202291919 Al

(19) EBpa3unckoe 21) 202291919 (3 A1l
naTeHTHoOe
Be4gOMCTBO
(12 ONMCAHUE U30BPETEHMS K EBPABUIICKOM 3ASIBKE
(43) Dara nyGnukaumn sasisku (51) Int. Cl. A61K 31/135 (2006.01)
2022.12.02 A61K 31/136 (2006.01)
A61K 31/40 (2006.01)
(22) QOara noaun 3asBKK A61K 31/423 (2006.01)
2021.02.12
(54) TEPAHEBTUYECKHME KOMBUHAIMHA, COAEPKAIIUE HHI'MEUTOPLI
YBUKBUTUH-CHEIIM®UYECKOM IMTPOTEA3BI 1 (USP1) U UHTUBUTOPBI
MOU(AAP-PUBO3A)ITIOJINUMEPA3BI (PARP)
(31) 62/976,864; 63/032,245; 63/146,937 (72) Waobperatens:
(32) 2020.02.14; 2020.05.29; 2021.02.08 Baiisiu Duapro Aaucrep, lllenkep
(33) US Cosiomon MaptuH, Canausan [Tamesa
(86) PCT/US2021/017912 J:xun, Crermeiiep ®pank, Kaxzoy Anna
(87) WO 2021/163530 2021.08.19 Jlyu3za, JIro Xaubjaanb, CHHKeBHIINYC
(71) 3assurens: Kepcrun Byasd (US)
KEHACKBIO TEPAITBIOTUKC, HHK.
Us (74) nNpeacrasutens:
Us) Hunosa M.H. (RU)
(57) B nacTosimem n300peTeHIN NPEeIIOKEeHBI TePAaNeBTHUECKUE KOMOMHAINH, cofiepKamniue (1) HHruOUTOp YOUKBUTHH-

cer¢uaeckoit mporeasst 1 (USP1) m (i) marubmrop momm AJld-pnbo3a mommmepassr (PARP) mmm mnx
(bapMmarieBTHUECKH HPUEMIIEMYIO COJIb, THIPAT, COJBBAT, aMOP(GHOE TBEPHOE BELIECTBO M MOIMMOPQ, MpuueM

uarnoutop USP1 comepxut
Yo N
N
P N
N _C']XF

(UX

~
x
NN TN F
Sy Oy
N 4 F
)
N
/

(II) mm

Y
“\ P N F
N N F
(11D,

W ux (papMareBTHIECKH IPHEMIIEMbIE COJH, THAPATHI, COIbBAThI, aMOP(HBIE TBEP/IBIC BELIECTBA WM MONUMOPQEIL.
Hacrosiiiee H300peTeHHe TakKe HAITPABICHO HA MPUMEHEHUE 3THX KOMOHMHAIMN s mHruOupoBanus Gemka USP1
n/mmu PARP w/unm niis nedeHust HapyIIeHUs], TyBCTBHTEIBHOTO K MHrHOMpoBaHuio OenkoB USP1 w/mmm PARP u
aktuBHOCTH USP1 n/mmu PARP. KomOnHanuy mo HacTosmemMy H300pETEHHUIO SABISIOTCS 0COOCHHO MOJIE3HBIMU IPH
JICUCHHUH paKa.
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TEPATIEBTUYECKHWE KOMBHHALIMH, COJEPXXAIITWME MHI MBUTOPEI YEMKBUTHH-
CIELIUO®UYE CKOM ITPOTEA3EI 1 (USP1) 1 MFHTBUTOPBI ITOJIH(A I®-PUBEO3A)TOJIMMEP A3BI
(PARP)

INEPEKPECTHA CCBUIKA HA POJCTBEHHBIE 3ASIBKU

[0001] Jammas 3asBKa HCHIPAINIMBACT MPHOPHTET MO MpeABapUTEIbHBIM 3as1BKkaM CIITA NeNe 63/146937, moganHoH
8 (eppamt 2021 r., 63/032245, mogauuoii 29 mas 2020 r., u 62/976864, noxannoi 14 (espamt 2020 r.,

PaCKpbBITHE KaKA0H u3 KOTOPBIX IMOJTHOCTHKO) BKIKOYCHO B HACTOSAIIHH JAOKYMCHT IOCPECACTBOM CCBIIIKH

CCBUIKA HA TIEPEUYEHB ITOCJIEJOBATEJILHOCTEM, TTPE/ICTABJIEHHBIA B SJIEKTPOHHOM BH/JIE
UEPE3 EFS-WEB

[0002] CozepkuMoe epeyHs MOCICA0BATCIBHOCTEH, IMPSACTABICHHOTO B JICKTPOHHOM BHU/C (HA3BAHUC!
4195 012PCO03_Seqlisting_ST25.txt; pasmep: 7446 Oaiir u mata cozmaHmsa: 11 ¢espamt 2021 r.), HOJHOCTHIO

BKJTFOUCHO B HACTOSIIIUI JOKYMCHT ITOCPCACTBOM CCBITIKH.

YPOBEHb TEXHHUKH

O06IacTh TEXHHKH

[0003] B HacTosmeM H300PCTCHHH MNPCAIOKCHBI TCPANICBTHUCCKHC KOMOWHALMH, COACPIKALMC HHTHOHUTOPHI
youkBuTHH-cricmupuucckoi mpoteassl 1 (USP1) u waruoutops momm(A JI®-pudosa)mommmvepassl (PARP).

Taxoke mpeaIoKCHBI CIOCOOBI JICUCHHS PAKOBBIX 3200 ICBAHUH, BKIFOUAIONINC BBCACHUC ITHX KOMOWHAIIHIA.
VPOBEHb TEXHUKHU

[0004] VYOuKBUTHH NPECACTABILICT COOOH HEOOTBIIONH (76 AMHHOKHCIIOT) OCTIOK, KOTOPBIA MOCTTPAHCKPHITIIHOHHO
TpUCOCOUHEH K Oenkam-mumeHsM. [locnencTeue yOHKBHTHHHPOBAHHS ONPEACIACTCS KOJIHYECTBOM H
TOMOJIOTHEH CBA3HM MOJICKYJI YOHMKBHTHHA, KOHBIOTHPOBAHHBIX C OenkoM-MuImeHbr0. Hampumep, Oenkw,
JEMOHCTpHUpYyIonme 48-CBS3aHHBIC LENMH MOJHYOHMKBHTHHA, OOBIYHO HALCICHBI K MPOTEACOME IS
Jerpajalii, TOTAa KaK e MOHOYOWKBHTHHA HWIIH ITOJHYOHKBHTHHA, CBA3AHHBIC MOCPEIACTBOM APYTHX
JM3WHOB, PETYJIHPYIOT HENPOTCONHUTHUYCCKAC (DYHKIWH, TakWe KaK PETy/ms KICTOYHOTO ITHKIA,
penapammst mospekacHuit JJHK, TpaHCKpunuug w SHAOUHWTO3. YOHWKBHTHHHPOBAHUC — 3TO OOpATHMBIH
mporece, a (PepMCHTBI, HA3BIBACMBIC ICYOHKBHTHHA3BI, YIALIOT YOUKBUTHH U3 OCITKOB-MHUIICHEH.

[0005] USPI1 npeacrasisier coboii reyONKBHTHHARY, KOTOPAs HTPACT POtk B penapanuu mospexkacHuit JJHK. USP1
p3ammopeiicteyer ¢ UAF1 (acconuupoanmsrii ¢ USP1 (paktop 1) ¢ 00pa3oBaHHECM KOMILICKCA, KOTOPBIH
HeoOxommMm il aktuBHOCTH — jaeyOmksuTHHA3el.  Kommuieke USP1/UAF1  neyOMKBHTHHHpPYET
MOHOYOHKBHUTHHHPOBAaHHBIH  PCNA  (amepHbIi  aHTHIGH  IpOM(EpHpYIOIUX  KICTOK) H
MOHOYOHKBHTHHHPOBAaHHBIH FANCD?2 (komminemeHTHpyROmas rpymma anemun Pankonn D2), xotopsie
SIBILSTFOTCST OCTIKAMM, BBIMOJHSIOMUMH BAXHBIC (DYHKIHMH JUII CHHTE3a «4UEpe3» IMOBPEKIACHHBIC YYACTKH

(translesion synthesis — TLS) w mytn anemmn ®ankonm (Fanconi anemia — FA), COOTBETCTBCHHO.
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Kommiekc USP1/UAF1 Taroke neyOMKBHTHHHPYET KOMIUIEMEHTHPYIOINYIO Ipymny anemun DaHkoHH |

(Fanconi anemia complementation group I — FANCI). 3tu aea mytu HeoOxoamMel s penaparun JHK
Moclie  TIOBPEKACHUS, HHIYHMPOBAHHOTO mepekpecTHO-cmmBaronmvu JIHK arenramm, TakuMmMm Kak
nuctiataH 1 MutoMuiaH C (MMO).

Cemeiicteo (pepmeHTOB moTH(A JI®-prdo3a)nommmvepassr (PARP) umrpaer poms B pemapammu JHK u
nenocTHocTH reaomMa. PARP mmeer pemaromee 3Ha4eHHE Ui MyTeH penmapanud OXHOLECTOYCYHBIX
Pa3pBIBOB H SKCHU3HOHHON pemapanuyn ocHoBaHUWE. KimroueBas (pepMEHTHA aKTHBHOCTD 3aKIFOUACTCA B
nobasicHnn AJI®-prbo3sI k CydcTpaTHOMY OCIKY mOCpeAacTBOM pacmieiuicHus NAD+ u BRICBOOOKICHHUS
HUKOTHHaMuAa. Takas aktuBHOCTH nmoiu(A JI®-pudosumuposanus («PARumMpoBanue») akTHBHPYETCS B
pesyasrare paspeioB nemouek JHK, uro mpmBoaur k mobasneHuio Par x camoit PARP uw apyrum
(pepmentam penaparyu JHK. PARP uMeer pemaroniee 3HAUCHHE I PSKPYTHPOBAaHUA OCIIKOB perapauy
JHK B MecTa moBpexaecHUH.

T'omosornyHas pekoMOMHAIMA MPEACTABICT coOoi mponecc pemaparyu JHK, umeromuil pemaromee
3Ha4YeHHE 111 TOUHOH penapanuu mospexaeHus JHK. I'ensr BRCA1/2 BMecTe ¢ APYTHMH T'€HAMH Iy TH
avemun Dauxonu (Hanpumep, RADS5ID, NBN, ATM) SBAIOTCA KOMIOHCHTAMHU OIIOCPEIOBAHHOM
rOMOJOTHYHOH pekoMmOuHanued pemapamuu JHK.  Myrtamum B reHaX, KOAUPYIOIHX (haxTops
TOMOJIOTHYHOH PEKOMOMHALIMH, UI'PAIOT POJIb B PA3BUTHH HEKOTOPBIX PAKOBBIX 3a00ieBaHuil. MTHrHOUTOpHI
PARP npenoTBpamarT penapanuro ogHOuCHoucHHsIX pa3psiBoB JJHK u cnocoOCTBYIOT MPEBPALICHUIO
OTHOIICTIOYCYHBIX PA3PBHIBOB B JBYXLCIOYCHHBIC PA3PBIBBI, UYTO BBI3BIBACT CHHTCTHUYCCKYIO JCTATBHOCTD B
PaKOBBIX KIETKAX, Y KOTOPBIX OTCYTCTBYHOT 3(D(PEKTHBHBIC MECXAHH3MBI PEHAPALUH [BYXLEHOUCHHBIX
Pa3phIBOB, TAKHE KAK TOMOJIOTHYHAS PCKOMOHHALIASL.

CoxpaHsercs HEyAOBICTBOPCHHAS MEIUIWHCKAs MOTPEOHOCTh B Oosice 3(P()CKTHBHBIX BHAAX TCPAIHH,

Hanpumep, KOMOMHHPOBAHHOW TEPAITUH, IS JICUCHHS PAKOBBIX 3a00JICBaHHI.

CYIIHOCTDL M30BPETEHHUA
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B HacrosmeM 7OKyMEHTE NpeUI0KeHbI KOMOWHALMH (1) HHTHOUTOpA YOUKBHTHH-CIICIIH(DHICCKOH POTEa3bl
1 (USP1l) mwmm ero (papMancBTHYCCKH MPHCMIICMOW COJIH, THOPATA, COJbBATa, aMOP(PHOTO TBEPIOTO
pemecTa Wi mommMmopda W (i) wHrMOmTOopa momm AJI®-pmbo3a mommmepassl (PARP) wmmm ero
(papMaLeBTHYCCKHU IPHEMIICMO COJIH, THAPATA, COIbBATa, aMOP(hHOTO TBEPAOTO BEIIECCTBA HIIH TOTHMOPda.
Taxke B HACTOAIIEM JOKYMEHTE NPEIJIOKCHBI CIIOCOOBI JICUCHHS CYOBEKTa C PAKOM, HCIOJB3YS TAKYIO
KOMOHHAIHIO.

B oaHOM acmekTe HACTOAMICC W300PCTCHHE OTHOCHTCSA K CIOCOOY JICUCHHSA paka y CyOBCKTa, paHEe
MOJTY4ABIIETO JICUCHHE NEepBbIM HHrHOHTOpoM momu AJI®-pubdo3a momumepassl (PARP), mpraem croco6
BKIIFOYACT BBEJCHHC CyOBEKTY HMHrHOWTOpa yOmKBHTHH-crienurdeckoit mpoteaszsr 1 (USP1) u BTOpOTO
naruouropa PARP, mpu sToM niepsbiii 1 BTOpoit HHrHOuTOpS! PARP ABIAFOTCS O AMHAKOBBIMHA WITH PA3HBIMHI
nHruonTopamu PARP.

B oxHOM acmekTe CYOBEKT paHEE HE MOTy4ani JcucHue nHruonTopoM USPI.

B omHOM acmekte ncucHHE mepssiM WHruOuTOpoM PARP OpuTo mpepBaHO WM mMpekpameHo. B ogHoM

acMeKTe MePEPhIB COCTABICT MO MCHBIICH MEpe OJHY HEICITIO, IO MCHBIICH MEpe ABE HEICIH, II0 MCHbIICH
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Mepe TPH HECIH WITH IO MCHBIICH MEpE UCTHIPC HEACTH. B 0JHOM acmekTe mepephiB COCTABILICT HE Ooee

YCTHIPEX HEICTD.
B omHoM acmekte y cyObekTa HaOmIOmanach HEMpHEMIIEMas TOKCHYHOCTh H/HIIM HENPHEMIIEMBIC
HEKeJIaTeIbHbIC PEAKIUH PH JICUCHHUH NEPBBIM HHruouTopoM PARP.

B omHOM acmekre HempHeMieMas TOKCHYHOCTh HJIH HEJKEJIATETbHAS PEAKIHs HPEICTAaBILUIH COOOH
TEMATOJIOTHYCCKY) TOKCHYIHOCTD, TAKYIO KaK Tp0M6OI[I/[T01'[eHI/I$I, AHCMHUA HITH HCfITpOl'[GHH)I, ITHCBMOHHT,
OUCIHOD,  JHXOPAAKy,  Kamlenb,  XPHIbL,  PAJHOJOTHYCCKOS  OTKIOHCHHE,  THICPTCH3HIO,
MHCTOIUCILIACTHICCKHUI CHHAPOM/OCTPbIi MueIouaubIi aciiko3 (MJIC/OMJI), TOMHOTY W/HIH yCTaI0CTh.
B omHOM acmexre mpu JedyeHuH nepBbiM wHruOutopoM PARP noza mepsoro murunoOuropa PARP Obuia
cHIbKCHA. B oxHOM acmekte mo3a mepeoro waruouropa PARP Obita CHIKEHA 10 OAHOM YSTBEPTOH, OTHOM
TPEThEH, OMHOH BTOPOH, ABYX TPETBHX HIH TPEX YETBEPTHIX OT JO3bI A0 CHIDKCHHA.

B omHoM acmekte mepsbii mHrHOUTOp PARP mpeacraBman coGoif omamapud, a 1032 [0 CHIDKCHHS
cocrapsia 400 mMr nBa pasza B eHb. B omHoMm acnekre nepssiif mHruoutop PARP npenctasisin coboi
onamapuo, a 103a MOCie CHIDKCHHA cocTasiuia 200 Mr aBsa pasa B aeHb win 100 Mr aBa pasa B JCHb.

B oanom acmekte mepsbrii marudutop PARP mpenacrasman coGoit Hupamapu®, a 103a OO0 CHIKCHHS
cocrapia 300 Mr oguH pa3 B AcHb. B omHOM acmekre mepsbii mHruOutop PARP mpeactasimsn coboi
HHpanapuo, a 103a IoCJjIe CHIDKEHHA cocTasiuia 200 Mr oauH pa3 B AeHbs Wik 100 Mr 0uH pa3 B ACHB.

B omHoMm acmexte mepsbiii uHrubutop PARP mpeacrasman coboif Tamazomapu0, a m03a A0 CHIDKCHHS
cocraBsuia 1 Mr oaumH pa3 B aeHb. B ogHOM acnekrte mepsblii mEruourop PARP mpexacrasman co0oit
Tana3zomapuod, a 103a MOCJe CHIKEHUS cocTasisuia 0,75 Mr oauH pas B A¢Hb, 0,5 Mr oauH pa3 B ACHb WU
0,25 Mr oauH pa3 B ACHb.

B omHom acmekrte mepmbiii mHrHOuTOop PARP mpenctaBmsan coGoif pykamapuO, a 1032 OO0 CHHKCHHS
cocraemsa 600 mr 1Ba paza B IeHb. B oxHoM acnekre nepssiii mHruOuTop PARP mpencrasmsn coboii
pykamapuO, a 1032 MOCIe CHIDKCHEA cocTayiuia S00 mr aBa pasa B acHb, 400 mr aBa pasa B aAcHb win 300
MT [1BA Pa3a B ICHb.

B oxHOM acnekrte mepsbiii narnouTop PARP npencrasmsin coboii onamapu0, Hupanapuo, Tanazonapuo i
pykamapub. B omHOM acmekre BrOopoii mHTHOMTOPp PARP mpeacrasman coboi omamapu®, Hupamapuo,
Tanazomapud wmm pykanapud. B omHOM acmekte nepsbiii mHruOuTop PARP npencrassmt codoii onamapuo
u Bropoii marunouTop PARP mpencrasmsan codoii onmanapud. B oxHOM acmekrte mepsblii maruoutop PARP
MPSACTABIIAT COO0H Hupamapu® u BTOpoi mHrHOHTOP PARP mpeacraBmsan coOoii Hupamapud. B omHOM
acriekte nepsbli mHTHOMTOP PARP mpeacrasmin coboif Tamazomapu® um BTOpoii mHrmomrop PARP
mpeacTaBl coboii Tamazomapu®. B omHoM acmekre mepesiii mHTHOWTOP PARP mpeacraBman coboit
pykamapu0 u Bropoii mHruouTop PARP mpeacrasmsan coboif pykanapuo.

B omHom acmekre mepssiii mHrHOuTOp PARP M Bropoiit marnontop PARP saBsmoTCS OgHEM H TEM ke
naruouTopoM PARP. B oxxom acniekte nepsbiii maruoutop PARP u Bropoit maruoutop PARP ssxsmoTes
pasabMu wHTHOHTOpaMu PARP.

B oxHOM acnekrte mo3a Broporo uarnoutopa PARP cHIKeHa 1O CpaBHEHHIO C 1030 MEPBOTO HHTHOHTOPA
PARP.

B omgnom acmiekte marndutop USP1 mpeacrasiget co00i COCAMHCHAUE, BRIOPAHHOC W3 TPYIIIBI, COCTOAMICH

us3

(a) popmyer I



U uX (papMaNCBTHYCCKH NMPHEMIIEMBIX COJICH, THAPATOB, COJILBATOB, aMOP(HBIX TBEPABIX BEINCCTB HIIU

noTuMop(PoB.
[0024] B oanom acmekte wHrnburop USP1 mpeacrasisier co00i cCoeTMHEHHIE, BRIOPAHHOE W3 IPYIIIBI, COCTOSIICH
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B oxroMm acniekte marnoutop USP1 u Bropoit marndutop PARP meperocsaTcs xopomo.

B oxnrom acnekte marnouTop USP1 cHmkaeT Bo3aciicTerue BToporo naruOuropa PARP Ha cyObekTa.

B oxsom acniekte marnOuTop USP1 u BTOpOii mHrnOutop PARP HHIrHOHPYIOT peuyauB H/MIIH IOBTOPHBIH
POCT PakoBOTO 3a00JICBAHH.

B omnowm acnekre uarudourop USP1 u Bropoi marnourop PARP BBOIATCA mocnenoBatensHo. B oxHOM
acniekte uHruOuTop USP1 u BrOopoit narudutop PARP BBOAATCS OTHOBPEMEHHO.

B oxHOM acmekTe CyOBEKT ABILICTCS YETIOBEKOM.

B omHOM acmekte pak BBIOpaH H3 TPYIIBL, COCTOSIICH H3 paka TOJOBHOTO MO3ra, paka JIETKOTro,
HEMENKOKICTOUHOTO paka jerkoro (HMPJI), paka TOJICTON KUK, Paka MOYEBOTO MYy 3bIPs, OCTEOCAPKOMBI,
paxa AUYHHKOB, PaKa KOXKH, paka MAaTKH, paka OpPIOIIKNHBI, PaKka SHAOMETPUS H paka MOJIOYHOM >kene3sl. B
OJTHOM acCTEKTC pak MPEACTABIACT COOOH pak MOJIOUHOH skeIe3bl. B 0HOM acnekTe pak MOJIOYHOI KEIC3bI
MPEACTABIACT COOOH TPIKIBI HETaTUBHBIN Pak MOJIOYHOM skene3sl (triple negative breast cancer — TNBC).
B omHoMm acmekte pak mpeacrasmieT coboif myTtantHbi pak BRCAIL, mytanTeii pak BRCA2 ummn
myTanTHbIf pak BRCA]1 1 BRCA2. B oxHOM acmekTe pak mpeAcTaBiiieT coOOH pak su4YHHKA. B oxHOM
acmeKkTe pak SMYHHKA IpencrasBiaster co0oii myrtantHeli pak BRCAIL, myrtantbeii pak BRCA2 wumum
MyTaHTHbIH pak p53. B 0aHOM acmekTe pak sSIMYHUKA MPEACTABISIET co00it myTanTHbIH pak BRCAL u
MyTaHTHbIH pak p53. B oaHOM acmekTe pak sSWYHUKA MPEACTABISET co00if myTanTHbIH pak BRCAL un
BRCA2. B oxHOM acmekTe pak SHYHHKA npeacTaBirieT co0oil MmyTanTHbIH pak BRCA2. B oxHOM acmekre
pak BBIOpaH U3 IPYIIIBL, COCTOAMICH W3 reMo6IacTo3a ¥ THM(PATHIECKOTO paka.

B omgHOM acmekTe pak COACPKHT KICTKH C NOBBIINCHHBIMH ypoBHAMH RADS1. B omHOM acmekre
MOBBIIICHHBIC YpoBHH RADS1 mpeacrasmsror co0oif MOBHICHHBIC ypoBHH Ocnka RADS1. B omHOM
aCICKTE MOBBIIICHHBIC YPOBHE RADS 1 mpeACTaBOT OO0 MOBBIIICHHBIC YPOBHH (hoKycoB Oenka RADSI.
B oxHOM acmekTe mo MeHbIICH Mepe 10% KIICTOK, KOTOPBIC HAX0AATCA B (pase S/G2 KICTOUHOTO ITHKJIA B
o0pa3Iie, MOMYUCHHOM W3 paka, ABIMOTCI RADS1-MONOKATCTPHBIME. B OJHOM aCICKTC TMOBBIIICHHBIC
ypoBau RADS1 mpeacraBmsroTr coOoi mossimmicHHBIC ypoBHH MPHK RADS51. B omHOM acmekre
MOBBIIICHHBIC YpOoBHH RADS1 Opumm oOHApy»XeHBI Iepel BBCACHHEM. B OJHOM acmekTe CcHocod
JOTOJNHATEIBHO BKIIOUYACT OOHAapy»keHHE ypoBHeH RADS1 B oOpasme paka, MOMy4YEeHHOM OT CyOBEKTa,
mepe.] BBEACHHCM.

B oxHOM acmiekTe pak BHIOpaH U3 IPYIIIBL, COCTOSIICH H3 PaKa, THIICHHOTO My TH PEHApalyy HOBPEKIACHAH
JHK; paka, ne()HIHTHOTO 1O TOMOJOTHYHOW PEKOMOWHALMH, PAaKa, COACPKAINECTO PAKOBBIC KICTKH C
MYTaI[MCH B TCHE, KOAUPYIOMIECM P53 ; paka, COACPIKAIMETO PAKOBBIC KIICTKH C MyTAUCH C MOTCPEH (by HKIHH
B TCHE, KOAUPYIOIIEM PS53; U paka, COACPKAIIEro KICTKH C MyTalueH B reHe, koaupyromem ATM.

B oaHOM acmeKTe pak MpeACTABIACT COOOH YCTOWUHBEIH mwin pedpakTepHbiii k mHTHONTOPY PARP pak.

B oxHOM acmekTe HACTOAINCE H300PETCHIE OTHOCHTCSA K CIIOCO0Y JICUCHHS PAKa y CyOBCKTA, BKIFOUAIOMICMY
BBeACHHC CyOBCkTY wWHrmomtopa USP1, mpmueMm pak COACPKAT PAKOBBIC KICTKH C TMOBBIICHHBIMH
yposramu RADS1. B omHOM actiekte noBemeHHbIC ypoBHE RADS1 ObItH 0OHAPY KCHBI TIEpE/] BBEACHHCM.
B omHOM acmekTte cmoco® JOMONHHTCIRHO BKITHOUACT OOHApykeHHE ypoBHEH RADS1 B oOpasme paxa,
MIOJTYYCHHOM OT CyOBekTa. B ogHOM acmekre cmoco0 AOMONHUTEIBHO BKIFOUACT BBEACHUE CYOBEKTY
naruonropa PARP B xomOwnammum ¢ wHruOwropom USP1. B oxmsom acmekre warmomrop PARP
MPEACTABIACT COOOH omamapud, Hupamapuo, TaIa30mapud WiIH PyKamapuo.

B oxsOM acmekTe HacTosImee H300pETCHHE OTHOCHTCA K CIIOco0y BBIOOpa CyOBEKTa C PAKOM JUIS JICHCHHS

uaruouTopoM USP1, BrmowaronmeMy OOHApYyKEHHE TOTO, COACPKHT JH PAaK KICTKH C IOBBICHHBIMHU
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yposramu RADS1, mpudem ecim pak COAEPHT KIIETKH C TOBBINCHHBIMH YpoBHAMH RADS1, cyObekra

BBIOMPArOT 171 JTeueHus1 naruouropom USP1.

B oxHOM actiekTe HACTOAIIECE H300PETCHIE OTHOCHTCS K CIOCO0Y /72 Vifro HACHTH(DUKALIHU CYOBEKTA C PAKOM
KaK YyBCTBUTCIBHOTO K JIcucHHIO mHruouTopoM USP1, mprieM cmiocod BKIFOUACT OMPCACICHHC YPOBHCH
RADS51 B obpa3siie paka, oIy dCHHOM OT CyOBEKTa, TPH STOM NOBBIIICHHbIC ypoBHU RADS1 B 00pasie paka
VKa3bIBAIOT HA TO, YTO MAIHEHT Oy ICT pearuposars Ha JeucHue nHruoutopom USP1.

B oxHOM acmekTe HacTosIee H300pPETCHHE OTHOCHTCS K MPHMEHEHHIO /71 Vitro IO MEHBIICH MEpe OJTHOTO
arcHra, cnocoOHoro crerupuyecku o0Hapyxusath RADS1, g uneHtudukanuu cyobekTa ¢ pakoM Kak
YyBCTBHUTEIBHOTO K JIcucHH0 HHruonTropom USP1.

B oxnoM acnekrte m000ro crocoba HiH MPHMEHEHHS, IPEUIOKCHHBIX B HACTOSAIIEM JTOKYMCHTE, JICUCHHE
uaruouropoM USP1  nonmonHuTEnbHO BKIOYacT JicueHue uHruOuropom PARP B komOuHamuu c
unaruduropoM USP1. B omgnom acmekre muarudburop PARP mpencrasmer coboii omanmapud, HupanmapuoO,
Tanazonapud mwm pykamapub. B omHom acmekre muHrudutop USP1 mpeacrasmaer coOoi coeauHEHHE,

BBIOPAHHOE 3 TPYIIIBI, COCTOAMICH 13
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(c) popmymer I11:

/
-

~
o N7
LN
NN N F
L N F
N N

" HUX (I)apMaI.[CBTI/I‘IeCKI/I MTPUCMIICMBIX COJ'ICfI, ruapaToB, COJIBBATOB, aMOp(I)HI)IX TBEPABIX BCIICCTB HITH
mouMop(os.

B oxnoMm acmekTe mo00ro crnocoda Wi MPUMEHEHHS, MPEUTO’KCHHBIX B HACTOAIEM JOKYMEHTE, CYOBEKT
MIPEICTAaBIIET COOOM YeNoBeKa. B 0THOM acnekTe pak BHIOPAH W3 TPYIIIBL, COCTOSINCH M3 paKka roJIOBHOTO
MO3r4a, paka JEeTKOTO, HEMEIKOKIETOUHOro paka jerkoro (HMPJI), paka TOJCTONH KHMIDKH, paka MOYEBOTO

My 3BIPS, OCTCOCAPKOMBI, PAKa AMYHHKA, PAka KOYKH, PaKa MATKH, PaKka OPIOIIMHEI, Paka SHAOMETPHA H Paka
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MOJTOYHOI yKee3bl. B 0HOM acTiekTe pak mMpeACTaBIACT COOO0H pak MOJIOYHOH »Keles3bl. B 0HOM acmekre

Pak MOJOYHOMN KEIC3bl MPEACTABIHICT COOOH TPIHKIBI HCTAaTHBHBIN pak MojouHOi >kene3sl (TNBC). B
OJTHOM acIieKTE Pak mpeacTasisieT codoi MyTanTHbIH pak BRCA1, myTtanTHsnii paxk BRCA2 nim MyTaHTHBIH
pak BRCA1 w BRCA2. B oxHOM acmekTe pak MPEACTABIICT COOOH pak suyHHKA. B 0qHOM acmekTe pak
SIMYHUKA TIPEACTABIIET co00H MyTaHTHBIH pak BRCA1, myranTtasiit paxk BRCA2 nmm MyTanTHBIH pak pS53.
B onHOM acmekTe pak SMYHHWKA MpeACTaBieT coOoi MyTaHTHbIH pak BRCAl u MyTtanTHBIH pak p33. B
OJTHOM acIieKTe paK SMYHHKA mpeacTasisteT codoit mytanTHbil pak BRCAl u BRCA2. B oxHoMm acnekte
paKx SAUYHHKA IPEeJCTaBIIET co00i MyTaHTHBIN pak BRCA2.

B omHOM acmekTe Hacrosmiee H300pETEHHE OTHOCHTCS K CIOCOOY 3alCpsKKH, YMCHBIUCHHA HIIH
MPEIOTBPALICHUA PCHUINBA OMYXOJH Y CYOBCKTAa, NPHYEM CHOCOO BKIIOYACT BBEACHHE CYOBEKTY (i)
uHruouTOopa youkeBHTHH-criermpuueckodi mporea3sl 1 (USP1) m (i) maruburopa momu AJI®D-pubosza
momumepassl (PARP) wm ux (papmauneBTUUeCKH TPHEMICMOH COJH, THApATa, COJIbBaTa, aMop(HOTO
TBEPAOTO BemecTBa wim mosmMopga, npuueMm uHruoOutop USP1 mpenctaBiser coOOH COCOUHEHHE,

BBIOPAHHOE 3 TPYIIIBI, COCTOAMICH 13
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H HX (I)apMaI.[eBTI/I‘IeCKI/I MTPUCMIICMBIX coneﬁ, THApPaToB, COJIBBATOB, aMOp(I)HLIX TBCPABIX BCIICCTB HITH
mouMop(os.

B omHOoM acmekTe HacTosINee H300PETCHHE OTHOCHTCA K CIOCOOY 3aACP)KKH, YMCHBLICHHS HITH
MPSAOTBPALICHAUA PCHOUINBA OMYXOJMH Y CYOBCKTA, MPHYCM CHOCOO BKIFOYACT BBCACHHC CYOBCKTY (i)
wHrHOuTOpa yOmKBHTHH-Cictmpmacckoii mporeassr 1 (USP1) w (ii) warmOuropa momm AJ[®-pubosa
momuvepassl (PARP) wmm wx (papMameBTHUCCKH TPHECMIICMOW COJH, THAPATA, COJBBATa, aMOp(HOTO
TBEpAOTO BemecTBa mwim moymvopda, mpuuem wuHruourop USP1 mpencrtaBisger coOol coeauHEHHE,

BBIOPAHHOE M3 TPYIIIBI, COCTOSINCH U3
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H uX (papMaeBTHYCCKH MPHEMIIEMBIX COJICH, THAPATOB, COJIbBATOB, aMOP(HBIX TBEPABIX BCIICCTB HIH
noumMopdos
[0042] B oxHOM acmeKkTe HACTOAMICE H300PCTCHHE OTHOCHTCSA K KOMOWHHPOBAHHOW KOMITO3HIIUH, COACPIKAIICH (i)
uHruOuTOp yOmkBHTHH-ciemu(uieckoir mporeazsl 1 (USP1) wm (ii) weHrubmrop momm AJI®-pubosza
mojuvepassl (PARP) win ux (hapManCBTHUCCKH MPUCMIICMYHO COJIb, THIPAT, COIBBAT, aMOP(HOS TBEPIOC

BeInecTBO WM moauMopd, mpuuem maruouTop USP1 mpenctaBisier co00l COCAMHCHHE, BBIOPAHHOE W3

TPYIIBL, COCTOAIIEH U3
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(c) popmyrer I11:
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n ux (I)apMaIIeBTI/I‘{eCKI/I IIPUEMIICMBIX coneﬁ, THOPATOB, COJIbBATOB, aMOP(I)HLIX TBCPABIX BCIICCTB HIIHA
noTuMop(QoB.
B oxHOM acnekTe HACTOSIIEe H300OPETCHHE OTHOCHTCS K KOMOWHHPOBAHHOW KOMIO3HIMH, COACpKamieH (i)
HHrHOUTOp yOHKBUTHH-cenupuueckoii mporeasl 1 (USP1) u (i) maruburop momu AJI®-pubosa
noumepassl (PARP) nimm ux (papmaneBTHUSCKH TPHEMIEMYEO COJTb, THAPAT, COJIBBAT, aMOP(HOE TBEPIOS
BEINECTBO Wi moauMop(, mpuyeM uHruoutop USP1 npencraeisier coOol COeIUHCHHE, BBHIOPAHHOE U3

TPYIIIBI, COCTOAIICH H3
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H HX (I)apMaI.[eBTI/I‘IeCKI/I MPUCMIICMBIX COJ'IG?I, ruapaToB, COJIBBATOB, aMOP(I)HI)IX TBEPABIX BCIICCTB HJIH
mouMop(os.

B ogHOM acmekTe HACTOAMICE W300PCTCHHE OTHOCHTCS K KOMOWHHUPOBAHHOW KOMITO3HIIUH, COACp KAIICH (i)
wHrHOuTOp yOmKBHTHH-cricru(rucckoli mpoteassl 1 (USP1) w (i) warmOurop momm AJID-pubosa
moyvepassl (PARP) wnn ux (papManeBTHUCCKH MPUCMIICMYHO COJIb, THIPAT, COIBBAT, aMOpP(HOS TBEPIOC
BEMICCTBO WiH momMopQ, mpuuem wHruourop USP1 mpeacraBmser coOOH COCIWHCHHE, BHIOPAHHOC W3

TPYIIBL, COCTOAIICH U3
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(a) popmymer I:
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(c) Gpopmysr 111
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" uX (papMAICBTHYCCKH MPHCMJICMBIX COJICH, THAPATOB, COJBBATOB, aMOP(HBIX TBESPIABIX BCINCCTB HIIH
moauMOp(hoB.
B HekoTopsIx acmekTax wHruOuTop PARP BBIOpaH W3 rpymmmbl, cOCTOAMCH W3 onamapuda (Jlmamapza®),
pykamapuba (PyOpaka®), Hupanmapuba (3croma®) u Ttamasomapuba (TamseHHa®), a Tawke HX
(bapMALCBTHYCCKH TMPHEMIICMBIX COJICH, THAPATOB, COJBBATOB, AMOP(HBIX TBCPABIX BCINCCTB WJIH
moTuMop(hos.
B omaom acmekre wHruOmrop PARP mpeacrasmser coGoif Hupanmapu0® wim ero (papManeBTHUCCKH
OPHEMIEMYO COJb, THAPAT, COJIbBAT, aMOP(HOE TBEPAOC BELICCTBO WM MOTAMOP.
B nmpyrom acmekre umarmOmtop PARP mpeacrasmier coboif onmamapu® wiam ero (papManeBTHUCCKH
OPHEMIEMYIO COJb, THAPAT, COIbBAT, aMOP(HOE TBEPAOS BEIICCTBO HITH HOIUMOP).
B ommom acmekre wunrumomrop USP1 mpencraBmser coboii coemumeHme (opmymaer 1 mmm ero
(hapMaTICBTHYICCKH MMPUEMIICMYEO COJTb, THIPAT, COTBBAT, aMOP(HOS TBEPAOC BEIICCTBO HTH MOJTAMOP(.
B napyrom acmexre warmbmrop USP1 mpencrasmser coboii coenuneHne Qopmynst I wmm ero
(hapMaTICBTHYICCKH TPUEMIICMYEO COJTb, THIPAT, COTBBAT, aMOP(HOC TBEPAOC BEIICCTBO HTH MOJTAMOP(.
B nmpyrom acmekre wmarmomrop USP1 mpencrasmser coboii coemumeHue (opmynsr III wmmm ero
(hapMaLCBTHYICCKH TPUEMIICMYEO COJTb, THIPAT, COTBBAT, aMOP(HOS TBEPAOC BEIICCTBO HTH MOJTHMOP(.
B oxHOM acnekTe HacTOALICE H300PSTCHUE OTHOCHTCS K MPUMCHCHHIO KOMOWHHPOBAHHOH KOMITO3HIWH IS
MPOH3BOACTBA JICKAPCTBEHHOTO CPEACTBA T JICUCHHS PaKa.
B npyrom acnekre HacTtosimee H300pPETCHHE OTHOCHTCA K (DapManeBTHUCCKOW KOMOHMHHPOBAHHOH
KOMIIO3HLIH, COACP/KAINCH KOMOWHUPOBAHHYK) KOMIO3HIIHIO M (hJapMALCBTHUCCKH MPUESMIICMBIN HOCHTESITb.

B oxHOM acmiekTe (l)apMaI.[eBTI/I‘IeCKa}I KOMIIO3UIH S MPUMCHACTCA UL JICUCHHUA paKa.
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B omHOM acmekTe HAcTOAImMEEe W300PSTCHHE OTHOCHTCA K HAOOPY, COACpIKameMy KOMOHHHPOBAHHYEO

KOMIIO3HIMEO WH (PAPMALCBTHUCCKYR) KOMOWHHPOBAHHYH) KOMITO3HWIHIO W WHCTPYKIIHH IO BBCICHHIO
KOMOWHAIIHH CYOBEKTY C PaKOM.

B gpyrom acmekTe HacToAmee H300PCTCHHE OTHOCHTCA K CHOco0y JICUCHHS paka y CyOBekTa,
BKITIOYArOICMY BBeAcHHE CyObekry (1) wmurmOmropa USP1l wu (ii)) warmOburopa PARP wm wmx
(bapMaLICBTHYICCKH MPHEMIICMOT COJTH, THAPATA, COJIbBATa, aMOP(hYHOTO TBESPAOTO BEMICCTRA WITH MOTMMOp(a,

npuyem uHruourop USP1 mpencrasisger co0oi coeTUHEHHE, BRIOPAHHOE W3 TPYIIIBL, COCTOSIICH 13
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H HX (l)apMaI.[eBTI/I'-ICCKI/I TPUCMIICMBIX COIIGI71, THAPATOB, COJIBBATOB, aMOp(bHLIX TBCPABIX BCIICCTB HITH
moTuMOp(hoB.

B apyrom acmekTe HACTOAINCE H300PCTCHHEC OTHOCHTCA K CHOCOOYy JICUCHHSA paka y CyOBCKTa,
BKITIOYArOICMY BBeACHHC CyObekry (i) warmOwropa USP1 wu (ii)) warmOuropa PARP wm wx
(hapMaTICBTHYICCKH MPHCMIICMOT COTH, THAPATA, COJTbBATA, aMOP(HOTO TBSPAOTO BEIICCTRA WK O THMOp(a,

mpuaem uHruoutop USP1 mpeacrasirier co0oii coeTuHEHNE, BRIOPAHHOE W3 TPYIIIIBL, COCTOSIICH U3
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(c) popmymer I11:
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U uX (papMaLCBTHYCCKH NMPHEMIIEMBIX COJEH, THAPATOB, COJIBBATOB, aMOP(HBIX TBEPABIX BEINECCTB HIIU
moauMop(os.
B Hexotophx acmekrtax cmocoba uHrubutop PARP BeIOpaH u3 rpynmbl, COCTOAINCH W3 HHpamapuoa,
onmamapuba ¥ HX (hapMaleBTHUCCKH NPHEMIICMBIX COJEH, I'MAPATOB, COJHBATOB, aMOP(HBIX TBEPABIX
BCILCCTB HITH HOJTHMOP(OB.
B oanoMm acniekte coco6a uarndurop PARP npencrasiser co6oii Hupamapud uim ero (papManeBTHUCCKH
NPHEMIEMYIO COJIb, THAPAT, COJIbBAT, aMOP(HOE TBEPAOE BEIIECTBO HIIH IOIUMOP.
B apyrom acnekte ciocota narnoutop PARP npencrasasier coboii onamapud i ero (papManeBTHUCCKH
MPUEMJIEMYIO COJIb, THAPAT, COJIbBAT, aMOP(hHOE TBEPAOEC BEILECTBO HITH MOTHMOP(.
B omHoM acmekte cmoco6a maruOuTop USP1 mpeactaBmser coOoii coeauHeHHEe (Gopmynsl I wmm ero
(hapMaLCBTHYICCKH MIPUCMIICMYHO COJTb, THIPAT, COJTBBAT, aMOP(HOC TBEPAOC BEIICCTBO HTH MOJTAMOP(.
B mpyrom acmekre cmoco6a maruOuTop USP1 mpeacraBmaer coboil coeauHeHne (popmynsl 11 wmm ero
(hapMaLCBTHYICCKH MIPUCMIICMYEO COJTb, THIPAT, COTBBAT, aMOP(HOC TBEPAOC BEIICCTBO HTH MOJTAMOP(.
B apyrom acmekte cmoco6a marnOurop USP1 mpeacrasnser coboit coeauHenue (opmyisr 111 wm ero
(hapMaTICBTHYICCKH MIPUEMIICMYEO COJTb, THIPAT, COTBBAT, aMOP(HOC TBEPAOC BEIICCTBO HITH MOJTAMOP.
B omHOM acmekTe HACTOAINECTO W300peTcHHMA BBeAcHHE wWHrmOmropa USPl, wmi ero yka3aHHOI
(hapMaLICBTHYUCCKH PHEMICMOM COJTH, THIPATA, CObBATA, aMOP(PHOTO TBEPIOTO BELICCTBA HTH OTHMOP(a,
u waruouTopa PARP, mmm ero ykazaHHOH (papMameBTHUECKH NPHEMIICMOH COJH, THApPATa, COJbBATA,
aMop(hHOTO TBEPIOTO BEIICCTRA IITH MOTAMOP(A, 00CCIICHHBACT CHHEPTHYCCKHUH I(P(PCKT.
B oanom acmekte Hactogmero m3o0percHus wHTHOMTOP USP1, My ero ykasaHHYIO (hapMaUCBTHUCCKH
MPUEMIICMYEO COJIb, THAPAT, COIBBAT, aMOP(HOC TBSPIOC BCIICCTBO WK moauMop(d, u uarudutop PARP,
HJTH €TI0 YKA3aHHYK (JapMALCBTHUCCKH MPHEMIICMYO COJTb, THAPAT, COJTBBAT, aMOP(PHOE TBEPIOS BEILECTBO
WM TOTHMOP(, BBOIAT B TEPaNeBTHUCCKH 3(P(PEKTHBHOM KOJIHYECTBE, TOCTATOYHOM IS OKA3aHUA OJHOTO
nmm Oosree TepaneBTHIECKUX 3((EKTOB, BRIOPAHHBIX W3 TPYIIIBL, COCTOAICH U3 (i) YMCHBIICHHUS pa3Mepa
omyxo.w, (i) HOBBIIICHHUS CKOPOCTH PETPECCHA PAKOBOH OmyxouH, (iil) YMCHBIICHHS WIIH HHTHONPOBAHHSA
pocTa PaKoBOi OMyX0H U (1V) YMCHBIICHHUS TOKCHICCKHX (P (ekroB mHTHONTOpAa PARP, BBOANMOTO B BHAC
MoHOTCpammd. B omHOM acmekTe HacTtosamero w3o0percHHs wHruOWTOp USPl, Wi ero ykasaHHYHO
(hapMaLCBTHYICCKH MPUCMIICMYEO COJTb, THAPAT, COJBBAT, aMOP(HOS TBSPAOC BEINCCTBO WM MOTHMOP(, H

naruouTop PARP, nim ero ykazaHHy0 (papManieBTHHUECKH MPHEMIIEMYIO COJTb, THAPAT, CONIBBAT, aMOpPQHOE
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TBEPAOC BCIICCTBO WITH MOJTUMOP(Q, BBOIAT B TCPANICBTHICCKH 3(P(PESKTHBHOM KOJTMYCCTBE, JOCTATOYHOM IS

OKa3aHUI OJHOTO WM Ooree TepameBTHYECKUX 3(P(EKTOB, BBHIOPAHHBIX W3 IPYIIbL, cocrosmed u3 (i)
YMCEHBIICHHS Pa3Mepa Oy X0y, (ii) MOBBIIECHUS CKOPOCTH PETPECCHH PAKOBOH OITy XOJH H (iii) YMCHBIICHUS
WM WHrHOWPOBAHHA POCTA PAKOBOW OMyXoJW. B OZHOM acmekre HACTOAIMETO H300PCTCHUSA HWHTHOWTOP
USP1, wm ero yka3aHHYH (papManCBTHUICCKH MPHCMIICMYIO COJb, THAPAT, COJIBBAT, aMOP(HOE TBEPIOC
BCIICCTBO WK OTUMOP(, 1 wHruOuTOp PARP, Himt ero ykazaHHYIO (hapMaCBTHICCKH MPUEMIICMYEO COJIb,
THIpPAT, COIBBAT, aMOP(HOE TBEPJOE BEMICCTBO MM MOJUMOP(, BBOIAT B KOJIHYECTBE, JOCTATOYHOM IS
YMEHBIICHHA TOKCHUCCKUX 3(ekToB marnonTropa PARP, BBOAHMOTO B BHAEC MOHOTECPAIIH.

B omxom acnekre mHrudutop USP1, mmm ero ykasanHy:o (papMaLEBTHYECKU IMPHEMIEMYIO COJb, THApAT,
COJBbBAT, aMOp(HOEC TBEPAOE BEIIECCTBO WM monuMmop(d, u muHruObutop PARP, mmm ero ykazaHHyro
(papMaLCBTHUCCKU MPUEMIIEMYIO COJIb, THAPAT, COJIbBAT, aMOP(HOE TBEPAOE BEIIECCTBO HIH HOIHMOP(,
BBOZAT B TCPANICBTUYUCCKH Sd)(l)eKTI/IBHOM KOJIMYCCTBC, AOCTATOYHOM IJII 3aACPIKKH, YMCHBIICHUSA HITH
MPEIOTBPALCHUA peIUaAnuBa (OBICTPOTO MOBTOPHOTO POCTA) OIY XOJIH.

B omxom acnekre mHrubutrop USP1, mmm ero ykasanHyio (papMaLEBTHYCCKU NMPHEMICMYIO COJb, THApAT,
CONbBAT, aMOp(HOE TBEpAOE BEmeCTBO WM moauMmopd, u mHruOurop PARP, mmm ero ykazaHHYyIO
(hpapMaLICBTHUCCKH MPHEMIIEMYO COJIb, THAPAT, COJBBAT, aMOP(HOE TBEPAOE BEINECTBO MJIHM MOIHMOP(,
BBOJAT MOCJICIOBATCIIBHO.

B apyrom acnexre waruburop USP1, mwim ero ykazaHHyr (papMaLEBTHYCCKH MPUEMIICMYEO COJTb, THAPAT,
CoNbBAT, aMOp(HOE TBEpAOE BEmIECTBO MM moauMop(, u umHruourop PARP, mmm ero ykazaHHYyIO
(papMaLCBTHYCCKU TMPHEMIIEMYIO COJIb, THAPAT, COJBBAT, aMOP(HOE TBEPAOE BEINECTBO HIH HOTHMOP(),
BBOJAT OJHOBPEMCHHO.

B oaHOM acmekTe HACTOSINETO H300PETCHHS KOMOWHALWIO BBOJAIT MICKOMUTAOMEMY. B 1pyrom acmekre
MJICKOTTUTAIOINEE MPEACTABIIICT COOOMH HeTOBEKA.

