXKEHHH.

36. Cocob6 mo m. 34, roe mo MeHbLIell Mepe ofgHa comaruueckas myTtamus AR,
aCCOLIMMPOBAHHAS C OMyXOJibi0, BeiOpaHa u3 T878A, H875Y, H875L, Q825E, W742C, W742L,
F877L, T878S, V716M, D891H, M750V, M750T u S889G.
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37. Cnocob no 1. 34, rae pak IpeAcTaTeNbHON JKeJe3bl XapaKTepu3yeTcsl M0 MEHbIIeH
MEpPE ABYMS COMATUYCCKUMU MyTallUsIMU AR, ACCOLMUPOBAHHBIMU C OITYXOJIBHO.

38. Cnoco6 mo m. 37, rme mo MeHblel Mepe nBe comarmyeckue Mytauuu AR,
aCCOLIMMPOBaHHBIE C OMyX0Jbto, BeiOpanbl n3 H875X, Q825X, T878X, F877X, V716X, T878X
u W742X, rne «X» OTHOCHTCS K TIOOOMY aMHHOKHCIOTHOMY OCTATKY, OTJIMYHOMY OT OCTaTKa
JUKOTO TUIA B 3TOM IOJIOKEHUH.

39. Crmoco6 mo m. 37, rme mo MeHbluell Mepe aBe coMarmdeckue mytamun AR,
aCCOLIMMPOBAHHBIE C OMyXOoJblo, BeIOpanbl u3 H875Y, H875L, Q825E, T878A, F877L, V716M,
T878S, W742C u W742L.

40. Cnocod mo m. 37, rae mo MeHbLIeH Mepe IBe coMaTuueckue mytamuu AR,
ACCOLIMMPOBAHHBIE C OMYXOJIbIO, BEIOPAHBI U3 CICAYIOIIUX TPYIIT My TALIUI:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C;

W742C u W742L.

41. Cnoco6 mno mobOomy wu3 mnn 34-40, roe pak TPencTaTeNnbHON  JKele3bl
xapakrepusyercs amruindukanue resa AR.

42. Cnoco0 no mobomy u3 mm. 34-41, rne pak npencraTeabHOH JkKeJe3bl MPeCTaBIseT
co0011 KaCTPALMOHHO-PE3UCTEHTHBIN PaK MPEACTATEIbHON HKeJIe3bl.

43. Cnocob mo nmrobomy u3 mm. 34-42, rne pak mpencTaTeabHON KeJie3bl MPenCcTaBIseT
co00i1 MeTacTaTHUECKHH paK MPeCTaTeNIbHOM JKee3bl.

44. Cnocob nedeHus paka MpeACTaTeIbHOMN JKejle3bl y CyOnonyJsinuyu CyObeKTOB ¢ PAKOM
NPEACTATEIbHON KeJIe3bl, BKITFOYArOIIIHN

BbIOOp CyOBeKkTa C pakoM TIPEACTATEeNIbHOM Kele3bl JJIsi JIeYeHUs, TAe pak
MPeCTaTeNIbHOM JKeJie3bl CyOBhEeKTa XapaKTEePHU3yeTCsl M0 MEHBIIEeH Mepe OITHONH COMAaTHYECKOM

myTtauuei AR, u
BBEJICHUE CYOBEKTY TepaneBTu4ecKd 3(Pp(HEeKTUBHOrO KONIUYECTBA COSTUHEHHS (OPMYITBI

1 3 NH
R2 H o X2

@,

WK ero (papMaleBTHUECKU PUEMIIEMON COJH, T

R! npexnctasisietr codoit Bogopon, CN mwu Ci-Ceankur,
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R? npencTaBisieT co0oit Bogopo, rajgorer i Ci-Ceallku,

R’ NPECTaBIIsIET COOOI BOAOPO WIIH TaJIOTEH;

X' npencrasster coboit CH mm N;

X* npencrasisier coboit CH mmm N;

X? npencrassier coboit CH mm N;

X* npencrasnsier co6oit CH nu N, u

n pasusiercs O unu 1;

IIPH YCJIOBHUH, UYTO IO MEHbIIEH Mepe ABa U3 X, X%, x*ux? npezactasisiroT codoit CH.

45. Cnocod mo m. 44, roe pak NpPeACTaTeNIbHOW JKeje3bl y BbIOPAHHOTO CyObeKTa
XapaKTEePU3YeTCs 10 MEHBIIEH Mepe OTHOW coMaTu4eckol myTtanueit AR, accolmmupoBaHHON C
omyxobto, BeiOpanHoi w3 H875X, Q825X, T878X, F877X, V716X, T878X, W742X, D8I1X,
M750X u S889X, roe «X» OTHOCUTCS K JIOOOMY aMHHOKHCJIOTHOMY OCTaTKy, OTJIUYHOMY OT
OCTaTKa JUKOTO TUIIA B 3TOM IOJIOKEHUU.

