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OIIMCAHUE U30BPETEHUA
2420-56564TEA/17
JIJEYEHUE HER2-MYTHPOBAHHOI'O PAKA BBEJIEHHEM KOHBIOT'ATA AHTH-
HER2-AHTUTEJIO-JIEKAPCTBEHHOE CPEJACTBO

O0aacTb TEXHUKH, K KOTOPOIi 0OTHOCUTCSI H300peTeHue

[0001] Hacrosimmee m3oOpereHue OTHOCHUTCS K TepameBTHYeckoMmy areHty st HER2-
MyTHUPOBAaHHOTO paka, coaep:amemMy KoHbloraT crneunupudeckoe antu-HER2-anTuTeNno-
JIEKAPCTBEHHOE CPEICTBO, W/WIU COCOOy JIEYeHUs paka, BKIOUAIOLIEMY BBEIEHHE KOHBIOTATA
cneunpuiyeckoe HER2-aHTHTENO-I€KapPCTBEHHOE CPENCTBO CYOBEKTY, Y KOTOPOTO BBISBICHO
Hanuuue HER2-mytupoBanHoro paxa.

YpoBeHb TEXHUKH

[0002] Peuentop snmupepmanbHOro ¢akropa pocra ydenoseka 2 (HER2) mpencrasnser
co0Ol  TpaHCMEMOpPAHHBIH  PELenTop, OTHOCSINUICS K  TOJCEMEHCTBY  PEeLenTOpOB
SMUEPMATBHOTO  (pakTopa poCTa, BKIKOYAIIUX PELENTOPHbIE NPOTEUHTUPO3IMHKHHA3BI
(HeTaTeHTHbIE JOKYMEHTHI 1-6).

HER?2 cBepxskcnpeccupyercsl Ipyu pa3jIMYHBbIX TUIAX PaKa, TAKUX KaK paKk MOJOYHOHN
JKene3bl W pak Jkenynka (HemaTeHTHble AOKYMeHThl 7-12), u, Kak cooOmaercs, SBISIETCS
HETaTHBHBIM TPOTHOCTHYECKUM (PAaKTOpOM TIpH pake MOJIOYHOW Kene3bl (HEemaTeHTHbIe
nokymeHThl 13 u 14). B xauectBe nexkapctBeHHbIX cpeacts npotus HER2, sddexruBHbIx mpu
3JIOKQYeCTBEHHBIX HOBOOOpa3oBaHMsAX co cBepxakcnpeccuern HER2, u3BecTHBI TpacTty3zymal,
TpacTy3yMald 3MTaH3MH, NepTy3yMa0, JanaTuHuO U T.11.

[0003] Mexny tem, HER2 nmeer MyTaHThI, KOTOpbIE, KaK WU3BECTHO, MPENCTaBISIIOT
OIHY M3 KaHLEPOreHHbIX MyTtaiumid. CooOLanoch, YTO TaKue 3JI0KAYECTBEHHbIE OMyXOJH C
myTanuedn HER2 npucyTcTByroT, Hanpumep, B MPOLEHTHBIX IOKA3aTeNsAx NMpUMepHO oT 2% 10
3% mpu HEMENKOKJIETOYHOM pakKe JIeTKuX (HemaTeHTHbIe NOKyMeHThI 15-20). bbuin nmpoBeneHbl
UCCJIeIOBaHMs Ul OLIEHKM BJIMSIHMA JIeKapCcTBeHHBIX cpencts npotuB HER2 na HER2-
MyTHPOBAHHBIH pak (HEMaTeHTHbIE JOKYMeHTHI 21 1 22).

[0004] Konstorar anTuTeno-jekapcrseHHoe cpenctso  (ADC),  comeprkamuii
JIEKapCTBEHHOE CPEACTBO C LIUTOTOKCUYECKON aKTUBHOCTBIO, KOHBIOTMPOBAHHBIN C aHTUTEJIOM,
AHTUTE€H KOTOPOrO SKCIIPECCUPYETCS HA MOBEPXHOCTH PAaKOBBIX KIETOK M KOTOPOE TakKxkKe
CBSI3BIBAETCS] C AaHTUTE€HOM, CIIOCOOHO K KJIETOYHOW MHTEPHAIM3ALNH, U, CIEIOBATEIbHO, MOXKET
U30MpaTeNbHO JTOCTABJIATh JIEKAPCTBEHHOE CPENCTBO B PAKOBBIE KJIETKH, M, KaK OXHUIAETCH,
Oyzner MpUBOAUTH K HAKOIUIEHHIO JIEKAPCTBEHHOTO CPENCTBA B PAKOBBIX KJIETKaX M K THOenn
PaKOBBIX KJIETOK (HEMAaTeHTHbIE JOKYMEHTHI 23-27).

[0005] B kadecTBe OOHOTO M3 TAaKUX KOHBIOTaTOB AHTHUTENIO-JIEKAPCTBEHHOE CPEACTBO,
U3BECTEH KOHBIOraT aHTUTENO-JIEKAPCTBEHHOE CPENCTBO, COIEPXKAIUMM B KadecTBE €ro
KOMIOHEeHTOB aHTU-HER2-anTuTeno u mnpous3BOogHOE 5K3aTE€KaHa, KOTOpPOE  SIBISIETCS
UHTUOUTOPOM TOTOM30Mepasbl I, (maTeHTHbIe JOKYMEHTHI 1-3 M HemaTeHTHbIE TOKYMEHTHI 28-
31).

Choucok HUTHPOBAHHBIX CCBLJIOK
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[0006] ITareHTHBIN JOKYMEHT 1

[TyOnuxauus mesxxayHaponHoi 3assku WO 2015/115091

ITaTeHTHBIN JOKYMEHT 2

[TyGnukanus mexayHaponsoi 3asskun WO 2015/155976

ITaTeHTHBINH JOKYMEHT 3

ITyGnukanus mexayHaponHoi 3assku WO 2018/066626
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HenarentHeiii nokyment 28: Ogitani Y. et al., Clinical Cancer Research (2016) 22(20),
5097-5108.

HenarentHeiii nokyment 29: Ogitani Y. et al., Cancer Science (2016) 107, 1039-1046.
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CymHocTb H300peTeHus

Texnnueckas 3aga4a

[0008] Kounswtorar antu-HER2-anTHTENO-N€KapCTBEHHOE CPENCTBO, COAEpP KAIIUNA B
KauecTBe ero KoMmroHeHTOB aHTH-HER2-antuteno m mpow3BogHOE 5K3aTekaHa, KOTOPOE, Kak
U3BECTHO, SIBJIIETCS] HHTUOUTOPOM TOIMOM30Mepasbl I, Oka3bpIBaeT MPOTHBOOIYXOJEBBIH 3P deKT
NPOTHB THUIOB pPaka, MPU KOTOPBIX ompexneneHa cepxdkcrnpeccuss HER2. OpgHako He ObLIO
nokasaHo, 4To KoHbtorat aHTu-HER2-anTHTENO-71€KapCTBEHHOE CPEACTBO MOKET OKa3bIBaTh
MIPOTUBOOIYXOJIEBOE AeHCTBUE HA Tumbl paka ¢ Myrtauued HER2. Ilenpro HacTosimiero
n300peTeHust sBIsieTCss o0ecredeHne TepaneBTudeckoro arenra st HER2-myTtupoBaHHOTO
paka, comepkamero KoHbroratr cneruduueckoe aHTu-HER2-anTUTENO-NEKapCTBEHHOE
CpeacTBo, Wuiu crocoda JIeUeHUs] paka, BKJIIOYAIOLIEr0 BBEACHHE CYOBEKTY KOHBIOTATA
cnenuduueckoe antu-HER2-anTHTENO-I€KAPCTBEHHOE CPENCTBO CYOBEKTY, Yy KOTOPOTO
BBISIBJICHO HaJIM4ue paka ¢ myrauueit HER2.

Pemenne TeXHH4YECKOH 3a1a4H

[0009] B pesynbTaTe TIIATENBHBIX MCCIEAOBAHUIN, HAINPAaBIEHHbIX HA peLICHHUE
BBILIEYKA3aHHBIX 3a]a4, 3asBUTEIM HACTOALIEr0 H300peTeHus OOHApPY>KWIM, YTO KOHBIOTAT
cneunguyeckoe aHTH-HER2-anTuTENnO-n€KapcTBEHHOE  CPEACTBO  NPOSBISET  BBICOKUH
npotuBoonyxoneBeli 3¢¢dexkr B oTHomeHun TunoB paka ¢ myrtauued HER2, Tem cambim
OCYILIECTBHB HACTOsILIIEe H300peTeHHeE.

[0010] Takum obpa3om, HacTosiee H300peTeHne o0ecreunBaeT CIeayIne MyHKTHI |-
176.

1. Tepanesruueckuii arent niasi HER2-myTupoBaHHOro paka, comepskaiuii B KadecTBe
AKTUBHOTO KOMIIOHeHTa KOHbIoTaT aHTU-HER2-aHTUTENO-7I€KapCTBEHHOE CpPENCTBO, T
JIEKApCTBEHHOE CPEICTBO-JIMHKEP, MPEACTABICHHOE CIEeAYIOUIeH (HOpMYJIION:

[0011] [popmyna 1]
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[0012] roe A mpencrapinsieT nojoxkeHue coenuHeHus ¢ antu-HER2-anTutenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTnTeIOM MocpencTBoM THO3(PUPHOH CBSI3H.

2. TepaneBTuyeckuii areHT B coorBercTBuM ¢ 1.1, rae myrauuss HER2 npu HER2-
MYTHPOBAaHHOM paKe TPEACTaBIsIeT IO MEHbLIEH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIbI,
cocrosmen u3 Y772_AT75dup, G778_P780dup, G776delinsVC, L7555, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
A771_YT772insYVMA, M774_A775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_VT177insVGC,  V777_G778insCG, V777_G778insG, G778_S779insG, S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L807F, S819F, I829T, V842I, L846F, T862I, R868W, L86IR, T875I, W906*, T917S, Q943*,
S1007* u S1151L.

3. TepaneBTuueckuii areHT B coorBercTBuU ¢ 1.2, rae myrauus HER2 nmpu HER2-
MyTHPOBAaHHOM paKe TPEACTaBIsieT IO MEHbLIeH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIbI,
cocrositnert u3 Y772_A775dup, G778 P780dup, G776delinsVC, L7558, V777L u S310F.

4. TepanepTuueckuii areHT B coorBercTBuu ¢ 1.1, rae myrauuss HER2 npu HER2-
MYTHPOBAHHOM pake MpeACTaBIseT HHCEPLUOHHYIO MyTaLUIO B 5k30He 20.

5. TepaneBTHUECKU areHT B COOTBETCTBHHU C 1.4, I/Ie MHCEPLHUOHHAS MyTallUsl B 3K30HE
20 mpencraBiseT MO MeHbIIEH Mepe OfAHYy, BBIOPAHHYKO W3 TPYIIIBL, COCTOSIIEH U3
Y772_AT775dup, G778_P780dup, G776delinsVC, E770_A771insAYVM,
ATT1_Y772insYVMA, M774_AT775insAYVM,  A775_G776insYVMA,  G776delinsLC,
G776delinsAVGC, G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC,
V777 _G778insCQG, V777_G778insG, G778 S779nsG, S779 P780insVGS u
P780_Y781insGSPP.