B HEekOTOpBIX acmekTax pak BBIOPAH H3 TPYIIBI, COCTOSIICH M3 reMo01acTo3a, JTUM(ATHICCKOTO Paka,
COJMIHOW OMyXOJIM, Paka, JHIICHHOTO MyTH pemaparyu nospexacHui JJHK, u paka, aedumurHOTO mo
TOMOJIOTHYHOH PEKOMOHHAITHH.

B HEkOTOpHIX acmekTax pak BBIOpPAH W3 TPYMIBL, COCTOAIICH H3 paka TOJOBHOTO MO3Tra, Paka JErKoro,
HEMEIKOKJIETOUHOTO paka jierkoro (HMPJI), paka TOJCTON KUK, paka MOYEBOTO MY 3bIPs, OCTECOCAPKOMBI,
paka SMYHHKA, paKa KOXKH, paka MaTKH, paka OPIOIIMHEI, Paka SHAOMETPHS U PaKa MOJOYHOH KeIe3bl.

B HEKOTOPBIX acmeKTax pak MPEACTaBILIET COO0H HEMEIKOKIECTOUHbIH pak jJerkoro (HMPJI).

B HEKOTOPBIX acTEKTaX PaK MPEACTABIACT COOOH pak TOJICTOM KHIIIKH.

B HEKOTOpBIX acmekTax pak MPEACTaBIIET COO0H Pak MOUYEBOTO ITy3BIPSL.

B HEKOTOpBIX acmekTax pak MPEeACTaBIIET COO0H PaK AMYHMKA HIIH PAK MOJIOYHOH SKEIIC3bI.

B HEKOTOpBIX acmekTax pak MPEACTaBIIET COO0H pak SHUHHKA.

B HEKOTOPBIX acmekTax pak MPEACTABIIET COO0H PaKk MOJIOYHOH YKEIC3bl.

B HEKOTOPBIX acmeKTax pak MPEACTaBIIET COO0H TPHIKABI HETATHBHBIH PaK MOJIOYHOH JKCJIC3BI.

B HekoTOpBIX acmekTax pak BHIOPAH W3 TPYIIIBI, COCTOSAIMICH H3 paka KOCTH, BKIIIOYAS OCTCOCAPKOMY H
XOHAPOCAPKOMY, paka TOJOBHOTO MO3ra, BKIIOYAs TIIHOMY, TJIHOONACTOMY, aCTPOILUTOMY,
Meayu1o0IacToMy H MEHUHTHOMY;, Paka MATKHX TKaHEH, BKIIFOUAs paOIOHIHYIO Oy XOJIb H CAPKOMY; paKka
MOYKM, pPaKa MOYEBOTO TMy3BIPSA, paka KOXKH, BKIIOYAsd MEIAHOMY, H paka JErKkoro, BKIIOYAd
HEMETKOKICTOYHBIN PaK JETKOTO; Paka TOJICTON KHUIIKH, PAKA MATKH, PAKa HEPBHOH CHCTEMBI, PAKA TOJOBbI

H IICH; PAKa MOIKEITY JOUHOM JKENIC3bl H PAKa IMECHKH MATKH.
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B HEKOTOPHIX acmekTax pak MPEACTaBIIET COO0H pak, INIICHHBIN MyTH penaparmu nospexxacHuit JJHK.

B HekoTOpBIX acnekTax pak npeacTasisieT coboif MyTaHTHBIH pak BRCAL. B HEKOTOPBIX acTieKTax My TamHs
BRCAI mpencraensgetr co0oif MyTanWio 3apoAbIIIcBOi THHEH. B HekoTOphIX acmekTax myrtamus BRCAL
MPEICTAaBIsIET COOOH COMAaTHYECKyl0 MyTanuio. B Hekoropeix acmekrax myrtamus BRCAL mpusogur k
me¢puuury BRCAL.

B HekoTOpBIX acneKkTax pak npeacTaBisieT coboif MyTaHTHBIH pak BRCA2. B HEKOTOPBIX acTIeKTax My TaLHs
BRCA?2 npeacrapisier co00i MyTaIuio 3apoAbllicBoi TuHHH. B HekoTOopsIX acmekrax mytanus BRCA2
MPECTABIsIET COOOH COMAaTHYECKyl0 MyTanuio. B Hekoropsix acmekrax myrarus BRCA2 mpusogur k
npeuiury BRCA2.

B HEKOTOpBIX acmekTax pak npeacrasiiet codoif mytantHbiil pak BRCA1 u mytantHsi pak BRCA2.

B HEKOTOpBIX acmekTax pak NpeAcTaBisieT coboif pak, aepuuutHeni mo BRCAL.

B HEKOTOpBIX acmekTax pak NpeAcTaBiieT co0oH pak, nepuuutHef o BRCA2.

B HEKOTOpBIX acmekrax pak mpeacTaBiieT coboif pak, nepuuutHeii mo BRCAI, u pak, Ae(pMUUTHBIN 1O
BRCA2.

B HekoTOpPBIX acmeKTax pak IMpeacTaBisieT coO0i pedpakTepHbIH HIM YCTOHUNBBIH K HHrHOHTOpY PARP
pak. B HEKOTOpBIX acmekTax pak MPecTaBiIieT COOOH yCTOHUHMBBHIH MU pe(ppakTepHBIH K HHIHOHTOPY
PARP mytanthsrii pak BRCA1, BRCA2 wiin BRCA1 u BRCA2. B HEKOTOPBIX aCIIEKTaX Pak MPEICTABISCT
co0oii ycToiumBbIi WK pedpakrepHbiii k uHrHOUTOpY PARP pak, neduumrasiii mo BRCA1, BRCA2 nm
BRCA1 u BRCA2.

B HEKOTOPBIX acmeKTax pak HMEET MyTAalHIO B TCHE, KOAUPYIOIMECM MPOTCHHKUHA3Y, MyTHPOBAHHYIO IIPH
aTakcHUH-TeNIeaHTu3KTauu (ataxia telangiectasia mutated — ATM). B mexoTopsix acnekrax myTtanust ATM
MPEACTABISIET COOOH MyTALHIO 3aPOABILCBOI THHUH. B HekoTOpBIX acniekrax MyTanust ATM npeacrasisieT
co00# COMAaTHYECKYI0 MyTalWi0. B HEKOTOPBIX aCHEKTaX pak MPEACTABIACT COOOH pak, AC(PUIMTHBIA 1O
ATM.

B HEKOTOpBIX acHmEKTaxX pak COACPKHUT PAKOBBIC KICTKH C MyTanmed B IeHe, koaupyomeMm p53. B
HCKOTOPBIX ACTICKTAX MyTALHA B TCHE, KOJUPYIOIEM P33, MPEACTABIACT COOOH MYyTALMIO 3aPOIBIIICBOIT
JTUHUU. B HCKOTOPBIX aCMEKTaX MyTaO|sd B TCHE, KOAUPYIOMEM P53, MPSACTABICT COO0H COMATHUCCKYHO
MYTaIMEO. B HEKOTOPBIX aCMEKTAX PAaK COACPKUT PAKOBBIC KICTKH C My TALIMCH ¢ MOTCPCH (DYHKIHH B TCHE,
KOAUpyomeMm p33.

B HEKOTOpBIX acHekTax pak HMEEeT MyTAallHIO B TEHE, KOJUPYIOMIEM 10 MeHbIIEH Mepe aBa u3 p53, BRCAL,
BRCA2 uw ATM.

B HEKOTOPBIX acmekTax pak COACP KUT KICTKH C MOBBIIICHHBIME YPOoBHAMU RADS1. B HekoTOpBIX acmiekTax
noBbImIcHHBIC YpoBHE RADS1 npencrasmstor coboii noBeimeHHbIC ypoBHE Ocika RADS1. B HekoTophIx
aCTCKTaxX MOBBIICHHBIC YPOBHH RADS1 mpeacTapnsroT coOO0# MOBHINICHHBIC VPOBHH (DPOKYCOB Ocika
RADS51. B nexotopsIx acmekrax nmo meHbmieli mepe 10% knetok, kotopele Haxomsarcsa B (aze S/G2
KJICTOYHOTO IIWKJIA B 00pasIle, MOJYYEHHOM U3 paka, aiuroTcs RADS1-monoxkurenpHpIMH. B HEKOTOPHIX
acriekTax HoBbIICHHBIE YpoBHH RADS1 mpeacrasnsror coboii mossimnennsie yposan MPHK RADS1. B
HEKOTOPBIX ACIHEKTaX MOBHIICHHBIC YPOBHE RADS1 65uti 0OHApY>KECHBI TIEpEeT BBEACHHEM HIIH JICUCHHCM.
B HekoTophIX acmekrax cmoco0 WM TPHMCEHECHHE, TPEUIOKCHHBIC B HACTOSINEM JOKYMCHTE,
JONOJHHTEIBHO BKIIIOYAIOT OOHapy>keHue ypoBHeidl RADS51 B o0Opasme paka, MONYyYEHHOM OT CyOBEKTa,

nepea BBEACHUEM UITH JICUCHHUEM.
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B apyrom acmekte HACTOSINEGS HM300PETCHHE OTHOCHTCS K COOCOOY JICUCHHS —PACCTPOMCTEA,

omnocpenosanHoro 6emxkom USP1, w/mmm paccTpoiicta, omocpeaoBaHHOTO O¢koM PARP, mpuueM cmoco6
BKJIFOYACT BBEJACHHE CyOBEKTY, Hy KHaromemycs B 3toM, uaruouropa USP1 ¢opmynsr I wmu 11, nmm ero
(bapMaTICBTHYICCKH MPHEMIICMOT COJTH, THAPATA, COJTbBATa, aMOP(hYHOTO TBESPAOTO BEMICCTRA T oTnMop(a,
u wHrHONTOpa PARP, mm ero (papManeBTHUCCKH NMPHUEMICMON COJIH, THAPATa, COJbBATA, aMOpP(HOTO
TBCPOOTO BemeCTBA WiH mnoamMop(da, B IPQPCKTHBHOM KOTHYCCTBE IS JICUCHHS PACCTPOMCTBA,
omnocpenosanHoro Ocmxom USP1, w/mmu paccrpoiicta, omocpenosanHoro Oenxom PARP. B apyrom
acMeKTe HACTOAIIEe H300PeTCHHE OTHOCHTCA K CIOCO0Y JICUCHHUS PACCTPOHCTBA, ONMOCPSIOBAHHOIO OCIKOM
USP1, w/mmm paccrpoiictea, omocpenosanHoro OemkoMm PARP, mpuyuem cmoco0 BKIOYACT BBCICHUC
CcyOBeKTy, Hy KaaromemMycs B 31oM, uaruduropa USP1 ¢opmyisr I, popmy sl 11 wmu Gpopmy s 111, umu ero
(papMaTICBTHYICCKH MPHEMICMOT COJTH, THAPATA, COJIbBATA, aMOP(YHOTO TBEPAOTO BEIICCTRA MWK ToTmMopQa,
u uaruduropa PARP, wmi ero (papManeBTHUCCKH NMPUEMICMON COJH, THApara, COJbBaTa, aMOp(HOTO
TBEPOOTO BEmIICCTBA WM nHoamMop(a, B IPPEKTHBHOM KOJTHYCCTBE I JICUCHHS PacCTpOiicTma,
onocpexosanHoro 6emxom USP1, u/umm paccTpoiicTa, onmocpeaoBaHHoro oeiaxom PARP.

B npyrom acnekre HacTosIIee H300peTeHIE OTHOCHTCS K crioco0y nHruonposanus 6enka USP1 w/umm 6enxa
PARP, BxmrouaromeMy npuseacHue B KOHTakT Ocmka USP1 w/mmm 6enxa PARP ¢ waruburopom USP1
(Gopmyas 1 wmm 11, wmm ero (papMareBTHUCCKH MPHEMIICMOH COJIBIO, THAPATOM, COJBBATOM, aMOP(HBIM
TBEPABIM BELICCTBOM HIH nmoimuMopdom, u uaruduropoM PARP, nmi ero (papmaneBTHYCCKH MPHEMIICMOR
COJIBIO, THAPATOM, COJBBATOM, aMOP(HBIM TBEPIABIM BEIIECTBOM MM monuMmopdpoMm. B apyrom acmexre
HACTosAIee H300PETCHHE OTHOCHTICA K cmocoOy unruOupopanmsa Oenxa USP1 w/mmu Genka PARP,
BKITIOUArOLeMy npuBeacHue B KOHTAkT O6eaka USP1 w/umn 6enka PARP ¢ warn6uropom USP1 (opmyner I,
(Gopmyasl 11 wru popmysl 111, wim ero (papManCBTHUCCKH MPHCMIICMO COJIBIO, THAPATOM, COJIBBATOM,
aMOp(HBIM TBEPABIM BEHICCTBOM WM moimuMopdom, u maruouTopoM PARP, umm ero (papMarneBTHuecKu
TMPUCMIICMOH COJIBIO, THAPATOM, COJTBBATOM, aMOP(HBIM TBEPIBIM BCIICCTBOM HITH MOJTAMOP(HOM.

B HEKOTOpBIX acTiekTax MPUBEACHUE B KOHTAKT MPOUCXOIUT in Vilro.

B HEKOTOpBIX acTiekTax MPUBEACHHUE B KOHTAKT MMPOUCXOIUT in VIvo.

I[OHOJ'IHI/ITGJ'II)H])IG ACTICKTBI H NPCHMYyIICCTBA 3TOTO I/[306p€’l‘ CHUA 6yﬂyT H3JI0KCHBI YACTHYHO B
HIDKCTPUBCACHHOM OIMUCAHHWH, CTAHYT OUYCBHIAHBI U3 OMHUCAHUA WJIH )K€ OHH MOTYT OBITh BBIIBJICHBI mpu
MPAKTHYCCKOW peanu3alyy 3TOr0 H300peTeHUs.  ACHEKTHI W IpeHMyINecTBa H300peTcHUsA OyayT
peamu30BaHbl W OJOCTUTHYTBI MOCPCACTBOM DJJICMCHTOB H KOM6I/H'I&I.[I/Iﬁ, KOHKPCTHO YKA3aHHBIX B
mpuaaracMoi (popMyic H300pCTCHUA.

CrexyeT mOHMMATH, YTO KAK MPUBCIACHHOC BBIIC KPATKOC H3MOKCHHE, TaK M MOCICAYIOLICEe MOAPOOHOS
OMUCAHUC ABJLAOTCA TOJBKO HJUIFOCTPATHBHBIMH W TOACHHUTCIIBHBIMA W HC OTPAHUYIMBAIOT 3aABJICHHOC

n300peTeHue.

KPATKOE OITMCAHUE I'PAOUYECKHX MATEPHUAJIOB

[0097]

[0098]

Ha ®wur. 1 moka3an cuHepruueckuii 2 ¢pext komouHamn waruonropa USP1 (popmyns! 11 n Hupanapuba B
mogemu BRCA1 myranTHOTO paka smaanka JHOS2.
Ha ®wur. 2 moka3an cuHepruieckuii d(p ekt komouHamn uaruonropa USP1 ¢opmyns! 11 n Hupanapuba B

mogemu BRCA1 myranTHOTO paka smaanka COV362.
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Ha ®nr. 3 nokazad curepruueckuii 3¢ ekt komOmuaammu naruouTopa USP1 ¢opmys! 11 n xupanapuba B

moaemun BRCA1 myranTHOTO paka smaanka UWB1.289.

Ha ®wur. 4A u 4B nokazaHa IPOTHBOOIYX0JIeBas akTUBHOCTh HHrHOUTOpa USP1 (opmymsl I B dopme
CBOOOTHOTO OCHOBAHHA II0 CPABHCHHIO C OJIAIaPHOOM H HHPANAPHOOM Y MBIIICH C HCTIOIb30BAHHECM MOICTH
BRCA1 MyTaHTHO# Oy X0JIH MOJIOUHOH >kene3bl yesnoeka MDA-MB-436.

Ha ®ur. SA n 5B moka3ana mpoTHBOOIYXO0JicBasg akTUBHOCTH wHruomropa USP1 ¢opmyxsr I B opme
COKPHCTAJIA IO CPABHCHUIO C 0JIAAPHOOM M HHPAmapuOOM y MbIei ¢ ucrnoas3oBanueM Mmoaem BRCAL
MYTAHTHOH OITy XOJIH MOJIOYHOH >kele3bl yenoseka MDA -MB-436.

Ha ®wur. 6A, 6B i 6C noka3aHa mMpOTHBOOIYX0J1¢Bad aKTUBHOCTh HHrHOUuTOpa USP1 hopmy et I B popme
COKpHCTa/UIa B KoMOuMHauuu ¢ uHruOutopoM PARP onamapuOoM B MBINIMHOH KCEHOTpPAHCILIAHTATHOH
MO/ICJTH OITY XOJTH MOJIOUHOMH skeie3bl yenoseka MDA-MB-436. Ha ®ur. 6D u 6E moxazana moBbIICHHAS
MPOTHUBOOIY X0JIeBas akTUBHOCTh HHruouTopa USP1 (opmyisl I B opMe cokpucrania B KOMOHHALIMU C
uaruouropoM PARP onanmapubom Ha 27 neHb (MOCICTHEE H3MEPEHHE IMEped MPEKPAIICHHEM BBEICHUS
no3bl, @ur. 6D) u Ha 55 neHp (yepe3 27 aHel mocie MPeKpaIeHus BBEACHUA 1036l Our. 6E) B MpImuHO
moaemu BRCA1 MyTaHTHO#M 0Ty X0JTH MOJIOUHO#H skee3bl yenoseka MDA-MB-436. Ha ®wur. 6F nokazaHo,
yro xomOuHarmsa uaruouropa USP1 (opmys! u uarudutopa PARP onanapuba Xopomo mepeHOCHTCS B
moaemu BRCA1 MyTaHTHOI# Oy X0JIH MOJIOYWHOH skeJie3bl ueioseka MDA-MB-436.

Ha ®ur. 7A, 7B, 7C, 7D n 7E noxaszaHa IpoTHBOOIy X0J1eBast akTHBHOCTh mHruouropa USP1 ¢opmymsi I B
(opme coxpucramia B koMOuHaumu ¢ wHruOutopom PARP omamapubom B MOAETAX MONYYCHHBIX OT
MAIMEHTOB KCEHOTPAHCIIAHTATOB MOJIOUHOH KEJI€3bI HA TOJIBIX MBIIIAX.

Ha ®ur. 8A, 8B, 8C u 8D noka3ana mpoTHBOOMyX0JieBast akTHBHOCTh wHruoOuTopa USP1 (opmyitsr I B
(popme cokpucTamia B komOuHaImH ¢ HHraouTopoM PARP onamapu6om B PDX-MoaeH MOJIOMHOM JKEIIC3BI
yenoseka ¢ mytamueii BRCA1 u Boicokum cratrycom HRD HBCx-11. Ha ®@ur. 8 A moka3aHa akTHBHOCTb
KOMOWHAIIMH N0 CPaBHCHUIO ¢ MOHOTepamuamu. Ha ®ur. 8B u 8C moka3aHa akTHBHOCTh MOHOTCPAITHH
onamapuoom B 103¢ 50 mr/kr (@ur. 8B) u 100 mr/xr (@ur. 8C) y oraemsHbIX Mbmici. Ha @ur. 8D mokazaHa
AKTHUBHOCTh KOMOWHamu y OTAchbHBIX Mbimieli. Ha ®ur. 8E mokazaHo, 4yto KOMOWHAIWS WHIHOHTOPA
USP1 ¢opmyier I B popme coxpuctamia U waruoOuTopa PARP onamapuba xopomo meperocutcs B PDX-
MOJETH MOJIOUHOH Kene3bl yenoseka ¢ myTtanueii BRCA1 u Beicokmm crarycom HRD HBCx-11.

Ha ®wur. 9A, 9B n 9C noka3aHa MPOTHBOOIY X0JICBad aKTUBHOCTh HHTHOUTOpa USP1 (hopmy et I B (popme
COKpHCTAIa B KOMOWHAamwH ¢ wHruOutopom PARP omamapubom B PDX-Momenm MOJIOWHOH IKEIIC3bI
yenmoBeka ¢ BbicokuM ctatycoMm HRD HBCx-14. Ha ®wur. 9A mokaszaHa akTHBHOCTh KOMOWHALIHH IO
CPaBHCHHUIO C MOHOTCpamucii onamapuoom. Ha @ur. 9B moka3aHa akTHBHOCTh MOHOTCPAIIHHU OJIAITIAPHOOM
B 103¢ 50 mr/kr y otacmeHbIX Mbrmeii. Ha ®@ur. 9C moka3aHa aKTHBHOCTh KOMOWHAITHH Y OTACIBHBIX
memmei. Ha ®@wur. 9D nokaszano, uro komOuHamsa warudoutopa USP1 ¢opmynst I B popme cokpucTanma u
naruouropa PARP omamapuba xopomro mepenocutcst B PDX-Monmenmn MOJIOYHOH >Kene3bl YElOBEKa C
BeIcokmM crarycom HRD HBCx-14.

Ha ®wur. 10A, 10B, 10C, 10D, 10E, 10F u 10G noka3aHa MpOTHBOOIYXO0JICBas AKTHBHOCTh HHTHOHUTOPA
USP1 ¢opmymst [ B popme cokprcTamia B komOuHAmH ¢ wHruouTopoM PARP omanapudom 8 PDX-moaemmn
smuanka ¢ myTtamueiin BRCA1 w TP53 OV0589. Ha ®@ur. 10A moka3aHa akTHBHOCTh KOMOWHAIHH ITO
CpaBHEHHIO ¢ MOHOTepanuamMu. Ha ®ur. 10B nmokazaHa aKTHBHOCTb KOHTPOJIBHOTO HOCHTEA Y OTACIBHBIX
mermei. Ha @ur. 10C w 10D nokaszana aktusHOCTh mHrHOuTOpa USP1 (hopmymst I B popme cokprcTanma B

mo3¢ 100 mr/kr (©ur. 10C) u 300 mr/kr (Pur. 10D) y otaeapubix mermeit. Ha ®@ur. 10E u 10F mokazaHa
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AKTHBHOCTH MOHOTEpamuH omamapuooM B 703 50 mr/kr (@ur. 10E) u 100 mr/kr (@ur. 10F) y oTaempHBIX

mpimeii. Ha @ur. 10G nokazaHa akTHBHOCTh KOMOWHALMH Y OTACTbHBIX Mbiiel. Ha ®@ur. 10G nokazana
AKTHBHOCTH KOMOWHALNH Y OTACTbHBIX Mbimici. Ha ®ur. 10H mokaszaHO, 4T0 KOMOWHAIHA HHTHOHTOPA
USP1 ¢opmyimer I B popme cokpucramia u uaruonTopa PARP onamapuba xopomo meperocurcs B PDX-
moaem suuHuKa ¢ Mmytanueii BRCA1 u TP53 OV0589.

Ha ®wur. 11A noka3zaso, uto Hu oxauH u3 uHruouropa USP1 ¢opmyisr [, uarnéuropa PARP onamapun6a wiu
UX KOMOWHAIMH HE 001a7aeT akTHBHOCTHIO0 B PDX-Monemm surmnka ¢ mytanuciit BRCA1 ST416. Ha ®ur.
11B moka3zana nepenocumocts umHruobutopa USP1 ¢opmynsr I, maruburopa PARP omamapuba u ux
xomOuHamu B PDX-monem suunmnka ¢ myrtanueit BRCA1 ST416.

Ha ®ur. 12A, 12B, 12C u 12D noxazano, yro uarudburop USP1 ¢opmyis! I moBsmaeT akTHBHOCTD
uaruouropa PARP Hupanaputa 8 CDX-mogaemu BRCA1 myrantHoro TNBC Mo04HOH 2KeIe3bI YeJIOBEKA
MDA-MB-436. Ha ®ur. 12A noka3aHa akTHBHOCTh KOMOMHALIMY IO CPABHCHHUIO C MOHOTepanusiMu. Ha
@ur. 12B u 12C nokazaHa akTHBHOCTbh MOHOTEpanuu HupanapuooM B o3¢ 20 mr/kr (dur. 12B) u 50 mr/kr
(®ur. 12C) y oraempubix Mbrmeii. Ha ©ur. 12D noka3aHa akTHBHOCTh KOMOHWHAIIMY Y OTACIBHBIX MBIIICH.
Ha ®wur. 12E noxa3ano, uro komOunarus uaruoutopa USP1 u naruéuropa PARP Hupamapuba Xopoio
nepeHocutca B CDX-monemu BRCA1 myrantHoro TNBC momounoii skenessl uenoeka MDA -MB-436.
Ha ®wur. 13A, 13B, 13C u 13D moxa3zaHa (papMaKOKHHETHKA ME)KICKAPCTBCHHOTO B3aHMOACHCTBHA
kxoMOuHarmu oanapuda (®ur. 13A u 13B) u popmynsr I (@ur. 13C u 13D) y meneit NOD SCID Ha 1 nesb
(®ur. 13A u 13C) u 5 mens (Our. 13B u 13D).

Ha ®ur. 14 noxazas cuseprudeckuii 3(ppexr xomObunamuu uaruduropa USP1 ¢opmyist I u onanapuba B
KkieTkax paka suuanka HCT116.

Ha ®ur. 15A, 15B, 15C, 15D, 15E u 15F nokasaHo, 4TO HH oauH u3 mHrHOMTOpa USP1 (opmys! I,
uHruouTopa PARP onanmapuba nim ux KOMOHHAIMH HE 00JIaaeT aKTHBHOCTHIO B PDX-Mozem ssuuHHKa
CTG-0253. Ha ®wur. 15A moka3aHa aKTHBHOCTh KOMOWHAIIMH TIO CPABHCHHUIO ¢ MOHOTepammwsiMu. Ha ®wur.
15B moka3aHa aKTHBHOCTh KOHTPOJILHOTO HOCHUTENA Y OTACHbHBIX Mbimed. Ha ®ur. 15C nokazana
akTuBHOCTH HHrHOHTOpa USP1 (hopmyirsr I B popme cokpucramma B 1o3¢ 100 MI/KT y OTACTBHBIX MBIIICH.
Ha @wur. 15D moka3ana aktuBHOCTS HHrHOHTOpAa USP1 (hopmy sl I B popme coxpucTamia B 1o3¢ 300 mMr/xr
y otaempHbIX Mermeii. Ha @ur. 15E moka3aHa akTHBHOCTh MOHOTCPANHH OJIanmapuooM B o3¢ 100 mr/kr y
otaenbHBIX MbrmicH. Ha ®@wr. 15F moka3aHa aktuBHOCTh kKoMOmHAIWH (100 Mr/kr omamapuda + 100 mr/kr
(opmymsl 1) y otnensabx Mpimedi. Ha ®@ur. 15G nokazana nepeHocumocts uaruouTopa USP1 (opmyrsr
I, maruburopa PARP onanapu6a n ux xomOburammyu 8 PDX-monemu stmunnka CTG-0253.

Ha ®ur. 16A, 16B, 16C, 16D u 16E moka3aHa MpOTHBOOMYXOJICBAsA aKTHBHOCTh mHrmomTopa USP1
(dopmynsl 1 B (popme cokpucramia B komOuHanmu ¢ uHruoOuropom PARP omanmapubom B PDX-momemm
BRCA1 u TP53 mytaHTHOTrO, ycTOiunBOTO K 0tanapudy paka HBCx-8. Ha ®@ur. 16A moka3aHa akTHBHOCTh
KOMOHMHAIIMH IO CPABHEHWIO ¢ MOHOTepamusmu. Ha ®wur. 16B moka3aHa akTHBHOCTh KOHTPOJBHOTO
HOCHTEIA Y OTAcTbHBIX Mblneii. Ha ®@ur. 16C moka3ana aktusHOCTh nHruonTopa USP1 ¢gopmyms I B popme
cokpuctamia B 03¢ 100 mr/kr y otaenpHeIX Meimeii. Ha ®@ur. 16D moka3aHa aKTHBHOCTh MOHOTCPATTHH
omanapuOoM B 103¢ 100 Mr/kr y otaempHeIX Mbimeii. Ha ®@ur. 16E nokazaHa akTHBHOCT KOMOMHAIMH Y
oraenpHBIX Mbnneii. Ha ®@nr. 16F mokazano, uro xomOmHanusa uarndutopa USP1 ¢opmyns: I B Gopme
cokpuctauia U uHruoutopa PARP omamapmba xopomo meperocutcs B PDX-monermi BRCA1 u TP53

MYTaHTHOTO, ycToiumneoro k onanapudy TNBC suurnka HBCxS.
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Ha ®wur. 17A, 17B, 17C, 17D, 17E, 17F u 17G mnoka3zaHa NOpPOTHBOOMYXOJICBAS AKTHBHOCTD H

nepeHocuMocTs nHrnouTopa USP1 popmy e I B popme cokpricTaia B komOuHAIMH ¢ WHTHOUTOpoM PARP
omanapuooM B PDX-moaemu momounoii sxene3sl ¢ mytanueii BRCA2 u TP53 u Bricokum crarycom HRD
HBCx-17. Ha ®@ur. 17A nokazaHa akTHBHOCTh KOMOHHAIMH IT0 CPABHECHHUIO ¢ MOHOTepanusmMu. Ha Owur.
17B moxazaHo, yro komOuHanus uaruouropa USP1 ¢opmyist I B popme cokpucrama u maruouropa PARP
omamapuda xopomo mnepeHocurcsa B mozeaum HBCx-17. Ha @ur. 17C moka3aHa HpOTHBOOIMYXOJICBAS
aktuBHOCTH HHruOuTOopa USP1 (opmyisl I B Gopme coxpucramia B komMOuHaIuu ¢ uHruouropom PARP
onamapuoom (50 mr/kr) B Mmogemu HBCx-17. Ha @ur. 17D nmoka3aHa akKTUBHOCTH KOHTPOJIBHOTO HOCHTCIIA
y orzmenpHbix Mbime. Ha ®wur. 17E nokazana aktueHOCTh mHTHOHMTOpa USP1 (opmynsr I B dopme
cokpuctamia B 103¢ 100 mr/kr y otacmsHbIX Mbimei. Ha ®@ur. 17F mokazaHa aKTHBHOCTh MOHOTCPATTHH
onamapuooM B 103¢ 50 Mr/kr y oraenpHbIX Mbrmeidi. Ha @wur. 17G moka3aHa akKTHBHOCTh KOMOHWHAITHH
(omamapu6 50 mr/kr u ¢opmyma I 100 MI/KT) Yy OTACHBHBIX MBIIICH. Ha ®ur. 17H nokasana
MPOTHBOOIYX0JICBAs aKTHBHOCTh koMOuHanuu mHruoutopa USP1 ¢opmyisr I B gopme coxpucramia ¢
uaruouropoM PARP onanmapubom (100 mr/kr) B mogemu HBCx-17. Ha ®ur. 171 nmokazaHa aKTHBHOCTb
KOHTPOJBHOTO HOCHTENA Y OTACHbHBIX Mbimel. Ha ®ur. 17J moka3ana aktuBHOCTh wHruouropa USP1
(opmyst 1 B (popme coxpucramma B xo3e 100 mr/kr y otaenpHbIX Mpmueii. Ha ®wur. 17K mokazana
AKTHBHOCTb MOHOTEpANUH oyanapuooM B 103e 100 mr/kr y otaensHbIX Mpiueii. Ha ®ur. 17L moxasana
AKTHBHOCTH KoMOuHaImu (onanapu6 100 mr/xr u ¢popmyna I 100 MI/kr) y OTACTIBHBIX MBIIICH.

Ha ®wur. 18A, 18B, 18C, 18D, 18E, 18F, 18G, 18H, 18I, 18J, 18K u 18L noka3aHa nNpOTHBOOIY X0JICBAs
AKTHBHOCTb W mepeHocumocTh mHruoutopa USP1 Qopmynsr I B (popme cokpucramia B KOMOWHALMHU C
uaruouTopoM PARP omamaputom B PDX-moaenu siuunmka ¢ mytanuein BRCA1 u TP53 CTG-0703. Ha
@ur. 18A moka3aHa aKTHBHOCTh KOMOWHAIMH MO CPAaBHCHUIO ¢ MOHOTepanmsimMu. Ha ®ur. 18B nokasaHo,
yro komOuHarus uaruouropa USP1 Gopmymst I B popme coxpucrama u uaruouropa PARP omanapuba
xopomo mnepenocutcs B mogemn CTG-0703. Ha @wur. 18C moka3zaHa MpOTHBOOIYXOJEBAs aKTHBHOCTD
(opmysl I B popMme cokpucTamia B koMOHHAIWY ¢ HHrHOuTOpOoM PARP omamapudom (50 Mr/xr) B MOACIH
CTG-0703. Ha ®@wur. 18D moxa3aHa akTHBHOCTh KOHTPOJIBHOTO HOCHTEI Y OTACIbHBIX Mbimeid. Ha ®wur.
18E mokazaHa aktuBHOCTh mHTHOHTOpPa USP1 (opmyner I B (opme coxpucramia B ao3e 100 mr/kr y
otaenbHBIX MbImicii. Ha ®@wur. 18F mokaszaHa akTHBHOCTh MOHOTCpPANTHH 0JamapuooM B 103¢ 50 Mr/kr y
otaeabHbIX Mbimeli. Ha @ur. 18G mokazaHa akTHBHOCTh KOMOHHAIMH Y OTACIBHBIX Mbimiei. Ha @ur. 18H
MOKa3aHa MPOTHBOOINYXOJEBas AaKkTHBHOCTH (opmymsl I B (opme cokpucramia B KOMOWHAIWHU C
uaruouTopoM PARP omamaputom (100 mr/xr) B momemun CTG-0703. Ha ®ur. 18] noka3zana akTHBHOCTB
KOHTPOJIBHOTO HOCHTCIIA Y OTACTBHBIX Mbrmeli. Ha @wur. 18] mokasana aktusHOCTs MHrHOHTOpPa USP1
(dopmymnsl 1 B (opme coxpucraima B mo3e 100 mr/kr y otmenpHeIx Mprmed. Ha ®wr. 18K mokasana
AKTHBHOCTH MOHOTCpammu ojamapuooM B A03¢ 100 mr/kr y otaensHbIX Memmei. Ha ®@wur. 18L mokazaHa
AKTHBHOCTh KOMOHMHAIWH Y OTICIBHBIX MBIIICH.

Ha ®wur. 19 mnokazano, uro mnpu ckpuamHrax ycroiiumsoctn CRISPR-Cas9 mpencraBieHHOCTD
HANPABJLTIOMIMX ITOJIOKATEIBHOTO KOHTPOJS CHH3MIACH, TOTZAA KaK IPEACTABJICHHOCTH HAIPABILTIOIIHX
HEUTPATBHOTO KOHTPOIS He CHU3HIACh HAa 4 neHb (D4), 7 news (D7) u 14 mens (D14).

Ha ®wur. 20 moka3aH BYJKAHWYCCKUH TpapuK C TCHAMH, KOTOPBIC 00mamaroT au(pepeHIHATEHOMN
JKA3HCCTIOCOOHOCTHI0 mpu jeucHun (Gopmynoii [ B (opme coxpuctamma. JIaHHBIC TPCACTABISAIOT

oboramenne kietok MDA-MB-436 Ha 14 mens (D14) mo cpasrenmro ¢ 0 maem (DO0) mocne acucHusS
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uaruouTopoM USP1 (dopmyner I B ¢opme coxpucramia (USPi) n HOKayTa pa3IHdHBIX TCHOB (HAIpUMED,

RADI18 nu UBE2A).

MNOJAPOBHOE OITMCAHUE CYIIIHOCTH M30BPETEHUA

[0117]

[0118]

[0119]

[0120]

[0121]

[0122]

OmmH acmeKT HACTOSINEr0 H300PCTCHHA OCHOBAH HA NPHMCHCHHH KOMOWHAIIMH WHrHOWTOpa Ocika
youksutHH-crienupuueckoi mporeassl 1 (USP1) u urruburopa momm AJ1d-pudoza mommmepassl (PARP).
KoMOunanmu npuMeHHMBI 1011 uHruOuposanus 0cnka USP1 w/mmm 6enka PARP, a tawke it redeHus
3a007¢BaHAll, HAPYIUCHAH WM COCTOSHYM, Hanpumep, paka, KOTOPbIC YyBCTBHTCIBHBI K HHTHOHPOBAHHIO
6emxa USP1 w/nnm 6eka PARP.

B HekoTophix acmekrax komOuHanus uHruouropa USP1 u wunruburopa PARP oGecneunsaer
CHHEPIHYeCKUH 3P QeKT.

B Hexoropeix acmekrax wuHruOutop USP1 u uHru6urop PARP npHCYTCTBYIOT B TEpameBTHYCCKH
3(PeKTHBHBIX KOTHUESCTBAX, JOCTATOUHBIX AJI IMOIYUCHHI TSPAICBTHYCCKOTO 3(P(heKTa, BKIFOUYAOINETO B
ceOs: (i) yMCHbLICHHE pa3Mepa omyxoud, (ii) MOBBIIICHHE CKOPOCTH PETPECCHU PAaKOBOW omyxomw, (iii)
YMCHBIICHHE HJIH HHIHOUPOBAHHE POCTA PAKOBOH OIY XOJIH H/HH (iv) YMEHBIICHHE TOKCHUECKUX (P (heKkToB
unruduTopa PARP, BBOAMMOro B BHAe MOHOTepamuu. B HekoTopsix acmekrax uaruourop USP1 u
uaruduTop PARP MOryT 3adepKuBaTh, YMEHBIIATh MM NIPEAOTBPAIIATh PEeIMAUB (OBICTPHIH IOBTOPHBII
POCT) OTyXOJTH.

IlepeHOoCcHMOCTH (OTCYTCTBHE TOKCHYHOCTH) KOMOHHALHMH, NPEIIOKECHHBIX B HACTOALIEM JOKYMEHTE,
SIBISIETCS OCOOCHHO HEOKUTAHHOM, YUHTBIBAS, UTO APyTrHe KOMOWHAIWH ¢ HHrHOuTOpoM PARP onanmaputom
XOpoIo He mepeHOCHINCh. Cwm., Hanpumep, Samol, J., et al., Invest. New Drugs, 30:1493-500 (2012)
(“Further development of olaparib and topotecan in combination was not explored due to dose-limiting

hematological AEs and the resulting sub-therapeutic MTD.”).

OnpeaencHus

ECJ'II/I HC yKasaHo HHOC, BCC I/ICHOIIBSY CMBIC B HACTOALICM I[OKyMCHTe TCXHUYCCKUC U Hay'-IHI:IG TepMI/IHI)I
HUMCHOT 06H.[€1'[pI/IH}ITI>Ie SHAYCHHW, IIOHATHBIC CIIeI.[I/IaHI/ICTy B 06JIaCTI/I, K KOTOpOfI HpI/IHaIUIG}KI/IT HACTOALICE
mo0percHue. B crmyuac mpoTHBOpeUHMA HACTOSMASA 3a51BKA, BKIFOYAKOINAS OMPCACIACHHA, OyICT HMCTh
MPCHMYIICCTBCHHYO CHIy. ECii mHOE He TpeOyeTcs Mo KOHTEKCTY, TCPMHHBI B CAHHCTBCHHOM YHCIIC
JOJDKHBI BKJIHOYATHh MHOKCCTBCHHOC YHCIIO, A TepMI/IHLI BO MHOKCCTBCHHOM YHCIIC OOJDKHBI BKITFOYATH
€IWHCTBCHHOC 4YHCIO. Bce myOimKkammy, MAaTeHTHI W JPYTHE AOKYMCHTHL, YHOMSIHYTHIC B HACTOAIIEM
JOKYMEHTE, TEM CaMbIM BKIIFOUECHBI IOCPEICTBOM CCHUIKH BO BCEH CBOCH MOTHOTE U1 BCEX LEICH, KAK €CIIH
OBl KKIasd OTACTbHAS MyONWKALIWA WA MATCHTHAA 3asABKA OBUTH CIICHHAFHO W OTACIBHO YKA3aHBI I
BKJTFOUCHHS TIOCPEICTBOM CCHLTKH.

XOT}I CHOC06I>I )58 MaTepI/IaJ'IBI, HOI[O6HI>I€ HIIH 3KBHBAJICHTHBIC TCM, I(OTOpI)Ie OIMHUCAHBI B HACTOALICM
I[OI(yMeHTe, MOKHO HCIIOJb30BATh Ha HpaKTI/IKe HIIH I[pI/I TCCTI/IpOBaHI/II/I HACTOALICTO I/1306peTeHI/I}I,
MOAXOASAINME CHOCOOBI W MATCPHANBI OMHCAHBI HIDKC. Marepuaisl, COOCOOBI H NPUMEPHI SIBISIOTCS
HCKJTIOYUTEIBHO H/LUTFOCTPATUBHBIMH U HE HMCIOT OTPAHMYHTEIBHOTO XapakTepa. Jlpyrue NpU3HAKH H
MPCHMYIIECCTBA H300PETCHUSI OYAyT OYCBHAHBI W3 TMOAPOOHOTO OMHCAHHS H W3 (POPMYJBI JAHHOTO

n300peTeHUSL.
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Ji TOTOTHHTETBHOTO ONPEACICHHA HACTOAINCTO M300PSTCHHA MPEIOCTABICHBI CICAYIOIUC TCPMUHBI U

OTIPEACTICHISL.
HOH}ITHO, YUTO BAPHAHTBI OCYIICCTBJIICHHA, ONMHCAHHBIC B HACTOAINICM MJOKYMCHTC, BKIIHOYUAIOT B cehs
«COCTOSINME HW3» H/UIN «COCTOAIIHEC IO CYINECTBY H3» BAapHAHTOB OCYINECTBICHHA. B KOHTEKCTe
HACTOAMIETO JOKYMEHTA CJIOBA B €IWHCTBCHHOM YHCIIC O3HAYAOT TAK)KE U MHOKECTBCHHOE YHCIIO, €CIIH HE
VKa3aHo wHHOe.  lcmonp30BaHWE TEPMHHA «WJIH» B HACTOAINEM JOKYMEHTE HE O3HAYacT, 4YTO
AJIBTCPHATUBHBIC BAPHUAHTHI ABJIIHOTCA B3AUMOHUCKTIOYAOIIIUMH.

B Hacrosmell 3adBKE HCHONB30BAHHC «HIH» O3HAYACT «H/WIM», €CIH 3TO 0CO00 HE OTOBOPECHO HIIH
MOAPA3yMEBACTCA CIIEIUATHCTOM B JAHHOH 00JIACTH TEXHUKU. B KOHTEKCTE IMyHKTA MAaTCHTHOH (opMy b,
3aBUCSINUN OT JPYTOr0 3aBUCHMOTO IYHKTA, HCIOJNB30BAHHE «HJIM» OTHOCHTCA K OOJice YeM OTHOMY
MPEAUICCTBY FOINEMY HE3aBHCUMOMY MJIH 3aBHCHMOMY ITyHKTY.

B KOHTEKCTE HACTOAINETO JOKYMCHTA TEPMHH «H/HIII» CICAYET PACCMATPHBATh KaK KOHKPETHOE OIHCAHUE
Ka)KJIOTO0 M3 JABYX YKA3aHHBIX IPU3HAKOB HJIM KOMIOHCHTOB C APYIMM MM Oe3 Hero. Taxum oOpasom,
TEPMHUH «H/HJIA», UCHOIb3YEMBbIH B TakoH (hpa3e, kKak «A u/umu By, npeaHa3sHaueH U1 BKIIOYCHHA (Ppas «A
u B», «A umn By, «A» (oTaensHo) U «B» (0TACBbHO). AHAOTHYHO, TCPMHH «H/HITH» B KOHTCKCTE TAKOM
(pazsr, xak «A, B w/mm Cy», mpeaHA3HAYCH IS 0XBATa KAXKAOTO W3 cleayomux acnekTos. A, Bu C; A, B
wmm C; Aumn C; Awm B; Bumi C; Au C; AuB; BuC; A (otaensHo); B (otaensHo) u C (OTACTIBHO).

B KOHTEKCTE HACTOAMIETO JOKYMEHTA TEPMHH «OKOJI0» BKIIOYACT B ce0s yka3aHHoe yucio + 10%. Taxum
obpasom, «okouo 10» o3Hauaer ot 9 1o 11. Kak MOHATHO CICLHAIHCTY B JAHHOH 001aCTH TEXHHKH, CCHIIKA
HA «OKOJIO» 3HAUYCHHE WM NapaMeTp B HACTOAIIECM JOKYMEHTE BKIIOYACT B CeOs (M ONMHCHIBACT) CIIy4aH,
KOTOPBIC HAITPABJICHBI HA 3TO 3HAYCHHE MK IApaMeTp Kak TakoBble. Hampumep, onucaHue, OTHOCSIIEECT K
«OKOJIO X», BKIIFOUACT B CCOS OIHCAHHE «X».

Hacrosimee n300peTeHIe 0XBaTHIBACT MOIYUCHHE U MPHMEHEHHUE coieit HHruouTopos USP 1  HHruOuTOpOB
PARP, BrIrOuas HCTOKCHYHBIC (DApMAICBTHUYCCKH MPHCMIICMBIC COMH. [IpHMEphl (hapMaUCBTHUCCKH
TMPUEMJIEMBIX COJICH NPHUCOCOMHCHHUS BKIOYAIOT B Ce0S HEOPTaHMYCCKHE W OPTaHMYCCKHE COJH
MPUCOCIUHCHHS KHCJIOT U OCHOBHBIC COMH. (DapMaUCBTHYCCKH MPHEMICMBIC COJNH BKIIOYANOT B ceO,
MOMHMO IIPOYETO, COJNH META/UIOB, TAKWE KAK COJb HATPHS, COJIb KA, COJNb IIC3HSA H T. M., COJH
MICTOYHO3EMETBHBIX METAIJIOB, TAKHE KAaK COJIb KATBIHS, COJIb MATHUS U T. I1.; COJTH OPTAHHYCCKUX AMUHOB,
TaKWe KaK COJIb TPHSTHIAMAHA, COJIb IAPUINHA, COJTb MUKOJIMHA, COITb 3TAHOJAMHAHA, COJTb TPHITAHOIAMIHA,
COJb AMIUKIOTCKCHIAMHHA, CONb N, N’ -AHOCH3HIITHICHANAMAHA | T. II.; COJTH HEOPTAaHWUICCKHUX KUCIIOT,
TaKue KaK THAPOXJIOpHA, THApoOpomu, (ocdar, Cyap(ar u T. I.; COTH OPTAHAUCCKHUX KHCJIOT, TAKHC KAK
LUTPAT, JAKTaT, TAPTPaAT, Manear, (hymapar, MaHIEaT, aeTaT, JUXJIOPaneTar, Tpuroparerar, OKcaiar,
(opMHaT U T. I.; CY Tb(DOHATEL, TAKHC KAK MCTAHCY TH()OHAT, OCH30JICY Tb(POHAT, M-TOIYOJICY IH(DOHAT U T. I,
" COJIH aMHHOKHCJIOT, TAKHC KaK apruHar, acnapruHar, riiyTaMar | T. II. B komtekcre HACTOALICTO
JOKYMCHTA TCPMHH «(DApMALCBTHUCCKH TPHEMIICMAs COJb» OTHOCHTCA K JIO0OH CONH, Hanpumep,
TIOJTYUCHHOHW ITOCPEACTBOM PEAKIWH C KHCIOTOW MM ocHOBaHHEM, mHruomropa USP1 mmm mHrmbOmropa
PARP mno HacrosmieMy H300pETCHHIO, KOTOpas ABIACTCA (DPH3HOJIOTHYCCKH INEPEHOCHMOW LEJICBBIM
IMAITHCHTOM (Hanpumep, MIICKONMUTAKOIIAM, Hanpumep, lIC.]IOBeI(OM).