46. Crnocod mo m. 44, roe pak NPEACTATENbHOW JKeJe3bl y BbIOPAHHOTO CyObeKTa
XapaKTEePU3YeTCsl 10 MEHBIIEH Mepe OTHOM coMaTH4ecKol myTtauneit AR, accolmmupoBaHHOMN C
omyxoJbio, BeiOpanHoOU n3 T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S,
V716M, D891H, M750V, M750T u S889G.

47. Crnocobd mo m. 44, roe pak NPEACTATENbHOW JKeJe3bl y BBIOPAHHOTO CyOBeKTa
XapakTepusyercss IO  MeHbIed Mepe JABYMsl  COMaThdeckumMu  MyTauusimu AR,
aCCOLIMMPOBAHHBIME C OMyxoJibio, BbiOpanHbiMu 3 H875X, Q825X, T878X, F877X, V716X,
T878X m W742X, rne «X» OTHOCUTCS K JIIOOOMY aMHHOKHCJIOTHOMY OCTAaTKy, OTIMYHOMY OT
OCTaTKa AUKOTO TUIIA B 3TOM IOJIOKEHUU.

48. Cnocob mo m. 44, roe pak NpPEeACTaTENIbHOH >Kene3bl y BBIOPAHHOTO CyObeKkTa
XapaxkTepusyercss IO  MeHbIIeH Mepe ABYMs  coMarthdeckumu  MyTtauusmu AR,
aCCOLIMMPOBAHHBIMU C OMyXOJbto, BbiOpanHbiMu u3 H875Y, H875L, Q825E, T878A, F877L,
V716M, T878S, W742C u W742L.

49. Cnocod mo m. 44, roe pak TNPEACTATENIbHOW JKeJe3bl y BbIOPAHHOTO CyObeKTa
XapakTepusyercsi IO  MeHbIled Mepe ABYMsl coMmarudeckumu  MyTtauumsimu AR

2

ACCOLIMMPOBAHHBIMHU C OMYXOJIbIO, BBIOPAHHBIMHU M3 CJEIYIOIIUX TPYIIT My TaLH:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878S u H875Y;

T878S u W742C u

W742C u W742L.

50. Cnoco6 mo mobomy wu3 mm. 44-49, rme comarmdeckyro Myrtamuio AR,
ACCOLIMMPOBAHHYIO C OIYXOJbI0, paka IpPeACTaTeIbHON JKeJe3bl y BBIOPAHHOrO CyOBeKTa
ompeneNsitoT  mocpenctsoM  aHanmmza  CtDNA,  ¢dayopecueHTHOW rHOpumuzanmmMu in - situ,
HUMMYHOTUCTOXUMUYICCKOTrO UCCIICAOBAHUA, HI_[P-aHaJ'II/ISa HUJIN CCKBCHUPOBAHUS.

51. Cnoco6 mo mrobomy wu3 mm. 44-50, rme coMatudeckyro wmyrtauuio AR,
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ACCOLIMUPOBAHHYIO C OIMYXOJbIO, pPaka IPENCTaTeNbHOW jKeje3bl Yy BbIOPAHHOTO CyObekTa
OTIpeAeISIIOT B 00pa3Lie KPOBH, MOJyYEHHOM OT CyObeKTa.

52. Cnoco6 mo mobomy wu3 mm. 44-50, rme comarmdeckyro Myrtamuio AR,
ACCOLIMUPOBAHHYIO C OIyXOJIbIO, pPaka IPEeNCTaTeNbHOW JKeJe3bl Yy BbIOPAaHHOTO CyObekTa
OIpenessIIoT B 0Opasiie OMONCHH COMUAHBIX 0OPa30BaHMM, MTOJYYEHHOM M3 OIYyXOJH CYOBbeKTa.

53. Cnoco6 mo mobomy u3 mm. 44-52, roe coemmnenue Qopmynsl (I) BbiOpano u3

IPYMIbIL, COCTOSALIEH U3
0 O

S0p Tatels e nts

NG Cl (I-a),

O

Q..
L ; ¢
hc el e
H
Cl N;N U\/K-\N
N a

(I-0),

(I-d),

-D,



104

AOW:
Ne N fl i N%\jglo
¢l " Ney fU\/r/\ N
N (I-g),
sy Ak
NN (\N
a)
OVN\.) (I_h),

'Q/D ’ (),

| L
N ;‘N hO\/
N \,) 0 (I-k)

WK UX (papMaleBTHYECKH TPUEMJIEMOI COJTH.