6. TepaneBTHUECKUN areHT B COOTBETCTBUU C I1.5, I/I€ MHCEPLUOHHAS MyTallUsl B 5K30HE

20 mpencraBiseT MO MEHbLIEH Mepe OIHYy, BbIOPAaHHYKO €3 TPYIIIbL, COCTOSIIEH U3



Y772 _AT775dup, G778 P780dup u G776delinsVC.

7. TepanepTudeckuil areHT B coorBercTBuM ¢ 1.1, rae myrauus HER2 npu HER2-
MYTUPOBAHHOM pake IMPENCTaBJIA€T MYTAaLMK 3aMEHbl OJHOM Iapel OCHOBAaHUNW B
TpancMeMOpaHHOM oMmeHe Oenka HER2.

8. TepaneBTHueCKUil areHT B COOTBETCTBHM C I1.7, I/leé MyTallUs 3aME€Hbl OJHOH Mapbl
OCHOBaHMH B TpaHcMeMOpaHHOM nomene Oenka HER2 mpencrasiser mo MeHblueil Mepe OnHY,
BBIOpaHHYIO U3 rpynmnsl, cocrosimei u3 VO59E, G660D, 1654V, 1655V u [661V.

9. TepaneBTUYECKHII areHT B COOTBETCTBUM C 1.8, r7e MyTalusl 3aMeHbl OJIHOI Maphbl
OCHOBaHUH B TpaHcMeMOpaHHOM nomeHe Oenka HER2 npencrasnser G660D.

10. TepaneBruueckuii areHT B coorBercTBuu ¢ m.1, rae myrauus HER2 npu HER2-
MYTHUPOBAHHOM pake TMpeACTaBIseT MyTalMI0O 3aMEeHbl OJHOW mapbl OCHOBaHUW BO
BHEKJIeTOUHOM oMeHe Oenmka HER2.

11. TepaneBTHUeCKUil areHT B COOTBETCTBUU C 1.10, rae mMyTalus 3aMeHbl OHOHN Maphl
OCHOBaHMH BO BHEKJeTOYHOM nomeHe Oenmka HER2 mpencramisier mo MeHblLIed Mepe OIHY,
BbIOpaHHyIO U3 rpymmbl, cocrosimmert u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541IM, 1613V,
P627H, A644V u R647G.

12. TepaneBTHUECKUI areHT B COOTBETCTBUU C .11, rae MyTalnus 3aMeHbl OHOMN Maphbl
OCHOBaHHUH BO BHeKJeTouHOM nomene Oenka HER2 npencrasnser S310F.

13. TepaneBTHYECKHI areHT B COOTBETCTBUU € J0ObIM U3 . 1-12, rane pak npu HER2-
MyTHPOBAaHHOM pake TIPEACTaBiIsAeT 110 MeHbIIeHl Mepe ONIWH, BBIOPAHHBIM W3 TPYIIIH,
COCTOALEH U3 HEMEJIKOKJIETOYHOIO paka JIErKOrO, paka MOJIOYHOM JKEJe3bl, paka >KeIyaKa,
KOJIOPEKTAJIbHOIO  paka, paka MHINEeBOJA, paka CIIOHHOM KeJle3bl, aJeHOKAPLIMHOMBI
NHILIEBOHO-XKEIYyIOYHOTO TEpPeXOoAa, paka JKeT4HbIX nyTed, Oonesnu Ilemxera, paxa
MOJIKEJTy IOYHOH JKeJIe3bl, paKa SIMYHUKA U KapLUHOCAPKOMBI MaTKU.

14. TepameBTUYEeCKHUI areHT B COOTBETCTBMU ¢ JOoObIM w3 m.l-12, rme pak
MIPECTABIISIET HEMEJIKOKJIETOYHBIN paK JIETKOTrO.

15. TepaneBTHuUecKHil areHT B COOTBETCTBMU C 11.14, re HEMEIKOKJIETOUHBIN pak
JIETKOTO TPEACTABISIET HeonepaOeNnbHbI W/HIIM METAaCTATUYECKUH HEMETKOKJIETOUHbIH pPak
JIETKOTO.

16. TepameBTUYECKHII areHT B COOTBETCTBHUM C JitoObIM w3 mi. 1-15, rne antu-HER2-
AHTUTEJIO TMPEACTABJIET AHTUTENO, COAEpJKALee TSDKENYK LeNlb, COCTOSINYK) U3
aMHUHOKHCJIOTHON MOCJIEIOBATEIbHOCTH, COCTOSIEN 13 aMHHOKHCJIOTHBIX OCTAaTKOB ¢ 1 1mo 449
SEQ ID NO: 1, u Jnerkyro LeMb, COCTOSINYI0 W3 aMHHOKHCJIOTHON TIOCJIENOBATEIbHOCTH,
COCTOSIIIEN U3 aMUHOKHUCTIOTHBIX ocTaTkoB ¢ 1 mo 214 SEQ ID NO: 2.

17. TepameBTUYECKHII areHT B COOTBETCTBHUH C JitoObIM w3 mi. 1-15, rme antu-HER2-
AQHTUTEJIO TMPEACTABJIAET AHTHUTENO, COAEpJKALee TSDKENYK LeNlb, COCTOSINYK) U3
aMUHOKHCJIOTHOM mociieaoBarenbHocTy, npencrasieHHo B SEQ ID NO: 1, u jerkyroo uerns,
COCTOSALIYIO U3 aMUHOKHUCJIOTHOM MOCIEN0BaTeNbHOCTH, IpencrasieHHon B SEQ ID NO: 2.

18. TepaneBTHUeCKUI areHT B COOTBETCTBHUHU € JOObIM u3 . 1-17, rae cpenHee 4ucio



€AUHULl JIEKAPCTBEHHOIO CPEACTBA-JIMHKEPA, KOHBIOTHPOBAHHOIO B pAacyeTe HAa MOJIEKYJy
antutrena B KoHbtorare aHTU-HER2-anTureno-nexapcTBeHHOE CpEACTBO, HAXOAUTCS B
nuana3oHe oT 7 1o 8.

19. TepaneBTHUECKUI areHT B COOTBETCTBMHU € JOObIM u3 ml.1-17, rae cpenHee 4ucio
€AUHULl JIEKAPCTBEHHOI'O CPEACTBA-JIMHKEPA, KOHBIOTUPOBAHHOTO B pacyeTe Ha MOJIEKYJy
anturena B KoHbiorare aHtu-HER2-antuteno-jekapcTBeHHOE CpeNCTBO, HAXOAUTCA B
JuanasoHe ot 7,5 mo 8.

20. TepaneBTHUECKUI areHT B COOTBETCTBUU C JIFOOBIM 13 miL. 1-19, rae no3a Ha BBeneHUe
koHbtorata aHTu-HER2-anTUTENO-NE€KapcTBEHHOE CPENCTBO HAXOAMTCA B JAuanazoHe oT 5.4
MI/KT 10 8 MI/KT.

21. TepaneBTHUECKUH areHT B COOTBETCTBUU C JIFOOBIM 13 miL. 1-19, rae no3a Ha BBeneHUe
KoHbIorata antTu-HER2-anTHTEN0-IeKapCTBEHHOE CPEACTBO COCTABIISIET 6,4 MI/KT.

22. TepaneBTUYECKHI areHT B COOTBETCTBUU C JIFOOBIM H3 M. 1-21, rae KOHBIOTaT aHTH-
HER2-anTuTeno-nekapcTBeHHOE CPENCTBO BBOISAT OAWH pa3 B 3 HENEIH.

23. Tepanestuueckuii aredt 1 HER2-MyTupoBaHHOro paka, copep Kaliuil B KauecTBe
aKTUBHOTO  KOMIoHeHTa  koHbiorar  aHTu-HER2-antuteno-nekapcTBeHHOE  CPEnNCTBO,
MPEICTaBICHHbIN Clieayomeit GopMyIoi:

[0013] [popmyna 2]
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[0014] roe nekapcTBEHHOE CPEACTBO-TMHKEP KOHBIOrHpoBaHO ¢ aHTU-HER2-anturtenom
NOCPENCTBOM THO3(UPHOHN CBSI3M, U N MPENCTABISET CPEAHEE YUCIIO CAMHHUL JIEKAPCTBEHHOTO
CpenCTBa-JIMHKepa, KOHBIOTUPOBAHHOIO B pacueTe Ha MOJIEKYJy aHTUTeNa.

24. TepaneBTHueckuil areHT B cooTBeTcTBUU c 1m.23, rae mytauuss HER2 nmpu HER2-
MYTHPOBAaHHOM paKe TpPENCTaBIseT IO MEHbIIEH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIb,
cocrosimen u3 Y772_AT775dup, G778_P780dup, G776delinsVC, L755S, V777L, VG659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
A771_YT772insYVMA, M774_A775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777imsVC,
G776_V777insVGC,  V777_GT778insCG,  V777_G778insG,  G778_S779nsG,  S779P,



S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T791l, G804S,
L8O7F, S819F, I829T, V842I, L846F, T862I, R868W, L8O6OR, T8751, W906*, TI917S, Q943*,
S1007* u S1151L.

25. TepanesTuueckuil areHT B cooTBercTBuu ¢ m.24, rae mytauuss HER2 nmpu HER2-
MyTHPOBAaHHOM pake TMpPENCTaBIsIeT IO MeHbIIeH Mepe OIHy, BBIOPAHHYIO W3 TPYIIIbL,
cocrosieit uz Y772 A775dup, G778 P780dup, G776delinsVC, L755S, V777L u S310F.

26. TepaneBTuueckuil areHT B cooTBercTBUU ¢ .23, rae myrauus HER2 npu HER2-
MYTHPOBAHHOM pake MPeACTaBIIseT HHCEPLIMOHHYIO MyTallUIO B 3k30He 20.

27. TepaneBTHUECKUN areHT B COOTBETCTBUHM C I.26, re WHCEPLUOHHAs MyTalus B
sk30He 20 TpeACTaBsIeT MO MEHbLIEH Mepe OIHY, BBIOPAHHYIO M3 TPYIIIbL, COCTOSLICH W3
Y772_A775dup, G778_P780dup, G776delinsVC, E770_A771insAYVM,
A771_YT772insYVMA, M774_A775insAYVM,  A775_G776insYVMA,  G776delinsLC,
G776delinsAVGC, G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC,
V777_G778insCG, V777_GT778insG, G778 S7791nsG, S779 P780insVGS u
P780_Y781insGSP.

28. TepaneBTHueckuil areHT B COOTBETCTBUM C M.27, Ile MHCEpLMOHHAs MyTalus B
sk30He 20 TpeACTaBIsIET MO MEHbLIEH Mepe OAHY, BBIOPAHHYIO M3 TPYIIIbL, COCTOALICH W3
Y772 _AT775dup, G778 P780dup n G776delinsVC.

