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CIIOCOB BbIABJIIEHUA CYBBEKTOB, HMMEIOIIIUX OTBET HA AI'EHTBI,
PASPYIIAIOIIME SMARCA2/4

POACTBEHHAS 3ASIBKA

Hacrosimmas 3asiBka ucnpamyuBaeT NPUOPUTET HA OCHOBAHUU IPEIBAPUTENILHOU
3asiBKM Ha mnateHT Wuamm Ne201941036639, momanHov 12 centsiops 2019 ropa;
cojiepKaHHue KOTOPOH BKJIIOUEHO B HACTOSILIYIO 3asBKY BO BCEH IOJHOTE MOCPENCTBOM

CCBUIKH.
OBJACTDb TEXHUKHA

Hacrosiimee wu300peTeHue OTHOCUTCS K CIOcoOaM JiedeHus: 3a0OoNieBaHUN WU
HapyUIeHUH y CyOBEKTa, Y KOTOPOTO BEPOSITHO OYAET UMEThCSI OTBET HA JICUEHUE aAreHTAMH,
pazpymaromnvu SMARCA?2/4. Hacrosimee n3oOpeTeHne Tak:ke OTHOCUTCS K Crocodam
onpeaciCHrusd BOCIIPUUMYUBOCTHU CY6’beKTa K JICHCHUIKO areHTaMiu, paspylaroiuMu

SMARCA2/4.
YPOBEHb TEXHUKH

Pakx mpencrarenpHol xkene3bl (PrCa), HanOosee pacrpoCTpaHEHHBIH BHI paka y
MY>K4HH, SIBJISIETCsI BTOPO BeAy1lel MPUYMHON cMepTH OT paka y My>kuuH B CIIIA u naToit
BeAyllel NMPUYUHON CMEPTH OT paka y My>KYMH BO BceM Mupe. Hacrosmee nzobperenue
OCHOBAHO Ha BBIIBJIEHMH OMOMapKepoB Il PEACKa3aHsl BOCHIPUUMYHBOCTH KJIETOK paka
IPEeCTATEIbHON KeJle3bl M, TaKUM 00pa3oM, BOCHPUHUMYHBOCTU IALIUEHTOB C PaKOM
MPeNCTaTeNIbHON  jKelie3bl K Tepamuu areHtamu, paspymmaromumua  SMARCA2/4,
KaTaJuTHYeCKue CyObeqUuHUIIBI XpOMaTHH-pemMoneupyoiiero komrmiekca SWI/SNF. B
YaCTHOCTH, H300pEeTeHHE OCHOBAHO HAa HOBOM OTKPBITHH, YTO HapylleHHe (yHKIHH
SMARCA2/4 610KupyeT pOCT KJIETOK paka MpeACcTaTeIbHOM JKeIe3bl PU OHOM UJIH OoJiee
COCTOSTHUSIX, BKJIIOUAs: a) HaJM4Ke aHAporeHHoro peuenrtopa (AR), b) myTanuro B reHe-
cynpeccope onyxonu PTEN, u ¢) Hamuuue cnustaust reHoB TMPRSS2-ERG. M3o0perenue
npeAcTaBisieT coOOM 3HAUMTENbHBIA ILIar BIEPel MO CPABHEHHIO C CYIIECTBYIOIIMMH
3HAHUSIMU B IaHHOW OOJIACTHM TEXHHKH, TaK KaK HA MOMEHT ITOJIa4y 3asIBKH OTCYTCTBOBAJ
CHUCTEMHBI TOAXON JJIi BBbIIBIEHHS YKa3aHHBIX OHMOMAapKepoB, ITO3BOJISTFOIINX

NpEeACKa3bIBaTh BOCIPUUMYHUBOCTD KIIETOK K areHraM, paspymaromum SMARCA2/4.

Anpporennniii peuentop (AR) mnpeacraBisier coOoil (akTOp TPaHCKPUIILIUH

CTEPOMIHOIO pelenTopa sl TeCTOCTepOHAa W JauruaporecroctepoHa. AR wurpaer
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kiao4ueByro ponb npu PrCa, B 4acTHOCTH, MNpU YCTOMYMBOM K KacTpallMM pake
npeacratenbHoi skene3bl (CRPC). AnpporeHHas nenpuBaliOHHAs Tepamus MOXKET
MOJABJIATh PaK MpPEACTaTEeIbHON JKene3bl, KOTOPBII paHee He JIEYWJIU TOPMOHAMH, HO pak
NpenCTaTeNIbHONW  kee3bl u3MeHsier AP wu  amanTupyercs, dYTOOBI BBDKHTH IPU
KaCTPAaLIMOHHBIX YPOBHSAX AaHIAPOr€HOB. YKa3aHHbIE MEXaHU3Mbl BKJIHYAIOT TOYEYHbBIE
mytauun AR, mnoBbimeHHyro skcnpeccuro AR, m3MeHeHHst OMOCHHTE3a aHAPOTEHOB,
CIUTaliCHpOBaHHbIe BapuaHThl AR ¢ KOHCTUTYTUBHON aKTHBHOCTBIO, HE CBSI3aHHBIE C
JUTaHIOM, W U3MeHeHHs KodakTopoB aHnaporeHoB. HMccnemosanms AR npu CRPC
nokazany, 4yro AR coxpansier aktuBHocTh npu CRPC u ocraercs noTeHLMAIbHOMN
mutieHbro utst Jedenuss CRPC. DH3anyTamMun nmpeacTaBisieT COO0H aHTHAHAPOTEH BTOPOTO
nokojenus, 3¢dexrusnbiii y manuentoB ¢ CRPC 1o u mocne nmpoBeneHusi XUMHOTEPAITUN
Ha ocHoBe TakcaHOB. TeM He MeHee, CRPC no-npexHeMy sIBJIs€TCS HEU3JIEUUMbIM U MOXKET
npuoOpeTaTh JIEKaApCTBEHHYI YCTOHYMBOCTb. [lOHMMaHHWE MEXaHHW3MOB YyKa3aHHOH
yCTOHYNBOCTH MOJKET TIO3BOJIUTH pa3padoTars criocodsl Tepannu CRPC HOBOTO nokoneHus

(Tan et al. Acta Pharmacol Sin. 2015 Jan; 36(1): 3-23).

HccnenoBanus nokasany, uro koMruieke SWI/SNF peryimupyer onocpenoBaHHyO
aHJIPOTEHHBIM PELIETITOPOM SKCIIPECCUIO T€HOB U MPOIH(epannio KIETOYHbIX JIUHUNA paka
npezacraTesnpbHOM jxenessl (Jin et al., Biochem Biophys Res Commun. 2018, Oct 28; 505(2):
618-623). Tem HEe MeHee, TaHHBIE O TEPANIEBTUYECKOM areHTe, HalleJIeHHOM Ha KOMITOHEHTBI

xomruiekca SWI/SNF, He nocTymnHbL

I'eneTnueckue M 3MUI€HETUYECKHE U3MEHEHMs, BKIJIIOUYAs, HO HE OrPaHU4YUBAsACH
yKa3aHHbIMH, pAenenuio romojora ¢ocparasel u tensuHa (PTEN), tpancmokarmio
TMPRSS2-ERG, wmytaumto SPOP wu  ammiudukaumo  Myc,  CnocoOCTBYIOT
nporpeccupoBanuto PrCa. Vrpatry PTEN wu runepakTuBauyio mepefadyd CHUrHanua
PI3K/AKT paccmarpuBarOT B KauecTBe (PaKTOPOB, ONMPENEISIOIUX PA3BUTHE OIMyXOJIEH,
natojorudecku cBsizaHHbIX ¢ PrCa. Ilpumepno 30% nepBUYHBIX OMyXoJel U BIUIOTH A0
70% meTtacTaTndeckux GOpM paka OTIIMYAIOTCS OTEPE reTepO3UrOTHOCTH B JIOKYCE T'eHa
PTEN. AHanoru4Ho, y BBIBEIEHHBIX METOAMH I'eHHOH nHxeHepuu mbiuer (GEMs) Opia
nokasaHa kimodeBass ponb nepemaun curHana PTEN mpu PrCa. Cnemumduueckas mns
npeacraTenbHOM  ckene3bl  geneuuss  Pten  (PtenPC—/—) mpuBogMT K pa3sBUTHIO
aA€HOKAPLUHOMBI MPEACTATENILHON JKEJIe3bl MOCHEe IJIUTENBHOrO JIATEHTHOIO MNEPHOJa.
Kpome Toro, yrpara Pten (yHKIMOHAIBPHO B3aMMOCBsI3aHa C IPYTMMH W3MEHEHHSIMHU

nepenayn curHana, Takumu kak generust TpS3 mnm Nkx3.1 u moBblIEHHAs SKCIIPECCUS
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ERG mmu KrasG12D, BbI3bIBast pe3ko BeIpakeHHOE 3a0ojeBaHue y Mblmeil. Bmecte atu
pe3yJIbTaThl MOAYEPKUBAIOT (YHKIHMOHANBHYI0 BakHOCTb PTEN mpum oHKOreHnese B
npeAcTaTeNbHON xKene3e. TeM He MeHee, HalleJIeHHOe Bo3jeiicTBue (papMaKoIOrH4eCKUMU
npernaparamu Ha myTb PTEN nmn PI3K/AKT ocraercss OCHOBHBIM MPENSITCTBHEM Ha My TH

JieueHus 3a00JIeBaHYsl.

B ny6nukauuu (Ding et al., J Clin Invest. 2019;129(2):759-773) Obuto mokasaHo,
yro nosbimenHas sxcnpeccuss SMARCA4 B onyxonsax ¢ Hu3koit skcnpeccueidt PTEN Obita
CBsI3aHa C yXyAIIEHHEM KIMHUYECKOro ucxoaa. B nccnenoBaHusx, BbIBEIEHHBIX METOAAMHU
renHol nrxenepuu Mbimed (GEM) u opraHonnoB ObUIO MOATBEPIKAEHO, YTO yAAJCHUE
PTEN nosblmano BOCIPUUMYHMBOCTD KJIeTOK K uctomeHnto SMARCA4. C Touku 3peHus
mexaHu3ma neiicteus yrpara PTEN crabuwnmmsuposana 6emok SMARCA4 nocpenctsom
uHruouposanusi ocu AKT-GSK3b-FBXW?7. Ilospnuennas skcrpeccuss SMARCA4 B
knerkax PrCa ¢ pepummrom PTEN mnpuBoamna K peMOAENUPOBAHHIO XPOMAaTHHA B
KOH(pUrypanuy, KOTOpbIE YIPABISIOT CHOCOOCTBYIOIIUM OHKOTE€HE3y TPAHCKPUIITOMOM,
BbI3bIBAS NAJbHENUIIYIO 3aBUCUMOCTBD Kj1eTOk 0T SMARCA4. Kpome Toro, aBTOpbI MoKa3ain
B JOKJIMHUYECKHUX MOJeJisiX, uro aHtaroHucT BRGI celekTMBHO  MOOaBJIsLI
NporpeccupoBaHue onyxoyieil mpencrarenbHoOl skene3bl ¢ aepuuurom PTEN. Tem He
MEHee, AaBTOPbl HACTOSINEro H300pETeHUs, UCIONb3ysl ONHMCAHHBbIE WHTUOUTOPHI
opomonomena SMARCA4, He cMornu 0OHapy»KUTh BOCIIPUMMUYUBOCTD KJIETOUHBIX JIMHUN
paka mpexncrarenbHoOi kene3bl ¢ nepunurom PTEN, koTtopas cornacoBbiBanach Obl C
OTCYTCTBHEM AaHTHUNPOJNU(EPATHBHOW AKTUBHOCTH IPH HCIOJIb30BAHUHM WHTHOUTOPOB

SMARCA2/4 pa3HbIMH IpyTIIaMu.

[TprMepHO MpH MOJOBHUHE BCEX BUIIOB pPaKa MPEACTATENIbHOM JKeJIe3bl MPOUCXOIUT
TpaHciokauusi Qaktopa TpaHckpunuun ERG u perymupyemMoro aHaporeHamu TIeHa
TMPRSS2. B pesynerare, ERG oakcmpeccupyercs B OONBLUIMX KOJHYECTBAX B
IPEe/ICTATENIbHON JKelle3e, B KOTOPOH OH OOBIMHO He 3KCIpeccupyercs. B Heckonbkux
MBIIIMHBIX ~MOJEJSIX IOKa3aHa €ro pojib, OOyCNaBIHMBAKOLIAs pa3BUTHE paka
NpeACTaTeNbHON kene3bl, TeM He MeHee, TouHoe peiictBue TMPRSS2-ERG mpu
OHKOI€HE3€ OCTaeTCs HEU3BECTHBIM, YTO 3aTPYIHSET HALEIEHHOE TepaneBTUYeCKOoe
Bo3neiicteue Ha ero ¢Qynkmmro. Kpome TOro, wucropudecku, HaleJIeHHOE
bapmakonornyeckoe Bo3neicTBre HEOONBIINMH MOJIEKYJIAaMH Ha (PaKTOPbI TPAHCKPHUIILUN

OBLIO CBA3aHO C TPYIHOCTSIMHU.
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B nenasuem uccnenosanuu (Sandoval et al., 2018, Molecular Cell 71, 1-13) 6pu10
NOKa3aHo, 4TO cBsi3biBaHME (akropa TpaHckpunumun ERG ¢ xommiuekcom SWI/SNF
CTIIOCOOCTBYET NepEeHaLeTMBAHUI0 BCEr0 I'€HOM U PeryJisiluu reHoB. B Hux Takke ObUIO
nokasaHo, 4to AT®as3Has aktuBHOCTH Komiuiekca SWI/SNF (mpucyrcrByromero B
SMARCA2 u SMARCA4) neobxoauma 11t onocpenoBanHoli ERG perynsuuu reHHO#
MUIIEHU B MOJEJSAX KJIETOYHBIX JUHUM M OPraHOWIOB, YTO TE€M CAMbIM JEMOHCTPUPYET
B3aUMHY0 3aBHCUMOCTh KoMmiuiekcoB ERG u BAF nipu pake npeacrarenbHol sxene3sl. Tem
HE MeHee, OTCYTCTBYIOT OTUETHI, OMHMCHIBAIOINNE CelekTUBHOE paspyuenne SMARCA2/4 B
Ka4yecTBe TEpareBTHUECKOro MOAXOAa sl HALEJIEHHOTO JIEYeHHs] paka MpeAcTaTelbHON

JKEJIE3bI.

Onucannble Bblllle JaHHbIe noauepkuBaroT ponb AR, nenenun PTEN u Hanuuus
ciusinust TMPRSS2-ERG mpu pake mpencrateipHOH JKene3bl, a TakKe HEeOOXOAMMOCTb
¢ynkmmonanpHOro komruiekca SWI/SNF, Bxitouast ¢pyHkumonansHeiii SMARCA2/4, nns
YKa3aHHbIX WM3MEHEHMH, MOANEp>KUBAIOLIUX IPOrPecCUpPOBaHME paka IpencTaTeNbHON
xene3pl. TeM He MeHee, OTCYTCTBYIOT OTHYETBI, YKa3blBalOIKME HA TO, YTO pa3pyLIeHHE
SMARCA2/4 MoxeT NMpUBOAWTH K AHTUNPOIU(EPATHBHON AKTUBHOCTH B PE3yJIbTATe

B3aMMOCBA3H, onpenenmomef/i CUHTCTUYCCKYHO JICTAJIbBHOCTD.

B nureparype mMeeTcsi MHOXKECTBO OTHYETOB, B KOTOPBIX IMPEAIONATraeTcs, 4To
TeHETUYECKUIl MpOQIIb MAlMEHTa MOXKET ONpPEAeTATh BOCHPUHMYHBOCTb MALUEHTA K
KaKOMY-THOO KOHKPETHOMY TepameBTH4ecKoMy JjedeHuto. C yderoMm Toro ¢axra, 4To
WHIMBUAYYMaM, CTPAJarOLIMM OT paka, JOCTYITHO MHOMKECTBO CIOCOOOB Teparuy,
OTNpeNeieHne TeHEeTUYeCKUX (DaKTOPOB TMAILMEHTa, KOTOPbIE BIUSIOT HAa OTBET Ha
KOHKPETHOE JIEKapCTBEHHOE CPENCTBO, MOKHO HCIOJb30BaTh Ui MPEIJIOKESHHUS
YKa3aHHOMY TMAIlMEeHTy MEePCOHAJIBHOrO pEeXKHMa JIEYeHUS. YKa3aHHbIE NEPCOHAJbHBIC
PEKUMBI  JICYCHUS  TO3BOJSIFOT ~ JOCTUTaTh  MAaKCHUMAaJbHOTO  TEPAIeBTUYECKOTO
OJaronpusSTHOrO NEHCTBUS Y NMAlMEHTa U MUHUMHU3UPOBATh MPHU 3TOM COOTBETCTBYIOIINE
noOouHble 3((eKTh, KOTOpble MOTYT OBITH CBSI3aHBI C aJbTEPHATUBHBIMU U MEHEE
s pexTuBHBIMU pexxuMaMHu JieueHusl. TakuM 00pa3oM, IMeeTCs TOTPEOHOCTD B BBISIBIIEHUU
(bakTOpPOB, KOTOpBIE MOXHO HCIIONB30BaTh /JIsI TPEACKA3aHUsS BO3MOXKHOTO OTBETa
MAalMeHTa Ha TEPareBTUYECKOE JIeYeHHe. B 9acTHOCTH, BaXKHO ONpENeNiTh yKa3aHHBbIE
nporHoctTudeckue GpakTopbl B 06sacTu OMONIOTUH paka U UCIIOIb30BATh B TEPANIEBTHUECKUX
LENAX OTKPBITUS, OTHOCSILIUECS K KJIFOUEBBIM Y3JIaM, ONpPENesIIOIUM CHHTETUYECKYIO

JIETaIbHOCTD, IIPU PaKe MPEACTATEIbHON XKeNe3bl.
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KPATKOE OITMCAHHUE U30OBPETEHUA

Hacrosmee n3o0perenne 0CHOBaHO HA HOBOM OTKPBITHH, YTO NOAABJIEHUE (PyHKIIUH
SMARCAZ2/4 nocpencrsom arenTos, paspyuaromux SMARCA2/4 (coenunenne Gpopmy bl
(I)), Onmokupyer pOCT KIJIETOK paka MpPEACTATeNbHOW KeNie3bl, HUMEIOIIUX OIMyXOJb-
cieuduyeckue N3MEHEHUs], BKJII0Uasi 3aBUCHMOCTh OT aHAporeHHoro peuentopa (AR),
myTaimro  PTEN, Hanuume cousiauii reHoB TMPRSS2-ERG, BbI3BaHHOH — Kak
WHAKTHBUPYIOLIMMHA MYTaLUSMH COOTBETCTBYIOLIUX I'€HOB, TaK U YTPATOH SKCIPECCUU
COOTBETCTBYIOIIUX T'€HOB IOCPEACTBOM aJbTEPHATUBHOTO MEXAaHU3MA, OTJIMYHOTO OT
WHAKTHBHPYIOIMX MyTanuil. Hacrosmee wu3oOperenne obecneunBaeT 3HAUYUTENBHOE
yJIyULIEHHE 110 CPABHEHHUIO C CYLIECTBYIOIIUMH 3HAHUSMH B JAHHOHM 00JIaCTH TEXHUKH, TaK
KaK Ha MOMEHT MOJJauH 3asiBKH OTCYTCTBOBAJ CHCTEMHBIN MOXO/ IS BBISBJICHUS Oy XOJIb-
cneunpuyecknx m3MeHeHui anaporeHHoro peunenropa, PTEN, TMPRSS2 u ERG,
MO3BOJISIFOINMX TPEACKA3bIBATh BOCIPHUMYHMBOCTh KIETOK K areHTaM, pas3pylIarol(uM
SMARCA2/4. B HactosiiieM H300pETEeHHH TPENJIOKEHbI CHOCOOBI  OINMpeeNIeHHs
BOCTIPUMMYHBOCTH CyOBEKTa K JIedeHUI0 areHtamu, paspymaromnvu SMARCA2/4, nHa

OCHOBAHHUH OIyXOJIb-CIIELU(PHUECKIX U3MEHEHUN TN MOAN(PUKALIUI.

CornacHo OfHOMY M3 acleKTOB B HACTOALIEM H300pPETEHHH MPENJIOKEH CIIOco0

JeueHus 3a00J1eBaHUs WM HAPYIIEHUs y CyObeKTa, HY KAAIOIIETrOCs B TOM, BKIIFOUAO LM

a) BbISIBJIEHHE HAJW4Usl y CyObeKkTa OTBETA HA JICUEHHE IO MEHbIIeH Mepe OIHUM

areHtoMm, paspymaromnM SMARCA?2/4, Britoyaroriee CTaauu:
i.  BbIOeNeHUs1 OMOJIOrHYecKoro oopasua y cyObekTa,
il.  ompeneseHus] HATUYUS OMyXOJb-CIIeHU(PUIECKUX U3MEHEHHH,

ili.  BBUIBJICHUS] HaJW4Yusl y CyOBEKTa OTBETA HA YKAa3aHHOE JICUEHHE, €CIIU

MUMEETCs 10 MEHbBILEH Mepe OHO U3 OMyXOJIb-CIeUN(UISCKUX U3MEHEHHH; 1

b) BBeneHue TepaneBTHYECKH 3((EKTUBHOIO KOJMYECTBA MO MEHBLIEH Mepe OIHOTO
arenrta, paspymaromero SMARCA2/4, cyOBpeKkTy, y KOTOPOTrO BBISBICH OTBET Ha

JICUCHUEC, JIA JICUCHUA TEM CaMbIM 3a00JI€BaHUS UIU HapyILICHUA.

CormacHO IpyroMy acmekTy B HACTOAILIEM H300PETeHHUH IPEIUIOKEH CIoCo0

neueHns 3a00JIeBaHUS WM HAPYIIEHUs Y CyObeKTa, HY KAAIOLIET0Cs B 3TOM, BKITFOUAKO LU

a) BbIIEJIeHNEe OMOJIOTHUECKOro o0pasia y CyoObeKTa,
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b)

BBIABJICHHE HAJINYMA y CYyObEKTa OTBETa Ha JIEUEHHE 0 MEHbIIEeH Mepe OJHUM
areHtom, paspymaromum SMARCA2/4, ecnu B 0Opasiie MeeTCsi 0 MeHbLIEH Mepe

OJHO OHyXOJ’Ib-Cl’IeHI/I(bI/ILIeCKOG HU3MCHCHUEC, U

BBEJICHHE TepareBTU4YeCKU 3P PEKTHBHOIO KOJMUYECTBA MO MEHBINEH Mepe OIHOrO
arenta, pazpymatomero SMARCA2/4, cyObekTy sl JieYeHUs] TeM CaMbIM

3a00JIeBaHUs WITH HAPY LICHMUSI.

CornacHo eme OJHOMY acIeKTy B HACTOSINEM HM300pETeHHH INMPEIJIOKEeH CIocod

oTOOpa MaIreHTa, CTPAJAIOINEro OT paka MPEACTATENbHOM JKeNe3bl, IS JICYCHUsT aT€HTOM,

pazpymaromuM SMARCA?2/4, BKITFOYArOIIHi:

a)

b)

d)

BbIJIeJICHHE OHOJIOrnYecKoro o0pasia y malueHTa,

ONpefeNieHue HAJW4Yusl 1O MEHbIIEH Mepe OIHOIO OMyXOJb-CHEU(PUIECKOro
MU3MEHEHUs1 B OMOJIOTHUECKOM 00pasiie; e OMyXOJb-CIEeNU(PHUIECKOe H3MEHEHHE

BKJIFOYACT:

MYyTallUiO, aMl'IJ'II/I(I)I/IKaLII/II-O WM  TIOBBIICHHYK  SKCIPECCUKD  I'C€Ha

a"nporenHoro peuentopa (AR);

MyTaLHO MOTEePH (PYHKLNHU UM BPEIHYIO MyTaLHMIO TomMoJora gocdarassl 1

teHsuHa (PTEN); nim

T€HOMHYIO TMEPEeCTPONKy, KOTOpas MPUBOAUT K TPAHCJIOKALMU TE€HOB

TMPRSS2 u ERG;

oTOOp MaIUeHTa, y KOTOPOr0 HMEETCs IO MeHbIIeH Mepe OIHO OIMyXOJib-
cneunpuIeckoe U3MEHEHHUE, TSl JIeYeHUs1 areHToM, paspymaromum SMARCA2/4;

u

BBE/ICHUE TEPANEeBTUYECKU 3(PPEKTHBHOTO KOJIMYECTBA 110 MEHbLIEH Mepe OTHOTO

arenTa, paspyuaromero SMARCA?2/4, BbiOpaHHOMY MaLUEHTY .

KPATKOE OITUCAHUE ®OUT'YP

OUT'.

1: JletictBue arenrta, paspymaromero SMARCA2/4, cormacHO HacToseMy

n300peTeHNI0 B HOpMaNIbHBIX KiieTkax RWPE
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®UI'. 2: AxtunponudepaTnBHas aKTHUBHOCTh areHTa, paspymaromero SMARCA2/4,
COTIJIACHO HACTOsIIeMy H300peTeHHto B kiieTkax DU145, B KOTOPBIX OTCYTCTBYIOT OIyXOJIb-

cneumbnqecxne N3MCHCHUS, OITMCAHHBIC B HACTOAIIEM JOKYMCHTC

®UT'. 3A: AntunponudepaTHBHAsT aKTMBHOCTb areHra, paspymaromero SMARCA2/4,
COTJIACHO HACTOALIEMY H300peTeHHIO B KieTkax 22RV1, B KOTOPBIX UMEIOTCS CIIeAyIoIne
onyxounb-cieuuduueckue u3menenusi: mytauus PTEN (-), 3aBucumocts or AR (+),

cnusinne TMPRSS2-ERG (-)

®UTI'. 3B: AntunponudeparnBHas aKTHMBHOCTb areHra, paspyuraromero SMARCA2/4,
COTJIACHO HACTOsIEMy n300peTeHnto B kierkax PC3, B KOTOPBIX MMEIOTCS CIEAyIOIIue
onyxounb-crienuduueckue m3mMeneHus:: mytauus PTEN (+), 3aBucumocte ot AR (-),

ciusinue TMPRSS2-ERG ().