Comu mpucoeWHEHUsI KHCIOT MOTYT OBITh OOpa3OBaHBI IYyTEM CMCHIMBAHHUA PACTBOPA KOHKPETHOTO
paruouTopa USP1 wim maTHOuTOpa PARP C pactBopoM (apManeBTHUECKH NMPHUEMIIEMONH HETOKCHYHOM
KHCJIOTBI, TAKOH KaK COJSMHASA KHCIOTA, (pyMapoBas KHCIIOTA, MAJCHHOBAsA KHCIOTA, STHTAPHAA KHCIOTA,

YKCYCHAs KHCJIOTA, JIAMOHHAS KHCJIOTA, BHHHAA KHCJIO0TA, KapOOHOBAsA KHWCIOTA, (pochopHAs KHCIIOTA,
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[IABEICBAs KUCTI0TA, AUXIOPYKCYCHASA KACTOTA H T. . OCHOBHBIC COJTH MOTYT OBITH 0OPa30BaHbI MyTEM

cmemmBanms pacteopa uHrmoOmropa USP1 mmm warmbmropa PARP mo Hacrosmemy n300peTeHHIO C
pacTBopoM (hapMALEBTHYECKH IMPUEMIIEMOTO HETOKCHYHOTO OCHOBAHMS, TAKOTO KAK T'HIPOKCHA HATpPHA,
THAPOKCHUT KAWL, THAPOKCH/] XOJIHHA, KapOOHAT HATPHUS U T. IL

B HexkoTopheIX acmekrax wm300peTcHHA (DPapMAlEBTHUYCCKH IPHEMIIEMAas COJb 00pasyeTcs MEKAy
coequacHAuCM (popmysl | wim Gopmynsl 11 u (papManeBTHUCCKH MPHEMICMOH KHCIOTOH. B HEKOTOPBIX
acrekTax u300peTeHus (papMaNeBTHICCKU TPHEMIIEMAs COJIb 00Pa3yeTCs MEXKAY COSIUHEHHEM (popMy bl I,
(popmynasl 11 umn popmynsr 111 u (papManeBTHUCCKH MPHEMIICMON KHCIOTOH. B HEKOTOPBIX acmekTax
(papMaLeBTHYCCKU IpHEMIIEMas KUCIOTa BBIOpaHA M3 IPYIIBIL, COCTOSIIECH M3 1-rHapokcu-2-HaToHHON
KHCTIOTHI, 4-aMHUHOCAIMIMJIOBOH KHUCJIOTHI, ACKOPOWHOBOH KHCIOTBHL, AJWIMHHOBOW KHCIOTHI, L-
acmaparuHOBOI KHCIOTHL, OCH30JICYIb(POHOBON KHUCIIOTHI, OCH30HHON KUCIIOTHI, TPAHC-KOPHYHOH KUCIIOTBHI,
JMMOHHOH KHCIOTBI, 3TaHIUCYJIH(OHOBOH KHCIOTHI, (PyMapoBOH KHCIOTBHI, TaJaKTapHOH KHCJIOTBI,
TAIIOBOH KHCIOTHI, TCHTU3HHOBOM KHCJIOTHL, TIIFOKOHOBOH KHCIOTBHI, D-TTIOKYpOHOBOM KHUCIOTHI,
[JIyTAMUHOBOH KHCJIOTBI, TJIyTAPOBOH KHCIIOTHI, TTTHKOJICBOH KHCJIOTHI, TCKCAHOBON KHCJIOTBI, THIITY POBOH
KHCTIOTHI, OPOMHCTOBOAOPOAHON KUCIOTHI, COJIHON KUCIOTHI, MOJIOUHOH KHUCJIOTHI, MATTCHHOBOH KUCIIOTHI,
L-s6104HOM KHCJIOTBI, MAJIOHOBOHW KHCJIOTHL, R-MHHIATBHOW KHCJIOTBI, MCTAHCYJb()OHOBOH KHCIIOTHI,
MYLHHOBOH KHCIOTBI, HA(TATHHCYJIH()OHOBOW KHCIIOTHI, HUKOTHHOBOW KHCJIOTBI, INABEIICBOH KHCIIOTHI,
NATbMHTHHOBOH KHCIIOTHI, II-TOJIYO0JICY Ib(DOHOBOH KHCTOTHI, (JOCPOPHOI KHCIOTHI, MPONMHOHOBOH KUCIIOTBL
CaxapuHa, CATUIMHJIOBOI KUCTIOTHI, CTCAPHHOBON KUCIIOTHI, SHTAPHOM KHUCIIOTHI, CEpHOH KUCTIOTHI, L-BHHHOH
KHCJIOTBI, BAHHJIHHOBOH KHCJIOTHI M BAaHWJIWHA. B HEKOTOPHIX acmekTax (papMareBTHYCCKH MPHEMIIEMAS
KHCJIOTa BBIOPAHA W3 TPYIIIBL, COCTOSAMICH W3 OCH30HHOW KHCIIOTHI, TaJIOBOH KHCIOTHI, TCHTH3HHOBOM
KHCJIOTBI H CATHIIHIOBOH KHUCIIOTBL

Hacrosimee w300peTeHHEe OXBATHIBACT IOJYUCHHE W NPHMCHCHHE CoabBaToB mHrmOmTopa USP1 w/mmm
uaruouropa PARP. ConpBaTsl OOBIMHO CYIIECTBCHHO HE H3MCHSIOT (DH3HOJOTHUCCKYIO AKTHBHOCTD HITH
TOKCHYHOCTb COCMHCHHHN M, KaK TAKOBBIC, MOTYT ACHCTBOBAThH KakK (JapMAKOJIOTHUCCKHE SKBHBAJICHTHL. B
KOHTCKCTC HACTOSINECTO JOKYMCHTA TCPMHH «COJIbBAT» MPCACTABILICT COOOH KOMOWHAIMIO, (PH3HUCCKYIO
accoumanuio W/umu conpBarammio wHruoOwropa USPl w/mmm warmburopa PARP mo Hacrosmemy
H300PCTCHUIO C MOJICKYJIOH pPACTBOPHTCHIA, TaKOW KAK, Hanpumep, TUCOIBBAT, MOHOCOJIBBAT WIJIH
TEMHCOJIbBAT, TAC OTHONICHHE MOJICKYJBI PACTBOPUTEIS K COCIMHCHHIO MO HACTOAIIEMY H300PETCHUIO
cocraBaeT 0koJio 2:1, oxomo 1:1 wmm okomo 1:2, COOTBETCTBCHHO. JTa (PH3HUCCKAS aCCOIHALHSA BKIIOYACT
PA3THYHYIO CTEICHb HOHHOW M KOBAJICHTHOH CBA3H, BKIIOYAsA BOAOPOJHYIO CBA3b. B HEKOTOPBIX CIy4asx
COJBBAT MOKHO BBIICTHTD, KOT/1a OHA HIIH OOJIEe MOJICKYJI PACTBOPHTEIS BKIFOUCHBI B KPHCTALTHICCKYEO
PEIETKY KPHUCTAJUIMYECKOTO TBEPAOTO BEINECTBA. TakuM 00pa3oM, «COJBBAT» BKIIOYACT B CeOA Kak
COITBBATHI B (Pa3e pacTBOpa, Tak U BhIACIACMBIC COMbBATH. HrHOuTOpsr USP1 w/nmm warndutopsr PARP
0 N300pPETEHHUIO MOTYT MPHUCYTCTBOBATh B COJTbBATHPOBAHHBIX (POpMaX ¢ (papMaLEBTHUCCKU PHEMIICMbBIM
pacTBOpHTENECM, TAKMM KaK BOJA, METAHOJ, 3TAHON U T. I, W NMPEANOJIAracTcs, YTO ONMUCAHUE BKIIFOYACT B
ceOs KaKk COJbBATHPOBAHHBIC, TAK W HECOMbBATHpPOBaHHbIC (hopMbl mHrHONTOpa USP1 W/mmm mHrHONTOpa
PARP no m3obperenmo. OmHHM W3 THIIOB COJBbBATA SABIICTCA THApAT. «[ HapaT» OTHOCHTCS K 0CO0O0H
TIOATPYIIIE COJBBATOB, B KOTOPBIX MOJIEKYJIOH pacTeopHTeis sBisierca Bona. CombBaThl OOBIMHO MOTYT
JICHCTBOBATh KaK (PapMaKOIOTHYECCKUEC 3KBHBAICHTHL [IPHTOTOBJICHHE COJBBATOB HM3BECTHO B JAHHOM
obmactu Texaukd. Cwm., Hanpumep, M. Caira ef al, J. Pharmaceut. Sci., 93(3):601-611 (2004), B koTOpOM

OIHCAHO MOJIYYCHUE COMBBATOB (DIIyKOHA30/A C STHIALETATOM U BOHOM. [10J00HOE MOy ICHHE COTBBATOB,
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TCMHCOJIBBATOB, THApaToB U T. I. ommcaHo B E.C. van Tonder ef al., AAPS Pharm. Sci. Tech., 5(1):Atticle 12

(2004), and A.L. Bingham et al., Chem. Commun. 603-604 (2001). TunHJHBIA, HE OTPAHAYHBAIOIIHI
TpOTIECC TOJIYYCHHS CONNbBaTa BKIIFOYAcT pacteopeHue mHruomropa USP1 mmm marmbmropa PARP mo
H300PETEHHIO B XKETACMOM PAaCTBOPHUTEJIE (OPraHUYECKOM, BOJC HIIM HX CMECH) ITPH TEMITEpaTypax oT OoJiee
20°C mo okxomo 25°C ¢ TOCHCAYIOMMM OXJIAKICHHEM pPacTBOpPA CO CKOPOCTBIO, JOCTATOYHOM I
00pazoBaHusA KPHCTAJUIOB, M BBIICJICHHE KPUCTAUIOB M3BECTHBIMHU CIIOCOOAMH, Hanpumep, (GUIbTpaIHeH.
AHanuTHYECKHE METOMBI, TaKWe KaKk HH(pPaAKpacHas CHEKTPOCKONHS, MOTYT HCIIOJIb30BAaThCA IS
MIOATBEPIKICHHS PUCYTCTBHSA PACTBOPHTEII B KPHCTAJLIE COJIBBATA.

B Hexotopeix acmekrax wm3o0percHusa uHTHOMTOp USP1 w/mmm wHrubutrop PARP  saemmorcs
JeHTepupoBaHHBIMH. B Hekotopsix acmektax uHruOutop USP1 w/mmu umaruburop PARP sapmsmorcs
YACTUYHO WJIM IIOJIHOCTBIO JCHTCPHPOBAHHBIMH, /1. €. OAWH WM OOJice aTrOMOB BOJOPOJA 3aMCHECHBI
aToMaMH ACHTEpHs.

B kxOHTEKcTe HACTOAMIETO AOKYMEHTA TEPMHUH «JICUCHHE» MPEACTABIACT COOOH MOAXOX A MOIYYCHUS
TIOJIC3HBIX MJIM JKETACMbIX KIMHHYCCKHX PE3yJIbTaTOB. B KOHTEKCTE HACTOSMICIO JOKYMCHTA «JICUCHHE)
OXBAThIBACT JMIOOOC BBCIACHUC WM TNPHMCHCHHE TEPANCBTHYCCKOTO CPEACTBA INpH 3a00JICBAHUH Y
MJICKONTUTAIOINETO, BKIIOYAs YeIOBeKa. JIA Ienel HACTOAIIETO M300PETCHUS MOJIC3HBIC HIIH JKETIACMBbIC
KIIMHHYCCKHUE PE3YIbTAThl BKIIOUAKOT B Ce0s, MOMHMO MPOUETo, 000N oauH mim Oosee u3: 00JICrYeHHA
OJHOTO WM 0OJee CHMIITOMOB, YMCHBIICHHUS CTCNICHU 3a00JI€BAHUS, NMPEIOTBPALICHHUS HIIH 3aMEIJICHUI
pacIpoCTpaHCHUA (HAIpPHMEP, METACTA3HPOBAHMA) 3a00JCBAHUA, NPCAOTBPAINCHHA HIH 3aMCIICHHSA
penuauBa 3a00NCBaHMA, 3aACP)KKH MM 3aMEUICHHS IPOIPECCHPOBAHHA 3a00NCBAHMA, OOJCTYCHHA
COCTOAHHA 3a00NeBAaHUS, HHTHOMPOBAHUA 3a00JICBaHHMA HIM IPOIPECCHPOBAHMA  3a00JCBAHUA,
HHrUOMPOBAHHS WK 3aMEIJICHUS 3a00JICBAHUS HIIH €TO MPOTPECCHPOBAHMUS, MPESKPALICHHUS €r0 Pa3BUTHA U
peMuccHn (KaK YaCTHYHOMW, TaK M MONHOH). TEpMHH «ICHCHHE)» TAKKE BKIIOYACT B CcOS YMCHBIICHHC
MATOJIOTHYCCKUX MOCICACTBHI mpoupeparuBHOTO 3a00acBanua. CriocoObl, MPEIT0KCHHBIC B HACTOATICM
JOKYMCHTC, TPCAYCMATPHBAKOT THOOBIC OTUH HIIH OOJICC M3 ITHX ACICKTOB JICUCHHA. B COOTBCTCTBHH C
BBIICHU3TIOKCHHBIM, TCPMHH <«JICUCHHC) HC Tpe6yeT CTOIIPOLCHTHOTO YCTPAHCHHA BCCX ACIICKTOB
pacctpoiicTsa.

B KOHTEKCTE paka TEPMHH «JICUCHHUE) BKIIOYACT B CEOs1, MOMHMO ITPOUETO, HHTHONPOBAHHE POCTA PAKOBBIX
KJICTOK, WHTHOWPOBAHUC PEIUIMKALUH PAKOBBIX KJIICTOK, YMCHBINCHHEC OOINCH OMyXOJICBOH HArpy3KH H
3a7EPKKY, OCTAHOBKY HIIH 3aMEAJICHUE POCTA, MPOTPECCUPOBAHMUS HITH METACTA3HPOBAHHUS OITY XOJIH.

B KOHTEKCTe HACTOAMIETO MAOKYMEHTA «3aJCPXKKA» O3HAYACT OTKIAJBIBAHHC, IPCIATCTBOBAHIC,
3aMe/JICHHE, TOPMOKCHHE, CTAOMIM3AaLHIO, TIOAABICHHE H/HITH OTCPOYKY PA3BUTHS HIIH IIPOTPECCHPOBAHUS
3a001eBaHAS (TAKOTO KaK PaK). ITa 3a1€PrKKa MOKET OBITH PA3IHIHON MPOJODKHTEIEHOCTH B 3aBHCHMOCTH
OT HCTOPHH OOJNE3HH H/WIT HHAWBUIYYMA, KOTOPBIH ITOJJIC)KHUT JICUCHHUIO.

((TepaHeBTI/I‘IeCKI/I 3(1)(1)6KTI/IBHO€ KOJIHICCTBO» BEIICCTBA MOKCT BAPBUPOBATHECA B COOTBCTCTBHHU C TAKHUMH
(paxTopaMu, kKak OONC3HCHHOC COCTOSHHWC, BO3PACT, TMOJ W BCC HHAWBHIA, W CHOCOOHOCTH BCINCCTBA
BBI3bIBATh HCOOXOAWMBIH OTBET y WHAWBHAA. TepaneBTHUCCKH 3(P(EKTHBHOE KOIHMYECTBO TAKKE
MIPEICTABISIET COOOH KOIMYECTBO, B KOTOPOM JIFOOBIC TOKCHYECKHE HIH BpeaHBIC 3(PQEKTHI BEIICCTBA
TIEPEBENINBAOTCS TEPANICBTHYCCKH MONC3HBIMA d(p(dekramu. Tepanesruuecku 3QPEeKTHBHOEC KOIMIECCTBO
MOYKHO JOCTaBUTH 32 OHO WM Ooee BBeAcHNUH. Tepaneprmiccku 3Q(PEeKTHBHOE KOIHMICCTBO OTHOCHTCS K
KOJIMUCCTBY, J(P(PCKTHBHOMY B [JO3HPOBKAX M B TCUCHHC NCPHOJOB BPCMCHH, HCOOXOIHMMBIX IS

JOCTIDKCHHS XKEJAEMOTO TepareBTHIECKOTO 3(dekra.
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TepMuHBI «KOMOWHALAA», «TCPANMCBTHYCCKAS KOMOWHALWSI), «KOMOWHHPOBAHHASA KOMITO3HIIHSD),

«KOMOWHHPOBAHHAS Tepammsed» WM «(papMaleBTHUCCKas KOMOHWHAIMS» B KOHTEKCTE HACTOSINCTO
JOKYMEHTA MOTYT BKJIFOYATh B ce0 (PUKCHPOBAHHYIO KOMOWHAIMIO B OJHOW CTAHAAPTHOH JIEKAPCTBEHHOH
(popme, OTICTHHBIX JICKAPCTBCHHBIX (popMax MM HaOOpe yacTel WiIM HHCTPYKIHH 0 KOMOHHHPOBAHHOMY
BeeicHHIO, TA¢ HHruOuTOp USP1 1 mHrnourop PARP MOTYT BBOAHTBCSA HE3aBHCHMO B OJHO H TO XKE BPEMsI
WM OTACTBHO Yepe3 MPOMEKYTKH BpeMeHH. KoMOMHMpOBaHHAS (papMaLeBTHYCCKAST KOMIIOZHIHA MOKET
OBITH A7ANTUPOBAHA AJIS OTHOBPEMEHHOTO, OTJCIBHOIO HIIH MOCIICI0BATEILHOTO BBEICHUS.
KoMOuHupoBaHHast Tepamuss MOXKET OOCCICYHBATh «CHHEPIH3M» H IOATBEPIKAACT «CHHEPTHUCCKHI
apgpexr, m. e. 3(dekr, AOCTHracMblif, KOTJ1a AKTUBHBIC KOMIOHCHTHI, HCIOJB3YEMbIC BMECTC, AT
Oompmmuit 3(Qpekr, yeM cymma 3(QQPEKTOB, KOTOPBIC NPHBOAAT K pPE3yJbTaTaM NpPH HCIHOJIb30BAHHU
COeIMHEHUI 1O OTACTBHOCTH. CHHEPrHYECKUH 3(PPEKT MOKET BKIFOUATh B CEOs 3HAUUTEIBHO CHIPKCHHY IO
3¢ PeKTUBHYIO AO3Y A1 KOMOMHALIMY ABY X AKTHBHBIX HHTPEIHCHTOB IO CPABHEHHIO € 3(hekTHBHOM 10301
Ka)KJOTO0 AaKTHBHOTO HHTPCAMCHTA IPH BBEACHUH OTACHbHO. CuHepruuyeckuil 3(QEKT MOMKET TaKke
BKJTIOYATh B CEOs CHIPKCHUE TOKCHYHOCTH JI1 KOMOMHALMY IBYX AKTUBHBIX HHI'PCIUCHTOB IO CPABHCHHIO
C TOKCHYHOCTBIO KKIOTO aKTHBHOTO HHIPESIUCHTA NPH BBEACHHH OTACHbHO. CuHepruueckuil sQdexr
MOJKET TaKoKe MPEeACTaBIATh cO00H 3(P(PEeKT, KOTOPOTO HENb3sI JOCTHYH MOCPEACTBOM BBEIACHHA JTIOOOTO U3
AKTHBHBIX HHIPECINCHTOB B BHJC OTACIBHBIX areHToB. CHHepruueckuii ekt MokeT BKIOUars B ceb,
NOMHMO IIpouero, 3(P(EKT JICUCHHU Paka MOCPEACTBOM YMEHBIUCHHS Pa3Mepa OIyXOJIH, HHIHOHPOBAHUS
pocTa ONyXOJH HJIM IOBBIIICHHA BBDKHBAEMOCTH CyObekra. CuHeprmueckuil 3(PQeKkT MOXKET Tarke
BKJIIOYATh B CEOs CHIDKCHHUE KH3HECIIOCOOHOCTH PAKOBBIX KICTOK, HHy THPOBAHHE THOCIIN PAKOBBIX KJIETOK
W HHTHOMPOBAaHHME HIH 3aJCPXKKY pPOCTa pakoBbIX KieTok. CuHeprermueckuil 3(pQeKkr MoxeT ObITh
JOCTHTHYT, HANPHUMEP, KOTJAA AKTUBHBIC WHTPECAHCHTHI (1) COCTaBICHBI COBMECTHO W BBOISATCS HITH
JOCTABJISIOTCS. OTHOBPEMCHHO B KOMOHMHUPOBAHHOH JICKAPCTBCHHON (POpME C OTHOKPATHOH JO3HPOBKOM;
(2) moCTaBIAIOTCS CEPUNHO, MOOUCPETHO WM MAPAUICTBHO B BHIAC OTACIBHBIX COCTaBOB;, wid (3) ¢
MOMOIIBI0 KAaKUX-THOO IPYTHX CXEM BBeACHHA. [IpH IOCTaBKE MOOUCPETHO CHHEPreTHHCCKUil ekt
MOeET OBITh JOCTHTHYT, KOTAa COCTWHCHHS BBOIIT HIIH JOCTABIIIOT IOCIC0BATEIBHO.

OnpenencHue CHHEPIHYCCKOTO B3aUMOACHCTBHA Mexkay nHruoutopoM USP1 u maruoénTopoM PARP Moxer
OBITh OCHOBAHO HA PE3YJbTATAX, IOJYUYCHHBIX H3 AHAIHM30B, ONHCAHHBIX B HACTOSINEM JOKYMCHTC.
Hanpumep, xomOurnpoBaHHbIE 3(P(QEKTH MOKHO OLCHHTH C MOMOIIBI0 MOJCIN HE3aBHCHMOCTH bimcca.
Bamms! o Bamccy KOMMYECTBCHHO OLICHHWBAIOT CTCICHb IMOTCHIWALMH OTACIBHBIX arcHTOB, a Oajl 1o
Bmuccy > 0 ykaspiBaeT Ha OoubIie, YeM MPOCTO aJTHTHBHOCTB. B HEKOTOPBIX acmekrax 6amt mo Bimccy
6onee 10 yKa3bIBacT HA CHIBHBIA CHHEPTH3M. B HEKOTOPBIX acmekTax Oamt 6 mim Oosee yKa3bIBacT Ha
cuHepru3M. B HCKOTOPBIX acmiekTax 6amt mo biamccy cocTaBmsaeT 0koio 6, 0KOIo 7, 0K0JI0 8, 0KOJI0 9, 0KOJIO
10, oxomo 11, oxomao 12, oxono 13, oxomno 14, oxomao 15, oxomno 16, oxono 17, oxomno 18, oxomo 19, oxomo 20
HJIH OKOJIO 25.

B KOHTEKCTE HACTOSINETO JOKYMEHTA OIICHKA AC(UIMTA TOMOJIOTHYHOH PEKOMOWHALMI HIIH «OLCHKA
HRD» 03HauacT aqrOpPUTMHYCCKYIO OLCHKY TPEX MOKA3aTCNiCH HCCTAOMIBHOCTH TCHOMA OMYXOJH, Ml. e.
MOTEPH TCTEPOZUTOTHOCTH, TEJIOMEPHOTO AJUICIBHOTO AWCOANaHCAa W KPYIMHOMACIITAOHBIX INEPEXOJ0B
COCTOAHHM.

TepMHHBI «BBOANUTBY», IPOIIECC BBEACHU», «BBCICHHUE» H T. II. OTHOCATCA K CIIOCO0aM, KOTOPBIC MOKHO
HCTIONB30BATH IS 00CCIICUCHHS TOCTABKH TEPANICBTHYCCKOTO arcHTa B JKEJIAEMOE MECTO OHOJIOTHUYECCKOTO

aeucTeusa. MeTtoasl BBCACHHUA, KOTOPBIC MOKHO HCIOJB30BATH C OMHUCAHHBIMH B HACTOAIIEM AOKYMCHTC
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arcHTaMH U crioco0aMu, MOKHO HaiTh, Hanpumep, B Goodman and Gilman, 7he Pharmacological Basis of

Therapeutics, current ed.; Pergamon; and Remington’s, Pharmaceutical Sciences (current edition), Mack
Publishing Co., Easton, Pa. BseacHue nByxX miam 0olee TEpanmeBTHYCCKHX ATCHTOB BKIIOYACT B CEOs
OHOBPEMEHHOE (ITapaJlIcIbHOE) M OCIIEI0BATEILHOE BBEICHHE B JIFOOOM ITOPAIKE.

TepmuHbl «(papMaLCBTHUCCKUN COCTaB» H «(PAapMAICBTHUCCKAS KOMIO3HIHSM» OTHOCATCS K MPEHapary,
KOTOPBI HAXOIUTCA B TaKOH (popme, KoTopas obecneunBacT 3PPEKTHBHOCTD OMOTOTHICCKOH AKTHBHOCTH
AKTHBHOTO(-bIX) HHTPCAUCHTA(-OB), H KOTOPBIH HE COACPIKUT KAKUX-THOO JOTIOTHUTCIBHBIX KOMIIOHCHTOB,
KOTOPBIC SABIAKTCA HEMPHEMIIEMO TOKCHYHBIMH 1A CYOBEKTa, KOTOPOMY OYAET BBOJHTBCA COCTaB. Takue
COCTABBI MOT'YT OBITH CTCPHUJIbHBIMH.

TepmuH «(papManeBTHUCCKH HPUEMIIEMBIN» B KOHTCKCTE HACTOSINECTO JOKYMECHTA INPHMCHACTCSA UL
00O03HAUCHHSI TEX COCIMHCHHM, MATCPHAJOB, KOMIO3HIMH H/HIH JCKAPCTBCHHBIX (JOPM, KOTOPBIC C
MCﬂPII.[PIHCKOfI TOYKH 3PCHUA MOAXOOAT M1 MPUMCHCHHUS B KOHTAKTC C TKAHAMHA mo;:[eﬁ H JKHBOTHBIX 0€3
Ype3MEpPHOH TOKCHYHOCTH, Pa3APOKCHUA, aQUICPIHUCCKON pPEaKUWH HWIH JPyroil mpoOIeMbl HIH
OCTIO’KHCHUS, COM3BMEPHMBIX C PA3yMHBIM COOTHOLICHHEM IT0JTb3a/PHUCK.

«DapManeBTHYCCKH MPUEMIICMBIH HOCHTEIBY 0003HAYACT HETOKCHYHBIA TBEPHAbIH, MMOJYTBEPABIH HIH
JKUAKUH HAOMHHUTCTh, Pa30aBHTE/Ib, HWHKAICYTHPYIONMH MaTepuan, BCIIOMOTATCIBHBIH COCTAaB HIIH
HOCHTETb, OOIICTIPHHATHIH B TAHHOW OOJACTH TCXHUKH 1 MPUMCHCHHS C TCPANCBTHUCCKUAM CPESICTBOM,
YTO BMECTE COCTABIICT «(PapMalCeBTHUCCKY0 KOMIO3HIHIOY» U BBEACHHUS CyOBEKTY. DapManeBTHUCCKH
MPUEMJICMBIH HOCHTEIb HETOKCHYCH U PSUMITHCHTOB B HCIOIB3YEMBIX TO3HPOBKAX H KOHICHTPAIMAX U
COBMECTHUM C APYTHMH HHIPEIHCHTAMH COCTaBa. PapManeBTHICCKH NPHEMIIEMBIH HOCHTEITb COOTBETCTBYCT
MPUMCHACMOH KOMITO3HITHH.

((CTepI/IIILHaﬂ» KOMIIO3HULUA ABJLICTCA ACENTHYCCKOH WU NPAKTHYCCKH HC COACPIKHUT JKHUBBIX
MHKPOOPTAHH3MOB H HX CIIOP.

TepMHH «KOHTEHHEP» 03HAYACT JIEOOYH EMKOCTh M KPBIIIKY, CJICAOBATEILHO, MOAXOIAIINE IS XPAHCHUS,
TPAHCTIOPTHPOBKH, PACTIPEACICHUS H/UIH 00panieHHsI C (PapMaeBTHYCCKUM ITPOIY KTOM.

TepMHH  «BKIAOBIID) HIH  «THCTOK-BKIABIIDY  O3HAYACT HH(POPMALMIO,  COMPOBOKIAFOIILYIO
(bapMaALCBTHYCCKIHA TPOAYKT, KOTOPasd MPSAOCTABICT OMHCAHHC TOTO, KAK BBOAWTH IMPOIYKT, a TAKKS
JAHHBIC 0 0€30TMaCHOCTH U H(P(PEKTUBHOCTH, HEOOXOIUMBIC U TOTO, YTOOBI Bpay, ()apManeBT U MANUCHT
MOTJIH NPHHATH 000CHOBAHHOE PECIICHUEC OTHOCHUTCIIBHO HCMOJB30BAHHUA IPOAYKTA. HI/ICTOI(-BKJ'I&Z[BIH.I
OOBIMHO PACCMATPHBACTCA KAK «ITHKETKA» UTA (PapMALCBTHYCCKOTO MPOAYKTA.

TepMmuH «3a00JICBAHUE», WM «COCTOSHHCY, HIH «HAPYIICHHEC» B KOHTCKCTE HACTOSINCTO JOKYMCHTA
OTHOCHTCS K COCTOSHHIO, KOT/IA JICUCHHC HCOOXOIMMO H/HITH KCITATCIFHO, W 0003HAYACT HAPY ICHUS H/HITH
AHOMAJInH, KOTOPBIC OOBIMHO CYHTAIOTCS IMATOJIOTHYECKHMH COCTOSHHSIMH HIIH (I)YHKI.[I/I}IMI/I A KOTOPBIC
MOTYT IPOSIBIATECA B (DOpME OTPENCICHHBIX NPU3HAKOB, CHMIITOMOB W/HiM HapymeHuil. Kak moxa3ano
HKe, komMOmHAImH WHTHONTOPoB USPl W wHrmOutopoB PARP mo HacTosmemy H300PCTCHHIO MOTYT
HCTOJTB30BATHCA I JICUCHHA 3a00JICBAaHUN W COCTOSHHIA, TAKWX KAK MPOTH()CPATHBHBIC 3a00JICBAHUA,
npryeM nHruonposanue oenkos USP1 n/mmn PARP obecnieunBaeT moms3y.

TepMUHBI «IOJUNEOTHA» H «OCJI0K» HCHOJB3YIOTCS B3aHMO3AMCHSCMO Uil OOO3HAYCHHS MOJIUMEPa
AMHUHOKHUCJIOTHBIX OCTATKOB W HC OTPAHHYICHBI MHHHMAJIBHO ,Z[J'II/IHOfI. Takue MOIUMEPBI U3
AMHUHOKHUCJIOTHBIX OCTATKOB MOIYT COACPKATh MPHPOAHBIC HWJIH HC BCTPCUAKOIMHACCA B MPHPOAC
AMHUHOKHUCIIOTHBIC OCTATKH H BKIIFOUAKOT B CC6}I, MIOMHMO ITPOYCTO, NMENTHABI, OJUIONCITHABI, AUMCPBI,

TPHUMEPBl W MYJbTHMEDPBI H3 AMHHOKHCIOTHBIX OCTAaTKOB. DB 3T0 oOmpeacneHue BKIHOUCHBI KAk
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MIOJTHOpPAa3MEpHbIE OCIKH, Tak M WX (PparMeHTHL. OTH TEPMHUHBI TAKXKE BKIOYAIOT B ceOs ImOCT-

SKCTIPECCHOHHBIC MOJW(HKADMK IOJUIENTHAA, HANpUMEp, TIJIHKO3HIHPOBAHHE, CHAJIHJIMPOBAHHE,
aneTHIMPOBaHUE, (PochOPIIHpPOBAHIC H TOMY OA00HOE. KpoMe TOTo, T nieiei HaCTOAIICTO H300PCTCHUS
TEPMHH IOJIHICNTHI) OTHOCHTCA K OCIIKY, KOTOPBIH COACPKHT MOAW(HKALMH, TAKHEC KaK JCNCIHH,
J0OaBICHUS W 3aMEHBI (OOBIMHO KOHCEPBATUBHBIC IO NPHPOJC), B HATHBHOH ITOCICAOBATEIBHOCTH IPH
VCIOBHH, YTO OCJOK TOANCP)KUBACT JKCIACMYK0 AaKTHBHOCTh.  OTH MOJU(PHKAIMH MOTYT OBITh
MpeTHAMEPEHHBIMHU, HAPUMED, MyTeM CAHT-HAPABJICHHOTO MyTarcHE3a, WIH MOTYT OBITh CIy4YaiHBIMH,
HAIPHUMEP, B PE3yIbTaTe MyTalMH Y X035€B, KOTOPBIC POy LIUPYIOT OCIIKH, HiIH OIIHO0K BeaeacTaue ITLP-
aMIUTH (PIKALTAH.

Tepmunsl «USP1» u «yOukBHTHH-cienuduyeckas mporeaza 1» B KOHTEKCTE HACTOSILNETO JOKYMEHTA
OTHOCATCA K JIOOOMY HATHBHOMY IIOJIMIICNTHAY WJIH NMOJHHYKICOTHAY, komupyromemy USP1. Tepmun
«USP1» Brmo4aeT B ceOsl «IIOTHOPA3MEPHBI» HenpoueccupoBanusiii mosmmentua USP1, a Takke mo0Obie
(opmsr USP1, xoropeic 00pa3yroTcs B pe3yabTaTe MPOICCCHHTA BHYTPU KICTKH (Hanpumep, YAAICHUC
CHTHAJBHOTO MENTHAA). TEepMHH TakkKe BKIIOYACT B ceOs BCTpewarommecs B npuponae Bapuantsl USP1,
Hanpumep, Te, KOTOpbIe KOAUPYIOTCA CILIaliC-BAPDHAHTAMH H aJUICIbHBIMH BapHaHTamMu. OINCAaHHBIC B
HACTOAMIEM ToKyMeHTe moaunenTuabl USP1 MOryT OBITh BBIICICHBI H3 PA3THYHBIX HCTOYHHKOB, HAITPUMED,
M3 PA3HBIX THIIOB TKAHCH YCIOBEKA HIH M3 APYTOr0 HCTOYHMKA, HIH MOJYy4YCHBI PCKOMOWHAHTHBIMU HIIH
cuHTeTHYCCKUME criocobamu. ITocmemoBarenprocTd USP1 ueoBCKa HM3BECTHBI M BKIIOYAIOT B CCOS,
HApHUMEP, MOCJIeI0BaTeIbHOCTH, obmenoctynmasie B UniProt mox mHomepom moctyma 094782 (Bkiarouas
u30(opmer). B koHTEKCTE HAcTOAIIEr0 JOKyMeHTa TepMHH «Oenok USP1 uenoBeka» OTHOCHTCS K OCITKY
USP1, coxeprxanieMy aMHHOKHCIOTHYEO IIOC/ICA0BATEIBHOCTD, YKa3auHyo B SEQ ID NO:1:
MPGVIPSESNGLSRGSPSKKNRLSLKFFQKKETKRALDFTDSQENEEKASEYRASEIDQVVPAAQSS
PINCEKRENLLPFVGLNNLGNTCYLNSILQVLYFCPGFKSGVKHLFNIISRKKEALKDEANQKDKG
NCKEDSLASYELICSLQSLIISVEQLQASFLLNPEKYTDELATQPRRLLNTLRELNPMYEGYLQHDA
QEVLQCILGNIQETCQLLKKEEVKNVAELPTKVEEIPHPKEEMNGINSIEMDSMRHSEDFKEKLPK
GNGKRKSDTEFGNMKKKVKLSKEHQSLEENQRQTRSKRKATSDTLESPPKITPKYISENESPRPSQK
KSRVKINWLKSATKQPSILSKFCSLGKITTNQGVKGQSKENECDPEEDLGKCESDNTTNGCGLESP
GNTVTPVNVNEVKPINK GEEQIGFELVEKLFQGQLVLRTRCLECESLTERREDFQDISVPVQEDELS
KVEESSEISPEPKTEMKTLRWAISQFASVERIVGEDKYFCENCHHYTEAERSLLFDKMPEVITIHLK
CFAASGLEFDCYGGGLSKINTPLLTPLKLSLEEWSTKPTNDSYGLFAVVMHSGITISSGHYTASVKV
TDLNSLELDKGNFVVDOQMCEIGKPEPLNEEEARGVVENYNDEEVSIRVGGNTQPSKVLNKKNVEA
IGLLGGQKSKADYELYNKASNPDKVASTAFAENRNSETSDTTGTHESDRNKESSDQTGINISGFEN
KISYVVQSLKEYEGKWLLFDDSEVK VTEEKDFLNSLSPSTSPTSTPYLLFYKKL (SEQ ID NO:1).
USP1 npeacrasaseT coboli ey ONKBHTHHHPYOIIHE (DCPMCHT, KOTOPBIH ACHCTBYCT KaK YACTh KOMILICKCA C
UAF1. «AxtuBHOCTh neyOmkeuTHHA36D USP1 BKIFOUACT B ¢¢Of €ro CmocOOHOCTh ICYONKBUTHHHPOBATH
Kak yacts komiutekca USP1-UAF1.

«PARP» mim «6emok PARP» B KOHTEKCTE HACTOSIIETO JOKYMEHTAa OTHOCHTCS K OJTHOMY HJIH OOJIee YJICHOB
cemeiictea (pepmeHTOB mOTH(A JIO-prb03a)mommMepasbl.  3TO CEMCHCTBO BKJIFOUACT B CCOA (DCPMCHTEL,
KOTOpBIC CHOCOOHBI KaTaim3upoBarh mepeHoc AJ[@-pubo3sr k  Ocakam-mumeHsM (momm  AJ[D-
pubosmmposanne). CymecTsyeT mo MEHbIICH Mepe 18 umeHOB cemeiicta PARP, KoTOpBIC KOTHPYIOTCS
Pa3TMYHBIMY TCHAMH H MMCIOT TOMOJIOTHIO B KOHCEPBATHBHOM KaTAJTHTHYECKOM JOMEHe, BKIrouast PARP-

1, PARP-2 u PARP-3.
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TepmuH «cremm(uyeckl CBA3BIBACTCS» XOPONIO TOHATCH B JAHHOH OONACTH TEXHHKH, W CIOCOOBI

OTIPECTICHUS TAKOTO CIEHH(IIECKOTO CBA3BIBAHMS TAKKE XOPOIIO H3BECTHBI B JAHHOH 00JIACTH TEXHUKH.
Cumraerca, 4TO MOJIEKyJa ACMOHCTPHPYET «CHEHH(HUYECKOEC CBA3BIBAHHE» HIH IPEAIOYTHTEIHHOC
CBA3BIBAHKCY, CCITH OHA PCarupyeT WIH aCCOMUUPYETCS 601ee YacTo, 6oaee OBICTPO, 00ICe JMUTCIIBHO W/ HTH
¢ 6ompmeit a()()UHHOCTHIO ¢ KOHKPETHBIM OCITKOM HJIH JOMCHOM OCITKA, YeM C aTbTCPHATUBHBIMHU OCTKAMH
nwm gomeHamu. CheayeT NMOHMMATh, YTO MOJIEKYJA, KOTOpAas CHEHU(HUCCKH HIH IPEIMOYTHUTEIHHO
CBA3BIBACTCS C MEPBBIM OCIKOM I JOMEHOM MOXKET CIEHH(PHICCKU WM MPEAMOYTUTEIBHO CBA3BIBATHCA
WM HE CBA3BIBATHCS CO BTOPHIM OCIIKOM HIH JOMEHOM. 1o cymecTBy, «crienu(puIecKkoe CBSI3bIBAHNUC) HIIH
«IPEATIOYTHTEIFHOC CBA3BIBAHHC» HE 0013aTeNbHO TpeOyeT (XOTA OHO MOJKET BKIIHOYATh B ceOs)
HCKIIIOYUTEILHOTO CBs3bIBAHMA. B 00mieM ciyuyae, HO He 00sA3aTEIbHO, CChUIKA HA CBA3BIBAHHC O3HAYACT
MPEANOYTUTEIbHOE CBa3biBaHue. Hampumep, uarudoutop USP1, koTOpBIi crienu(pHIeCKy CBA3BIBACTCS C
USP1, UAF1 w/mmu xommiekcom USP1-UAF1, MokeT He CBA3BIBAThCA C APYTUMH JCyOMKBUTHHA3AMH,
apyrumu O6enxamu USP wmm apyrumm xommiaekcamu UAF1 (mampumep, USP46-UAF1) mmi MokeT
CBA3BIBATHCS C APYTUMH AcyOHKBHTHHA3aMH, Apyrumu Oenxamu USP uwmu apyrumu xommiaekcamu UAF1
(mampumep, USP46-UAF1) co cHukeHHOH a(pUHHOCTHIO IO CPaBHEHHIO CO CBs3bIBaHHeM ¢ USP1.
TepMUHBI «CHHJKCHHE», WIH «CHIDKATh», WIH «HHTHOHPOBAHHE», MM «HHTHOHPOBATHY» OTHOCATCA K
VMCHBUICHHIO HJIHM IIPEKPALICHHIO JHO00r0 (DCHOTHUIHUYECKOTO CBOMCTBA HIM K CHIDKCHHIO IUIH
NPEKPALICHHUIO YACTOTHI, CTCIICHH WJIM BEPOSTHOCTH 3TOT0 CBOWCTBA. «CHH3HTBY» HIH «HHTHOHPOBATH)
03HAYAeT YMEHBIINTD, CHU3UTh HJIH OCTAHOBHTH AKTHBHOCTD, (DYHKIIHIO H/HJIH KOJIHYECTBO IO CPABHCHHUIO
C JTaJOHOM. B HEKOTOpBIX BapHAHTAX OCYILIECCTBICHHA IOJA «CHIDKCHHEM)» HWIH HHTHOMPOBAHHEM»
MOAPA3yMEBACTCS CIOCOOHOCTH BBI3BIBATH 00IIee CHIKEHHE Ha 20% uim 6opnie. B HEKOTOPBIX BapHaHTax
OCYINECTBICHHS IO «CHIKCHHCM» HIH «HHTHOHPOBAHHEM» IMOJPA3yMEBACTCS CHOCOOHOCTH BBI3BIBATH
obmee cHmkeHHE HA 50% wim G6ospine. B HEKOTOPHIX BAPHAHTAX OCYLICCTBIICHUS IO «CHIYKCHUCM) HIIH
«HHTHOWPOBAHHEM) MOPA3YMEBACTCS CIOCOOHOCTH BBI3BIBATH 00IIee CHIKCHHE HA 75%, 85%, 90%, 95%
nm Gosbine. B HEKOTOPHIX BAPHAHTAX OCYLICCTBICHHS YKA3aHHOC BBIIIC KOJHYCCTBO HHTHOUPYETCS HIIH
VMCHBINIACTCS B TCUCHHC HEKOTOPOTO NEPHOJA BPEMCHH OTHOCHTCIBHO KOHTPOJS B TCUCHHE TOTO JKC
TIePHO/Ia BPCMCHH.

B sekotopsIx acmekrax mHruOuposanue 6enkos USP1 mpeacrasmser co60ii HHTHOMPOBAHHE OJHOU HITH
6ounee aktuBHOCTEH Him (py KL 6enkoB USP1. Crexyer mOHHMATh, 4TO aKTHBHOCTD HITH (DY HKIIHSI OTHOTO
nm 6onee 6emxkos USP1 Mosker MHrHOMpOBAaThCA in vifro Wid in vivo. HeorpaHHYIHBaroImue MpHMEPHI
akTuBHOCTEH 1 pyHKImiH USP1 BKIFOUArOT B ce0s1 aKTHBHOCTH ACYONKBHTHHA3HI H 00PAa30BAHNE KOMILICKCA
c UAF1 n onmrcass! B HaCTOSIIEM JOKyMEHTE. [IprMeps! ypoBHEH HHIHOHPOBAHHS AKTHBHOCTH OJHOTO HIIH
6onee 6emkos USP1 BrimoyaroT B ceOs HHrHONPOBaHKUE HA 1O MeHbIeH Mepe 10%, nHruOnpoBanne Ha 1o
MmeHbmIel Mepe 20%, mHruOupoBaHue Ha Mo MeHbIeH Mepe 30%, HHrHONPOBAaHUE HA MO MCHBINCH Mepe
40%, warnOuwpoBanne Ha 1o McHbHIEH Mepe 50%, wHrHOMpoBaHHWE Ha MO MeHbIEH Mmepe 60%,
HHrHOMPOBAHKE HA IO MeHbIIEH Mepe 70%, nHruOnpoBaHue Ha O MeHbINeH Mepe 80%, HHrHONpoBaHHE HA
1o MeHbIeH Mepe 90% u mHrHOéupoBanue BIUIOTH 10 100%.

B HekoTopeix acnekrax nHruOnposanue 6enxos PARP mpencrasnser co0oif HHrHOMpOBaHHUE OJHOW HITH
bonee aktuBHOCTEH Win (yHkuumit 6eaxko PARP. Cnexyer moHHMAaTh, YTO aKTHBHOCTH Wi (DYHKIUS
oxHoro minn Oonee OemkoB PARP mosker mHrmOmposarscs in vitro wim in vivo. Heorpanmdmaromue
mpuMepsl akTuBHOCTSH W (pyHkumit PARP ommcaHel B HAcTofmeM AOKYMCHTE. [IpHMEpHI YpOBHCH

HHIHOMPOBAHHA aKTHBHOCTH OJHOTO mim Oonee Oenkos PARP BrmodaroT B ceOs HHrHOMPOBAaHHWE HA MO
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menbmiei mepe 10%, mHrnOnpoBanne Ha Mo MeHbIIEH Mepe 20%, HHrHONPOBAaHUE HA MO MCHBINCH Mepe

30%, wHrnOmpoaHme Ha TO MeHbIeH Mmepe 40%, wHrmOmpoBamme Ha mo MeHbHIEH Mepe 50%,
HHrHOMPOBAHKE HA IO MEHbIIEH Mepe 60%, HHruOnpoBaHue HA O MeHbIIEH Mepe 70%, HHrHONpoBaHHE HA
1o MeHbIIeH Mepe 80%, HHruOnMpoBaHue Ha Mo MeHbIIeH Mepe 90% u mHrnOuposanue BIUIOTH 70 100%.
TepMHHBI «HHIUBHAYYM» HIH «CYOBEKT» HCIOIB3YIOTCS B HACTOSIIEM JOKYMEHTE B3aHMO3aMCHACMO I
0003HAUCHHS KUBOTHOTO, HANPHMEP, MJICKOIHTAIOLICIO, TAKOTO KaK YEIOBCK. B HEKOTOPBIX CIydasx
MPEJIAaraoTCsl CIOCOObI JICYECHHUS MJICKOIMHUTAOINUX, BKIFOUYAs, IIOMHMO IIPOYEIO, JIOACH, TI'PBI3YHOB,
00e3bsAH, KOIAYbHX, COOAK, JIOIMAACH, KPYIHBIA pPOTATHIi CKOT, CBHHCH, OBCL, KO3, JIAOOPaTOPHBIX
JKHBOTHBIX-MJICKOITUTAIOIMX,  CCIBCKOXO3AHCTBCHHBIX  )KMBOTHBIX-MJICKOIHTAOIINX,  CIIOPTHBHBIX
JKHBOTHBIX-MJICKOTTUTAIOIIMX M JOMAIIHHX J>KHBOTHBIX-MJICKONTUTAIOINUX. B HEKOTOPBIX mpHMEpax
CMHIUBUIYYM» HJIH «CyOBEKT» OTHOCHTCS K MHAMBHAYYMY HIH CYOBEKTY, HYKIAIOIIEMYCA B JICUCHUU
3a00JCBaHUA WM paccTpoiicTBa. B HEKOTOPHIX Caydasx CyOBEKT, MOIJICKAIIHN JICUCHHIO, MOKET OBITH
MAIMECHTOM, YKa3bIBasA HA TOT (PakT, YTO CYOBEKT OBLT HACHTH()UUIHUPOBAH KAK HMCIOLIMI HapyIICHUE,
MOAJICIKALICE JICUCHHIO, HITH HAXOMSIIUHCS B TPYIIE 0COO0T0 PHCKA 3a00/ICBaHHUA.

B KOHTEKCTEC HACTOAINETO JOKYMECHTA TCPMHHBI «pPak» H «OIYXOJb» OTHOCATCA HIH OIHCHIBAIOT
(PM3HOTOTHIECKOE COCTOAHHEC Y MIICKONHUTAOIHX, IPH KOTOPOM IONMYJLIIUA KJICTOK XapaKTepH3yeTcs
HEPETYJHMPYEMbIM  KJICTOYHBIM POCTOM. TepMHHBI OXBAaTBHIBAIOT COJHAHYIO H I€MATOJIOTHYCCKYIO
370KaYeCTBEHHY IO/ TMM(aTHUECKYIO OIy X0, [IpHMeps! pakoBBIX 3a00/1€BAHMIH BKIIOYAIOT B CE0s, IOMUMO
NPOUEro, PakoBble 3a00JCBAHMIA, JIMINCHHBIC IyTH penapauuu nospexacHuii JJHK. [lonmonHuTenbHbIe
IPHMEPHI PAKOBBIX 3a00JICBAHHH BKIIOUAIOT B €04, IOMHMO IPOYETO, PaK SHYHHUKA, PAK MOJIOYHOH JKENe3bI
(BKJIIOUAS TPMOKIABI HETATHBHBIH PAaKk MOJIOUHOH JKENe3bl), HEMEIKOKICTOUHBIH pak jerkoro (HMPJI) u
ocreocapkomy. Pak moxet mpeactaBiaars co0oir BRCA1 wm BRCA2 mukoro tuma. Pak MOXET Taroke
npeacraiate coboii BRCA1 uwmun BRCA2 myrtantHBIT pak. Pak Taike MOXET MpPEeACTaBIATH COOOI
ycroituuBblii Wi pedpaxreprsiii k wHruOuTOpy PARP pak wim ycToW4mMBEIA WM pedpakTepHBI K
uHruouTopy PARP myTanTHsIi pak BRCA1 wm BRCA2.

B KOHTEKCTE HACTOSINETO AOKYMCHTA TCPMHH MYTAlMs C IMOTEPEH (DYHKIMH» OTHOCHTCS K MYTAIlHH,
KOTOpas MPUBOIUT K OTCYTCTBHIO I'€HA, CHI)KCHHIO JKCIPECCHH I'CHA WM BHIPA0OTKE MPOAYKTa ICHA
(Hanpumep, O6CTKA), IMCIOIICTO CHIDKCHHYEO AKTHBHOCTD WJTH OTCYTCTBHC AKTHBHOCTH. MyTaluu ¢ OTEpeH
(P)YHKIMH BKIFOYAKOT B ceOs, HAampUMEp, MYTAllMH C H3MCHCHHEM CMBICTA, HYKICOTHIHBIC BCTABKH,
HYKJICOTHAHBIC [CJICHHH W Jejenmy reHa.Myrammn ¢ motepedl (pyHKUWH Tarkke BKIFOYAKOT B ceOd
JOMHHAHTHO-HETAaTUBHbIC MyTaluy. Takum 00pa3oM, PakoBbIc KICTKH C MyTalWeH ¢ motepel (yHKIUH B
TE€HE, KOAUPYIOIIEM P53, BKIIFOYAIOT B CcOs PAKOBBIC KICTKH, KOTOPHIC COCPKAT MyTallUU C H3MCHCHHEM
CMBICJA B I'EHE, KOTUPYIOLEM P53, a TakKe PAKOBBIC KIECTKH, Y KOTOPBIX OTCYTCTBYET I'€H, KOAHPYFOLIHH

p53.

Huruburopsr USP1

B HexoTOphIX acmekTax WHrHOMTOp yOmKBHUTHH-crenm(mueckoil mporeassl 1 (USP1) mo m3obpereHmio

COACPIKUT COCAUHCHHUC
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®opmyasr I: ®opmysr II:

wm ero (hapMaUCBTHYCCKH NPHEMIEMYIO COJb, THAPAT, COJHBAT, aMOp(HOE TBEpAOEC BELICCTBO HIIH
mouMop (.