29. TepanesTHueckuil areHT B cooTBercTBuu c 1m.23, rae mytauuss HER2 npu HER2-
MYTUPOBAaHHOM pake TMpEeACTaBIseT MYTALUI0 3aMeHbl OJHON Tmapbl OCHOBaHUHM B
TpancMeMOpaHHOM nomeHe Oenka HER2.

30. TepaneBTHUECKU areHT B COOTBETCTBUU C I.29, rAe MyTalys 3aMEeHbl OHOHN Maphbl
OCHOBaHMH B TpaHcMeMOpaHHOM nomene Oenka HER2 mpencrasiser mo MeHblueil Mepe OnHY,
BBIOpaHHYIO U3 rpymmsbl, cocrosimei u3 VO59E, G660D, 1654V, 1655V u [661V.

31. TepaneBTUYeCKHH areHT B cOOTBETCTBUU C 11.30, rne MyTauus 3aMeHbl OTHOMN Mapbl
OCHOBaHUH B TpaHcMeMOpanHoM nomene Oenka HER2 npencrasnser G660D.

32. TepaneBTuueckuii areHT B cooTBeTcTBUH ¢ 1.23, rae mytauuss HER2 nmpu HER2-
MYTUPOBaHHOM paKe TMPeACTaBisieT MYyTaLHI0 3aMeHbl OAHOW Mapbl OCHOBaHUM BO
BHEKJIETOUHOM loMeHe Oenka HER2.

33. TepaneBTHUeCKUI areHT B COOTBETCTBUU C .32, Te MyTalusl 3aMeHbl OJJHOI Maphl
OCHOBaHUH BO BHeKJeToOuHOM nomeHe Oenka HER2 mpencraBisier mo MeHbLIeH Mepe OIHY,
BbIOpaHHyr0 u3 rpymbl, coctosimeii u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y. ,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541IM, 1613V,
P627H, A644V u R647G.

34. TepaneBTUUECKUN areHT B COOTBETCTBUU C I.33, rae MyTalus 3aMeHbl OJJHOI Maphbl
OCHOBaHHUH BO BHekJeTouHOM nomene Oenka HER2 npencrasnsier S310F.

35. TepaneBTuUecKuii areHT B COOTBETCTBUH C JIOObIM 13 111.23-34, rae pak nmpu HER2-
MYTHPOBAaHHOM paKe TMPEACTaBIAeT 110 MEHbIIEH Mepe ONIWH, BBIOPAHHBIA W3 TPYIIIHL
COCTOSIIEH U3 HEMEJKOKJIETOUYHOIO paka JIETKOro, paka MOJIOUHOM JKENe3bl, paka JKeJylKa,

KOJIOPEKTAJIbHOTO paka, paka IMHIIEBOJA, paka CIIOHHONW JKele3bl, aJeHOKaPLMHOMBI



NUIIEBOJHO-XKENYAOYHOTO TIepexona, paka >KemyHbIx myTed, Oonesnn Ilemkera, paxa
MOJIKENTy IOYHOM JKeJe3bl, paka SIMYHUKA U KapLIUHOCAPKOMBI MaTKHU.

36. TepameBTUYECKHMI areHT B COOTBETCTBHUH C JOOBIM u3 nmn.23-34, rme pak
MPECTaBIsIET HEMEIKOKJIETOUHBIHN paK JIErKoro.

37. TepaneBTHUECKMI areHT B COOTBETCTBMU C I1.36, I'l€ HEMEJIKOKJIETOUHBIN pak
JIETKOTO TIPENCTABJISAET HeomnepadeabHbId WM METACTATUYECKHl HEMENIKOKJIETOUHBIH pak
JIETKOTO.

38. TepameBTHUYECKU areHT B COOTBETCTBHM C JIOObIM u3 mi.23-37, rme antu-HER2-
AHTUTENIO TPEACTAaBJIsIeT AaHTUTENO, Cojepkallee TSUKEIyKH  Lelb, COCTOALIYID U3
AMUHOKHCJIOTHOM MOCJIEIOBATEIbHOCTH, COCTOSIIEN M3 aMHHOKHUCIOTHBIX OCTAaTKOB ¢ 1 1mo 449
SEQ ID NO: 1, u nerkyr Lemnb, COCTOSIIYIO M3 aMHUHOKHCJIOTHOW TMOCJIEIOBATEIbHOCTH,
COCTOSIIIEN U3 aMUHOKHUCTIOTHBIX ocTaTtkoB ¢ 1 mo 214 SEQ ID NO: 2.

39. TepameBTHYECKU areHT B COOTBETCTBHM C JIOObIM u3 m.23-37, rne antu-HER2-
AHTUTENI0O TPEACTaBiIsieT AaHTUTENO, CojepXkallee TsDKEIyK  Lelb, COCTOALIYID U3
aMUHOKHCJIOTHOM mochenoBarenbHocTy, npencrasienHol B SEQ ID NO: 1, u nerkyroo uerns,
COCTOSAILIYIO U3 AMHUHOKHCJIOTHOHN MOCIEN0BaTENbHOCTH, Tipencrasnennoi B SEQ ID NO: 2.

40. TepaneBTUYECKHI areHT B COOTBETCTBHH C JIFOOBIM U3 mI1.23-39, e cpenHee Yucio
€IMHUL] JIEKAPCTBEHHOTO CpEACTBAa-JIMHKEpPa, KOHBIOTMPOBAHHOIO B pacueTe Ha MOJEKyJy
anturena B KoHbtorare aHTU-HER2-anTureno-nexapcTBeHHOE CpeACTBO, HAXOAUTCS B
nuamna3oHe oT 7 1o 8.

41. TepaneBTUYECKHUI areHT B COOTBETCTBHMH C JIIOObIM U3 1.23-39, e cpenHee 4ucio
€[IVHULl JIEKAPCTBEHHOIO CpEACTBA-JIMHKEPAa, KOHBIOTMPOBAHHOIO B pacueTe Ha MOJEKYJy
anTurena B KoHbiorare aHTU-HER2-anTureno-nexapcTBeHHOE CpeACTBO, HAXOAUTCS B
JIuanasoHe ot 7,5 mo 8.

42. TepameBTUYECKUIl areHT B COOTBETCTBUM ¢ J0ObIM u3 mm.23-41, roe no3a Ha
BBeneHHe KoHbrorata aHTu-HER2-aHTUTENO-I€KapCTBEHHOE CPENCTBO HAXOIUTCS B AUATIA30HE
oT 5,4 Mr/kr 10 8 mr/kr.

43. TepaneBTHYECKHIl areHT B COOTBETCTBMU C JIOObIM W3 mm.23-41, roe nosa Ha
BBeIeHHE KOHBbIoTaTa aHTu-HER2-anTUTEN0-1eKapCTBEHHOE CPEACTBO COCTABISIET 6,4 MIV/KT.

44. TepaneBTUYECKHIT ar€HT B COOTBETCTBUH C JIFOOBIM U3 1i1.23-43, r/ie KOHBIOTAT aHTH-
HER2-anTuTeN0-1€KapCTBEHHOE CPEACTBO BBOJAT OJUH Pa3 B 3 HEAEH.

45. Crioco0 neueHus paka, BKIFOYAKOLINNI BBeneHHe KOHBIorata aHTu-HER2-antuTeno-
JIEKapCTBEHHOE CPEJCTBO, I€ JIEKAPCTBEHHOE CPEACTBO-JIUHKED, MPEACTABIEHHOE CleAYIoLei
dbopmyIoii:

[0015] [popmyna 3]
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[0016] roe A mpencrasinsieT nojoxkeHue coenuHeHus ¢ antu-HER2-anTurenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-aHTHTENIOM MOCPEnCcTBOM THOS(UPHOH CBS3H, CYOBEKTY,
y kotoporo BbisiBieHo Hanuuue HER2-myTtuposansoro paxa.

46. Cnocob neueHust B coorBercTBuu ¢ .45, rme myrauus HER2 mpu HER2-
MYTHPOBAaHHOM paKe TPENCTaBIseT IO MEHbLIEH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIb,
cocrosimen u3 Y772_AT75dup, G778_P780dup, G776delinsVC, L7555, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
A771_YT772insYVMA, M774_A775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_VT777insVGC,  V777_G778insCG, V777_G778insG, G778_S779insG,  S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L807F, S819F, I829T, V842I, L846F, T862I, R868W, L86IR, T875I, W906*, T917S, Q943*,
S1007* u S1151L.

47. Cnocob nedenuss B coorBercTBuM ¢ 1.46, rme mytauus HER2 npu HER2-
MYTHPOBAaHHOM paKe TMpPENCTaBIseT IO MEHbLIEH Mepe OIHY, BBIOPAHHYKO W3 TPYIIIbI,
cocrositnert u3z Y772_A775dup, G778 P780dup, G776delinsVC, L7558, V777L u S310F.

48. Cnocob neueHust B coorBercTBuu ¢ .45, rme myrauuss HER2 mpu HER2-
MYTHPOBAHHOM pake MpeACTaBIsseT HHCEPLUOHHYI0 MyTalLlUIo B 3k30He 20.

49. Cnoco0 neyeHus: B COOTBETCTBUU C 1.48, rlie MHCEPLMOHHAs MyTauus B 3k30He 20
NPEACTABIISIET IO MEHBIIEH Mepe OZIHY, BBIOPAHHYIO U3 IPYMIIbL, cocTosmeit u3 Y772_A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, AT771_Y772insYVMA,
M774_AT775insAYVM, A775_G776insYVMA, G776delinsLC, G776delinsAVGC,
G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC, V777_G778insCG,
V777_G778insG, G778_S779insG, S779 P780insVGS u P780 Y 781insGSP.

50. Cnoco0 nedeHus: B COOTBETCTBUU C .49, re MHCEPLUOHHAS MyTalus B 5k30He 20
NPEACTABIISIET 110 MEHBIIEH Mepe OIHY, BBIOPAHHYIO U3 IpymIibl, cocrosimeii u3 Y772 A775dup,
G778 P780dup u G776delinsVC.
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51. Cnocob6 neuenus B coorBercTBuM ¢ 1.45, rae myrtauuss HER2 nmpu HER2-
MYTHPOBAaHHOM pake TMpPENCTaBIseT MyTalHMI0 3aMEHbl OJHOW Tapel OCHOBAaHMUH B
TpancMeMOpaHHOM omeHe Oenka HER2.

52. Cnoco0 neuyeHHst B COOTBETCTBUM C I.51, rme MyTauus 3aMeHbl OJHON TMaphl
OCHOBaHMH B TpaHcMeMOpaHHOM nomene Oenka HER?2 mpencrasiser mo MeHblueil Mepe OnHY,
BBIOpaHHYIO U3 rpymmsl, cocrosimei u3 VO59E, G660D, 1654V, 1655V u [661V.

53. Cnoco0 nedeHuss B COOTBETCTBUM ¢ 1.52, rme MyTalus 3aMEHbl OIHOH Mapsl
OCHOBaHUH B TpaHcMeMOpaHHOM nomeHe Oenka HER2 npencrasnser G660D.