54. Cnocob mo mobomy u3 mm. 44-52, rne coenunenue ¢opmyisl (I) mpencrasnser

{:l':.
L &
H i ] O
¢ N‘N N r/\N
N._J
0.,
oW &
H . M O
Cl Ny (\N
N, 0

coboit

(I-g),

(I) nmm
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WIH UX (hapMareBTHUECKH TPUEMIIEMYIO COJIb.

o
z
O
N
-

55. Cnocob mo mobomy u3 mm. 44-52, rme coemunenue ¢opmyinsl (I) mpencrasiser

O 0
F N@)Lo

56. Cnocob no nmrobomy u3 mmn. 44-55, rne pak mpencTaTesbHOU JKeJie3bl MPeACTaBIIseT

coboit

NC

d-g).

co0OM KacCTPalMOHHO-PE3UCTEHTHBIH PaK MPEACTATENbHOMN JKeNe3bl.

57. Cnocob no nmrobomy u3 mmn. 44-56, rne pak MpeacTaTesbHOU JKeJie3bl MPEACTaBIIIeT
co0OM MEeTaCTaTUYECKUN PaK MPENCTATEIbHON JKee3bl.

58. Cnocob6 mo mrobomy u3 mm. 1-57, DOMOJHHUTENBHO BKJIIOYANOIIUNA BBEACHUE IO
MEHbLIEH Mepe OIHOTO AOTOJHUTEIBHOTO IPOTUBOPAKOBOTO CPEICTBA.

59. Cnoco® mo m. 58, rae AOMOSHHUTENIBHOE MPOTHBOPAKOBOE CPEICTBO BBIOPAHO W3
rpynmbl, cocrosimei u3 wunHruburopa FLT-3, wuHruOuropa aHAPOreHOBOrO peLEnTopa,
unruouropa VEGFR, uarnduropa TK EGFR, naru6uropa xunass! Aurora, mogyisropa PIK-1,
unruouropa Bcl-2, uarnburopa HDAC, unruduropa c-Met, naruburopa PARP, unruburopa
CDK 4/6, anturena k HGF, uaruturopa TK IGFR, unru6uropa PI3-kunassl, nuaruduropa AKT,
unruouropa JAK/STAT, uaruéuropa KOHTPOJIBHBIX TOYEK |, HHTHOUTOPA KOHTPOJBHBIX TOYEK
2

unruouropa LAG-3, aronucra OX40, uaruburopa kuHasbl (HOKAJIbHOW aare3wu, HHruOUTopa

2

unruoburopa PD-1, wunruburopa PD-L1, wunruburopa B7-H3, wunrudutopa CTLAA4,

K1Ha3bl Map-kuHasbl, antutena-jioByiikd VEGF u cpenctsa xumudeckoil kactparum.

60. Cnoco6 mo m. 58, rae JOMONHUTETbHOE MPOTHBOPAKOBOE CPEIACTBO BBIOPAHO H3
IPYIIIbI, COCTOSILIEH M3 MeMeTpeKcena, UIINMyMada, BOPUHOCTATA, STOMO3UAA, TeMIMTa0HHa,
IOKCOPYOUIIMHA, BUHKPHUCTHHA, TEMO30JOMH/A, KaneuuTadHHA, WPUHOTEKAaHa, TaMOKCH(]eHa,
aHacTpas3oja, »3KceMecraHa, Jerposona, DES, »scrpamuona, sctporena, Oesaumsymada,
ro3epesiiHa ailerara, JICHNpOJHIa alerara, TPUITOPENMHA MaMoaTa, MEIPOKCHIIPOrecTepoHa
alerara, THAPOKCUIIPOreCTepOHa KampoaTa, paiokcueHa, MerecTposa anerara, kapOoriaTuHa,
UCIUTATHHA, JakapOa3WHa, METOTpeKcaTa, BUHOJNACTHHA, BUHOpENIOWHA, TOIOTEKAaHa,
¢dbuHacTepuna, ap3okcudena, ¢QynBecTpaHTa, MPEeNHU3OHA, adUpaTepoHa, JH3ATYTAMUIA,
anajyTamMuna, Aapoiyramuna, cunyieinena-T, nemOponan3zymada, HUBOJNyMada, HeMUuIumMaa,
aresonuzymaba (Tecentriq), asemymaba (Bavencio), nypsanymaba (Imfinzi), nouerakcena
(Taxotere), xabasurakcena (Jevtana), murokcantpoHa (Novantrone), sctpamyctuna (Emcyt),

AOLICTAKCEJIa, KETOKOHA30JIa, THUCTPCJIMHA, TPUIITOPECIINHA, 6ycepeJmHa, HUIIPOTEPOHA,
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dayramuna, OukaayTamMuaa, HUIyTaAMHA, TTAMHIPOHATA U 30JICPOHATA.
61. Cioco0 mo mobomy u3 mm. 58-60, rne coenurenue Gopmydsl (I) u monoaHUTETHEHOE
IPOTHBOPAKOBOE CPEIACTBO BBOAAT CYOBEKTY OJHOBPEMEHHO WJIHM B HENOCPEICTBEHHOM