OUI'. 4A: ArTunponudepaTuBHas aKTHBHOCTh areHTta, paspymaromero SMARCA2/4,
COTJIACHO HACTOAIIEMY M300PETEHHIO B KJIETKaX Vcap, B KOTOPBIX UMEKOTCS CIEAyIOIne
onyxonb-crienuduueckue m3mMeHeHus:: mytauus PTEN (-), 3aBucumocts ot AR (+),

ciusiaue TMPRSS2-ERG (+).

®UI'. 4B: AntunponudeparnBHas aKTHUBHOCTb areHra, paspyuraromero SMARCA2/4,
COIJIACHO HACTOsIIEMy M300peTeHHIo B KieTkax LnCap, B KOTOPBIX UMEIOTCS CIEeNyI0Iue
onyxojb-crieunpudeckue usmeHenus: mytauuss PTEN (4), 3aBucumocts ot AR (+),

cnussane TMPRSS2-ERG (-).
MNOJAPOBHOE OIIMCAHUE U30BPETEHUA

Kaxaplii BapuaHT peanu3aluy MpeiokKeH Uil OObACHEHHsI U300peTeHHs, HO He
orpaHuueHus1 u3o0pereHus. JlefCTBUTENIbHO, CIIENHMAIICTAM B JAHHOW OOJACTH TEXHUKHU
OyZer MOHSATHO, YTO MOJKHO IPOBOAUTH Pa3sHOOOpa3Hble MOAU(PUKAIMHA U H3MEHEHHUS
COEAMHEHU, KOMITO3UIIMHA U CITIOCOOOB, OMMCAHHBIX B HACTOSIIEM JOKYMEHTE, HE BBIXOIS
3a paMKku oOBeMa M CyIIHOCTH Hu300pereHus. Hampumep, OTIMYHUTENbHBIE NPHU3HAKH,
MPOWIIFOCTPUPOBAHHBIEC WM OMUCAHHBIE B pAMKaxX OAHOIO BapMaHTa peanu3alud, MOTYT
OBITh MPHMEHEHBl B JAPYIOM BapUaHTE peaju3alid ¢ OOpa3OBaHHEM eIe OJHOTO
JOTIOIHUTEIPHOTO BapUaHTa peajdu3anuud. TakuM o00pa3oM, TPEArnoNaraercsi, 4YTO
HacTosiee M300peTeHne BKIIOYAET YKa3aHHble MOAU(PUKAIMM W H3MEHEHUS U HX
SKBUBAJIEHTHL. Jlpyrue 3agadu, OTIUYMUTENbHbIC IMPHU3HAKM U aCHEKTbl HACTOSLIErO

I/1306peTeHI/I${ OMUCAaHbI B MOCJICAYIOIIEM HOI[pO6HOM OnrCaHu¥ WU CTAaHYT OYCBUIHBIMU
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nocyie ero u3ydenus. CrieuanncTy B JaHHOW OOJIACTH TEXHUKU CJIEAYeT MOHUMATh, YTO
HacToslIee OOCY KACHHE MPUBEACHO JUISI ONUCAHUS UCKIFOYUTEILHO MPUMEPOB BAPHAHTOB
peanu3anyy, U ero He CleIyeT paccMaTpuBaTh KAk OrpaHUYHBarollee Oosee HIMPOKHE

ACIICKTbI HACTOALICTO I/I306peTeHI/I$I.

B ompeneneHHbIX BapUaHTaX peajn3allid B HACTOSIIEM HM300pETeHUH IMPEeAsIOKEeH
croco0 JiedeHus: 3a00JIeBaHUSl WJIM HApPYIIEHUs Yy CyOBEeKTa, HYKIAIOLIEroCs B STOM,

BKJIFOUAFO LN

a) BBbIABJIEHHWE HANMU4HUsl y CyObeKkTa OTBETa HA JICYEHHUE IO MEHBIIEeH Mepe OTHUM

arentom, pazpymarmmmum SMARCA2/4, Bkirouaromiee CTaauu:
1. BblAENIEHUs] OMOJIOrHYECKOro o0pasia y CyObeKTa,
l. ompeneneHus: HATMYHUS OIMyXOJb-CIIEHU(PHUECKUX U3MEHEHUH,

1il. BbISIBIEHUS HAJTHYUS Y CyObEKTa OTBETA HA YKA3aHHOE JICUEHHE, €CITH HMEETCsI

IO MEHbLIEH Mepe OJJHO U3 OIyXOJIb-CIIEU(PHUUECKUX U3MEHEHHH; 1

b) BBeneHue TepaneBTHUECKH 3()(PEKTUBHOrO KOJIMYECTBA MO MEHBINEH Mepe OJHOTO
arenra, paspymatomero SMARCAZ2/4, cyObekTy, y KOTOPOro BBIIBJIEH OTBET Ha

JICUCHUEC, NJIsA JICUYCHUA TEM CaMbIM 3a00JIeBaHUs UIU HapyLICHU.

B ompeneneHHbIX BapHaHTaX pealn3alli B HACTOSINEM H300PETEHUH MPEAIOKEH
crocod nedeHust 3a00NeBaHHsA WM HapyIleHHs y CyOBeKTa, Hy>KIAIOIIErocsi B 3TOM,

BKJIFOYAIO LTI
a) BbIIeNeHUe OUOJIOrMYECKOro oopasia y cyoObekTa,

b) BbIIBICHHE HaIM4Us y CyOBEKTa OTBETAa HA JIEYCHUE O MEHbINEH Mepe OIHUM
arentom, paspymaromum SMARCA?2/4, eciiu B 00pasiie ©IMeeTCs M0 MEHBIIIEeH Mepe

OqHO OHYXOJ'II::-CHGLII/I(bI/ILIeCKOG HU3MEHEHUC, U

C) BBEICHHE TEPANEeBTUYECKH HPPEKTUBHOrO KOJMUECTBA MO MEHBINEH Mepe OJHOTrO
arenta, paspymarmimero SMARCA2/4, cyObekTy [UIsl JIeUYEeHUST TeM CaMbIM

3a00NIeBaHMS WIIH HAPY IIEHHSL.

B ompeneneHHBIX BapuaHTax peaju3alldd B HACTOSIIEM U300PETEHUH MPEJIOKEeH

cnocob JiedeHus 3a00JIeBaHUS WM HAPYLIEHHS Y CYOBEKTa, HY KIAIOLIEroCsl B 3TOM, TJIe:



10

15

20

25

y cyOBeKTa BBIIBISIIOT YMEPEHHBIN OTBET HA JICYEHNE areHTaMH, Pa3py A0 IUMH

SMARCAZ2/4, ecnmu nMeeTcst OHO OMyXOJb-Clen(pUIeCKOe U3MEHEHHE, U

y CyObeKTa BBIABJSIIOT CHJIbHBIM OTBET HA JIEUEHHE areHTaMH, pa3pyllaroluMH
SMARCAZ2/4, ecnu uMeIOTCs 1O MEHbIIEil Mepe ABa OMyXOJb-Creu(pUIecKux

HU3MCHCHUS.

B omnpeneneHHBIX BapHaHTaX peaU3alUd OMyXOJb-CHEUPUIECKOE HU3MEHEHHE

COTJIACHO HACTOSIIIEMY H300pPETEHHIO MPEACTABIISET COOOM:

a) MyTalU0, aMIUTM(UKALIUIO FITH MOBBIIIEHHYIO SKCITPECCHIO TeHAa aHAPOTEHHOTO

peuenropa (AR);

b) myrtauuro morepu (PYHKUMM WM BPEIHYH MyTalUi romosiora ¢gocdarassl u

ten3uHa (PTEN); unn

C) TEeHOMHYIO MEPeCTPONKY, KOTOpasi MPUBOIUT K TpaHCcaokauu reHoB TMPRSS2

u ERG.

B ompeneneHHBIX BapHaHTaX peaTH3alUU OMyXOJb-CIeU(PUUECKHE W3MEHEHUS

NPEACTaBISIIOT COOOM:

MyTaLHIO MOTEePH (PYHKLNU UM BPEIHYIO MyTalMIO TomMoJora gocdarassl 1

teHsuHa (PTEN); u no MeHbIIe# Mepe OTHO U3:

MyTalUM, aMIUIMQUKALWU  WIA  TOBBILIEHHOM  3KCIPECCHH  TeHa
anaporeHHoro peuentopa (AR); U reHOMHOI MepecTPONKHU, KOTOpasi MPUBOAUT K

tpancaokauu reioB TMPRSS2 u ERG.

B ompeneneHHBbIX BapHaHTaX peaM3alMK OMyXOJb-CHEHU(PUUIECKIe H3MEHEHHUSI

NPEACTABISIIOT COOOM:

MYyTallUkO0, aMl'IJ'II/I(I)I/IKaLII/II-O HWJIM  TOBBIIICHHYHK)  3KCIPECCHUIO  I'€HA

annporenHoro peuentopa (AR); 1 mo MeHblIeH Mepe OgHO 3!

MyTalH MoTepu GYHKIMH UM BPEAHOH MyTaluu romosora ¢gocdarassl u
teH3uHa (PTEN) u reHOMHOW MepecTpoKy, KOTopasi MPUBOIUT K TPAHCIOKALIUH

renos TMPRSS2 u ERG.

B ompeneneHHBIX BapHaHTaX peaM3alMH OMYXOJb-CHEHU(PUISCKIEe H3MEHEHHS

NPEACTaBISIIOT COOOM:
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F€HOMHYIO MEpPECTPONKY, KOTOpas MNPUBOAUT K TPAHCIOKALMH T€HOB

TMPRSS2 u ERG; u no MeHblIei Mmepe OAHO U3:

MyTalluu, aMl'I.]'II/I(bI/IKaI_II/II/I 50850 MOBBIIIIEHHON OKCIIPECCUU rcHa
argporenHoro peuentopa (AR); m Myramum norepu (QyHKIMHM WM BPEIHOM

MyTauuu romojora ¢ocdarassl u Tensuna (PTEN).

B onpeneneHHBIX BapHaHTaX peau3alMd CIOCcOO, OMUCAHHBIA B HACTOSLIEM
M300peTeHNH, [OMOJHMUTENBHO BKIKOUAET OMNpEeAeJeHHe Hauuuust y CcyOBekTa,

CTPaJaroIIero OT paka, JIIOoro oaHoro u3 GakTopos:

MyTallHuu, aMl'IJ'II/I(I)I/IKaL[I/II/I 50)058 MOBBLITIEHHON SKCIIPECCUHU I'¢Ha

annporenHoro perenropa (AR);

MyTaluu NoTepu (yHKLIUU WA BPEIHON My Tamiu romosiora gocdarassl u

teHsuHa (PTEN); u

T€HOMHOH NEepeCcTpPOMKH, KOTOpass MPUBOAMT K TPAHCIOKALMU TIE€HOB

TMPRSS2 u ERG.

B onpeneneHHbIX BapuaHTax peasu3aliil B HACTOSIIEM H300pETEHHH MPEAJIOKEH
crioco0 JiedeHus: 3a00JeBaHUs WM HAapyIIEHUs Yy CyOBeKTa, HYKOAIOLIErocs B 3TOM,

BKJTFOUQIOIINN

a) BBIABJICHUE HAJIWYUA Yy CY6’beKTa, OTBeTa Ha JIeYeHHE MO MEHBIIEH MEpPE OOHUM

areHToMm, paspymaroumm SMARCA2/4, BkIrOYaroLiee CTaIum:
i.  BbIOEJIeHUs1 OMOJIOrHYecKoro odpasua y cyobekTa,

ii.  ompeneneHUs HAJTHYUS OMyXOJb-CIEUU(PUISCKUX U3MEHEHUH; I/I€ OMyXOJIb-

cienn(puIeckoe H3MEHEHUE BBIOPAHO H3:

MyTaluH, aMHJ'II/I(I)I/IKaLII/II/I WU TIOBBLIIEHHOH SKCIIPECCUU TICHA

annporenHoro peuenropa (AR);

MyTald TOTepU (PYHKUMH WM BPEOHOH MyTallMd TOMOJIOTa

¢ocdaraszer u rensuna (PTEN); u

T€HOMHOH MEePEeCTPONKH, KOTOpasi MPUBOAUT K TPAHCIOKALMU I€HOB

TMPRSS2 u ERG;

10
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iii.  BBIIBJICHUS] HaJW4Yusl y CyOBEKTa OTBETA HA YKAa3aHHOE JIEUEHHE, €CIIU

MUMEETCs 110 MEHbINEH Mepe OHO U3 OMyXOJIb-CIeLN(PUIECKUX H3MEHEHHH; 1

b) BBeneHue TepaneBTHUECKU 3()(PEKTUBHOrO KOJIUYECTBA IO MEHBLIEH Mepe OIHOTO
arenTa, paspymaroimero SMARCA2/4, cyObekTy, y KOTOPOrO BbISIBJIEH OTBET Ha

JICYCHUE, OJIsA JICUCHHUA TEM CaMbIM 3a00JIEBAHUS WIIH HapyHmIeHU.

B ompeneneHHpIXx BapuaHTax peanu3aluu aHaporeHHbl peuentop (AR)
npencraBisier coboii AR mukoro Tuma. B ompeneneHHbIX BapuUaHTAX peaU3aLUU

anaporeHHbIi perentop (AR) npencrasnsier coboit myTaHTHBINH AR.

B OMPEACIICHHBIX BapHaHTaxX peajlnu3aluyi MYyTalulo, aMl'IJ'II/I(I)I/IKaLII/IIO HNJIN

MOBBIIIEHHY IO 3KCIPECCHIO TeHa aHAporeHHoro perentopa (AR) Ha3bIBAIOT COCTOSIHEEM A.

B onpeneneHHbIX BapUaHTaxX peajr3alii My TalHO MOTePH (PYHKIMH WA BPETHYIO

MyTaiuo romoora ocdarassl u rensuHa (PTEN) HasbBaroT cocrostaneM B.

B omnpeneneHHbIX BapuaHTax pealU3alld T€HOMHYIO MEpPeCcTpPOMKy, KOTopas

npuBoauT Kk TpaHcnokauuu reHoB TMPRSS2 u ERG, HasbiBatoT coctosiHuem C.

B OMPEACJICHHBIX BapHUaHTax peanu3aliu OHYXOJ'II:;-CHGL[I/I(I)I/ILIGCKI/IG HU3MCHCHUS,

Ha3blBa€Mble COCTOSHMEM A, Takke BKJIKOYAIOT JKcIpeccuo BapuaHtoB AR ¢

>
KOHCTUTYTUBHOW aKTUBHOCTBIO, CHHTE3 aHJIPOr€HOB BHYTPU OINYXOJU H CIy4YalHYIO
axtuBaiio AR npyrum paxkropom. B onpeneneHHbIX BApHaHTaX peann3aliii COCTOSTHuE A
npencTaBisieT coO00i HapylIeHHne peryJisinuy (BbI3BIBAIOLIEE MOBBILICHHYIO SKCIPECCHIO
AR), myTammio AR (npuobperenue QyHKIMH), aIbTePHATHBHBIH CIIJIAMCHUHT (BBI3BIBAOIIIHIA

KOHCTUTYTUBHYIO akTUBHOCTb AR), mpuoGpereHne GyHKIMH KOAKTUBATOPA WJIH TOTEPIO

(YHKIIMU KOpenpeccopa U HHTPAKPUHHBINA CHHTE3 aHIPOTE€HOB.

B ompeneneHHBIX BapHAaHTAaX peATM3ALUHN COCTOSHHE A TpeacTaBiseT coOoi

myTaiuu AR ¢ npuobperennem gpyHkumu nuin mytanuu AR ¢ norepeit pyHkImu.

B ompeneneHHBIX BapWaHTaX peajH3aldH OMyXOJb-CIIeNU(PUIECKOe H3MEHEHUE

annporenHoro peuentopa (AR) mpucyrcrsyer B:
1.  amMuHOKOHIEBOM noMmeHe akTuBauuu (NTD) AR;
ii.  JIHK-ces3wiBaromem nqomene (DBD) AR;

iii.  mapaupHo# obnactu (HR) u (IV) AR; unn

11
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iv.  xapOokcuibHBII TUraHa-cesa3bpiBatomem nomerne (LBD) AR.

B onpeneneHHbIX BapuaHTax peanu3anuu MyTauuu reHa AR BbIOpaHbl u3:
OJTHOTOYEUHBbIX MyTalui, MNPUBOAALIMX K TMOSBJICHUIO aMUHOKHCIIOTHBIX 3aMEH WU
NPEKACBPEMEHHBIX CTOIN-KOAOHOB, BCTABOK WJIM JE€NEeLMH HYKJIEOTHAOB, Halle BCEro
NPUBOJSIINX K CIIBUTY PAMKHU CUMUTBIBAHUSA U MPEXKIEBPEMEHHON PyMUHALMY, MTOJHBIX WX
YACTUYHBIX JeJelUid Te€HOB, U HHTPOHHBIX MyTallUi, BBI3bIBAIOLINX aJIbTEPHATHBHBINI

CILIAMCHHT.

B ompeneneHHbIX BapHaHTax peajH3allUd OMyXOJb-CHeUU(PUIECKOE H3MEHEHUE
aHJIPOTEHHOTO  peLenTopa TMpeAcTaBiIsieT CcoOOH  CIUTAiCUPOBAHHBIE  BAapHUAHTHI
annporenHoro peuenrtopa (AR) Ha ocHoBe PHK (AR-V), BKITIOUasi, HO HE OrPaHUYUBASIChH
ykazanHbiMu, AR-V1, AR-V2 AR-V3, AR-V4, AR-V5, AR-V6, AR-V7, AR-V567es, AR-
V9 umm AR-V12, COBMECTHO C [IOMNOJHUTENBHBIMUA OIyXOJb-CIIEUPHUECKUMH
WU3MEHEHUSIMH, BKJIFOYasi, HO HE OTPaHMYMBAsICh YKa3aHHbIMU, MyTalmu Ha ocHoBe JIHK
w/wm PHK, MHCEpUHMOHHO-NIEIELIMOHHbBIE MYTALlM{, U3MEHEHHs] YWCJa KONHH, CIMSAHUS

FE€HOB B OMOJIOrMYECKHUX o6pa3uax, HarnpuMmep, 1mjiasmbl, CbIBOPOTKHU, MOYH, CJIFOHBI U T. 1.

B ompenenenHpIx BapuaHTax peanuzauuu MyTaHTHbIE AR mpencrasmsier coboit
CIUIAafiCUpOBaHHBIM BapHaHT W/MiM ycedeHHbH AR. B nomonHuTenpHBIX BapHaHTax
peanu3anuu MyTaHTHbIE AR MoskeT mnpencraBiseT coOOll CITalicCHpOBaHHBIN BapHaHT
n/mmm ycedeHHblli AR, B KoTOpoM otcyTcTByeT hparmeHT npu C-KOHIE, a ClIeNOBaTEIbHO
U nuraia-ceszbiBaroiuii jomex (LBD). Ilpumepnr MmyTanuii BkirouaroT, Hanpumep, E43G,
L54S, QS8L,L57Q, Q64R, AQ86, Q112H, G142V, E166S, K180R, L192F, Q198G, E211E,
D221H, N222D, T227C, M266T, P269S, A251V, E253K, S296R, P334F, P340L, A356V,
P390L, G414S, W433L, T438P, T4381, L444S, G449D, G451D, G456S, G457D, R484C,
T4971, A498T, P499P, V508L, (G524S, G524D, D528G, AL547, AP554, TS73A, L574P,
KS580R, A586V, AS87S, L594M, K609E, R629Q), K630T, S646D, S647N, E665D, Q670R,
1672T, G683A, V716M, V715M, L701H, L720E, A721T, V730M, R726L, L744V, A748V,
M7491, G750S, F754L, T755A, V757A, S759P, Y763C, W741C, F747L, N756A, V7571,
R760K, W741X, AG743, W751X, S782N, R786X, W7960, L797P, Q798E, S791P, 1799P,
L830P, R846G, Q867X, H874Y, T877A, T877S, V866M, L880Q, L872P, D879G, M886I,
A896T, Q902R, F891L, G909Q, Q919R, D890N, MS895V u KO910R. Hampumep,
AMHHOKHUCIIOTHBIMU 3ameHamu sBisitorcs: T877A (T878A), D879G (D878G), W741C,
W741L, M749L, R629Q, G142V, P533S, TS575A, H874Y umun F876L. VYka3zanuble
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TOUYEYHbIE MyTALIUH MOTYT OBITH OTHECEHBI K TPEM OCHOBHBIM 00JIaCTAM O€JIKa CTEPOHIHOTO

peuenropa:

1) mytanTter LBD (T877A, D879G, W741C, W741L, M749L, H874Y, F876L) u
mytauud LBD MoryT obnamath W3MEHEHHBIM CBSI3BIBAHMEM JIMTAHIA BCJEICTBUE
KOH(OPMALMOHHBIX HM3MEHEHUH peLenTtopHoro Oenka wiM u3MeHeHuil R-rpymn B
AMUHOKHCJIOTaX B JIMTAHI-CBSI3BIBAIOIIEM KapMaHEe WJIM KOH(pOpPMAIUH, MPU KOTOPOU
HEBO3MOJKHO CBA3BIBAHHE JIMTaHOd, YyTPaTbl PACO3HABAHUSA JIUraHAd, TMNEPCKIIOYCHUA

(YHKLHU C AHTArOHUCTA HA arOHUCT /WK HeCTIeu(PUIHOCTH JIMraHaa,

2) mytantsl NTD wnm mapaupHoit obnmactu (R629Q, G142V, P533S), koropsie
MOTYT BJMATH Ha CHOCOOHOCTh TPAHCAKTUBALMH pPEIENTOpa, B3aNMOACHCTBHE C
MEXaHU3MOM TPAHCKPHITLUHN WM KOPAKTOPaMH/PETYIATOPAMH U PUBOIAT K H3MEHEHUSIM
¢$yHKIMH penenTopos, Takux kak ces3biaHue JIHK, perymsuus skcrpeccHy T€HOB HIIH

AAC€PHaA TpaHCJIOKalUs, U

3) mytantel DBD (T575A), koTOpBIE MOTYT BJIMATH Ha CIIOCOOHOCTH peLenTopa
peryaupoBathk 3kcnpeccuro reHoB. [Ipumepe! BxarouaroT: mytaunio H874Y B annporeHHOM
peuenTope, KOTOpas, Kak OBLIO MOKa3aHO, OOeCreunBaeT CBS3bIBAHHWE 3CTPAIUOIA,
MPOrecTepoHa, THUAPOKOPTHU3OHA, (iayTtamuaa W Oukamyramunga B kietkax 22Rvl u
CWR22RV1; D878G, xoropas, kak ObLIO MOKA3aHO, NMPUBOJAUT K yTpaTe CBA3BIBAHUS U
axtuBHOCTH JII'T M TecTocrepona; mytauuu W741C, KoTOopble NPUIAIOT OUKAIyTaMHUIY U
baytamuny ¢ynkimu aronuctos; F876L, xoropas nepeximouaer pyHkuun ARN-509 u
SH3AIyTaMUJA C aHTarOHUCTOB Ha aroHUCThl, M749L, xoTopas mpupaeT MOBBILIEHHYIO
BOCIIPUUMYHBOCTh K 3cTpanuony;, TS575A, xoropas NpUBOOUT K MPENNOYTUTEILHOMY
cBsi3biBaHUIO ¢ AR-HecnenmpuunbiMu MotuBamu, T.e. GRE; R629Q), xoTopasi mpuBOIUT K

npuodperenuro Gyukum IIT.

B onpeneneHHBIX BapHaHTax peaji3aliy CIUTaHCHPOBAHHbBIC BAPUAHTHI BKIIFOYAOT
IPOIYCK 3K30HA, HCIIOJIB30BAHUE MOHOPA/aKIENTOpa Uil KPUNTUYECKOTO CIUIANCHHIA U
BKJIFOUEHUS] KPUNITUYECKOrO 5K30HA. BrisiBieHHble BapuaHThl BKiIro4daroT AR-V1, AR-V2,
AR-V3, AR-V4, AR-V5, AR-V6, ARV7, AR-V567es, AR-V7, AR-V9, AR-V12, AR-V13
u AR-V14. (cm., mHampumep, 3asBKy Ha mateHT CIIA Ne2011/0110926, marent CHIA
Ne8133724 u 3asBky Ha matent CIIIA Ne2013/0130241). B obmem cnyuae, B BapHaHTax

AHAPOTEHHOTO peLenTopa OTCYTCTBYIOT Hekoropble wim Bce LBD w/mimm ta dwacte
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KapOOKCHJIPHOTO KOHLIAa OeJika aHIpPOTeHHOro pelentopa, Koropas obecrednBaer

CBsA3bIBAHUC JIMTAHAA.

B npyrux BapmaHTax peanu3aliM OIyXoJb-crieruduueckoe usmenenune AR
npencrasisier coboit AR-T878A wiu Opyryro CXOKYK MyTalMIO, YBEJIUYEHHE 4YHCHa

KOIUH, NOBBIIIEHHYO dkcnpeccuio PHK, nomumo npounx.

B ompenenenHbIx BapuaHTax peanuzauuu myrtaipn reHa AR npeacrasisitor coboit
OHOTOYEYHbIE MyTAaLMU. B HEKOTOPBIX OPYyrHX BapUaHTaX peajqu3alud MyTaHTHbIH AR
MOJKET HMETh TOYEUHYIO My TalHio, Takyto kak T877A (T878A), D879G, (D878G), W741C,
W741L, M749L, R629Q), G142V, P533S, T575A, H874Y wnu F876L.

B onpeneneHHbIX BapuaHTaX peayd3allid B HACTOSINEM H300PETEHHH MpPEMJIOKEH
croco0, BKIFOYAKOLIUI HCCIIENOBAHUE HAJMYUS ONHOTO WiHM Ooyiee CIUIaiCHPOBAHHBIX
BAPUAHTOB TeHa aHaporeHHoro penenropa (AR-V) U JONOJHHUTENBHBIX OIMYXOJIb-
cneun(pUIeCKnX M3MEHEHHH, TAKUX KaK MyTalHs], HHCePLHOHHO-/IEJIELINOHHbIE MY TaLHH,

W3MEHEHHUE YHCIIa KOTUMN, CIUSHUS T€HOB U T.J1. B OMOJIOrHYecKoM obpasie cyOnekTa.