Xumudeckoe HazpaHue nHruouropa USP1 (opmyist I: 6-(4-DuxIomponui-6-MeTOKCUITHPUMHIHH- 5 -1T)-1 -
(4-(1-m3omponun-4-(tpudpropmernn)-1 H-umunazon-2-un)oen3wn)-1H-mupaszono[ 3,4 -d|mupumuaus,  Kak
omucaHo B 3asBke CIITA Ne 16/721079.

Xummdeckoe HazpaHue uHruoutopa USP1 ¢opmyms! 1I: 6-(4-muKI0onpomui-6-MeTO KCHITHPUMHE TUH-5-HT)-
1-(4-(1-meTun-4-(tpudropmern)- 1 H-umumazon-2-mwm)oen3un)- 1 H-nmupasono[ 3,4 -d | mupuvu s, KakK
omucano B 3asiBke CIITA Ne 16/721079.

3asgska CIIIA Ne 16/721079 noixHOCTBEO BKIIOUEHA B HACTOAINMH JOKYMEHT OCPEACTBOM CCBHLIKH.

B HEKOTOPBIX acmekTax HHrHOHTOp YOMKBHTHH-cenm(puueckoii mporteassl 1 (USP1) mo m300pereHHIO

COOCPKHUT COCTUHCHUC
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Wi ero (papMalLCBTHYCCKH NPHEMIICMYIO COJb, THAPAT, COJbBAT, aMOP(HOC TBEPAOC BCILCCTBO HJIH

®opmynsr 111

moaMop (.

Xummdeckoe Hazsarue uHruouTopa USP1 ¢opmynst 111: 6-(4-muKI0npoaiI-6-MEeTOKCHITH PUMHIHH- 5 -HT)-
1-(4-(5-metun-3-(tpudropmern)- 1 H-mupazon- 1 -um)oeH3un)- 1 H-mupasono[ 3,4 -d | mupuvu s, KakK
omucano B 3asiBke CIITA Ne 16/721079. 3aaska CIITA Ne 16/721079 moJHOCTBIO BKIFOUECHA B HACTOSIIHI
JOKYMCHT HOCPE/ICTBOM CCBLUIKH.

B paznmuseix acmekrax mHruOuropsl USP1 cHmwxkaror yposeHp Ocnka USP1 w/mm MHrHOMpYIOT MM
YMCHBIIAIOT IO MCHBINCH MEPE OTHY OMOIOTHUCCKYEO aKTHBHOCTH O¢mka USP1.

B HekoToprix acnekrax uHruouropsl USP1 cnemmgmyecku cps3piBaroTes ¢ 6enxkom USP1. B HexoTophIx
acriekrax uHruouTOopsl USP1 cienuduaecku cesaspisarorcs ¢ oenmxom USP1 B kommekce USP1-UAF1. B

HEKOTOpPHIX acnekrax mHruouTopel USP1 crnemmunuecku cesaspBarotcss ¢ MPHK USP1. B HekoTophix
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acriekrax wHruouTopsl USP1 cremmuduuecku ceiaspBaroresa ¢ 6eaxkom USP1 (0TaenpHO WM B KOMIUICKCE

USP1-UAF1) unmu MPHK USP1. B mexoropsix aciekrax uHruoOuTopsl USP1 crenudutiecku CBI3BIBAIOTCS
¢ UAF1 (ormensro wmm B komiuickce USP1-UAF1) W HHrHOMPYROT WIH YMCHBIIAIOT OOPA30BAHHC HITH
CHIDKAIOT akTUBHOCTH KomIuiekca USP1-UAF1.

B mexotopwix acnekrax mHruomtopsl USP1 ymenpmaror oOpazosanme kommiackca USP1-UAF1. B
HEKOTOPBIX acnekrax uHruouropsl USP1 cHmkaror aktuBHOCTh KoMmiuiekca USP1-UAF1. B HekoTOpBIX
acriektax wmHruoutopel USP1 cHmwkaror axTuBHOCTH AcyOmksuTHHA36l USP1. B HEkoTOpBIX acmekrax
uHruouTopsl USP1 moBsmmaroT ypoBeHb MOHOYOHKBUTHHHpPOBaHHOTO PCNA. B HEKOTOPBHIX acmekrax
uHruouTOops! USP1 MoBBIMIAOT YPOBECHh MOHOYOHKBUTHHUPOBAHHOTO FANCD2. B HEKkOTOpBIX acmekTax
uHruouTops! USP1 nmoBeImiaroT ypoBeHs MOHOY OMKBUTHHHPOBAaHHOTO FANCI.

B HexoTtopsx acmekrax HHruOuTOpsl USP1 HE CBA3BIBAIOTCA C APYTMMH ACyOHKBUTHHA3AMH, APYTHMH
ocmkamu USP umm gpyrumu xommiekcamu UAF1 (nanpumep, USP46-UAF1) wmm CBA3BIBAIOTCA C
neyouxsutuHazamu, Apyrumu oenxamu USP wmu qpyrumu kommuiekcamu UAF1 (anpumep, USP46-UAF1)
CO CHIDKCHHOH B IO MeHbIICH Mepe 5 pa3, mo MeHbmeH Mepe 10 pa3, mo MeHpmel mepe 20 pa3 Wi mo
MmenbIel Mepe 100 pa3 adpuHHOCTHIO O cpaBHeHHIO ¢ adypurHOCTHIO K USP1 (1. e. Kp muruduropa USP1
K ApyruM aeyOuksuTHHa3aM, ApyruM Oenkam USP wmm apyrum xommnekcam UAF1 (nanpumep, USP46-
UAF1) B no MeHbIneH Mepe 5 pa3, mo MeHbiei Mepe 10 pa3, mo MeHbmel Mepe 20 pa3 WiH M0 MCHbIICH
Mmepe 100 pa3 soime, yem Kp x USP1).

B HexoTophIx acekTax HHruOuTopsl USP1 HHrHOupyror aktuBHOCTS AeyOouksutuHa3sl USP1 ¢ IC50 menee
ueM 0k0J10 50 HM, ot oko10 50 HM 10 0k0710 200 HM, oT 0k0;10 200 HM 10 0k0710 2 MM HIH BBIIIC YeM 2
M, HanmpuMep, H3MEPEHHOH C MOMOINBIO aHAIH3a, ONHCAHHOTO B Iy Onukanuu 3as8ku Ha nmateHT CIIIA Ne
2017/0145012, wmu IC50 ot 50 HM 10 1000 HM, Hanpumep, A3MCPECHHOH C IIOMOIIBIO AHAJIH3A, OMIHCAHHOTO
B Liang ef al., Nat Chem Biol 10: 289-304 (2014). B HekoTOPBIX aciekTax HHrHOUTOPSI USP 1 HHrHOUPYHOT
akTuBHOCTH aeyOouksuTHHA3H USP1 ¢ IC50, m3mepeHHO# ¢ mOMOMIIB0 aHAM|3a, omucanHoro B Chen, ef al.,
Chem Biol., 18(11):1390-1400 (2011). B Hexotopbx acmektaX HWHruOuTopsl USP1 HE WHTHOMPYHOT
AKTHBHOCTb APYTHX AcyOwWkBUTHHA3, Apyrux OcmkoB USP mmm apyrux xomiuiekcoB UAF1 (mampumep,
USP46-UAF1) niu HHrHOMPYIOT aKTHBHOCTh JPYTHX ACyOHKBHTHHA3, APyrux Ocnkos USP wmm apyrux
kommekcoB UAF1 (manpumep, USP46-UAF1) ¢ IC50 B mo MeHbIICH Mepe 5 pa3, mo MeHbIeH Mepe 10 pas,
1o MeHbIIeH Mepe 20 pa3 uiam o MeHbmei Mepe 100 pa3 oime no cpapaeHmIO ¢ IC50 st nHrHOUpOBaHHS
aKTHUBHOCTH AeyOnksuTHHa361 USP1.

B sekoTopsix acnekrax uHruOuTopsr USP1 mo HactosmeMy n3o0pereHuro cBsa3biBaroTes ¢ 6exxom USP1 ¢
appuHHOCTHIO B nuana3oHe oT 1 mM g0 100 MxM, wmm ot 1 1M g0 1 MxM, wmm ot 1 M mo 500 HM, nmm
or 1 mM mo 100 HM. B HekoTopeix acmekrax mHruOmropel USP1 mo Hacrosmmemy H300pETCHHIO
cazpiBaroTcs ¢ 6emkom USP1 ¢ addurBOCTHIO 0T 0KO0T0 1 M 110 0K0I10 100 MKM, OT 0K010 1 HM 110 OKOITO
100 MxM, ot okoso 1 MkM xo okxomo 100 MkM, ot okoo 1 MkM g0 okomo 50 MkM, ot okojo 1 MkM g0
okoj10 40 MkM, ot okoso 1 MkM 1o okomo 30 MxM, ot okosio 1 MkM 10 oko10 20 MkM umm oT okojo 1
MKM 10 okoio 10 MxM, oxono 1 MkM, okono 5 MkM, okomo 10 MM, okomo 15 MxM, okomo 20 MkM, 0koJI0
25 MxM, oxoso 30 MxM, oxoso 35 MM, oxosio 40 MxM, okouo 45 MM, okoso 50 MkM, oko10 60 MKM,
oxo70 70 MKM, okomo 80 MKM, oxom0 90 MkM mnm 0k010 100 MKM. B HEKOTOPBIX acTICKTaX HHTHOUTOPEI
USP1 mo HacrosmeMmy n300peTeHuIo cBsi3biBaroTcs ¢ oenkoMm USP1 ¢ addurHOCTHIO OT O0KOT0 100 HM 10
okoJio 1 MxM, ot oxom0 100 HM 1o okomo 900 HM, ot okosio 100 HM 1o okomo 800 HM, ot okosio 100 M

10 okouio 700 HM, ot okoao 100 HM 10 oxoso 600 HM, ot okosio 100 HM g0 okomo 500 HM, ot okosio 100
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HM 10 oxono 400 HM, ot okoso 100 HM mo okono 300 HM, ot okoso 100 HM 10 oxoao 200 HM, oT 0OK0JIO

200 M go okoio 1 MkM, ot oxo0 300 HM mo okoio 1 MxM, ot okomo 400 HM 10 okoi0 1 MKM, OT OKOJIO
500 HM go okomo 1 MkM, oT oko0 600 HM 1o okoiio 1 MkM, ot okoao 700 HM g0 okoio 1 MkM, OT OKOJIO
800 HM 1o oxono 1 MM, ot oxomo 900 HM 10 oxono 1 MM, okoso 100 HM, oxoso 200 HM, oxoso 300
HM, oxo10 400 HM, oxoao 500 HM, okomo 600 HM, okomo 700 HM, okomo 800 HM mmu okoso 900 HM. B
HEKOTOPBIX acnekrax mHruouTopsl USP1 mo HacTosmeMy m300peTeHuIo cps3biBatoTcs ¢ oemxkom USP1 ¢
ap(puHHOCTHIO 0T 0K0J10 1 HM 110 okom10 100 HM, ot 1 HM 10 okoi0 90 HM, ot 1 HM 10 oxomo 80 HM, ot 1
HM 10 oxoso 70 HM, ot 1 HM 10 okoj0 60 HM, ot 1 HM 10 oxosio 50 HM, ot 1 HM g0 okono 40 M, ot 1
HM 10 oxoj0 30 HM, ot 1 HM 10 oxoso 20 HM, ot 1 #HM 10 okoso 10 HM, ot okos0 10 HM g0 oxomao 100
HM, ot okoJ10 20 HM 1o oxoso 100 HM, ot oko0 30 HM 1o okoao 100 HM, ot okoo 40 HM 10 okomo 100
HM, ot okoJ10 50 HM 1o oxoso 100 HM, ot okxoi0 60 HM 10 okoao 100 HM, ot okomo 70 HM 10 okomo 100
HM, ot ok0j0 80 HM n0 okoa0 100 HM, oT oxono 90 HM x0 oxono 100 HM, okono 1 HM, okoj0 2 HM,
okoJ10 3 HM, 0k0110 4 HM, 0k0710 5 HM, 0Kk0J10 6 HM, 0K0710 7 HM, 0k0j10 8 HM, 0K0JI0 9 HM, 0K010 10 HM,
0k0:10 20 HM, oko010 30 HM, okoj0 40 HM, okoj0 50 HM, okojo 60 HM, okojio 70 HM, okojo 80 HM, 0K0JI0
90 HM mm oxozno 100 HM.

B HexoTopeix acnekrax uHruouTopsl USP1 mo HacTosmeMy H300peTeHHIO cBA3BIBAIOTCS ¢ OenkoM USP1 ¢
a(ppurHOCTHIO MeHee yeM 1 MKM, meHee yeM 500 HM, meHee yem 100 HM, menee yem 10 HM mmm MeHee
yeM 1 HM. B Hexoropbix acmexrax uHruOutopsl USP1 cassmBarotcsa ¢ 6emxom USP1 ¢ adpuHHOCTBIO
McHee yeM 1 HML

B HexoTopsIx acniekrax uaruduropsl USP1 mo HacTosmeMy H300peTeHUIO HHTHOUPYIOT akTiuBHOCTH USP1
¢ICso or 1 mM mo 100 MxM, wau ot 1 M 10 1 MkM, um ot 1 M g0 500 uM, umm ot 1 M mo 100 kM. B
HEKOTOPBIX acmekrax HHruouTopsl USP1 marubupyror akrusHOCTE USP1 ¢ ICso oT okoso 1 M 10 0k010
100 MxM, ot oxoso 1 #HM 10 okomo 100 MxM, ot okoo 1 MkM 1o okoso 100 MxM, oT okoa0 1 MKkM mo
okoJ10 50 MKkM, ot ox010 1 MKM 10 oko010 40 MKM, oT okoyio 1 MKkM 10 okxo0 30 MKM, oT okoyio 1 MxkM
10 okojo 20 MkM umm ot okosio 1 MkM 1o okoso 10 MxkM, oxoso 1 MxM, okoso 5 MkM, oko0 10 MkM,
o0k0j10 15 MKM, oxoso 20 MkM, okoio 25 MkM, okoj0 30 MkM, oxoio 35 MkM, okojo 40 MkM, okoo 45
MKM, okouio 50 MxM, okomo 60 MkM, oxoso 70 MkM, okoio 80 MkM, oko10 90 MKM uim okomo 100 MxM.
B sekotopsix acnekrax uHruOurops! USP1 warnOupyror akruBHOCTh USP1 ¢ ICso oT oxomo 100 HM mo
okoJ10 1 MxM, ot oxo10 100 HM 1o okomo 900 HM, ot okoso 100 HM 10 okomo 800 HM, ot okoso 100 M
1o okouio 700 HM, ot okoao 100 HM 1o okoio 600 HM, ot okosio 100 HM g0 okomo 500 HM, ot okoso 100
HM 10 oxono 400 HM, ot okoso 100 HM 1o oxono 300 HM, ot okoso 100 HM 10 okoa0 200 HM, OT OKOJIO
200 M g0 okoso 1 MxM, ot oxoa0 300 HM mo okoso 1 MxM, ot okoao 400 HM 10 okoa0 1 MKM, OT OKOJIO
500 HM mo okomo 1 MkM, oT okoa0 600 HM no okoiio 1 MxM, ot okoao 700 HM 10 okono 1 MkM, OT OKOJIO
800 HM no oxoao 1 MkM, ot okomo 900 HM 1o okoio 1 MxM, okoso 100 HM, okoo 200 HM, okoo 300
HM, oxomo 400 HM, oxono 500 HM, oxoso 600 HM, okomo 700 HM, okomo 800 HM wm okono 900 HM.

B HekoTopeix acniekrax uHruonTopsr USP1 marudupyrot akrusHOCTE USP1 ¢ ICs0 0T 0KOMI0 1 HM 10 0KOITO
100 HM, ot 1 HM 10 okoio 90 M, ot 1 HM g0 okomo 80 HM, ot 1 HM g0 okojo 70 HM, ot 1 HM 10 okoJ0
60 M, ot 1 HM g0 okoso 50 HM, ot 1 HM 10 okoso 40 HM, ot 1 HM mo okojo 30 HM, ot 1 HM A0 OKOJIO
20 M, ot 1 HM 10 oxoio 10 HM, ot okono 10 HM 1o oxomno 100 HM, ot okoi0 20 HM A0 okomo 100 HM,
ot okoJio 30 HM 1o okono 100 HM, ot okos10 40 HM g0 okono 100 HM, ot okomo 50 HM mo oxoso 100 HM,
ot okoJio 60 HM 1o okono 100 HM, ot okosio 70 HM g0 okono 100 HM, ot okomo 80 HM 10 oxosio 100 HM,

oT 0k0110 90 HM 10 oxoo 100 HM, okxono 1 HM, okoio 2 HM, okono 3 HM, okoiio 4 HM, oxo710 5 HM, 0K0JI0
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6 M, okoso 7 HM, okosio 8 HM, okomo 9 HM, okomo 10 HM, okoio 20 HM, okoso 30 HM, okoino 40 HM,

oko0Ji0 50 HM, oxoa0 60 HM, okoso 70 HM, okoao 80 HM, okosio 90 HM uin okosio 100 HM. B HEekoTOpBIX
acriekrax uHruouTopsl USP1 marubupyror aktusHOCTh USP1 € ICs0 MeHee uem 1 MxM, meree yem 500 HM,
menee yeM 100 HM, menee yem 10 HM mm meree yem 1 HM. B HekoTopeix acniekrax uHruouropsr USP1
uHruoupyoT aktusHOCcTs USP1 ¢ ICso menee yem 1 HM.

Hpyrue wmoctpatuHble uHruOutopsl USP1  ommcansr, Hanmpumep, B WO  2020/132269 u
npeasapurembHOl 3asBke CIIIA 62/857986, ommcaHue KaXKTOoH W3 KOTOPHIX IOJTHOCTHIO BKIIFOUCHO B

HACTOAIIUN JAOKYMCHT MOCPEACTBOM CCBLIIKH.

MumocTpaTHBHBIE AHATH3BL A1 onpeacacHus uHruoupoBanus USP1

JIroboit moaxomamuil aHaaM3 B JAHHOW OOJIACTH TEXHHKH MOXKHO HCTIOJB30BaTh UL ONPEACTICHUS
AKTHBHOCTH, OOHapy KeHHA pe3yabTata i d(Q@ekra win onpeacicHus d¢ppexrusHoctu. Cm., nanpumep,
3aaBky CIIIA Ne 16/721079. 3asska CIIA Ne 16/721079 moiHOCTRIO BKIFOUCHA B HACTOAIIMN TOKYMECHT
MOCPEACTBOM CCBLIKH.

B HEKOTOpBIX ciyyasdx cHoco0 ONpeAcNCHHS TOTO, HHTHOHpYyeT Iu coeauHeHme uHruoutopa USP1
aKkTHBHOCTb JeyOukxBuTHHA3bI USP1, m3Mepser H3MCHCHHE MAacChl IPU PACINCIUICHHU aUyOHKBHTHHOM
CBA3M JCyOMKBHTHHA3BL. ~ Hampumep, yOMKBHTHH-aNbACTHA W YOWKBHTHH-BHHHJICYJIb(OH 0OPa3yrOT
HeoOpaTuMble KOBAJICHTHBIC CBS3H C ACY OHKBHTHHA3AMH, KOTOPBIC IPHBOIAT K HAOTIOAACMbBIM H3MEHEHHAM
Macchl JCYOHMKBHTHHA3. AHAJOTHMYHO, DPACINCIUICHUE IHyOHKBHTHHOB IIPHBOAMT K HaOIOJacMOMY
H3MEHEHHIO MAcChl.

B HCKOTOPBHIX CAy4adax CHOCOO OMPCACICHHA TOr0, MHTHOMPYST MM cocaumHcHHEe uHruOumtopa USP1
AKTHBHOCTH AeyOukBuTHHA3bI USP1, BKIFOUACT YBEIHUCHUC JFOMHHCCICHIUH HIH (DIyOpPSCUCHIUH TPH
pacIeIUICHUH, HANpUMEP, KOHTPOJIHPYEMOE C MOMOINBK) IUIAHINCT-pHACPA. B TakumxX aHAMM3aX MOXKET
HCTIONIB30BAThCS YOUKBUTHH, CBS3AHHBIA C (DIyopodopoM MOCPEACTBOM JIMHKCPHOW CBSA3H, TaKOH Kak
yOukBHTHH-7 -aMuHO-4-MeTriiKyMapuH (Ub-AMC) nnn yonksutuH-pomamuH1 10. B Takux aHam3ax Takxe
MOXET HCMOIb30BATECH JHYOHKBHTHH, COACPKAIMHA H3ONMCNTHAHYIO CBA3b. HnmocTpaTuBHbIC
Ny OMKBUTHHBI MOTYT COACPKATh (hiiyopoop HA OTHOM YOHKBHTHHC W TAaCHTCIh HA APYTOM YOUKBHTHHC,
Tak 4To (PIyOPECUCHIHS ITOBBINACTCS MPH PACINCIUICHUH Ty ONKBUTHHA. B TaKWX aHATH3aX TAaKKE MOTYT
HCTIONB30BATHCS CONMPSDKCHHBIC (DEPMEHTHBIC CHCTCMBI, B KOTOPBIX YOHKBHTHH CONPSDKCH C (PEPMEHTOM,
KOTOpBIi OyZNET AaKTHBHBIM TOJNBKO [ BBIPAOOTKH TPOAYKTAa (PIyopecHeHTHOTO (epMEHTAa IIpH

BBICBOOOKICHUH U3 YOMKBHUTHHA.

Huruburoper PARP

B pa3muunbix acniekrax wHrHOuTopsl PARP 1o m300peTCHIIO CHIKAOT YPOBCHD OTHOTO M 00JI¢C OCITKOB
PARP w/unn wHrHOWPYIOT MM YMEHBINAOT IO MEHBINCH Mepe OJHY OHOJOTHYECKYIO aKTHBHOCTh OJHOTO
nm 6onee 6emkos PARP.

Haruontoper PARP BrmouaroT B cc0q, Hampumep, onamapu® (Jlmamap3a®), pykamapud (PyOpaka®),
Hupanapud (3eroaa®) u tagazomapud (TameHHA®).

B omHoMm acnekte mHrHOnTOp PARP mpeacraemiet co6oii Hupanapu6 (3crna®), KOTOPHIi MPoaacTCsa KaKk
HUpamapuba TO3HMJaTa MOHOTHApAT. XHMHYECKOEC HA3BaHHE HUpamapuda TO3HiIara MOHOTHIpata: 2-{4-

[(3S)-munepunun-3-wn|perun }-2Hurnazon 7-kapookcamua 4-MeTunoeH30CyIp(poraTa ruapar (1:1:1).
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Monexkymapras (opmyna mupanmapudba Toszmmara: CrsH3oN4OsS, a ero mMomekyrapHas macca COCTaBIACT

492.6 T/MOTIB.

Hupanapu6 npexacrasnser codoit maruouTop pepmenTos moum(A JIP-pudoza) nommmepassl (PARP) PARP-
1 u PARP-2, xotopsle urparot pois B penapamuu JJHK. Mccnenosanus in vitro mokasanu, 4To BbI3BaHHAA
HHpanapuOOM IMTOTOKCHYHOCTH MOXKET BKIIFOUATh B CcOs1 HHrHOWpoBaHUe (pepMeHTHOH akTHBHOCTH PARP
U TOBBITICHHOE 00pa3oBanne komiuieckcoB PARP-/IHK, uro mpusener k mospexacHmo JJHK, amonrosy u
rubenu KIeTOK. IIOBBIMIEHHAs IUTOTOKCHYHOCTH, BBI3BAHHAS HHPANapuOOM HAOMOAANach B JIHHHAX
OMyXOJICBBIX KICTOK ¢ aegumurom BRCAI/2 wmm 6e3 Hero. Hupamapu® yMEHBIIAT POCT OMYXOJIH B
MBIIIHHBIX KCCHOTPAHCILIAHTATHBIX MOJCIIIX JIMHUH PAKOBBIX KJICTOK YeJIOBeKa C nedurmrom BRCA1/2 n B
ONMYXOJEBBIX MOJCIAX MOJNYYCHHBIX OT TAIHCHTOB-TIOACH KCEHOTPAHCIUIAHTATOB C  JAC(HUUIUTOM
TOMOJIOTHYHOH pekoMOHHaIu ¢ MyTHpoBaHHBIM BRCA 1/2 nmu BRCA1/2 auxoro Tuma.

B npyrom acniekre uarudurop PARP npencrasiset codoit omanapud (Jlurmapza®). XuMuieckoe Ha3BaHUE:
4-[(3-{[4-(muxrompoTHIKApOOHIT) TUNIepa3uH- 1 -m| kapOoHw } -4-(prop permwn)-metwn| pranazus-1(2H)-
oH. MonekymapHas Gpopmyna: CaqH23FN4Os, a MonekyiapHas Macca coctasisieT 434,5 1/MOIb.

Onmanapu® mpeactaBmsier co6oit wHrHOuTOp (PepmenroB momau(AJ[D-pubdosa) momumepassl (PARP),
pkmouyads PARP1, PARP2 u PARP3. Bruio mpoaeMOHCTPHpPOBAHO, UTO OJamapu® HHTUOHPYET pOCT
BBIODAHHBIX JHHUH ONYyXOJEBBIX KJICTOK in Vifr0 M YMCHBIIAET POCT ONYXOJH B MBIIIMHBIX
KCCHOTPAHCIUIAHTATHBIX MOACIIIX PaKa YCIOBCKA, KaK B BUAC MOHOTCPAIHY, TAK H MOCIIC XUMUOTECPAIIUH HA
OCHOBC IIATHHBL [IOBBINICHHYIO IUTOTOKCHYHOCTh H IPOTHBOOIYXOJCBYIO AKTHBHOCTB IOCIC JICUCHUS
oyanapuOOM OTMEHATH B JINHHAX KICTOK H MBIIIHHBIX MOJCIIAX oMy Xouiei ¢ nepuuutoM BRCA M OTAHYHBIX
or BRCA 06enxoB, yYacTBYKOIMX B pPEHmapaldd MyTeM TroMoJoruuHoii pexomOuHanuu (homologous
recombination repair — HRR) mospexnenms JHK, w xoppemupoBanm ¢  peakmued  Ha
miatuHy. VcchaenoBaHus in Vifro TOKAa3adW, YTO BBI3BAHHAS OJANAPUOOM IIHTOTOKCHYHOCTH MOKET
BKIIOYaTh B ccO1 WHruOmpoBaHWe (epMEeHTHOW akTHBHOCTH PARP W moBbIICHHOE 00pa30BaHHC
komiiekcoB PARP-/THK, uro mpuseneT k mospexacauto JJHK u rudem pakoBBIX KICTOK.

B oxnom acmekxte mHruOuTOpel PARP HCHIONB3YIOT B MPOTHBOPAKOBBIX KOMOHWHHPOBAHHBIX TEPAIHAX C
uaruouropamu USP1 mo HacToamemy u3o0peTcHuro. B momonaeHne k wHrHONTOPY PARP M wHrHOuTOpY

USP1 npyrue Buabl TEpamuy MOKHO HCIIOJIb30BaTh 0, BO BPEMsI HITH NOCIIC KOMOWHHPOBAHHOW TCPATTHH.

WmOCTpAaTHBHBIC AHATH3HI T ONPCACICHUA WHrHOnposanus PARP

B HacrosmeMm H300pETCHHH TIPEUIOKCHBI COCAHWHCHHUS, KOTOPBIC SIBISIFOTCA AKTHBHBIMH  IIPH
uHruOupoBaHny akTuBHOCTH PARP. JlroOo#i moaxomsmuii aHAIM3 B JAHHOW OONACTH TEXHHKH MOKHO
HCTIONIB30BaTh U1 ONPEICICHH aKTHBHOCTH, OOHApy>KeHHA pe3yibrata wim 3(dexra nim onpenereHus
s¢ppexrusroctu. Cm., Hanpumep, Dillon, et al., JBS., 8(3), 347-352 (2003); marent CIITA Ne 9566276.

B HekoTopeix aciekrax uHruOuTopel PARP no m300perernio narnonpyror akrusHOCTE PARP ¢ ICso MeHee
yeM 50 HM, ot oko10 50 HM mo oxousio 200 HM, ot okoj0 200 HM 10 oxoio 2 nM uim 6oiee ueM 2 mM.

B Hexoropeix acnekrax wHruOmTOpel PARP mo wm3o00pereHmro cesspiBarorcsas ¢ Oemxom PARP c
appuHHOCTHIO B nuana3oHe oT 1 mM o 100 MxM, wmm ot 1 1M g0 1 MxM, wmm ot 1 M mo 500 HM, nmm
ot 1 1M o 100 EM. B HekoTopsix acnekrax uHruouTopsl PARP 1o n300peTeHIIO CB3BIBAIOTCS C OCIKOM
PARP c apdurHOCTHIO OT O0KO10 1 M 10 0K010 100 MKM, 0T 0K010 1 HM 10 okoi0 100 MxM, oT oxouo 1

MKM 10 oxomo 100 MxM, ot okomo 1 MkM 1o oxoa0 50 MkM, ot okoio 1 MKkM 10 oxom0 40 MKM, OT OKOJIO
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1 MxM 1o oxono 30 MM, ot okoiio 1 MkM 10 okoso 20 MkM umm oT okono 1 MkM 10 okono 10 MM,

okoj0 1 MkM, oxono 5 MxM, okoso 10 MkM, okomo 15 MxM, okomo 20 MkM, okojo 25 MkM, okomo 30
MKM, 0k0J10 35 MKM, oxouo 40 MkM, okoto 45 MM, okoio 50 MkM, okoo 60 MxkM, okoj10 70 MKM, 0KOJIO
80 MkM, ox0710 90 MKM mmi okoio 100 MxM. B HekoTopbix acnekrax nHruouTops! PARP no u306pereHuio
casbiBaroTCs ¢ 6enkoM PARP ¢ agduarOCTRIO OT OKOTO 100 HM 10 0K070 1 MKM, 0T 0kono 100 HM no
okoJio 900 HM, ot oxo0 100 HM mo okosio 800 HM, ot okoi0 100 HM mo okoso 700 HM, ot okoao 100 aM
710 okosio 600 HM, ot okoa0 100 HM 10 okoso 500 HM, ot oxosio 100 HM g0 okomo 400 HM, ot oxoso 100
HM 10 oxoi0 300 M, ot okoyio 100 HM mo oxomao 200 HM, ot okoio 200 HM 10 okoa0 1 MkM, 0T 0KOJIO
300 HM g0 okojo 1 MkM, oT oko010 400 HM 10 okoiio 1 MkM, ot okoa0 500 HM 10 oko10 1 MkM, OT OKOJIO
600 aM 1o okoo 1 MkM, ot oko0 700 HM 1o oxou10 1 MkM, ot okoja0 800 HM 10 0k010 1 MKM, OT OKOJIO
900 1M no oxono 1 MM, oxoso 100 HM, oxoso 200 HM, okosio 300 HM, oxono 400 HM, okoso 500 HM,
oxono 600 HM, oxomo 700 HM, okono 800 HM mm okono 900 HM. B HEKOTOpBIX acmeKTaX HHTHOUTOPSHI
PARP mo u3o6pereHuro ca3paroTcs ¢ 0enkoM PARP ¢ apdurHOCTEIO OT 0K010 1 HM 110 0K010 100 HM,
ot 1 HM 1o oxomo 90 HM, ot 1 HM 10 okosio 80 HM, ot 1 HM 10 oxomo 70 HM, ot 1 HM 10 okoj10 60 HM,
ot 1 HM 1o oxomo 50 HM, ot 1 HM 10 okoso 40 HM, ot 1 HM g0 oxono 30 €M, ot 1 HM 10 okoj0 20 HM,
ot 1 HM 10 okoo 10 HM, ot oko0;10 10 HM 10 okono 100 HM, ot okosio 20 HM 10 okono 100 HM, OT 0K0JIO
30 HM 10 okoao 100 HM, ot okojo 40 HM 10 oxoso 100 HM, oT oko10 50 HM 10 oko0 100 HM, 0T 0KOJI0
60 HM 10 okoso 100 HM, ot okoJio 70 HM g0 okoao 100 HM, ot okojo 80 HM 1o okosio 100 HM, oT OK0JIO
90 HM 1o oxosio 100 HM, okojo 1 HM, okojo 2 HM, okojio 3 HM, okoj0 4 HM, okoj0o 5 HM, okoJio 6 HM,
0K0J10 7 HM, oxo0.10 8 HM, okoJi0 9 HM, okojio 10 HM, okoo 20 HM, okojo 30 HM, okoo 40 HM, okojo 50
HM, oxo710 60 HM, oxomno 70 HM, okono 80 HM, oxosio 90 HM mmu okono 100 HM. B HEKOTOpBIX acmekrax
uHruouTopsl PARP mo m3o00pereHmto ces3biBaroTcs ¢ OenkoM PARP ¢ apdunHOCTRIO MeHee yeM 1 MKM,
MeHnee yeM 500 HM, meHee uem 100 HM, meree yem 10 HM nm meHee yeM 1 HM. B HekoTOphIX acmekrax
uHruouTopsl PARP no u3o6pereHuto cessbisarorcs ¢ 6enkom PARP ¢ adpurraOCTRIO MeHee yem 1 HM.

B nexotoprix acnektax uHruOuTopel PARP nmo m300peTeHnio HHrnOnpyroT aktuBHOCTh PARP ¢ ICso ot 1
M o 100 MxM, umu ot 1 oM 1o 1 MxkM, wm ot 1 M 1o 500 #M, wmm ot 1 oM g0 100 HM. B HekoTOpBIX
acriekrax HHruOuTopsl PARP no m300perennio nHruoupyroT aktuBHOCTE PARP ¢ ICso ot oxomo 1 mM o
okoJio 100 MM, ot okxo10 1 HM 110 okomo 100 MmxM, ot okoso 1 MxkM no okomo 100 MxkM, ot okon0 1 MKkM
10 okoao 50 MxM, ot okoj0 1 MkM 10 okoio 40 MxkM, ot okojo 1 MkM 10 okoo 30 MkM, o1 oko1o 1 MKM
10 okojo 20 MkM umm ot okosio 1 MkM 1o okono 10 MxM, okono 1 MxM, okoso 5 MkM, okoj0 10 MM,
okoj10 15 MM, oxoso 20 MkM, okoio 25 MkM, okos0 30 MkM, okoio 35 MkM, okojo 40 MkM, okoto 45
MKM, okouio 50 MkM, okono 60 MkM, oxono 70 MxM, okoo 80 MkM, oko10 90 MKkM uim okomo 100 MxM.
B sexoropsix acmekrax mHruOutopel PARP mo m300pereHmo mHrnoupyror aktuBHOCTh PARP ¢ ICsq ot
okoj10 100 HM g0 okono 1 MkM, ot okos10 100 HM mo okono 900 HM, ot okoso 100 HM mo oxomo 800 HM,
ot okxosio 100 HM 1o oxouso 700 HM, ot okosio 100 HM g0 okomo 600 HM, ot okomo 100 HM g0 okojo 500
HM, o1 okxosio 100 #HM no okomno 400 HM, ot okoio 100 HM g0 okoso 300 HM, ot okoj0 100 HM 10 OKOITO
200 =M, ot okojo 200 HM 10 okono 1 MkM, ot oko10 300 HM 10 okoso 1 MM, ot oxouio 400 HM 10 okoJ10
1 MxM, ot okoj10 500 HM 1m0 okoso 1 MkM, ot okosio 600 HM mo okono 1 MM, ot okosio 700 HM 10 0KOJI0
1 MM, ot okouio 800 HM g0 okono 1 MkM, ot okosio 900 HM g0 okono 1 MxM, okoso 100 HM, oxomo 200
HM, oxono 300 M, okomo 400 HM, oxono 500 M, okomo 600 HM, okono 700 M, okomo 800 HM umu
okomo 900 HM. B HekoTopsIx acnekrax wHruOuTOpsl PARP mo n300peTeHII0 HHrHOMPYIOT aKTHBHOCTD

PARP ¢ ICs ot oxomo 1 HM g0 okono 100 HM, ot 1 HM 10 okoso 90 HM, ot 1 HM 1o okojo 80 HM, ot 1
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HM 10 oxoso 70 HM, ot 1 HM g0 okojo 60 HM, ot 1 HM 10 okosio 50 HM, ot 1 HM go oxono 40 M, ot 1

HM 10 oxoi0 30 HM, ot 1 HM no okoso 20 HM, ot 1 #M 10 okomo 10 HM, ot okono 10 HM mo oxomao 100
HM, ot okoJio 20 #HM mo oxono 100 HM, ot okono 30 HM mo okomo 100 HM, ot okomo 40 HM 10 okomo 100
HM, ot okoJio 50 #HM mo oxosno 100 HM, ot okox0 60 HM mo okomo 100 HM, ot okomo 70 HM 10 okomo 100
HM, ot okoj10 80 HM 10 okoio 100 HM, ot oxoso 90 HM 10 oxono 100 HM, okoio 1 HM, okoj0 2 HM,
0k0J10 3 HM, oko0J10 4 HM, 0k010 5 HM, 0Kk0110 6 HM, 0Kk0710 7 HM, 0K010 8 HM, okoi0 9 HM, oxono 10 HM,
okoJ10 20 HM, oxo110 30 HM, oko1o 40 HM, okomo 50 HM, oko0 60 HM, okojo 70 HM, okoa0 80 HM, okoJ10
90 M mmu okono 100 HM. B HekoTopbIx acnekrax HHrHOuTOpel PARP mo n300peTeHuI0 HHrHOHMPYIOT
aktuBHOCTH PARP ¢ 1Cso meHee uem 1 MkM, meree yem 500 HM, meHee yem 100 HM, meree yeM 10 HM um
MmeHee ueM 1 HM. B HexoTopsIx acnekrax HHrHOHTOps! PARP no n300peTeHIIO HHIHOHPYIOT aKTHBHOCTD

PARP ¢ ICso menee uem 1 HM.

YyBCTBUTCIHHBIC BUIBI PAaKa U CITIOCOOBI I/I,I[eHTI/I(bI/IKaHI/II/I HYBCTBUTCJIBbHBIX BUAOB PAKA

Kak mokas3aHO B HACTOSIIEM JOKYMEHTE, PAKOBbIC 3a00JCBaHMA, COACPKAIINE KICTKH C NMOBBIIICHHBIMU
ypoBHAMH RADS1, ABIAH0TCA Yy BCTBHTEIbHBIME K HHTHONTOpaM USP1 n/1an KOMOHHAIMAM HHTHOHTOPOB
USP1 u unruduropos PARP. TlopbmueHHble ypoBHH RADS51 MOTYT NpeACTaBIATh COOOH IMOBBIMICHHbIC
ypoBHH Oenka RADS1, nossimenHbie ypoBHE (pokyco 6enka RADS1 w/wnu nossimeHHsIH yposenb MPHK
RADS1.

B HacrosmmeM JOKYMEHTE NPEAJIOKSHBI Pa3IHYHbIC CIIOCOOBI HACHTH(HKAIMHI Paka KaK 4y BCTBHTEIBHOTO K
unruduTopy USP1 paka w/miam paxa, KOTOPBIH 4YyBCTBHTEIECH K koMOmHamuu uHruouropos USP1 u
uHruOuTOPOoB PARP. B HEKOTOPBIX CIy4asX TAaKHC CIIOCOOBI BKJIFOUAIOT OOHApY KeHHE ypoBHEH RADS1
(manmpumep, 6emka RADS1, doxycos 6enka RADS1 w/umu MPHK RADS51) B pakoBbIX KIETKaX (HAIIpUMED,
C MOMOIIBIO 00pa3Ia, MOJYUYCHHOTO U3 paka). YposHH Oeaka RADS1 M0XKHO OOHAPYIKHUTH C TIOMOIIBIO,
HApUMEP, HMMYHO(DITyOPECLCHINH, BECTEPH-0JI0TOB, COPTUPOBKH KJICTOK C aKTHBAHCeH (hiyopecueHuueH
(FACS) n/nmm mmmyHorucToxuMud. YpoBHA MPHK RADS1 M0kHO 00HAPYIKUTH, HAPUMED, C IIOMOIIBIO
KOJIMICCTBCHHO motmMepas3Hoii nemHoi peakumu (TTLP) ¢ oOpartHoii TpanckpunTa3oi (OT). TIoBbIICHHBIC
yposHu Ocnka u/mmn MPHK RADS1 yka3sIBarOT Ha TO, YTO PAK SBISIETCS Yy BCTBHTCIBHBIM K HHTHOUTOPAM
USP1 mm k komOuHammsM uaraoutopos USP1 u narn6uropos PARP.

Cnoco0b1 o6HapyxeHEI RADS1 1 (hoxycos 0eaxa RADS 1 npennosxersr, Hanpumep, B Castrovicjo-Bermejo,
Marta, et al., EMBO Molecular Medicine 10(12):¢9172 (2018), K0TOpas MOJHOCTHEO BKIFOUCHA B HACTOSAIIH
JOKYMEHT TIOCPEACTBOM  CCBUIKH. RADS51 w™mokHO OOHAPYXHTh, HANPUMEP, C TOMOIIBEO
nvMyHO(payopectermm. Doxycet RADS1, mHanpumep, auamerpom 0,42—1,15 MKM, MOKHO KOJTHYCCTBECHHO
ompeneTuTh HA (PHKCHPOBAHHBIX (popmammHOM 1 3amuThiX mapaduaom (FFPE) o0pasuax omyxomecit myTem
OIICHKH MPOIICHTA KJICTOK B (paze S/G2 KICTOUHOTO NUKIA (HAMPHMEP, ZCMinin-moI0KATCIBHBIX KICTOK) C
5 nm Goxnee simepHBIME (pokycamu RADS1. B HeKOTOpBIX acmiekTax PakoBbIc 3a00JICBAHUSA, COACPKAIIIC
KJICTKH C TOBBINICHHBIMHU YpoBHAMH RADS1, mpenctasmmoT co60ii pakoBEIC 3a00JICBaHHUSA, B KOTOPBIX IO
menbmiei Mepe 10% KIeTok, KOTopble HAaXoaaTcsa B (aze S/G2 KICTOYHOTO MUKJIA (HAampHMeEp, geminin-
TOJIOKATCTBHBIX KJICTOK), ABTAOTCA RADS 1 -mOI0KUTCTHHBIMH.

B HCKOTOpPHIX acmekTax cmoco0 BhIOOpa CyOBCKTa C pakoM mua JcucHuA waHruomropom USP1
(HeoOs3arennpHO B KOMOWHanuH ¢ HHruouTopoMm PARP) BKIFOUaeT onmpenencHue TOro, COACPKHUT JIH Pak

KJICTKH C TOBBIICHHBIMH YpoBHAMH RADSI1, mpuuyeM ecim pak COACPKHT KJICTKH C ITOBBIIICHHBIMH
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yposrsamu RADS1, cyObekra BRIOHPArOT 11 jicucHua wHruoutopoM USP1, HCOOA3aTCIBHO B KOMOWHAUH

¢ uaruouTopom PARP.

Pak ¢ moppmmeHHBIME YPOBHSIMU RADS1 MOXeT npeacTasiaTh COO0H pak, Ne(DHIUTHBIN IO TOMOJIOTHYHOH
pexoMOunHaIuu. Pak ¢ NMOBBIIICHHBIMH YPOBHSIMH RADS1 MoskeT mpeacTaBisaTh COOOH MyTaHTHBIH pak
BRCAI. Pax c noebmieHHbIME YpoBHAME RADS1 moxer mpeacTaBiarh co0oi MyTanTHbIH pak BRCA2.
Pak c mopenmeHHBIMEH YpoBHAMH RADS1 Mosker mpenctaBmare coOoif myTaHTHeIH pak BRCAL u
myTaHTHbIH pak BRCA2. Pak ¢ mospimneHHbIMH YpoBHAMH RADS1 MokeT mpeacTasiars coOoi pak ¢
BPEAOHOCHBIMHU HJIH IIPEAIIONIAracMbeIMU BpeJOHOCHBIMH MyTanusmu B reHax BRCA1 u BRCA2 w/umm ¢
MOJIOKMTEIBHBIM MOKA3aTe/ieM HECTaOMIBHOCTH TIE€HOMA, HANPHMEDP, ONPEACICHHOM C IIOMOIIBIO

myChoice® CDx (Myriad®).

Croco0Obl MPHMEHEHUS

INockosbky KOMOMHALMHU IO H300PETCHUIO MPEACTABILIOT OO0 mHruOutopsl 6enxoB USP1 u Oenkos
PARP, B HacTosmeM H300peTCHUH MPEAI0KeH criocod uaruduposanms 6enka USP1 w/umm 6emka PARP,
BKJTIOUAROLTHH mpuBeacHue B KOHTAKT O0enka USP1 w/umu PARP wim xoMOo3uimu, coaepkamei Oemok
USP1 w/unu PARP, ¢ oxHO# nmm 6071¢¢ KOMOWHALUSME TI0 H300PETCHUIO.

INockoTbKy KOMOHHAITHH TO W300PETCHHIO MPEACTABILIIOT co00i nHruOuTOps! 6eaxoB USP1 u PARP, psax
3a001eBAHAI, COCTOSHHI HIH HAPYLICHUI, omocpenoBanHbIx Oenkamu USP1 w/wmu PARP, MOKHO JieunTh
nmyTeM IPHMEHEHHS 3THUX coeauHeHuH. Hactosmee n3zoOpeTeHue, TakuM 006pa3oM, HaNpaBICHO B 00IEM
ClIy4ae Ha Coco0 JeueHHs 3a00CBaHNs, COCTOSIHHS HITH HAPYIICHHS, YyBCTBHTCIBHOTO K HHTHOUPOBAHHIO
6enxoB USP1 w/umun PARP, y 'KHBOTHOTO, CTPAZArOUICIO OT WIJIH NMOJBCP)KCHHOTO PHCKY 3a00JICBAHUS,
MPHYCM CIOCOO BKITIOYACT B CEOSA BBCACHHC YKHBOTHOMY 3(P(PCKTHBHOTO KOJHYCCTBA OTHOH MIH 0OJIce
KOMOWHAIMH TI0 H300PCTCHHIO.

Hacrosimee m300peTeHHe Takke HampaBJcHO HA crnoco0 wmHruOmposanus Oeaxos USP1 w/mmm PARP y
JKHBOTHOTO, HY>KJAFOLICTOCA B 3TOM, IPHYEM CIOCOO BKIFOYACT BBCACHHC JKHBOTHOMY TCPATICBTHUCCKH
3(p(PCKTHBHOTO KOIHYCCTBA KOMOWHAIIMH 110 H300PCTCHHIO.

B HekoTOphIX acmekrax KOMOWHADMH MO H300PCTCHHIO MOXKHO HCIOJNB30BATh I HHTHOHPOBAHHS
axrusHOCTH Ocika USP1 w/nmn PARP. Hampumep, B HEKOTOPBIX acTiekTax cnoco0 HHruOMpoBaHms OeIKa
USP1 w/mm PARP Bkmouaer npuseacaue B koHTakT Oenka USP1 w/mmm PARP ¢ xomOuwHammeil mo
m3o0pereHu0. [IpUBCICHUC B KOHTAKT MOYKCT MMPOUCXOTUTD i1 Vifro WM in Vivo.

B HCKOTOPBIX aCICKTax KOM6I/IHaI.[I/II/I mo I/1306peTeHI/]IO MOKHO HCHOJB30BATHh A JICUCHUA HAPYLICHUA,
onocpenosanHoro 6cixkom USP1 w/wmn PARP. Hapymenue, onocpenosarHoe 0cikom USP1 w/wmn PARP,
MPEICTaBIsIET COOO0H M000E MATOJIOTHYECKOE cocTosHHE, B koropoMm Oemok USP1 m/mm PARP, kak
H3BECTHO, MIPACT podb. B HEKOTOPHIX acmekrax HapymeHue, omocpenosaHHoe USP1 w/mmm PARP,
MPSACTABIACT COO0M MpoTH(pepaTHBHOS 3a00ICBAHIC, TAKOC KAK PaK. B HEKOTOPBIX aCTCKTaX KOMOWHALUH
0 H300PETEHUIO MOTYT 3aJCpKHBATh, YMCHBIIATh HIIH NPEAOTBPAINATh PEHUINB (OBICTPHIH IMOBTOPHBIH
pocT) onmyxonau. B HEKOTOPBIX acmieKTaX KOMOHHALAA MO H300PSTCHUIO HE ABIACTCA 3HAYUTEIBHO OoJice
ToKCHYHOH, ueM wHruOuTop USP1 cam mo cebe. B HEKOTOPBIX acTICKTaX KOMOWHAIUA TT0 H300PCTCHUIO HE
ABIICTCA 3HAYUTCIBHO O0JIee TOKCHUHOM, yeM HWHrHOUTOp PARP cam mo cede. B HEKOTOpHIX acmeKTax
KOMOHMHAIWSA 10 N300PETCHUIO HE SBIIETCSA 3HAYNTENBHO Oostee TokcHuHOMH, yeM mHruouTop USP1 cam mo

ccoe i warnduTop PARP cam mo cebe.
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B HEKOTOPHIX aCIICKTaX KOMOWHALIASA 110 H300PCTCHHUIO ABIHICTCA MCHEE TOKCHIHOM, ueM HHruouTop PARP

cam 1o cebe. COOTBETCTBCHHO, B HCKOTOPBIX ACHCKTAX B HACTOAMICM H300PCTCHUH MPEIIONKCH CIOCO0
JeUYeHHs paka y cyOBbEKTa, paHee IOJIYYaBINEIO JICUCHHE NEpBbIM HHrumomTropoM mnomm AJID-puboza
nommmepassl  (PARP), mpmueMm cmoco0® BKIIOYAET BBEACHHE CYOBEKTY HHTHOMTOpPA YOHUKBHUTHH-
cnemuduieckoir mporeazsl 1 (USP1) m Broporo murmbmropa PARP, mpum stom mepmbii u BTOpOit
uHruouTOopsl PARP sBIFOTCA OQMHAKOBBIMH WM pazHeIMH uHruOutopamu PARP. JleueHme mnepBbIM
uaruoutopoM PARP mormo ObITh mMpepBaHO WM MPEKPAINCHO, HANPHMEP, B PE3yJIbTATe HEMPHEMICMOI
TOKCHYHOCTH H/WIM HEIPHEMIIEMBIX HEKCJIATCIBHBIX PEaKIUH. [Ipumepsl TOKCHYHOCTH —HJIH
HEKCJIATCIBHBIX ~ PEaKIUil BKIIOYAIOT B CE0S TIEMaTOJOTHYECKYI0 TOKCHYHOCTh, TakKyl Kak
TPOMOOLMTONICHNSA, AHEMHS WIM HCHTPONCHHs, ITHCBMOHHT, IHCITHOJ, JUXOPAJKY, KaIleib, XPHIIBI,
PAIHOJIOTHYCCKOE OTKIOHCHHE, THINCPTCH3HIO, MHUCIIOUCIUIACTHYCCKHH CHHIPOM/OCTPBIH MHCIOHTHBIH
netiko3 (MJIC/OMJT), TOIHOTY W/HIH YCTaIOCTb.