54. Cnocob neuyenuss B coorBercTBuM ¢ 1.45, roe myrtauuss HER2 nmpu HER2-
MyTHPOBAaHHOM pake TMpPeACTABISET MYyTAalMI 3aMEHbl OJHOH mMaphl OCHOBAaHWUK BO
BHEKJIETOUHOM iomMeHe Oenka HER2.

55. Cnocob neudeHHs: B COOTBETCTBUM C I1.54, rne MyTauus 3aMeHbl OJHOW Taphbl
OCHOBaHMH BO BHeKJeTouHOM nomeHe Oenka HER2 mpencraBnsier mo MeHbLIeld mepe OIHY,
BbIOpaHHyIO U3 rpymmsbl, coctosimeit u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V,
P627H, A644V u R647G.

56. Cnoco0 neueHHs: B COOTBETCTBUH C I1.5S5, rie MyTauus 3aMeHbl OJHOH TMaphl
OCHOBaHHUH BO BHekJeTouHOM nomene Oenka HER2 npencrasnsier S310F.

57. Cnoco0 nedeHus: B COOTBETCTBHHM € JIOObIM u3 mm.45-56, roe pak mpu HER2-
MYTHPOBAaHHOM paKe TMPEACTaBIsAeT 110 MeHbIIell Mepe OIWH, BBIOPAHHBIA W3 TPYIIIH,
COCTOsILIIEH M3 HEMEJNKOKJIETOYHOIO paka JIETKOTrO, paka MOJIOYHOHM JKeNe3bl, paka >KeJyaka,
KOJIOPEKTAJIbHOTO paKa, paka TMHIIeBOAA, paka CIIOHHOM JKene3bl, aJeHOKaPLMHOMBI
NUIIEBOJHO-XKENYAOYHOTO Tepexosa, paka >KemyHbIx myTed, Oone3nu Ilemxera, paka
MOJKEJTY AOUHOM KeNe3bl, paka SUYHUKA U KapLIUHOCAPKOMBI MAaTKH.

58. Cnoco0® ne4yeHus B COOTBETCTBUH C JIIOOBIM U3 mi45-56, rae pak NpencTaBisieT
HEMEJIKOKJIETOYHBIN paK JIErKOro.

59. Cnocol nedeHus: B COOTBETCTBHM C 1.58, TZleé HEMENKOKJIETOUHBIH PaK JIETKOTrO
NpeACTaBysieT HeonepaOeabHbIN 1/ MIH METaCTAaTHYECKUI HEMEJIKOKJIETOUHBIN PaK JIETKOTO.

60. Criocob yieyeHus: B COOTBETCTBUU C JIOOBIM U3 m.45-59, roe antu-HER2-anTuTe0
NPEACTABISIET AHTHUTENO, COAEpIKallee TKENYI0 Lelb, COCTOSINYH0 M3 aMHHOKHCIOTHOM
MMOCJIENOBATEIbHOCTH, COCTOSINENl M3 aMHHOKHCIOTHBIX OCTaTkoB ¢ 1 mo 449

nocnenosatenbHocTd SEQ ID NO: 1, u jerkyro Lenb, COCTOSIIYIO W3 aMUHOKHUCIOTHOM

)
MOCJIEAOBATEILHOCTH, COCTOSIIEH M3 aMHHOKHUCIIOTHBIX ocTaTKoB ¢ 1 1o 214 SEQ ID NO: 2.

61. Cniocob neyeHus B COOTBETCTBUU C JIOOBIM U3 m.45-59, roe antu-HER2-anTuTE0
NPEACTABISIET AHTHUTEJIO, COAEpIKallee TKENYI0 Lelb, COCTOSINYI0 M3 aMHHOKHCIOTHOM
nocnenosatenbHocTy, npexacrasieHHold B SEQ ID NO: 1, u nerkyrwo uenb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJIeI0BaTeNbHOCTH, npenacTasieHHoi B SEQ ID NO: 2.

62. Crioco0 jeueHnst B COOTBETCTBUHM C JIFOOBIM 13 m.45-61, rne cpeqHee YUCIO eIUHHLL
JIEKApCTBEHHOI'O CPEICTBA-JIMHKEPA, KOHBIOTHPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTHTENa B

koHbtorare antu-HER2-anTuteno-naexapcTseHHOE CpencTBO, HAXOAUTCS B AMANa3oHe oT 7 110 8.
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63. Crioco0 neueHnst B COOTBETCTBUH C JIFOOBIM 13 m.45-61, rne cpeaHee YUCIO eUHHLL
JIEKAPCTBEHHOT'O CPEACTBA-JIMHKEPA, KOHBIOTMPOBAHHOIO B pacueTe Ha MOJIEKYJy aHTUTeNa, B
koHbtorare aHTu-HER?2-anTHTEN0-N1€KAPCTBEHHOE CPEACTBO HAXOAUTCS B AMANa3OHE OT 7,5 10
8.

64. Crnioco0 jiedeHuss B COOTBETCTBHH C JIIOOBIM M3 M.45-63, rae n03a Ha BBEAEHHE
koHbiorara aHTu-HER2-aHTHTENO-NIEKapCTBEHHOE CPENCTBO HAXOAUTCA B JHUana3oHe oT 5.4
MI/KT 10 8 MI/KT.

65. Criocob jieyeHus: B COOTBETCTBUHU C JIIOOBIM U3 m.45-63, rme mo03a Ha BBEIAEHHE
KoHbrorata aHTu-HER2-aHTHUTEN0-TIeKapCTBEHHOE CPEACTBO COCTABISIET 6,4 MI/KT.

66. Criocob jieueHust B COOTBETCTBHH C JIFOOBIM U3 11.45-65, rne konbrorat antu-HER2-
AHTHUTEJIO-JIEKAPCTBEHHOE CPECTBO BBOIAT OAMH pa3 B 3 HEJEINH.

67. Cnioco0 nedeHus: paka, BKIIIOHAIOIUIN BBelneHUe KoHbiorata antu-HER2-anTuTENO-
JIEKaApCTBEHHOE CPEACTBO, MPENCTABIEHHOTO Clienyromel Gopmyioit:

[0017] [popmyna 4]

amxmn-HERZ asTnrenc —

n

[0018] rne nexapcTBEHHOE CPENCTBO-JIMHKEpP KOHBIOTHpoBaHO ¢ aHTU-HER2-anTHTEI0M
HIOCPEICTBOM THO3(DHPHOH CBSI3M, M N NMPEACTABJISIET CPEIHEE YUCIO €IUHHUL] JEKapPCTBEHHOTO
CpenCTBa-JIMHKePa, KOHBIOTUPOBAHHOTO B pacuyeTe Ha MOJIEKYJly aHTUTENa,

CyOBEKTY, y KOTOpOro BeisiByieHO Hajguuue HER2-MyTupoBaHHOTO paka.

68. Cnocob neuyenus B coorBercTBuM ¢ 1.67, roe myrtauuss HER2 nmpu HER2-
MyTHPOBAaHHOM paKe TMpPENCTaBIseT IO MEHbLIEH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIbI,
cocrositen u3 Y772_AT775dup, G778_P780dup, G776delinsVC, L7555, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
A771_YT772insYVMA, M774_A775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_V777insVGC,  V777_G778insCG,  V777_G778insG, G778_S7791insG,  S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L8O7F, S819F, I829T, V842I, L846F, T862I, R86EW, L8OIR, T875I, W906*, T917S, Q943*,
S1007* u S1151L.
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69. Cnocob neuenus B coorBercTBuM ¢ 1.68, rme myraumss HER2 mpu HER2-
MyTHPOBAaHHOM paKe TPENCTaBIsAeT [0 MEHbIIell Mepe OIHY, BBIOPAaHHYIO W3 TPYIIIbI,
cocrositert u3z Y772 _A775dup, G778 P780dup, G776delinsVC, L755S, V777L u S310F.

70. Cnocob neuenust B coorBerctBuu ¢ 1n.67, rme myraums HER2 nmpu HER2-
MYTHUPOBAHHOM paKe MPeACTaBIsAET HHCEPLIUOHHY MYTaLUIO B 53k30He 20.

71. Cnocob nevyenusi B cooTBercTBuU ¢ 11.70, rie MHCEPLMOHHAS MyTalusi B 3k30He 20
IPEeCTaBIsIET IO MEHbLIEH Mepe OAHY, BBIOPAHHYIO U3 TpymIbl, cocrosimeii u3 Y772_A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, A771_YT772insYVMA,
M774_AT75insAYVM, AT775_G776insYVMA, G776delinsLC, G776delinsAVGC,
G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC, V777_G778insCG,
V777 _G778insG, G778 S7791insG, S779 P780insVGS u P780_Y781insGSP.

72. Cnioco0 jedeHus: B COOTBETCTBUHU C 11.71, TIe MHCEPLHMOHHAS MyTalusi B 3k30He 20
NPEACTABIISIET 110 MEHBLICH Mepe OIHY, BBIOPAHHYIO W3 IPyMIIbl, cocTosimeit u3 Y772 A775dup,
G778 P780dup u G776delinsVC.

73. Cnocob neueHust B coorBerctBuu ¢ .67, rme myraumss HER2 mpu HER2-
MYTUPOBAaHHOM pake TMpEeACTaBIseT MYTallU0 3aMeHbl OJHON mapbl OCHOBaHWHM B
TpancMeMOpaHHOM omeHe Oenka HER2.

74. Cnoco0 yedeHHWs: B COOTBETCTBUM C I1.73, TIe MyTalusi 3aMEHbl ONHOW Mapbl
OCHOBaHUH B TpaHcMeMOpaHHOM nomene Oenka HER2 mpencrasisier mo MeHblIel Mepe OHY,
BBIOpaHHYIO U3 rpymniel, coctosen u3 VOSOE, G660D, 1654V, 1655V n [661V.

75. Cnoco0 nedeHuss B COOTBETCTBMU C 174, rae MyTalusl 3aMEHbl OIHOW Maphbl
OCHOBaHui B TpaHcMeMOpaHHOM nomene 6enka HER?2 npencrasnsier G660D.

76. Cnocob neuenust mo m.67, roe myrauuss HER2 mpu HER2-mytupoBaHHOM pake
IPECTAaBIsIeT MyTAaLMIO 3aMEHbl OJHOHM MNapbhl OCHOBAHMH BO BHEKJIETOUHOM JOMeHe Oenka
HER2.

77. Cnoco0 yedeHWs: B COOTBETCTBUM ¢ I.70, Te MyTalusi 3aMEHbl OIHOW TMapbl
OCHOBaHMH BO BHeKJeTouHOM nomeHe Oenka HER2 mpencraBnser mo MeHblLIeld mepe OIHY,
BbIOpaHHyIO U3 rpymmbl, cocrosimeit u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541IM, 1613V,
P627H, A644V uR647G.

78. Cnoco0 5edyeHuss B COOTBETCTBMU C 177, A€ MyTalHsl 3aMEHbl OJIHOW Maphbl
OCHOBaHHUH BO BHeKJeTouHOM nomene Oenka HER?2 npencrasnsier S310F.