B ompeneneHHBIX BapwaHTaX peajH3aldH OMyXOJb-CIIEHN(PUIECKOe H3MEHEHUE
COTJIACHO HACTOsIIEeMy H300peTeHH0 BKIrouaeT ammndukauuio AR. B omnpeneneHHbIX
BapuaHTax peanusanuu ammunpukanus AR npencrasnser co0oii onyxodb-creruduyueckoe
U3MEHEHHUE, KOTOPOe MPOUCXOAUT B PE3YyJIbTaTe aHAPOT€HHOHN AeNPUBALMOHHON TEPANUH.
Vkaszannas ammuingukanus AR nHorna Mosker ObITh CBsI3aHa C MOBBIIIEHHOM SKCIIpecCHen

AR.

B omnpeneneHHbIX BapHaHTaX peaH3alldd OMyXOJb-ClIeNU(UIECKOe H3MEHEHHE

npencTasisier codoit myTaiuro ¢ norepeit GyHkuuu rena PTEN.

B onpenenennbix BapuaHTax peanusaunu Mytauuu rena PTEN BkIrOHaroT MyTalnu
B JK30HE 1, 3k30HEe 2, 5K30HE 3, 3K30HE 4, SK30HE 5, 7K30HE 6, SK30HE 7, SK30HE 8 miu
5k30He 9. B HekoTOpbIX BapuaHTax peanusauun Mytauuun reHa PTEN Bximowaror
G20STOP, R55G, T38G, E91Q, R387STOP, H118Y, I101A, 1135V, Q150G, Q110STOP,
P95S, A164STOP, 564, c.761-765del, ¢.672—673Ins, c¢.224Ins, D223N, E201STOP,
D326N, H272Y, T348I, K344R unu T382S.

B onpenenennbix BapuaHTax peanusaunu Mytauuu rena PTEN BKIrO4ar0T MyTaliu

B DK30HE 5 Wi 5K30HE 8. B HEKOTOpBIX BapuaHTax peanuzanuu Mytauuu resa PTEN
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prmouator E91Q, R387STOP, H118Y, I1101A, I135V, QI150G, Q110STOP, P95S,
A164STOP, E201STOP, D326N nm H272Y.

B ompeneneHHbIX BapHaHTax peaju3allld OMyXOJb-Crenn(UIecKoe H3MEHEHUE
COTJIACHO HACTOSIIIEMY H300PETEHHIO MPEACTAaB/IsIeT COOOW CIAMTBIA TeH, MMEKIHA 5 -
YaCTh TPAHCKPUITLMOHHON PeryIsaTOpHOIl obnactu anaporeH-peryiaupyemoro rena (ARG)
U 3’-4acTb T'eHa, sBISIoIIerocs wieHoMm cemeiictBa ETS, roe Hamuuue cnutoro reHa

SIBJIIETCSI TTOKA3aTeNIeM paka MpeCcTaTeIbHOM JKeye3bl y cyObeKTa.

B ompeneneHHBIX BapWaHTaxX peayM3aldil aHApOreH-peryiaupyembiii reH (ARG)
npexncrasisier coboit TMPRSS2 wnu IICA. B onpeneneHHbIX KOHKPETHBIX BapHaHTax

peanu3anuu aHAporeH-peryaupyemeiii red (ARG) npencrasnsier codoit TMPRSS2.

B omnpeneneHHbIX BapHaHTaxX peaju3allM T'eH, SBJIAIOLIUNICS YJIEHOM CEMENCTBa
ETS, npencrasusier codoit ERG, ETVI1 (ER81), FLII, ETSI, ETS2, ELKI, ETV6 (TELI)S,
ETV7 (TEL2), GABPa, ELFI, ETV4 (EIAF; PEA3), ETVS (ERM), ERF, PEA3/E1AF,
PU.l, ESE1/ESX, SAPI (ELK4), ETV3 (METS), EWS/FLII, ESElL, ESE2 (ELFS), ESE3,
PDEF, NET (ELK3; SAP2), NERF (ELF2) unmu FEV. B omnpeneneHHbIX BapHaHTax

peanu3anyy reH, sBisommiics yneHom cemeiictsa ETS, npencrasnser coboit ERG.

B ompeneneHHbIX BapuaHTax peaju3aluy CIUTBIA Te€H, HUMEKLUH 5 -4acTb
TPAHCKPUIILIMOHHOMN PeryJsITOpHON o0jactu aHaporeH-perynupyemoro reHa (ARG) u 3°-
4acTh T€Ha, SBJSFOLIerocs: wieHoM cemeiictBa ETS, BbI3biBaeT MOBBILIEHHYIO 3KCITPECCUIO

ERG B npeacrarenpHOl xenese.

B HekoTOpBIX BapuaHTAaX peaju3aluu OHOJOrHuYecKuil oOpasell MpenCcTaBIseT
co0oit oOpasel KpOBH, TIa3Mbl, CBIBOPOTKU, MOYH, MOKPOTBI, CTUHHOMO3TOBOM KUIKOCTH,
epeOpOCUHANIBHON ~ JKUAKOCTH,  IUIEBPAbHOW  SKHIKOCTH,  BBIOENIEHHUH  COCKa,
TUM(paTHIECKOHN JKUIKOCTH, KUIKOCTU AbIXATEJIbHBIX MyTEH, KUIIEUHOTO U MOYEIIOJIOBOTO
TPaKTa, CJIEe3HOW JKUAKOCTHU, CJIIOHBI, TPYyJTHOTO MOJIOKA, JKUAKOCTH W3 JUMQAaTHUECKOH
CHUCTEMBI, CEMEHHO! KUAKOCTH, CTMHHOMO3IOBOM JKHJIKOCTH, JKUJKOCTU BHYTPUOPTAHHOMN
CHUCTEMBI, aCHUTHYECKON JKUIKOCTHU, KUAKOCTH M3 OMyXOJIEBOW KHUCThI, aMHUOTUYECKOMN
JKUAKOCTA WJIM UX KOMOWHAIMIO. B OMHOM M3 BapuUaHTOB peaju3aluu OMOJIOrHYeCKU
oOpasery mpencrasisier coboli odpasell KpOBH, IUIA3MbI, ChIBOPOTKH, MOYH, MOKPOTBI,
CITUHHOMO3TOBOH JKHUIKOCTH, HepeOPOCTMHAIBHON JKUIKOCTH, TUICBPAJbHON SKUAKOCTH,
TUM(paTHIECKOH YKUIKOCTH, JKUAKOCTU AbIXaTEJbHBIX MyTeH, KUIIEYHOTO U MOYEIIOJIOBOTO

TpakTa, CJIHOHbBI, XHUAKOCTU U3 JII/IM(I)aTPI‘{eCKOfI CHCTCMBI, CEeMEHHOM KHUOKOCTH,
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AMHHUOTHUYECKOMN JKHUOKOCTH HUJIM UX KOM6I/IHaL[I/II-O.

B onpeneneHHbIX BapHaHTax peajM3allUU OIYXOJb-CIIELU(PHUECKUE H3MEHEHUS
COTJIACHO HACTOSIIEMY H300pPETeHUI0 ONpeAessiIoT Croco0aMu, BKJIOYAs, HO He
OrpaHUYMBAsCh YKa3aHHBIMU, CEKBEHUpOBaHHe cienyromero mnokojgeHus (NGS),
UMMy HOTHCTOXUMUS, Macc-cniektpomerpust (MC), kuakocTHas xpoMaTtorpadusi - Macc-
cnektpometpust OKX-MC), konuuectennas [11IP, cexBenuposanrie PHK (PHK-cek) mu
aHaIM3  COPTUPOBKM  KJIETOK ¢  akTuBHpoBaHHOW  ¢uyopecuenumern  (FACS),
dbayopecuenTHyto rudpunuzanuo in situ (FISH). B onpeneseHHbIX BapraHTaxX pean3aiuu
OIyXOJIb-CTIELU(PHUUECKHUE U3MEHEHHSI ONMPEACISIOT MyTeM CEKBEHUPOBAHUS CIIEIYIOIIErO

nokoJyieHust (NGS).

B onpeneneHHbIX BapuaHTaxX peaiu3allid B HACTOSINEM H300PETEHHH MPEMJIOKEH
croco0 JieueHUs] paka MPEACTaTeNbHON JKele3bl Y CyObeKTa, HY)KOAIOIIErocsi B 3TOM,

BKJTFOYAO LU
a) BbIAENIEHUE OUOJIOTHYECKOTo oOpasna y cyObekTa;

b) BbIABIEHHE HAMU4Us y CYyOBEKTa OTBETAa HAa JIEUEHHE IO MEHbLIEH Mepe
onHUM areHToM, paspymaromuM SMARCAZ2/4, ecnu B oOpasue umeercs o

MEHbIIIEH MEPE OAHO OHYXOJ'II)-CHGLII/I(I)I/ILIGCKOG HU3MCHCHUEC, U

C) BBEICHHUE TepameBTHYECKU 3(P(PEKTUBHOrO KOJMYECTBA MO MEHbLICH Mepe
onHoro areHrta, paspymatomero SMARCA2/4, cyObekTy 11 JieueHus: TeM

CaMbIM paka MpeCTaTeIbHOMN JKeJe3bl.

B ompeneneHHbIX BapuaHTaX peaM3allid B HACTOSINEM H300PETEHHH MPENJIOKEH
cnoco0 JiedeHus1 3a0O0JIeBaHUS WJIM HApPYIIEHUs yV CyOBEeKTa, HYKOAIOLIEroCs B STOM,

BKJIFOUAFOIINN

a) BbIIBJIEHHE HAJIM4YUsl y CyObEeKTa OTBETAa HA JIEUEHHE IO MEHbIIEH Mepe OIHUM
areHtom, paspymaromuM SMARCA2/4, B KOMOMHALIUH C IPYTUM TE€PAIEBTUUYECKUM

areHTOM, BKJIFOYAIOLIee CTaIUH:
1. BBIOEJICHUs1 OMOJIOTHYEeCKOro o0pas3ua y cyObeKTa,

il.  ompeneseHus HAUYUS OIMyXOJb-CIIeU(PUIECKUX U3MEHEHNH,
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iii.  BBIIBJICHUS] HaJW4Yusl y CyOBEKTa OTBETA HA YKAa3aHHOE JIEUEHHE, €CIIU

MUMEETCs 110 MEHbINEH Mepe OHO U3 OMyXOJIb-CIeLN(PUIECKUX H3MEHEHHH; 1

b) BBeneHue TepaneBTHYECKH 3((PEKTUBHOIO KOJUYECTBA MO MEHBIIEH Mepe OIHOTro
arenra, paspymaromero SMARCA2/4, cyObekTy, y KOTOPOrO BBISIBIEH OTBET Ha

JICYCHHUC, OJIsA JICUCHUA TEM CaMbIM 3a00JIEBAHUS HIIH HapyHmICHUA.

B OOHOM M3 BApUAHTOB peain3alluid NMOTCHUHUAJBHBIC TCPANICBTUYCCKHUE arc¢HTbI
BKJIFOYAKOT, HO HE OIpaHUYHBAROTCA YKa3aHHbIMU, OHOJIOrHYECKHE Ar€HTbI, MOAYJIATOPbI
PIMMYHHOﬁ KOHTpOJIbHOfI TOYKH MW XUMHOTCPANICBTHUYCCKHUE AIrCHTBI, TAaKHUE KakK

OUTOTOKCHUYCCKHUE arCHTHI.

B HacroslieM OOKyMEHTE MOAYJIATOP MMMYHHOH KOHTPOJBHOH TOYKH
IPEesCTaBIsieT COOOH MOJIEKyJly aHTArOHHCTA, KOTOpas oONamaeT aHTarOHUCTHYECKUM
nerictBueM B oTHOeHuU aktuBHOCTU PD-1, PD-LI nnu CTLA-4. Ilpumepsl MOy IATOPOB

I/IMMYHHOI\/'I KOHTpOJIbHOfI TOYKH BKIIFOYAIOT, HO HE OTPaHUYNBAOTCA YKA3aHHbIMU.!

1. uHruburopsl PD-1, Takue kak nmemOponusymad (panHee HazBanue MK-3475 umm
nambponusymab, Kelitpyna®), nusonymad (Onnueo®), mummnnzymad, AMP-224,
AMP-514, PDRO0O1 u uemuruinma0.

ii.  wmHrUOMTOpHl PD-L1, Takme kak aresommymad (Teuentpuk®), aBemymad
(baBencno®), nypsanymad (Mmpuazu®), BMS-936559, CK-301 (Iwai, et al,
Journal of Biomedical Science, (2017) 24:26)

iii.  anraronuctbl CTLA4, Takue kak MmuInMyma0, Takke HaszbiBaeMbii MDX-010 wiu
MDX-101, antuteno k CTLA4 yenoBeka, MPeANOYTUTENILHO BBOAMMOE B J103€
npumepHo 10 wr/kr, u Ttpemenumymad, antureno k CTLA4 denoseka,
NPEANOYTUTENILHO BBOJUMOE B 103€ puMepHo 15 mr/kr. Cum. Takxke Sammartino, et
al, Clinical Kidney Journal, 3(2): 135-137 (2010), onyOnukoBaHo B cetn UHTepHET

B nexkabpe 2009 roxa.

B onHOM W3 BapUaHTOB peain3allid XUMUOTEPATIEBTUIECKUIN areHT MpeNCTaBysieT
co0ol XUMHYECKOe COeTUHEHNE, MTOAXOAALIee s JeUeHHUs paka. B OHOM U3 BapHaHTOB
peanm3anuyu COENUHEHHs COTJIACHO HACTOSIIEMY H300PETEHHIO WM COIEPKAIMYI0 HX
(dapMalleBTHYECKH  MPHEMIIEMYIO  KOMIIO3MIMIO  BBOOAT B  KOMOMHAmMH  C
XUMHOTEPATeBTUYECKIM areHToM, Bkmouas spnotunu® (TAPIIEBA®, Genentech/OSI

Pharm.), Gopresomu6  (BEJIKEWJ®, Millennium  Pharm.),  mucymbdupam,
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SIUTaJUIOKaTEXMHA TajljiaT, caTnHocnopaMua A, kappuinsomud, 17-AAG (rengaHaMuLyH),
pamuiukon, naktataerupporenasy A (JIAT-A), ¢yasectpant (PA3JIOJEKC®,
AstraZeneca), cynutunud (CYTEHT®, Pfizer/Sugen), nerposzon (PEMAPA®, Novartis),
umatnnn6a mesunar (CJIMBEK®., Novartis), ¢unacynar (BATAJIAHUB®, Novartis),
okcanumnarus (DJJOKCATUH®, Sanofi), 5-FU (5-dropyparun), nefikoBopuH, panamMuIiH
(cupomumyc, PATIAMYH®, Wyeth), nanatuau6 (TAMUKEPE®, GSK572016, Glaxo Smith
Kline), nonadpamutd (SCH 66336), copadpenud (HEKCABAP®, Bayer Labs), repurunud
(MPECCA®, AstraZeneca), AG1478, anKuIupyrOIIMI areHTaMH, TAKHMH KaK THOTENa U
IIUTOKCAH®, uuknopochamun; ankuncymbpoHATaAMH, TAKUMH Kak OycCyibhaH,
uMnpocyibhaH M NHIOCYJb(aH, a3MPUAMHAME, TaKUMH Kak OeH3ozmoma, KapOOKBOH,
METypezona U ypenona; STUICHUMHUHAMH U METHJIaMEJIaMHUHAMH, BKIIFOYAs alTPETAMUH,
TPUATUIIEHMENAMUH, TpusTHIeHpOCHOpamun, TpusTHIIEHTHODOCHOpaMu u
TPUMETHJIOJIMEJIAMUH; aLlETOr€HUHAMH (B YaCTHOCTH, OyJUIATALIMHOM U OYyJUTaTallHHOHOM);
KaMOTOTEIMHOM (BKJIIOYasl TOTIOTEKAaH W MPUHOTEKAaH); OPHMOCTATUHOM, KaJUTUCTATHHOM,
CC-1065 (Bxirouasi ero CHHTETHYECKHE aHAJIOTU aJ03€JIECHH, Kap3eJeCHH U ON3eJIeCHH);
kpunropuuuHamMu (B 4YacCTHOCTH, KpunropummHom | wu  xpunropuruHOoM  8);
aZlPEHOKOPTUKOCTEPONIaMH  (BKJIFOYAsT NPEAHU30OH M NPEAHU3OJIOH), LUIPOTEPOHA
alieTaToM; Sa-penykTa3amu, BKJIOYas (UHACTEPHI U JyTacTepPHI;, BOPHHOCTATOM,
POMUZIECTICHHOM,  MAaHOOMHOCTATOM,  BaJbIIPOEBON  KHCIOTOM,  MOLIETMHOCTATOM
JOJIACTATHHOM, aJJECIeHKUHOM, AYOKapMHULMHOM Tajbka (BKJIIOYAs CHUHTETHYECKUE
anaioru KW-2189 u CB1-TM1); sneyTepoOMHOM; TAHKPATUCTATHHOM, CAPKOIUKTHHHOM,
CIIOHTHCTAaTHMHOM, Aa30TUCTBIMM MIIPUTAMH, TaKMMH Kak xjopamOyuwi, XjoMmadasus,
xnopdochamun, sctpamycTuH, udochamun, MexXJOPITAMHUH, MEXJOPITAMUHA OKCHIA
THAPOXJIOpHL, MeldanaH, HOBIMOMXHH, (DEHICTEpPHH, MPEIHUMYCTHUH, Tpodochamun,
YPALWIOBBI HIIPUT, HUTPO3OMOUYEBHHAMHM, TAKMMH KAaK KapMYCTHH, XJOPO3OTOLIMH,
(oTeMyCTHH, JIOMYyCTHH, HUMyCTHH W PAHMMHYCTHH, aHTHOMOTHKAMH, TaKUMH Kak
€HIUMHOBbIC aHTHOMOTHKH (HApUMep, KATMXEAMHIIMH, B YACTHOCTH, KJTMXEaMHULIUH Yil 1
kamuxeamuinH coll (Angew Chem. Intl. Ed. Engl. 1994 33 : 183-186); auHeMHIIMHOM,
BKJIFOUAst TUHEeMULIMH A; OucdocdoHatamy, TaKMMU Kak KJIOAPOHAT, 3CIEPAMULITHOM, a
TaKKe XpoMOQOpPOM  HEOKAPUMHOCTATMHOM M POACTBEHHBIMH  XPOMOIPOTEHH-
€HIUMHOBBIMUA aHTUOMOTHKaMH-XPOMO(OpPaMH), aKJAIMHOMHLUHAMY, aKTHHOMHLIMHOM,
ayTPAMHULIMHOM, a3acepUHOM, OJCOMHUIIMHAMH, KAaKTUHOMHUIIMHOM, KapaOWLIMHOM,
KapMUHOMHLIMHOM, KapIHHOPHINHOM, XPOMOMHUILITHAMH, TaKTHHOMHILIMHOM,

IayHOpPYOHLIHOM, IeTOPYOULITHOM, 6-11a30-5-okco-L-HopaenunHoMm,
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AJIPUAMULIMHOM® (moxcopybunmn), MOP(OIIMHO-TOKCOPY OULIMHOM,
{HAaHOMOP (] OJIHO-TOKCOPY OUIIITHOM, 2-nUPPOIUHO-TOKCOPY OULIITHOM u
IEOKCHIOKCOPY OULIMHOM), SMUPYOULIUHOM, 330pyOULITHOM, uaapyOULIMHOM,
MapLeJUIOMUIIMHOM, MUTOMULMHAMH, TakuMu kKak MutomuuuH C, MukodeHonoBas
KHCJIOTA, HOTAJAMHUIIMH, OJMBOMHIMHBI, MNEIIOMHLNH, MNOPOUPOMHIMH, ITypPOMULHH,
KBEJIAMHULIUH, POAOPYOUIIMH, CTPENTOHUIPUH, CTPENTO30LMH, TyOepLMOnH, yOeHHMEKC,
3MHOCTATHH, 30PYOULINH, aHTUMETaOOJUTAMH, TAKUMH KaK METOTPEKCAT U 5-PTOpypariu
(5-FU); anamoramu ¢osueBol KHCIOTBI, TAaKUMH Kak JEHONTEPUH, METOTPEKCaT,
NTEPONTEPUH, TPUMETPEKCaT, aHaJloraMd IypuUHA, TaKUMH Kak (uaynapabun, ©6-
MEpKaNTOMypPUH, THAMHUIPHH, THOTYAaHHH, aHAJOraMd MUPUMHIMHA, TAKUMH Kak
aHIUTAaOWH, Aa3alUTUANH, 6-a3aypuanH, KapMmodyp, LHUTApaOUH, ITUIECOKCHYpPUINH,
nOKCU(IYpUANH, SHOUUTAOUH, (IIOKCYPUAMH, aHAPOr€HaMH, TaAKMMU KaK KaJyCTEpOH,
APOMOCTAHOJIOHA MPOMUOHAT, SMHTHOCTAHOJ, MEMUTHUOCTAaH, TECTOJAKTOH, CPEICTBAMH,
NOAABJSIIOLIMMU (DYHKIMIO HAAMOYEYHHKOB, TAKUMU KaK aMHHOTJIYTETHMHJ, MHTOTAH,
TPUJIOCTAH, AareHTOM, BOCIOJHSIOUIMM YpPOBEHb (OJMEBONW KHUCIOTHl, TAaKHUM Kak
(dposnMHOBAs KUCIIOTA; alerJaTOHOM; MIMKO3HIOM anbiodochamMua; aMUHOJIEBYJIHHOBON
KHCJIOTOM;, €HWTyPalUIOM; aMCaKpHHOM, OecTpaOyLuaoM; OUCAaHTPEHOM, 31aTPEKCaTOM,;
nedodaMuHOM; TEeMEKOIBIIMHOM, TUA3HKBOHOM;, 3JIb()OMHUTHHOM; 3JUIMITUHUS alleTaTOM;
SMOTHJIOHOM, STOTNYLUIOM, HHUTPATOM TaJulusl, THAPOKCHMOYEBHHOW, JIEHTHHAHOM,;
JOHMJAVHUHOM, MAaHTaH3WHOMIAMH, TAaKUMH KaK MAaWTaH3MH W AHCAMHTOLIMHBIL,
MHTOTYa30HOM; METOKCAHTPOHOM; MOITMIAMHOJIOM, HHUTPA’PUHOM; IEHTOCTATHHOM;
dbeHaMeTOM; MUPApyOUIIMHOM, JIO30KCAHTPOHOM, TOJOQUUIMHOBOM KHUCJIOTOM; 2-
STHNTHAPA3UIOM; TIPOKapOa3SUHOM, MoiHcaxapuaHbM kommnekcoM PSK® (JHS Natural
Products, Eugene, Oreg.); pa3okcaHOM, PU30KCUHOM, CHU30(YpPaHOM, CIHUPOrepMaHHUEM;
TEHYa30HOBOH KHCJIOTOH, TPUA3UKBOHOM,; 2,2' 2" -TpuXIOpTPUITUIIAMUHOM;
TpUXOTEeLEHaMH (B YaCTHOCTH, TOKCHHOM T-2, BeppakypuHOM A, pOpUAMHOM A WU
AHTYUIUHOM); ypETaHOM; BUH/IE3UHOM; naxkapOa3uHOM, MaHHOMY CTHHOM;
MUTOOPOHHUTOJIOM; MHTOJIAKTOJIOM; MMUITIOOPOMAaHOM, TraliUTO3NHOM; apaduHozunoMm ("Ara-
C");, muknodochamunom; trotena, Takcomnmamu, Hampumep, TAKCOJI (makmurakcer,
Bristol-Myers Squibb Oncology, Princeton, N.J.), ABPAKCAHOM® (6e3 xpemodopa),
COCTaBaMH HAHOYACTHILl MAKJIUTAKCeNa, MOJYYEHHBIMH C HCIOJb30BAaHHEM alibOyMUHA
(American Pharmaceutical Partners, Schaumberg, 111.) u TAKCOTEPOM® (nouerakcern,
nokcerakcen;, Sanofi-Aventis); xmopambyuunom; I'EM3APOM®  (remimrabumn), 6-

THOTYAHUHOM, MECPKANTOIYPUHOM, MCETOTPEKCATOM, aHAJIOraMH ILUIAaTHHbI, TaAKUMH KaK
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LUCIUIATUH W KapOomnatuH, BHHOMAacTuHOM, stomnosuaoMm (VP- 16); udochammmom;
MHUTOKCAHTPOHOM; BHHKpHcTUHOM; HABEJIBMHOM® (BUHOpENOHWH), HOBAHTPOHOM;
TEHUIO3UAOM, 3JaTPEKCaTOM, AayHOMHUIMHOM, AaMHMHONTEPHHOM, KaneuuTaOuHOM
(KCEHOI[A®); ubannponatom; CPT-11; wunrubutopom Tomouzomepasbl RFS 2000;
nudropmermnopautiaoM (DMFO); pernHonaamu, TaKMMHU Kak PeTUHOEBAsk KUCIOTA;, U
(apmaLieBTHUECKH NPHEMIIEMBIMH COJIIMH, KHCIOTAMHU M TIPOU3BOAHBIMU JIFOOOro W3

MPUBCACHHBIX BBIIIC ar€¢HTOB.