B HEKOTOpBIX acHeKTax IEpephIB B JCUCHUH NMepBbIM HHrHOHTOPOM PARP cocrasisan mo MeHsImel mepe
OJHY HEACTIO, HEOOA3aTCIPHO OT OMHOM HEACHH IO YETHIPEX HEACTb. B HEKOTOPHIX acMEKTaxX NEpephiB
COCTABILJI IO MCHBIICH MeEpe ABC HEACNH, HEOOA3ATECIBHO OT ABYX HEJCTbh A0 YETHIPEX HeAenab. B
HEKOTOPBIX aCTICKTAaX MEPEPBIB COCTABIIUI IO MCHBIICH MEpE TPU HEACTH, HCOOA3AaTEIPHO OT TPEX HEACTh
JO YCTBIPEX HEACHb. B HEKOTOPBIX aCIEKTaX MEPEPHIB COCTABILLT MO MCHBIICH Mepe uHeThIpe Heaenu. B
HEKOTOPBIX aCHEKTaX IMEPEPHIB COCTABILUL HE 00JICE YETHIPEX HEACTD.

B HexoTophIX acmekTax A03a mepsoro HHruouTopa PARP Obuta CHIDKEHA, HaMpUMEpP, CHIDKEHA A0 OJHOH
YCTBCPTOH, OMHOH TPEThEH, OTHOM BTOPOH, ABYX TPETBHUX MM TPEX HUCTBEPTBHIX OT O3Bl IO CHIDKCHHA.
Iepssii nuarudurop PARP MoskeT npeacTasiars co0oi oyanapuo, a 103a 10 CHIDKCHHS MOXKET COCTaBIIATh
400 Mr gBa pa3a B AcHb. Takas 103a MOXKCT OBITh CHIDKCHA, HampuMmep, 10 200 Mr aBa pasa B acHb wim 100
MT ABa pa3a B AcHb. Ilepseni maruOurop PARP moxer mpencrasmsare coGoif HupamapuO, a m03a 10
CHIDKCHHSA MOXKET COCTaBIATh 300 MT OHH pa3 B ACHb. Takas 1032 MOXKCT OBITh CHIDKCHA, HAMPHUMEP, 0
200 Mr oxwH pa3 B AcHs Wik 100 Mr oxuH pa3 B acHb. [lepsbni mwaruoutop PARP moxer mpeacTaBimsaTs
coboii Tanazomapub, a 703a 0 CHIDKCHHSI MOKET COCTABIIATh 1 MT O/THH pa3 B ICHb. Takas 032 MOXKET OBITH
CHW)KEHa, HanpuMmep, 10 0,75 Mr oauH pa3 B AcHb, 0,5 Mr oauH pa3 B AcHb uwid 0,25 Mr oauH pas B JCHb.
[Nepserii narnouTop PARP MOoxkeT npencTaBisars co00i pykanapud, a 703a A0 CHIDKCHUS MOYKET COCTABIIAITh
600 Mr ouH pa3 B IcHBb. Takas 7032 MOXKET OBITh CHIDKCHA, Hanpumep, 1o S00 Mr a8a pasa B A¢Hb, 400 MT
JBa pasza B AeHb wn 300 Mr ABa pasa B JCHB.

B HacTosmeM MOKYMEHTE NPEIJIOKCHBI PA3IHYHbIC CHOCOOBI JEUCHHS 3a00JICBAHUH W PACCTPOWCTB C
TIOMOTIBI0 KOMOWHAIHH 1o M300peTeHmto. [Ipumeps! 3a001eBaHuil U PAaCCTPOHCTB, KOTOPBIC MOYKHO JICUHTD
KOMOWHAIIHAME TI0 W300PCTCHUIO, BKIFOUAIOT B CCOS, MOMHMO MPOUCTO, PakK.

B HEKOTOpHIX acmekTax MPEATIOKEHBI CIOCOOBI JICUCHHS Paka KOMOWHALMAMH IO H300peTcHUI0. Takwme
CHOCOOBI BKTIOYAKOT BBSACHAC CYOBEKTY C PAKOM TCPANICBTHUICCKH 3(D(PCKTHBHOTO KOTHICCTBA KOMOWHATNH
O H300PCTCHHIO.

B HEKOTOpBIX acmekTax pak, NOICKAIMH JICUCHHIO KOMOHWHAIIMEH IO W300pETCHUIO, BHIOpaH M3
remobmacro3a, auM(QpaTHUECKOTO paka W paka, JIHIICHHOTO NyTH pemapanmm mospexncHuii JHK. B
HEKOTOPBIX aCMEKTaX PaK, MOJIC/KAIMH JICUCHUI0 KOMOWHAHEH MO H300PETCHUIO, MMPEACTABIICT COO0
PaK, KOTOPBI COACPKUT PAKOBBIE KJIETKH C MyTalUeH B reHe, KOAUPYOWEM pS3. B HEKOTOPBIX acmieKkTax
Ppak, o uIe) KAl JSUCHIIO KOMOHHAIMEH 1O H300PETCHHIO, PEICTABIIET COO0H pak, KOTOPBIH CONCPIKHT

PaKoBble KJICTKH C MyTaImel moTepu (pYHKUHH B TeHE, KoaupyoomeM pS3. B HEKOTOPBIX acmekTax pak,
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TIOUICKAINMH JICYCHHIO KOMOMHAIMEH 1O M300pETEHHUIO, MPEACTABISIET COOOH pak, KOTOPBIH COACPKUT

PAKOBBIC KIICTKH ¢ MyTanueH B reHe, koaupyromem BRCA1. B HEKOTOPBIX acmeKTax pak, IOIJICKAIuil
JIeYCHHI0 KOMOWHAIHEH 10 H300PETEHHUIO, IPEACTABILIET COOOH PaK, KOTOPBIH COACPKHT PAKOBBIC KJICTKH C
MyTtanued B reHe, koampyiomemM BRCA2. B HEKOTOPHIX acmekTax pak, NOUICKAIIHH JICHYCHHIO
KOMOWHAIHCH MO H300PSTCHHIO, MPEACTABIACT COO0H pak, KOTOPBII COACP KUT PAKOBBIC KIICTKHU C MY TAI[HCH
noTepH (PyHKIHH B reHe, koaupyromeMm ATM.

B HeKOTOpBIX acHeKkTax pak, MOIJICKAINMH JICUCHHIO KOMOHWHAIMEH IO H300pCTCHUIO, BHIOpaH H3
HEMEIKOKICTOUHOTO paka Jjierkoro (HMPJI), octeocapkoMBbl, paka SIMYHHKA W paka MOJOYHOM »kene3bl. B
HEKOTOPBIX ACTIEKTAX Pak MPEACTABIACT COO0H pak MaTKu. B HEKOTOPHIX aCTIEKTaxX pak MPeACTaBIIET CO00
pax OpromuHbl. B HEKOTOPBIX acmekTaxX pak mMpeACTaBIACT COO0H pak SHIOMETPHA. B HEKOTOPBIX acmeKkTax
pak IpeAcTaBiIgeT co0oif pak AWYHHKA HIH PaK MOJOYHOH »Kele3bl. B HEKOTOPBIX acmekTax pak
mpeacTaBIseT co00if pak AWdUHHKA. B HEKOTOPBIX acmeKTax pak MPEACTABIICT COOOH pak MOJOUHOMN
Jkenie3bl. B HEKOTOPBIX acTeKTax pak MPEACTABIICT COOOH TPH)KIbI HETATHBHBIM PaK MOJIOUHOM skene3sl. B
HEKOTOPBIX aCHEKTaX Ppak IPEJACTABIACT cOOOH pak sSMYHHKA. B HEKOTOPBIX acmeKTaxX pak SHYHUKA
npencraBasgeT coboif myTantHbli pak BRCA1, myranTteii pax BRCA2 wmm MyrtanTHBIH pak p53. B
HEKOTOPBIX aCTIEKTaX paK AMIHUKA MPEACTAaBIIIeT co00i MyTaHTHBIH pak BRCA u MyTaHTHBIH pak p53. B
HEKOTOPBIX ACIEKTaxX PaK SHYHUKA IMpeacTaBisieT coboif MyTanTHbIH pak BRCA1 u BRCA2. B HekoTOpBIX
acmeKTax pak AUYHUKA IMPEeCTaBsIeT CoO0H MyTaHTHbIH pak BRCA2.

B HEKOTOPBIX aCIeKTax pak, MOJICKAIIUH JTeUCHHIO KOMOHHALMEH 110 H300PETSHHIO, IPEACTABIICT COO0MH
pak, KOTOPBIH COACP/KUT PAKOBBIC KJICTKH C MOBBINICHHBIMH YpoBHAMH RADS1. TloBbIucHHBIC YPOBHH
RADS51 moryT npeacTasisars co00i MOBBIICHHbBIC YPOBHH 0¢ka RADS 1, moBeImIeHHbIC YPOBHH (POKYCOB
6enxka RADS51 w/umu nosbimeHHble ypoBHH MPHK RADS51. B HEKOTOPBIX acmekrax pak, KOTOPBIH
COJICPYKHT PAKOBbIC KJICTKH C MOBBIIICHHBIMU YPOBHAMU RADS1, OTHOCHTCS K paKy, B KOTOPOM IO MEHBINECH
Mepe 10% xieTok, koTopele Haxomarcsas B (ase S/G2 KICTOYHOTO NHWKIA (HAMpHMEp, geminin-
MOJIOKUTCBHEIX KJICTOK), B 0Opasle, MOJIYUYCHHOM U3 paka, ABIIOTCA RADS1-mOMOKUTCIHHBIME
(HampuMep, coaepkaT 5 wiu 6onee aaepHbIX (poxycos RADS1).

Pak ¢ moppmmeHHbIME YpoBHAMH RADS1 MOXKET mpeAcTaBIsATh COO0i pak, Ae(PUIUTHBIN IO TOMOIOTHYHOM
pexoMmOunHaIu. Pak ¢ MOBBINICHHBIMA YpOoBHSMH RADS1 MoskeT mpeacTaBisaTh COOOH MyTaHTHBIH Pak
BRCAI1, mytantasii pak BRCA2 nimm mytautssii pak BRCA1 u BRCA2. Pak ¢ mOBBIIIICHHBIME YPOBHAMHI
RADS51 moxer mpeactaBiars co00if pak ¢ BPCIOHOCHBIMH HITH TNPCANOIATACMBIMH  BPCIOHOCHBIMH
myTtamsavu B reHaX BRCA1 uw BRCA2 w/uimm ¢ mOTOKATCITEHBIM ITOKA3aTCIICM HECTAOMIIBHOCTH TCHOMA,
HampuMep, onpeaeeHroM ¢ nomomsio myChoice® CDx (Myriad®).

B HEKOTOPBIX acHEKTaxX pak, IMo/UICKANIHH JICUCHHIO KOMOWHALMEH 10 H300PETCHHUIO, BRIOPAH W3 TPYIIIIHI,
COCTOSINCH W3 paka KOCTH, BKJIFOYAS OCTEOCAPKOMY M XOHIPOCAPKOMY; PaKka rOJOBHOTO MO3Ta, BKIFOYAS
[JIHOMY, TIHO0IaCTOMY, aCTPOLUTOMY, MEIY JUTO0IaCTOMY U MEHHHTHOMY;, PAaKa MATKHX TKAHCH, BKIFOUAS
padIOWIAHYIO OTYXOJb U CAPKOMY; PaKa MOYKH; Paka MOUYCBOTO Iy3bIPs; PaKa KOXKH, BKITIOUAs MEIAHOMY,
paka JIeTKOTO, BKIIFOUAsl HEMETKOKJICTOYHBIN PAK JIETKOTO; paka TOJCTOH KHIIKH, PaKa MAaTKH;, paka HEPBHOH
CHCTEMBI; paKa rOJIOBHI M IICH;, PaKa MOKEITY JOTHOH YKEJIE3bI H PaKa MEHKH MaTKH. B HEKOTOPHIX acTiekTax
pak, MOAJICKAIMH JICUCHHIO KOMOMHAIMCH MO H300PETEHHUIO, BBIOPAH W3 TPYIIBL, COCTOSIICH W3 paka

MATKH, PaKka OPIOIIIHEI ¥ PaKka SHAOMETPHI.
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B HacrosieM JOKYMCHTE MPE/IOKCHBI PA3IHYHBIC CIOCOOBI JICUCHHS Paka C MOMOINBI0 KOMOHHAIHH T10

m300peTCHIID. B HEKOTOPBIX acmeKTaX TCPANCBTHYCCKH S(PPCKTHBHOC KOIMYCCTBO KOMOWHALIMH IO
H300PETEHHIO BBOIT CYOBEKTY C PAKOM.

B HCKOTOPBIX acmekTaxX TaKWe CHOCOOBI BKIIOYAKT (a) HACHTH(PHKALMIO paka y CyOBCKTa Kak
yyBCTBUTENbHOTO K mHruOmtopam USP1 w/mmu PARP paxa, a 3arem (b) BBeAcHHE TEpanmeBTHYCCKH
3(PEeKTUBHOTO KOJHUYECCTBA KOMOMHAIMH IT0 H300PETCHUIO CYOBEKTY .

B HEKOTOpBHIX acmekTax TaKHe CHOCOOBI BKIFOUYANOT BBEACHHC CYOBEKTY C TPHXKIBI HETaTHBHBIM PAaKOM
MOJIOUHOH >KeJIe3bI TEPANeBTHUCCKH 3P PEKTHBHOTO KOTHYECTBA KOMOHHAIIHH ITO H300PETCHHIO.

B HEKOTOpBIX acmekTax KOMOWHALMIO MO H300PCTCHUIO HCTIOJB3YIOT AU JICUCHHS paka, NMPHYEM pak
MpeACTaBIACT COOOH pak, AC(UIMTHBIH MO TOMOJIOTHYHOW PEKOMOWHAIMH. B HEKOTOPHIX acmeKkrax
KOMOHHAIMIO N0 H300PETCHUIO UCTIONB3YIOT AJISI JICUCHHA PaKa, MPHUYEM PAK COACPIKHT PAKOBBIC KICTKH C
MyTauueH B IeHe, KOTHPYIoIEeM p53. B HEKOTOPBIX acneKTaX KOMOHHALMIO IO H300PETCHUIO HCIOIb3YIOT
JUI1 JICYCHHA paka, IMPHYEM PaK COJACPKUT PAKOBBIC KICTKH C MyTalueH morepu ()YHKUHH B ICHE,
KogupymomeM p53. B HEKOTOPHIX aciekTax KOMOUHAIHIO TT0 H300PETEHHIO HCTIOIB3Y 0T AJIA JICUCHHS paKa,
KOTOPBIH HEe HeceT Ae(peKTa B Iy TH TOMOJOTHYHOH PeKOMOHHAIIHH.

B HEKOTOpBIX acmekTax KOMOHWHALIMIO MO H300PCTCHHIO HCMOJB3YIOT JJIA JICUCHHS paka, MPHUEM pax
mpeacTaBmsieT co6oif mytanTHbI pak BRCA1. B HEKOTOPBIX acmeKTaX KOMOWHALHIO IO H300PCTCHHIO
HCTIOJB3YIOT LIS JICUCHUS PaKa, MPUUCM PaK MPEACTaBisieT co00i MyTaHTHBIH pak BRCA2. B HEKOTOpBIX
aCTeKTaX KOMOMHALHIO TIO H300PETCHHIO HCIOIB3YOT [UIS JICUCHHS Paka, PHUCM Pak MPEACTABILIET COOOMH
myTantHbI pak BRCA1 u myranTHbii paxk BRCA2. B HEKOTOpBIX acleKTaxX pak HE SBIACTCS MYTaHTHBIM
pakom BRCAI1 wmn myrtantHeiM pakoM BRCA2. B HEkOTOPBIX acmekTax pak MPEACTaBILIeT COOOH pak,
npeuiurHbiii mo BRCA1. B HEKOTOPBIX acmeKTax pak mpeACTaBseT co0oi pak, AepuuutHbii mo BRCA2.
B HEeKOTOPBIX acneKTax pak MpeacTaBisieT co0oi pak, nepuuutHbri mo BRCA1, u mytautHsril pak BRCA2.
B HEKOTOpBIX acmekTax KOMOWHALWIO MO H300PETCHHIO HCTONB3YIOT AU JICUCHHS paka, MPHYEM pak
mpeacTaBsieT coboit MmyTanTHbIH pak ATM. B HEKOTOpPBIX acTieKTax pak HE SBISCTCS MYTAHTHBIM PaKOM
ATM. B HEeKOTOPBIX aCHEKTaX Pak MPeACTABISIET co00H pak, AepuimrHbI mo ATM.

B HEKOTOpBIX acmekTax KOMOWHALIWIO MO H300PETCHHIO HCTONB3YIOT UL JICUCHHS Paka, MPHUYEM Pak
TpeACTaBIsIeT co00 ycToiumBbIi nin pedpaxreprsiii k mHrHOuTOpY PARP pak. B HekoTOphIX acmekrax
KOMOMHAIIMIO TO H300PETCHHIO HCHONB3YIOT Ui JICUCHHS Paka, HNPUYEM pPaK MPEACTaBIeT coOOM
ycToifuuBbIi Wi pedpakrepHbiii K mHrHONTOpY PARP pak, nepunurasiii mo BRCAL.

B HeroTophIX acnekrax pak mpexacrasiseT codoit mytanTHbIH pak BRCA1 w/mmm BRCA2, mpuiem pak
COZCPKUT KIICTKH C MOBBINICHHBIMH YpoBHSAMH RADI1S, Hampumep, rae nosbimeHHbIe YpoBHH RAD18
SIBIISTFOTCSI TI0 MCHBIICH MEpE TAKHMH JK€ BHICOKHMH, Kak ypoBHH Oenka w/nm MPHK RAD 18 B kirerkax ES2
(xnetku ES2 saBIsmoTCs 00ImMEIOCTYHBIME, HAPUMEDP, W3 AMEPHKAHCKOH KOJUICKI[HH THIIOBBIX KYIbTYP
(ATCC; CRL-1978)), nnu rae mosbiucHHbIE YpoBHH RADI18 BBImE, yem ypoBHH Ocnmka w/mmm MPHK
RAD18 B xnerkax HEP3B217 (knerku HEP3B217 sBisrorcst o6menoctynabiMu, Hanpumep, u3 ATCC (HB-
8064)). B HEkOTOpBIX acmeKTax TPIDKABI HETAaTHUBHBIH PAaK MOJOYHOH JKENE3bl HMPEACTABISICT COOOH
myTaHTHbI pak BRCA1 w/mmr BRCA2.

B HEKOTOpBIX acmeKkTax pak IPEACTaBIICT COOOW pak, KOTOPBIH COACPKUT PAKOBBIC KICTKH C
TIOBBIIICHHBIMH YpoBHAMH RADS1, Hammpumep, MOBBIIICHHBIMA YPOBHAMHE Ociika RADS 1, moBhICHHBIMH
yposHaME (pokycos Oenka RADS 1 w/wmm noseimeHEbME ypoBHAME MPHK RADS5 1. B HEKOTOPBIX acieKTax

pak, KOTOPHIH COACPKHT PAKOBBIC KJICTKH C NOBBIICHHBIMH ypoBHAMH RADS1, oTHOCHTCA K paky, B



[0219]

[0220]

[0221]

[0222]

[0223]

[0224]

-39 -
KOTOpPOM 10 MeHbIIeH Mepe 10% Ki1eTok, KoTopble HaxoAATcs B (aze S/G2 KICTOYHOTO IHKIIA (HapuMep,

£eMminin-moJIOKUTENBHBIX KICTOK), B 00pa3sle, NOIyYCHHOM U3 paka, ABmroTca RADS 1-nonxokure1bHpIMH
(Hampumep, coaepskaT 5 i 6onee aaepHBIX (pokycos RADS1).

B HEKOTOPBIX CAy4YAAX pak MPEACTABIACT COOOH COMMIHBIN pak. B HEKOTOPBIX CIYYAIX PaK MPEACTABIICT
coboii remobmacTo3/muMpaTnyeckuii pak. B HEKOTOPHIX CIIyUasX pak MPeACTaBIACT COO0H pak, THIICHHbIH
nyTu penapariu nospexacauil JIHK. B HEKOTOpPBIX ciaydasx pak MpeACTaBseT coO0H pak, AcPUIHTHBIH
M0 TOMOJIOTHYHOH PEeKOMOWHALMH. B HEKOTOPHIX CiIyuyasx pak COACPKUT PAKOBBIC KJICTKH C MyTalHeH B
TeHe, KoaupyromeM pS3. B HEKOTOPBIX CIydasX Pak COACPKHT PAKOBBIC KJICTKH C MyTaUMEH MOTEpPHU
(yHKIMH B TeHe, KogupyromeM pS53. B HEKOTOpBIX Ciyyasx pak BBIOPaH U3 TPYIIIbL, COCTOSINCH W3
HEMEKOKICTOUHOTO paka jerkoro (HMPJI), octeocapkoMbl, paka sSHMYHUKA W PaKa MOJIOUHOM >KEJIE3bI
(BKJIFOUAS TPHKIBI HCTAaTHBHBIH pak MOJIOUHOM Kene3bl). B HEKOTOPBIX CIyYasIX pak MPEACTaBILICT cOO0H
pax AMYHMKA HIM PaK MOJOYHOHM JKele3bl (BKIHOYAd TPHKABI HETATHBHBIM Pak MOJIOYHOH skenesbl). B
HEKOTOPBIX CIydasAX pak MPEACTaBIAeT coOOH pak AUYHHKA. B HEKOTOPBIX Cy4asx pak NMPEACTaBIACT
co00H pak MOJOYHOMH KeNe3bl (BKIFOYAS TPIOKIBI HETATHBHBIM PaK MOJOYHOH »Keie3bl). B HEKOTOPBIX
CIydadx pak IpeAcTaBIsIeT coO0H pak MaTku. B HEKOTOPBIX CIy4asX pak MPEICTaBJACT COOOH pak
OproirHbI. B HEKOTOPBIX CIy4asX pak MPEACTABILIET COO0H paKk SHIAOMETPHSL

B HEKOTOPBIX acmekTax KOMOHHALIHIO IO H300PECTCHHIO HCIOIB3YIOT B KOMOHHAIIMK C OJHHMM HIH Oosce
JOIOJTHUTCIBHBIMH TCPANICBTHUCCKUMH arcHTAMH U1 JICUCHUS PaKa.

B HEKOTOpBIX acmeKkTaX B HACTOAINEM JOKYMEHTE IPEJIOKECHBI KOMOHHALMHU IO H300PETCHHIO AJIA
NMPUMCHCHHA B KA4YCCTBEC JICKAPCTBCHHOTO IIpemapara WM I NPHMCHCHHA IPH IPOM3BOICTBE
JCKapCTBCHHOTO IpemapaTa, HAampuMeEp, UL JICUCHHA pPaka. B HEKOTOPBIX aCIEKTaxX B HACTOSIICM
JOKYMCHTC MPEUI0KCHBI KOMOHHAIMH ITO0 H300PSTCHHUIO TSl MPUMECHEHHS B CIOCOOE JICUCHUS PaKa.

B HEKOTOPBIX acHeKTax MPEIOKCHBI CIOCOOBI JICUCHHS PAKOBBIX 3a00JICBAaHHH, COACPKAIIMX KICTKH C
MOBBIIICHHBIME ypoBHAMH RADS51. Pakosblie 3a00neBaHUs, COACpKAIIHME KICTKH C TOBBIIICHHBIMHU
yposrsamMu RADS1, MOTYT Ha3bIBaThCs B HACTOSINEM JOKYMCHTE «PAKOBbIC 3a00JICBAHHS C BBICOKHM
ypoBHeM RADS1». Takue crocoObI BKIFOYAOT BBSACHHE CYOBCKTY C PAKOBBIM 3a00JICBAHICM C BHICOKUM
yposaeM RADS51 Tepamesruuecku >(Q¢ekruBHOr0 kommuectsa mHruoumropa USPl wm koMOmHAImn
uaruouropa USP1 u uarnéuropa PARP.

B HEKOTOpBIX acmekTax pak ¢ BBICOKHM ypoBHeM RADS 1, moyeskamyuii neueHnio uaruounropoM USP1 mm
komOwuHaumel warnoutopa USP1 u warnoutopa PARP, BEIOpaH w3 reMo01acTo3a, TuM(paTHICCKOTO paka u
paxa, TMIICHHOTO IMyTH penapanuu nospexacHuil JIHK. B HEKOTOPBIX aCEeKTax pak ¢ BBICOKHM YPOBHEM
RADS51, noaneskanmmii neucHnto waraontopom USP1 wm xomOuHarue#t waruonropa USP1 w wHrnOuTopa
PARP, npeacrasmsier co0oii pak, Ae(QUIUTHBIN 0 TOMOJOTHYHOW PEKOMOHHAIINH.

B HEKOTOpBIX acmekTax pak ¢ BICOKHM ypoBHeM RADS 1, moanekamuii neueHnio uaruonropoM USP1 nm
xomOmHamwei wHruoutopa USP1 n warnbutopa PARP, BRIOpaH W3 HEMEIKOKICTOYHOTO PaKa JICTKOTO
(HMPJI), ocreocapkombl, paka SHYHUKA W pPaka MOJOYHOH »ene3bl. DB HEKOTOPBIX acmeKTax pak
MpeICTaBIsIeT co00l pak MaTku. B HEKOTOPBIX aCHEKTaxX pak ¢ BHICOKHM yposHeM RADS1 mpeacrasmser
coboii pak OprommHEL. B HEKOTOPBIX acmekrax pak ¢ BRICOKHM ypoBHeM RADS1 mpencrasiseT codoii pak
SHIOMETPHA. B HEKOTOPHIX acmekTax pak ¢ BHICOKHM ypoBHeM RADS1 npencrasisier coboii pak sHJHHKA
WM PAaK MOJIOYHOH ’Kene3bl. B HEKOTOPBIX acnekTax pak ¢ BRICOKHM ypoBHeM RADS1 mpeacrasiser coboit
pak IMYHAKA. B HEKOTOPBIX aCHEKTax pak ¢ BICOKHM yposHeM RADS1 mpeacrasmser co0oi pak MOTOUHOH

JKene3bl. B HEKOTOPBIX acmekTax pak ¢ BBICOKMM ypoBHeM RADS1 mpexacrasmser coOOH TpPHOKmbl
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HETATHBHBI PAaK MOJOYHOH JKele3bl. B HEKOTOPBIX acmeKkTaX pak C BHICOKHM ypoBHeM RADSI

MPEICTABILIET COOOH paK SHYHUKA.

B HEekoTOpHIX acmekTax pak ¢ BhICOKHM ypoBHEM RADS 1, moneskamuii neuerHno uaruouropoM USP1 nm
xomOmHatmel naruouTopa USP1 u maruburopa PARP, BRIOpaH W3 TPYNIBL, COCTOSINCH W3 paka KOCTH,
BKJIIOYAs OCTEOCAPKOMY H XOHIPOCAPKOMY; paka IOJIOBHOIO MO3Ta, BKIIOYAd IIHOMY, INIHOOIAacTOMY,
acTPOIHTOMY, MEAYJLIO0IACTOMY H MCHUHTHOMY;, Paka MATKHX TKAaHEH, BKIFOYas PabJOHTHYIO OIyXOJIb U
CapKOMY; paKa MOYKH; paKka MOUYECBOTO Iy3bIps; paka KOXKH, BKJIIOYAsI MEIAHOMY; H PaKa JIETKOTO, BKIIOYAsd
HEMEJIKOKJICTOYHBIH PaK JIETKOTO; paka TOJICTOH KHIIKH, Paka MATKH, Paka HEPBHOH CHCTEMBI; paka IOJIOBbI
H IICH, paka MOKSIyAOYHOH JKele3bl H Paka IMEHKH MaTKH. B HEKOTOPBIX aCHEKTAaX Pak C BBICOKUM
yposHeM RADS1, noxnexxammuii neueHuro uruduropoM USP1 mmm komOuuarueit unruduropa USP1 u
uHruouTropa PARP, BEIOpaH U3 TPy MBI, COCTOAINCH M3 paka MATKH, paka OPIOIIHMHBI M paka SHIOMETPHSL

B HacrosmeM TOKyMEHTE NPEUIOKECHBI PA3IHYHbIC CIIOCOOBI JICUCHHUS paka ¢ BHICOKHM ypoBHeM RADS1 ¢
MOMOIIBI0 KOMOMHALIMU IO H300peTeHHIO. B HEKOTOpBIX acmekTax TepameBTHYecku 3(dexTuBHOC
KOJIMYECTBO KOMOHHALIMY IO H300PETEHHIO BBOJAT CYOBEKTY C PAKOM C BBICOKHM ypoBHeM RADSI.

B HEKOTOpBIX acmeKkTax Takue CHocoOBI BKIIOYAIOT (a) oOHapyskeHUE ypoBHEH RADS1 (mampumep, 6emka
RAD51 w/unu MPHK RADS51) B pakoBbIX KJIETKAaX (HAmpuMEp, B 00pa3le paka, MOIyUCHHOM Y CYOBEKTa),
a 3areM (b) BBemeHue TepameBTHUCCKH 3((ekTuBHOr0 Kommdectsa uHrumomropa USP1 cyOnexry,
HMCIOIIEMY pak, COACPKAIUI KICTKHU C MOBBICHHBIMU YPOBHAME RADS51. B HEKOTOPBIX aCTIEKTax Takue
crocoObI BKITIOYAIOT (a) 0OHapyskeHue ypoBHEH RADS1 (Hampumep, 6enka RADS1 w/umn MPHK RADS1) B
PaKOBBIX KJIETKAX (HampuMep, B 00pa3Ie paka, OJyUCHHOM Yy CyOBeKTa), a 3ateM (b) BBEACHHEC HHTHOHTOPA
USP1 B komOwHamuu ¢ wHruOutopoM PARP CyOBeKTy, HMCHIOIEMY pak, COACPAIMH KICTKH C

MOBBINICHHBIMHA YpoBHAMH RADS1.

dapMaLcBTHUCCKHE KOMOUHHPOBAHHBIC KOMITO3HIIHH

KomOuHamy mo H300peTCHHIO MOTYT BBOJUTh MJICKOMTHTAKOLIEMY B BHIC YHCTOTO XHMHYCCKOTO BCLICCTBA
6e3 KakuxX-TH00 APYTHX MPUCYTCTBYIOMMX KOMIOHCHTOB, HIIH KOMOWHAIIHH IO H300PETCHHIO TAKKES MOTYT
BBOAMTH MJICKONHTAIOIICMY KaK 4acTh (PApMALCBTHYCCKOW KOMIIOSHIMH, COACP/KAILCH COCTHHCHHC,
O00BCAMHCHHOS C TOAXOAMIUM (DApMAICBTHYCCKH NMPHCMIICMBIM HOCHTEICM (CM., Hampumep, Gennaro,
Remington: The Science and Practice of Pharmacy with Facts and Comparisons: Drugfacts Plus, 20th ed.
(2003); Ansel et al., Pharmaceutical Dosage Forms and Drug Delivery Systems, 7th ed., Lippencott Williams
and Wilkins (2004); Kibbe et al., Handbook of Pharmaceutical Excipients, 3rd ed., Pharmaceutical Press
(2000)). Taxoli HOCHTCIIb MOKCT OBITh BHIOPAH W3 (DAPMALNCBTHUCCKH MPHCMIICMBIX JKCIHITACHTOB U
BCIIOMOTATCIBHBIX ~ BCLICCTB. TepMuH  «(papMAUCBTHYCCKH  OPUCMIICMBIH  HOCHTCNBY  WITH
«(hpapManECBTHICCKH MPHEMIICMas HECYIIAs CPEAA» OXBATHIBACT JTIOOBIC CTAHAAPTHBIC (hapMAICBTHUCCKHC
HOCHTCIIH, PACTBOPUTCIH, MOBCPXHOCTHO-AKTHBHBIC BCINEGCTBA WM Hecymue cpeapl.  CTaHAapTHEIC
(papmanieBTHYECKHE HOCHTEIH W WX COCTaBbl ommcaHbl B Remington’s Pharmaceutical Sciences, Mack
Publishing Co., Easton, PA, 19th ed. 1995.

dapmaneBTHYCCKA KOMOWHAPOBAHHAS KOMIIO3HIHA IO HACTOALIEMY W300PESTCHHEO MOKET OBITH IOy YCHA
B BHAC JKUIKUX CYCIICH3HI HJIH PACTBOPOB C MPHMCHCHHEM JKHIKOCTH, TAKOH KAaK MAco, BOAA, CIHPT H HX

KOMOHHALHI.
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@DapManeBTHUECKHEC KOMOMHHPOBAHHBIC KOMITO3HIMH, HCIOIb3YEMBIC TSI BBEACHHS i/ VivO, MOTYT OBITH

CTECPHIbHBIMH. JlaHHOE yCOBHE JIETKO JOCTIDKHMO IPOBEACHHEM (DHIbTpammu, HampuMep, uepes
MEMOPaHbI U CTCPHIBHON (DHITBTPALIHH.

DapManeBTHUECKHEC KOMOMHHPOBAHHBIC KOMITOZUIUH, BXOMINME B OOBEM HACTOSINETO H300PETCHUS,
BKITIOYAOT BCC kommosunuy, rac wHruouTop USP1 u marndutop PARP no n300peTcHIIO 0O BCIHHCHEI C
oXHUM HiH Oosee (papMaLEBTHUYCCKU MPUEMIIEMBIMH HOCHTCIIMH. B OJHOM BapHaHTE OCYIICCTBIICHHSI
uaruouTrop USP1 u mHrnburop PARP mo m300peTeHHIO NMPHCYTCTBYIOT B KOMIIO3HMIIMH B KOJHYCCTBC,
KOTOpOE SBIACTCS (P PEKTUBHBIM UL JOCTIDKCHUS MIPEANOIAracMOt TEPaNeBTUYCCKON LICIH.
DapMareBTHUCCKYI0 KOMOWHHPOBAHHYI0 KOMIIO3HIHUIO IO HACTOSINEMY H300PCTCHHIO MOTYT BBOJHUTH
MmoOOMYy MAIUEHTY, KOTOPBIH MOKET UCTIBITHIBATH IOJIC3HBIC (P (ekTh KoOMOHHAINY 1O H300peTeHmo. B
MIEPBYIO OYEPEAb CPEIH TAKHX NMAIHCHTOB HAXOIATCSA MICKONMTAIOIIME, Hanpumep, MIOAU H TOMAIIHHC
JKHBOTHBIC, XOTsI HACTOSIIEE H300pETCHHE HE MPEAHAZHAYCHO U TAKOTO OTPAaHHYCHUS. B 0JHOM acmekre
MALUMCHT NPEACTAaBIACT coOOH uenmoBeka. B apyrom acmekre (papManeBTHYECKYHO KOMOHHHPOBAHHYIO
KOMITO3HIMIO MO HACTOAILIEMY H300PETCHHIO MOTYT BBOJHTH MALIMCHTY, MMCIOIIECMY YCTOHUHBBIA HIIH
pedpakteprblii k uHruOutopy PARP pak. B apyrom BapmanTe OCYINECTBICHHA (PapMaLCBTHUECCKYIO
KOMOHWHHPOBAHHYIO KOMIIO3HIHIO IO HACTOAIIEMY H300PCTCHHIO MOTYT BBOAHTH NMALUCHTY, HMCIOIIEMY
ycToiuuBbIi 1iH pedpaxTepHbii k uaruoutopy PARP pak, aepunutssii no BRCA1. B apyrom Bapuante
ocymiecTBICHUS (PapMalEeBTHYCCKYI0 KOMOMHHPOBAHHYIO KOMIIO3HLHIO IO HACTOSIIEMY H300PETCHHIO
MOIYT BBOAMTH IALUCHTY, HMCIOMIEMY PAaK, KOTOPBIH COACPKUT PAKOBBIC KJICTKH C ITOBBIIICHHBIMH
yposrsamMu RADS1, Hampumep, MOBBIICHHBIMH YPOBHAMH Ociaka RADS1, MOBBIICHHBIMH YPOBHAMH
(oxycos Genka RADS1 w/mnmm nosemieHHbIME ypoBHsMH MPHK RADS51. B HEKOTOpBIX acmekTax
(papMaLECBTHYCCKY0O KOMOMHHPOBAHHYI0 KOMIO3HIMHIO MO HACTOAMIEMY H300PETCHHIO MOTYT BBOJHTH
TMALUCHTY, HMCIOMIEMY pak, B KOTOpOM 1o MeHbIieH Mepe 10% ki1eTok, KoTopsie HaxoasTcs B (paze S/G2
KJICTOYHOTO [UKJIA (HANPHMEP, ZEeMinin-MoJOKHTCIBHBIX KICTOK), B 00pasle, MOJYUCHHOM H3 paka,
ABLOTCH RADS 1-n0105KUTS TBHBIME (HATIPHMEDP, COACPIKAT 5 wiu 6oJee sacpHbIX (pokycos RADS1).

B apyrom BapraHTe OCYINECTBICHHS B HACTOSIIEM H300PETCHIH NPEI0KEHBI HA0OPBI, KOTOPBIE COACPKAT
KOMOHHAIHIO IO W300PETCHHIO, YIIAKOBAHHYIO TAKHM 00pa3oM, YTOOBI OOJCTYHTh WX HCHOJIB30BAHHE TIPH
MPUMCHCHHH CIOCOOO0B MO HACTOAIICMY H300PCTCHHIO. B OTHOM BapHAHTC OCYINCCTBICHHA TaKOH HAOOD
cogepskut uHruOuTop USP1 n narn6urop PARP 1o n300peTeHmto, ymakoBaHHBIC B KOHTCHHEP, TAKOW KaK
TepMETHYHAS OYTHIJIKA WIIH COCYJ, C 3THKCTKOW, MPHKPEIUICHHOH K KOHTCHHEPY WIIH BKJIFOYCHHOH B HA0OD,
KOTOpAasi ONMCHIBACT HCIIOJIB30BAHHE COCAMHCHUH NPH MMPHMEHEHHH CIIOCO00B 10 m300peTeHmo. B ogHOM
BapUAHTE OCYIIECCTBICHHA KOMOMHUPOBAHHAS KOMIIO3UIHS YIIAKOBAHA B BUAC CTAHJAPTHOM JICKAPCTBCHHOM
(¢opmer.  Habop [MONMONHUTETBHO MOXKET COJACP)KATh YCTPOWCTBO, MOAXOASMINEE [UII BBEICHHA
KOMOMHHPOBAHHOH KOMITO3HIIMM B COOTBETCTBHH C NPEANONAracMbIM IyTEM BBEIACHUA. B HEKOTOPBIX
acrieKTax B HACTOSINEM H300pETCHHH TpPEANoKeH Habop, KoTopbli coxepskur wHruoOwrop USP1 wm
naruouTop PARP mo m3o00pereHmio, mnm wx (papMareBTHUYECKH NMPHEMICMYK) CONb HIH COJbBAT, H
HHCTPYKIHH IO BBCJACHUIO COCIWHCHHH, MM HX (DapMAIEBTHUYCCKH NMPHUEMIIEMBIX COJICH HIIH COJIBBATOB,
TIANUCHTY, HMCIOMEMY PakK.

B HEKOTOpBIX acmeKTax B HACTOSIIEM H300PETCHHH NMPEMJIOKEHA (papManeBTHUCCKAsT KOMOWHHPOBAHHAS
xommozumust, conepkamas wHruoOmrop USP1 uw wmarmOutop PARP mo wm3obperenmio, mimm wx

(I)apMaI.[eBTI/I‘IeCKI/I TMPHCMIICMYIO COJIb HJIH COJIBBAT, H (l)apMa].[CBTI/I‘ICCKI/I HpHeMJ'IeMBIfI HOCHTCTIb.
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B HEKOTOpBIX acmekTaX B HACTOALICM H300PCTCHHH MPEIIOKCHA (papManeBTHYESCKAsd KOMOHHHPOBAHHAS

xommozumust, conepkamast wHruOurop USP1 u wmarmbutop PARP mo wm3obperenmro, mimm mx
(papManeBTHYECKU MPHEMIICMY IO COJIb HIIM COJIBBAT, M (DapMaIcBTUUCCKH MTPUEMIICMBIH HOCHTENb, IIPHICM
KOMOHMHAIWMSA CBA3bIBACTCA C OenkoM, koaupyeMbiM reHoM USP1 w/mmm rerom PARP.

B HCKOTOPBIX acmeKTaX B HACTOAIICM H300PCTCHHH MPEIIOKCHA (hapMaUCBTHICCKAS KOMOWHHPOBAHHAS
xommozunust, conepkamat wHruOurop USP1 u umurubmrop PARP mo wu3oOpereHmio, mimm ux
(papMaLeBTHYECKU MPHEMIICMY IO COJIb HIIH COJIBBAT, M (papMaIcBTUUCCKH MTPUEMIIEMBIH HOCHTENb, IIPHIEM
(papMaLieBTHYECKAsT KOMITO3HIMS MPETHAZHAYCHA U HCIIOIb30BAHMS ITPH JICUCHUH PaKa.

B HEKOTOpBIX acmeKTax B HACTOSIIEM H300PCTCHUH NMPEMJIOKEHA (papMaleBTHYCCKAsT KOMOMHHPOBAHHASN
xoMmoszunus, conepkamas wHrHOuTop USP1 u wuurubutop PARP mo wuzoOperenHmio, uiam HX
(papMaLEBTHYECKU MPHEMIICMY IO COJIb HIIM COJIBBAT, U (hapMalcBTUUCCKH MTPUEMIIEMBIH HOCHTENb, IIPHYEM
(papmaneBTHUCCKAsT KOMIIO3HIUS NpPEIHA3HAYCHA JUIA NPOHM3BOACTBA JICKAPCTBCHHOIO IIpemapara Uit

JICUCHHUA PAKa.

ITPUMEPHI

Ipumep 1. Ananmssl in vitro

[0238]

AHanu3 KOJOHHEOOPA30BAHUS

OKCIepHMEHTHI in Vifro TIPOBOMWIH C TOMOIIBIO aHam3a kosnoHueoOpasyrommx eaunun (KOE) Ha
pa3aM4HBIX KJIeTOYHBIX JuHHIX. AHamm3 KOE Bimouan cHawyana ompeneieHHe TOro, Kakas IUIOTHOCTh
3aceBa KJICTOK OOECIeUHBaia POCT YETKO AHCTICPIHPOBAHHBIX KOJIOHWH HA INECTHIIYHOUHOM IUIAHIICTE,
KOI/1a MX OCTABJISUTH PACTH B TeUCHHUE OKoo 14 mHeil. [Tocne TOro kak ONMpeae/suId 3Ty IUNIOTHOCTD, KICTKH
BbIccBaM Ha -1 aeHb w O gcHb, dyHkH oOpadateiBamd DMSO wim BO3PACTAIONIMMH KOHICHTPAI[UAME
uaruouropa USP1 wm wupanapuda (3 HM, 10 M, 30 #HM, 100 HM u 300 HM) uiam BO3pacTArOIIUMHU
KoHICHTparusmMu wHruouropa USP1 wm onamapuba (3 HM, 10 #M, 30 HM, 100 HM u 300 sM). Cpexny
3aMCHATH Ha 8 ACHB HA CPEIY, COACPIKAIIYI0 COOTBCTCTBYIOIIHC KOHICHTparun DM SO, waruoutopa USP1,
HUpamapuba wuiau ojamapuba. IlpmmepHo Ha 14 1ACHB, KOTAA YETKO JUCTICPTHPOBAHHBIC KOJOHHHU
CTAaHOBWJINCh BUIWMBIMH B 0OpadoramHelx DMSO nyHKax, KIeTKH (DHKCHPOBATH H OKPAIIHBATIH C
nmomompro 0,1% xpucrammieckoro (uonerosoro B 10% sranone B TeueHHe 20 MHUHYT NPH KOMHATHOM
temmeparype. [lomyuamm n300pakeHUS IUTAHIIETOB, a 3aTEM KOJIHYECTBO KPHUCTAIIHYECKOTO (PHOJIETOBOTO
B KOKIOW JIYHKE ONPEICILUIH IMyTEeM JKCTPAKIHH KpHCTALTUeckoro (uonerosoro B 10% yKCycHYIO

KHCIIOTY M H3Mepsutn moryomenne npu 565 am. Pesynprarer KOE nmokazans! B Tabmmne 1 u Tabmme 2.