OJIU30CTH 1O BPEMEHH.
62. Coenunenue popmyisl (1),

'O.—,_O\ 0 0 0
1 3 NH
R1/©/ NJ\]"X 2 R ‘2—-):0
R2 H }(3‘:_}(‘”\'\' ]/\N
N 0

n @,

WK ero (papManeBTHUECKU pUemMIeMast CoJib, TAe

R! npenctasisier codoit Bogopon, CN wiu Ci-Ceanku,

R? npencTaBisieT co0oit Bogopoy, rajorer uiu C-Ceallku,

R’ npeAcTaBisieT cOOOH BOAOPOA UJIH T'aJIOTeH;

X' npencrasusier coboit CH mm N;

X* npencrasmsier coboit CH mwm N;

X? npencrasmsier coboit CH mwm N;

X* npencrasmsier coboit CH mmu N, u

n pasusercs 0 wim 1;

IIPU YCJIOBUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, x*u X npeacTasisitoT codoi CH;

IJI IPUMEHEHMsI B JICYEHUH paka MpeACcTaTeNbHON JKee3bl Y CyOBbeKTa, Hy KIAroIIerocs
B 3TOM, IZl€ pPaK TMpPENCTaTeNbHON JKele3bl XapaKTepu3yercs IO MeHbIeH Mepe OAHOM

comaTtudeckoi myrauuei AR, accounnpoBaHHON C OMyXOJIbIO.
63. Coenunenue Gopmysl (I),

1 3 NH
R? " xg“*x“u\m N
N 0
n D,

WK ero (papManeBTHUECKU pUeMIIeMast COJlb, TAE

R! npenctasisier codoit Bogopon, CN wiu Ci-Ceanku,

R? npencTasisier codoit Bogopo, rajgored uiu C;-Ceallku,
R’ npeAcTaBisieT cOOOH BOAOPOA UIIH TaJIOTeH;

X' npencrasuster coboit CH mm N;

X* npencrasmsier coboit CH mm N;

X? npencrasster coboit CH mm N;

X* npencrasmsier coboit CH mmu N, u

n pasusiercs 0 wim 1;
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IIPHU YCJIOBHUH, YTO IO MEHbIIEN Mepe ABa U3 X, X5, X ux! npeacrasisiroT codoit CH;

IJIS IPUMEHEHHsSI B CIIOCOOE JIEYEHUs paKa MPEeACTATENbHON JKele3bl Y HY KJAr0IIerocs B
3TOM CyOBEKTa, IZie paK MPEACTaTeNbHOM JKele3bl XapaKTepU3yeTcs M0 MEHbLIeH Mepe OJHOMN
coMaTnuecko Mytauueil AR, accOLMUPOBAHHON C OMyXOJIBIO, IPU 3TOM CIOCOO BKIIOYAET
BBEIeHUE CyObeKTy OT mpubnusutenpHO 35 Mmr go mpubnmsurensho 1000 Mr coenuHeHHs
dopmyer (I).

64. Coenunenue ¢popmydsi (1),

1 3 NH
A e S o s e
R? : xg“*x‘u\m ]/‘N
W 0
n I

WK ero (papManeBTHUECKH prUeMIieMast CoJlb, TAe

R! npenctasisier codoit Bogopon, CN wmu Ci-Ceankur,

R? npencTaBisieT co0oit Bogopoy, rajorer uiu C-Cgalku,

R’ NIPEICTaBIISIET COOOI BOAOPO WITH TaJIOTEH;

X' npencrasmster coboit CH mm N;

X* npencrasmster coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH mmu N, u

n pasusiercs 0 wim 1,

IIPU YCJIIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X%, x’uXx* npencrasisioT codoit CH;

IJIs1 IPUMEHEHHS B CIIOCO0e JIeueHHsl paka MpeCcTaTeNIbHOM jKee3bl y Hy KIAaloIerocs B
5TOM CyOBEKTa, I7le paK MPeACTaTeIbHON JKeJe3bl XapaKTepu3yeTcsl 0 MEeHbLIeH Mepe OIHOM
coMaTHueckoi mytaumedl AR, acCOLMHUPOBAHHON C OMYXOJbIO;, MPU 3TOM CHOCOO BKIJIIOYAET
NepopasibHOE BBEACHHE OJUH pa3 B JEHb TEPamneBTUYeCKH H(PPEKTUBHOIO KOJIUYECTBA
coenunenus gopmynel (I), u rme TepameBTHYeCKH 3(PQPEKTUBHOE KOJIUYECTBO COCHUHEHHSI

dbopmysl (I) cocraBnsier oT npudIU3UTEIHHO 35 Mr 10 npudausuTenbHo 1000 mr.
65. Coenunenne popmydsi (1),