B ongHOM M3 BapHAHTOB peaiu3alii OHOJOrHYeCKHE areHThl BKIIFOYAIOT aHTUTEA,
Taxue Kak anemrty3yma6 (Kammar), 6eparmsymab (ABACTECT®, Genentech); nerykcumat
(OPBUTYKC®, Imclone); mamurymymab (BEKTHMBUKC®, Amgen), purykcumad
(PUTYKCAH®, Genentech/Biogen Idee), neprysymad (OMHUTAPI®, 2C4, Genentech),
tpactysymab (TEPLIEIITHMH®, Genentech), Tosutymomab (Bekcap, Corixia) H KOHBIOTAT
aHTHTENA C TeKAPCTBEHHBIM CPEICTBOM, TeMTy3yMab ozoramunud (MUJIOTAPT®, Wyeth).
JlomoNHUTEIbHBIE T'YMAaHU3UPOBAHHBIE MOHOKJIOHAJbHbIE aHTUTENa, OONamaroLIne
TepareBTUUECKUM MIOTEHLMAJIOM B Ka4eCTBE areHTOB MPU UCIIOJIb30BAHUU B KOMOMHALIMH C
COEIUHEHHSIMU COTJIACHO N300PeTEHHIO, BKIIFOUYAIOT: alloin3yMal, acennsymad, armusymad,
OanuHeisymad, OuBaTy3ymMa® MepTaH3WH, KaHTy3yMad MepTaH3UH, Leaean3yMao,
uepromm3ymad maroyn, uuAdy3utysymad, OHATY3yMal, Aakiam3ymad, 9KyJm3ymad,
sanuzymad, smpaty3ymad, spauszymad, ¢denBusymad, ¢oHTOMM3yMad, reMTy3ymad
O30TaMULIMH, HMHOTY3yMad O30raMuiuH, unuiumymad, mabery3ymal, JuHTY3ymad,
MaTy3ymad, Mmernojudymad, MoTaBuzymMad, MOTOBH3ymald, Harajau3ymad, HUMOTY3yMal,
HOJIOBU3yMaO, HyMaBu3yMald, Ookpenn3ymMad, oManu3ymald, mamuBH3yMald, mackoinuzymao,
nekpy3urymymad,  mekTy3ymad, —mekcenmsymad, — panuBusymad, — paHuOuzymad,
pecnuBu3yMad, peciausymad, pecuBuszymad, poBeam3ymad, pyrindymad, cuOpoTty3ymad,
curm3yMad, COHTy3ymMad, TakaTy3ymad TeTpakceTaH, Taaouusymad, Tanuzymad,
tepubazymad, ToumIM3ymad, Topanr3ymad, TYKOTy3yMad LENMOJIEHKHH, TYKyCUTy3yMao,
yMaBu3yMad, ypTokcasymMad, ycTekuHymad, BUCUIN3yMad U aHTU-UHTepJerkuH-12 (ABT-
874/J695, Wyeth Research m Abbott Laboratories), koTopblii mnpencraBisier coboi
peKOMOMHAHTHOE TONHOpa3MepHoe aHTuteno IgGi A ¢ UCKIIOYUTENPHO YeJOBEUECKON
MIOCJIEIOBATEIbHOCTBIO, T€HEeTHYeCKH MOAM(ULMPOBAHHOE [UIs pPAClO3HABaHUS Oeska

uHTepnelikuHa-12 p40.

B ompeneneHHbIX BapuaHTaX peau3alldd HACTOsIee M300pEeTeHHEe OTHOCHTCS K

croco0aM TONABIEHUS IPOrPECCUPOBAHMS, YMEHBIICHUS pa3Mepa, HaKOIUIeHHS,
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yMEHBIIeHHsT 00beMa W/WJIM WHOTO TONABJEHHUS POCTAa OMYyXOJH C NPUMEHEHHEM I10
MeHbIIIeH Mepe OTHOro areHra, paspymaromero SMARCA2/4. B HacTosiiemM TOKyMeHTe
TAKXKe TMPEUIOKEHbl CIOCOOBI JIEYEHUS OCHOBHOTO 3a00JieBaHMsA, HAIpUMeEp, paka

npez[CTaTeanoﬁ JKEJIE3BI, U IPOAJICHUA TEM CaMbIM BbIZKUBACMOCTHU CY6”beKTa.

B ompeneneHHbIX BapUaHTaX peajn3allid B HACTOSIIEM HM300pETeHUH IMPEeAsIOKEeH
croco® MOAABIEHUS POCTA OMYXOJH Y CyOBEKTa, y KOTOPOrO MMEETCsl OTBET HA JICUSHHE
arenToMm, paspymaromum SMARCA2/4, Hykparoumierocs B 3TOM, TpPUYEeM yKa3aHHBIN
croco0 BKIIFOUAeT BBEIEHHE YKa3aHHOMY CyOBeKTYy 3()()EeKTHBHOTO KOJMYECTBA areHra,

pazpymaromero SMARCA2/4.

B ompeneneHHbIX BapuaHTaX peau3allid B HACTOSILIEM H300pPETeHHUH TMPEIJIOKeH
crocob MoAaBJIEHUs] POCTA OMYXOJIH, TJIe POCT OMyX0Jiu yMeHbInaercs Ha 1%, 2%, 3%, 4%,
5%, 6%, 7%, 8%, 9%, 10%, 12%, 14%, 16%, 18%, 20%, 22%, 24%, 26%, 28%, 30%, 32%,
34%, 36%, 38%, 40%, 42%, 44%, 46%, 48%, 50%, 52%, 54%, 56%, 58%, 60%, 62%, 64%,
66%, 68%, 70%, 72%, 74%, 76%, 78%, 80%, 82%, 84%, 86%, 88%, 90%, 92%, 94%, 96%,

98% nnm 100% mpu U3MEepeHNH Ha OCHOBAaHUU 00bEMa Oy XOJIH.

B ompeneneHHbIX BapuaHTax peaju3alldi B HACTOSIIEM U300PETEHUH TMPEAJIOKEeH
cnocob MoAaBJIEHUs! pOCTa OMYXOJIH, T7Ie POCT ONMyX0Jiu yMeHbInaercs Ha 1%, 2%, 3%, 4%,
5%, 6%, 7%, 8%, 9%, 10%, 12%, 14%, 16%, 18%, 20%, 22%, 24%, 26%, 28%, 30%, 32%,
34%, 36%, 38%, 40%, 42%, 44%, 46%, 48%, 50%, 52%, 54%, 56%, 58%, 60%, 62%, 64%,
66%, 68%, 70%, 72%, 74%, 76%, 78%, 80%, 82%, 84%, 86%, 88%, 90%, 92%, 94%, 96%,

98% wmu 100% mpu U3MEepEeHNH Ha OCHOBAHUHU aOCOFOTHOTO pa3Mepa Oy XOJIH.

B onpeneneHHbIX BapuaHTaX peau3allid B HACTOSIIEM H300PETEHHH MPEAJIOKEH
cnocod MoAaBJIEHHUs] POCTA OMYXOJIH, TJIe POCT OMyX0Ju yMeHbInaercs Ha 1%, 2%, 3%, 4%,
5%, 6%, 7%, 8%, 9%, 10%, 12%, 14%, 16%, 18%, 20%, 22%, 24%, 26%, 28%, 30%, 32%,
34%, 36%, 38%, 40%, 42%, 44%, 46%, 48%, 50%, 52%, 54%, 56%, 58%, 60%, 62%, 64%,
66%, 68%, 70%, 72%, 74%, 76%, 78%, 80%, 82%, 84%, 86%, 88%, 90%, 92%, 94%, 96%,
98% wumu 100% npu u3MEpeHHH HAa OCHOBAHHUU YPOBHEH HKCIPECCHM OIMYyXOJIEBBIX

MAapKEPOB JaHHOT'O TUIIA OIMyXOJIH.

B ompeneneHHbIX BapuaHTax peaju3alldid B HACTOSIIEM U300PETEHUH TMPEIJIOKEH
crioco® TMOAaBJIEHUs POCTa paka MPEACTATEIbHOU Kejie3bl. B KOHKPETHBIX BapHUaHTaX
peanm3anMu B HACTOSIIEM M300pETEeHHH NPEAJIOKeH Crocod TMOJaBJIEHUs pocTa

YCTOWYMBOTO K KaCTPALUU paKa MpeACTaTeNbHOMN JKee3bl.
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CoOOTBETCTBEHHO, B HACTOALIEM H300pPETEHNH TAKXKe MPENJIOKEH CIOCo0 JIeUeHUs
paka MpeACTaTeNbHON JKeJe3bl y CyOBeKTa, Hy KIAOIIErocss B 3TOM, Y KOTOPOT'O BBISIBJIEH
OTBET Ha JieueHue arentamy, paspymaromumu SMARCA2/4, npuuem yka3aHHbIH crioco0
BKJIFOUaeT BBeAeHHe 3(Q(ekTUBHOro KojsuvecTsa areHra, paspymaromero SMARCA2/4,

CyOBEKTY.

B ompeneneHHbIX BapuaHTaX pead3alUMUd OMKMCAHBI CIOCOOBI JIeYeHHs paka

MPENCTATENIbHOMN KeJle3bl M YCTOWYMBOTO K KACTPALIMK paKa MPeACTaTeIbHOM JKeJIe3bl.

HccnenoBanu akTHBHOCTh aHAPOTEHHOTO peLenTopa 1 Mpouiib SKCIPECCHH M€HOB
NPU paKe MpeacTaTeNbHON JKene3bl. [lonck OnomMapkepa HAYMHAIOT C BBISIBICHHS T€HA C
NOBBIIAOIIEH pPeryJsiiueldl W TNPOBEPKU YKA3aHHOIO TE€HHOro MPOAYKTa B KAdeCcTBE
NOTeHIMaJIbHOTrO Oromapkepa. OnpeneneHue npogiis SKCIPECCUN TE€HOB U B3aMMOCBSI3U
SKCIPECCHH C MEXaHU3MOM TepaneBTUIeCKOU ycToitunBocT onucano B Holzbeierlein et al,
Am. J. Path. 164(1), crp.217-227, 2004. HecmoTpss Ha BbIABIIEHHE MOBBIMEHHON WJIH
MOHMKEHHOM 3KCTIPECCUH ONPEAENIEHHBIX T€HOB, IIPH PaKe MPeICTaTeIbHOM KeJe3bl MOTYT
NPOMCXOOUT T€HOMHBbIE W3MEHEHHs OMNPEAENICHHbIX I'€HOB, BKJIOYAs: MEPErpyNITHUPOBKY
(paxtoper Tpanckpunumu ETS, RAF, KRAS); myranuro (aHgporeHHsIil perenrop,
PIK3CA, AKT, RAF, KRAS); ammnndukammro (anaporenssiii penentop, PIK3CA, MYC,
AURKA); yrpaty (PTEN, RBI). /Ipyrue u3zectHble omyXoib-CrieupudecKkue N3MEeHEeHUs
Bo3HMKalOT B reHax SPOP, FOXA1, AURKA, MED 12, MAGI-1 u CHD1. Caurbie ¢popmbl
ETS moryt ObiTh 0OHapyskeHbl Tipu Oonee yem 50% cnyuaeB PrCa, 1 MOXKHO PUMEHSITh
HALIEJICHHYI0 Tepanuio Wid OMoMapkep, HarmpuMep, HaueleHHoe uHruOupoanue PARP
wii DNAPK wnu ananu3 vHamuuus ciuteix Gopm ETS B oO6pasuax nmauueHTa. Jkcrnpeccust
onkoreHa, RAS/RAF, MYC, a Takxe rena-cynpeccopa onyxoiaun RBI moxer ObiTh

MOIXOSAIIMM OHOMaPKEPOM.

Kak M3BeCTHO, aHIPOTEHHBIH perenTop peryaupyer OONbIIONH penepTyap I'€HOB,
ONPENENAINX UACHTUYHOCTh U MOBENCHHE KJIETOK paka MNPEeACTaTeIbHOM >KeJe3bl
IloBbiuenHass skcnpeccuss JiuHHON Hekonupyrowed PHK, nampumep, PCGEMI u
PRNCRI, cBsizaHa u koppenupyeTr ¢ BOCIPUUMUYUBOCTBIO paKa MpPeACTaTebHOM KeJe3bl.
HenasHo Obuta onricana cuiibHO moBbImeHHas Ykcnpeccust kak PCGEM 1, tak u PRNCR1,
npu CRPC, u OHM CBSI3bIBAIOT U aKTUBUPYIOT KakK JIMTaHJ-3aBUCUMblE, TaK U JIUTaHI-

HE3aBUCUMbIE oOIocperoBaHHble AR mporpaMMbl akTUBaLlUM M MOTYT MPUBOAMUTH K
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HEKOHTPOJIUPYeMOil npoiudepauy KJIETOK paka MpeacTaTenbHOil skenesbl (Yang et al.

Nature 2013, 500(7464):598-602).

B onpeneneHHbIX BapuaHTax peayn3alliil B HACTOSINEM H300pETEHUM MPEAJIOKEH
cioco® JedeHus: 3a00JeBaHUsI MM HApyLIeHUs y CyObeKTa, Hy KOAIOLIEerocss B 3TOM,
IpuYeM yKa3zaHHOE 3a00JIeBaHHe WM HAapyLIEHHE BKIFOYAET [0 MEHbLIEH Mepe OMHO M3

OMyXOJIb-CIIeLU(PUUECKUX U3MEHEHHH, BBIOPAHHBIX U3

a) MyTaluy, aMIUM(UKAIMKA WK TTOBBIIIEHHON 3KCIPECCUU T'eHa aHIPOT€HHOTO

peuenropa (AR);

b) myrtaumu morepu (YHKIUU WM BPEAHOH MyTaruu romosiora ¢ocdarassr u

teH3uHa (PTEN); u

C) TEHOMHOH NepecTPONKH, KOTOpask MPUBOAUT K TpaHciokauu reHoB TMPRSS2

u ERG.

B onpeneneHHbIX BapuaHTax peanu3alid CyOBEKT CTpamaeT OT 3aboneBaHUil

MPEACTATEbHON XKENE3bL.

B ompeneneHHBIX BapHaHTax peanu3aluu 3a00JeBaHUE MPENCTATEIbHON JKele3bl

NPEeACTaBIsIET COOON pak MPeACTATENbHOM JKeJe3bl.

B ompeneneHHbIX BapHaHTax peaju3aliy 3a00JIeBaHUE MPEACTATENIbHON JKeNe3bl

npeAcTaBysieT COOON YCTOWYHMBBIN K KACTPALIMU PaK MPEACTATENbHOM KeJe3bl.
B onpeneneHHbIX BapuaHTaxX peanu3alii CyObeKTy MPOBOIMIN KAaCTPALHUIO.

B omnpeneneHHbIX BApUAHTAX pPeaiu3alud CyObEKTy MPOBOIMIA AHTHAHIPOTEHHY O

TepaIuio.

B ompeneneHHOM BapHaHTe peaiu3alMd B HACTOSINEM M300PETEHUH MPEAIOKeH
criocod orbopa cyObekTa, CTpaJaroiero OT 3a00JieBaHUs MPEACTATEIbHOU JKeNe3bl, IS

JeueHns areHToM, paspymaromum SMARCA2/4, BKIFOYAKO LIHIA:
a) BBIIEJIeHHE OMOIOTHYeCKOro oopasia y cyobeKTa,;

b) ompeneneHue HamM4Us [0 MEHBIIEH Mepe OAHOTO OIYyXOJb-CIEHH(YUIECKOro

U3MEHEHUs B OMOJIOTHYeCKOM 00pasIle;
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c) orbop cyObekTa, B 00pasie KOTOPOro UMEETCs 10 MEHbIIEH Mepe OJTHO OIyXOJIb-

cneunpuUeckoe  HM3MEHEHHWe, JUId  JICUEHHs  areHTOM,  pPas3pyLIarolUM

SMARCA2/4; n

d) BBenenue TepaneBTHYECKU 3(P(HEKTHBHOTO KOJMUYECTBA [0 MEHbLIEH Mepe OTHOTO

5 arenTa, paspyuaromero SMARCA2/4, BbiOpaHHOMY CyOBEKTY.
Coedunenus, npumensemsle 6 HACHOAWEM U300pemenuU

B ompezneneHHbIX BapUaHTaX peaju3allii B HACTOSIIEM H300PETEHHH MPEAIOKEeH

cnoco0 yiedeHus1 3a00JIeBaHUST WIIM HAPYLIEHUs Y CYyOBEKTa, HYXKNAKOLIErocs B 3TOM, Y
KOTOPOTO BBIIBJIEH OTBET HA JIEYEHHE COTJIACHO CIIOCOO0AaM, ONMMCAHHBIM B HACTOSINEM

10  OOKyMeHTe, BKIIOYAOIIUN BBEACHHE CYOBEKTY TepaneBTUYeCKH 3(P(HEKTUBHOTO
KonudecTBa areHta, paspywmaromero SMARCA2/4; rnme areHT, pa3pylUarOLIHi

SMARCAZ2/4, npencrasien coenuaenueM ¢popmysl (I):

N2
I
= L
Ry \IHaLIGJ'II/IBaIOH_[I/Iﬁ JUTaH] | @

WH ero (papMaLeBTHYECKU MTPUEMIIEMON COJIBIO WM CTEPEOU30MEPOM,
15 rae

R mpexacraBnsier co0OH BOZOPON, TajiOreH, KW, AJKEHWI, alIKOKCH, TUIPOKCH,
rugpokcuankmi, -COOR, -CON(R,)2 umm apuit;, npuyeM apuil HeoOs3aTeTbHO 3aMeIIeH 110
MEHbIIEH Mepe OJJHUM M3 THIPOKCH, aJIKOKCH, raJioreHa, ankmia, amuHo, -ONa, -COOR, u

-OCORy; mpu 3ToM R, B KaKIOM cliy4ae BhIOpaH U3 BOAOPOA U AJTKUJIA,

20 R mpencrasnsier codoit -NR3R4 mmn -OR3; mpu sTom R3 11 R4 He3aBucuMO BBIOpaHbI

H3 BOOOpOAA U aJIKHJIA,

KOJBIIO A TpencTaBiseT COOOI TeTepOLUKINYEeCKOe KOJbLO, HEOOS3aTeIbHO

3aMeIIeHHOE 110 MEHbIIeH MEPE OAHUM U3 TUAPOKCH, raJIOTCHA U aJIKWUJIA,

L npencrasisier coOoit IMHKEP ¢ XUMHUYECKOU CTPYKTYPOI:
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IIPU 5TOM

JeBasl CTOPOHA JIMHKepa MPHUCOEANHEHA K KOJbIly A, U NpaBas CTOpPOHA JIMHKepa

NpUCOeNNHEHa K Hauenusatomemy guraaay (TL);

Ry mpencrapisier coOol BOJOPO MITH AJIKHI,
R npencrasnser coboit anku,
«n» paseH o1 0 1o 10, u «p» pasen ot 1 1o 5,

HanenuBatomuii urana (TL) npencrasnsier codoit

<

TL-1 . TL-2

IIPH 3TOM
R BEIOpaH U3 BOAOPOA, AIKUJIA, AllUJIA U FAJIOT€HAKNIA,
R~ BbiOpan u3 -O-Rs u ranorena; npuuem Rs BeIOpaH U3 BOmoOpona, ajKuia,

auiia 1 Na; u
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Rg npencrasisier coOoi BOAOPOX MU AJIKHIL.

B eme onHOM BapuaHTe pea3aliiyi HACTOSIIIEro H300peTeHNs MPEIJIOKEH CIIOCo0
JieueHus: 3a00JIeBaHUST WM HAPYLIEHHs Y CyOBbeKTa, HyKAAIOIIEerocs B 3TOM, Y KOTOPOTo
BBISIBJIEH OTBET HA JICYEHHE COTJIACHO CIOCo0aM, ONMMCAHHBIM B HACTOSIIEM JOKYMEHTE,
BKJIFOYAIOLIMI BBEIEHHE CYyOBEKTy TeparmeBTUYeCKH 3((PEKTUBHOIO KOJNYECTBA areHTa,
paspymaromero SMARCA2/4; rne arent, paspywaroinuii SMARCA2/4, npencrasieH

coenrHeHUsIMH (HopmyJiel (IA):

_.N.__NH,
N

|
Rj = L‘|HauenHBanmm“1 Bizigichit | (1A)

WM UX (I)apMa,L[eBTI/ILIeCKI/I MNPUEMIIEMBIMU COJIAMHU U CTCPEOU3OMEPAMU,

rae Ri, kompiio A, L ¥ HauenuBarOIIMi JUraHA TakKhe, KakK OMPENeeHO IJIs

dbopmy sl (I).

B emme onHOM BapuaHTe pea3aliii HACTOSIIIEro H300peTeHNs PEIJIOKEH CIIOCO0
JeueHns 3a00JIeBaHNsl WM HapyIIeHHs y cyObeKTa, Hy KIAaloIIerocsi B 3TOM, Y KOTOPOTo
BBIABJIEH OTBET HA JIEUEHHE COTJIACHO CIoco0aM, ONMMCAHHBIM B HACTOSINEM JOKYMEHTE,
BKJIFOUAIOLIMI BBeJEHHE CYyOBEKTy TepaneBTHYeCKH 3((EeKTUBHOIO KOJINYECTBA areHTa,
paspywmatomero SMARCA2/4; rne arent, paspymatoumiic SMARCA2/4, npexncrasieH
coenuHeHusIMH Gpopmyisl (IB):

NN N

~

° L‘|HauenHBanmm“1 nnraH,z[| (IB)
OH

WK ux GapMarieBTUYECKH MPUEMIIEMbIMU COJISIMH UJTH CTEPEOU30OMEPAMH,
rie Konblo A, L v HalleTuBarOIui IMraH ] Takue, Kak onpeneneHo mist Gopmysl (1).

B eme ogHOM BapuaHTe peaan3aliui HACTOALIErO H300PETEeHNsI IPEAJIOKEH CIIOco0
JeueHnst 3a00JIeBaHNsl WM HapYIIEHHs y CyObeKTa, Hy KOAroIerocsi B 3TOM, Y KOTOPOTo
BBISIBJIEH OTBET HA JIEUEHHE COTJIACHO CIoco0aM, OIMCAHHBIM B HACTOSIIEM JOKYMEHTE,

BKJIFOUAIOLINI BBEJEHHE CYyOBEKTy TeparneBTHYeCKH 3(P(EeKTHBHOIO KOJINYECTBA areHTa,
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pazpymaromero SMARCA2/4; rne arenr, paspymaroomuii SMARCA2/4, npencrasieH

coenpnHeHusiMH popmyiel (1C):

_N.__NH,
N AN
|

O
OH

HUIJIN UX Q)apMaL[eBTI/I‘-IeCKI/I MPUEMIIEMBIMU COJIAMHU U CTCPCOU3OMEPAMH,

L—|HauenHBanmHﬁ eraH,a| (IC)

5 rae L v HanenuBaromuii TUraua Takue, Kak onpeneneHo s popmys (I).

B eme onHOM BapuaHTe peaTu3aliiy HACTOSIIIEr0 H300peTeHHS MPEIJIOKEH CIIOCO0

JiedeHus: 3a00JIeBaHUST WM HAPYILIEHUs Y CyOBbeKTa, HYKAAIOIIErocs B TOM, Y KOTOPOTO
BBISIBJICH OTBET Ha JIEYEHUE COTJIACHO CIOCco0aM, OMMCAHHBIM B HACTOSIEM JIOKYMEHTE,
BKJTIOYAKOIINI BBEICHHE CyOBeKTy TepaneBTHYEeCKH 3(PQEeKTHBHOTO KOJNMYECTBA areHTa,

10  paspymaromero SMARCAZ2/4; rue arenrt, paspywmaroumii SMARCA2/4, npexncraBieH

coepnHeHUsIMH (popmyJie (ID):
_.N._NH,
N

A
I P N/\
on SN

~ L—|Hauenmsa}omm71 nnraHzll (ID)

WK UX (papMarieBTUYECKH MPUEMJIEMbIMH COJIIMH MJTH CTEPEOU30MEpPaMH;
rae L v HauenMBarouii JTUraH Takue, Kak onpeneneHo miist popmys (I).

15 B onpeneneHHbIX BapuaHTax CrOCOOOB, OMUCAHHBIX B HACTOSIIIEM JOKYMEHTE,

arent, paspymarommii SMARCA2/4, npencraBiser coOOW COEIMHEHWE XUMHUYECKOU

CTPYKTYPBL:

Ne coennnenus CrpykTypa
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WK ero (PapMaleBTHIECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

B ompeneneHHBIX BapUaHTaX peaiM3alii B HACTOSILIEM H300pPETeHUH MPEIJIOKeH
coco0 ordopa ManMeHTa, CTPANAKOLIEr0 OT paka MPEACTATeNbHON JKeJe3bl, I

JeyeHus: areHToM, paspymaomiuM SMARCA2/4, BKIFOYAOLTHIA:
a) BBIIEJIeHHE OMOJIOrHYeCKOro o0pasia y nanueHTa;

b) ompeneneHne BO3MOXKHOIO HAJIUYUsI OJHOTO WU Oojiee OMyXOJb-CHEeLUPHUECKUX

U3MEHEHUH, 1

c) orbop mamueHTta, B oOpasle KOTOPOrO IMPUCYTCTBYET IO MEHbLIEH Mepe OIHO
OMyXOJib-CrieupUIecKoe H3MEHEHHE, Ul JIEYEHHs areHTOM, pa3pyluaroliiuM

SMARCA2/4.

B ompeneneHHbIX BapuaHTaX peajM3allid B HACTOSIIEM H300pPETEHUHU MPEIIOKEH
criocod otbopa cyObekTa, CTpagaroliero OT paka MPeacTaTeNIbHOM KeJe3bl, ISl JICYeHUs

areHToM, pazpymarommrM SMARCA2/4, BKIFOYAOIIHIA:
a) BBIIEJIeHHE OMOJIOTHYeCKOro o0pasia y maueHTa;

b) ompeneneHne BO3MOXKHOTO HAJIHYHS OXHOTO HJIH OOJ€e OMyXOJib-CHeLNn(pHIECKUX

U3MEHEHUH; U

c) orOop manueHTta, B oOpas3lle KOTOPOro MPUCYTCTBYET IO MEHbIIEH Mepe OIHO
OMyXOJb-CrieluIeckoe H3MEHEHWe, AJsl JICUSHUS AareHTOM, pa3pyluarolluM

SMARCA2/4: u
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d)

JICUCHUE C IPUMECHCHUEM TCPANICBTUYCCKU 3(1)(1)6KTI/IBHOFO KOJIMY€CTBA I10 MEHbIIIEH

Mepe OfHOro areHra, paspymarouiero SMARCA2/4, y BBIOpaHHOTO NMAalMEHTA.

B ompeneneHHbIX BapuaHTaxX peain3allii B HACTOSIIEM U300peTEeHUH TPEIOKEeH

crocob oTOopa MalKeHTa, CTPAJAOLIero OT paka MPeACTATebHON JKeNe3bl, AJIsl JIeUeHHUS

areHToM, paspymaromum SMARCA2/4, Bkimrovarommii:

a)

BbIJIeJICHHE OHOJIOrHYecKoro o0pasia y maiueHTa,

b) ompeneneHne BO3MOXKHOIO HAJIHYHS OIHOTO MM OOJee OMyXOJb-CHeln(pHIECKUX

HSMeHeHHﬁ; rae OHYXOJ'II:;-CHGLII/I(I)I/ILIGCKI/IG HU3MEHCHHA BKJIIOYAKOT!