Taoumna 1.
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
HS695 | xoxa 1 ToTeps > 300 36,9 H/A
T (pyHKIHH
BICRG6 |romosa |1 IToTeps > 300 149 H/A
H 1mes (yHKIHH
143B | kocTh 1 >300 >300 H/A
22RV1 |mpeacta | 1 IToTeps > 300 >300 H/A
TEIbHAA (pyHKIHH
JKenes3a
ASPC1 |momxen | 1 Iorteps > 300 >300 H/J
yaouHa (yHKUTH
by
JKenes3a
BICRS [romosa |1 IToteps > 300 >300 H/J
6 H 1med (yHKUHH
BT474 | momoun | 1 BosmoskHas >300 >300 H/O
asn noTepst
JKee3a (yHKIHH
ECGI1 | mumeso | 1 > 300 >300 H/O
0 A
HCC95 | merkoe | 1 > 300 >300 H/O
HS821 | xocts 1 > 300 >300 H/J
T
HS934 |menano |1 >300 >300 H/Q
T Ma
HUO3 [ xocts 1 TToTepsa >300 >300 H/J
N1 (pyHKIHH
MG63 | xocTh 1 >300 >300 H/A
NCIHI1 | merkoe |1 Tloreps > 300 >300 H/A
648 (pyHKIHH
NCIH1 | merkoe |1 BosmoskHa >300 >300 H/A
838 a1 IoTepA
(yHKIHH
NCIHS | merkoe |1 > 300 >300 H/A
38
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYIO | BPYYHYIO BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opos | ATM BRCA1 BRCA2 ue TPS3 M) EM) cy

OE19 |mmmeso |1 ITotepsa >300 >300 H/J

bi (pyHKIHH
OVK1 | sauunuk |1 IToTeps > 300 >300 H/A
8 (pyHKIHH
SNGM |marka |2 AT >300 >300 H/A
SNU10 | romoBa |1 Ioteps > 300 >300 H/J
76 U 1ies (pyHKIHH
SNU21 | momxen | 1 >300 >300 H/A
3 yIO4HA

A

Keae3a
T174 | momnoun |1 >300 >300 H/

at

Keac3a
TCCS |[moueso |1 >300 >300 H/A
UP i

My3bIph
VMRC |mouka |1 Bosmoxuas | [Toteps > 300 >300 H/J
RCZ noTeps (yHKIHH

(yHKIHH

MSTO | nerkoe |1 > 300 >300 25.4
211H
NCIHS | nerkoe |1 >300 >300 20,3
20
SUM1 | momouH | 1 TNoTeps > 300 135 18,1
49PT |aa (GyHKIH

JKenes3a
DOTC |meiika |1 > 300 304 18
24510 | maTku
JHOS2 | surammk | 1 >300 >300 17.8
SNUC |rtoacras |1 Bo3mosxHAs > 300 > 300 17.4
4 KHIIKA noTeps

(yHKIHH
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anme HIE HIE Koe ¢opmy | HHpanma | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosHagan | a1 I | puba Bimc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy

HCCI18 | monoun |2 Tloreps 114 62.9 16,7
06 at (yHKIHH

JKenes3a
COV3 | suunamk |3 Bos3mosxna | Bo3moskHas > 300 177 16,3
62 s IOTEPA | MOTEPs

(¢yHKUHH | pyHKIHH

RERF |merxoe |1 >300 >300 16,1
LCAI
CW2 |[Toncras |2 Bo3mosxHas > 300 >300 153

KHIIKA noreps

(yHKIHH

BICR7 |ronosa |1 Ioteps > 300 >300 15
8 H mmed (yHKUUH
GOTO |HepsHa |1 > 300 224 14,2

A

CHCTEM

a
SNU66 |xenymo |1 Bo3mosxHaT > 300 >300 13.4
8 K noreps

(yHKIHH

TE1l |mwmeso |2 134 176 13,1

A
HCC21 | nerkoe |1 TMoteps > 300 95,5 12,8
08 (pyHKIHH
HCT11 | roncras |2 Bo3mosxHAs 110 >300 12,7
6 KHIIKA noreps

(yHKUHH

UWBI1 | suurnk | 1 139 186 12,3
289BR
CAl
HPAC |momken |1 Tloteps > 300 >300 12,2

yAO4HA (yHKIHH

o

JKenes3a
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anme HIE HIE Koe ¢opmy | HHpanma | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosHagan | a1 I | puba Bimc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
HBCx8 | mooun | 1 >300 107 12,1
at
JKenes3a
SKES1 |kocte |2 > 300 23,6 11,9
SNU11 | stmunmk | 1 >300 39 11,3
9
SNU40 | roacras | 1 Bosmoxxuas | Ioteps > 300 72,8 11.3
7 KHIIKA noTeps (yHKIHH
(yHKIHH
A2058 | koka 1 > 300 58.4 11,2
NCIHI1 | nmerkoe |2 IToteps 52,2 66,2 10,5
915 (yHKIHH
KM12 |rtoacras |1 Bosmoxunas | IToteps 220 106 10,5
KHIIKA noTepst (yHKUHH
(yHKIHH
SUIT2 |momxen |1 > 300 >300 9,98
yAOYHA
s
JKene3a
COV4 | smunmk | 1 >300 106 9,79
34
JIMT1 |wmomoun |1 16,6 253 9,34
at
JKenesa
HCC13 | momous | 3 Totepsa >300 8,26 18
95 at (GyHKIH
JKenes3a
PK45H | momxen |1 294 >300 8,17
yAOYHA
s
JKenes3a
SKOV | smurmk | 1 >300 262 8,11
3 BRC

Alnull
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anme HIE HIE Koe ¢opmy | HHpanma | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosHagan | a1 I | puba Bimc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy

HCCI19 | momoun |2 BosmoxHas > 300 >300 4
54 ast noTeps

JKeesa (pyHKIHH
HECI15 | samome |1 >300 >300 7,76
1 Tpui
CHAG | merkoe |1 > 300 >300 7,72
OK1
NCIH1 | merkoe |1 227 15,2 7,47
573
HT115 | tomncras |1 BosmosxHas IToteps 150 15,6 7.45

KHIIKA noTepst (yHKUTH

(yHKIHH

LU99 |merkoe |1 354 88,6 7,23
RKO |Toncras |1 Bo3smoxHas >300 |>300 |715

KHUIIKA noreps

(PyHKIHH

HPAFI | momxen |2 > 300 >300 6,99
I yAO4HA

|

Keesa
HCC14 | nerkoe |1 IMoteps > 300 42,5 6,98
38 (pyHKIHH
LNCA |mpeacra |1 >300 >300 6,87
P TEIbHAAL

Keesa
A2780 |smuHuk |1 > 300 >300 6,77
NCIH1 | merkoe |1 85,7 324 6,7
651
FADU [romosa |2 Bosmoxnas | [Toteps > 300 >300 6,67

H mes noTeps (yHKIHH

(yHKUHH

NCIH1 | merxoe |2 TToTepsa >300 >300 6,43
373 (yHKIHH
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
UWBI | suunuk |4 IToTepsa Tloreps 223 28.4 6,41
289 (yHKUHH (pyHKIHH
SNU81 | roacras | 1 TMoteps IMoteps 10,2 18,6 6,25
KHIIKA (GyHKIMH (pyHKIHH
KU191 | moueso |2 25 181 6,16
9 i
Iy 3bIph
NCIH1 | nerkoe |4 Bosmosxnas | I[Toreps 12,7 >300 5.96
693 NoTeps (yHKIHH
(yHKIHH
KYSE |mumeso |3 IToteps > 300 16,9 5.86
270 I (yHKIHH
UBLC |moucso |1 > 300 >300 5,72
1 i
Iy3bIPb
HCT15 | roncras | 1 TToteps IToteps >300 >300 5,7
KHIIKA (yHKIHH (pyHKIHH
SKOV | suunuk | 2 AT IToTeps >300 >300 5,62
3 (pyHKIHH
HSC2 |romosa |3 IMoteps > 300 >300 55
H mes (yHKIHH
HCC20 | momous | 1 Bosmoxuras | [Toteps > 300 103 541
2 at noTeps (yHKIHH
JKeesa (yHKIHH
OVMA | suaauk | 1 >300 >300 5,39
NA
HOS [xocts 1 > 300 >300 5,35
VMRC |mouka |1 Tloteps > 300 >300 5,27
RCW (yHKIHH
RT112 |mouero |1 > 300 >300 5,11
84 i
My 3bIpb
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHHAS MOBT | BPYYHYIO | BPYYHYIO BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opos | ATM BRCA1 BRCA2 ne TP53 (HM) =M) cy
HCCI15 | monoun | 1 AT IToTeps >300 97.3 4,76
69 at (yHKIHH
JKenes3a
KS1 HepBHA | 1 AT > 300 >300 4,65
by
CHCTEM
a
PK8 nomken |1 > 300 >300 4,57
yaouHa
F'i
Keae3a
KYSE |mumeso |1 > 300 >300 4,29
410 I
HBCx6 | moyoun | 1 > 300 304 4,28
asn
JKenes3a
HBCx9 | monoun | 1 >300 55,8 4.1
asn
JKene3a
OVSA | apurnk |2 TToteps >300 >300 391
HO (yHKIHH
HT144 |xoxa 2 TNoTeps 84,3 114 3,84
(yHKIHH
RT112 |moueso |1 > 300 >300 3,82
i
My3bIPh
TGBC |xemuns! | 1 TToTepsa >300 >300 3,82
ITKB |e (yHKIHH
MPOTOK
"
SKOV | smunmk | 1 >300 >300 3,81
3 AT
Mnull
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHHAS MOBT | BPYYHYIO | BPYYHYIO BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opos | ATM BRCA1 BRCA2 ne TP53 (HM) EM) cy
HBCx1 | mooun | 1 >300 13.8 3,69
7 an
JKenes3a
DMSS5 |nerkoe |1 >300 168 3,62
3
CCKS81 | Toncras |1 > 300 >300 3,46
KHIIKA
647V | MoucBo |2 BosmorkHa IoTeps 33.9 96,7 3.37
i1 A ToTepA (yHKIHH
Iy3bIpb (yHKIHIH
YKG1 |mepsHa |1 >300 >300 3,15
A
CHCTEM
a
HMC1 |momousn | 1 IToteps >300 >300 3,09
8 at (yHKIHH
JKene3a
HCCI15 | monoun | 1 TloTeps >300 61,1 2,78
00 a1 (yHKIHH
JKene3a
HCC19 | momoun | 2 IToteps >300 244 2,76
37 at (yHKIHH
JKenesa
TE9 mumeso | 1 AT TloTepsa >300 >300 2,24
bi (pyHKIHH
NOS1 | xocts 1 >300 >300 2,13
SNU48 | mepsra | 1 TloTepsa >300 >300 2,11
9 1 (pyHKIIHH
CHCTEM
a
SKOV | smurmk | 1 >300 >300 1,95
3 OR1
alnull
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYIO | BPYYHYIO BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opos | ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
CAOV | suunmk |2 BosmoskHa Tloreps 27.8 241 1,72
3 A TOoTepA (yHKIHH
(pyHKIHH
SN12C |mouka |1 INoTeps 64,7 >300 1,62
(pyHKIHH
SNU62 | meppHa | 1 IToteps >300 >300 1,28
6 1 (pyHKIHH
CHCTEM
a
U20S | xkocts 1 > 300 > 300 1,2
MDA | momoun |2 > 300 >300 1,18
MB231 | asa
JKenes3a
SAOS2 | xocts 1 > 300 201 1,16
SJISA1 | xoctb 1 > 300 >300 1,14
PECA |[romosa |1 > 300 >300 1,01
PJ49 H e
UMUC | mouero |2 Bo3mosxHa > 300 > 300 0,963
3 51 a1 IoTepA
Iy 3bIpb (yHKIHH
SCC15 |romoBa |1 TMoTeps 28 >300 0,8
U 1Iest (pyHKIHH
CAPA |momxen |1 Tloteps > 300 >300 0,487
N2 yAO4HA (yHKIHH
s
JKenes3a
HT108 | msrkue |1 > 300 >300 0,272
0 TKAHH
KYSE |mwumeso | 1 > 300 >300 0,262
140 I
KP3 momken |1 ToTeps >300 >300 0,101
yAO4HA (yHKIHH
s
JKenes3a
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anme HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
KURA | sosmk | 1 BosmosxHas > 300 >300 0
MOCH noTepst
I (yHKUHH
CFPA |momxen |1 >300 >300 -
Cl1 yI04YHA 0,196
a
JKenes3a
GB1 HepeHa |1 >300 >300 -
A 0,279
CHCTEM
a
NCIH1 | nerkoe |2 >300 >300 -
299 0,395
SNUS8 | amusuk |1 IMoteps > 300 >300 -
(yHKUHH 0,397
LUDL |[nerkoe |1 >300 >300 -
Ul 0,536
CAPA |momxen |4 Bosmorxsas > 300 185 -1
N1 yJIO4HA noreps
1 (yHKIHH
JKene3a
OV56 | apunnk |2 IToteps >300 >300 -
(pyHKIHH 0,581
RL952 [matka |1 Bosmoxnas | Iloteps >300 >300 -
noTeps (yHKIHH 0,807
(yHKIHH
ES2 SUYHUK | 3 27.5 >300 -
0,904
TES munieso | 1 > 300 >300 -0,91
A
HSC3 |[romoma |1 Tloteps > 300 >300 -
H 1mes (yHKIHH 0,935
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Kiaero |Opran | Ymca | Pacnosznas | Pacno3nasa | Pacnoznasa | ABromarnuec | ICS0 ICS0 bann
qHAs 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYIO | BPYYHYIO BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opos | ATM BRCA1 BRCA2 ue TPS3 M) M) cy
MDA | momoun | 12 Iotepsa TToTepsa 6,46 4,73 -
MB436 | asa ($yHKIMH (yHKIHH 0,986
JKenes3a
KALS |mepBHa |1 > 300 >300 -1,03
1 A
CHCTEM
a
JHH7 |meuens |1 > 300 >300 -1,07
HEC1 ([matka |1 > 300 >300 -1.47
B
PECA |romosa |1 > 300 >300 -1,48
PJ15 U 1es
AN3C [marka |1 Ioteps > 300 101 -1,93
A (yHKIHH
SKME | xoxa 1 Bo3smoskHa >300 >300 -1,93
L24 s moTepA
(yHKIHH
T226 momou | 1 > 300 > 300 -1,97
Has
JKene3a
QGP1 |momxex |1 IMoteps > 300 > 300 -2,03
yAO4HA (yHKIHH
s
JKenesa
COVS5 | smaunmk | 1 Tloreps 6,63 4,17 -2,13
04 (QyHKIHH
HBCx3 | mooun | 1 >300 20,8 -2.41
ast
JKenes3a
YD38 |romoBa |1 TToTepsa >300 >300 -2.42
H 1mes (yHKIHH
TE14 mumeso | 1 Bosmosxknas | [oreps > 300 >300 -3,41
bi noTeps (yHKIHH
(yHKUHH
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anne HIE HIE Koe ¢opmy |Hupana | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosnasan |ae1 11| pubda bmmc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
SNUC |rtoacras |1 Bo3mosxHa > 300 92,4 -3,77
5 KHIIKA s IOTepA
(pyHKIHH
RCM1 |roncras |1 IToteps >300 >300 -4,06
KHIIKA (yHKIHH
KLE |matka |1 > 300 >300 -4,23
5OM SuvHuK | 1 BosmorkHa IToTeps 34,9 63.4 -4.47
A ToTepA (yHKIHH
(pyHKIMH
BICRI |[romosa |1 INoTeps >300 >300 -4,48
8 U mmed (yHKUTH
8305C | muroBH |1 >300 >300 -5,09
JTHAs
JKenes3a
HBCx1 | momous | 1 > 300 >300 -5,22
9 a1
JKene3a
KMBC | moueso |1 > 300 >300 -5.4
2 i
My3bIph
SCC25 |romoBa |1 IMoteps > 300 >300 -5,55
H 1mes (yHKIHH
G292C | xocThb 1 [MoTeps >300 >300 -5,91
LONE (yHKIHH
Al41B
1
HS870 | xocts 1 >300 >300 -5,91
T
GSU  |xenymo |2 >300 >300 -5,99
K
U251 |mepsHa |1 > 300 >300 -6,15
MG A
CHCTEM
a
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Kmero |Opran |UYmca | Pacnosnae | Pacmosnasa | Pactosnasa | Asromarmtec | IC50 IC50 Bamn
qHAasE 0 anme HIE HIE Koe ¢opmy | HHpanma | mo
JIMHUS MOBT | BPYYHYH) | BPYUHYH) BPYYHYIO pacnosHagan | a1 I | puba bmmc
opor [ATM BRCA1 BRCA2 ue TPS3 M) EM) cy
SNU10 |romosa |1 Bo3mosxHa > 300 > 300 -6,88
41 H Ies a1 TmoTepA
(pyHKIHH

HS739 | momoun |1 >300 >300 -7.43
T an

JKenes3a
BICR2 [romosa |1 IToteps >300 >300 -7.51
2 U 1mes (yHKIHH
OVA2 | suunuk |1 >300 >300 -8,68
BUR
HBCx1 | mosoun | 1 > 300 >300 -8,98
3B a1

JKenes3a
HBCx2 | monous |1 > 300 >300 -10,4

asn

JKeresa
SW948 | Toncras | 2 Bosmorkna [MoTeps > 300 >300 -10,7

KHIIKA a1 TmoTeps (yHKIHH

(yHKIHH

HUOY | xocts 1 > 300 >300 -11,1
HS578 | momoun | 1 > 300 >300 -13.8
T a1

JKenes3a
HS888 | xocTs 1 > 300 > 300 -14.5
T

Tabmmma 2.
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Kiero | Opran | Yuca | Pacmosnae | Pacmosnara | Pacnosnaea | Asromarmtiec | ICS50 IC50 Bamn
YHAA 0 aHue HHE HHE Koe dopmy | onamap | mo
JIMHH MOBT | BPYYHYH) | BPYUHYIO BPYUHYIO PACTIO3HABAH | JIBI noa bmmc
1 opor |ATM BRCA1 BRCA2 ue TPS3 HM) =HM) cy
MDA |momounH |12 IToTtepsa IToTeps 45 0,1 -4.27
MB43 |aa ($yHKIMH (pyHKIHH
6 JKeIes3a
TE11 |mumeso |1 >316 >316 |-10,5

A
MERO | mespa >316 >316  |-2,15
14
MERO | mespa >316 >316 |-3,95
82
CW2 |Toncras |1 Bo3mosxHas 67 >316 -5,65

KHIIKA noTeps

(yHKIHH

UWB | smynmk |1 113 >316 19,29
1289B
RCAl
HPAC | momxen |1 IToteps >316 >316 -6,71

yAO4HAA (yHKIHH

JKene3a
HCC1 |monoun |2 TMoteps 62 97 16,7
806 a1 (yHKIHH

JKene3a
NCIH | nerkoe >316 >316 19,5
520
COV3 | suaHuK Bo3moxxHa | BosmoskHas 203 17 4,96
62 A TIOTeps | moTeps

¢yHKmH | QyHKIHH
HCT1 |[Toncras |1 Bo3mosxHAsA >316 >316 28.8
16 KHUIIKA noTeps
(yHKIHH

MSTO | nerkoe |1 >316 >316 18,2
211H
JHOS |sywummk |1
2
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Kiero | Opran | Ymca | Pacno3nas | Pacnoznasa | Pacno3snaBa | ABromarnuec | ICS0 IC50 bann
qHAsA 0 aHne HHE HHE Koe dopmy | omamap | mo
JIMHN IIOBT BPYYHYIO BPYYHYIO BPYYUHYIO PaCrno3HaBaH JIbI noa banc
1 opor |ATM BRCA1 BRCA2 ue TPS3 HM) =HM) cy
MDA |momounH |12 IToTtepsa IToTeps 45 0,1 -4.27
MB43 |aa ($yHKIMH (pyHKIHH
6 JKeIes3a
TE11 |mumeso |1 >316 >316 |-10,5

A
MERO | mespa >316 >316  |-2,15
14
MERO | mespa >316 >316 |-3,95
82
CW2 |Toncras |1 Bo3mosxHas 67 >316 -5,65

KHIIKA noTeps

(yHKIHH
SNU6 |xenyzo |1 Bosmoxxnas
68 K noreps
(yHKIHH

GOTO | mepsHas | 1

cHcTeMa
SNUC | Toncras |1 Bosmoxnas
4 KHIIKA noTeps

(yHKIHH

HCC2 |nerkoe |1 IMoteps
108 (pyHKIHH
SUM1 | monous |1 [Moteps
49PT |az ($yHKIHH

JKenes3a
JIMT1 | monoun |1

as

JKenes3a

[0239] Ha @®wur. 1, 2 w 3 mOKa3aHBl PCUPC3CHTATHBHBIC PC3YJIBTATHl AHANH30B KOJTOHHCOOPA30BAHUA C

ucronp3oBanneM nHruonropa USP1 dopmyner I1. Ha @ur. 1 mokazan cuHepruyueckuii 3(Q(pekT KOMOHHAIH
waruoutopa USP1 Qopmymer 11 u mHupamapu6a. B xnerounoit murmm JHOS2, mokaszanHOW Ha @wr. 1,
waruouTop USP1 w Hupamapu® mpakTHYCCKH HE MPOJCMOHCTPHPOBATH AKTHBHOCTH B BHAC OTICITBHBIX
arcHToB BILIOTH 10 300 HM; omHAKO KOMOMHAINA JBYX arCHTOB BbI3Bajla CHHEpruueckuil 3pdexr Ha pocrt

kieTok. Kpome Toro, komOnHanust 100 HM kaxkmoro areHTa okasana 6ompnmi s¢dexr, yvem 300 HM ogHOTO
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[0241]

[0242]

[0243]
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Hupanapuba. B knerounoit muamm COV362, mokazanHoH Ha ®ur. 2, warnourop USP1 ¢dopmynsr 11 u

HHApanapud IMpoJECMOHCTPHPOBAIH YMEPEHHY IO AKTHBHOCTD B BH/IC OTACTBbHBIX arCHTOB, HO B KOMOWHAIINH
uaruouTop USP1 u Hupanapu6 nmenu cuaeprmdeckuii 3¢ ekt Ha pocT kieTok. Kpome Toro, komOuHanms
100 HM ka>k#oro areHra mpoAeMOHCTpHpoBana 6ompmuii 3¢ dekr, uem 300 HM oxroro Hupamapuba. Ha
@ur. 3 nokazaHa CHHEPTUYECKas aKTHBHOCTD, HabmomaeMas 1m1 UWB1.289, kineTouHOH THHIN SIMYHHKA C
myTanuet BRCA1. HecmoTps Ha To yro UWB1.289 6bl1a uyBCcTBHTENbHA Kak K HHruouTopy USPL, Tak u
K HHpanmapuOy B BHJIC OTACIbHBIX arcHTOB, koMOHHAIWMA 30 HM KaXIOr0 arcHTa HMela SKBUBAJICHTHBIH
3¢ ekt Ha pocT, uyro u 300 HM ogHOTO HHpanapuoa.

Pesysprars! B Tabumune 1 mokasaim, YTO CHHEPTH3M ObLT OOHAPY>KEH B KJICTOYHBIX JIHHUAX, 0OOTAIICHHBIX B
OTHOLICHUM MyTauuii ¢ morepeil (PyHKUMH HIH BO3MOKHBIX MyTaimi ¢ morepedt ¢pyHkimu BRCAL, uro
CBHICTCIBCTBYET O TOM, 4YTO MAIMCHTHI C TAKUMH MYTAUMSAMH MOTYT TOJYYHTh MOJB3Y OT
koMOuHUpoBaHHOH Tepanuu wHruOutopoM USP1 um muruburopom PARP. Hampumep, u3 obmero
KonmdecTBa KiIeTouHbIX duHUH ¢ Myramuedi BRCAI1, mpoanamusuposanubix B aHammu3ax KOE, 8 u3 9
KJICTOYHBIX JTMHUH NMPOJCMOHCTPUPOBATIH CHHEPTU3M BBILIC NIPEACIbHOTO MMOKA3ATENA, PABHOTO 6.

Ha ®wur. 14 nokaszaHsl penpe3cHTaTHBHBIC PE3yIbTaThl aHATH3A KOJOHHCOOPA30BAHUA C HCIOIb30BAHUEM
uaruduTopa USP1 opmysl I B kaeTkax paka suuyanka HCT116. Pesynprars! B Tabumune 2 moKasay, 4To

CHHCPT'H3M OBbLT 00HAPYIKEH B KJICTKAX PaKa SHYHAKA, MOJIOUHOH JKEIE3bl, JICTKOTO U TOJICTOW KUIIKH.

Onpenenenne 3HaueHu# 1Cso ¥ OIICHOK CHHESPTH3MA

3nauennsa [C50 paccuwThiBaaM MyTEM AaNMPOKCHMALWHU ABYXIAPAMETPHYCCKOTO YPAaBHCHHS XHIDAa K
H3MEPCHHAM J0303aBHCHMOTO OTBETa. HEnMHEHHBIN METOA HAWMCHBINUX KBAAPATOB HCIIOJIB30BATH A
MOUCKA 3HAYCHUH MapaMeTpoB, KOTOPBIC MHHUMHU3UPYIOT KBAApaT OIMHMOKH MOJENH, MOJOTHAHHOH mon
H3MEPCHHBIN 10303aBHCAMBIH 0TBET. OIICHKY HETMHCHHOTO METOJa HANMCHBIIIX KBAIPATOB BBIIOTHSIIH C
MOMOIIBIO TakeTa minpack.im R, Bepcus 1.2-1. Bamisl curepruzMa no biwrccy pacCUUTHIBAIH C IOMOIIBEO

makera synerg)finder R, Bepcus 1.6.1.

OnpeaeIcHUE CTATYCa MYTALIHH

Mytanuo B ATM, BRCA1 u BRCA2 onpeensim ¢ TOMOIIBIO BHY TPHIA00PATOPHOTO KOHBCHepa. JlaHHbIC
PHK-cexsenuposannss CCLE anammuposamu ¢ momompio nactpymMenta GATK MuTect2, sepcus 3.7-0-
g56f2cla, uyroOBI HACHTH(UIHPOBATH BAPHAHTHI, 4 3aTEM KIACCH(HIIMPOBAIH C MOMOINBI0 HHCTPYMCHTA
GATK Funcotator, sepcus 3.7-0-g56f2cla. Funcotator ¥KnacCH(PpUIHPOBAT PACMO3HABAHHC BaPHAHTOB
MyTanui Kak OJHO H3 CJICAYIOMECTO: «MOJMYAINAT), KMHCCEHC», «CaliTa CIUIAHCHHIA», KHOHCCHC» HIH «CO
CABHIOM paMKm». ABTOMATHYCCKOC PACHO3HABAHWUC MyTaluil, KIACCH()UIIMPOBAHHBIX KAk cafita
CIUIAiCHHTA, HOHCCHC WJIH CO CABUTOM PaMKH, POBEPSIH BPYUHY0. [IpoBepka BpyUHYIO OLCHIBAA, ObIIa
T MyTaI[is TOMO3HIOTHOM, a TAKKE MOYKHO JIM CBSI3aTh PACIIO3HABAHME C apTe(hakTaMH CCKBCHHPOBAHH
WM PACTO3HABAHHA BAPWAHTOB, HANPUMEP, Majoi TIyOWHOH CCKBCHHPOBAHHA WM WHACTAMM,
PacHoI0KeHHBIMU B TOMOIIOJIHMEPHBIX IOCICIOBATCIBHOCTAX, W 0000MIana BIMSHAC HA TCH, KOTA I
OIHOTO TCHA PACIO3HABAIM HECKONBKO COOBITHH. PesympratoM mpoBepok MyTamuii BpYy4YHYHO ObLIa
Kiaccu(puKaIms BIUSHAS Ha (PYHKIMU TeHA KAK OTHOTO W3 CICAYIOMICTO: «IOTePs (DyHKII», «BO3MOKHAS
moTepss (YHKOWUW» WM «IUKOTO THma». Pacmo3HaBamme Myrtamuii aut TP53 wm3snekamm w3 (Qaiima

CCLE_mutations.csv, 3arpy>keHHOTO ¢ depmap.org.
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IIpumep 2. Beioop PDX-monesm

[0244] Tlare mopmeneli KCCHOTPAHCIUIAHTATOB, IMOJMYYCHHBIX OT IANWCHTOB, OBUTH BBIOPAHBI HA OCHOBAHHH

JOCTYITHOCTH H C pa3Tu4HbIMHU MyTanuoHHbIMU noamucasMu BRCA nw HRD. AxrusHocts naruduropa PARP
(PARPi) Obita m3BeCTHA B BBIOPAHHBIX MOJEIIX Ha OCHOBAHWH OOJICE PAHHUX KIMHHYCCKUX JAHHBIX H
BHYTPCHHUX JAHHBIX, mojydeHHbIX oT XenTech SAS. Mcxoas u3 takux Oojee paHHHX KIHMHHYCCKHX
JAHHBIX, OBLI BBIOPAH AHANAa30H BOCIIPHUMYHUBBIX H HeBocTpHUMUYHBBIX K PARPi mogeneit. B Tabmure 3
OpHBEACH 0030p MoAencH, BHIOPAHHBIX UL MPOBEACHHA TCCTHPOBAHHA, AKTUBHOCTH OJHOTO Are¢HTa C

coenuHeHUEM (hopMy bl | 1 KOMOHHHPOBAHHOH AKTHBHOCTH C coequHEHHEM (hopMy el I u onamapudom.

Ta6mma 3.
Moaenn MyTammst Onenka HRD[':yBCT BUTEIHHOCTHKOMOMHHPOBAHHAS
OITY X0J1H BRCA (Myriad)* dopmy.ie I AKTHBHOCTH
HBCx-10 2 57 OTCyTCTBYCT (OTCyTCTBYET
BocnpuuM4nBOCTH
HBCx-14 AT 53 O1CyTCTBYET [EcTb
Kk PARP
T168 1 54 YacTuanas OTCyTCTBYET
Macrmuneni orserfHBCx-11 1 73 UacTuaHas [EcTb
Ha PARP HBCx-23 T H T OTCyTCTBYET OTCyTCTBYET

Mpumep 3. IIpornBoonyxo/ieBast akKTUBHOCTH (popmyJinl I B popme cBoGoHOTO 0cHOBaHusI B Mogesmn BRCA1

MYTAHTHOM OIyX0/IH MOJIOYHOH Kkees3bl yesioBexa MDA-MB-436

[0245]

[0246]

[TpoTuBoomyxoaeByr0 aktuBHOCTH HHruoutopa USP1 (opmynst | B opme CBOOOTHOTO OCHOBAaHHSI B
CPaBHCHHUH C 0JIANAPHOOM W HHPAApHOOM OICHUBAIH Y MBILICH, HCTIOB3Y I ITOIKOYKHY 0 MOJCITb OITy XOIH
MOJIOUHOH kene3bl yemoBeka MDA-MB-436. Camkxam mermeit NOD SCID B Bo3pacte 7-9 Hemenb,
noay4eHHBIM 0T Beijing Anikeeper Biotech Co. Ltd, moakosxao BBogmm 10x10° onyxoneBrIx kaeTok MD A-
MB-436. Koraa omyXoyd AOCTHramH 00beMa MpUOIH3UTENbHO 200 MM>, MbIIEH PaHIOMH3HPOBATU B
rpymms! o 10 ocoOeii u yepes eIy AOUHBIH 30H KM BBOIYIIH KOHTPOJIb, HUpamapus (50 mr/kr), omanapuod
(75 mr/xr) nm waruduTop USP1 dopmyner 1 B moze 30, 100 wm 300 Mr/kr oauH pa3 B AeHb Wi 30 MI/KT
JTBA pa3a B ACHH B TeucHHE 28 qHEH. Maccy Tema u 00seM Oy XO0JIH H3MEPSIH ABA pasa B HeAC0. O0BeM
OTYXOJIM PAaCCUUTHIBATH KaK CPEIHEC 3HAUCHHUC M CTAHAAPTHYIO OIMHOKY CPEIHErO [UIA KaXXIOH IPYIIIbI
neueHus. IlpoueHt nHrnOnposanus pocta omyxomn (TGI) paccunTeBaIH C MOMOIIBIO CPEIHETO 00BEMA
OTIyXOJIH B TPy JeucHUs Ha 28 AeHb — 0 AeHb/cpeaHuii 00peM Oy XO0JH B TPYIINE, IOy YaBIICH KOHTPOTb,
Ha 28 neHb-0 AcHb, rac 0 ICHD ABISCTCS NEPBBIM THEM JICUCHUSL.

Kak nokazano Ha @ur. 4A, > 90% WHruONpPOBaHMS POCTA OIYXOJIH HAOMOAa ! pH 00Jiee BEICOKHX 033X
OJIMH Pa3 B JICHb HJIM JBA pa3a B fcHb. Kak moka3ano Ha @wur. 4B, 10361 10 300 MI/Kr XOpOIIO NEPEHOCHIINCH

MBIIIAMH C OITY XOJIAMH.
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Mpumep 4. IIpoTHBOONYX0JI€Bast AKTUBHOCTH (popmy.inl I B popme cokprcranna B moaesm BRCA1 myranTHoii

OIYX0JTH MOJIOHOI sKeJTe3bl Yesiopeka MDA-MB-436

[0247]

[0248]

[0249]

[0250]

[0251]

[0252]

[TpoTuBOOMYyX0J€EBYI0 akTHBHOCTH HHrHONTOpa USP1 (hopMyisl I B popMe COKpHCTaIIa B CPABHECHHH C
oylanapuOOM M HUPAapuOOM OLICHHBAIH Y MBIIICH, HCHOIB3YS MOAKOKHYIO MOZJCTH OIYXOJIH MOJOYHOH
skene3sl yeaoseka MDA-MB-436. Camkam mpimeit NOD SCID B Bo3pacte 7-9 Hene b, MOTyYCHHBIM OT
Beijing Anikeeper Biotech Co. Ltd, moaxosxso Beoqum 10x10° onyxonessix kieTtok MDA-MB-436. Koraa
OIYXOJIH IOCTHrani 00beMa npuOIH3uTeI6HO 200 MM?, MBIIICH PAHIOMH3HPOBANH B rpy bl o 10 ocobeit
U 4epe3 Ky JOUHBIN 30HI HM OJHH pa3 B ACHb B TCUCHHHU 28 MHEH BBOIWIH KOHTPOJIb, HHpanapub (50
Mr/kr), onanapuO (100 mr/kr) wmu uarudurop USP1 ¢opmyist I B mo3e 10, 30, 100 um 300 mr/kr. Maccy
TeJa H 00BEM OITY XOJIH U3MEPSUTH Ba pa3a B Heaemro. OOBeM OITy XOJIH PACCUHTBIBAIH KaK CPEIHEE 3HAUCHHUE
U CTAaHAAPTHYO OIHMOKY CPEIHETO I KOyKAOH TPy bl JicueHHA. [IpOIIeHT HHrHOMPOBAHHA POCTA OITy XOJIH
(TGI) paccuuThlBaiH C MOMOIIBIO CPEAHETO OOBEMA OIMYXOMH B TIpymme JedcHus Ha 28 genp — O
JICHB/CPEeIHUI 00BEM OIy XOJIH B TPYIIC, MOdyYaBIIc KOHTPOIb, Ha 28 neHb-0 aeHb, rae 0 ICHb ABIICTCS
TICPBBIM JHEM JICUCHHUSL.

Kax mokazano Ha @wur. 5A, > 90% HHrHOWpPOBaHHA POCTA OIYXOJIH HaOMOAAMH NpH 60Jiee BRICOKHX J03aX
oauH pa3 B acHb. 10361 10 300 mr/kr (popmyst | B popMe coxpucTaIa XOPOIIO MEPESHOCHINCH MBIIIIAMY C

Oy XOJIIMH, KaK moka3ano Ha Gur. 5B.

IIpumep S. IIporuBoomyxojeBasi akTUBHOCTEL Gopmy sl I B dopme cokpucraia B KOMOMHALIN €
uaruouropom PARP ostanapnoom B MBINIIMHOH KCEHOTPAHCILUIAHTATHO MO/IEJIN OIYXOJIH MOJIOTHOM
skesie3nl yesioseka MDA-MB-436

[TpoTuBOOMYX07eBY 10 aKTHBHOCTH HEHTHOHTOpPAa USP1 (hopmyms! I B (hopme cokpucTamia B KOMOHHALHH C
oyanapuOOM OLICHUBAIH Y MBIIICH, HCTIOIB3Y ST MOAKOKHYO MOZCTb Oy XOJH MOJIOYHOH JKEJIC3bI HETOBEKA
MDA-MB-436. Camxam mermeiit NOD SCID B Bo3pacte 7-9 Heaems, moayucHHBIM OT Beijing Anikeeper
Biotech Co. Ltd, moakoxuo BBOmMmM 10x10° omyxonesbix kietok MDA-MB-436. Korma onyxomm
JOCTHTATH 00beMa MpHOTH3HTENGHO 200 MM, MBIIEH PAHIOMH3HPOBANM B rpynmsl mo 10 ocobei mma
BBeICHHA KOHTPOIA, (popmy st I (100 mr/kr) oTnemsHO 1 popmynst I (30 Mr/kr) oTaeasHO; Wi o 5 ocodeit
U4 BBeACHHA onamapu6a (50 Mr/kr) oTACTbHO, KoMOHHAHH (hopmysl I (100 mr/kr) u onanapuda (50 Mr/kr)
n komOmHanmu (Gopmyns! 1 (30 mr/kr) m omamapmba (50 mr/kr). Melmam BBOJHIH COOTBETCTBYIOIICE
JICUCHUE Yepe3 HKeJIy IOUHbIN 30HI OJUH pa3 B ICHb B TCUCHUU 28 THCH.

Maccy Tema u 005eM OTY XOTH H3MEPSITH 1BA Pa3a B HeAC0. OOBEM OIMyXOIIH PACCUHTHIBATH KAK CPCTHEE
3HAYCHHE ¥ CTAHAAPTHY IO ONIHOKY CPETHETO I KAYKIOH TPy IITBI JIeueHHsL. [ [poneHT HHruOupoBaHUs pocTa
omyxonu (TGI) paccunuThIBAIN C IOMOIIBIO CPEAHETO 0OBEMA OIYXOJH B TpyNIe JcucHu Ha 28 nenp — 0
JICHB/CPCIHMUI 00bEM OMYXOJIH B TPYINIC, MOAyYaBIICH KOHTPOIb, HAa 28 acHb-0 acHb, rae 0 ICHD ABIICTCS
TICPBBIM JHEM JICUCHHSL.

Janusie Ha Our. 6A 1 6B noKa3pBarOT, YTO 0 CPABHCHHUIO C SKBHBAJICHTHBIMH JO3AMH OTICTFHOTO arcHTa
¢opmynsl 1 wmm omamapuba B TpynmaXx KOMOWHHPOBAHHOTO JICUCHHUSA HAOMIOJATACh IOBBINICHHAS
MPOTHBOOMYXOJICBAS AKTUBHOCTh B MBIMIHHOH moaKokHOW moaemn MDA-MB-436. B wuccienoBaHun
koMOmHammu omanmapuba (50 mr/kr) m Qopmynst [ (100 MI/kr) mEpeHOCHMOCTh OLCHHBAIH ITyTEM
MOHHTOPHHTA MAacChl Te€lla M pacieTa M3MCHEHHI MAcChl Teia B BHAE % OT Macchl Tela B JACHb Hawajia

neucHud (0 1CHB), Kak moka3aHo Ha @ur. 6C.
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B NOBTOpPHBIX HCCIIEAOBAHUSX OIICHUBAIH IIPOTHBOOITY XOJICBYIO aKTUBHOCTS HHruOnTopa USP1 dopmys! 1

B (popme cokpucTamia B KOMOHHAIIMY C OJANapHOOM Y MBIIICH, HCIIOB3Y I MOAKOKHYIO MOJETb OITy XOJIH
MOJIOUHOH >kene3bl uenoBeka MDA-MB=436. Camkxam mpimeit NOD SCID B Bo3pacte 7-9 Henens,
noIy4cHHBIM OT Beijing Anikeeper Biotech Co. Ltd, moakosxuo Beommm 10x10° onyxoneBrIx k1eTok MD A-
MB-436. Korma omyxomu pocturamm o0beMa mpubmmsuteabro 200 MM°, MBImeH paHIOMH3HPOBATH B
rpymmsl o 10 ocobelt u exeaHEBHO (OAMH pa3 B ACHb) HM BBOIMIH KOHTPOb, Gopmyny I (100 mr/kr)
ormenbHO, (popmyny I (300 mr/kr) oraemsHO, omamapu6d (50 mr/kr) otaenpHO, omamapu® (100 mr/kr)
OTICIBHO 1WiH kKoMOuHanuEo (popmy el I (100 mr/kr) u omanmapuda (50 mr/kr), komOuHanuro Gpopmyisr I (100
Mr/kr) u onanapuda (100 mr/kr), komOuHamto Gopmyter I (300 mr/kr) u onamapuda (50 Mr/kr); wim mo 6
ocobeii u 1Ba paza B AcHb UM BBOAWIH (popmyy 1 (100 mr/kr, aBa pa3a B ICHB) OTACIHHO, KOMOHHAIIHMIO
(opmyasr 1 (100 mr/xr, aBa pasa B A¢Hp) U onamapuda (50 mr/kr). MeimaM BBOAWIH COOTBETCTBYIOIICE
JICUCHHE Yepe3 AKeITy TOUHbIH 30H OAUH Pa3 B JCHb WM JBA Pa3a B JCHb, KAK YKA3aHO BHIIIC, B TCUCHUH 28
JHEH.

Maccy Tena u 065eM OIy XOJIH H3MEPSUH 1BA pasa B HeAeT0. OOBEM Oy XOJIH PAaCCUHTHIBAIN KAK CPEIHEE
3HAQYCHUE U CTAHJAPTHY IO OMIMOKY CPEIHETO A KaXKIOH Irpy bl JeueHus. I IJponeHT HHruOupOBaHUs pocTa
omyxouu (TGI) paccuuThIBaIH C IIOMOIIBIO CPeIHEr0 00BEMa OIyXOJIU B IpyIIe JeueHus Ha 27 neHs — 0
JCHB/CpeIHHUI 00BEM OMYXO0JIH B IPYIIE, MOTy4aBIICii KOHTPOIb, HA 27 neHb-0 AeHb, rae O ACHD SBISCTCS
MICPBBIM JHEM JICUCHHSL.

Bo Beex rpymmax, cocroamux u3 10 Mprmel, Ha 28 A¢Hb BBEACHUS A03BI 6 MBIIICH H3 TPYIIIBI yMEPIIBILAIN
JUTS MPOBCACHHUS AHATH3A 00PA3IOB €X Vivo. 32 OCTaBIIUMHUCS 4 MBIIIAMH B TPYIIIC HAOMOAATH HA PSAMET
OTBCTA MOCIIC MPEKPANICHHS BBEACHHS JO3BI.

Jannpie Ha @ur. 6D u 6E moka3piBaroT, YTO MO CPABHEHHUIO C SKBUBAJICHTHBIMH JI03aMH OTACIBHOTO arcHTa
¢opmynsl 1 wim onamapuba B TpynmaX KOMOWHHPOBAHHOTO JICUCHHS HAOMIOJATACH ITOBBINICHHASL
IIPOTHBOOILY X0JICBAs AKTHBHOCTD B MBIIIMHON MOAKOkHO I Moaem MD A-MB-436. Kpome T0T0, BCe rpy bl
KOMOHHHPOBAHHOTO JICUCHHS JACMOHCTPHPOBANN IOBBINCHHYI) IPOTHBOONYXOJCBYI0 AKTHBHOCTH IO
CpaBHCHUIO C CaMOH BBICOKOH 10301 omanmapuba (100 mr/kr). Bo Bcex rpynmax KOMOWHHPOBAHHOTO JICHUCHUS
MIEPCHOCHMOCTD OLICHHBAIH ITyTEM MOHHTOPHHIA MACCHI TEJIAa M PaciyeTa H3MCHCHUI MAcChl Tea B BHIC %o
OT Macchl TeNa B ACHb Havama jeueHus (0 IeHb), kak nokazano Ha @wur. 6F. Bce komOmHamy Gopmyst [ u
oyanapu0a MEPEHOCHIINCh XOPOINO, YTO OBUI0 HEO)KHAAHHBIM, IOCKOIBKY HE BCE KOMOHHHPOBAHHBIC
Tepanuu ojJanapuOoM xopomo nepeHocarcsa. Cu., Hanpumep, Samol, J., et al., Invest. New Drugs, 30:1493—
500 (2012) (“Further development of olaparib and topotecan in combination was not explored due to dose-

limiting hematological AEs and the resulting sub-therapeutic MTD.”).

Ipumep 6. IpormBoomyxoseBasi akTHBHOCTH ¢opmyasl I B dopme cokpucrtamia B KOMOHMHAIIIHM C

narunouropom PARP oanapnéom B Mo/1e/15IX TMOJIYYEHHBIX OT MAINIEHTOB KCEHOTPAHCIVIAHTATOB MOJIOTHOI

ZKEJIC3bI HA T'0JIBIX MBIIINAX

[0257]

[TpoTuBoOMyX0J€eBYI0 akTHBHOCTH HEHTHONTOpPAa USP1 (opmyms! I B (hopme cokprcrania B KOMOHHAINH C
oyanapuOOM OLICHWBANHM Y MBIIICH, HCIONB3ysS MHO’KECTBO MOJCNICH MOJYYCHHBIX OT MAIHCHTOB
KCCHOTPAHCIUIAHTATOB MOJIOYHOH KCJIC3bI HA TOJIBIX MBIIAX, Kak moka3aHo Ha @ur. 7A—7E. CaMOK roisrx
msimeii Athymic B Bozpacte 6—9 Heaenb, MOTy4eHHBIX 0T ENnvigo, aHECTE3HPOBAIH H MOJKOKHO PAa3MEIaIn

M (parmenT omyxomm pasmepom 20 Mm® wepes paspes B Goky. Korma omyxomm mocturamm o6bsemMa B
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auanazose 0T 60 10 320 mM®, MBIUEH PAHIOMH3HPOBAIH B TPYNIBI MO 3 0COOM H PACTIPEICIUIH HX B

CJICAYIOMING TPYNIBI; KOHTPOb, (popmyna I (30 mr/kr), omamapu® (50 mr/kr) wam koMmOmHAIHA (HOpMyIsI |
(30 mr/xr) u omamapmuda (50 mr/kr). CocIHHCHHE BBOAWIHN UYCpPe3 >KCIYIOYHBIH 30HI OJWH pa3 B ICHb B
TCUYCHHC BIUIOTH 10 42 AHCH B 3aBUCHMOCTH OT KHHCTHKH POCTA MOJCIH OMyXoju. Maccy Tena u 00seM
ONYXOJM H3MEpANTH ABa pa3a B Heaemo. OOBEM ONYXOdHM PACCUHTHIBAMN KaK CPENHEEC 3HAUCHUEC H
CTaHAAPTHYIO OIINOKY CPEAHETO A KKIOH TPy Il JICUCHHS.

Janneie Ha ®Our. 7D MOKA3bIBAKOT, YTO MO CPABHCHHIO C 3KBHBAJCHTHBIMH T03aMH OTACIBHOIO ArcHTa
(Gopmynsl | wmm omamapuGa rpynmbl KOMOWMHHPOBAHHOTO JICYEHHS JEMOHCTPHPOBAIH IOBBIIICHHYIO
MPOTHBOOIY XOJICBYI0 AaKTUBHOCTH B IOJIYUCHHOH OT MAMCHTA MBIMUWHON moaKkoHOH moxemun HBCx-14.
Janusic Ha @ur. 7A nokaspIBarOT MOTCHIMATbHBIC IIPEHMY LIECTBA KOMOUHAIMHY B ITOJY4YCHHOH OT IMallHEHTa

MBIIIHHOM 10K KHOM Moaean HBCx11.

Ipumep 7. IIporuBoomyxo/ieBasi aKTHBHOCTL (opmyiasl I B ¢dopme coxpucramia B KOMOMHAIMH €

[0259]

[0260]

unruéuropom PARP osnanapu6om B PDX-moxe1n Mos104HOI skeie3nl YestoBeka ¢ myramueii BRCA1
u BpicoknM cratycom HRD HBCx-11

INporuBoomyxoseByto akTuBHOCTH HHrHOHTOpa USP1 (hopmyits! I B (popme coxpucTania B KOMOHHALMH C
onanmapuboM oueHuBanu B PDX-Momemn MosouHOI skene3sl yenoBeka ¢ Mytanueii BRCA1 u BbicokuM
crarycom HRD HBCx-11, xak noka3asHo Ha ®ur. 8A-8E. Mozaens HBCx-11 npencrasmster coboi Moaenb
¢ BbicokuM ypoBHeM RADS1, a HRD otHocurcs k Omomapkepy Myriad HRD (ompenemsiercss Kak
BPEIOHOCHBIC HIH IpeamosiaracMbie BpedoHocHble MyTamuu B reHax BRCAl u BRCA2 w/umm
MOJIOYKUTCIBHBIA TOKA3aTCIb HECTAOMIbHOCTH reHOMa (Genomic Instability Score — GIS); GIS
MPSACTABIACT COOO0 ANTOPUTMHUCCKOS H3MEPeHHE moTepu rerepo3urotHocTd (Loss of Heterozy gosity —
LOH), renomepaoro amensaoro aucoananca (Telomeric Allelic Imbalance — TAI) u xpynmHOMacITaOHBIX
mepexomos cocrosuuii (Large-scale State Transitions — LST), ucmoms3ys JHK, BeIOCICHHYIO H3
(puxcupoBaHHBIX (popmarmHOM ¥ 3aauThix mapagueoM (FFPE) 00pa3moB OmMyXoJieBOW TKAaHH, CM.
myriad.com/products-services/precision-medicine/mychoice-cdx/). Camox romerx Mermeii Athymic B
BO3pacte 6—9 Heaemb, MOJYUYCHHBIX 0T Envigo, aHeCTe3WPOBAIM H IOJKOKHO Pa3MEINaid UM (pparMeHT
omyxomH paszmepoM 20 My uepes paspes B 60ky. Korma omyxomn gocturami o65eMa B AHANA30HE 0T 60 10
200 MM3, MBILIEH PAHIOMH3HPOBAIM B IPYIIIbl 10 10 0cobel U pactpenesiy X B CIEAYOIIUE IPYIIIbL:
KOHTPOJb, (hopmyna I (300 mr/kr), popmyaa I (100 mr/kr), omanapud (50 mr/kr), omamapud (100 Mr/kr) win
koMmOuHaHa (popmysl I (100 mr/kr) u omamapuda (50 mr/kr). CocIHHCHUS BBOIWIIH YCPES3 HKCIY AOTHBIH
30HJ OJIMH Pa3 B ACHb B TeucHUE 10 49 mueit (¢ 0 aus mo 48 aews). Maccy Tena 1 00beM OITy XOTH H3MEPSIH
aBa pasza B Hezemo. OOBEM OMyXONM PAcCUMTHIBANH KAaK CPEAHEEC 3HAUCHHEC H CTAHJAPTHYIO OIIMOKY
CPEIHETO AT KXKIOU TPYIIIbI JICUCHHSL.

Janusie Ha @ur. 8 A—8D mOKa3bIBAIOT, YTO IO CPABHCHHUIO C 3KBHBAJIICHTHBIMH JO3AMH OTJCIBHOTO ar€HTa
¢opmynsl | wnmm omamapuba rpymmsl KOMOWHHPOBAHHOTO JICHCHHSA JICMOHCTPHPOBAIH MOBBIMCHHYIO
MPOTHBOOMYXOJICBY0 aKTUBHOCTH B PDX-mMozem mMomouHO# xenme3sl uenmoBeka ¢ myTtamueii BRCAL u
BeicoknM ctarycom HRD HBCx-11. Kpome TOro, KOMOWHHPOBAHHOC JICUCHUC MPOJCMOHCTPHPOBAJIO
TMOBHIMICHHY O MPOTHBOOMYXOJICBYI0 AKTHBHOCTh N0 CPABHCHHIO C CAMOM BBICOKOH 10301 omamapuda (100

Mmr/kr). JJarssie Macch Teia Ha @ur. 8E moka3eBaroT, YTO KOMOWHAIHS IICPCHOCHIACH XOPOIIIO.
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Ipumep 8. IIpornBoomyxoseBasi akTHBHOCTH (opmy.isl I B dopme cokpucraiiia B KOMOHHAIINA €

uaruouropom PARP omanapnfomM B MOAE/H MOJYYEHHBIX OT NAIMEHTOB KCEHOTPAHCILUIAHTATOB
MOJ1041HOi1 skeste3sl HBCx-14 Ha roJibIX MbImax

[TpoTuBOOMyX0J€EBYI0 akTHBHOCTH HEHTHONTOpPAa USP1 (opmyns! I B hopme cokpucrania B KOMOHHAIMH C
oylanapuOOM OIICHWBAJHM Y MBIICH, HCIONB3ysS MHOKECTBO MOJCNICH MOJYYCHHBIX OT MAIHCHTOB
KCCHOTPAHCIUIAHTATOB MOJIOYHOM KEJIC3bI HA TOJIBIX MBIIIAX, KaK MOKa3aHO Ha @ur. 9A-9D. Camok romsx
msimeii Athymic B Bozpacte 6—9 Heaenb, MOTy4YeHHBIX 0T ENnvigo, aHECTE3HPOBAIIH H MOJKOKHO Pa3MEIaIn
uM (pparMeHT omyxoau pasmepom 20 mm® uepes paspe3 B 6oky. Korma omyxomm nocturamm ofseMa B
JMANa30He OT mpuOU3HTEIbHO 60 10 130 MM®, Mpimel panzoMu3upoBanu B rpymmsl no 10 ocobelt u
pactpeIe A HX B CICAYIOIIUE TPYIIIBL KOHTPOJIb, oamapuo (50 mr/kr) win komOuHaus popmy sl I (100
MI/KT) 1 ojanapuda (50 mr/kr). CoetMHEHUE BBOJUIN Yepe3 sKeIy JOUHbIH 30HI OJUH Pa3 B ICHb B TCUCHHUE
42 muett (mHu 1-42). Maccy tena u 00BEM ONMyXOJH H3MEPSUIM [Ba pa3a B Hexemo. OO0beM ONMyXOaH
pacCUHTHIBATH KaK CpPEAHEC 3HAYCHUE H CTAHJAPTHYIO OIIHOKY CPEIHETO AL KaKIOH IPYIIIBI JCUCHHUA.
Perpeccus omyxomun (REG) ompexenanach Kak OIyXOJb C MCHBIIMM OOBEMOM B IOCICOHHH JCHB
HCCIICAOBAHUA ITO CPABHCHHIO C IEPBBIM JHEM BBCICHHA J03bI, a oHas perpeccus (I1P) ompeaensanachy kak
OTCYTCTBHUC NAIBIMPYEMOH OIyXOJIH B KOHLIC HCCIICTOBAHHS.