79. Cnoco0 nedeHuss B COOTBETCTBHMHU C J0ObIM m3 mm.67-78, rme pak mpu HER2-
MYTHPOBAaHHOM paKe TMPEACTaBIsAeT [0 MEHbIIell Mepe ONIWH, BBIOPAHHBIA W3 TPYIIIH,
HEMEJIKOKJIETOYHOIO paKa JIETKOro, paka MOJIOYHOM JKEJIE3bl, paKa XKeNyAKa, KOJIOPEKTaIbHOIO
paka, paka NMUIIEBOJA, paka CIIOHHOHN >Keje3bl, aJeHOKAPLIMHOMBI MUILIEBOJHO-KEIyIOUYHOTO
nepexona, paka JKemuHbIX myTed, Oomesnu Ilemxkera, paka MOMKENyAOYHOH KENe3bl, paka
SIMYHUKA U KaPLIMHOCAPKOMBI MAaTKH.

80. Cnoco0 neyeHHs B COOTBETCTBUM C JIIOObIM M3 Nm.67-78, rae pak NpencTaBisieT

HEMEJIKOKJIETOYHBIN PaK JIETKOTrO.
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81. Cnocob neueHust B coorBercTBUU € 1.80, re HEMENKOKJIETOYHBIH pPaK JIETKOTrO
NpeACTaBisieT HeonepaOenbHbIN 1/ MIH METaCTaTHYECKUIT HEMEIKOKIJIETOYHBIH PaK JIETKOTO.

82. Crocob nedeHus: B COOTBETCTBUH ¢ MoObM U3 mn.67-81, roe antu-HER2-antuteno
NPEACTAaBIsieT AHTUTENO, COAEprKalllee TSKENYH LieNb, COCTOSALIYID U3 aMHHOKHMCIOTHOM
MOCJIENOBATEIbHOCTH, COCTOSIIIEN M3  aMHHOKHMCIOTHBIX OCTaTkoB ¢ 1  mo 449
nocnenosarenbHocTd SEQ ID NO: 1, u jerkyro wenb, COCTOSIIYIO W3 aMUHOKHUCIOTHOM
MOCJIEIOBATEIbHOCTH, COCTOSIIIEH M3 aMUHOKUCIOTHBIX ocTaTkoB ¢ 1 mo 214 SEQ ID NO: 2.

83. Croco0 jeveHust B COOTBETCTBHH ¢ JoObIM u3 mm.67-81, roe antu-HER2-antureno
NPENCTaBIsIeT aHTUTENO, COJAepIKalllee TSKENYK Lelb, COCTOALIYI0 U3 aMHUHOKHCJIOTHOM
nocnenosatenbHocTH, npexacrasieHHold B SEQ ID NO: 1, u nerkyro uemnb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJIeN0BaTeNbHOCTH, npenactaBieHnoi B SEQ ID NO: 2.

84. Cnioco0 eyeHus: B COOTBETCTBHH C JIFOOBIM U3 1.67-83, TIe CpeHee YHCIIO eAMHHUL]
JIEKAPCTBEHHOTO CPEICTBA-JIMHKEPA, KOHBIOTHPOBAHHOIO B pacdyeTe Ha MOJIEKYJy aHTHTENa B
konbtorate anTu-HER2-aHTHTEN0- T1eKapCTBEHHOE CPEACTBO, HAXOAUTCS B JUATA30He OT 7 A0 8.

85. Crnocob neyeHus: B COOTBETCTBHH C JIFOOBIM U3 1.67-83, Te cpefHee YHCio eaHHUL]
JIEKApCTBEHHOTO CPENCTBA-JIMHKEPa, KOHBIOTMPOBAHHOIO B pacyere Ha OXHY MOJEKYIy
anturena B KoHbtorare aHTU-HER2-anTuTeno-nexapcTBeHHOE CpeACTBO, HAXOAUTCS B
nuanasoHe ot 7,5 mo 8.

86. Criocob jedeHHs B COOTBETCTBUH C JIOOBIM M3 mm.67-85, rme m03a Ha BBEIEHHE
koHbtorata aHTu-HER2-anTUTENnO-n€KapcTBEHHOE CPEACTBO HAXOAMTCA B AuanaszoHe oT 5.4
MI/KT 10 8 MI/KT.

87. Cniocob jedeHHs B COOTBETCTBHH C JIOOBIM M3 mim.67-85, rme mo3a Ha BBEIEHHE
koHblorara antTu-HER2-anTuTEen0-11€KapCTBEHHOE CPENCTBO COCTABISAET 6,4 MI/KT.

88. Criocob yieyeHust B COOTBETCTBUH ¢ JIFOOBIM 13 1i1.67-87, rae konbtorat antu-HER2-
AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO BBOAST OAMH pa3 B 3 HEJEINN.

89. Kounptorar antu-HER2-anTHTENO-NEKapCTBEHHOE CPEACTBO MJii NPUMEHEHUS B
neuennn HER2-myTupoBaHHOro paka, rae jJekapCTBEHHOE CPEINCTBO-JIMHKEpP, MPeNCTaBICHHOE
cnenyroiuel Gopmyioii:

[0019] [popmyna 5]
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[0020] roe A mpencrasinsieT nojoxkeHue coenuHeHus ¢ antu-HER2-anturenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTnTenomM nocpencTBoM THO3(UPHOM CBS3H.

90. Konstorar antu-HER2-anTuTeno-nexkapcTBEHHOE CPENCTBO B COOTBETCTBUU C I11.89,
rae myrtauuss HER2 npu HER2-MyTHpoBaHHOM pake MpEACTaBIsSET IO MEHbLIEH Mepe OAHY,
BBIOPaHHYIO M3 Tpymmbl, cocrosumed u3z Y772_A775dup, G778 _P780dup, G776delinsVC,
L755S, VT77L, V659E, G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P,
N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H,
A644V, R647G, 1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H,
G727A, T7331, E744G, N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y,
E770_A771insAYVM, A771_Y772insYVMA, M774_AT775insAYVM, A775_G776insYVMA,
AT775G, G776delinsLC, G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L,
G776_V777insVC, G776_V777insVGC, V777_G778insCG, V777_G778insG, G778_S7791nsG,
S779P, S7T79_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L8O7F, S819F, 1829T, V842I, L846F, T862I, R868W, L86IR, T8751, W906*, T917S, Q943*,
S1007* u S1151L.

91. Konstorat antu-HER2-anTuTENn0O-N1€KaPCTBEHHOE CPEACTBO B COOTBETCTBHUH C 1. 90,
rae mytauus HER2 npu HER2-MyTHpoBaHHOM pake MpeACTaBIsieT IO MEHbLIEH Mepe OAHY,
BBIOpaHHYIO M3 rpynmbl, cocrosmed u3z Y772 A775dup, G778 P780dup, G776delinsVC,
L7558, V777L u S310F.

92. Konptorar antu-HER2-aHTUTENO-T€KapCTBEHHOE CPENCTBO B COOTBETCTBUM C I1.89,
rae myTtauuss HER2 npu HER2-myTupoBanHOM pake mpeacTaBiisseT MHCEPLMOHHYIO MyTalMIO B
sk30He 20.

93. Konbrorar antu-HER2-aHTUTENO-T€KapCTBEHHOE CPENCTBO B COOTBETCTBUM C MM.92,
IJie UHCEPLIMOHHAs MyTalys B 3k30He 20 MpeAcTaBisieT 1o MeHbLIeH Mepe OfIHY, BBIOPaHHYIO U3
IpYIIIbI, COCTOSIIIEH u3 Y772_AT775dup, G778_P780dup, G776delinsVC,
E770_A771insAYVM, A771_Y772insYVMA, M774_AT775insAYVM, A775_G776insYVMA,
G776delinsLC, G776delinsAVGC, G776delinsVV, G776_V777insL, G776_V777insVC,
G776_V777insVGC, V777_G778insCG, V777_GT778insG, G778_S7791nsG,
S779 P780insVGS u P780 Y781insGSP.

94. Konstorat antu-HER2-anTHTENO-1€KAPCTBEHHOE CPENCTBO B COOTBETCTBUU C 11.93,
r7ie HTHCEPLIMOHHAS MyTalHsl B 5k30He 20 MpencTaBiseT M0 MEHbIIEH Mepe OIHY, BEIOPAHHYIO H3
rpymmel, cocrosited u3 Y772 _A775dup, G778 P780dup u G776delinsVC.

95. Konntoratr antu-HER2-aHTUTENO-IEKapCTBEHHOE CPENCTBO B COOTBETCTBUM C M.89,
rne mytauus HER2 npu HER2-myTupoBaHHOM pake MpeACTaBiisieT MyTallMIO 3aMEHbl OJIHOM
napbl OCHOBaHUH B TpaHCMeMOpaHHOM oMmeHe Oenka HER2.

96. Konntorar antu-HER2-anTuTeNno-nekapcTBEHHOE CPENCTBO B COOTBETCTBUU C 11.95,
r7Ie MyTalus 3aMeHbl ONHOH NHapbl OCHOBaHHMH B TpaHcMeMOpaHHOM pnomeHe Oenka HER2
BbIOpaHa 1Mo MeHbLIeH Mepe U3 rpymmnsl, cocrosmeit n3 VOS9E, GO660D, 1654V, 1655V n I661V.

97. Konbtorar antu-HER2-anTuTeno-nexkapcTBEHHOE CPENCTBO B COOTBETCTBUU C 11.96,

r7e MyTalus 3aMeHbl OHON mHapbl OCHOBaHWH B TpaHcMeMOpaHHOM paomeHe Oenka HER2
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npencrasiser G660D.

98. Konbtorar antu-HER2-aHTUTENO-T€KapCTBEHHOE CPENCTBO B COOTBETCTBUM C I1.89,
rae mytauus HER2 npu HER2-MyTHpoBaHHOM pake MpEeACTaBisieT MyTaLUIO 3aMEeHbl OJHOM
napbl OCHOBaHUH BO BHEKJIETOUHOM foMeHe Oenka HER2.

99. Konstorar antu-HER2-aHTHTEN0-NIEKApPCTBEHHOE CPEACTBO B COOTBETCTBUU C M.98,
rIe MyTauusi 3aMeHbl OJHOH Mapbl OCHOBAaHMI BO BHEKJIETOYHOM noMeHe Oenka HER2
NPEACTaBJISIET 10 MEHbIIeH Mepe ONIHY, BHIOPaHHYI0 M3 Tpymibl, coctosmen uz S310F, A20T,
A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M, S310Y, N319Y, S335C,
R340P, S418T, W452C, V541M, 1613V, P627H, A644V u R647G.

100. Konbtorar antu-HER2-aHTUTEI0-IEKaPCTBEHHOE CPEACTBO B COOTBETCTBUU C 11.99,
rIe MyTauusi 3aMeHbl OJHOH Mapbl OCHOBAaHMH BO BHEKJIETOYHOM paomeHe Oenmka HER2
npencrasisier S310F.