MYyTallUko, aMl'IJ'II/I(I)I/IKaLII/II-O HWJIM  TOBBIIICHHYHK)  3KCIPECCHUIO  I'€Ha

annporenHoro peuentopa (AR);

MYTaLHO MOTepH PYHKLUNHN UM BPEIHYIO MyTalHIO TomMoJiora gocdarassl 1

ten3uHa (PTEN); unn

F€HOMHYIO MEpPECTPONKY, KOTOpas MNPUBOAUT K TPAHCIOKALMH TE€HOB

TMPRSS2 u ERG; u

oTOop mamueHTta, B o0Opas3lie KOTOPOro MPUCYTCTBYET MO MEHBIIEH Mepe OIHO

OHYXOJ'H:-CHeI_[I/I(bI/ILIeCKOG U3MCHCHUE, IJId JICHCHUSA AarcHTOM, pas3pyliarolinm

SMARCA2/4.

B ompeneneHHbIX BapuaHTaX peayiM3alliil B HACTOSIIEM M300pETEHUH MPEIIOKEH

crocod ordopa MalreHTa, CTPAIarollero OT paka MpeacTaTeIbHON KeJe3bl, IS JICUYSHUs

arenToMm, paspymaromiuM SMARCA2/4, B KOMOMHAIIMU C JPYTUM TEPareBTUYECKUM

areHTOM, BKJIFOYAFOIIIUI:

a)

BbIJIeJICHHE OHOJIOrnYecKoro o0pasia y maiueHTa,

b) ompeneneHne BO3MOXKHOTO HAJHYHs OIHOTO MM OOJee OMyXOJNb-CHeLNn(pHIECKUX

©)

U3MEHEHUH; U

oTOOp MmamueHTta, B 00pasle KOTOPOro MPHCYTCTBYET MO MEHbLIEH Mepe OIHO
OMyXOJb-crielruIeckoe H3MEHEeHWe, AJsl JICUSHUS AareHTOM, pa3pyluarolliuM

SMARCA2/4, B xkoMOMHALINHU C APYTUM TE€PAIEBTUIECKUM areHTOM; 1

51



10

15

20

25

30

d) neueHue c MpUMEHEHHEM TePaNeBTUIECKU 3(PPEKTUBHOrO KOJIMUYECTBA IO MEHBLIEH
Mepe onHoro areHta, paspywaromero SMARCA2/4, B koMOuMHAIMH C OPYyTHM

TEPANCBTUYCCKUM arcHTOM y BbI6paHHOFO MMalreHTA.

B ompeneneHHBIX BapuaHTaX pealn3alllii B HACTOSINEM H300pETEHUU MPEIIOKEeH
crocob otOopa cyOBeKTa, CTpamaroIiero OT 3a00JeBaHMs MPEACTATEIbHON JKENe3bl, s
JedeHus areHToM, paspymaromuM SMARCAZ2/4, npuuem yka3aHHbIH CIOco0 MPOBOIST il

Vitro.

B oHOM 13 BapHaHTOB peain3allii B HACTOSIIEM H300PETEHNH PEAJIOKEH CIIOCO0
nojaByiieHus1 npojudepanny KIETOK paka MpPEeACTaTeNIbHOW JKelIe3bl y CyObekTa,

BKJTFOYAO LU
1. BbIIeNeHHe OMOJIOTHYeCKOro oopasia y cyObeKTa,;

ii.  ompeneneHHWe HAJIWYHS OIMYXOJb-CIEU(PHUECKUX M3MEHEHHH, BBIOPAHHBIX

us:

MyTalHlu, aMHJ'II/I(I)I/IKaLII/II/I WU  TOBBIIIEHHOM OKCIIPECCUU TI€Ha

aHzporenHoro peunenrtopa (AR);

MyTallUd TOTePH (PYHKLUMH WM BPENHOM MyTallMd TOMOJIOra

¢docdaraznr u Tensuna (PTEN); u

T€HOMHON IEpPeCTPONKH, KOTOpas NMPUBOAUT K TPAHCJIOKALUU TeHa

TMPRSS2 u rena ERG;

iii.  BBenmeHHWe TepaneBTHYECKH 3(P(PEKTUBHOTO KOJIMYECTBA MO MEHbINEH Mepe
onHoro areHTa, paspymaromero SMARCA2/4, cyObekTy, €ciiu y Hero

MUMEETCs 110 MEeHbIIeH Mepe OTHO U3 OMyXOJb-CIEeNU(PHIECKIX U3MEHEHUH.

B omnpeneneHHbIX BapuaHTaX peaM3allid B HACTOSIIEM H300PETEHHH MPEAJIOKEH
crioco0 nmoaasneHus NposHdepaiy KIeTOK paka MpeacTaTeIbHO Kee3bl, BKIIFOYAIONN
CTaIUIO TIPUBEICHUS KJIETOK paKa MpeaCTaTeIbHOM JKelle3bl B KOHTAKT M0 MEHbIIEH Mepe ¢
onHUM areHToM, paspyuaromum SMARCA2/4; roe arenr, paspymaromuiit SMARCA2/4,

npencrtasieH coenunenuem Gopmyier (I).

B ompeneneHHbIX BapuaHTax peaju3alldiy B HACTOSIIEM U300PETEHUH MPEIJIOKEH
croco0 monaBieHusl npoiudepanuu KJIETOK paka MPEenCTaTeIbHON >Kele3bl, NMEIOIINX

OITHO WM O0JIee OIMyXO0JIb-CIEU(PUISCKIX H3MEHEHHH, BKIFOYAIOIIUN CTATUIO TPUBEICHHS
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KJIETOK paka IMpeCTaTeNbHOM JKelie3bl B KOHTAKT IO MEHBIIEH Mepe C OIHUM areHTOM,
paspymatromnmM SMARCA2/4; rpoe arent, paspyuaromuii SMARCA2/4, npencrasieH

coennHeHueM ¢opmysl (I).

B ompeneneHHbIX BapUaHTaX peajn3alllii B HACTOSIIEM H300PETeHUU IMPEeAsIOKEeH
crioco0 noAaBIeHus Mpoardepanni KJIETOK paka MPeACTaTeNbHOM JKele3bl, BKIYAOIUH
CTaJUIO TIPUBEIECHUS KJIETOK paKa MpeaCcTaTeIbHOM JKeJie3bl B KOHTAKT MO MEHbIIEH Mepe ¢
onHUM areHToM, paspymaromum SMARCA2/4; rne arent, paspymaromuii SMARCA2/4,

NpeACTaBysieT COOOH COeMHEHHE, ONMUCAHHOM B Tabmume A.

B ompeneneHHbIX BapuaHTaX peaiM3ally B HACTOSIIEM M300pPETeHHUU TIPEIOKEH
crioco0 monamieHusl npoiudepanuyu KJIETOK paka MPEeNCTaTeIbHON JKelle3bl, MMEOIINX
OITHO WJjtH O0JIee OMyXOJIb-CIEU(PUISCKIX H3MEHEHHH, BKIFOYAOIIUN CTA IO TPUBEICHHUS
KJIETOK paKa MPEACTaTEIbHON JKejie3bl B KOHTAKT MO MEHBIIeH Mepe C ONHHM areHTOM,
pazpymaromnm SMARCA2/4; rne arent, paspymaromuii SMARCA2/4, npencrasisier

co0oi1 coenrHeHNE, OMUCAHHOE B Ta0mHIE A.

B ompeneneHHbIX BapuaHTax peaju3alldi B HACTOSIIEM U300PETEHUU MPEIJIOKEH
croco0 monaBieHusl Nponudepaniy KIeTOK paka MPeACTaTeNbHON JKene3bl, I7le KIETKU
paka TpenCTaTeNbHON  JKele3bl COAepXKaT OMNyXOJb  MPEACTaTeNbHON  JKese3bl,

NPUCYTCTBYIOLIYIO Y CyOBeKTa.

B ompeneneHHbIX BapUaHTaX peajn3alllii B HACTOSIIEM H300PETeHUH MPEeAsIOKEeH
cnoco0 monasjeHus: npoJudepaniy KJIeTOK paka MpeacTaTeNbHON JKele3bl, TAe Crnocod

NPOBOJST iR Vitro.

B omnpeneneHHbIX BapriaHTax peajH3alii B HACTOSIIEM U300PETEHUH TIPENIIOKEH
criocod otbopa cyObekTa, CTpaaaroIiero oT 3a00JeBaHUs MPEACTATEIbHON JKeJe3bl, s

JeyeHns areHToM, paspymarommm SMARCA2/4, BKIFOUAKO LTHIA:
a) BbIIEIeHHE OHOIOrHYecKkoro odpasna y cyonekra,

b) ompeneneHne BO3MOXHOIO HAJIMYHSI OJHOTO WX OOJIee OIMyXO0Jb-CIIeU(PUIECKIX

U3MeHEeHUH B OMoornueckom obpasiie;

c) orbop cyObekTa, B 0o0Opasie KOTOPOro MPHUCYTCTBYET MO MEHbINEH Mepe OIHO
OMyXOJIb-CTIeLU(PHUUECKOe H3MEHEHHUE, AJIsl JICUSHHs] areHTOM, Pa3pyIHaroIliuM

SMARCA2/4: u
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d) neueHwe C NPUMEHEHHEM TepaneBTHUECKH 3(P(PEKTUBHOrO KOJHUYECTBA IIO
MeHbLIeH Mepe omHoro arenra, paspymaromero SMARCA2/4, y BbiOpaHHOTO

cyOBeKTa.

B onpeneneHHbIX BApHAHTAX PeANU3alMi B HACTOSIIEM H300PETEHUH MPENIOKEH
5 cnocob orbopa cyObekTa, CTpaaaromero ot 3a00neBaHus MPEeNCTaTeIbHON JKee3bl, s
nedeHusi areHtoMm, paspymanoimmMm  SMARCA2/4, B xoMOWHAaLMM ¢ JAPYTUM

TCPANICBTUICCKHUM arC€HTOM, BKJII'OLIaI'OH_II/II\/'I:
a) BbIIEIeHUE OMOJIOTrHYeCKOro oopasia y cyobeKTa,

b) ompeneneHne BO3MOXXHOTO HAJIMYHSI OJJHOTO WX 00JIee OIMyXO0Jb-CIIe(PUIEeCKIX

10 U3MeHEeHUH B OMOIOrnuecKoM odpasiie;

c) orbop cyObekTa, B 0Opasile KOTOPOro MPHCYTCTBYET MO MEHbINEH Mepe OIHO
OIMyXOJIb-CIIENU(PHUUECKOe H3MEHEHHUE, IJIsl JIEUEHHs] areHTOM, pa3pyllaroium

SMARCA2/4, B xkoMOMHALINHU C APYTUM TE€PAIIEBTUYECKUM areHToM;

d) neueHwe C NPUMEHEHHEM TepaneBTHUECKH 3(P(PEKTUBHOrO KOJHUYECTBA IIO
15 MeHbLIeH Mepe OmHOro areHra, paspymatomiero SMARCA2/4, B komOuHamm ¢

APYTUM TEPANEBTUYECKUM areHTOM Y BBIOPAHHOTO CyObeKTa.

B OMpPEACIICHHBIX BapHaHTax pea3anun ArcHT, paspyma}omm‘i

SMARCAZ2/4, npencrasnsier coboii coequnenue popmybl (IA), (IB), (IC) umu (ID):

_.N.__NH,
N
|
S
R L Hanenusaromuii murasn | (JA
(IA)
.N NH,
N
| = L
° \|HaLI6J'II/IBaIOH_[I/II‘/'I nnraH,u| (IB)
20 OH
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= N /\
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WK ero (PapMaleBTHYECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

B ompeneneHHBIX BapuaHTaX pealu3alid B HACTOSIIEM H300peTeHHH
NPEIJIOKEHO COCNMHEHHE JJisl TPUMEHEHHsT B crmocod0e ordopa cyObekTa,
CTPaJArOIIEro OT paKa MPeACTATENbHOH JKelle3bl, TPUYEM COSIHEHNE IPEICTaBICHO

coennHeHueM GopmyJel (I):

.N
N 2

R; L‘|HauenHBanmm“1 JTUTaH | 0y

WK ero (papMaLeBTHUECKH PUEMIIEMON COJIBIO WIIH CTEPEOU30MEPOM;
rae

R mpencraBnsier coboit BOOOPOA, TrajoreH, ajlKW, AJKEHHJ, aJKOKCH,
rugpokcy, ruapokcuankmi, -COOR, -CON(Ra.); wiu  apwn, mnpudeM  apui
HEOoOs3aTeIbHO HE3aBHUCHUMO 3aMEINeH IO MEHbIIeH Mepe ONHHM W3 THIPOKCH,
aJKoKcH, rajoreHa, amkuna, amuHo, -ONa, -COOR; unu -OCORy; npu sTom R, B

KaXJIOM CJTy4ae MPEeACTaBIsieT COOOH BOAOPO HIIH AJIKHI,

R> mpencrasnsier coboii -NR3R4 unn -OR3; mpuyem Rs u R4 HezaBucumo

IPECTABISIIOT COOOI BOXOPO UITH AJIKWUIL,

KOJIBIIO A IpeACTaBIsieT COOOM reTepONUKINYECKOe KONbLO, HE0OA3aTEeIbHO
HE3aBHCHMO 3aMEIEHHOE 10 MeHbIlel Mepe OJHHUM U3 T'MJIPOKCH, rajloreHa Wiu

aJIKWa;

L npencrasisier coOoit IMHKEP ¢ XUMHYECKOU CTPYKTYPOIL:
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501041

IIPU 5TOM

JeBas CTOpPOHA JHMHKepa MPHCOeIUHEHa K KOJbly A, U Ipasas CTOPOHA

JUHKEpa MPUCOeANHEeHA K HaueuBaromemy juraany (TL);
Ry mpencrasisier coOol BOJOPO MITH AJIKHI,
10 R¢ mpencrasnsier codoit anmku,
«n» paseH ot 0 1o 10, u «p» paseH ot 1 1o 5;

HanenuBatomuii urana (TL) npencrasnsier codoit

Y

TL-1 . TL-2

IIpU 3TOM
15 R nmpencrasisier coboi BOAOPON, ajIKUJI, ALIUJT HJIH FaJIOT€HAKI,
R7 mpencrasmsier coboit -O-Rs unm ranoren; npudem Rs mpencrasisier coOoit

BOZIOPOJ, JIKWJI, aruit uik Na; u
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Rg npencrasisier coOoi BOAOPOX WK AJIKHIL.

B onpeneneHHbIX BapHaHTax peanu3aliil COSAMHEHUE Uil IPUMEHEHHUs B Crioco0e
orOopa CyObeKTa, CTPAAAIOLIEro OT paka MPEACTaTeNbHOIN KeJe3bl, NMPEACTaBIsAET

co0oli coenrHeHHe, peAcTaBIeHHoe coenrHenneM Gopmybl (IA):

.N.__NH,
N

|
Ry Z L‘|HauenHBanmm“1 JHTaH] | (I1A)

WK ero (PapMaleBTHYECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

B onpeneneHHbIX BapuaHTax peajM3alld COCIUHEHUE IJisl IPUMEHEHUs B
criocobe otdopa cyObekTa, CTpamaromero OT paka MpencTaTeNIbHON JKeJe3bl,

npencTaBisieT co00i coeTMHEeHNe, IPeACTaBIeHHOe coenuHeHneM Gpopmysl (IB):

_N.__NH,
N N

~

° L‘|HauenHBanmm“1 nnraH,z[| (IB)
10 OH

WY ero (papMaLeBTUUECKU IPUEMIIEMYIO COJIb MITH CTEPEOU30MED.

B ompeneneHHbIX BapuHaHTax peajM3allid COENUHEHHE ISl IPUMEHEHHsS B
crnocobe otdopa cyObekTa, CTpamaroliero OT paka MPeaCTaTeIbHON JKeNe3bl,

npeAcTaBisieT coOOH coeMHeH e, peacTaBieHHoe coenrHenneM Gopmysl (IC):

OH i
15 L—| Hauenuarowmii murauy | (IC)

WK ero (PapMaleBTHIECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

B onpeneneHHbIX BapuaHTax peajM3alld COCIUHEHUE IJisl MIPUMEHEHUs B
criocobe otdopa cyOBeKTa, CTpamarwomero OT paka MpencTaTeNIbHON >KeJe3bl,

npencTaBisier Co00i CoeAMHEeHNe, IPEACTaBIeHHOe coennHeHneM Gpopmybl (ID):
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WU ero (papMaLeBTUYEeCKH IPHEMIIEMYIO COJIb HITH CTEPEOH30MEp.
Onpenenenus:

Cnenyer OTMETHUTh, YTO B HACTOSILIEM OINHMCAHUM W mpriaraemMor (opmyie
n300pereHust GOpMbl €IUHCTBEHHOTO YMCa (COOTB. aHIJI. apTHKIIM «a», «an» U «they)
BKJIFOYAIOT MHOXECTBEHHOE YHCIIO, €CIIN IO KOHTEKCTY SIBHBIM 00pa3oM He TpeOyeTcs HHOe.
Takum obpa3om, Hanmpumep, onucaHue «OHOMapKepay BKJIIOYAET CMECh ABYX MK Ooee

OMOMapKepoB U T.1.

IIpennonaraercsa, YTO B HACTOALIEM JOKYMEHTE TEPMHUHBI «COIAEPIKUTY,
«COOep KallHil», «BKIOYAET», «BKJIIOYAIOIIUNY, «UMEeT», «UMEIOUIUN» U JoOble HX
(OpMBI OXBATHIBAIOT HEUCKIIFOYUTENIbHOE BKIIIOUEHHE, TAKUM 00pa3oM, mporece, Crnocoo,
MPOAYKT, HM3TOTABJIMBAEMbBIH KOHKPETHBIM CIIOCOOOM, MJIM KOMITO3UIUS, KOTOPBIH(-asi)
COAEPKUT, BKIIOYAECT WJIM HMEET BJEMEHT WJIM MEePEUEHb D3JIEMEHTOB, HE BKIHOYAIOT
HCKJIFOUUTENIBHO YKA3aHHBIE 3JIEMEHTBI, HO TAK)KE€ MOXKET BKJIOYATh APYTHUE 3JEMEHTHI, HE
NepevrCiIeHHbIe B SIBHOM BHUJAE, WM MPUCYLIHE YKa3aHHOMY(-OM) Mmpoleccy, Crocody,

NPOAYKTY, U3TOTaBJINBAEMOMY KOHKPETHBIM CIIOCOOOM, HJTH KOMITO3ULIUH.

B HacTOseM IOKYMEHTE TEPMHMH «OMyXONb-CllelM(PUUIECKUe H3MEHEHUSD)
OTHOCUTCSI K JIIOOOMy H3MEHEHHI0O T€HOMa, KOTOpOE TPUBOIUT K H3MEHEHHIO
nocnenosareabHocT JIHK, mocnenoBarensbHoct MPHK, mocnemoBarenbHocTH O€ka,
U3MEHEHUSIM SKCIIPECCUH TeHOB (BiHstoInue Ha KomuuecTBo kak MPHK, Tak u Genka) win
ux koMOmHamwsiM.  Omyxonb-CrieluUUecKue  M3MEHEHHS  BKIIOYAKOT, HO  HE
OTPaHUYMBAIOTCS YKA3aHHBIMU, BpPEAHbIE MyTalUH (HaNpuUMep, MYTaLWH, KOTOPBIE
CHIDKAIOT WJIM YCTPAHSIOT JHOO (PYHKLUMIO TeHa, JIMOO SKCIPECCHI0 I'eHa), MyTaluu C
norepel PyHKIMH, MyTaluu ¢ mpuodpereHneM GyHKINH U T.1. OnyXxoib-cnennduyeckre
W3MEHEHHs BKJIIOYAIOT BCTABKM BHPYCHOTO TIE€HETHYECKOIO MaTepuala B TI'eHOM
MHQHUIMPOBAHHBIX KJIETOK XO3siMHA (HaIpUMep, ManmioMaBupyca yenoseka). Omyxomb-
cneun(puIeckne M3MEHEHHs BKJIOUAIOT MHKPOCATEIUTUTHI WM APYTHE MOBTOPSIOLINECS
yuactku JIHK (Hampumep, KOpOTKHE TaHIEMHBIE IOBTOPBl MM MPOCTbIE IOBTOPHI

MOCJIEIOBATEIBHOCTEH).
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B Hacrosmem nokymeHTe ¢paza «MmyTauus ¢ OpuoOpeTreHHeM (QYHKUUU» B
OTHOLIEHUH KaKOro-TMOO0 KOHKPETHOrO IéHa MM T'€HHOrO MPOAYKTa OTHOCHUTCS K THUITY
MyTalUM, IIpU KOTOPOH W3MEHEHHbIH TI'€HHbIM MPOAYKT MpPHOOpPETaeT HOBYIO

MOJIEKYJIIPHYIO (DYHKLIMIO MJIM HOBBIH MPO(IIb SKCIIPECCUU TeHa.

B Hacrosimem nokymente mytanus ¢ «moreped ¢pynkuum» (LOF) otHocutes k
MyTalH WU aJIJISJIF0 TeHa, B Pe3yJIbTaTe Yero reHHbIH MPOAYKT (TaKOW KaK KOAUPYEMbIH
0e10K) UMeeT MOHMKEHHYIO TI0 CPABHEHUIO C OOBIMHON (PYHKLIMIO B KJIETKE HJIH OPTaHH3Me
(BKJIFOYASI KJIETKY YeJIOBEeKa MJIM OPTaHM3M 4ejioBeKa) Win BooOIe TepsieT GyHkuuto. Eciu
B aJjuleJie TIPOUCXOMAMT IOJIHAsI MoTepst PYHKIMU (HYJEBOH ajieNb), €e 4acTO Ha3bIBAKOT
amopduoii MyTarmed. DeHOTUIBI, CBSI3aHHBIE C MYTALUSAMH TOTepU (PYHKLIHH, HaCTO

SABJIAKOTCSA PEHECCHUBHBIMUA.

B Hacrositem qOKyMeHTe TePMUH «TIOBBIIICHHAS YKCIIPECCHS TP OMUCAHUH FeHa
(HampuMep, OHKOTEHHOTO JAPaiBEPHOrO TeHa) OTHOCUTCS K JIFOOOMY TOBBILICHHIO YPOBHS
MPHK 0enka mam ux KOMOWHANWHA, COOTBETCTBYIOIIUX T'€HY, IO CPABHEHUIO C HOPMOH.
Hampumep, TepMuH «moBbIlIeHHAss SKcmpeccuss reHa AR» orHocutes k  nmroOomy

nosbimeHn0 yposHs: MPHK, ypoBHs Oenka uian ux KOMOWHAIHI, COOTBETCTBYIOLIUX IeHY

AR.

B nHacrosimem nOKyMeHTe TepMUH «TeHOMHasi nepectpoiika reHoB TMPRSS2 u
ERG» ortnocurcst k moboii nepectpoiike renoB TMPRSS2 u ERG, xoropast cBsizana ¢
pPaKoM MpeAcTaTeIbHON Keje3bl, U MoKeT Bktouath ciusHue reHosB TMPRSS2 u ERG.

VYka3aHHasi FeHOMHAsI IEPECTPOIlKa MOXKET MPUBOAUTH K TpaHciaokauu reHoB TMPRSS2 u

ERG.

[Ipenmonaraercs, YTO B HACTOSIIIEM JOKYMEHTE TEPMHH «TEPareBTHYECKU
s dexTuBHOE KONMYECTBOY (HApPMAIIEBTHUECKOrO areHTa Wi KOMOWHAIIMM areHTOB
OTHOCHTCS K KOJIMYECTBY areHTa(-0B), KOTOPOe 00ECIeYnBAET TEPANIEBTHUECKOE NeiiCTBHE
y cyObekTa, KOTOPOro JiedaT, NP NPUEMIIEMOM OTHOIIEHUH TIOJb3a/PUCK, KOTOPOE
OTHOCHTCSI K JIFOOOMY MEIHKaMEHTO3HOMY JIeUeHHI0. TepaneBTHYECKOe AEHCTBUE MOXKET
ObITh OOBEKTHUBHBIM (T.€. MOXET OBITh M3MEPEHO B HEKOTOPOM HCCIIEIOBAHUHM WM C
UCTIONIb30BAaHUEM MapKepa) Wil CyOBEKTHBHBIM (T.€. caM cyOBekT coobmaer o6 sddexre
WIH OLIyIIAaeT yKa3aHHoe aeiicteue). TepaneBTudecku 3¢ eKTUBHOE KOJTHMYECTBO OOBIYHO
BBOJIAIT B PAMKax PeXUMa BBEACHMS, KOTOPBIH MOXET BKJIIOUATh HECKOJIBKO CTAHIAPTHBIX

103. 17151 1060ro KOHKPETHOTO (hapMaLleBTUYECKOTO areHTa TepaneBTU4ecku 3P PeKTUBHOE
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KOJINYECTBO (W/MJI COOTBETCTBYIOIIAS 1032 B paMKax 3(h(EeKTUBHOIO pekuMa BBEIECHHS)
MOJKET BapbHPOBATHCS, HAIPUMED, B 3aBUCUMOCTH OT CHOco0a BBENEHHsI, KOMOWHAINU C
ApyrumMu  (papmaneBTHYECKUMHU areHtaMu. Kpome TOoro, KOHKpPETHOE TepareBTHYECKU
3¢ PeKTUBHOE KOJNYECTBO (W/WJIN CTaHAAPTHAS 103a) IJIsl II0OOr0 KOHKPETHOro cyOBeKTa
MOXKET 3aBHCETh OT Pa3HbIX (PAKTOPOB, BKJIOUAs HAPYLIEHHE, KOTOPOE JIeUaT, U TSKECTh
HApPYILIEHHs, AKTUBHOCTb KOHKPETHOTO MPHUMEHSIEMOro (papMaleBTHYeCKOro areHra,
KOHKPETHYIO TPUMEHSIEMYI0 KOMIIO3ULIMIO, BO3PAacT, Maccy Tena, olliee COCTOSHUE
3I0POBbsI, TMOJI M PALMOH CyOBEKTa, BpeMsl BBEIAECHUS, CIIOCOO BBEIECHUS W/WJIU CKOPOCTh
BBIBEJICHHSI WJIM METa0OJIM3Ma KOHKPETHOTO MPUMEHSIEMOro (hapMaleBTHUYECKOTO areHTa,
NPONOJDKUTEIBHOCTD JICYEHUS, U CXOXHe (PAKTOPBI, XOPOIIO H3BECTHBbIE B 00JacTH

MEOULIUHBIL.