O_f‘
@ °
1 R? NH
2 H x|
R '-.x.q J\N ]/\N
0
N
: D,

win ero papMareBTHYECKH TPUEeMIIEMasi COJlb, TIe

R! npenctasisietr codoit Bogopon, CN mwiu Ci-Ceanku,

2 .
R” mpencrasisier codoii Bogopon, ranmores mwin Ci-Ceankur,

3 .
R’ npencrasisier cob0ii BOTOPOA UIIH TaJIOTeH;
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X' npencrasmster coboit CH mmm N;

X* npencrasisier coboit CH mm N;

X? npencrasmster coboit CH mm N;

X* npencrasmsier coboit CH umu N, u

n pasusiercst O unu 1;

IIPU YCJIOBHUH, YTO IO MEHbIIEH Mepe ABa U3 X', X2, X3 u X! npencrasisioT codoit CH;

AJIsL IPUMEHEHHsI B CIIOCO0e JIeYeHUs! paka MPeAcTaTeIbHOH JKeje3bl y CyOnomyssimun
HY KIAIOLINXCST B ’TOM CYOBEKTOB C PAKOM MPEACTATENbHON JKeJIe3bl, i€ PaK MpeacTaTelbHOMI
JKeJIe3bl XapaKTepU3yeTcsi IO MEHbLIeW Mepe OAHOH coMarudeckon wmyrtamued AR,
ACCOLIMMPOBAHHOM C OMYXOJIBIO; MPH STOM CIIOCO0 BKJIFOYAET

BbIOOp CyOBEKTa € paKkoOM MPEACTATENIbHOW JKeNe3bl JJsl JISUeHHs, TOe pak
MPeCTaTeNIbHOM JKeJie3bl CyOBhEeKTa XapaKTEePHU3yeTCsl M0 MEHBIIEeH Mepe OITHON COMAaTHYECKOM
myTtauuei AR, u

BBeJIeHUE TeparneBTHYeCKH 3 (HeKTHBHOTO Kojm4decTBa coenuHerus popmysr (1).
66. Coenunenne popmyasr (1),

1 3 NH
Wg N ’ Lo
R? " xg“*x“u\m ]/‘N
DR

n @,

WK ero (papMaleBTHUECKU pHuemMIieMast Collb, TAe

R! npexacrasysier codboit Bogopoxa, CN unmu Ci-Ceanku,

R? npexacrasisieT coboit Bogopoxa, rajnoren win Ci-Ceanku,

R’ npencrasisier co6oii BOXOPOJ WIIH TATIOTEH;,

X' npencrasmsier coboit CH mm N;

X* npencrasusier coboii CH mm N;

X? npencrasusier coboit CH mm N;

X* npencrasmusier coboit CH mmm N, u

n paBusercs 0 wim 1;

IIPYU YCJIOBUH, YTO IO MEHbIIEH Mepe ABa U3 X, X%, x*uXx npexacrasisiroT codoit CH;

1)1 TPUMEHEHUs B M3TOTOBJIEHUHM JIEKAPCTBEHHOIO Ipernapara [Jsl JIeUeHus paka
NPEACTATENbHON XKeJle3bl y CyObeKTa, Hy KJAIOIIErocss B 3TOM, TIe paK MPeACcTaTeIbHON JKeNe3bl
XapaxkTepusyeTcs 0 MeHbllel Mepe OJHOI comaTtuueckoil myTanueil AR, acconnnpoBaHHOM C
OIyXOJIbIO.

67. CoenrHEeHHE [UTA IPUMEHEHHS T10 JIF0OOMy M3 1. 62-66, rae Mo MeHbLIeH Mepe OiHa
comarnueckas mytanus AR, accoumupoBaHHas ¢ OMYXOJIbIO, BbIOpaHa W3 TPYIIIBI, COCTOSLIECH
n3 H875X, Q825X, T878X, F877X, V716X, T878X, W742X, D891X, M750X u S889X, rne
«X» OTHOCHUTCS K JIOOOMY aMHHOKHCIOTHOMY OCTaTKy, OTJIIMYHOMY OT OCTaTKa AMKOTrO THIA B

OTOM ITIOJIOKCHHH.
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68. CoennHeHHe [T IPUMEHEHHS 110 JIFIOOOMY U3 . 62-66, rae mo MeHbLIeH Mepe OiHa
comartnueckas mytanus AR, accoumupoBaHHas ¢ ONMyXOJIbIO, BbIOpaHa M3 TPYIIIBI, COCTOSLIEH
u3 T878A, H875Y, H875L, Q825E, W742C, W742L, F877L, T878S, V716M, D891H, M750V,
M750T u S889G.