Jaunbie Ha ©ur. 9A-9C noka3pIBarOT, YTO O CPABHECHHIO C SKBHBAJICHTHBIMH J03aMH OTACTLHOTO arcHTa
onanapuba Tpymbsl KOMOHHHPOBAHHOTO JICUCHUS AEMOHCTPHPOBAIH IOBBIIICHHYIO MPOTHBOOILY X0JICBYIO
AKTHBHOCTH B NOJIYYCHHOIH OT MallHEeHTa MBIIIHHOH noakokHoi Moaemu HBCx-14. JlanHbIe MacChl Tesa Ha

@ur. 9D moxazpIBarOT, YTO KOMOHHAIMA EPSHOCHJIACH XOPOIIIO.

Mpumep 9. lporuBoomyxosieBasi aAKTUBHOCTL (opMy.nl I B popMe cokpuCTALIA B KOMOMHAINH C
uaruouropom PARP osanapufom B MOAE/HM NMOJIYYEHHBIX OT TMAIUEHTOB KCEHOTPAHCIUIAHTATOB
simraanka OV0589 Ha roJibIx MbImax

[TpoTuBoOMyX07€eBYI0 aKTHBHOCTH HEHTHOHTOpPAa USP1 (hopmyms! I B (popme cokpucTanmia B KOMOHHALHY C
omanapuOOM OIICHWBAAH Yy MBIMCH, HCIOJB3YsS TPH MOJCTH TMOJYYCHHBIX OT MALHCHTOB
KCCHOTPAHCIUIAHTATOB AMYHHUKA HA TOJBIX MBIIIAX, KAk MOKa3aHO HA ®ur. 10A—10H. CaMOK roierx MeImeit
BALB/c B Bo3pacte 6—8 Hemenms, monyucHHBIX OT Beijing Anikeeper Biotech Co., Ltd, aHecTesupoBamu u
MIOAKOKHO pasMeInany UM (PparMeHT OIyXOJH AHaMETpoM 2-3 MM uepe3 paspe3 B Ooky. Korma omyxomm
JOCTUrajii 00BEMa B THATIA30HE OT MPUOIH3UTENBHO 90 10 200 MM, MBIIIECH PAHIOMH3HPOBATH B TPYIIIIBI
mo 3 0co0H U PACHPEACIIIIN UX B CACAYIOIIHE TPYIIBI; KOHTPOb, (popmyna I (100 mr/xr), popmymna I (300
Mr/kr), onanapu6 (50 mr/kr), omamapud (100 mr/xr) wm komOmHATHS (opmy el [ (100 Mr/kr) u onamapuda
(50 mr/xr). CoeuHCHUE BBOIMIH YCPE3 HKSITY JOUHBIH 30H/I OIHH Pa3 B ACHD B TCUCHHUE 35 qHCH (qHN 0-34).
Maccy Tema u 005eM OTY XOTH H3MEPSUTH 1BA Pa3a B HeAe0. OOBEM OIyXOIIH PACCUHTHIBATH KAK CPCTHEE
3HAYCHHUE W CTAHAAPTHYIO OIIHOKY CPEIHEro Uil KaKAoH rpymmsl jeueHusd. Perpeccus omyxomu (REG)
OTIpPeACTIACh KaK OMyXOJb C MCHBIIMM OOBECMOM B TOCICIHHUN JCHH HCCICIOBAHUS IO CPABHCHHUIO C
TICPBBIM JTHEM BBEACHHSA 03bI, a moaHad perpeccus (I1P) ompenenanach Kak OTCYTCTBHE HANbIMHPYEMOil
OTIYXOJIH B KOHIIC HCCJICIOBAHHSL

Janusie Ha @ur. 10A—10G noka3sIBaroOT, YTO MO0 CPABHEHHIO C SKBUBAJICHTHBIMH J03aMH OTJACIBHOTO arcHTa
(dopmyns!l | wmm onmamapmba rpynmbl KOMOWHHPOBAHHOTO JICYEHHS JACMOHCTPHPOBAIH IOBBIIICHHYIO
MIPOTHBOOIY XOJICBYI0 AKTHBHOCTD B MBIIIMHOM ITOJKOKHOH MOJCIH IOJYYCHHOTO OT MAIMEHTA SHYHUKA

OV0589. KpoMe TOro, KOMOHHHPOBAHHOE JICYCHHE TPOJIEMOHCTPHPOBAJIO TAKYIO K€ 3(P(PEKTHBHOCTD, YTO
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W caMad BBICOKasA 1032 omanapuda (100 mr/kr). JleueHne (popmynoii [ 0TaACIEHO TakKe MPOISMOHCTPHPOBAIIO

TPOTHBOOIY XOJICBYH) aKTHBHOCTD T 000HX 103. I3MEpeHHS MacChl Tea YKA3bIBAIOT HA TO, UTO BCC BHIIBI

JICUCHUA NepeHOCUIUCH Xopowo (Pur. 10H).

Ipumep 10. IIpoTuBooONyX0/IeBasi AKTHBHOCTL (opmy. sl I B popMe cokprcTA/IIA B KOMOHHAIINA €
uaruouropom PARP onanapufomM B MOAE/H MOJYYEHHBIX OT NAIMEHTOB KCEHOTPAHCILUIAHTATOB
simaanKa ST416 HA roJIBIX MBIIIAX

[TpoTHBOOMYyX0J€EBYI0 aKTHBHOCTH HMHrHONTOpPa USP1 (hopMmyis! I B (hopMe cokpucTania B KOMOHHALMH C
oyJanapuOOM OIICHHBATH Yy MBIMCH, HCIOJB3Yd TPH MOJCIH MOJYYCHHBIX OT MAIMCHTOB
KCCHOTPAHCIUIAHTATOB AMYHHUKA HA TOJIBIX MBIMAX, Kak moka3zaHo Ha @ur. 11A u 11B. CaMOK roJmsix MbIIieH
Athymic B Bo3pacte 6—8 Heaens, moayueHHBIX OT The Jackson Laboratory, aHecTe3upoBaiu 1 MOIKOKHO
pasMemans uM (PParMeHT OmyXoJH pasmepoM 70 mM® depe3 paspes B Goky. Korma OmyXouH JOCTHIAMM
00BeMa B [UANA30HE OT NPUOTH3HTENBHO 65 10 130 MM, MbIIel PAHIOMH3HPOBAIH B TPY MBI 10 3 0CO0H
W PacIpele/suid HX B CICAYIOIME TPyImbl: KOHTPOab, (popmyna I (100 mr/kr), gopmyna I (300 mr/kr),
omanapu6 (50 mr/kr), omanapu6 (100 mr/kr) wim komOuHanus (Gopmyst I (100 mr/kr) u omamapuda (50
mr/kr). CoeTMHCHHE BBOAMIN UCPe3 JKEIyOUHBIH 30H OJUH pa3 B ACHb B TeucHUe 19 mueil (muu 0-18).
Maccy Tena H 005eM OITy XOJIH H3MEPSUIH ABa pa3a B Heaemo. O0BEM OIyXOJIH PACCUMTHIBATIM KaK CpeIHee
3HAYCHHE H CTAHJAPTHYIO OMMOKY CPeIHEro NIl Kakaoi rpymmsl jgeyeHud. Perpeccus omyxomu (REG)
ONpeACTIAIACh KaK OMyXOJb C MCHBIIMM OOBCMOM B NOCICAHHH ACHB HCCICAOBAHUA IO CPABHCHHUIO C
MEPBBIM THEM BBEACHUA A03bI, a moiHas perpeccusa (IIP) ompeaensiace kak OTCYTCTBHE HAIBITHPYEMOH
OITyXOJIU B KOHIIC HCCIICAOBAHMUSL

Janusic Ha @ur. 11A moKa3pIBAOT OTCYTCTBHE MPOTHBOOIY XOJICBOH AKTHBHOCTH BO BCEX IPYIIAX JICUCHHS
B MBIIIMHOH MOJKOKHOW MOJCITH MOJIyUYCHHBIX OT HMAIMCHTOB SHYHHKOB ST416. M3MepeHHs MacChl Teaa

YKa3BIBAOT HA TO, YTO BCE BUIBI JICUCHHS MIEPEHOCHIUCH Xopomio (Dur. 11B).

Mpumep 11. IIpoTuBooNyXo/eBasi AKTUBHOCTEL (popmy.inl I B popMe cokprcTA/IIA B KOMOHHATINA C
uarnouropom PARP omanapnfoM B MOJe/IM TOJIYYEHHBIX OT TMAIMEHTOB KCEHOTPAHCIUIAHTATOB
simraanka CTG-0253 Ha roJbIx MBIIax

[TpoTuBOOMyX07€eBYI0 akTHBHOCTH HEHTHOHTOpPAa USP1 (hopmyms! I B (hopme cokpucTanmia B KOMOHHALHY C
omanapuOOM OIICHMBATMH Yy MBINCH, HCIOJB3YsS TPH MOJCTH TOJNYYCHHBIX OT MAILHCHTOB
KCCHOTPAHCIUIAHTATOB SHYHHUKA HA TOIBIX MbImax. CaMok rombeix Memmeii Athymic B Bo3pacte 6—8 Hemenb,
TMOMYYCHHBIX 0T Envigo, aHeCTe3UPOBaIN W MOJKOKHO Pa3sMCIIATH WM (DParMCHT OMyXOJH pazMepom 125
MM "epes paspes B 6oky. Koraa onyxoum nocTuraim 00beMa B IHANA30HE OT MPHOM3ATEIBHO 130 10 240
MM, MBITIEH PAHIOMH3HPOBAIH B TPY MBI 10 3 0COOH H PACTIPENENSITH HX B CJIEIYFOIIUE TPY TITBI: KOHTPOJIb,
¢popmyna 1 (100 mr/kr), ¢opmyna I (300 mr/kr), omamapu® (50 wmr/kr), omamapu® (100 Mr/kr) wmm
komOmHama (popmysl I (100 Mr/kr) u omamapuda (50 mr/kr). CoCIHHCHUE BBOIWIIH YCPES3 HKCIY AOTHBIH
30HJ OJMH Pa3 B ACHb B TeucHUe 20 aueii. Maccy Tema u 00bEM OIMyXOJIH H3MEPSUIH JABA Pa3a B HEACTIO.
OO0BCM OTMYXOJIH PACCUNTHIBAIA KAK CPCIHCC 3HAUCHHC W CTAHJAPTHYIO OMIHOKY CPCIHCTO I KAXKIOH
rpynnsl seueHns.  Perpeccus omyxomm (REG) ompenensuiach kak OMyxoqb C MEHBIIMM OOBEMOM B
TIOCJICAHHUH ICHb HCCICIOBAHUS MO CPABHCHUIO C MIEPBBIM JHEM BBEACHHA J03bI, a monHad perpeccus (I1P)

OnpeacIAIach Kak OTCYTCTBHE nanbrmpyeMop"I OITy XOJIM B KOHIIC HCCIICAOBAHHUA.
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Mpumep 12. IIpoTuBoONyX0JeBasi AKTHBHOCTH (opmy.inl I B popme coOKprcTA/IIA B KOMOHHAIINA €

uaruouropom PARP omanapnfomM B MOAE/H MOJYYEHHBIX OT NAIMEHTOB KCEHOTPAHCILUIAHTATOB
simaanka CTG-0253 Ha rosibIx MBImax

[IpoTuBOOMyX07€eBYI0 akTHBHOCTH HEHTHOHTOpPa USP1 (opmyms! I B hopme cokpucTania B KOMOHHAIMH C
onar[apn60M OLUCHHUBAIH Y MI)IH.IGfI, HCIOB3ysA TPH MOACTH MOJYUYCHHBIX OT TANUCHTOB
KCCHOTPAHCIUIAHTATOB AWYHUKA HA IoJbIX MbImax. CaMok rofbeix Meimrel Athymic B Bozpacte 6—8 Heaemb,
NOIYYEHHBIX OT ENvigo, aHeCTE3MPOBAIH H IIOIKOKHO PA3MEIIAIH UM ()PArMEHT OIYXOJIH pa3MepoM 60 My
yepe3 paspes B 60ky. Koraa onyxomu gocTurand o6beMa B JHANA30HE OT MPHOIu3HTENbHO 100 10 180 Mm?,
MBIIICH PaHIOMHU3HPOBATH B IPyNIbl 0 3—4 0cOOH M paclpee/SUTH HX B CJICAYIOLIHE IPY B KOHTPOJIb
(aocurens), Gpopmymna I (100 mr/xr), ¢popmyna I (300 mr/kr), omanmapu6d (100 Mr/kr) win KOMOWHALIHA
(popmysl I (100 mr/kr) u omanapu6a (100 mr/kr). CoeAMHCHIE BBOIIIIN YSPE3 HKETy JOUHBIH 30HI OHH Pa3
B AcHb B TeucHue 18 mgHert (mum 0-17). Maccy Tema u 00BeM ONMyXOJIH H3MEPSUTH JBA Pa3a B HEACIIO.
IlepeHOCHMOCTB OLCHHBAIHU ITyTEM PAacUeTa H3MEHEHHUH MacChl Tea B BUAC MPoueHTa (%) OT Macchl Tea B
JcHb Hayana jeucHusa (0 aeHb). OOBEM OIyXOJH PACCUHTHIBAIH KAK CPEIHEE 3HAUCHHUE U CTAHJAPTHYIO
OmuOKy CpeIHeTo A KaKAoH rpymmsl JeueHus. Perpeccus omyxomu (REG) onmpenensiach Kak OMyXoJb C
MCHBIIHM 00BEMOM B NOCJICTHHH ACHb HCCICAOBAHHA 10 CPABHCHHUIO C NEPBBIM THEM BBEACHHS J03BI, 4
nosHas perpeccus (ITP) ompenenanack Kak OTCYTCTBHE NAIBITHPYEMOM OIy XOJIH B KOHIIC HCCJICTOBAHUS.
Janueic Ha ®ur. 15A-F moxa3siBaroT OTCYTCTBHE IPOTHBOOIYXOJICBOH AKTHBHOCTH BO BCEX TPYyIIAX
JCYCHUA B MBIIMHOH MOJENIH MOJYYCHHBIX OT NMANMECHTOB KCCHOTPAHCIUIAHTATOB suuHuka CTG-0253.

Jannsie Maccel Tena Ha @ur. 15G moKasbIBarOT, 4TO KOMOHHALHS IIEPEHOCHIIACH XOPOIIIO.

Mpumep 13. IIpoTuBoonyxo/ieBasi AKTUBHOCTL (popmyJinl I B popMe coKpuCTAILIA B KOMOMHATINH C
uaruouropom PARP Hupanapu6oM B MBIIHHON KCEHOTPAHCIUIAHTATHONH MO/JEIN  OIYXOJIH

MOJIOYHOIT JKeJie3nl yestoseka MDA-MB-436

[TpoTuBOOMYyX07eBYI0 aKTHBHOCTH HEHTHOHTOpPAa USP1 (hopmyns! I B (popme cokpucTanmia B KOMOHHALHY C
HHUpanapuOOM OI[CHUBAN Y MBIIICH, HCTIOIb3Y I HOAKOKHYFO MO/ICITb OTY XOJIH MOJIOYHOH >KeJIe3bl HEJIOBECKA
MDA-MB-436. Camxam mermieiit NOD SCID B Bo3pacte 7-9 Heaenms, nmoayucHHBIM OT Beijing Anikeeper
Biotech Co. Ltd, mogkoxxHo BBOmWIM 10x106 omyxosesbix kietok MDA-MB-436. Korma omyxommn
JOCTUrajd 00beMa MPHOIU3HTEIBHO 319 MM, MBIEH PAHIOMH3HPOBATH B TPYNIBI MO 5 0cCOoOEH u
CKCTHCBHO (OJHMH Pa3 B JCHB) BBOAWIH UM KOHTPOJb, HUpanapuo (20 mr/kr) otacasHO, HEpamapub (50
MI/KT) OTAENbHO Hiau kKoMOmHammo (Gopmyiis! 1 (100 mr/kr) m Hupamapuba (20 mr/kr). MeimaM BBOIHIH
COOTBETCTBYIOIICE JICUCHHE YEPE3 HKEIy AOUHBIN 30HJ OJHH pa3 B ACHb, KAK YKA3aHO BBIIIC, B TCUCHUH 28
JTHEH.

Maccy Tena m 00BEM ONMYyXOJNH H3MEPSIM IO MEHBINCH Mepe ABa pa3a B Heaemo. OO0BeM OmMyXouu
pacCUHTHIBAIH KaK CpeIHES 3HAUCHUC U CTAHAAPTHYIO OMIHOKY CPEIHETO U KsKAOH TPy IIIIbI JICUCHHSL.
Janusie Ha @ur. 12A-12C moka3pIBaOT, 4TO IO CPABHEHHIO C SKBUBAJICHTHBIMH J03AMH OTACIHHOTO arcHTa
HApamapuba B TIpymme KOMOWHHPOBAHHOTO JICYCHHS HAOIFOTANAch MOBBIICHHAS ITPOTHBOOITYXOJICBAS
AKTHBHOCTh B MBIMIMHOH MOAKOKHOH Moaem MDA-MB-436. Kpome Toro, rpynma kKOMOWHHPOBAHHOTO
JIEUYCHHS MPOJAEMOHCTPHPOBAJIA MTOBHIICHHYIO MPOTHBOONYXOJICBYI0 aKTHBHOCTD IO CPABHCHHUIO C CaAMO
BBICOKOIT 103011 Hupanapuoa (50 mr/kr). B rpynme koMOMHHPOBAHHOTO JICUCHHS IEPSHOCHMOCTD OLICHHUBAIIH

Iy TCM MOHHUTOPHHTA MACCHI TCJIA U pacucTa H3MCHCHHH MACCHI Tella B BHAC % OT MAcChI TeJia B ICHD HAYaIa
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neueHusa (0 geHp), kak moka3aHo Ha @wur. 12D. M3MepeHus Macchl Telda YKa3blBalOT HA TO, HTO

KOMOWHHUPOBAHHOC JICUCHHC TICPCHOCHIOCH Xopomo (Dur. 12F).

Mpumep 14. MexekapcTrBeHHoe B3anMoaeiicTeae Gpopmyias I B popMe COKpHCTAILIA B KOMOMHAIINH

¢ uarnouropom PARP osanapnoom y camox mprmeii NOD SCID 6e3 omyxoJteii

[0273] MexnexapcTeeHHOE B3anMoackicteue naruoutopa USP1 opmymst I B (popme cokpucTamia B KOMOHHAIIUH
C oJamapuOOM OIICHHBAIH Y MBIMICH IMyTEM OICHKH CHCTEMHOTO BO3ACHCTBHA B IJIa3ME C TCUCHHEM
ppemenu. Camox msbimeit NOD SCID B Bo3pacte 6—8 Henens, nony4yeHHBIX OT Beijing Anikeeper Biotech
Co. Ltd, panmoMu3upoBay B TPYIIITEI IO 4 0COOH M BBOIMIIM UM UCpPe3 HKEITy JOUHBIN 30H OJUH Pa3 B ICHb
B TeucHue 5 gHeH (opmynay I (100 mr/kr) otaensHo, omanapud (50 MI/KTr) OTACTBHO HIM KOMOHHAIHIO
(popmysl I (100 mr/kr) u onanapuda (50 Mr/xr).

[0274] B rpymmax seeaeHus onamapuda (50 Mr/kr) otaciabHO wim B koMOuHammu ¢ (popmyiaoit I (100 mr/kr)
00pasIpl KpOBU COOHpATH Y KaKI0H MBI B CICAYIONIME MOMEHTH BPEMCHH IIOCJIC BBCACHUA TO3BI B 1
JCHb U 5 ACHB. 10 BBSACHUSA JO3BL uepe3 0,5 u, 1 u, 2 u, 6 u, 12 4, 24 u. B rpynnax BeeacHust (popmyis [
(100 Mr/Kkr) OTACTHHO WM B KOMOWHALWH C ojamapudoM (50 Mr/kr) oOpa3isl KPOBH COOMPATH Y KaXKIOH
MBIIIH B CJICAYFOIHEC MOMEHTHI BPEMCHH IOCIIC BBEACHUSA TO3BI B 1 ICHD U 5 ICHB: 10 BBSACHUS T03bI, Uepe3
1u, 2y, 44y, 8y, 12 yu 24 .

[0275] MHaussic Ha @ur. 13 A—13D noka3sIBarOT, UTO COBMECTHOE BBEACHHUE (hopMy bl | 1 oamapuda HE MOBBIIIACT
HHu Bo3aciicTeue (popmynasr I (13A w 13B), Hu Bo3aeiicteue onamapuda (13C u 13D). Takum oOpasom,
KOMOHHHPOBAHHAS AKTHBHOCTH HE 0OYCIIOBJICHA MOBBIIICHHEM BO3ACHCTBHS (popMy Il | mim BO3aeHCTBUSA

onamapuoa.

Hpumep 15. JecaTuIHEBHOE TMOUCKOBOE HCC/IeIOBaHHe TOKcHYHOCTH (opmyibl I B dopme
coKpucTaIa HA KpbIcax Jimmann Crnper-{oy/m i IBAHCKHX MaKakax
A. JHecamuonegrnoe nouckogoe uccneo08aHe MOKCUYHOCMU NepopanvHoil 0oszvl ¢opmynvt I 6 ghopue
coxkpucmanna Ha kpvicax aunuu Cnpee-/loynu

[0276] UYroOBI OLCHUTH TOKCHYHOCTh W TOKCHKOKHHCTHKY (popmy el I B popme cokpuctamia, popmyiy I B hopme
COKPHCTAJIA BBOIUIA camuaM Kpbic uann Crper-Jloymm B TeucHne 10 gHCH uepes »KCITyI0UHBIH 30HA,
Jpannaru maru camuam kpeic (Rattus norvegicus) B Bo3pacte 7-8 Hezens (5 ocobel/rpymy), NoayYeHHBIM
ot (Envigo RMS, Inc., Unqmananomic, mrat HA#aHA), BBOIMIA HOCUTCIH HITH HCCIICAYCMBIN MPCIapar B
TCUCHHC ACCATH THCH OIWH pa3 B AcHb (1 p/m) wimwm aBa pasa B A¢HB (2 P/I) B BHAC NCPOPANBHBIX 103, KaK
ommcaHo B Tabmune 4. OOpa3np! HETbHOH BEHO3HOH KpoBH 00beMOM mpuoOIm3uTensHo 0,5 M codupanu u3
niepr(epuIeCKO BEHBI KPBIC TSI OMPEICICHIS BO3ACHCTBH HCCie{yeMoro npenapaTa. O0pasnel codupamu
B auu 1 u 10: 1o BBeAcHus (TonbKko Ha 10 acHb) U uepe3 30 munyT, 1 4, 2 u, 4 4, 8 u u 24 4 moCJ/ic BBEACHHUS
HCCIEAyeMOTO Tpenapara. BeeX »XKMBOTHBIX YMEPIIBIIUIH /UL NATATOTOAHATOMUYECKOTO HCCIICTOBAHH
MPUOIHM3HTENIBHO Uepe3 24 yaca mocie BBEACHHS MOCICTHEH T03bI.

[0277] TokcHKOKHHETHUIECKHE aHATH3HI MPOBOIWIIN C IIOMOINBEO IporpaMMHOTro odectieueHmns Phoenix WinNonlin

(Bepcms 8.1 nim Oonee MO3MHA), HCMOIB3Y I HEKOMIIAPTMEHTHBIH MOX0/] HA OCHOBAHUH ITy TH BBEICHHS.

Ta6mma 4. Cxema BBEICHHS B HCCIICAOBAHUN TOKCHYHOCTH (popMmy sl I B opme cokprcTania Ha KpsICax JTHHUH

Coper-Joym
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I'pymn | Hccaenyemsr | Oomas O6mast Konnmentpammn | Cxema Kommaecte | JKnBoTHO
a il mpenapar CYTOUYHAsI | CYTOYUHA | o1 BBEJCHH | O e Ne (M)
J03a s jg03a | (Mr/mun)** 1 JKMBOTHBIX
(mr/kr) (mr/KT)
1 Hocuremp* 0 - 0 1p/n 5 1-5
(HocuTtenb
)
2 ®opmyna I, | 100 - 10 1p/n 5 6-10
COKpHCTAILT
3 ®opmyna 1, | 300 - 30 1 p/n 5 11-15
COKpHCTAILT
4 ®opmyna 1, | 1000 - 100 1p/n 5 16-20
COKpHCTAILT
5 ®opmyna 1, | 300 150 15 2 p/a¥** |5 21-25
COKpHCTAILT

*0,5% HPMC/0,1% TBur-80

** Tlonpasounbri ko3 durrentT 1,288 Tpebopaics [l MONPABKH HA MPUCY TCTBUE TCHTH3HHOBOH KHCJIOTHI

*#% 103bI BBOAWIN C HHTCPBAJIOM MPHOIM3UTEIBHO 12 4acoB

B.  JlecamuonesHoe nouckogoe ucciedosanie moxcuyHocmu gopmynvt I 6 gpopme coxpucmannia Ha A8aAHCKUX

[0278]

[0279]

Maxaxax

UroOBI OI[CHUTH TOKCHYHOCTh H TOKCHKOKHHCTHKY (popmy bl I B popme cokpuctamia, Gpopmyny I B hopme
COKPHCTAJIa BBOJWIHM €KCIHCBHO CAMIIAM fABAHCKHX Makak B TeueHHe 10 mueil. IlatHagmatu cammam
SABAHCKHUX MaKak (macaca fascicularis) B Bo3pacte 2—3 roga (3 ocoOwu/rpymmy), monyucHHBIM 0T Orient
BioResource (Ammc, mrat Texac), BBOIWIN HOCHTCIb HITH HCCIICIY CMBIH TPEMapaT Yepes3 KCIy TOUHBIH 30H
B TCUCHHC [CCATU THCH, KaK OmicaHo B Tabmmue 5. IIpu >KW3HH >KUBOTHBIX OCMATPHUBAIH B OTHOIICHUH
KIMHAYECKUX MPU3HAKOB TOKCHYHOCTH, H3MCHEHHSI MacChI Tesa ¥ NoTpeOreHus mumy. CepuiHble 00pa3mbl
KPOBH COOMpATH U MPOBEACHNUS aHAM3a KOHIIEHTPALMH B IDIA3ME /UL OLCHKH CHCTEMHOTO BO3ACHCTBHA
HCCIIEAYEMOTO TIperapaTa. BcexX >KUBOTHBIX YMEPIIBILUIH I ITATAJOT0AHATOMHYECCKOTO HCCICIOBAHH
MpUOM3ATSIIFHO uepe3 24 yaca MOCNC BBCACHWSA MOCIHCTHCH M03BI (uepe3 12 4acoB mOCIC BBCACHHA
TOCTICTHCH JO3HI I TPY B C BBSACHUCM 1 p/m).

TOKCHKOKHHETHUECKHE AHAM3BI IPOBOIMIIH C TIOMOIIBIO MporpaMMHOTO obecnetueHus Phoenix WinNonlin

(Bepcms 8.1 nim Oonee MO3MHAM), HCMOIB3Y I HEKOMIIAPTMEHTHBIH MOX0/] HA OCHOBAHUH ITy TH BBEICHHS.
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Taosmma 5. Cxema BBSACHHSA B HCCICIOBAHAN TOKCHIHOCTH (PopMy s | B (JopME COKpHCTAIIA HA IBAHCKHX MAKAKAX

I'pynma O6masi cyrounas | Oomast Konnentpamus | Komraecrso KusotHoe Ne
Ja03a (Mr/Kr) CyTouHAsl /1032 JKHBOTHBIX ™)
(vr/xr) (mr/vuT)
1 0 (rocuTeb)* - 0 3 1-3
2 100 - 20 3 4-6
3 300 - 60 3 79
4 1000 - 200 3 10-12
5 300 150 2 p/p*** 30 3 12-15

*0,5% HPMC/0,1% Tsun-80
** [TonmpaBouHbli ko3 duuueHT 1,288 TpeCoBaCs 1 MONMPABKY HA IIPHCY TCTBHE TCHTH3UHOBOH KHCIIOTHI

*#% Jl03BI BBOJMIN C HHTEPBAJIOM IIPUOIH3UTEIIHHO 12 4acoB

C. Pesynvmamul uccie0oganus moxcusHocmu gopmynvt I 6 popme coxpucmanna na xpvicax aunuu Cnpea-loynu u

ABAHCKUX MAKAKAX

[0280] Csoanbie HaHHBIC UCCICAOBAHUE TOKCHYHOCTH U TOKCHKOKHHETHKH (popMysl I B (popme cokxpucramia Ha
kpeicax jguHAH Croper-JoyiaM W ABAHCKHX MAKAKAX B CPABHCHHH C Pa3THYHbIMH HHruOmtopamu PARP
MpeACTaBACHBl B Tabmuue 6. B cpaBHeHmm ¢ pazmumuebiMH wHTHOWTOpamMH PARP, ami koTophIx
JO30JIMMHTHPYIOIIAS ~ TOKCHYHOCTh  NPEACTABIICT  COOOW  TEMOMOITHYCCKYK)  TOKCHYHOCTD
(MHCTIOCYIPECCHIO H MAHIUTOIICHHIO), TO30JHMHTHPYIOINAS TOKCHIHOCTH (popMy 1kl I B (hopMe cokprcTaIia
MPSACTABIACT COOOH  JKCJIyIOYHO-KHOICYHYI0 TOKCHYHOCTP M, TakuM oOpa3oM, oOmagact
HENICPEKPHIBAIONICHCS  AO30JUMATHPYIOICH TOKCHYHOCTBIO C wmHrHOmTopamun PARP. B Tabmme 6
JOMOJNHATEIBHO MOKA3aHO, YTO TEeMOIO3THYCCKAS TOKCHYHOCTD SBISIETCS JO30JIUMHTHPYIOMICH IS BCEX
onobpeHHsIx HHrHONTOpoB PARP. TlepepsiB, CHIDKCHHE W NPEKPAINCHHEC BBEACHUS KIHMHHYCCKOH 03B
uHruOnTOpoB PARP ABISFOTCS pacnipoCTPaHCHHBIMHE, OCKOJIBKY IAI[HCHTHI HCIBITHIBAIOT HEXKETIATCIIbHbIC
SABICHUA TPH BBCACHWHM WHTHOMTOPOB PARP, Takmm 00pa3oM, CYMICCTBYST HCOOXOOMMOCTh B OOJiCe
mepeHOCHMOM M 3((pekTHBHOM KOMOWHHPOBAaHHOM pexuMme HHruoutopoB PARP. Takum o0Opasowm,
CYIICCTBYET BO3MOKHOCTD JJIs1 KOMOMHUPOBAHHOTO JieueHusT nHruouTopoM USP1 u maruéuropom PARP,
YTO MO’KET JOTOJHHTEIbHO HOBBICHTH 3((exTuBHOCTS MHrHONTOpoB PARP mpm cHmkeHHOH mo3e Oe3

MEPEKPBIBAKOICHCA TOKCHYHOCTH.

Ta6mma 6. CpaBHEHHE AO30JMMHTHPYIOINX TOKCHYHOCTEH (opMyisl I B (popMe COKpHCTA/IIA M PA3IHIHBIX

nHruouTopos PARP

Hurnourop USP1 CroiHBIE TAHHBIE PE3YILTATOB NCCJICAOBAHNS TOKCHIHOCTH
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®opmyna L

COKPHCTAJLT

o  KenyAOYHO-KHINECYHAS TOKCHYHOCTH SIBLUIACH JO30TUMHTHPYHOIICH Kak y
KpBIC, TAK H Y ABAHCKHX Makak. I3MCHCHH B JKEITy AKS, KOTOPBIC HAOMFOJATHCH
TIPH YPOBHAX BO3ACHCTBHA > 6X mporro3upyemoii ceodoauoit AUC yenoseka
(MoHOTEepamus) ¥ > 13X (KOMOHHAINSA), CBHACTCIHCTBOBANH O PA3APAKAOIICM
JICHCTBUH

e T'emomosTHYECKAd TOKCHYHOCTh HE SABJUIACH 3AMECTHBIM NMPHU3HAKOM Y 000HX
BHJIOB

e YV KpBIC HC HAOFOJATH HH AHCMHUH, HU MAHIIUTOTICHUH IIPH JTFOOOM YPOBHE 0351

e V 4BaHCKAX MaKaKk HAONFOJAH CHHKCHHE KOJHYCCTBA JPUTPOLUTOB H
J'ICfIKOIIPITOB, XOTA 3TH H3MCHCHHA HC CYHTAJIHCHh OOCTATOYHBIMH, 4TOOBI

BBI3BATH CMCPTH

Onamapu6b
(NDA Ne 206162)

e Omanapu® BBI3BIBAJ 3aMETHYI I'€MATOJOTHYECKYI0 TOKCHYHOCTh Kak B 7-
JTHCBHOM HCCJICIOBAHHH HA KPbBICAX, TAK U B HUCCIACAOBAHHH MAKCHMATbHON

HEPSHOCHMOIi 103bI Ha COOAaKaxX

Hupamapu6
(NDA Ne 208447)

e  Hupamapu0 BbI3bIBAI PAHHIOIO CMEPTh BCIICACTBHE TOKCHYHOCTH AJISI KOCTHOTO
Mo3ra, HabmoaaeMoii B 90-1HEBHOM HCCICIOBAHHH HA KPBICAX
e Ha0moaanuch 3HAYUTCIBHBIC HW3MCHCHHS T'€MATOJOTHUYCCKUX MAPAMETPOB B

28-THEBHOM HCCIICIOBAHUYU HHUpanmapuda Ha cobakax

Pyxamapu6
(NDA Ne209115)

e  YMEHBIICHHUE 3PUTPOLUTAPHOI MAcChl, KOTOPOE KOPPEITUPOBAJIO ¢ arpodueti B
KOCTHOM MO3re, HAOMIOAAMM IPH IPHMECHCHHH pykamapuba B 28-THEBHOM

HCCICOOBAHUH HA KPBICAX

Tamazomapud
(NDA Ne 211651)

o  JIO30MMMHUTHPYIOIAA TOKCHYHOCTh ObLIa OOYCIOBJICHA T'€MATOJOTHUYCCKHUMH

pe3yabpraraMu 90-1THEBHOTO HCCICIOBAHHS HA KPBICAX

Mpumep 16. IIporuBoomyxojeBasi akTHBHOCTHL (opmyasl I B dopme cokpucraiia B KOMOHHAIIIM C

[0281]

uarunouropom PARP omanapnfom B MOAE/H MOJYYEHHBIX OT MAIMEHTOB KCEHOTPAHCIUIAHTATOB
MOJ101HOI1 skeste3p1 HBCX-8 Ha rosisIx Mpimax

[IpoTuBoOMyX0J€eBYI0 akTHBHOCTH HEHTHOHTOpPAa USP1 (hopmyns! I B (hopme cokpucTanmia B KOMOMHALHH C
oyanapuOOM OLICHWBANHM Y MBIICH, HCIOJNB3YysS MHOKECTBO MOJCNICH MOJYUYCHHBIX OT MAIHCHTOB
KCCHOTpaHCIIaHTaros, BKirouas Moaens BRCA1 myrtantHOro, TP53 MyTaHTHOTO, C BBICOKHM CTaTyCOM
HRD u ¢ BeicokuM yposHeM RADS1 TprmKas! HEraTHBHOTO paka MoJIouHOiH skene3sl HB Cx-8. CaMok roursix
msimeii Athymic B Bozpacte 6—9 Heaenb, MOTyYeHHBIX 0T ENvigo, aHECTE3HPOBAIH H MOJKOMKHO PAa3MEIaIn
uM (parMeHT omyxoiu pasmepom 20 mm® uepes paspe3 B Goky. Korma omyxomm nocturamu o0seMa B
JMATA30HE OT MPUOIH3HTEIBHO 60 10 130 MM®, MBIIEH PAHAOMH3HPOBATH B TPYNNBI MO 3 0COOH W
pacTipeic AN UX B CICAYIONINC TPYNIBL KOHTPOIh (HocHuTenb), (popmyma I (100 mr/xr), omamapud (100
Mr/kr) un komOmHanwst opmyasr 1 (100 mr/kr) u omanmapuba (100 mr/kr). CoequHECHHE BBOAMIN Yepes3
JKC Ty IOYHBIH 30H OIHH Pa3 B ACHB B TeucHHC 42 queiH (mam 0—41). Maccy Tena u 006eM 0Ty XOJTH U3MEPSLITH
JBA Pa3a B HEACHIO. [IepeHOCHMOCTD OLICHUBAIN MyTEM PAacieTa H3MECHCHHH MACCHI TEIA B BHAC NPOLICHTA

(%) oT MaccsI Te1a B AcHs Havana acucHuA (0 neHp). OOBeM Oy X0JTH PACCUUTHIBAIIA KAK CPCIHCS 3HAUCHHC



[0282]

[0283]

[0284]

[0285]
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W CTAHJAPTHYIO OMHOKY CPEIHETO I KaKA0H rpymmmsl acucHus. Perpeccusa omyxomn (REG) onpenenanacs

Kak ONMyX0Jb C MCHBIIMM OOBCMOM B IOCJCIHHH JCHb HCCICIOBAHHA IO CPABHCHHIO C NCPBBIM JTHEM
BBEJCHUA A03bI, a mosiHasA perpeccus (11P) onmpenensnack kKak OTCYTCTBUE NAIBIIUPYEMOM OMYXOJIH B KOHIIC
HCCIICAOBAHHAL

Jauusie Ha @ur. 16 A-E nokasslBaroT, YTO MO CPABHEHHIO C SKBUBAJCHTHBIMH J03AMH OTIACIBHOTO arcHTa
(dopmynsl | wmm onmamapuGa Tpynmel KOMOWHHPOBAHHOTO JICYCHHS JEMOHCTPHPOBAIH IOBBIIICHHYIO
MPOTHBOOIY XOJICBYI0 AKTHBHOCTD B MBIIIIMHON MOACIH KCCHOTPAHCIIIAHTATOB, MOIYyUYCHHBIX OT MAI[HCHTOB
¢ BRCA1 wmyrtantsemM, TP53 myrantHbeIM, ¢ BbIcOKHM ctatycoM HRD u ¢ BeicokuM ypoBHeM RADS1
TPHXKIBI HETATHBHBIM PakoM MoJIOuHOH skene3sl, HBCx-8. Jlannbie Macchl Tena Ha Pur. 16F moxaseisator,

YTO KOMOUHAIIUSA IEPCHOCHIACH XOPOIIIO.

Ipumep 17. IIpoTuBoomyxoieBast aKTUBHOCTL (opmy.inl I B opme cokpucTa/iia B KOMOHHAIIMM €
uaruburopom PARP onanapufom B MOAEH NOJYYEHHLIX OT NAIUEHTOB KCEHOTPAHCINIAHTATOB
MOJ104HO1i skeste3sl HBCx-17 Ha roJibIx MbImax

INporuBoomyxoseByto akruBHOCTH HHrHOHTOpa USP1 hopmyits! I B (popme coxpucTania B KOMOHHALUH C
oIanapuOOM OLCHHBANH Yy MBIICH, HCIONIb3Ys MHOXKECTBO MOACTCH IOJNYUYCHHBIX OT IALHCHTOB
KCCHOTPAHCILIAHTATOB, BKIIFOUAs MOJCTb TPH>KIbI HETATHBHOTO Paka MOJIOUHOH skene3sl HBCx-17. Camok
ronbix Mbimeii Athymic B Bo3pacte 6—9 Hezmenb, HONY4YEHHBIX 0T Envigo, aHecTe3upoBatun H MOAKOKHO
pasMemani uM (parMEeHT OMyXOJd pasMepoM 20 Mm> yepe3 paspe3 B Goky. Koraa OmyXoad JOCTHTAIH
00BEMA B MATIA30HE OT MPHOMM3UTENBHO 60 10 200 MM, MbIIEH PAHIOMH3HPOBAIH B TPYIIbI MO 8—10
oco0eii 1 pacTipe eI MX B CJICAYFOIHE TPY B KOHTPOJIb (HOocHTeb), (popmyna I (100 mr/xr), popmyna
I (300 wmr/kr), omamapud (50 mr/xr), omamapu® (100 mr/kr), komOmHamwsa (popmyasr I (100 mr/xr) u
onamapuba (50 mr/xr) wm komOuHamma Gopmyist I (100 mr/xr) u omamapuda (100 mr/kr). CoeauHCHHC
BBOJIMUTH YEpe3 YKEJIyIOUHBIN 30H OJUH Pa3 B ACHb B TeucHue 43 muei (mau 0—42). Maccy Tena u o6beM
OTIY XOJTH H3MEPSLUTH ABA pa3a B Hee 0. [IepeHOCHMOCTD OIICHUBATH Iy TEM PAacueTa H3MCHEHUH MacChl T¢I
B BHC mporcHTa (%) OT MaccChl Tena B I¢Hb Hayaa JicueHUs (0 aeHp). OOBCM Oy XOJIH PACCUHTHIBAIH KaK
CpeIHEee 3HAUCHHC W CTAHAAPTHYIO OMIMOKY CPEAHETO Ul KOKAOH rpynmsl JeueHus. Perpeccus omyxomau
(REG) ompeaesaiachk Kak OMyXO0Jdb ¢ MCHBIINM 005CMOM B TIOCJICAHIN ACHD HCCIICIOBAHNA IO CPABHCHUIO
C TIEPBBIM JHEM BBEIACHUSA J03bI, a moyHasA perpeccus (I1P) onmpeaensuiach Kak OTCYTCTBHE NANBIHPYEMOit
OTIYXOJIH B KOHIIC HCCJICIOBAHHSL

Jannpic Ha @ur. 17A u 17C-L moOKa3bIBaKOT, YTO MO CPABHCHHUEO C SKBHBAJICHTHBIMHU JO3AMH OTACITHHBIX
arcHTOB (opmyasl | w omamapmba o00¢ Tpynmbel KOMOWHHPOBAHHOTO JICUCHHS JICMOHCTPHPOBATH
TIOBBINICHHYKD MPOTHBOOITYXOJICBYKD AKTHBHOCTH B MBIIIHHO i MOACTA C MOJYYCHHBIM OT NAlUCHTA
kceHoTpancuianTatoM HBCx-17.  Jlanabic mMaccel Tena Ha @ur. 17B moOKa3bBAOT, YTO KOMOWHAINMH

TNCPCHOCHWIHCH XOPOMIO.

Mpumep 18. IpornBoomyxoseBasi aKTUBHOCTH (opmy.iel I B opme cokpucTaiia B KoOMOHHAIIHN €
narnouropom PARP onanapnGom B MoJe I ¢ MOJYYEHHBIM OT MANHMEHTA KCEHOTPAHCIIIAHTATOM
simaanka CTG-0703 Ha roJIbIX MBIIIax

[TpoTuBoOMyX0NEBYI0 akTHBHOCTH HEHTHOHTOpPAa USP1 (opmyns! I B (hopme cokpucTania B KOMOMHAIHH C
oyanapuOOM OIICHWBAJNHM Y MBIICH, HCIONB3ysS MHOKECTBO MOJCNICH MOJYYCHHBIX OT MAIHCHTOB

KCCHOTPAHCIUIAHTATOB, BKJIFOYAsS MOJCTH CCpO3HOW KapruHOMBI suwaHukoB CTG-0703. Camok romprx



[0286]

[0287]

[0288]
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msimeii Athymic B Bozpacte 6—8 Heaenb, MOTyYeHHBIX 0T Envigo, aHECTE3HPOBAIIH H MOJKOMKHO Pa3MEIaIn

uM (pparMeHT OmyxoiH pasmepom 60 MM’ uepes paspe3 B 6oky. Korma omyxomm nocturamum ofseMa B
JHATIA30HE OT MPHOIM3UTENsHO 110 10 230 MM°, MbImed paHIOMHU3HPOBAIH B TPYNIBI MO 3 OCOOH H
pactpeie A UX B CICAYIOMIHAC TPy KOHTPOIs (HOocHTenms), (popmyna I (100 mr/kr), ¢popmyma I (300
Mr/kr), onanmapud (50 mr/kr), omamapu6 (100 mr/kr), komOuHAIMA (hopmy st 1 (100 mr/kr) u omamapuda (50
Mr/kr) unu komOuHanwst opmysr 1 (100 mr/kr) u omamapuba (100 mr/kr). CoequHEHHE BBOAMIN Yepes3
JKeJTy IOYHBIH 30H1 OIWH pa3 B ACHB B TeucHuE 60 qHei (xau 0—59). Maccy Tena u 065eM 01y XOJTH U3MEPSLITH
J(Ba pa3a B HeJeo. [IepeHOCHMOCTD OIICHUBAH IyTEM pacycTa H3MCHEHHH MAcChI Tela B BUC IPOICHTA
(%) ot Maccsl Te1a B AcHb Havyana acucHuA (0 aeHp). OO0BEM OITy X0JIH PACCUHTHIBAN KAaK CPEIHES 3HAUCHHC
H CTaHJAPTHYIO OIIHOKY CPEIHETO A KaKaoH rpymisl teueHus. Perpeccus omyxonu (REG) onpenenanacs
Kak ONMyXOJb C MCHBIIMM OOBECMOM B IOCJICIHHH JCHb HCCICIOBAHHA II0 CPABHCHHIO C NCPBBIM JHEM
BBEJCHUA A03bI, a moyHasiA perpeccus (11P) onpenensanack kKak OTCYTCTBUE NAIBIUPYEMOM Oy XOJIH B KOHIIC
HCCIICOBAHUL.

Jannsic Ha @ur. 18A u 18C—18L nmokaspIBarOT, YTO IO CPABHCHUIO C YKBUBAICHTHBIMH JO3aMHU OTACIBHBIX
areHToB (opmynel 1 u omamapuba o6e rpynmsl KOMOHHHPOBAHHOTO JICUCHHS JCMOHCTPHPOBATH
MOBBIIICHHYIO INPOTHBOOIYXOJCBYI0 AKTUBHOCTh B MBIIIMHOH MOJCIH C IOJIYYCHHBIM OT IALUCHTA
kceHorpancmantarom CTG-0703. lansasie maccel Tena Ha ©wur. 18B mokas3sBarOT, YTO KOMOWHALUH
MICPCHOCHIIUCH XOPOIIO.

Hccnenopanns KOMOWHHPOBAHHOTO NPHMEHEHHUA B TPEX AOIOJHHTEIBHBIX MOJCIIX C IOIYUCHHBIMH OT
MALUCHTOB KCCHOTPAHCIDIAHTATAMH KapuwHOMBI simuHuKa OV5308, OV5392 u OV0243 mpoBoauuch
AQHAJIOTHYHO ONHCAHHBIM BbIIE mpumepaM. KOMOWHHPOBAHHOW aKTHBHOCTH HE HAOIIOJANOCH B MOJCIAX
0OV5308, OV5392 u OV0243.