B HacTosieM HOKyMEHTE TEPMHUH «JIEUEHHE» (a TaKKe «JIEUNUTh» MIIH «CIOCco0
JICYSHHSD» ) OTHOCHUTCS K JIFOOOMY BBEIEHUIO (hapMaLleBTHUECKOTO areHTa, JIEKAPCTBEHHOTO
CpenCTBa WM TIpPenapara, KOTOPO€ YAaCTHYHO MM IOJHOCTBIO OCNAOJIsIeT, CHIDKAET,
o0yeryaer, TOAABISET, 3aJEPKUBAET NOSBICHHE, CHIDKAET TSDKECTh W/WINM CHIDKAET
JaCTOTy OOHOI0 WA 0oJlee CHUMIITTOMOB HJIM OTJIMYUTEIbHBIX NMPU3HAKOB KOHKPETHOI'O
3a00JeBaHys, HApyIIEHMs, CHHIPOMA W/MIU COCTOAHUS. YKa3aHHOE JIEYEHHE MOXKHO
IPOBOJUTH Y CyOBEKTA, KOTOPBIN HE OIIYIAET IPU3HAKN COOTBETCTBYIOIIETO 3a00JIeBa NS,
HApyLIEHUs W/WIN COCTOSIHMS, WHIH y CyOBbeKTa, KOTOPBIH OLIYIIAeT TOJBKO paHHUE
NpU3HAKK 3a00NeBaHMs, HAPYIIEHNUsT W/HIIM COCTOSHUA. B KauecTBe anbTepHATHBBI WU B
JOMNOJHEHHE, YKa3aHHOE JICUEHNE MOJKHO IPOBOIUTD Y CYyOBEKTa, KOTOPBIH OILIyINAeT OAHH
win Ooyiee yCTaHOBJIEHHBIX INPH3HAKOB COOTBETCTBYIOILIErO 3a00NeBaHMs, HapyLICHUS

W/WIN COCTOSIHUSL.

B HacTosiieM JOKyMEHTE TEPMHUHBI «HEOOS3aTENbHBINY I «HEOOS3aTeTHHOY
O3HAQYAIOT, YTO OMHUChIBAEMOE Jajee COOBbITHE WM YCIOBHE MOMKET MPOUCXOIUTH
(BBIMOHATBCS) WITH MOKET HE MPOUCXONUTD (HE BBITIONHATHCS ), U B OMUCAHUE BKITFOUYEHBI
CJTy4au, B KOTOPBIX YKa3aHHOE COOBITHE UJTH YCJIOBUE MMPOUCXOIUT (BBIMOTHSIETCS ), & TAKIKE
cllydad, B KOTOPBIX OHO He MPOMUCXOAMT (He BbImosHseTcs). Hanpumep, «Heobs3aTenpHO
3aMEIIEeHHBIN KW OTHOCUTCS K QJKWJIY, KOTOPBIA MOMKET OBbITh 3aMEIIeH, a TaKXke K

COOBITHIO MJTU YCJIOBUIO, ITPU KOTOPOM AJIKHUJI HE ABJIACTCA 3aMCILICHHDBIM.

TepmuH «3aMeIeHHBIH» OTHOCHTCSA K (pparMeHTam, COAep KalluM 3aMeCTUTENH,

3aMEHSIOLINE aTOM BOAOPOAA MPH OJHOM MM Oojiee aToMax yriepoaa B ocrtose. Crenyer
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NOHUMATh, YTO «3aMEIIEHHE» WIH «3aMELICHHBIN BKJIIOYAET MOApa3yMeBaeMoe YCIOBHE,
YTO YKAa3aHHOE 3aMeIleHHe COOTBETCTBYET PAa3PEIUCHHONW BAJCHTHOCTH 3aMELIEHHOTrO
aToMa M 3aMeCTHTEeNs, M YTO YyKa3aHHOE 3aMelIeHHe NPUBOAUT K OOpPa3OBAHUIO
CTaOMJIBHOTO COEIMHEHUs, HANpHMep, KOTOPOe He IMOJBEPraercs CaMONPOU3BOJIBHOMY
NpEeBPAILEHHIO, HAIPHMep, MOCPEICTBOM MNeperpynnupoOBKY, LUKIM3ALNH, 3JTUMHHALNN
u T.1. B HacTosiieM 1OKyMeHTe MOoApa3yMeBaeTCsl, YTO TEPMHUH «3aMEIEeHHBINY BKJIIOYAET
BCE JIOMyCTHMbIe 3aMECTUTEJIM OpPTraHMYEeCKUX COoeAuHeHud. B MIHMpOKOM acrekte
IOMYCTUMbIE 3aMECTUTENHM BKJIOYAIOT ALMKIHYECKHe U LIUKIMYeCKUE, Pa3BETBIICHHbIE U
Hepa3BEeTBJCHHbIE, KapOOLMKINYECKHEe W TeTEePOLUKINYECKHEe, apOMaTU4YecKue |
HEeapoOMaTHYECKHe 3aMECTHTEIM OpPraHU4YeCKUX COeNMHeHHH. B COOTBETCTBYOLIMX
OpraHMYeCKUX COEJUHEHHUSIX MOTYT MPUCYTCTBOBATb OAMH WM OoJjiee IOMyCTHMBbIX
3aMEeCTUTeJIeH, KOTOpbIe MOTYT OBbITh OIMHAKOBBIMH WM pa3HbIME. J{JIst 337184 HACTOSILIETO
M300pEeTeHNs TeTePOATOMBI, TAKHE KaK a30T, MOTYT COZEPKaThb BOAOPOIHbIE 3aMECTHTENN
W/WIH TOMyCTUMbIE 3aMECTHTENIN OPTaHHMYECKUX COSNUHEHUH, OMHMCaHHbIE B HACTOSIIEM
IOKYMEHTe, KOTOpbIE YJOBJIETBOPSIOT TMPABIJIYy BaJ€HTHOCTH JJisl TeTepPOaTOMOB.
3aMecTUTeNH MOTYT BKJIIOYATh JIFOObIE 3aMECTUTEITH, OMTUCAHHBIE B HACTOSLIEM JJOKY MEHTE,
HarpuMep, TajioreH, TUAPOKCHI, KapOOHMJ (Takol Kak KapOOKCHII, ajJKOKCHKapOOHHII,
dbopMun wamM amwi), THOKAPOOHMJ (TakOW Kak CIOXKHBIA THO3(UpP, THOALETAT WU
ToOpMHUAaT), AIKOKCHII, Okco, pochopun, pocdar, pochonar, pochunar, ammuuo, amuzo,
AMHMIVH, UMHH, LIUAHO, HUTPO, a3MMAO, CYJb(OrHUIPWI, aJKHITHO, CyJabdar, CyJIb(oHaT,
cynbhamon, Cyab(HOHAMHUIO, CYIB(POHII, TeTepoapuil, FeTePOLNKIIOANKII, aAPATKIII WIN
apOMaTHYeCKH WM rerepoapoMarudeckuii pparment. CrienuaanucTaM B TaHHOH o0jacTu
TEXHUKH TMOHSATHO, YTO CaMH 3aMECTHTEJH, B COOTBETCTBYIOLIMX CJIydasiX, MOTYT ObITb
3amerneHbl. OnucaHue B HACTOSLIEM JOKYMEHTEe XHMHYECKUX (parMeHTOB, KOTOpbIe HE
0003Ha4YeHbl KOHKPETHbIM 00pa3oM Kak «He3aMeLIeHHbIE», BKIIOYAIOT 3aMElIeHHbIE
BapuaHThl. Hampumep, onrcaHie «apuiibHOM rpymmbly Wik pparMeHTa HesIBHBIM 00pa3omM

BKJIFOYA€T KaK 3aMCIICHHBIC, TAK U HE3AMCIICHHBIE BAPUAHTbBI.

B HacrosilieM JOKyMEHTE TEpPMHH «aJKWJI» OTHOCUTCS K HACBIIIEHHBIM
annpaTHYECKUM IPYIIIaM, BKIFOYas, HO HE OTpaHU4MUBasCh ykazaHHbIMH, C1-Cio THHEHHbIE
ankwuibHble rpynmnsl win C3-Cio pa3BeTBIEHHbIE alKUIbHbIE rpynnel. IIpennoutuTensHo,
«ankunpHas» rpynna orHocutcss K Ci1-Ce nuHelHbIM ankuibHbIM rpynnaM uiu Cs-Ce
Pa3BETBIIEHHBIM AJKWIbHBIM Ipyrnam. Hanbonee npennouTuTensHo, «alKIIbHASD TPyIna

otHocutcst k C1-C4 nuHelHbIM ankuiabHbIM rpynnam win Cs-Cg  pa3BeTBIEHHBIM
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ankwibHbIM rpynmnaMm. Ilpumepsl «ankuiaoB» BKJIOYAKOT, HO HE OrPaHUYUBAKOTCS
YKa3aHHBIMU, METHJI, 3THJI, |-TIPOIUJI, 2-IPOMHJI, U30MPOIUJI, H-OyTHII, BTOP-OyTHII, TPeT-
Oytun, 1-meHTWN, 2-TEHTWN, 3-TIEHTHJI, HEONeHTW1, l-rekcun, 2-rekcwi, 3-rekcwi, 1-
rentun, 2-rentwn, 3-rentun, 4-rentun, 1-okTwn, 2-OKTWi, 3-OKTHUI U 4-OKTHIL

«AJKWIBHAS) TPYIIIA MOXKET ObITh HEOOS3aTeIbHO 3aMELEHHOM.

B HacrosieM MAOKyMEHTE TEPMHUH «rajOT€HAJIKWI» OTHOCUTCS K KWy,
3aMEIeHHOMY OHUM WM Oojiee aTOMaMH TaJIOTeHOB, 7€ TajJloTeH U aJKWIbHAS TPy
Takue, Kak omnpeneneHo Bblme. [Ipumepbl «rajaoreHankuaoB» BKIIOYAIOT, HO HE
OrPaHUYMBAIOTCS YKa3aHHBIMH, (PTOPMETIII, TUPTOPMETHIL, XJIOPMETHII, TPUPTOPMETHIT U

2,2, 2-puTOpITHIL

B HacTOsillleM NOKyMEHTE TEPMUH (THAPOKCHUJIATKHI HIIH «THIAPOKCHUAIKHIDY
OTHOCHTCS K aJIKUJIbHOM IPYTINE, TAKOH KaK OMPeNeeHo BhIllle, 1 OAUH WK 0oJiee aTOMOB
BOIOPOZa B aJKWJIbHOW TIpyIIe 3aMeHEeHbl Ha TUAPOKCHIIbHBbIE Tpymmbl. I[Ipumepbl
THIPOKCUNIANIKMIIBHBIX (DPAarMEHTOB BKJIFOUAIOT, HO HE OrPAaHUYMBAKOTCS YKa3aHHBIMU,
-CH,OH, -CH,CH,OH, -CH»CH,CH,OH, -CH>CH(OH)CH;OH, -CH,CH(OH)CHj;,
-CH(CHs3)CH,OH.

B HacTosilieM AOKYMEHTE «reTepOLMKIOANKII» OTHOCUTCS K HEapOMAaTHYECKOH,
HAaCBIIIEHHOU WJIA  YaCTUYHO  HACBHILIEHHOH, MOCTHKOBOH  OWIIMKJIMYECKOH,
CIUPOLMKINYECKOH, MOHOLMKIMYECKONM MM TMOJULUKIMYECKON CHCTeMe KOJel,
cozepskameil oT 3 10 15 uneHos, copeprkaliel MO MEHbLIEH Mepe OAUH reTepoaToM WU
reteporpytmy, BeiOpanHbi(-yi0) u3 O, N, S, S(0), S(0)2, NH u C(O), npudem ocrajabHbIe
aTOMBI B KOJIbLIE HE3aBHCUMO BBIOPAHBI M3 TPYTIIbL, COCTOALICH U3 yIiepoaa, KUCIOpOna,
a3oTa W cepbl. TepMUH «reTepOLUKIOANKUI» TakKe OTHOCHUTCS K MOCTHKOBOM
OMLIMKIIMUECKOW CHUCTeME KOJIEL, COAepIKallel 10 MEHbLIeH Mepe OIHMH IeTepoaToM I
rereporpymnny, BeiOpaHHbIH(-y10) U3 O, N, S, S(0), S(O)2, NH and u C(O). ITpumepst
«TeTEePOLIMKIIOAIKUIIOBY BKIIIOUAIOT, HO HE OrPaHUMYMBAIOTCS YKa3aHHBIMU, a3€TUAMHMUIL,
OKCeTaHWJ, HUMUAA30JUANHUN, NUPPOJUAMHUI,  OKCA30JUIUHWI, THA30JIUIUHUIL,
MTUPA3OJUIHHUI, TETPArHAPO(YpaHI, MUEPUIUHII, TUTHAPOTHPUANHILI, THTIEPASUHIL,
TeTparuApONUpaHu, MOPQOTUHII, THOMOpP]OIHHUI, 1,4-nuokcanumn,
TUOKCUAOTHOMOP(OIMHNI, OKCANUIEPA3UHIII, OKCAMIIEPUANHII, TeTparunpodypur,
TETParuApONUpPaHIL, TETPAruIpPOTHOD SHIL, OUTUIPONUPAHNI, VH/IOJIMHMUII,

UHOOJIHUHUIIMETHII, H30UMHIAOJIMHUII, OKCOH3OUMHAOJIHWHWII, AHOKCOMW3O0OMHAOJIHWHHII, a3a-
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OMLIMKIOOKTAHWJ, JUa3a0ULMKIOOKTAHWI, A30LMHUJ, XPOMAaHWJI, H30XPOMAHUII,
KCaHTeHW]I, 2-okca-6-azacnupo[3.3|rentaHui. [ eTepoluKIOaNKUIbHbIM 3aMECTUTENb
MOKET OBITh TpPHCOEAMHEH OO dYepe3 aToM yryepona, JMOO dYepe3 TeTepoaTOM.
I'eTepoumKIIOaIKMIIbHAS TPYIINIA MOXKET OBITh HEOOS3aTeIbHO 3aMelleHa OTHOH Wi OoJiee
NOAXOMSALUIMMH TPYNIaMH 1O OOHOW wujaM 0Oojiee yKa3aHHBIM BBIIIE TPYTIIaM.
[IpennodTuTenbHO,  «TE€TEPOLMKIOANKUI»  OTHOCUTCA K  5-6-UJI€eHHOMY  KOJIbLLy,
BBIOPAHHOMY W3 TPYIIIbIL, COCTOSIIEH W3 a3eTUAMHMIIA, OKCETAHMIA, UMHIA30UIUHIIIA,
MUPPOSTUAUHIIIA, OKCa30JIMIUHUIIA, THUA30JIUANHUIIA, NHPa30JIUANHIIIA,
TeTparuapodypaHmia, MUTIEPUIUHUIIA, MUTNEePA3HHIIA, TETPAruAPONUPAHIUIIA,
MopdoarHmIa U THOMOpGoTHHIIA. Bee reTeponmKIoankuibl HeoOs3aTeIbHO 3aMeIeHbI

OIHOM 1k OoJiee yKa3aHHBIMU BBILIE TPYIIIAMH.

B HacTosileM MOKYMEHTE TEPMHH «TeTepOapHD) OTHAEIBHO HIJIM B KOMOWHAINU C
apyrum(-u) TepMHUHOM(-aMH) O0O3HA4aeT IMOJHOCTHIO HEHACHIIIEHHYI0 CHCTEMY KOJIell,
coaep:kamy Bcero ot 5 1o 14 aromos B kosble. [Io MeHbIIel Mepe OIMH U3 aTOMOB B
KOJIbLIE TIPECTaBIsAeT COOOW rerepoaToM (T.€. KHUCIIOPOX, a30T WM Cepy), NpHYEM
OCTaJIbHBIE ATOMBI/TPYIIIIBI B KOJIbLIE HE3aBUCUMO BBIOPAHBI U3 YIIIEPOAa, KUCIOPOa, a30Ta
Wi cepbl. lerepoapusi MOXKET coAepkaTb OJHO KOJbIO (MOHOLMKIMYECKHA) WIH
HECKONIbKO ~ Kosel] (OMLMKIMYeCKul, TPULMKINYECKHUH WM  MOJULUKIMYECKHUH),
KOHJIEHCHPOBAaHHBIX JIpyI C JpPyroM WM COEAMHEHHBIX KOBAJEHTHOH CBS3BIO.
ITpeanouTHTENbHO, «TeTepoapmi» MpeAcTaBisier coboi S-6-uneHHoe koiblo. Kombia
MOTYT COAEpsKaTh OT 1 10 4 HOMONHUTENbHBIX reTepoaTOMOB, BeIOpanHbIX 13 N, O u S, roe
atoM N He0Os13aTeNIbHO SIBJIIETCS YeTBEPTUYHBIM. [ eTepoapiibHbIl parMeHT MOXKeT ObITh
NPUCOEIMHEH KOBAJEHTHOW CBS3BIO IO JIFOOOMY MOAXOMSLIEMY MOJOKEHHIO B KOJbLE C
JAHHONH XHUMHYECKOW CTpyKTypoil. Ilpumepel «rerepoapuyioB» BKJKOYAKOT, HO HE
OrPaHUYMBAIOTCS YKA3aHHBIMHU, (DypaHWI, THEHWI, THPPOJINI, MHPA30JIII, UMUAAA30JIHIL,
OKCa30JIMJI, LUHHOJMHWI, W30KCA30JWJ, THA30dmI, wu3oTHasommn, 1H-rerpasomnmn,
OKCaaua30il, TPHUAZOIWI, MUPUIWI, 3-QTOpPIUpHUIANI, THUPUMUAWHWI, MHPASHHUIL,
nupuaasuHuI, OeH30Kca30iwI, OeH3M30KCAa30MWI, OeH30THA30II, OeH30(ypaHu,
OeH3oTHEeHW,  OEH30TPHA3HHMI, dranasuHwI,  TUaHTpPeH,  AuOeH30(QypaHu,
IUOeH30THeHW, OCH3UMMIA30JIII, WHAOJMI, W3OMHAONMI, HWHAA30JIUJ, XWHOJHHMIL,
W30XUHOJMHWI, XUHA30JUHIJI, XHHOKCAIMHII, ITypUHWI, nrepunuauni, S9H-kapOazonmi, o-
KapOOJIMHII, WHIOJU3UHWI, OEH30M30THA30JWI, OCH30KCA30JIUJI, MHPPOJIOMUPUIII,

(bypOonupUINHNUI, MypUHII, OEH30THAAMA30JII, OEH300KCAAUA30III, OSH30TPUA3O0IMII,
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OeHzoTpuanuazonui, kapOa3onmi, ATUOEH30THEHWN, aKpUAWHWI U T.1. I erepoapuibHas

rpyIIa MOKeT ObITh HEOOSI3aTebHO JOMOTHUTENBHO 3aMeIIeHa.

B HaCTOALEM ANOKYMCHTEC TCPMHUH «AJIKCHUJD» OTHOCHUTCA K er'[BpOI[HOﬁ eI,
KOTOpasi COJAEPKUT MO MEHbLIEH Mepe OIHY YIVIEpOA-YINIEPOAHYIO ABOWHYH CBS3b U
KOTOpasi MOXKET OBITb JIMHEWHOW WJIM Pa3BETBICHHOM WM COAepKaTh KOMOHMHAIUU
YKa3aHHbIX ueneifl. HpI/IMepr CAJIKCHUJIOB»  BKJIIOYAKOT, HO HE€ OI'PaHHYHBArOTCsA
YKa3aHHbIMH, BUHWUJI, aJUJIUJI, U30NPONCHUJI, MEHTCHUJI, TEKCCHUJI, TCITCHUJI, l-HpOHeHI/I.II,

2-OyTeHuI U 2-MeTHII-2-0y TeHUJI.
B nacTosileM 1OKyMeHTe TEpMHUH «aMHHO» OTHOCUTCA K rpymmne -NHo.

B HaCTOALIEM AOKYMECHTC TEPMUH «TaJIOTCH-» HWJIHW «TaJOreH» OTACIbHO WU B

KOMOUWHaLMu ¢ ApyrumM(-u) TepMuHoM(-amu) obo3Haqaer GTop, XJiop, OpoM Wi Hox.

B HaCTOALIEM JOKYMCHTE TCPMHUH «KTUAPOKCHU» WU «TUAPOKCUID» OTACJIBbHO WUJIU B

KoMOMHamu ¢ npyrum(-u) repMuHoM(-amu) obosznavaet -OH.
B HacTosileM TOKyMEHTE TEPMHUH «OKCO» OTHOCUTCS K rpytme =0.

B HacrosileM JOKyMEHTE TEPMHUH «aJIKOKCH» OTHOCUTCS K rpymnne -O-ankui, rae
anKuibHasg rpymnmna, Takas kak omnpeneneHo sbime. Ilpumepsr Ci1-Ciro ankoxcurpynn
BKJIFOYAIOT, HO HE OrPAHUYMBAIOTCS YKA3aHHBIMHU, METOKCH, 3TOKCH, H-NIPONOKCH, H-
OyTOKCH HITH TPeT-0y TOKCH. AJNIKOKCUTPYTINA MOKET OBITh HEOOs3aTeIbHO 3aMeIeHa OTHON

wiu OoJee MOAXOISIIUMU TPYIIAMH.

B HacTosiieM HOKYMEHTE TEepMHH «apuir» NpeAcCTaBisieT coOoil HeoOs3aTeNbHO
3aMEUICHHYI0  MOHOLMKJIMYECKYIO,  OWIMKJINYECKYH)  WIH  TOJULUKINYECKYIO
apOMAaTUYECKYI0 YTJIEBOAOPOAHYIO CHCTEMY KOJIELl, COIEpIKAUlyld OT MPUMEpPHO 6 10
14 atomoB  yrinepona. Ilpumepst C¢-Ci4 apuibpHBIX TpYII  BKIKOYAKOT, HO He
OrPaHUYMBAIOTCS YKa3aHHbIMH, (eHwm, HadTun, Oudennn, antpui, GpayopeHu, HHIAHI,
oundennm T 1 aneHagTHI. ApUITbHAS IPYIIIA MOKET OBITh HE3aMELIEHHOH HIIH 3aMelleHa

OIHOM Win OoJiee MOAXOMSIUMHE IPYTIITaAMH.

Tepmun «ammmy otHocutes K rpymme R-CO- mm -CO-R, rae R npencrasnsier coboi
HEeOoOs3aTeNIbHO 3aMELIeHHYI0 alKUIBHYI TPYIIy, ONpeAe]eHHYIo Bbime. Ilpumepsl

«alMJIBHBIX» TPy BKJIKOYAKOT, HO He orpaHuumBaroTcs ykasaHHbeiMu, CH3CO-,
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CH3;CH,CO-, CH3CH,CH»CO- unn (CH3),CHCO-. Tepmun «-O-aumm» otHOocuTcs K -O-

CO-R, rne R mpencrasisier coboi akul, TAKOW KaK ONpPEEIeHO BBILIE.

TepMI/IH «TETEPOATOM» B HACTOAIIEM JOKYMECHTC 0003HaYaeT aTOM CE€pPbI, a30Ta UJINU

KHCJIOpO/Ia.

Tepmun «cyOpekT» 0003HAUaeT MIIEKOMUTAIOLIEe, HAIpUMep, denoBeka. B omHOM
U3 BapUAHTOB peaju3allid M300peTeHusT CyOBEKT OTHOCUTCS K JIFOOOMY CYyOBEKTYy,
cTpajarouieMy ot 3a00NIeBaHMsI TPEACTATENBHOM *KeNe3bl. B 1pyroM BapuaHTte peaansanun
n300peTeHust TEPMUH «CyOBEKT» OTHOCHUTCS K JIOOOMY CyOBEKTY, CTpaJarIeMy OT paka
NpPEACTATeIbHOW JKene3pl. B npyrom BapuaHTe peanu3almu W300pEeTEeHHs TEPMHH
«CyOBEKT» OTHOCHTCS K JIOOOMYy CyOBEKTY, CTPajarolieMy OT YCTOHYMBOrO K KacTpallu
paka TpencTaTeNbHON Kele3bl. B Ipyrom BapHaHTe peann3alui H300peTeHUs] TEPMHH
«CyOBEKT» OTHOCHTCS K JIFOOOMY CyOBEKTy, KOTOPOMY MPOBOIMIM KacTpanui. B apyrom
BapHUaHTa pea3alii U300PETeHUs] TEPMUH «CYOBEKT» OTHOCUTCS K JIFOOOMY CyOBEKTY,
KOTOPOMY TPOBOAWJIM AHTHAHIPOTEHHYIO Tepanuioo. B apyrom BapuaHTe peanm3anuu
TEPMHUH «CyOBEKT» OTHOCHUTCA K JIIOOOMY CYOBEKTY, CTpajaroIleMy OT YCTOMYHBOIO K
KacTpalMl paka TMpPeNCTaTeNbHONH JKeJe3bl, IOJYyYalleMy AareHT, pas3pyluaroIiui
SMARCAZ2/4, B xadecTBe Tepanmuu NEepBOH JMHUH. B Jpyrom BapuaHTe pean3aluu
TEPMUH «CyOBEKT» OTHOCHUTCA K JIIOOOMY CYOBEKTY, CTpajarolleMy OT YCTOMYHBOIO K
KacTpalM paka MpeACTaTeNIbHON JKelle3bl, MOJNyUYaroeMy KOMOMHHPOBAHHYIO TEPAIIUIO,
BKJIFOYAKOLIYI0 areHT, paspyuaromuii SMARCA2/4, u mo0ble npyrue TepaneBTHUECKUe

Ar€HTHI.