69. CoenuHeHue A NPUMEHEHHUs IO JI0OoOMy M3 mm. 62-60, rae pak mpeacTaTeabHON
JKeJe3bl XapaKTepU3yeTcs IO MEHbIIeH Mepe IByMs COMAaTHYeCKUMU MyTauusmMu AR,
aCCOLIMMPOBAHHBIMU C OIYXOJIBIO.

70. Coenunenue mo m. 69, rae Mo MeHblIeld Mepe ABe comaruyueckue myTauuu AR,
aCCOLIMMPOBAHHBIE C OMyXO0Jbto, BhiOpanbl n3 H875X, Q825X T878X, F877X, V716X, T878X
u W742X, rne «X» OTHOCUTCS K JIIOOOMY aMHHOKUCJIOTHOMY OCTaTKy, OTJIMYHOMY OT OCTaTKa
JUKOTrO TUIA B 3TOM HOJIOKEHUH.

71. Coenunenue no n. 69, rae mo MeHblleld Mepe ABe comarhueckue MyTtauuu AR,
aCCOLIMMPOBAHHBIE C OMyXOoJblo, BeiOpanbl u3 H875Y, H875L, Q825E, T878A, F877L, V716M,
T878S, W742C u W742L.

72. CoeauHeHue mo m. 69, rae no MeHbllel Mepe ABe comaruueckue myTtauuu AR,
ACCOLIMMPOBAHHBIE C OMYXOJIbIO, BEIOPAHBI U3 CIEAYIOIINX TPy MyTALIHI:

T878A u H875Y;

H875L u Q825E;

T878A, F877L u V716M;

T878A, M750T u D891H;

T878S u H875Y;

T878A u T878S;

T878S u W742C u

W742C u W742L.

73. CoenuHeHue Ui MPUMEHEHUs 1o JiroboMy u3 mm. 62-72, rae pak NmpeacTaTeNbHON
JKeNe3bl XapakTepusyercs: amrindukanueii rea AR.

74. CoenuHeHue 1Jisi MPUMEHEHUs 1Mo JiroOoMy 3 mm. 62-73, rae pak mpeacTaTeabHON
JKeJe3bl MPECTABIISIET COOOM KaCTPALMOHHO-PE3UCTEHTHBIN PaK MPENCTaTeIbHOMN JKEeIe3bl.

75. CoenuHeHue 1l MPUMEHEHUs 1o JiroOoMy u3 mmn. 62-74, roe pak mpeacTaTeabHON
JKeJe3bl MPECTABIISIET COOOH METACTATHUECKHI PaK MPeNCTaTeIbHON JKEIe3bl.

76. CoenuHeHHe U1t IPUMEHEHUS 110 JroboMy u3 . 62-75, rae coenuHeHne GopMyIIbl

(D) npencrasnsier coboii
0 0

Oy e o OO
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WK UX (papMaLeBTHYECKH MPUEMIIEMYIO COJIb.
77. CoenuHeHne U1t IPUMEHEHUS 110 JroboMy u3 nn. 62-75, rae coenuHeHne GopmyIibl

(D) npencrasnsier codoii

0., o
¢ " N“‘NI N (\N@i({ v
O\/“\) (-g)

O
H .
Cl N‘N I\O\/rx\m
N\/J © (I5) nmu
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WK UX (papMaleBTHYECKH MPUEMIIEMYIO COJIb.
78. CoenuHenue U1t IPUMEHEHUs 110 JroboMy u3 nmn. 62-75, rae coenuHeHue GopMyIIbl

(D) npencrasnsier coboii
{:l'r.
LA &
H i M 4]
¢l NN (\N
N._J

79. KomOuHaus aJisi IpUMEHEHUs B JICUEHUH PaKa MPeCTaTeNIbHOM jkeJie3bl y CyObeKTa,

(-g).

HYXOAOMErocsa B 3TOM, I'I€ KOM6I/IHaLII/I$[ COACPKUT COCAUHCHHUE AJIsA MPUMEHCHUA IO J'IIO6OMy
u3 0. 62-86 ¥ N0 MeHbLIEH Mepe OAHO AOMNOJHUTEIBHOE TPOTUBOPAKOBOE CPEACTBO.