101. Kouwtorar antu-HER2-anTHTENno-nexkapcTBeHHOE CpPEACTBO B COOTBETCTBUHU C
mo6bM 13 1.89-100, roe pak npu HER2-myTHpoBaHHOM pake mpencTaBisieT O MEHbIIEH Mepe
OIWH, BBIOPAHHBIA W3 TPYMNNbBI, COCTOSINEH M3 HEMEJNKOKJIETOYHOrO paka JIETKOro, paka
MOJIOYHOM JKENEe3bl, paKa >KeIy[Ka, KOJOPEKTAJIbHOIO PAKa, paka MUINEBOAA, PaKa CIIOHHOU
JKeJe3bl, aJeHOKAapPLUHOMbI MHUIIEBOJHO-KENYyOYHOIO Iepexoa, paka >KEeMYHbIX MyTeH,
6one3nn Ilemxera, paka MOIKENyIOUHON JKeJe3bl, paka STMYHUKA U KAPLIUHOCAPKOMBI MATKH.

102. Kouwtorar antu-HER2-anTHTENnO-n€kapcTBEHHOE CpPEACTBO B COOTBETCTBUHU C
mo6bM 13 1.89-100, rae pak npencTaBiseT HEMEJIKOKJIETOYHBIN PaK JIErKoro.

103. Kouwtorar antu-HER2-anTHTENnO-n€kapcTBEHHOE CPEACTBO B COOTBETCTBUHU C
n.102, roe HEMENKOKJIeTOUHBbIH paK JIErKOro TPEeACTaBJsAeT HeonepadenbHbI  W/UiH
METACTaTUYECKUI HEMEJIKOKIIETOYHBIN PaK JIETKOrO.

104. Konwtorar antu-HER2-anTuTENnO-71€KapCTBEHHOE CPEACTBO B COOTBETCTBUU C
mobbiM w3 mm.89-103, roe antu-HER2-aHTHMTENO npEACTaBIsIET aHTUTENO, COAepIKallee
TSDKEIYK0 LeMb, COCTOSLIYI0 M3 aMHUHOKHCJIOTHOW IOCNEOBAaTEeIbHOCTH, COCTOSIIIEeH U3
AMUHOKHCIIOTHBIX OCTaTKOB OT 1 mo 449 u3 SEQ ID NO: 1, u jerkywo nemnb, COCTOSIIYIO U3
AMUHOKHCJIOTHOHM ITOCJIEA0BATENbHOCTHU, COCTOSIINEN M3 aMUHOKHCIIOTHBIX OCTAaTKOB OT 1 mo 214
u3 SEQ ID NO: 2.

105. Kouwtorar antu-HER2-anTuTENnO-nekapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
aro0piM u3 m.89-103, rme antu-HER2-aHTUTENO MNpEencTaBisieT aHTUTENO, COAepIKallee
TSKEJYIO LeNb, COCTOSIIIYIO U3 aMUHOKHUCJIOTHON MOCIeN0BaTENbHOCTH, NpencTasieHHol B SEQ
ID NO: 1,
npencrasnennoi B SEQ ID NO: 2.

106. Konwtorar antu-HER2-anTHTENnO-nexkapcTBeHHOE CpPEACTBO B COOTBETCTBUHU C

U JICTKYKO [€Ib, COCTOAIIYIO U3 AMHUHOKHCJIOTHOM MoCJICAOBAaTECIIbHOCTH,

mro0piM w3 mm.89-105, rme cpemHee UYMCIO EOUHUI JIEKAPCTBEHHOTO CpPENCTBa-JIMHKEPA,
KOHBIOTHPOBAHHOTO B pacueTe Ha MOJIEKYJy aHTuTena B KoHbiorare antu-HER2-antuteno-
JIEKapCTBEHHOE CPEACTBO, HAXOAUTCS B AUAIa30He OT 7 10 8.

107. Kouwtorar antu-HER2-anTHTENnO-n€kapcTBEHHOE CPEACTBO B COOTBETCTBUHU C

mobpiM w3 mn.89-105, rme cpemHee YMCIO €OUHUL JIEKAPCTBEHHOTO CpPENCTBa-JIMHKEPA,
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KOHBIOTMPOBAHHOIO B pacyeTe Ha MOJEeKyJdy aHTuTena B KoHbrorate aHtu-HER2-antuteno-
JIEKAPCTBEHHOE CPEACTBO, HAXOAUTCS B AMANa30He OT 7,5 1o 8.

108. Konwtorar antu-HER2-anTHTENO-n€KapCcTBEHHOE CPEACTBO B COOTBETCTBUHU C
mo6bM u3 n.89-107, roe no3a Ha BBeneHue koHbtorata aHTH-HER2-anTHTEN0-N1EKapCTBEHHOE
CPEACTBO HAXOAMUTCS B AWANa30He OT 5,4 Mr/ Kr 10 8 MI/KT.

109. Konwtorar antu-HER2-anTHTENO-7€KapCTBEHHOE CPEACTBO B COOTBETCTBUU C
moOpM n3 n.89-107, roe no3a Ha BBeneHue KoHbtorata antu-HER2-anTuTeno-nexapcreeHHoe
CPEICTBO COCTABJISIET 6,4 MI/KT.

110. Kouwtorar antu-HER2-anTHTENO-n€KapCTBEHHOE CPEACTBO B COOTBETCTBUU C
mobbM u3 n.89-109, rne xonbtorar antu-HER2-anTHTENO-7€KApCTBEHHOE CPEINCTBO BBOIST
OJIWH Pa3 B 3 HENEJH.

111. Konsvtorar antu-HER2-anTuTeno-nekapcrBeHHoe CpeACTBO AJis NPUMEHEHMs B
neuernn HER2-myTupoBaHHOTO paka, MpencTaBieHHbIH ciaenyroueil Gopmyioi:

[0021] [popmyna 6]
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[0022] rne nexapcTBEHHOE CPENCTBO-JIMHKEpP KOHBIOTUpoBaHO ¢ aHTU-HER2-anTHTENIO0M
HIOCPEICTBOM THO3(DHPHOH CBSI3H, M N MPEACTABJISIET CPEIHEe YUCIO €JUHMUL] JEKaPCTBEHHOTO
CpeACTBa-JIMHKEPA, KOHBIOTMPOBAHHOTO B pacyeTe Ha MOJIEKYJTy aHTHUTENA.

112. Kouwtorar antu-HER2-anTHTENO-€KapCTBEHHOE CPEACTBO B COOTBETCTBUHU C
n.111, roe myrauus HER2 npu HER2-myTupoBaHHOM pake npencTaBisieT 1O MEHbLIEH Mepe
OIIHY, BBIOPAHHYIO W3 Tpymibl, cocrosimei uz Y772_A775dup, G778_P780dup, G776delinsVC,
L7558, V77TL, V659E, G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P,
N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H,
A644V, R647G, 1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H,
G727A, T7331, E744G, N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y,
E770_A771insAYVM, A771_Y772insY VMA, M774_AT775insAYVM, A775_G776insYVMA,
AT775G, G776delinsLC, G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L,
G776_V777insVC, G776_V777insVGC, V777_G778insCG, V777_G778insG, G778_S7791nsG,
S779P, S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L80O7F, S819F, I829T, V842l, L846F, T862I, R86EW, L8OIR, T8751, W906*, TI917S, Q943*,
S1007* u S1151L.

113. Konwtorar antu-HER2-anTHTENnO-n€KapCTBEHHOE CPEACTBO B COOTBETCTBUHU C
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n.112, rae myrauusgs HER2 npu HER2-myTupoBaHHOM pake NMpencTaBisieT 10 MEHbLIEH Mepe
OJIHY, BBIOPaHHYIO U3 rpynmsl, cocrosimert uz Y772 A775dup, G778 P780dup, G776delinsVC,
L7558, V777L u S310F.

114. Kouwtorar antu-HER2-anTHTENnO-n€KapCTBEHHOE CPEACTBO B COOTBETCTBUHU C
n.111, rae myrauus HER2 npu HER2-MyTupoBaHHOM pake NpEeACTaBIss€T HHCEPLHUOHHYIO
MyTalLUIO B 5K30HE 20.

115. Konwtorar antu-HER2-anTuTeNno-jaekapcTBeHHOE CPEACTBO B COOTBETCTBUU C
n.114, roe wHCepUMOHHAs MyTalusi B 3K30He 20 TMpeACTaBisieT MO MEHbLIEH Mepe OAHY,
BBIOPaHHYIO W3 Tpymmbl, cocrosimet u3 Y772_A775dup, G778_P780dup, G776delinsVC,
E770_A771insAYVM, A771_Y772insYVMA, M774_AT775insAYVM, A775_G776insYVMA,
G776delinsLC, G776delinsAVGC, G776delinsVV, G776_V777insL, G776_V777insVC,
G776_V777insVGC, V777_GT778insCG, V777_GT778insG, G778_S7791nsG,
S779 P780insVGS u P780 Y781insGSP.

116. Kouwtorar antu-HER2-anTuTENnO-nekapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
n.115, roe wHCepUMOHHAs MyTanus B 3K30HE 20 TMPEACTaBISIET MO MEHbLIEH Mepe OAHY,
BBIOPaHHYIO U3 TPYIIbL, cocTosmer u3 Y772 A775dup, G778 P780dup u G776delinsVC.

117. Kouwtorar antu-HER2-anTuTENno-nexapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
n.111, rme myranus HER2 npu HER2-myTupoBaHHOM pake NpencTaBiisie€T MyTaLUI0 3aMEHbI
OJTHOM TMapbl OCHOBAHUH B TpaHCMeMOpaHHOM noMeHe Oenka HER2.

118. Konwtorar antu-HER2-anTuTENno-nexapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
n.117, roe MyTauus 3aMeHbl OTHOM Mapbl OCHOBAaHUH B TpaHCcMeMOpaHHOM nomMeHe Oenka HER2
NPEACTABIISIET 110 MEHbLIEH Mepe OfHY, BBIOpaHHYIO U3 rpymmsl, cocrosmeii u3 V659E, G660D,
1654V, 1655V n 1661V.

119. Konwtorar antu-HER2-anTuTENO0-71€KapCTBEHHOE CPEACTBO B COOTBETCTBUU C
n.118, roe MyTarust 3aMeHsl OJHO Mapbl OCHOBaHUiT B TpaHCMeMOpaHHOM nomene 6enxa HER2
npencrasisier GO60D.

120. Kouwtorar antu-HER2-anTHTENO-NE€KapcTBEHHOE CPENCTBO B COOTBETCTBUU C
n.111, rne myrauus HER2 nmpu HER2-myTHpOBaHHOM pake NpencTaBisieT MyTalLUi 3aMEHbI
OJTHO Mapbl OCHOBAHUI BO BHEKJIETOUHOM oMeHe Oenka HER2.

121. Kouwtorar antu-HER2-anTHTENO-nEekapcTBEHHOE CpPEACTBO B COOTBETCTBUU C
n.120, roe MyTanus 3aMeHbl OJHOW Mapbl OCHOBAHWH BO BHEKJIETOUHOM nomeHe Oemka HER2
NPEACTaBJSIET 110 MEHbIIEH Mepe ONHY, BBIOPaHHYIO M3 Ipymmbl, cocrosmei u3 S310F, A20T,
A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M, S310Y, N319Y, S335C,
R340P, S418T, W452C, V541M, 1613V, P627H, A644V u R647G.