TepmuH «CyOBEKT € yMEpEHHBIM YpPOBHEM OTBETa» HA JICYCHHE AareHTOM,
pazpymaromum  SMARCA2/4, mnpu onucaHud CyObeKTa COIJIACHO HACTOSIIEMY
u300peTeHn0, 0003HaYaeT CyOBeKTa, y KOTOPOro UMEETCs JIo0Oe OMHO U3 OMyXOJib-

cneun(pUIeCKNX N3MEHEHHUH COrIACHO HACTOSIIEMY H300PETEHUIO.

TepmuH «CyOBEKT C BBICOKMM YPOBHEM OTBETa» Ha JICYEHHE AareHTOM,
pazpymaromnm  SMARCA2/4, mnpu onmcaHud CyObeKTa COTJIACHO HACTOSIIEMY
n300peTeHnio, 00O3HauaeT CyOBEeKTa, y KOTOPOrO0 HMEIOTCS IO MEHbINeH Mepe IBa
OMyXOJb-CIeLU(PUIECKUX H3MEHEHHsI COTIACHO HACTosieMy H3o0pereHuo. Hampuwmep,
CyOBEKT MOKET OBbITh ONHMCAaH KaK «HUMEIOIINH BBICOKHII YPOBEHb OTBETa» Ha JICUCHHE

arenrom, paspymaromum SMARCA2/4, ecniu y HEro mpoUCXOAsIT CASNYOIIHe U3MEHEeHUS:
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1. Myrtauus, aMIUIMpUKALUs WIH TOBBILIEHHAS 3KCIPECCUs T'€Ha aHAPOT€HHOTO
peuenTopa (AR); u myTauus norepu GyHKIHUU WK BPEAHAS MyTalHs TOMOJIOTa

docdaraszer u Tensuna (PTEN);

il.  MyTauust morepu (QYHKIMM WM BpeaHas MyTauusi romojiora gocdarasbl u
teH3uHa (PTEN) u reHomMHast nepecTpoiika, KOTopasi IPUBOAUT K TPAHCIOKALIUU

renoB TMPRSS2 u ERG;

iii.  MyTtauus, aMmriMQUKALUs WA TOBBIIEHHAS SKCIPECCHs TeHa aHAPOTEHHOTO
peuenTopa (AR); 1 reHOMHas mepecTpoiika, KOTopast IPUBOIUT K TPAHCIOKALIUN

renoB TMPRSS2 u ERG.
SKCHEPUMEHTAJIBHAS YACTD

CriocoObl  cuHTE3a [UIL  TOJIyYEHHUs] COENMHEHMH COIJIACHO  HACTOSIIEMY
U300pETEeHUIO OIMUCaHbl B MEXKOYHAponmHOUW 3asiBke Ha mareHT PCT/IB2019/053443,

coaep:KaHNe KOTOPOH BKJIFOUEHO B HACTOSIIIIUI JOKYMEHT BO BCEH MOJHOTE.
Ipumep — 1:

Onpenenenue AaHTHUNPOIU(EPATHBHON AKTHBHOCTH AareHTa, pa3pyliaomero

SMARCAZ2/4, B knerkax B ucciaenosanuu Cell Titer Glo® (Promega):

BricenBanu kjieTouHble IMHUY paka npeacrarenbHoit sxkenesnl, Veap (ATCC, kat.Ne
CRL-2876), LNCaP-FGC (ATCC CRL-1740), 22RV1 (ATCC CRL-2505), PC-3 (ATCC
CRL-1435), DU-145 (ATCC HTB-81) u RWPE-1 (ATCC CRL-11609) B 96-nyHO4HBII
YEepHBbIM MJIAHIIET ¢ MpO3pavyHbIM TUIOCKMM AHOM JyHOK (Corning, kat.Ne3904) ¢
HCIIOJIb30BAHUEM COOTBETCTBYIOIIEH MOJHOU cpenbl. OqHOBPEMEHHO BBICEUBAN KIIETKU

AJIsL TIPOBENCHM S NU3MEPEHUA B 0 JACHD.

Ha crnenyromuii 1eHp K KJIeTKaM 100aBIsUTH COeNMHEHHE 43 COrJIaCHO HACTOSIIIEMY
n3obperennio m3 10 MM MaTouyHBIX pacTBOpOB, mosnyueHHbIX B JIMCO (Sigma, kat.Ne
D2650). B xauecTBe KOHTPOJIBHOTO HOCHTENS MCnoib3oBaiu Tonbko JIMCO. ObpsiBanu
pEaKMIO B TUIAHIIETE U1 n3MepeHus B O neHb, 100aBIsist B ICHb A00ABIEHUS COSIUHEHNS
50 mxn pearenta Cell Titer Glo® (Promega, xat.NeG7572). MHKyOHpOBamu coeiHEHNE B
TedyeHue 8 nHel 3a uCKIroYeHneM KieTok 22RV 1, nist KoTopeIX HHKYyOaUuio MPOBOIMIN B

teyeHne 6 nHell. Ha 4 neHp BocmoNHsN cpeny cBexuM coeanHeHneM. [locie nakyOaruu
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CoeNHEeHuUs1 00pbIBANIN HCCIenoBaHue ¢ ucnoib3oBanueM S0 mka pearenta CellTiter Glo®.
JromunecuentHelii  peareHt  CellTiter Glo®  no3Bonsier  ompenensiTb  YHCIO
’KM3HECTIOCOOHBIX KJIETOK Ha OCHOBAHMU KOJHMYECTBEHHOH OIIEHKH MPHUCYTCTBYIOLIETO
AT®, KOTOpBIi SBISETCS MOKA3aTeJNeM YHCIa KJIETOK M MeTabONNYecKOH aKTHBHOCTH.

CHumanu naHHbIE TFOMUHECLIEHIINH Ha (PJIyOpECLIEeHTHOM IIIaHIIeT-pUaepe.

Pesynbrater m3mepenuss CTG B O nenb oOo3HaueHbl Kak «HyJeBoe Bpemst (Tz)»,
pesyabrare koHeuHoro u3Mepenus CTG B KOHTPOJIBHOM Ipymine HOCUTENsE 0003HAYEHbI KaK
«xoHTposb pocta, [IMCO (C)», u pe3yapTaTbl B HCCISIOBAHUU POCTa B MPHUCYTCTBHU

JIEKApPCTBEHHOT'O CPEACTBA B IEBATU KOHIEHTpAIUsX 00o3HaueHbl Kak (T1).

ITpn momomu pe3yasraToB u3MepeHuil [Hynesoe Bpems (Tz), koHTpONB pocTa,
JIMCO (C), u pe3ynapTaThl B HCCIENOBAHUU POCTAa B MPHUCYTCTBUU JIEKAPCTBEHHOTO
cpeactsa B AeBATH KOHLeHTparwsx (T1)] BBMUCIANN 3HAYEHHE POCTAa B MPOLEHTAX IS
KOKIOW W3 KOHLEHTPALMi JIEKAPCTBEHHOIO CPENCTBA. YPOBEHb OTBETA B IPOLIEHTAX

BBIYHUCIISUTN KaK:
[(Ti-Tz)/(C-Tz)] x 100, oy kOHUEHTpaLUH, Mpu KOTOpbIX T1> Tz
[(Ti-Tz)/Tz] x 100, nnst KOHLEHTpALWH, IpU KOTOpbIX Ti<Tz

Jndg  KaxOgoro SKCIEPUMEHTAJBHOTO areHTa BBIYMCIAAM TpPU Iapamerpa
3aBUCUMOCTH N103a-0TBeT. Ilomasienue pocra Ha 50% (Glso), KOTOpOE BBIUUCISUIN MPH
nomoimu ypaBueHust [(Ti-Tz)/(C-Tz)] x 100 = 50, COOTBETCTBYeT KOHLEHTPALMH
JIEKapCTBEHHOTO CPENCTBa, KOoTopas oOecreunBaeT yMeHblieHne Ha 50% oOmero
YBEJIMYCHUS] CUTHAJIA JIFOMUHECUEHINU (M3MepeHHbI ypoBeHb AT®) mo cpaBHEHHIO C
KOHTPOJIbHBIMH KJIETKAMH TOCJIE€ WHKYOAlMK C JIEKAPCTBEHHBIM CPEACTBOM. Pe3ysbTaThl

npuBeneHsl B Tabmwue I1.

LCso (xoHmeHTparmus, obecrnednBaromas cHwkeHrne Ha 50% H3MEpEeHHOTO yPOBHS
AT® nocne 3aBepeHns 00pabOTKH JIEKAPCTBEHHBIM CPEACTBOM IO CPABHEHUIO C TAHHBIM
nokaszarejieM B Hadayne oOpabOTKM), KOTOpasl yKa3blBaeT Ha OOllee YMEHBIICHHE Yuclia

KJIETOK TIocsie 00paboTKy, BEMUCIAOT pu oMoty ypasHeHus [(Ti-Tz)/Tz] x 100 = -50.

Onpene.ﬂelme BOCIIPHHUMYHBOCTH KJECTOYHBIX JHMHUH paKa HpeIlCTaTeﬂbHOﬁ Re€JE€3bl

K areHry, paspymarpomemy SMARCA2/4
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AHanu3upoBanu coenuHeHHe 43 COIJacHO HACTOSALIEMY H300pETEeHHIO B
OTHOIIC€HHUHN HECKOJIBKHUX KJICTOYHBIX .]'II/IHI/II\/'I, COOTBETCTBYHOIIUX HOPMAJbHBIM KJIETKAM U
KJICTKaM paka npenc;TaTeanof/'I skeJie3nl. KietouHnble JIMHUY, NTIPUMCHSACEMbBIC B HACTOSALICM
M300pETeHNH, UMEIOT OJHO WM OoJiee OMyXOJb-ClIelMYUISCKUX N3MEHEHHH, TAKUX Kak

Hannuue AR, mytauum PTEN unn cnusaue TMPRSS2-ERG, xoropele npencraBiieHb

HUXKE.
Tao6auua I
Onyxoub-cienudpuyecKkue N3MeHeHusI COTJIACHO
Knetousas Gl Ha6m(:)/:[a:Mo: HACTOAIMEMY moﬁpeTeHmoC
HHYTOXKXCHH
JIHHHA HM) ¥ 3aBHCHMOCTE OT Myranust VHTHIC
KIICTOK AR PTEN TMPRSS2-
ERG
RWPE i
W 260% Her HopmanbHsrii B B
(HOpMabHAN) yposenb AR
DU145 >10000 Her - - -
22RV1 14 Her + - -
I[a (LC50 = 3406
PC3 51 - + -
¢ HM)
VCap 3 Ja (LCso =11 aM) + - +
LnCapFGC 5 Ha (LCso =22 uM) + + -

3Hak ‘+’ yKa3bIBaeT Ha HAJIM4YHE KOHKPETHOI'O OIyXOJb-CIEHN(UIECKOr0 MU3MEHEHUs B

COOTBETCTBYIOLIEH KJIETOYHOU JINHUHU

3HaK ‘~ yka3bIBaeT Ha OTCYTCTBHUE KOHKPETHOTO OMyXOJb-CIeUU(UIECKOr0 M3MEHEHUS B

COOTBETCTBYIOLIEH KJIETOUHOHN JIMHUU

bruto oOHapyskeHO, yTo B HOpMajibHbIX kieTkax (RWPE) coenunenue He
JIEMOHCTPHPOBAJIO KaKOro-TuOO MoAaBieHuss Wid yHUYTOkeHus: kierok (P@HUI. 1). B
KJIETOYHOW JIMHUM paka mnpeacrtateapHon kene3pl DUI145 OTCyTCTBYIOT OMyXOJib-
cneun(puIecKkre N3MEHEHHs, JUI Hee He HaOJI0Aanoch HH MOJABJICHHE POCTa KIETOK, HU
YHUYTOXKEHHE KJIETOK, U, TAKUM 00pa3om, Obu10 onpeaeneHo, yto DU145 He umeer oTBeTa
WM UMeeT cialblif OTBET Ha areHT, paspymaromuii SMARCA2/4 (PUT. 2). Poct 22RV1
u PC3, KJIeTOYHBIX JIMHHWHA, UMEIIUX OAHO U3 YKA3aHHBIX OMYXOJb-CHEH(PHISCKIX
M3MEHEHUH, NMOJABISUICS B 3HAYUTENBHOIN CTENEeHM, NMPU 3TOM KJIETKM HE YHUYTOXAJIUCH
WIN YHUYTOXATUCh B yMepeHHOM kojmuectse (®HUI. 3A u 3B). Habmopamoch
3HAUUTEIbHOE BO3/EHCTBUE KAK HA POCT, TaK U HAa YHUUYTOXKEHHUE KJIETOK B KJIETOUYHBIX
muausx VCap u LnCapFGC, nmeromux aBa U3 TpexX yKa3aHHBIX OMyXOJIb-CIEH(pUIeCKuX

n3meHeHuii (OUI'. 4A u 4B).
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[Tony4yennble HaOMONEHNST OOOCHOBBIBAIOT KCIIOJNIB30BAHME 3aBHUCHMOCTH OT AR,
mytauud PTEN u nammums cnusinus reHoB TMPRSS2-ERG B kauectBe OroMapkepoB mist
omnpeneneHuss BOCHPUMMUYUBOCTH KJIETOUHBIX JIMHUN paka MPENCTAaTEIbHOM JKeIe3bl K

areHTaMm, paspyuaromum SMARCA2/4.
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DOOPMVIJIA NU30BPETEHHA

L. Croco6 neueHus 3a001€BaHIsI UM HAPYLIEHUs Y CyObeKTa, Hy KAAIOIIEroCsl B 3TOM,

BKJTFOUQIOIINN

a) BBIABJIEHHE Hamuuus y cyObeKTa OTBETa Ha JIeYEHHE IO MeHbLIeH Mepe OIHUM

areHtom, paspymaromnm SMARCA2/4, Bkitoyaroriee CTaauu:
i.  BbIOeNeHUs1 OMOJIOrHYecKoro oopasua y cyobekTa,
il.  ompeneyeHus] HATUYHUS OMyXOJb-CIIeHU(PUUIECKUX U3MEHEHHH,

ili.  BBUIBJIGHUS] HaJW4Yusl y CyOBEKTa OTBETA HA YKAa3aHHOE JICUEHHE, €CIIU

MUMEETCS 110 MEHbINEH Mepe OIHO U3 OMyXOJIb-CIeUN(UISCKUX N3MEHEHHH; 1

b) BBemeHue TepaneBTHYECKH 3((EKTUBHOIO KOJMYECTBA MO MEHBLICH Mepe OIHOTO
arenta, paspymaromero SMARCA2/4, cyObekTy, y KOTOPOrO BBISBIEH OTBET Ha

JieueHue, TSl JISUEHHsI TEM CaMbIM 3a00JIeBaHUS WIIK HAPY LIICHHUS.
2. Cnocob mo 1. 1, OTIIMYAIOIIUICS TEM, YTO

y YKa3aHHOTO CyOBEeKTa BBIBJISIIOT YMEPEHHBIH OTBET HA JICUCHUE
arentamy, paspywarommumu SMARCA2/4, ecnu uMeercst OAHO OMyXOJjb-

cneund)ldquKoe U3MCHCHUC, U

y YKa3aHHOrO cyOBeKTa BBIIBJISAIOT CWIBHBIH OTBET Ha JIeUEHHE
arentamy, paspyuaromumu SMARCA2/4, eciu MMEIOTCS IO MEHBLIEH Mepe

JaBa onyxonb-cneun(buquKnx U3MCHCHUA.

3. Croco6 mo mobomy u3 nm. 1-2, OTIMYAOIIMHCS TEM, YTO YKa3aHHOE

OIyXOJIb-Crie(puIeckoe H3MEHEHHNE PEICTABISIET COOOH:

MYyTallUkOo, aMl'IJ'II/I(I)I/IKaLII/II-O HJIM TOBBIMICHHYI) J3KCHPECCHUIO TCHA

annporenHoro peuentopa (AR);

MyTalMi0 TOTepH (PYHKUMH WU BPEAHYID MYTAIMIO TOMOJIOTa

¢docaraszer u Tensuna (PTEN); mu

T€HOMHYO IePECTPOUKY, KOTOPAasi IPUBOAUT K TPAHCJIOKALUU T'eHA

TMPRSS2 u rena ERG.
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4. Crmocob mo m. 1 wiam 2, OTIMYAIOIIMICA TeM, YTO YKA3aHHBIH AareHr,

pazpymarommii SMARCAZ2/4, npeacrasinsier codoit coenunenue Gpopmyisl (I):
N

|
R, F L‘|HauenHBanmm‘/'1 nnraH,z[| 4

WK ero (papMaleBTHYECKU TPUEMIIEMYIO COJTb UJIH CTEPEOU30MED;
5 rjae

R1 mpencraBnsier co0oit BOOOPOA, TajoreH, aliKWjl, aJKEHHJ, aJKOKCH,
rugpokcy, ruapokcuankmi, -COOR, -CON(Ra); wmm  apwr, mpudeM  apui
HEeOoOsI3aTeIbHO HE3aBUCHMO 3aMEIleH M0 MEHbIeld Mepe OIHUM H3 TUIAPOKCH,
aJKoOKcH, rajoreHa, amkuna, amuHo, -ONa, -COOR; unu -OCOR,; npu sTom R, B

10  KaxXIOM Cllydae mpeacTaBisieT COO0I BOJOPOM MM aJIKHJT,

R> mpencrasisier coboit -NR3R4 nnn -OR3; mpuuem Rs u R4 HezaBucumo

IPECTABISIIOT COOOI BOXOPO UITH AJIKU,

KOJIBLIO A MpeACTaBIsieT COOOI reTepOLUKINYECKOe KONbLO, HE0OA3aTeIbHO
HE3aBHCHUMO 3aMEIIEHHOE 0 MEHbIIEH Mepe OJHUM M3 I'MIPOKCH, rajioreHa Wiu

15  ankuia,
L npencrassier coboii IMHKEP C XUMHUYECKOM CTPYKTY POt
H H Ro Re )
B N R N
0] , O , (0] , (0] , 0]

o 2

0]
H
AN
0] O O 0] 0
T I e S L e N I e A
) o | 0 )

2 2 >

o o (0] (0] O O
:.%LH,{r\/OJ?)Lg{ }’\)J\E/\/O\)J?ri %LII\{I’{'\/ OJ;)LII\{I:‘Q

o (0] 0 O 0 0 (0]
N P I T
(0}

){?j\/o\)i{ ?fLrNHg\g“‘a{ fs:o\g/?’i ;JL;{ ?{\)LNB?

AIn H

20

3
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pu4emM

JeBas CTOpPOHA JHMHKepa MPHUCOEIMHEHa K KOJbly A, W mpaBas CTOPOHa

JUHKEepa MPUCOeANHEeHA K HauenuBaromemy juraany (TL);
Ry mpencrapisier coO0 BOAOPO MITH aJIKHIT,
Rc¢ mpencrasnsier coboit anku;
«n» paseH ot 0 no 10, u «p» paseHn ot 1 1o 5,

Hauenusatomuii urana (TL) npencrasnser coboit

R
Rg 7
\AS(\HN/S]/N o N O
0 o o
HN YO o
R, N N
. o

S R 0

<

N
TL-1 : TL-2 WITH TL-3

MIPU 3TOM
R¢ mpencrapnsier cobol BOIOPOA, aKWJI, ALl UM raJOTeHATKIT,

R7 npencrasmsier coboit -O-Rs wnu ranoren; npudem Rs npencrasnser coboi

BOZOPOJ, aJIKWJI, arul uiau Na; u
Rg npencrapisieT co00O BOXOPOA WITH aJIKHII.

5. Crnioco0 1o 1. 4, OTIMYAOIIUICS TeM, YTO YKa3aHHBIN areHT, pa3py LAt

SMARCAZ2/4, npencrasisier coboli coequnenue Gopmyibl (IA):

_N.__NH,
N

AN
I
= L
R; 1HauenHBammHﬁ JUTAHT | (1A)

WK ero (PapMaleBTHIECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

6. Crioco0 1o 1. 4, OTINYAOIIUICS TE€M, YTO YKa3aHHBIN areHT, pa3py LIaroIui

SMARCAZ2/4, npencrasisier coboii coenunenue Gopmyisl (IB):
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_N.__NH,
N N

| = L
G 1Hauenn3ammnﬁ nnraH;[| (IB)

OH
WM ero (papMaLeBTUYEeCKH IPHEMIIEMYIO COJIb HITH CTEPEOH30MEp.

7. Crnioco0 1o 1. 4, OTIMYAIOIIUICS TE€M, YTO YKa3aHHBII areHT, pa3pyuaroIuii

SMARCAZ2/4, npencrasisier coboii coequnenue Gopmy.ib (IC):

_N.__NH,
N
|
>
N
5 OH L—|HauenHBanmHﬁ JIUATAHT | (IC)

WK ero (PapMaLeBTHUECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

8. Crioco0 mo 1. 12, oTan9aromuiicst TeM, YTO yKa3aHHBIN areHT, pa3py LA Iui

SMARCAZ2/4, npencrasisier coboli coequaenne ¢hopmysl (D):
_.N.__NH,
N

A
I P N/\
on SN

~ L—|Hauem/IBaIOIIII/II71 JII/IFaHIll (D)

10  wm ero ¢papMaleBTUUECKHU IPUEMIIEMYIO COJIb UJIU CTEPEOU30MED.

9. Crnoco6 mo m. 1, OTNMYAKOINMICS TeM, YTO YKa3aHHOe 3aboJjieBaHUE

npeAcTaBisieT co0o 3a00IeBaHNe MPENCTATENbHOMN JKEIe3bl.

10. Crnoco6 mo m. 9, OTNMYAKOINUICS TEeM, YTO YKa3aHHOe 3abojieBaHUE

NPEACTATEeIbHOM JKeJIe3bl PEACTaBIsIeT COOOH pak MpeaCcTaTeIbHOM KeJe3bl.

15 11 Croco0 1o 1. 10, OTIUYAOIIHINCS TeM, YTO YKa3aHHBINA PaK MPeaCTaTeIbHON
JKeNe3bl TPENCTaBIsieT COOOH YCTOMYMBBIA K KaCTpPAaLMU pPaK TPeNCTaTeIbHOMN

JKEJIC3bI.

12. Cniocob mo 1. 1, OTIMYArOIIHIACS TEM, YTO YKA3aHHOMY CYOBEKTY MPOBOAMIIN

KaCTPALHIO.
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13.

Crioco0 no 1. 1, oTIM4aroImuics TeM, YTO YKa3aHHOMY CyOBEKTY POBOAIIN

AHTHUAHAPOTEHHYIO TEPAMUIO.

14.

Cnocob orbopa cyObpekTa, CTpajaroIero OT paka MpencTaTesIbHON JKeJe3bl,

11 JledeHus: areHToM, paspyuaromum SMARCA2/4, BKIOUaroImuii:

a)

b)

d)

15.

BbIJIEJIEHHE OMOJIOrMYeCcKOro oopasiua y naueHTa;

OnpeacIICHUC HaJIU4HuA 1o MEHBIIEH MEpE OJHOI'0 OImyXOJib-

ceun(pUIecKoro N3MEHEHUs B OHOJIOTHYeCKOM o0pasLe; u

oTOOp maiueHTa, B 0Opasile KOTOPOro MMEETCsl MO MEHbIIeH Mepe OIHO
OMyXOINlb-CIIeU(PUUECKOe  M3MEHEHHe,  JUIsi  JICYEHHS  areHToM,

paspymarormum SMARCA2/4; n

BBEICHUE TeparneBTHUeCKU 3((HEKTHUBHOrO KOJUYECTBA MO MEHbLIEH Mepe

onHOro areHTa, paspymaromero SMARCA?2/4, BbIOpaHHOMY MaLUEHTy .

Crmoco®6 mo m. 14, ommmyaromuiics TeM, YTO YKa3aHHOE OIyXOJb-

crieruduIeckoe N3MEHEHHEe NPEICTABISIET COOOIH:

MYyTallUio, aMl'I.]'II/I(bI/IKaL[I/II-O WM MNOBBIIICHHYK SKCIPECCUKO TC€HA

aHAPOTEHHOTO peLenTopa (AR);

MyTaLMIO TOTepH (QYHKUMU MM BPEOHYID MyTaLUI0 TOMOJIOTa

¢docdaraszel u Tensuna (PTEN); wiu

T€HOMHYIO IEepeCTPONKY, KOTOpash IMPUBOAMT K TPAHCJIOKALUU IeHa

TMPRSS2 u rena ERG.

16.

Crioco0 mo 1. 14, OTIMYaroIUICs TEM, YTO YKa3aHHBIN areHT, pa3py AU

SMARCAZ2/4, npencrasisier coboti coequnenue Gopmyisi (1):

NS
I
y
Ry L‘|HauenHBanmm“1 nnraH,z[| )

WU ero (papMareBTUIeCKU IPHEMIIEMYIO COJIb HIIH CTEPEOH30MED;

rae
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R: mpencrasmisier coboii BOmOpOA, TrajoOreH, AaJKWJ, AJKEHII, AJKOKCH,
runpokcy, ruapokcuankmwi, -COOR, -CON(Ra); wunm apun, npudeMm apui
HEeoOs3aTeIbHO HE3aBUCHUMO 3aMEINeH [0 MEHbIIeH Mepe ONHHM W3 THIPOKCH,
aJKOKCH, rajoreHa, ajnkuna, amuHo, -ONa, -COOR; unu -OCOR,; npu sTom R, B

KaXXIIOM CIly4ae MpeacTaBisieT coO0H BOAOPOA WITH AJIKILI,

R> mpencrasasier coboii -NR3R4 unm -OR3; mpuyem Rs u R4 HezaBucumo

IPEICTABISIIOT COOOH BOXOPO UITH AJIKWUIT,

KOJIBIIO A MpeACTaBIsieT COOOH reTepOnUKINYeCKOe KOIbLO, HE0OA3aTEeIbHO
HE3aBHCHMO 3aMEIlEeHHOE 10 MeHbIIeH Mepe OIHUM W3 THMAPOKCH, rajoreHa Wiu

AJNKUIA,
L npencrassier coOoit TUHKEP ¢ XUMHUYECKOU CTPYKTYPOIL:

R, R,
A by fre iy eptoe s g R
o, o ., o . o ’ o %

O 2

0 O O 0] 0
R S L S
0} (6] , 0] O

b 2 2

o o 0] O 0] 0]
%JJ\H,{\/OH‘,f ?\)J\E/\/O\)Jﬁ( %LE'{’\/O‘];)LE%

(0] 0 O 0 (0] 0
R T e i s
0 o & . %0 % 0 o _
o e T Y A E“\)L%f“;

pu4emM

JeBas CTOpPOHA JMHKepa MPHCOeIUHEHa K KOJbly A, U Impasas CTOPOHA

JMHKepa NMpHCcoennHeHa K HanenuBaromemy jurauny (TL);
Ry mpencrasisier coOo BOJOPO MITH AJIKHIT,
Rc¢ mpencrasnser coboit anku;

«n» paseH ot 0 no 10, u «p» pasen ot 1 1o 5,
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HanenuBatomuii urana (TL) npencrasnsier codoit:

R
et
\\HN/S]/N o O
HN
0 o )
N o o
R, N N
N (0]
s 3 0
<

N
TL-1 : TL-2 WK TL-3

MIPH 5TOM
R¢ mpencrapnsier coO0OW BOTOPOA, aJKWJI, ALl UM FaJOTeHATKILT,

5 R7 mpencrasisier coboit -O-Rs unu ranoren; npudem Rs npencrasisier codoit

BOZIOPOJ, aJIKWJI, auui Ui Na; u
Rg mpencrasmnsier coO0 BOIOPO MITH aJIKUJL.