80. KomOuHaumsi mjisi mpuMeHEeHHst 1o M. 79, e JOMOJHUTENIbHOE MPOTHBOPAKOBOE
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CPeICTBO BbIOpAHO U3 rpymibl, coctosimed n3 unruouropa FLT-3, nHrHOuTOopa aHApOreHOBOTo
peuenropa, unHruOutopa VEGFR, wunruburopa TK EGFR, wuaruburopa xuHasbl Aurora,
monyisitopa PIK-1, uaruburopa Bcel-2, naruburopa HDAC, nnruburopa c-Met, uaruburopa
PARP, unruburopa CDK 4/6, anturena x HGF, unruburopa TK IGFR, unruburopa PI3-
kuHa3bl, uHruouropa AKT, umuruburopa JAK/STAT, mHruGuropa KOHTPOJBHBIX TOYEK 1,
MHTHOUTOpa KOHTPOJIBHBIX Touek 2, uHruburopa PD-1, unruburopa PD-L1, uaruduropa B7-
H3, wunrnburopa CTLA4, wunruburopa LAG-3, arormucra OX40, wuHruOuropa KuHa3bI
(doxanpHON anre3wu, HHrHOUTOpa KMHA3bl Map-kuHa3bl, antutena-nopyikn VEGF u cpencrsa
XUMUYECKOU KaCTPaLIMH.

81. KomOuHammsi 1jisi MpUMeHeHHsI 10 M. 79, e NOMOJHUTENIbHOE MPOTHBOPAKOBOE
CPEACTBO BBIOPAHO W3 TPYIIIBL, COCTOSINEH M3 MeMeTpekcena, uUnmmiuMymada, BOPUHOCTATA,
STOMO3U/A, TeMUUTaOWHA, IOKCOPYOMLIMHA, BUHKPUCTHHA, TEMO30JOMHA, KareruTraduHa,
UPUHOTEKaHa, TaMOKCHU(]eHa, aHacTpa3ojia, 3KceMmecTaHa, Jerpo3ona, DES, scrpanuona,
3cTporeHa, OeBanu3ymada, ro3epesfHa arerara, JICHIPoInaa aneraTa, TPUNTOPEIHHA 1aMoaTa,
MEIPOKCUIIPOTeCTEPOHA alleTaTa, THAPOKCUIIPOTECTEPOHA KaIpoaTa, pajokcudeHa, MerecTpoia
anerara, kapOorulaTWHa, IUCIUIATHHA, Jakapba3wHa,  MeTOTpeKcara, BUHOJIACTHHA,
BUHOpeOWHA, TomoTekaHa, (GuHacrepuna, ap3okcudena, ¢QynaBecTpanTa, TPEIHU30HA,
abupaTtepoHa, SH3aTyTaMH/Ia, amajlyTaMuaa, JapojyTamuna, cunyneinena-T, nemoponusymada,
HUBOJNyMaOa, nemuruimMada, aresonusymada (Tecentriq), aBenymaba (Bavencio), nypsanymaba
(Imfinzi), nouerakcena (Taxotere), kabasmrakcena (Jevtana), murokcantpona (Novantrone),
scrpamyctuHa (Emcyt), nomerakcena, KETOKOHA30Ja, TUCTPENIMHA, TPUNITOPENINHA, OycepennHa,
LUIPOTEPOHa, PiyTamMuza, OMKamTyTaMuia, HUIyTaMHIa, IaMUIPOHATA U 30JIeIPOHATa.

82. KomOuuamms nist nmpumeneHus no mn. 79, rae coenunenue ¢opmyasl (I) u
JOMOJHUTEIBHOE MNPOTHBOPAKOBOE CPENCTBO BBOISTCS CYOBEKTY OAHOBPEMEHHO WM B
HETOCPEACTBEHHOH OJIM30CTH IO BPEMEHH.

83. Habop, conep:karmuii:

(a) coenunenue Gopmyas (I-g):

RO
Cl H

(b) nonoHUTENBHOE MPOTUBOPAKOBOE CPEACTBO U

NH

(C) MHCTPYKIIUH 11O TPUMEHEHHIO.

84. Habop mo m. 91, rme OOMONHUTENBHOE NMPOTUBOPAKOBOE CPEIACTBO IPENCTABIISET
coboii wmHruObmrop FLT-3, wunruburop anaporeHosoro penentopa, unruourop VEGEFR,
uaruourop TK EGFR, unruburop xunasel Aurora, moxayisrop PIK-1, maruburop Bcl-2,
unruourop HDAC, unruburop c-Met, uaruourop PARP, unruburop CDK 4/6, antuteno k
HGF, unruburop TK IGFR, uaruburop PI3-kuna3pl, narudutop AKT, uaruburop JAK/STAT,

UHTUOUTOpP KOHTPOJBHBIX TOYEK 1, MHIHOUTOP KOHTPONBHBIX Touek 2, uHruobwmrop PD-I1,
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unruoutop PD-L1, uaruburop B7-H3, unrudburop CTLA4, uaruburop LAG-3, aronuct 0X40,
UHTUOUTOp KWHA3bl POKATHHOMN aare3vu, MHIMOUTOP KMHA3bI Map-KMHA3bI, aHTUTENIO-JIOBYIIKY
VEGF unu cpencTso XUMHU4ECKOH KacTpaLuH.