Mpumep 19. Cxkpunnarn Ha cencnommizanmmo k CRISPR

Jna nposeacHus ckpuHUHTOB yeToWumBoCTH K CRISPR-Cas9 nmwHHE KICTOK paka MOJOYHOH KCIC3BI U
SAMYHHUKA, KOTOPBIC, KAK H3BCCTHO, SBIDIFOTCA UYBCTBHTCIBHBIMH K WHruOWpoanmo USP1 w/wmm
uaruouropaM PARP1, Obumn CKOHCTPYHpPOBAHBI C BO3MOKHOCTBIO 3kcmpeccnd Cas9 W BHIOCICACTBUH
HH()HIMPOBAHBI ICHTHBHPYCOM, 3KCnpeccupyrommM Hanpassromue PHK, Hanenennsie Ha 1500 renos (20
oHPHK Ha reH), yuacteyrommx B orBete Ha mospexkacHue JJHK u B pemaparmuu JJHK. UrpunuposanHbie
KJICTKU Pa3MHOKaH B TeueHue 10 THEH W pa3aesuid Ha TPYIIIBI JICUCHHS C PA3IHYHBIMU COCTHHCHHUSIMH:
DMSO (otpuuarensHbrii kKoHTpob), 300 HM dopmyner 1 B popme cokpucramma, 300 HM omanapuda u
xomOmHatma 150 HEM ¢Qopmymner I B ¢Qopme cokpucramia u 150 HM omanmapuba. Yepes 14 nmmei
KYJIbTHBUPOBAHUS B IIPHCY TCTBHH JICKAPCTBEHHOTO CPE/ICTBA KICTKH COOMPAIH, SKCTPAr HPOBAIH TCHOMHYFO
JHK w ¢ momompro cekseHmupoBaHug [llumina ompenensim mpeacTaBICHHOCTh HATPABJLOMICH. UTOOBI
ompenemuth 3PPekT HapymcHHA, coacpxkanue kaxkaoli oHPHK cpaBHWBamM ¢ 3TaNOHHBEIM 00pPas3IoM,
HCTIONB3Y S TUIA3MHUIHYI0 OHONHOTEKY H MOMCHT BPEMEHH HEIIOCPEICTBEHHO IEpe] HAYAIOM 00paboTKH
COCOUHCHHCM B KAUCCTBC 3TAJIOHOB. [|JI1 KYKI0H HATIPABIIOMICH B ONOIHOTCKE MTOACUNTHIBAIA KOJTHICCTBO
MPOYTCHUI, CBA3AHHBIX C I3TOW HAMpaBIAOMmMEH, W paccuutbBamm log-kpataoe m3meHeHHe (logFC),
onpenencHHOC Kak: logFC=log ((moacuet obpasmua + 1)/(3ramonssni moacuer + 1)). UroOsr oOccieunTsh
CONOCTAaBHMOCTh BEJIHMYHMHBEI 3(ekra cpenanm SKCHEPHMEHTANBHBIX YCIOBHH, MOKA3aTCIH, CBI3AHHBIC C
KaKI0H HANPABISIOMICH, CTAHAAPTH3HPOBAIM Iy TeM BerauTaHus cpeauero logFC mns kaxaoro odpasna u3

KOKT0H HAMPABIAIONICH W JCICHHA HA CpeaHee aOCOMIOTHOC OTKIOHCHHWC, MOJydas Z-TOKA3aTeib UIA



[0289]

[0290]

[0291]
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KaXaoH Hampasipmomed. UToOb! arpernposars NMOKA3aTeld HA YPOBHE HANPABILIIOIUX B IIOKA3ATEIH HA

VPOBHE TCHOB, PACCUHTHIBANH «OLEHKY OTCEBAa» I KAKIOTO TICHA, SBILIOINETOCS MHIICHBIO IS
OMOIMOTEKY, B3SIB CPEOHWH Z-TIOKA3aTelIb BCEX HANPABILIOIMX, KOTOPHIC HALEJICHBI HA 3TOT ICH.
Jubdepenimansasie 3asucumocth, rae uHaynuposaHHas CRISPR moreps (yHkmwm rena yiydmana
MPUCIOCOOIACMOCTD KJICTOK B MPHCYTCTBUH JICKAPCTBCHHOTO CPESACTBA IO CPaBHEHHIO C JicucHueM DMSO,
HCIOJNB30BAH I HACHTH()UKAIIMH MCXAHH3Ma JICKAPCTBCHHOW YCTOHYWBOCTH. [l KaXIOTO ICHA
HCITOJIb30BATH TOUHBIH I(pI/ITepI/Iﬁ (Dmnepa, YTOOBI OMPEACTIUTD CBA3b MCKIAY MCAUKAMCHTO3HBIM JICUCHHCM
U KOJIH4YCCTBOM BBIACIICHHBIX KIOHOB, IPH 3TOM JIOKHBIC OTKPBITHA KOHTPOJIHPOBAIH C IOMOIIBIO
KOPPCKTHPOBKH pP-3HaucHHA beHmkamuun-XoxOepra. /1A OICHKH KadeCTBa CKPHHHHTA BKIFOYATH
HEPa3pe3aroIe HANPABILIONME HEHTPAIBHOTO KOHTPOJIL, a TAKKE HAIPABILIOINUC IOJIOKHTCIBHOTO
KOHTPOJISA, KOTOPBIC HALCJICHBI HA TBICAYIH MOJIOKCHHIT B TCHOME H HAACKHO BBI3BIBAIOT rubenib KICTOK.
KoHTpoIbHBIC HATIPABIIAIOIIC BETH CCO, KaK OXKUIAIOCH MPH CKPUHHUHTAX JIMHUU KJICTOK paka MOJOYHOM
skenesbi MDA-MB-436, neMOHCTPHPYSA Ppa3AciICHHC MKy HANPaBJLIOIMMU IOJT0KHTCIBHOTO H
HEHTPATBbHOTO KOHTPOJIA BO BCeX 00pasmax, ImpH 3TOM OOJBIIHHCTBO HANPABJLIOIIHUX HE OKA3BIBAJIO
HuKakoro 3(p¢exkra Ha mpucnocodmiemMocts (®Pur. 19). BakHO OTMETHTH, YTO HOKAYyT I'CHOB paHee
ONHCAHHBIX MEIHATOPOB YCTOWUMBOCTH, TakuX kKak RAD18 u UBE2A, Haxommics cpeau OCHOBHBIX
00OTamICHHBIX TCHOB MOCJe JeucHus (popmyoii I B popme coxpucramia 8 MDA-MB-436 (@ur. 20). B
JOIOJNHCHHE K 3THM HM3BECTHBIM MEXAHHM3MaM YCTOHYHBOCTH MOSABHICA P HOBBIX I€HOB B KAaYCCTBC
MEIHATOPOB yCTOHUYHMBOCTH (popMmyis! I B (popme coxpucTamia, KOTOPBIC OTIHYAIOTCA OT COBHAACHUIA
YCTOHUMBOCTH IOCJIe JeueHus uaruouropom PARP1 omamapuboM. AHAIOTHYHO, T€ XKE I'€HbI, YeH HOKAyT
caMm 10 cebe BBI3BAJ YCTOHUMBOCTH K (opmyiie I B (popme COKpHCTaIA, HE BBI3BIBATH YCTOHYHBOCTH B

KOMOHHAIIMHE C 0J1anapruOoM, YTO YKA3BIBAET HA HEMIEPSKPHIBAIOIUECS MPO(UITH YCTOMIHBOCTH.

[Nocne MOTHOTO ONMMCAHUS NAHHOTO H300PETCHUS CICIHANNCTAM B JAHHOH 00JACTH TEXHHWKH OyACT
IIOHATHO, YTO TO K€ CAMOC MOXKCT OBITH BBHIIIOJIHCHO B IIHPOKOM H 3KBHBAJICHTHOM JHAITA30HC yCJIOBHfI,
COCTABOB W JpPYTHX WApaMCTPOB, HC BIMAA HA OOBCM HW300PCTCHHA WM JIOOBIX BAPHAHTOB CTrO
OCYILCCTBICHHUS.

Jlpyrue acmeKThl pearu3alid H300PCTCHHA CTAaHYT OYCBHIHBI IS CICIHWATNCTOB B JAHHOH 00IacTH
TCXHUKH MOCJIC PACCMOTPCHUA ONMUCAHUA I/1306peTeHI/I$I " IpH Hp&l(TH'—ICCKOfI pfamu3anuid OMHCAHHOI'O B
HACTOAMIEM JOKYMEHTe H300peTeHus. [lompa3ymeBaeTcs, UTO ONHCAHHE HW300PETCHHS W HPUMEPHI
ABJLIXOTCA HCKIIOYHUTCIIPHO HWITHOCTPATUBHBIMH, a (l)aKTI/I'-ICCI(IrIC 00BeM H CYIIHOCTH H306peTeHI/I}I
OTIPECTICHBI HIDKCITPUBEICHHON (DOPMYIIOH H300PETCHUSL.

Bce mateHTH H r[y6nm<aupm, OUTHPYCMBIC B HACTOAIIEM JOKYMCHTC, MOJTHOCTBIO BKIIFOYUCHEI B HaCTO}IH.[I/Iﬁ

JOKYMCHT IOCPEACTBOM CCBIIKH BO BCCH MOJTHOTE.
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DOOPMVYIJIA U3OBPETEHUA

1. Cnoco06 neueHns paka y cyObeKTa, paHee MOJy4aBLIETO JEUCHHUE IIEPBIM HHruOuTOopoM nou A JI®-prdosa
momuvepassl (PARP), mpuyeM Cmoco0 BKIIOYACT BBEACHHC CYOBCKTY HHTHOHTOPA YOMKBHTHH-CIICIH(DHICCKOH
mpoteassl 1 (USP1) u Broporo marmdbutopa PARP, mpu 3toM mepsbiii u BTOpoif mErHONTOpH PARP sBistrorcs

OJMHAKOBBIMH MM Pa3HeIMH HHruOuropamu PARP.

2. Crnoco0 o 1. 1, B KoTOpoM CYOBEKT paHEee HE MOIy4an JeucHue naruouTopom USPI.
3. Crnoco0 mo . 1 wmi 2, B KOTOPOM JIeueHUE epBbIM HHruOuTopoM PARP Op110 pepBaHO HIIH MPESKPATICHO.
4. Cnoco6 mo 1. 3, B KOTOPOM IIepepbIB COCTABIIIET IO MEHBIICH Mepe OHY HEJCIIO, 0 MEHBINICH Mepe Be

HEIESIH, IO MEHBIICH Mepe TPH HEACTH HIH IO MEHBIICH MEPE YETHIPE HEACTH.

5. Cnoco0 mo modoMy u3 mi. 1-4, B KOTOPOM Y CyOBekTa HaOMIogamach HepHeMieMas TOKCHYHOCT W/HTH

HETIPHEMIICMbIC HEXKETIATCIbHBIC PEAKIUH IIPH JCUCHUH NEPBBIM HHTHOuTOpoM PARP.

6. Cmoco0 1o 1. 1, B KOTOpPOM HemprueMiIeMas TOKCHYHOCTD HWITH HE)KEJIATe/IbHAS PEaKIIs IPEACTABIIN OO0
TCMaTOJIOTHICCKYH) TOKCHTHOCTD, TAKYIO KaK TpOM6OI.lI/IT01'IeHI/[$I, AHCMHA HJIH HCﬁTpOl'[CHPDI, ITHCBMOHHT, JUHCITHOD,
JIUXOPaAKy, Kallelb, XPHUIBI, pPAJHOJOTHYCCKOS OTKIOHEHHE, THICPTCH3HIO, MHEJIOAUCIIIACTHYCCKHUI

CHHAPOM/OCTPBIH MuenouaHbIH Jetiko3 (MIC/OMII), TOMHOTY H/HIH YCTAIOCTb.

7. Cnoco6 no moboMy u3 mm. 1-6, B KOTOpPOM TpH JicueHHH nepBbiM uHrHOHTOpoM PARP m03a mepsoro

uHruouropa PARP Oplna cCHHOKEHA.

8. Cnoco0 mo 1. 7, B KOTOpOM J03a IepBoro wHruouTopa PARP Oblia CHIDKCHA 10 OAHOM YCTBCPTOM, OTHOM

TpeTbell, OMHON BTOPOH, ABYX TPETBHX HIIH TPEX YETBEPTHIX OT AO3BI JO CHIDKCHHUA.

9. Cnoco0 o 1. 7, B KoTopoM nepssiii mHruouTop PARP mpeacTapman codoit omanapuo, a 7033 0 CHIKCHHA

cocrasiaaa 400 Mr aBa pa3a B ACHb.

10. Cnoco0 mo 1. 7 w9, B koTopoM niepBbiil wHrHONTOp PARP mpenctasman co6oit omamapu0, a 103a mocie

CHIDKEHHA cocTasiia 200 Mr aBa pasa B acHb uian 100 Mr aBa pasa B ACHb.

11. Cnoco0 mo 1. 7, B KoTOpoM niepBbIil mHruOuTop PARP npeacrasmsut coOoif HEpamapuo, a 703a 10 CHIKCHHSA

cocrasyaaa 300 Mr OQuH pa3 B ICHS.

12. Cnoco0 mo m. 7 i 11, B koTopom niepssiii wHTHONTOP PARP mpeactass codoii Hupamapuo, a 7032 mociie

CHIDKEHHA cocTasiaaa 200 Mr oauH pas B AcHb Wik 100 Mr oauH pa3 B ICHB.

13. Crnoco0 mo m. 7, B KOoTOpoM mepBbiii mHruOuTOop PARP mpeactasmsan co0oif TamazomapuO, a x03a 10

CHIDKCHHA COCTaBisia 1 Mr oquH pas3 B ACHbG.

14. Cnoco0 no n. 7 wm 13, B xoTopoM niepsbiid wHruduTop PARP mpeacrasmin codoif Tamazomapuod, a go3a

TOCJIC CHIKEHUA cocTasiria 0,75 Mr oauH pa3 B icHb, 0,5 Mr oauH pa3 B AcHb wiu 0,25 MT OAWH Pa3 B ICHb.
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15. Cnoco0 mo 1. 7, B koTopoM niepssiit mHTHONTOP PARP mpeactasmsan cooii pykanapud, a 103a 10 CHIKCHHSA

cocrasaaa 600 Mr aBa pasa B ACHb.

16. Cnoco0 mo n. 7 mwmm 15, B koTopom niepsbrii mHrnouTop PARP npencrasian codoif pykanmapuo, a 103a mocie

CHIDKEHHA cocTapaaa 500 Mr aBa pasa B aeHb, 400 Mr a8a pasa B acHb wian 300 Mr aBa pasa B ACHb.

17. Crnoco6 no mobomy u3 mm. 1-8, B kotopom mepsbrii mHruouTop PARP mpeacrasmsan coboii omanapud,

HUpanapud, Tamazonapud wim pyKamapuo.

18. Cnoco0 mo mobdomy w3 mm. 1-17, B kxotopoM BTOpoii marnOutop PARP mpeacrasman coboii omamapuo,

HUpanapud, Tamazonapud Win pykamapuo.

19. Cnoco6 mo mobomy u3 mm. 1-18, B xoropom mepsbiif maruOuTop PARP u Bropoit maruturop PARP

SBILIFOTCS OJHUM H TeM ke uHruouropom PARP.

20. Cnoco6 mo mobomy u3 mm. 1-19, B xoropom mepssiif mHruOuTop PARP u Bropoi mHrututop PARP

SIBILFOTCS Pa3HbIMU HHruOuTOpamu PARP.

21. Cnoco6 mo obomy u3 mm. 1-20, B KOTOPOM 1032 BTOporo uHruoutopa PARP CHIDKCHA IO CPABHCHHIO C

J030# mepsoro uaruouropa PARP.

22. Cmoco6 mo mobomy u3 mm. 1-21, B xotopom uHruoburop USP1 mpencraBisier coOoii coeauHEHHE,

BBIOPAHHOE M3 TPYIIIBI, COCTOAIICH U3
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A uX (papMaLCBTHYCCKH NMPHEMIICMBIX COJICH, THAPATOB, COJBBATOB, aMOP(HBIX TBEPABIX BCINCCTB HIIU
mouMop(os.
23. Cnoco6 no mobomy u3 nm. 1-22, B kotopom uarudéurop USP1 u Bropoit narudutop PARP mepeHocsTes

XOPOIIIO.

24, Cnoco6 no motoMy u3 min. 1-23, B kotropoMm uHruouTop USP1 cHIzKaeT BO3ACHCTBHE BTOPOTO HHIHOUTOPA

PARP na cyOnekTa.

25. Cnoco6 mo mobomy u3 nm. 1-24, B xotopoM uarHOHTOp USP1 M Bropoil nHrnéurop PARP uHrnOupyror

PCUHINB H/HIH TIOBTOPHBIA POCT PAKOBOTO 3a00JICBAHUSL.

26. Cmoco6 nmo mobomy w3 mm. 1-25, B xotopoM muruOuTop USP1 m Bropoii marubutrop PARP BBOAATCSH
MOCIIC0BATEIIBHO.

27. Cmoco6 nmo mobomy u3 mm. 1-26, B xotopoM mHruOuTop USP1 M Bropoil mHruOutop PARP BBOAATCS
OJTHOBPCMCHHO.

28. Cnoco0 o roboMy u3 I, 1-27, B KOTOPOM CYOBEKT MPEACTABILICT COOO0M YCIOBEKA.

29. Cnoco0 mo robomy u3 min. 1-28, B KOTOPOM Pak BEIOPAH M3 TPYIIIIBI, COCTOAMICH U3 paka rOJIOBHOTO MO3Ta,

paka Jerkoro, HEMEITKOKIECTOUHOro paka Jyerkoro (HMPJI), paka TOJCTOH KHMIIKH, paka MOYEBOTO ITy3bIp,

OCTEOCAPKOMBI, PAKa SHYHHUKA, PAKA KOJKH, PAKA MATKH, PAKa OPFOIIIHDI, PAKA YHIOMETPHSI H PAKA MOJIOYHOM 5KEIIe3bL.

30. Crnoco0 1o 1. 29, B KOTOPOM pak MPESACTABIACT COOO0 Pak MOJIOTHOM KCIIC3BL.

31 Cnoco6 mo m. 30, B KOTOPOM pak MOJOYHOH >KEJNE3bl MPEACTABISCT COOOH TPHKABI HETATHBHBIN pak

MoIo4uHOi# sxene3sl (TNBC).

32. Cnoco6 mo modomy u3 mmn. 1-31, B KoTopoM pak nmpeacrasisieT co0oii mytanTHbri pak BRCA 1, myTanTHBIH
pak BRCA2 nmm myrtaunthsiil pak BRCA1 uw BRCA2.

33. Cnoco0 mo 1. 29, B KOTOPOM pak MPSACTABIIACT COOO0H pak SHYHHUKA.

34 Cnoco6 mo 1. 33, B KOTOPOM pak SMYHHUKA IpeacTaBIseT codoi myTanTHbIH pak BRCA1, MyTaHTHBIH pak

BRCA?2 nnm MyTaHTHBIH pak p53.

35. Cnoco6 mo m. 33 mam 34, B KOTOPOM paK SIMYHHKA MpeACTaBsieT coboii mytanTHEIH pak BRCAIL m

MYTaHTHBIH pak p53.

36. Crnoco6 o 1. 33 wum 34, B KOTOPOM PaK sAMYHUKA MpeacTaBisieT codoii myranTHbiii pak BRCA1 m BRCA2.
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37. Crnoco6 1o 1. 33 wm 34, B KOTOPOM pak SIMYHUKA MPEACTABIIIET co00H MyTaHTHBIH pak BRCA2.

38. Cnoco0 mo moboMy w3 mm. 1-28, B KOTOPOM pak BHIOpPAaH W3 TPYIIBI, COCTOAMICH W3 reMo0IacTo3a |

TM(pATHIECKOTO paKa.

39. Crnoco6 no modoMy u3 mir. 1-38, B KOTOPOM pak COACP/KUT KIICTKH C MIOBBIIICHHBIMH YpOBHAME RADS1.
40. Cnoco6 no m. 39, B KOTOpoM NOBBIIICHHBIE YPOBHH RADS1 npeacrasssror co0ol MOBBIICHHBIC YPOBHU
6enka RADS1.

41. Cnoco6 no m. 39, B KOTOpoM NOBBIIICHHbIC YPOBHH RADS1 npeactasissror coOoi MOBBIICHHBIC YPOBHU
(poxycos 6emka RADS1.

42. Cnoco6 no 1. 39, B koTopoM 1o MeHbIIeH Mepe 10% KIeToK, KoTOopbie HaXoAATCs B (haze S/G2 KICTOUHOTO

LUKJIa B 00pasue, MOIYUYCHHOM H3 Paka, ABIIOTCI RADS 1-110/10/)KUTCTEHBIMH.

43. Cmoco6 1o 1. 39, B KOTOpOM HOBBIICHHBIE YPoBHU RADS1 mpeactaBisaror co00if MOBBIIICHHBIC YPOBHH
MPHK RADSI1.

44. Cnoco6 mo moboMy u3 mi. 39—43, B kOTOPOM HOBBIICHHBIE YPoBHU RADS1 Oblin 0OHApY KEHBI IEPEX

BBCACHHCM.

45. Crmoco6 mo m. 44, DONONHHTETBHO BKIIOYArOINui oOHapyskeHHe ypoBHeii RADS51 B oOpasue paxa,

MOJIYYCHHOM OT CYOBEKTA, IIEPEST BBCACHHCM.

46. Cnoco6 mo modomy u3 min. 1-45, B KOTOPOM pak BEIOPAH W3 TPYIIIBI, COCTOSIICH U3 PAaKa, THIICHHOTO Iy TH
penaparmu nospexaeHuii JJHK; paka, ne(puuuTHOTO MO TOMOJOTHYHOH PEKOMOHWHAIMH, PaKa, COACPIKAIICTO
PAaKoBBIC KJIECTKH C MyTaleH B TeHe, KOAUPYIOIEM P53 ; paka, COASPKAILETO PAKOBBIEC KJICTKH C MyTallHeH ¢ moTepeit

(PYyHKIMH B TCHE, KOOUPYIOMEM PpS3; H paka, COACPKAIICTO KICTKH C MyTalmel B reHe, koaupyromem ATM.

47. Cnoco6 mo mobomy u3 . 1-46, B KOTOPOM pak MPEACTABISIET COO0H YCTOHUHBBIN HIH pepakTCpHBIT K
uHruouTopy PARP pak.
48. Cnoco6 neueHus paka y CyOBEKTa, BKIFOUAKOINWE BBeacHHE cyObekty murmomropa USP1, mpuuem pak

COZCPKUT PAKOBBIC KJICTKHU C TOBBIIICHHBIMH YPOBHIME RADS1.

49. Crnoco6 mo 1. 48, B KOTOpOM NOBBIICHHEBIC YPOBHE RADS1 OpITH 0OHAPY>KESHBI TIPS BBEACHUCM.

50. Cnoco0 mo m. 49, DOMONHWUTCIRHO BKIIIOYAROINHWIT OOHapykeHHE ypoBHCH RADS1 B oOpasme paka,

TIOJTYUCHHOM OT CyOBEKTa.

51. Cnoco6 mo mobomy u3 mm. 48-50, B KOTOpPOM CIOCOO JOMOJHHTEIBFHO BKJIIOYACT BBEACHHC CYOBEKTY

nHruouropa PARP B komOuHarmu ¢ naruouropom USPI1.
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52. Cnoco0 mo 1. 51, B xoropom maruouTop PARP mpeacrasmsaer co6oit omanapud, Hupanapuo, Tanazonapuo

WA pyKanapuo.

53. Cnoco0 BrIOOpa cyOBEKTa C pakoM A JicueHUsS wHruoOnTopoMm USPI1, BKIFOUarommii 00HAPY KESHUE TOTO,
COZCPSKUT JIH PaK KJICTKU C MOBBIIICHHBIMH YPOBHAME RADS 1, mprtiem ecimu pak COASPKUT KICTKH C IIOBBIIICHHBIMHI

yposramu RADS1, cyOsexra BeIOMparoT A1 JeueHus uaruouropom USP1.

54. Crnoco0 in vitro uacHTH(pUKAIIN CYOBEKTA C PAKOM KaK 4y BCTBHTEJIBHOTO K JIe4eHHI0 HHruoutopom USP1,
mpUYeM Coco0 BKIFOUACT ompeaciicHue ypopaelih RADS1 B oOpasue paka, IMOTyYCHHOM OT CYOBEKTa, IPH 3TOM
noBbInicHHBIC YpoBHU RADS51 B 00pasie paka yka3plBarOT Ha TO, YTO MAIMEHT OYJET pearHpoBaTh Ha JICUCHHC

uaruouropom USP1.

55. IIpumeHeHHe in vitro MO MEHBIICH MEpe OJHOTO ar¢HTa, CHOCOOHOTO chemm(puuecku OOHAPYIKHUBATH

RADS51, nns uneHTH(GHKAIUH CyOBEKTA C PAKOM KaK 4y BCTBUTEIBHOTO K JeUCHUIO HHruoutopoM USP1.

56. Crmoco06 wm mpuMeHeHHe 1o JmoOoMy u3 mm. 53-55, B kotopoM neueHue wuHruouropom USP1

JOIOTHHUTETFHO BKIFOYACT JieucHue HHruoOuTopoM PARP B komOuHanuu ¢ maruduropom USPI.

57. Cnoco6 wiau mpumeHeHHe NOo m. 56, B kotopom wHruOutop PARP mpeacrasmsser coboii omamapuo,

HHpanapuo, Tana3onapud win pykanapuo.

58. Crnoco0 WM mpHMCHCHHCS MO JrodoMy u3 1. 53-57, B xotopoM maruOuTop USP1 mpeacraBiaseT coOoi

COCOUHCHHUC, BHIOPAHHOE W3 TPYIIIBI, COCTOAIICH U3

(a) popmyer I

(c) popmymer I11:
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H HX (I)apMaI.[eBTI/I‘IeCKI/I TMPUCMIIEMBIX coneﬁ, ruapaTtoB, COJIbBATOB, aMOpq)HBIX TBEPABIX BCIICCTB HIIH

oMo P(oB.
59. Crnoco0 wi mpuMeHEHHE 1o Tr00oMy 3 mir. 48—58, B KOTOPOM CyOBCKT MPEACTABIICT COOOH YCTIOBCKA.
60. Crnoco0 win mpuMEHEHHE 10 TF000My 13 Il 48—59, B KOTOpOM pak BBIOPAH U3 TPYIINIBL, COCTOSINCH U3 paka

TOJOBHOTO MO3rd, Paka JETKOT0, HEMEJIKOKICTOUHOro paka jerkoro (HMPJI), paka TOJICTOM KHIIKH, Paka MOYEBOTO

My 3BIPS, OCTEOCAPKOMBI, PaKa SHYHHKA, Paka KOKH, paKa MaTKH, Paka OPIOIIUHBIL, PaKa SHAOMETPHS H paka MOJIOYHOH

JKETIC3BL.
61. Cnoco6 o m. 60, B KOTOPOM pak MPEACTABIIET COO0H Pak MOJTOUYHOH HKEIIC3BI.
62. Cmoco6 mo m. 61, B KOTOPOM pak MOJIOYHOH KeJIe3bl MPEACTaB/sIeT COO0H TPUOKABI HETATHBHBIH pak

MOJT0uHO# kene3bl (TNBC).

63. Cnoco6 o moboMy 13 . 48—62, B KOTOPOM pak IpeAcTaBiieT coOoi My TanTHbIH pak BRCA 1, MmyTaHTHBIIH
pak BRCA2 nmm myTtauthsiii pak BRCA1 u BRCA2.

64. Cnoco0 1o 1. 60, B KOTOPOM pak MPESACTABIICT COOO0H paKk SHYHHKA.

65. Cnoco6 mo 1. 64, B KOTOPOM pak sSIMYHHUKA MpeACTaBIsieT co00i MyTaHTHBIH pak BRCA1, MyTaHTHBIH pak

BRCA? umu MyTaHTHBIH pak p53.

66. Cnoco6 mo m. 64 mam 65, B KOTOPOM paK SIMYHHKA MpeACTaBsieT coOoii mytanTHBIH pak BRCAIL m

MYTaHTHBIH pak p53.

67. Cnoco6 o 1. 64 wm 65, B KOTOPOM PaK SAMYHHUKA IpeacTaBisieT coboii myrantHbrii pak BRCA1 u BRCA2.
68. Cnoco6 1o 1. 64 wmm 65, B KOTOPOM pak SHYHUKA MPEACTABIIET co00 MyTaHTHBIH pak BRCA2.
69. Cnoco0 3adepiKkH, YMEHBIICHHS HIH NPEAOTBPAILCHUS PELHINBA OIYXOJIH Y CyOBEKTa, MPUUEM CIIOCOD

BKITFOYACT BBEACHUC CYOBEKTY (1) mHrHONTOpa youksuTHH-crienm(ueckoil mporeass! 1 (USP1) u (ii) mHrnOuTopa
momn AJI®-pudoza moymmvepassl (PARP) wmi wx (papManeBTHUCCKH TPHEMIICMOHN COJTH, THAPATA, COJBBATA,
aMOp(HOTO TBEPIOTO BCILCCTRA IITH MOIAMOP(da,

npraem uHruourop USP1 mpencrasnser co0oii coeTnHEHNE, BRIOPAHHOE W3 TPYIIIIBL, COCTOSIICH 13

(a) popmyer I
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oMo P(OB.

70. Cnoco6 meucHms paka y CyObeKTa, mMpHYeM CHOCOO BKIIFOYACT BBEACHHE CYOBEKTY (i) HHrmOuTOopa
youkBuTHH-cricmupuucckoi mporeassl 1 (USP1) u (ii) waruburopa moma A JI®-pudo3a nommepassl (PARP) wim ux
(papMaLEBTHYCCKU MMPUEMIIEMOH COJH, THAPATA, COJbBATA, aMOP(HOTO TBEPIAOTO BELIECCTBA HIH IOTHMOpP(a,

mpuaem uHruoutop USP1 mpeactasnser co0oii coeTuHEHNE, BRIOPAHHOE W3 TPYIIITBL, COCTOSIICH 13

(a) popmymer I:
~ NT YN
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I
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<
(b) popmymsr 11
LN
N N~ N F
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(c) popmyer I11:
~
O N7
< N
N "N~ N F
L N F
N N Y °F

H HUX (l)apMaI.[eBTI/I‘IeCKI/I MTPUCMIIEMBIX coneﬁ, ruapaToB, COJIBBATOB, aMOpq)HbIX TBEPABIX BCIICCTB HJIH

moauMop(os.

71. Cnoco6 mo m. 69 unu 70, B KOTOpOM yka3zaHHbIH HHTHONTOp PARP BRIOpaH W3 rpymmmsl, COCTOSIICH W3
HUpanapuba, onanapuda U ux (papManeBTHUCCKU MPHEMIICMBIX COJICH, THAPATOB, COJILBATOB, aMOP(HBIX TBEPABIX

BCINCCTB HIH HOTUMOP(QOB.

72. Cmoco6 mo m. 71, B xoTOpoM yKa3aHHbIH mHruOuTop PARP mpeacraemaser cooif Hupamapu® WM €ro

(papMaLCBTHYCCKU MPUEMIIEMYEO COJIb, THAPAT, COIBBAT, aMOP(YHOE TBEPAOE BEIIECTBO HITH MOJTUMOP(.

73. Cnoco6 mo m. 71, B koTopoM yka3aHHbI uHrHOHTOP PARP mpeacrasmser coboif omamapu® win €ro

(papMaLCBTHYCCKU MMPUEMIIEMYEO COJIb, THAPAT, COIBBAT, aMOP(YHOE TBEPAOE BEIIECTBO HITH MOJTUMOP(.

74. Cnoco6 1o yro0oMy 13 o 6973, B koropoM uHruoutop USP1 npeacrasisier co6oii coequHeHNE (POPMYIIBI

I wm ero (papMaLICBTHUCCKH MPUEMIIEMYEO COJTb, THAPAT, COJIBBAT, aMOP(HOE TBEPIOE BEILECTBO HJTH MOJTHMOP(.

75. Cnoco6 mo mobomy u3 m. 69—73, B kotopom uaruouTop USP1 npeacrasmer coboii coequHeHHE (DOPMY JIBI

II wm ero (papMaLCBTHICCKH TPHEMICMYO COJIb, THAPAT, COJIBBAT, aMOP(HOE TBEPAOS BELICCTBO HITH MOIHMOP.

76. Cnoco6 mo mobomy w3 . 69—73, B kotopom uarHOnTOp USP1 npeacrasmer coboii coequaeHHE (DOPMY JIBI

[T mmm ero (papManCBTHUICCKH MPHECMIICMYEO COJIb, THAPAT, COTBBAT, aMOP(HOC TBEPAOC BEIICCTBO HTH MOJTAMOP(.

77. Cnoco6 mo mobomy m3 mm. 69-76, B kotopoMm BBeacHHe mHrmOmtopa USPl, mmm ero ykazaHHOMH
(papMaLeBTHYCCKH MPHEMIIEMOH COJIH, THIpPATa, COJbBaTa, aMOP(HOrO TBEPIOTO BemecTsa Wid momumopda, u
ykazaHHOTO wmHTHOWTOpa PARP, mmm ero ykazaHHOW (hapMAICBTHUCCKH MPHCMJICMOW COJIH, THAPATa, CObBATA,

aMop(hHOTO TBEPIOTO BCICCTRA WITH MOIAMOP(A, 00CCTICUHBACT CHHEPTHYCCKAH I(P(PCKT.

78. Cnoco06 mo mobomy w3 mm. 70-77, B koTOpoM YykazaHubeii wHruOuTop USP1, mim ero yka3aHHYIO
(papManeBTHYECKU PHEMIIEMYIO COIIb, THAPAT, COJIBBAT, aMOP(HOE TBEPIOE BEMIECTBO HIIH MOIUMOP(, 1 yKa3aHHbIH
warHOHTOP PARP, Mn ero yka3aHHYHO (DapManeBTHYCCKH MPHEMIICMYEO COJTb, THAPAT, COJBBAT, aMOP(PHOC TBSPIOC
BCINCCTBO HIIH MTOTUMOP(, BBOAAT B TCPANICBTHUCCKH 3((PEKTHBHOM KOIHYECTBE, TOCTATOUHOM JJISI OKA3AHUS OTHOTO
i OoJiee TepaneBTHICCKUX Y(P(EeKTOB, BRIOPAHHBIX W3 TPYIIIIBL, COCTOSIICH U3 (1) YMCHBIICHHS Pa3Mepa OIry XOJIH,

(i) TOBBIICHHUA CKOPOCTH PETPECCHU OMYXOJIH H (iil) YMCHBIICHHSA WITH HHTHOWPOBAHHS POCTA OITY XOJTH.
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79. Crnoco06 mo mobomy mu3 mm. 69-78, B koTOpoM YykazaHubeli wHruOuTop USP1, mim ero yka3zaHHYIO

(papManeBTHYECKU MPHEMIIEMYIO COJIb, THAPAT, COJILBAT, aMOP(hHOE TBEPIOE BEMIECTBO WM MOIHMOP(, H yKa3aHHbIH
waraouTop PARP, nmm ero yka3aHHYRO (DapManeBTHYCCKH MPHEMIICMYEO COJTb, THAPAT, COJBBAT, aMOP(PHOE TBEPIOC
BCINECTBO WM IONUMOP(, BBOIAT B KOJMUYECTBE, S(PPEKTHBHOM UII YMCHBIICHHS TOKCHUYECKHX 3S((EKTOB

uHruouropa PARP, BBOIMMOTO B BHAC MOHOTCPAITHH.

80. Cnoco6 mo moGomy u3 mm 70-79, B koTopoM ykaszaHHbIN wmHrHOMTOp USPl, mmm ero yka3aHHas
(papMaLEBTHYECKU MPHEMIIEMAs COJIb, THAPAT, COJIbBAT, aMOP(HOE TBEPAOE BEMECTBO WK MOTUMOP(, U YKa3aHHBIH
unruourop PARP, wmm ero ykazaHHas (papMaieBTHUCCKH PHEMIIEMAs COJIb, THPAT, COJIBBAT, aMOp(HOe TBepAoe

BCINCCTBO HIIM MOTAMOP(), 3aACP/KHBAOT, YMCHBIIAT HJIH MPEAOTBPAINAIOT PELMIUB OITy XOJTH.

81. Cnoco6 no modoMy m3 nm. 69-80, B kotopoMm uHruouTrop USP1, mm ero ykazaHHyro (papMaieBTHUCCKH
MPUEMIICMYIO COJIb, THAPAT, COTbBAT, aMOP(HOE TBEPAOS BEMICCTBO WK MOTUMOP(], U yka3aHHbIH HHruOuTOp PARP,
WM €r0 YKa3aHHYH0 (p)apMaLCBTHYCCKH MPUEMIIEMYIO COJIb, THAPAT, COJBBAT, aMOP(HOE TBEPAOC BEILECCTBO HIIH

HOIUMOP(, BBOIAT MOCTICIOBATCIBHO.

82. Cnoco6 no mobomy u3 m. 69-80, B koropoM uHruOuTOp USP1, Miun ero ykazaHHyro (papManeBTHUCCKU
MPUEMIIEMYIO COJIb, THAPAT, COTBBAT, aMOP(HOE TBEPAOE BEIIECCTRBO HTH MOJUMOP(Q, U YKa3aHHbINH HHrHOuTOp PARP,
WIH €T0 YKA3aHHYIO (hapMalleBTHYCCKH MPUEMIICMYIO COJb, THAPAT, COIbBAT, aMOP(HOE TBEPAOE BEINECTBO HIIH

noIMMOp(Q, BBOAAT OTHOBPEMEHHO.

83. Cnoco6 no mobdomy u3 mir. 69—-82, B koropom uHrHOuTOp USP1 W/wmm uarudbutop PARP BBOIAT B 03¢,

HEY(P(PCKTHBHOM TPH BBCICHUH B BUAC OT/JCIBHOTO AarcHTA.

84, Cnoco6 mo mobomy u3 mm 69-83, B KOTOPOM CYOBCKT MPEACTABIACT COOOW MJICKOIHTAIOIICS,

HEOOS3aTCITHHO IIPH 3TOM MIICKOIMUTAOIICC MPEACTABILICT c000ii YeTIOBEKA.

85. KoMOuHMpoBaHHAs KOMIO3HIMS, coaepkamast (i) MHruOuTOp yOWKBHTHH-crienm(pHUecKOil mporteassl 1
(USP1) u (ii) warudutop nmomu AJ[®-pubdo3a mommmepassl (PARP) wim ux (papManeBTHICCKH MPUCMIICMYEO COJIb,
THIPAT, COJBBAT, aMOP(HOS TBEPIOC BCMICCTBO WM moamMop(, mpruem wHTHOHTOP USP1 mpeacraBiaaeT coOoi

COCOUHCHHC, BHIOPAHHOE W3 TPYIIIbI, COCTOALICH U3

(a) popmyer I

(b) popmymsr 11
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(c) Gopmymsr I11:

~
o N~ N
N F
L N F
N N Y °F
H X (bapManeBTmecm TPUECMIICMBIX coneﬁ, THAPATOB, COJIBBATOB, aMOp(l)HBIX TBCPABIX BCIICCTB HJIHA HOJII/IMOP(I)OB.

86. Kommosumus mo m. 85, B koTopoil ykazanHbIH HHrHOHTOp PARP BRIOpaH M3 Ipymmbl, COCTOAMNCH H3
HUpanapuda, onanapuda U ux (papManeBTHYCCKH MPHEMIICMBIX COJICH, THAPATOB, COJIBBATOB, aMOP(HBIX TBEPIBIX

BEINCCTB MIIH IOJIMMOP(OB.

87. Komnosunus no 1. 86, B koTopoii ykazaHusli nHruOutop PARP npeactasser coboif Hupanapub Wid ero

(hapMaLIeBTHUECCKH IPUEMIIEMYIO COJIb, THAPAT, COJILBAT, aMOP(HOE TBEPOE BEINECTBO WM MOTUMOP(.

88. Kommosumus no 1. 86, B koTopoii ykazanHbli nHruOutop PARP mpeacrasmser co0oii omamapud win ero

(hapMaLICBTHYCCKH MPHCMIICMYEO COJTb, THAPAT, COJTBBAT, aMOP(HOE TBEPIOC BEILECTBO HIJIH MOTUMOP(.

89. Kommozumusa o mobdomy w3 . 85-88, B kotopoit maruoutop USP1 mpeacraBmiaet co0oii COCOMHCHHC
(dopmyns! | wm ero (papManeBTHUECKH MPHEMIICMYIO COJb, THAPAT, COJbBAT, aMOP(PHOE TBEPAOC BCINECTBO HIIH

moTIMO P (.

90. Kommoszumusa o modomy w3 . 85-88, B kotopoit marudutop USP1 mpeacraBmiaet coboii COCOMHCHHC
(dopmymsl I wmm ero (papManeBTHICCKH MPHEMIIEMYEO COJb, THAPAT, COJNBBAT, aMOP(HOE TBEPAOE BELICCTBO HIIH

oMo P (.

91. Kommoszumusa mo modomy u3 . 85-88, B kotopoit marudutop USP1 mpeacraemaet coboii COCOMHCHHC
(opmyasl 111 wm ero (papManCBTHUCCKA MPUSMIICMYIO COJTb, THAPAT, COTBBAT, aMOP(PHOC TBSPAOC BCIICCTBO WJTH

oMo P (.

92. [MpuMeHCHHE KOMITO3HITMH TIO TF0O0MY W3 T 85-91 1 mpoW3BOACTBA JICKAPCTBCHHOTO MPETIApaTa it

JICUCHHS PAKA.
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93. DapmaneBTHUECKAsT KOMITO3HINS, COACPKAIIAst KOMITO3HIMIO I10 JF000oMy 13 Imin. 85-91 u papmaneBTHUCCKH

TIPHEMIICMBIH HOCHTETb.

94. DapMaLeBTHICCKAA KOMIO3HIMS 1O 1. 93 U1 TPHMECHECHHS TIPH JCUCHUH PAKa.

95. Habop, conepxamuii KOMIIO3HIUIO 110 JIF0O0MY H3 I 85-91 mimm (apMaIeBTHUECKYIO0 KOMIIO3HIIHIO TIO 11

93 win 94 ¥ HHCTPYKIMH N0 BBSACHUIO KOMOMHAIIUH CYOBEKTY C PAKOM.

96. Cnoco6 no moboMy u3 nm. 69-84, npuMmeHeHue No 1. 92, (apManeBTHUecKas KOMIO3UIHA 110 1. 94
Ha0op mo 1. 95, B KOTOPBIX Pak BHIOpAH M3 IPYIIIBI, COCTOALICH H3 reMo01acTo3a; TUM(aTHIECKOrO paka; paka,
JUIICHHOTO MyTH pemapauuu nospexacHui JJHK; paka, qe(puuuTHOrO mo roMoJIOTHYHOW pEeKOMOWHALMH, paka,
COJCPIKALICTO PAKOBBIC KICTKH C MyTAlMEH B T€HE, KOAUPYIOIIEM PS53; M paka, COACPIKAIETO PAKOBBIC KICTKH C

MyTanueii ¢ morepeif pyHKIHHE B TCHE, KOAUPYIOIEM pS3.

97. Cnoco6, mpuMeHeHHUe, (papMareBTHUCCKAas KOMIO3HIHS HJIH HA0OP mo Trodomy u3 mmm. 69-84, 92, 94, 95
i 96, B KOTOPBIX PaK BHIOPAH U3 TPYIITBL, COCTOSIICH U3 PaKka FOJIOBHOTO MO3Ta, PaKa JIeTKOTO, HEMEJIKOKJICTOUHOTO
paxa nerkoro (HMPJI), paka TOJCTOH KHUIIKH, paka MOUYCBOTO Iy3bIPs, OCTCOCAPKOMBI, paKka SMYHUKA, paka KOXKH,

paka MaTKH, paKa OPIOLINHBI, PAKA SHAOMETPHS H PAKA MOJIOYHOI JKETIC3bL.

98. Cnoco6, mpumMeHeHHe, (papMareBTHUCCKAass KOMIO3HIHS WM HA0OP mo JTrodomy u3 mm. 69-84, 92, 94, 95

w96, B KOTOPBIX PaK MPEACTAaBIACT COOOH PaK SIMYHUKA HIIH PaK MOJOYHOH >KEJIE3bL.

99. Cnoco0, mpuMeHEHHE, (hapMaALCBTHUICCKAS KOMIIO3HIHA WK HA0Op 1Mo JrodomMy w3 mm. 69-84, 92, 94, 95

w96, B KOTOPBIX PaK MPEACTABISCT COOOH PaK SIHYHUKA.

100. Cnoco6, mpumMeHeHHe, (papMarieBTHUCCKass KOMIO3HIHS HJIM HA0OP mo JrodoMy u3 mm. 69-84, 92, 94, 95

nm 96, B KOTOPBIX PaK MPEACTABISCT COOOH PaK MOJIOUHOMH JKEIIC3BI.

101. Cnoco6, mpumeneHue, (papMarieBTHUeCKass KOMIO3HIHS MM HA0Op mo TrodoMy u3 mm. 69-84, 92, 94, 95

nm 96, B KOTOPBIX PaK MPEACTABIACT COOOH TPIOKIBI HETATHBHBIN PAK MOJIOYHOM HKEJIC3BI.

102. Cnoco6, npuveHenne, (papMareBTHUCCKAs KOMITO3HIS HITH HA0OP 1Mo moboMy u3 min. 69-84, 92, 94-101,

B KOTOPBIX pak MPSACTABIACT COO0H pak, IHMICHHBIHN MyTH penapanun mospeskacHmin JJHK.

103. Cnoco0, mpuMeHCHHE, (DapMaCBTHYCCKAS KOMIO3HIHSA WTH Ha00p 1o 1. 102, B KOTOPBIX paK MPSACTABIACT

co001 pak, AC(PUOUTHEIN MO TOMOJOTHYHOH PCKOMOWHALIAH.

104. Crnoco6, npnveHenne, (papMarieBTHUCCKAs KOMITO3HINS HITH HA0OP 1Mo moboMy u3 min. 69-84, 92, 94-103,

B KOTOPBIX pak MpeAcTasisieT coboii myranTHbii pak BRCAL.

105. Cnoco6, npuveHenne, (papMarieBTHUCCKAs KOMITO3HINS HITH HA0OP 1Mo moboMy w3 min. 69-84, 92, 94-103,

B KOTOPBIX pak MpeAcTasisieT coboii myranTHbii pak BRCA2.
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106. Cnoco06, npuverenne, (papMarieBTHUCCKas KOMITO3HI HITH HA0OP 1Mo moboMy u3 min. 69-84, 92, 94-103,

B KOTOPBIX pak mpeacrasiieT coboii mytanTHbIi pak BRCA1 u myTtanTHsIi pak BRCA2.

107. Cnoco06, npuveHenue, (papMarieBTHUCCKAs KOMIIO3HIS HITH HA0OP 1o roboMy 3 min. 69-84, 92, 94-106,

B KOTOPBIX Pak MPEACTaBIHIeT CO00H yCTONUMBBIH min pedpakTepHsiii kK mHruouTopy PARP pak.

108. Cnoco06, npuMeHeHue, (papMareBTHUCCKAs KOMIIO3HIS HITH HA0OP 1o yroboMy 3 mir. 69-84, 92, 94-107,

B KOTOPBIX PaK COJACPKUT PAKOBBIC KICTKH C MyTaluel B rene, koaupyromem ATM.

109. Cnoco06, npuMeHeHue, (papMalieBTHUCCKAsA KOMIIO3HIMS HITH HA0OP 1Mo roboMy 3 mir. 69-84, 92, 94-108,

B KOTOPBIX PaK COACPKUT KJICTKH C MOBBIIICHHBIMH YPOBHAMH RADS1.

110. Cnoco6, npuMeHeHue, (papManeBTHYCCKass KOMIO3HIHS WM HA0op mo 1. 109, B KOTOPHIX HMOBBIMICHHBIC

ypoBHu RADS51 npeacraBmsroT co00i noBIICHHbBIC YpoBHU Oenka RADS1.

111. Cnoco0, npuMeneHue, (hpapMareBTHICCKas KOMIIO3HIS Wik HAOop mo I. 109, B KOTOPHIX NMOBBIIICHHBIC

ypoBHH RADS51 npeactaBsroT coO0i MOBBIIICHHbIC YPOBHH (pokycos 6enxa RADS1.

112. Cnoco0, nmpumeHeHue, (papManeBTHIECKAs KOMIOZUIUSA WK HA0Op 1o 11. 109, B KOTOPBIX IO MEHbIICH Mepe
10% xserok, koTropble HaxoAsrca B (pase S/G2 KIETOYHOTrO IHKIAa B 00pasle, MOIyUCHHOM H3 Paka, SBILHOTCA

RAD351-1107105KHTE TbHBIMH.

113. Cnoco6, npuMeHeHHe, (papMaieBTHYECKAs KOMIO3HIHS Hian Habop mo m. 109, B KOTOPHIX HMOBBILCHHbIC

ypoBHu RADS51 npeactaBaaroT co0oii mossimcHubC ypoBan MPHK RADS1.

114. Cnoco6, mpumeHeHHe, (papMareBTHYCCKAsT KOMIOZUIMS HITH Ha0op mo modomy u3 mm. 109-113, B KOTOPBIX

TOBBIIICHHBIC YPOBHH RADS1 Oblii 0OHAPY KCHBI IEpe/T BBEACHUCM HITH JICUCHUCM.

115. Cnoco6 mimm mpumenerue no 1. 114, DOMONHUTENPHO BKIOYARONIME OOHapyskeHHE ypoBHeidl RADS1 B

00pa3Iie paka, MOTYUCHHOM OT CYOBCKTA, ICPEA BBCACHUCM HITH JICUCHHCM.

116. Crnoco0 neucHud paccTpoiicTBa, omocpeaosanHoro OemkoM USP1, w/umm paccTpoiicTBa, OMOCPSA0BAHHOTO
ocmkom PARP, mpudeM cmoco® BKIFOUACT BBSACHAC CYOBCKTY, HY KIAFOIIEMYCA B 3TOM, KOMIIO3HIWH IO TFO00M U3
. 85-91 wm (papMareBTHICCKON KOMITO3UIHH TI0 1. 93 B 3(h()CKTUBHOM KOJIHYUCCTBE I JICUCHHSA PACCTPOMCTRA,

omocpenosanHoro 0cikom USP1, w/mmm paccTpoiicTa, omocpeaoBaHHOTo OekoM PARP.

117. Cnoco6 maTHOMpoBanns 6emka USP1 w/mmm 6emka PARP, Brmovaromuii nmpuBecHHEC B KOHTAKT O€lKa

USP1 n/nmm 6emka PARP ¢ kommosunmeii mo mobomy u3 min. 85-91 wim papmaneBruyeckoii koMmo3nnuei mo 1. 93.

118. Cnoco6 o 1. 117, B KOTOPOM NPHUBEICHAUE B KOHTAKT MIPOUCXOUT i1 Vitro.

119. Cnoco6 no 1. 117, B KOTOPOM NPHUBEICHAE B KOHTAKT MIPOUCXOHT i1 VIVOo.
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