17. Crioco0 mo 1. 16, OTIMYaroImuUics TeM, YTO YKa3aHHBIN areHT, pa3py LIArOIUi

SMARCAZ2/4, npencrasisier coboii coenunenue Gopmyibsl (IA):

_N.__NH,
N

~
I
= L
Ry THauenHBanmnﬁ J‘II/IFaH,B;I I1Aa)

10

WM ero (papMaLeBTUYeCKH IPHEMIIEMYIO COJIb HIIH CTEPEOH30MEp.

18. Crnioco0 mo 1. 16, OTIMYAIOIUICS TeM, YTO YKA3aHHBIN areHT, Pa3py LIarOIHil

SMARCAZ2/4, npencrasisier coboii coequnenue Gopmy.ib (IB):

_N.__NH,
N N
I

Q 7 ° L‘|HauenHBanmm“1 nnraH,z[| (IB)
OH

15  wium ero papManeBTHYECKHU MPUEMIIEMYIO COJIb HITH CTEPEOH30MED.

19. Croco0 mo 1. 16, OTaMYaroIUICs TEM, YTO YKa3aHHBIN areHT, pa3pyaroni

SMARCAZ2/4, npencrasisier coboii coequnenue Gopmyisl (IC):
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WU ero (papMaLeBTUYEeCKH IPHEMIIEMYIO COJIb HITH CTEPEOH30MEp.

L—|HauenHBa}ou1m71 TMTaHz |(IC)

20. Crioco0 mo 1. 16, OTIMYAIOIUCS TEM, YTO YKa3aHHBIN areHT, Pa3py a0

SMARCAZ2/4, npencrasisier coboii coequnenue Gopmy.ibi (ID):
.N.__NH,
N

A
I P N/ﬁ
on SN

~ L—|HauenHBanmm“1 nnraH,z[|(ID)

WK ero (PapMaleBTHUECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

21. Crioco0 1o 1. 14, OTIUYAOIIHNCS TeM, YTO YKa3aHHBINA PaK MPeaCTaTeIbHON
JKeNe3bl TPENCTaBIsseT COOOH YCTOMYMBBIA K KaCTpaLMU pPaK IPenCcTaTeIbHOMN

JKECJIC3bI.

22. Croco®6 mo m. 14, ornuuaromuiics TeM, 4YTO YKa3aHHOMY ITaLUeHTY

MMPOBOAWIIN KACTPALMIO WU aHTUAHAPOTCHHYIO TEPAInio.

23. Crocob noxasneHus nponugepanny KJIeTOK paka MpeAcTaTeIbHON JKele3bl y
cyOBbeKTa, Hy KIAIOLIErocs: B 5TOM, BKJIIOYAIOLINNA CTAAHUIO IPUBEIEHHS KJIETOK paKa
HpeHCTaTeﬂbHOf/i J)KejJe3bl B KOHTAakKT II0 MeEHBIIEH MEpEe C OOHHM arcHTOM,

pazpyuaromnm SMARCA2/4.

24. Crioco0 1o 1. 23, OTIMYArOIIUICS TeM, YTO YKa3aHHAs CTaus IPUBEIEHHS B
KOHTAKT BKJIIOYAET BBEIEHHE TEparneBTHUYeCKH 3(PQPEKTUBHOIO KOJHYECTBA IO

MEHBIIIeH Mepe OHOTo areHTa, paspymaromero SMARCA2/4, cybbekTy.

25. Cnocob mo nrobomy w3 mm. 23-24, OTIUYAIOIIUIACS TeM, YTO YKa3aHHBIN

arent, paspymaromuii SMARCA2/4, npencrasnisier codoil coenuuenue (GpopmyJibl
@):
NN R
|
R; Z L‘|HauenHBanmm“1 nnraH,z[| 0))
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WU ero (papMalieBTUYeCKU IPUEMIIEMYIO COJIb HIIH CTEPEOH30MED;
rae

R mpencraBnsier co0oit BOOOPOA, TrajoreH, ajlKWj, ajJKeHWJ, aJKOKCH,
ruapokcy, ruapokcuankmi, -COOR, -CON(R.); wiu  apwn, mnpudeM  apui
HeoOs13aTeIbHO HE3aBUCHMO 3aMEIleH IO MEHbIIeH Mepe OJHUM M3 THUAPOKCH,
aJKOKcH, rajoreHa, amkuina, amuHo, -ONa, -COOR;, unu -OCORy; npu sTom R, B

KaXJIOM CJTy4ae MPEeACTaBisieT COOOH BOAOPO HIIH aJIKHIT,

R> mpencrasisier coboii -NR3R4 unn -OR3; mpuyem Rs u R4 HezaBucumo

IPEZICTABISIIOT COOOI BOXOPO UITH AJIKUIL,

KOJIBIIO A MpeACTaBIsieT COOOI reTepOnUKINYeCKOe KONbLO, HE0OA3aTEeIbHO
HE3aBHCHMO 3aMEIEHHOE 10 MeHbIIeH Mepe OJHMUM W3 TMAPOKCH, rajoreHa Wiu

AJKHIA,
L npencrasisier coOoit IMHKEP ¢ XUMHUYECKOU CTPYKTYPOIL:

Ry. R,
?in}i ’{{"lﬁf‘{ ?T(\ﬁf EHH(&& k\n/g\}t: ‘—‘%Sﬁi II\{IJL
o, o ., o , o ’ o % ’

O 2

0] O 0] 0] 0
M ?EM% Wg’" Pfg)LHﬁ(N‘f‘g
0) o | 0 O

b 2 2

o (0] (0] O 0]
KJ\H'{'\/O‘]?/E'{ ;f\)kg/\/oﬁ %LE’{’\/OJ;)LE)&

0O (0] 0 0} 0 (0
R e I e s
0 o L & 0% 0 0 .
Aot Y T A ey

pu4emM

JeBas CTOpPOHA JHMHKepa MPHCOEIMHEHa K KOJbLy A, U Ipasas CTOPOHA

JUHKEpa MPUCOeANHEeHA K HauenBaromemy juraany (TL);

Ry mpencrasisier coOol BOJOPO MITH AJIKHI;
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R mpencrasnser coboit anku;
«n» paseH ot 0 no 10, u «p» pasen ot 1 1o 5,

Hanenupatomuii urana (TL) npencrasnsier coOoit:

R Ra
3 (o) (6]
;‘é\HN/S]/N o HN o HN
° 0
HN” SO N N
s B ¥ o) 74&0
<

N

TL-1 . TL-2 WITH TL-3 :

5 1OpudITOM
R nmpencrasisier coboii BOAOPOA, aJIKUII, AW HJIH FAJIOT€HAIKUTL,

R7 mpencrasisier codoit -O-Rs unmu ranoren; npudem Rs npencrassier codoit

BOZIOPOJ, aJIKWJI, auui Ui Na; u
Rsg mpencrasnsier coOo¥ BOIOPO HITH aJIKUJL.

10  26. Crioco0 mo 1. 25, OTIMYaroIuUiicst TEM, YTO YKa3aHHBIN areHT, Pa3py LIarouii

SMARCAZ2/4, npencrasnser codoit coennnenue popmyasl (I1A), (IB), (IC) umu (ID):

.N.__NH,
N
|
R; Z L ‘|HauenHBanmm“1 JHTaH] | (IA)
.N._NH,
N

L
O Z G \IHaHGHI/IBaIOH_[I/II‘/'I nnraH,u| (IB)
OH
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N.__NH,

SOR ol

L—|Hauenmsafomnﬁ JTHTaH] |(IC)

N,N\ NH,
|
= N /\
N
OH L—|HauenHBanmm“1 JIWATAHT |(ID)

WK ero (PapMaleBTHYECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

27. Crmoco® mo m. 23, OTHMYAKOIIMKCS TeM, YTO YKa3aHHbIE KJIETKH paka
MIPEACTATENILHON XKeJe3bl COEP>KaT YCTOMYUBBIN K KaCTpaLUU paK MpeaCTaTeIbHON

JKEJIC3bI.

28. Croco® mo m. 23, OTHMYAKOIIMHCS TeM, YTO YKa3aHHbIE KJIETKH paka

HpeHCTaTeHBHOﬁ JKEJIC3bI COACPKAT OIMyXOJIb HpeHCTaTeHBHOﬁ JKEJIC3hbI.

29. Crmoco® mo m. 23, OTIMYAOINMKHCS TeM, 4YTO YKa3aHHOMY CYyOBEKTy

MMPOBOAWIIN KACTPALUIO.

30. Crmoco® mo m. 23, oTIMYaroIUiCS TeM, 4YTO YKa3aHHOMY CYOBEKTY

MMPOBOANJIM aHTUAHAPOTCHHYIO TEPAIIHLO.

31. Crnoco6 o nrobomy u3 mm. 1-30, OTIMYAOIIUICS TEM, YTO YKa3aHHbBIN areHT,

paspymarommiit SMARCA2/4, npexncrasniseT coOOl COEAMHEHHWE ¢ XUMHUYECKOU

CTPYKTYpOI:

Ne coennnenus CrpykTypa

QH
0, N
_}\_mjirg WN
0 /_/0 ° ¢ R U
HN
1~ of
HN L

=~
N
N /

HO
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0 0 N 7
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O
o
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mw—
H,N
N
N
N F
HO
OH
[0) N
D WN
0 o 7N &
/°
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N
i
HO
OH
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N
NH, N
N H o
NS o ) >N
N .z S_//
HO
5
o]
HN
NN NH2 o
I 0
=
OH \/\o/\n/
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HN
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10.

I1.

12.

13.

14.

82




N.
1
xn NH, o
15. N
N (o)
S <
(0]
H'N\n/\o/\n/NH
(o] (6] "
OH
N.
Qi
N ww, 0
16. N
N 0
- &
O O
HN\H/\O/\H/NH
[0}
SO (o
17. & O o 4§;N>H:
NH)J\/\/\/\H/NH ©
(]
OH
N.
g
NONm, 0
18. N
N (o]
. >
HN\H/\/\/\/\/\H/NH ©
(o) (0] ;
[0
OH NN\
N (o]
o | oL FE
NH)I\/\/\/\H/NH o O
0 )
QH
20 0 4 %I/\Q\Q:UN

83




o N
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21. 0
NH,
Ao
) N
Ng /
HO
5
N4\s
22.
23.
OH
N
Hj/wg
(o) N 7 N
OH 0 O H \ U
24 AN NH2
O
N
H ©
[o]
. H
on N NN
| N o}
25. N/\ NH
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26. N 0
Ny
HO
0
on NN
® (e
27. N/ﬁ NH
K/N\n/\/\/\/\/\n/NH 0
o o
(0]
_N.__NH,
g S (o
28. 7 N/\ NH
0
ey
(6] 0O ;
0
on NN N2 N o
29 o N/\ NH
‘ Low NH O O
Y oY
O (0] ;
0
Q;(“N o
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wiu ero (apMaleBTHYECKU TIPUEMIIEMYIO COJIb HITH CTEPEOH30MED.
32. Cnocob otbopa cyObekTa, cTpaiaroiero OT 3a00JieBaHUs MPEACTATETbHON

JKeJe3bl, IS JIeueHus: areHToM, paspymaromum SMARCA?2/4, Brimroyaromuii:
a) BBIIEJIeHHE OMOIOrHYeCKOoro oopasia y cyoObeKTa,;

5 b) ompenenenwe Hamu4yMAg O MeHbIIEH  Mepe  OZHOrO  OIyXOJlb-

crienn(pUIecKoro N3MEHEHUs B OMOJIOrHYecKOoM o0pasLe;

c) orbop maumeHTa, B 00pasile KOTOPOrO MMEETCs MO MeHbIIeHl Mepe OIHO
OMyXONib-CHeM(PUUECKOe  M3MEHEHHe, Ui JIEYEHHs  areHTOM,

paspywarommum SMARCA2/4; u

10 d) BBenmeHue TepamneBTHYECKH 3(PHEKTHMBHOrO KOJMYECTBA MO MEHbILIEH Mepe

OIHOTO areHTa, paspymaromero SMARCA?2/4, BbiOpaHHOMY CyOBEKTY.

33. Crnoco6 mo mn. 32, OTIMYAIOUIWICS TeM, YTO YKa3aHHOE OIMyXOJb-

crierudpuIeckoe N3MEHEHHEe PEICTABISIET COOOH:

MYyTallUko, aMl'IJ'II/I(I)I/IKaL[I/II-O WM MNOBBIICHHYK SKCIPECCUI0 T€Ha

15 anzaporeHHoro pernentopa (AR);

MyTalMi0 TOTepHd (PYHKIMM WIM BPENHYIO MyTallMI0 TOMOJIOTa

¢docdaraszer u Tensuna (PTEN); wnn

103



T€HOMHYIO IepEeCTPONKY, KOTOpash MPUBOAMT K TPAHCJIOKALUU IeHa

TMPRSS2 u rena ERG.

34. Crioco0 mo 1. 32, OTiIMYar0IUICs TEM, YTO YKA3aHHBIN areHT, pa3pyLIarouii

SMARCAZ2/4, npencrasisier coboii coenunenue popmyisr (1):
NN
I
Ry 7 L1HaH6HHBaEMHfI nnraH,z[| 1))

W ero (hapMareBTHIeCKU IPUEMIIEMYIO COJIb HIIH CTEPEOH30MeED;
rre

R:1 mnpencraensier coboii BOHOPOA, TrajiOTeH, AaJKWJI, AJKEHII, AJKOKCH,

rugpokcy, ruppokcuankmwi, -COOR, -CON(Ra); wnm  apwr;, mpudeMm  apui

10  HeoOs3aTeIPHO HE3aBHCHMO 3aMelleH MO MEHbIIeH Mepe OIHUM U3 TUAPOKCH,
aJKOKCH, rajoreHa, ankuina, amuHo, -ONa, -COOR; unu -OCORy; npu sTom R, B

KaXJIOM CJTy4ae MPEeACTaBiIsieT COOOH BOAOPO WIIH AJIKHI;

R> mpencrasisier coboit -NR3R4 unn -OR3; mpuduem Rs u R4 HezaBucumo

IPECTABISIOT COOOM BOAOPO UM AJIKUIL,

15 KOJIBIIO A NpeacTaBACT coboii rETCPOLUKINICCKOC KOJIbLO, HE00sI13aTEIbHO
HE3aBUCHMO 3aMEIIeHHOE MO MEHbIIEeH MEPE OOHUM H3 T'MAPOKCH, TaJIOr€Ha HWJIU

AJKUIA,
L npencrasisier coO0it TUHKEP ¢ XUMHUYECKOU CTPYKTY PO

R, R,
?in/’i zﬁhﬁz e 2443(%\; k\[rg\}a: Qﬂﬁe gj,\ﬁ
o, o ., o ., o ’ o %

O 2

o) O 0 0] 0
dopps AT Ry e
0 o | 0] 0

3

20

2 >

o o (0] 0] 0] O
-lLLJ\H,{r\/O%/[L\,{ }‘\)kg/\/oﬁ %LII\{J’{’\/O‘];)LII\{IBQ
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npuyeM

UJIn

JeBas CTOpPOHA JIMHKepa IMpHCOeIUHEHa K KOJbIy A, U Ipasas CTOpPOHA

5  JMHKepa NMpucoequHeHa K Harenusaroumemy jgurasay (TL);
Ry mpencrapisier coOol BOJOPO HITH AJIKHI,
R¢ mpencrasnsier codoit anmku,
«n» paseH ot 0 1o 10, u «p» paBe” ot 1 10 5;

HanenuBatomuii urana (TL) npencrasnsier codoit:

10 TL-1 . TL-2

MIPH 5TOM
R¢ npencrapisieT coO0O BOXOPOA, KW, ALl UM TajJOTeHATKIT,

R7 mpencrasisier coboit -O-Rs unmu ranorex; npudem Rs npencrassier codoit

BOZIOPOZ, aJIKWJI, auui Wik Na; u
15 Rsg mpencrasisier coO0H BOIOPO HITH aJIKUJL.

35. Crioco0 mo 1. 34, OTINYAOIMUICS TEM, YTO YKA3aHHBIN areHT, pa3py AU

SMARCAZ2/4, npencrasisiet coboii coenunenue ¢popmysl (IA), (IB), (IC) wnu (ID):

_N.__NH,
N

~
I
= L
R \|HauenHBanmHI71 JIUTAHT | (1A)
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15

_N.__NH,
N N

= L "
‘|HauenHBanmHH nnraH,z[| (IB)

OH
.N._NH,
N AN
|
= N
OH L—| Hauenusarormmii murasm |(IC)
.N.__NH,
N X
I =

~ L—|HauenHBanmm“1 JAUTaHj |(ID)

WK ero (PapMaleBTHUECKU PUEMIIEMYIO COJIb HITH CTEPEOH30MED.

36. Cnoco6 mo m. 32, OTHMYAKOIIUIACS TeM, 4YTO YKa3aHHOe 3a0o0JieBaHUe

NPEACTATENIbHOM JKeJe3bl MPEACTABISIET COOOH paK MPeaCTaTeNbHOM JKeNe3bl.

37. Crioco0 1o 1. 32, OTIUYAOIIMNACS TeM, YTO YKa3aHHBIA paK MpPeACTaTeIbHON
JKeNe3bl TPENCTaBNIsAeT COOOH YCTOMYMBBIA K KaCTpallMd pakK IpPenCcTaTelbHOM

JKECJIIC3bI.

38 Cmoco6 mo m 32, OTIMYAIOLIMINCS TeM, YTO YKa3aHHOMY CyOBEKTy

MPOBOJMIIN KaCTPALHUIO.

39. Crmoco®6 mo m. 32, OTIMYAIOIUKHCS TEeM, 4YTO YKAa3aHHOMY CYOBEKTy

MPOBOAWJIN AHTUAHAPOTEHHYIO TEPAITHIO.

40. CoenuHeHue 1J1st MPUMEHEHHsI B criocode oTOopa cyObekTa, CTpaaromero oT
paka TMpeACTaTeJbHOW JKeje3bl, [IJe VKa3aHHOe COeOMHEHHE MPeACTaBIeHO

coennaeHueM opmyel (I):
.N
N 2

AN
I
Z L
Ry 1Hauenn3ammnﬁ nI/IraH,z[| D

WK ero (papMaLeBTHUECKN PUEMIIEMON COJIBIO MIIH CTEPEOU30MEPOM;

rac
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15

20

R: npencraemisier coboii BOmOPOA, TrajoOreH, AaJKWJ, AJKEHII, AJKOKCH,
runpokcy, ruapokcuankmwi, -COOR, -CON(Ra); wunm apun, npudeMm apui
HEeoOs3aTeIbHO HE3aBUCHUMO 3aMEINeH [0 MEHbIIeH Mepe ONHHM W3 THIPOKCH,
aJKOKCH, rajoreHa, ajnkuna, amuHo, -ONa, -COOR; unu -OCOR,; npu sTom R, B

KaXXIIOM CIly4ae MpeacTaBisieT coO0H BOAOPOA WITH AJIKILI,

R> mpencrasasier coboii -NR3R4 unm -OR3; mpuyem Rs u R4 HezaBucumo

IPEICTABISIIOT COOOH BOXOPO UITH AJIKWUIT,

KOJIBIIO A MpeACTaBIsieT COOOH reTepOnUKINYeCKOe KOIbLO, HE0OA3aTEeIbHO
HE3aBHCHMO 3aMeIleHHOE 10 MeHbIIeH Mepe OJHHUM U3 T'MAPOKCH, rajioreHa Wiu

AJNKUIA,
L npencrassier coOoit TUHKEP ¢ XUMHUYECKOU CTPYKTYPOIL:

R, R,
A b de e ey ior R g R
o, o . o . o ’ o %

O 2

0] O O 0 "
ey AU MY e e
0] o | O 0

b 2 2

o o O 0] 0] 0]
%J\H,{\/Oug ?\)Lﬁ/\/odjwi 71LJL1§+\/ O‘IB)J\II:II:‘Q

0O 0} 0 (0] 0} 0}
R P s I L
o o L I . 0% 0 o .
Ao de HOY Y a e ey

pu4emM

JeBas CTOpPOHA JMHKepa MPHUCOENMHEHAa K KOJbLy A, U mpasas CTOPOHA

JMHKepa NMpHCcoennHeHa K HanenuBaromemy jurauny (TL);
Ry mpencrasisier coOo BOJOPO MITH AJIKHIT,
Rc¢ mpencrasnser coboit anku;

«n» paseH ot 0 no 10, u «p» pasen ot 1 1o 5,
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HanenuBatomuii urana (TL) npencrasnisier codoit

R
Rg 7
?S\HN/S]/N o N O
0 o )
HN Yo o
R, N N
~ (@)
s o 0
<

N
TL-1 . TL-2 WK TL-3

MIPH 5TOM
R¢ mpencrapnsier coO0OW BOTOPOA, aJKWJI, ALl UM FaJOTeHATKILT,

5 R7 mpencrasisier coboit -O-Rs unu ranoren; npudem Rs npencrasisier codoit

BOZIOPOJ, aJIKWJI, auui Ui Na; u
Rg mpencrasmnsier coO0 BOIOPO MITH aJIKUJL.

41. Coenunenue a1t npuMeHeHus 1o 1. 40, OTIMYAOIIeecs TEM, YTO YKA3aHHOE

COeIUHEHHE MPEACTaBIEHO coenuHeHrneM GpopmyJisl (IA):

_N.__NH,
N AN
I
S L
Ry THauenHBanmnﬁ J‘II/IFaH,B;I I1Aa)

10

WU ero (papMaLeBTUYEeCKH IIPHEMIIEMOH COJIBIO HJIH CTEPEOH30MEPOM.

42. Coenunenue aist npuMeHeHus 1o 1. 40, OTIMYAoIIeecs: TeM, YTO YKa3aHHOE

COeMHEHHE MPEACTABIIEHO coenuuenneM GpopmyJisl (IB):

.N.__NH,
N
| = L
° \1HauenHBanmm“1 nnraH;[| (IB)

OH

15  wm ero papManeBTUYECKH MPUEMIIEMON COJIBIO HITH CTEPEOU30MEPOM.

43. Coenunenue ayist npuMeHeHus 1o 1. 40, OTIMYAOIIeecs TEM, YTO YKA3aHHOE

COoeMHEeHHe MmpeacTaBiieHo coenunenneM GopmyJisl (IC):
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_N.__NH,

N N
|
@fv/\[@k
OH

WIH ero (papMaleBTHYECKU IPUEMIIEMOH COJIBIO MM CTEPEOH30MEPOM.

L—|HauenHBafoumﬁ TUTaHa |(IC)

44, Coenunenue mist npuMeHeHus 1o 1. 40, OTJIMYaroIIeecst TeM, YTO YKa3aHHOE

COeMHEHHE MPEACTABIIEHO coenuuenuemM GopmyJisl (ID):
.N.__NH,
N

A
I P N/ﬁ
on SN

~
L—|Hauenmsa}omm“1 THTaH] |(ID)

W ero (papMaLeBTUIeCKH IPHEMIIEMOH COJIBIO WJIH CTEPEOH30MEPOM.
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1/4

OUT: 1

RWPE (HopmanbHas)

100+

HopmanbHbiii ypoBeHb AR
MyTtauma PTEN (-)
CnuaHmne TMPRSS2-ERG (-)

OTBeT, %
o
1

-100 T

1 10 100 1000 10000
[coeanHeHmne 43] HM
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OUT: 2

DU145

100

50 - N

OTBeT, %

MyTauusa PTEN (-)
-50 3aBucumoctb ot AR (-)
Cnuanne TMPRSS2-ERG (-)

-100

0.1 1 10 100 1000 10000
[coeauHeHune 43] HM




3/4

OUI': 3A
22RV1 (6 pHen)
100-
50+
X
5 o
o) Mytauma PTEN (-)
-50- 3aBucumoctb ot AR (+)
CnuaHmne TMPRSS2-ERG (-)
'1 00 L] 1 1 L] L}
0.1 1 10 100 1000 10000
[coeanHeHune 43] HM
®OUI': 3B
PC3
100
50 -
X
=
JNNCE: [SXCICIITIIPPIIUPIIIPPIINPIN, FETTReRetey
o MyTaums PTEN (+)
.50 3asucumoctb ot AR (-)
CnuaHmne TMPRSS2-ERG (-)
-100 T T T T 1
0.1 1 10 100 1000 10000

[CoepgnHeHmne 43] HM




4/4

OUT'. 4A

Vcap

100 - Mytauma PTEN (-)
3asucumoctb ot AR (+)
Cnvsanve TMPRSS2-ERG (+)

OtBseT, %
Q
1

-100

. . i el 1
1 10 100 1000 10000

[coeanHeHune 43] HM

PUTI': 4B

LNcapFGC

Mytaumsa PTEN (+)
0o 3aBucumoctb ot AR (+)
CnuaHmne TMPRSS2-ERG (-)

...............................

OTtBeT, %

-100

1 10 100 1000

10000
[coeanHeHune 43] HM
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