122. Kouwtorar antu-HER2-anTuTENno-nekapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
n.121, roe myTanus 3aMeHbl OJHOW Mapbl OCHOBAHUH BO BHEKJIETOYHOM jnoMmeHe Oenka HER2
npencrasysier S310F.

123. Kouwtorar antu-HER2-anTuTENno-nexkapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
mobbM u3 nn.111-122, rne pak npu HER2-myTupoBaHHOM pake NpencTaBiisieT MO MeHbIIel

Mepe OIWH, BBIOPAHHBIA M3 TPYMIbI, COCTOSILIEH M3 HEMENKOKJIETOYHOIO paka JIErKOro, paka
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MOJIOUHOM >KeNe3bl, paka >KelyJaKa, KOJOPEKTaJIbHOIO paka, paka MUIIEBONA, paka CIFOHHOM
JKeNe3bl, AaJCHOKAPLUHOMbI MHUIIEBOJHO-KEIYyIOYHOIO Iepexoa, paka >KEeMYHbIX MyTeH,
6one3nu Ilemxera, paka MoKy IOUHON JKeJe3bl, paka SHYHUKA 1 KapLIUHOCAPKOMBI MATKH.

124. Kouwtorar anTu-HER2-anTHTENO-n€KapCTBEHHOE CPEACTBO B COOTBETCTBUHU C
mro0biM 13 . 111-122, rae pak npeacTaBisieT HEMENIKOKJIETOUHBIN pak JIETKOTro.

125. Konwtorar antu-HER2-anTuTENno0-71€KapCTBEHHOE CPEACTBO B COOTBETCTBUU C
n.124, roe HEMENKOKJIETOYHBIH pak JIETKOro NPEeACTaBisieT HeomnepaOenbHbIH  W/HIH
METAaCTaTHYECKUIT HEMEJIKOKJIETOUHBIN paK JIErKOro.

126. Kouwtorar antu-HER2-anTHTENO-nekapcTBEHHOE CpPENCTBO B COOTBETCTBUU C
aro0biM w3 m111-125, rme antu-HER2-anTuTEeNno mnpencraBisieT aHTUTENO, COAepIKaIlee
TSOKEIYK0 LeMb, COCTOSALIYI0 M3 aMHUHOKHCJIOTHOW IOCNEOBAaTEeIbHOCTH, COCTOSIIEeH U3
AMUHOKHCJIOTHBIX OCTaTkoB OT 1 mo 449 u3 SEQ ID NO: 1, u jerkyro uemnb, COCTOSIIYIO U3
AMHUHOKHCJIOTHOH ITOCJIEAOBATEIbHOCTH, COCTOSIIEN N3 aMUHOKHCIOTHBIX OCTAaTKOB OT 1 mo 214
u3 SEQ ID NO: 2.

127. Kouwtorar antu-HER2-anTuTENno-nexapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
aro0piM w3 m111-125, rme antu-HER2-anTuTeno mnpencraBisieT aHTUTENO, COAepIKallee
TSKEJYIO LIENb, COCTOSIIIYIO U3 aMUHOKHUCIOTHOMN MOCJIeI0BaTeNbHOCTH, NpencTaBieHHol B SEQ
ID NO: 1,
npencrasnenHoi B SEQ ID NO: 2.

128. Kouwtorar antu-HER2-anTHTENO-€KapCTBEHHOE CPEACTBO B COOTBETCTBUHU C

U JICTKYHO L€Ib, COCTOALNYHO U3 AMHUHOKHCJIOTHOH noCJICa0BaTCIbHOCTH,

mobpiM w3 mm.111-127, roe cpenHee 4YMCIO €AWHMI JIEKAPCTBEHHOTO CPENCTBA-JIHHKEPA,
KOHBIOTMPOBAHHOIO B pacyeTe Ha MOJEKyJly aHTuTena B KoHbtorate aHtu-HER2-antureno-
JIEKapCTBEHHOE CPECTBO, HAXOAUTCS B AMANa3oHe oT 7 10 8.

129. Kouwtorar antu-HER2-anTuTENno-1€KkapcTBEHHOE CPEACTBO B COOTBETCTBUU C
moOpiM n3 mm.111-127, rme cpepHee 4YMCIO €IUHMLl JIEKAPCTBEHHOTO CPENCTBA-JIMHKEPA,
KOHBIOTMPOBAHHOTO B pacyeTe Ha MOJIeKyJy aHTuTena B KoHbtorare antu-HER2-antureno-
JIEKapCTBEHHOE CPEACTBO, HAXOAUTCA B AMAMa3oHe oT 7,5 1o 8.

130. Kouwtorar antu-HER2-anTHTENO-n€KapcTBEHHOE CPEACTBO B COOTBETCTBUHU C
mo6bM u3 . 111-129, rae no3a Ha BBeneHue konbtorata antu-HER2-anTHTEN0-NIeKapCTBEHHOE
CPEICTBO HAXOIUTCS B IUAMA30HE OT 5,4 MI/Kr 10 8 MI/KT.

131. Kouwtorar antu-HER2-anTuTENno-nekapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
mro06bM u3 . 111-129, rae no3a Ha BBeneHue koHbtorata antu-HER2-anTHTENO-NIeKapCcTBEHHOE
CPEICTBO COCTABJISIET 6,4 MI/KT.

132. Kouwtorar antu-HER2-anTuTENno-nekapcTBeHHOE CpPEACTBO B COOTBETCTBUU C
mo6bmM u3 mm.111-131, roe korbtorar antu-HER2-aHTHTENO-NTeKapCTBEHHOE CPEACTBO BBOIST
OZIWH Pa3 B 3 HENEu.

133. Ilpumenenue koubtorata antu-HER2-anTHUTENnO-nekapcTBEHHOE CpPENCTBO IJIs
IIPOU3BOJICTBA JIEKAPCTBEHHOro Impemnapata anas JedeHuss HER2-myTupoBaHHOro paka, rie
JIEKaApCTBEHHOE CPEACTBO-JIMHKEP, MPEACTABICHHOE CIEAYIoLIeH (OpMyJIIOi:

[0023] [popmyna 7]
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[0024] roe A npencrasinsieT nojoxkeHue coenuHeHus ¢ antu-HER2-anTutenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTHTEIOM MOCPEnCcTBOM THO3(UPHOMH CBSI3H.

134. Ilpumenenue B coorBerctBuu ¢ 1.133, rme myrauus HER2 npu HER2-
MYTHPOBAaHHOM pake NpPEACTABISIET, MO MEHbIIEH Mepe OIHY, BBIOPAHHYI W3 TPYIIIHL
cocrosimen u3 Y772_AT75dup, G778_P780dup, G776delinsVC, L7555, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
A771_YT772insYVMA, M774_AT775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_VT777insVGC,  V777_GT778insCG,  VT777_G778insG,  G778_S7791nsG,  S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T791I, G804S,
L807F, S819F, I829T, V842I, L846F, T862I, R868W, L86IR, T8751, W906*, TI17S, Q943*,
S1007* u S1151L.

135. Ilpumenenne B coorBerctBuu ¢ 1.134, rme wmyrauus HER2 npu HER2-
MyTHPOBAaHHOM paKe TMpPENCTaBIseT IO MEHbLIEH Mepe OIHY, BBIOPAHHYIO W3 TPYIIIbI,
cocrositiert u3z Y772_A775dup, G778 P780dup, G776delinsVC, L755S, V777L u S310F.

136. Ilpumenenue B coorBerctBud ¢ 1.133, rme myrauus HER2 npu HER2-
MYTHPOBAHHOM pake MpeACTaBIsseT MHCEPLIUOHHYIO MyTaLUIO B 3k30He 20.

137. Ilpumenenne B COOTBETCTBUU ¢ 1.136, rae WHCepUUOHHAs MyTauusi B 5k30He 20,
NPEACTABIISIET [0 MEHBIIEH Mepe OZIHY, BEIOPAHHYIO U3 IpymIibl, cocrosimeit u3 Y772 A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, A771_Y772insYVMA,
M774_AT775insAYVM, A775_G776insYVMA, G776delinsLC, G776delinsAVGC,
G776delinsVV, G776_V777insL, G776_V777insVC , G776_V777insVGC, V777_G778insCQG,
V777_G778insG, G778 S7791nsG, S779 P780insVGS u P780 Y781insGSP.

138. Ilpumenenue B cooTBeTcTBUM ¢ M.137, rae MHCEpLUHOHHAs MyTalus B 3k30He 20
NPEACTABIISIET 110 MEHBIIEH Mepe OIHY, BBIOPAHHYIO M3 IpymIibl, cocrosimeii u3 Y772 A775dup,
G778 P780dup u G776delinsVC.
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139. Ilpumenenue B coorBerctBuu ¢ 1.133, rme myrauus HER2 npu HER2-
MYTUPOBAHHOM paKe TMpEeACTaBIseT MYTaLUI0 3aMeHbl OJHOH Mapbl OCHOBaHWUHW B
TpancMeMOpaHHOM omeHe Oenka HER2.

140. Ilpumenenue B COOTBETCTBUU C M.139, roe MyTauus 3aMeHbl OJHON Maphbl
OCHOBaHMH B TpaHcMeMOpaHHOM nomene Oenka HER2 mpencraiser mo MeHblueil Mepe OnHYy,
BBIOpaHHYIO U3 rpymmsl, cocrosimei u3 VO59E, G660D, 1654V, 1655V u [661V.

141. Ilpumenenne B cooTBeTCTBUU C 1.140, roe MyTanust 3aMeHbl OJHOHN TMaphbl
OCHOBaHUH B TpaHcMeMOpanHOM nomene Oenka HER2 npencrasnser G660D.

142. Tlpumenenne B coorBerctBud ¢ 1.133, rme wmyrauus HER2 npu HER2-
MYTUPOBaHHOM paKe IMPeACTaBisieT MYyTaLUI0 3aMeHbl OAHOW TMapbl OCHOBaHUM BO
BHEKJIETOUHOM iomMeHe Oenka HER2.

143. IlpumeHeHHe B COOTBETCTBUU C M.142, roe MyTanus 3aMeHbl OJHOH Maphl
OCHOBAaHMH BO BHEKJETOUHOM nomeHe Oenmka HER2 mpencraBiser mo MeHblLIeH Mepe OIHY,
BbIOpaHHyIO U3 rpymmsbl, coctosimeit u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541IM, 1613V,
P627H, A644V u R647G.

144. IlpumeHeHHe B COOTBETCTBUU C M.143, rae MyTauus 3aMeHbl OJHON Maphbl
OCHOBaHHUH BO BHekJieTouHOM nomene Oenka HER2 npencrasnsier S310F.