85. Habop mo m. 91, rme NOMOJHUTENbHOE MPOTUBOPAKOBOE CPEACTBO MPEACTABIISET
coboil memerpekcen, WMMIMMyMad, BOPHUHOCTAT, OSTOMO3HJI, Te€MIMTAOWH, IOKCOPYOHLIMH,
BUHKPHUCTHH, TEMO30JIOMUJI, KalleUUTA0NH, UPUHOTEKAH, TAMOKCU(EH, aHACTPA30JI, SKCEMECTaH,
aerposon, DES, scrpaguon, sctporen, Oesanmsymad, rozepeinHa auerar, JeHnponuaa amerar,
TPUIITOPEJIMHA T1AMOAT, MEIPOKCUIIPOTEeCTEPOHA alleTaT, THUAPOKCHUIIPOreCTEpOHA KaIpoar,
panokcudeH, MerecTpojia alerar, KapOOIUIaTHH, IUCIUIATHH, AakapOa3sWH, METOTPEKCAT,
BUHOJIACTUH, BUHOPENOWH, TOMOTEKaH, (uHacrepun, ap3okcudeH, (yJIBECTPaHT, NMPEAHHU3OH,
abupaTepoH, SH3AJIyTaMUJ, amnajyTaMui, Aapoaytamun, cumnynednen-T, nemOponau3ymao,
HUBONYMad, uemurummad, artezommsymad (Tecentriq), aBemymad (Bavencio), mypsanymad
(Imfinzi), nmounerakcen (Taxotere), kabasutakcen (Jevtana), mwurokcantpon (Novantrone),
sctpamyctiH (Emcyt), momerakcen, KeTOKOHA30J, THCTPEIHMH, TPHITOPENUH, OyCepenuH,
LUNPOTePOH, GiyTamus, OUKaTyTaMua, HUJIYTaAMU/, TTAMUIPOHAT HITH 30JIeIPOHAT.

ITo noBepenHocTn
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IHoaTBep:RIeHHLII cYOLEKT ¢ 0TBeTOoM PSA: He mogiaercs

olleHKe coraacHo Kputepnsm olleHKH 0TBETA NPH COTHTHBIX
onvxouanx (RECIST)

AHamHe3 IaIueHTa:
*  MyxunHa, 69 et

e B 2006 r. THarHOCTHPOBAH HEMETACTATHYECKITT paK
IpeacrarelbHOH kenesbl (nmHSPC)

® Ocreo0nacTHEIe MeTacTa3bl B KOCTH, B TOM YICIe TPYAHHY, IIepBOe
peGpo cnesa, Tena mo3soHKoB T3, T10

¢  OTCyTCTBHE TTOAAROIIErOCA H3MEPEHHIO 3a00IeBaHIA IS
OIleHKH

[IpemecTByIOIMAs TEPATIHS BKITIOYaTIA:

* buxkamyramig (HSPC)

* Jlouerakcen (HSPC)
* AQBHpaTepoH

® [Ipenapart pagms

*  DH3aITyTaMHJI

®ur. 10

buomapkepHELil cTaTyc:

Myrargn AR H875Y n T878A (accOIlMHpPOBAHHEIE C
PE3HCTEHTHOCTBIO K a0HPAaTEPOHY U SH3AITyTaMUY )

OTBert:

CHuxenHe ypoBHS PSA Ha 74%

Or CYTCTBHE PEHIT CHOJIOTHIECKOI'O IPOrpeCCHPOBaHHA

IIponomEuTENBHOCTS ITpHMeHeHH s coerHeHus (I-g) — 30
HeJlelb U 110 HAaCTOSINEE BPeMs
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AHaMHe3 manHeHTAa:

* MyxunHa, 72 Toga

¢ B 2010 r. IHarHOCTHPOBAH METACTATHYECKHI PaK
MpefcTaTeNnbHOIt kenessl (mHSPC)

e MeracTaTHyecKHe o4ari: HaJIlOYeTHHKH,
AOPTOKABAIIBHEIE Y3IIBL, KOCTH II03BOHOYHHKA, Ta3

[IpeqmecTByOmas Tepanmst
® buxamyTamij
¢ DH3AIyTaMH]
¢ JIpoBeHmK
¢ AOQuparepoH

¢ KalOasnrakcen

Buomapieprbrif craryc: CHUMOK KOMITBIOTEPHO#M [TOCJIE 4 KYPCOB
¢ Myramn AR H875Y u T878A (accormmpoBantble ¢ TOMOIPAO®HHU HA UCXOJHOM
PE3UCTEHTHOCTHIO K a0HpaTepOHY 1 SH3ATYTaMHLY ) YPOBHE
Otsert:

¢ CHixeHHe YpoBHI PSA Ha 97%

¢ [IpogomKuTenbHOCTh MPpHMeHeH coefnHeHNA (I-g)
— 18 Heems M 1O HACTOMIEe BpeMs
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