145. TlpumeHeHne B COOTBETCTBUH C MoObIM u3 mm.133-144, rme pax mpu HER2-
MYTHPOBAaHHOM paKe TMPEACTaBIsAeT 110 MeHbIIell Mepe ONIWH, BBIOPAHHBIA W3 TPYIIIH,
COCTOSIIIEH U3 HEMEJKOKJIETOUHOIO paka JIETKOro, paka MOJIOUHOH JKele3bl, paka JKeylynka,
KOJIOPEKTAJIbHOTO paka, paka IMHIIEBOJA, paka CIIOHHONW JKele3bl, aJeHOKAPLMHOMBI
NUIIEBOJHO-XKEMyAOYHOTO TIepexosa, paka >KemyHbIXx myTed, Oone3nu Ilemkera, paka
MOJIKEJTy JOYHOM JKeJIe3bl, paKa sSIMYHUKA U KapLIUHOCAPKOMBI MaTKHU.

146. IlpumeHeHne B COOTBETCTBUHU C JMOObIM n3 mm.133-144, rme pak mpeacraBisier
HEMEJIKOKJIETOYHBIN paK JIErKOro.

147. IlpumeHeHHe B COOTBETCTBMM C I1.146, rae HEMEIKOKJIETOUHBIH pak JIErKoro
NpeACTaBysieT HeonepaOeabHbIN 1/ MIH METaCTAaTHYECKUI HEMEJIKOKJIETOUHBIN PaK JIETKOTO.

148. TIpumenenre B coorBeTcTBUU C JTI0OBIM U3 Tim1. 133-147, rne antu-HER2-anTHTENO
NPECTaBIsIeT aHTUTENO, COJAEpIKalllee TSDKENYH Lelb, COCTOSLIYI0 U3 aMHHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIIEH M3 aMUHOKHCIIOTHBIX 0cTaTKOB OT 1 10 449 SEQ ID NO: 1, u
JIETKYI0 1eMb, COCTOSIIYI W3 aMHHOKHMCIOTHOH MOCIEAOBAaTENbHOCTH, COCTOSIIEH U3
aMHHOKHUCJIOTHBIX OCcTaTKOB OT 1 10 214 SEQ ID NO: 2.

149. TlpumeHenne B cooTBeTcTBUU ¢ JI0OBIM U3 Tt 133-147, rne antu-HER2-anTHTENO
NPEACTaBIsieT aHTUTENO, COJAepKalllee TSKENYH LeNb, COCTOSALIYI0 U3 aMHHOKHCIOTHOM
nocnenosatenbHocTy, npeacrasieHHold B SEQ ID NO: 1, u nerkyro uenb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJIeI0BaTeNbHOCTH, npenacTasieHHoi B SEQ ID NO: 2.

150. TIpumenenue B cooTBeTCTBUH ¢ JI0OBIM U3 M. 133-149, rae cpepHee 4nCIO eAUHUIL
JIEKAPCTBEHHOI'O CPEACTBA-JMHKEPA, KOHBIOTHPOBAHHOIO B pacueTe Ha MOJIEKYJly aHTUTENa, B

koHbtorate anTu-HER2-aHTUTEN0-1€KapCTBEHHOE CPEACTBO, HAXOAUTCS B UAIa3oHe OT 7 A0 8.
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151. IIpuMeHeHne B COOTBETCTBHH C JIFOOBIM 13 1. 133-149, rne cpenHee YUCIO €UHHLL
JIEKaPCTBEHHOI'O CPEACTBA-JIMHKEPa, KOHBIOTUPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTHUTeJa B
koHbtorare antTu-HER2-anTHUTEN0-1€KapCTBEHHOE CPEACTBO, HAXOAUTCS B AUANa3oHe oT 7,5 1o
8.

152. IlpumeHeHHe B COOTBETCTBUHU ¢ JHOObIM u3 mm.133-151, roe nosa Ha BBeneHue
koHbiorara aHTu-HER2-aHTHTENO-NIEKApPCTBEHHOE CPENCTBO HAaXOAUTCA B JHana3oHe oT 5,4
MI/KT 10 8 MI/KT.

153. TlpumeneHue B cOOTBeTCTBUHU ¢ oObIM m3 mi.133-151, rme mo3a Ha BBeAEHHE
KoHbrorata aHTu-HER2-aHTHUTEN0-TIeKapCTBEHHOE CPEACTBO COCTABISIET 6,4 MI/KT.

154. TlpumeHeHue B cOOTBeTCTBUHU ¢ JIOObIM U3 1. 133-153, rne konbtorat antu-HER2-
AHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO BBOAST OAMH pa3 B 3 HeJeNu.

155. Tlpumenenne koubtorata antu-HER2-anTUTENO-NekapcTBEHHOE CPEOCTBO IJIst
IIPOM3BOJCTBA JIeKapCcTBeHHOro mnpemnapara s JedeHuss HER2-mytupoBanHoro paxa,
MPECTaBJICHHOTO ClIeAyIoIeH (hOpMyIIOit:

[0025] [popmyna 8]
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[0026] rne nexapcTBEHHOE CPENCTBO-JIMHKEpP KOHBIOTUpoBaHO ¢ aHTU-HER2-anTHTENI0M
HIOCPECTBOM THO3(DHPHOM CBSI3M, U N MPEACTABISET CPEJHEE UUCIO €IUHHUL] JEKapPCTBEHHOTO
CpeACTBa-JIMHKEPA, KOHBIOTHPOBAHHOTO B pacyeTe Ha MOJIEKYJTy aHTHTENA.

156. Ilpumenenne B coorBercTBuU ¢ 1.155, rme wmyrauus HER2 npu HER2-
MYTHPOBAaHHOM paKe TMPENCTaBIseT IO MEHbLIEH Mepe OIHY, BBIOPAHHYKO W3 TPYIIIbI,
cocrosimenn u3 Y772_AT775dup, G778_P780dup, G776delinsVC, L7555, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM,
AT771_Y772insYVMA, M774_AT775insAYVM, A775_G776insYVMA, A775G, G776delinsLC,
G776C, G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_VT777insVGC,  V777_G778insCG, V777_G778insG, G778_S779insG, S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T791I, G804S,
L807F, S819F, I829T, V842I, L846F, T862I, R868W, L86IR, T875I, WI06*, TI17S, Q943*,
S1007* u S1151L.
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157. Ilpumenenue B coorBercTBUU ¢ 1.156, rme myrauus HER2 npu HER2-
MyTHPOBAaHHOM paKe TPENCTaBIsAeT [0 MEHbIIell Mepe OIHY, BBIOPAaHHYIO W3 TPYIIIbI,
cocrositert u3z Y772 _A775dup, G778 P780dup, G776delinsVC, L755S, V777L u S310F.

158. Ilpumenenue B cootrBercTBuu c 1.[155], rome myrtauus HER2 mpu HER2-
MYTHUPOBAHHOM paKe MPeACTaBIsAET MHCEPLUOHHYI0 MyTalLUIO B 5k30He 20.

159. Ilpumenenune B coorBercTBuM ¢ 1.[158], rne mHcepunoHHas myTanus B 5k30He 20
IPEeCTaBIsIET IO MEHbLIEH Mepe OAHY, BBIOPAHHYIO U3 TpymIbl, cocrosimeii u3 Y772_A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, A771_YT772insYVMA,
M774_AT75insAYVM, AT775_G776insYVMA, G776delinsLC, G776delinsAVGC,
G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC, V777_G778insCG,
V777 _G778insG, G778 S7791insG, S779 P780insVGS u P780_Y781insGSP.

160. IIpumeneHue B COOTBETCTBUM € M.159, rme uHcepuuoOHHas MyTanus B 3k30He 20
NPEACTABIISIET 110 MEHBLICH Mepe OIHY, BBIOPAHHYIO W3 IPyMIIbl, cocTosimeit u3 Y772 A775dup,
G778 P780dup u G776delinsVC.

161. Ilpumenenne B coorBercTBUU ¢ 1.155, rme myrauus HER2 npu HER2-
MYTUPOBAaHHOM pake TMpEeACTaBlIseT MYTallU0 3aMeHbl OJHON Mapbl OCHOBaHWN B
TpancMeMOpanHOM nomMeHe Oenka HER2.

162. IlpumeHeHHe B COOTBETCTBUU C M.161, roe Myrauus 3aMeHbl OJHOH Maphl
OCHOBaHUH B TpaHcMeMOpaHHOM nomene Oenka HER2 mpencrasisier mo MeHblIel Mepe OHY,
BBIOpAHHYIO U3 rpymiel, cocrosimei u3 V659E, G660D, 1654V, 1655V u [661V.

163. IlpumeHeHHe B COOTBETCTBUU C M.162, rae MyTauus 3aMeHbl OJHON Maphbl
OCHOBaHHUH B TpaHcMeMOpaHHOM foMmeHe Oenka HER2 npencrasnser G660D.

164. Ilpumenenue B coorBerctBuu ¢ 1.155, roe wmyramus HER2 npu HER2-
MYTUPOBAHHOM paKe MpeACTaBiaseT MYyTAaLUI 3aMEHbl OAHOW Mapel OCHOBAHUHM BO
BHEKJIETOYHOM JjomeHe Oenkxa HER2.

165. IlpumeHeHne B COOTBETCTBUU C M.164, rae MyTanusi 3aMeHbl OJHOH Maphl
OCHOBaHMH BO BHeKJeTouHOM nomeHe Oenka HER2 mpencraBnser mo MeHblLIeld mepe OIHY,
BbIOpaHHYIO U3 rpymmbl, coctosimeit u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y,
A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541IM, 1613V,
P627H, A644V uR647G.

166. IlpumeHeHHe B COOTBETCTBUU C M.165, roe MyTanus 3aMeHbl OJHOH Maphl
OCHOBaHHUH BO BHeKJeTouHOM nomene Oenka HER?2 npencrasnsier S310F.

167. IlpuMeHeHHEe B COOTBETCTBUHM C JOObIM M3 1. 155-166, roe pax mpu HER2-
MYTHPOBAaHHOM paKe TMPEACTaBIsAeT [0 MEHbIIell Mepe ONIWH, BBIOPAHHBIA W3 TPYIIIHL
COCTOsIIleH M3 HEMEJNKOKJIETOUHOIO paka JIETKOro, paka MOJIOUHOH JKeje3bl, paka »Kelyjka,
KOJIOPEKTAJIbHOTO paka, paka IMHIIEBOJa, paka CIIOHHONW JKenes3bl, aJeHOKaPLIMHOMBbI
MUINEBOJHO-XKEMYAOYHOTO TIepexosa, paka >KemyHbIXx myTed, Oone3nn Ilemkera, paxa
MOJIKENTy IOUHOM JKeJe3bl, paka SIMYHUKA U KapLIUHOCAPKOMBI MaTKHU.

168. TlpumeHeHue B COOTBETCTBHM C JIOOBIM u3 mm.155-166, rae pak mpencraBisieT

HEMEJIKOKJIETOYHBIN PaK JIETKOTrO.
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169. IlpumeHeHHe B COOTBETCTBMM C I1.108, rne HEMEIKOKJIETOYHBIN pak JIErKoro
NpeACTaBIsIeT HeonepadenbHbIN 1/ M METaCTaTHYECKHI HEMENKOKJIETOUHBIN PaK JIETKOTO.

170. IlpumeHeHre B COOTBETCTBHH ¢ JOObIM u3 . 155-169, roe antu-HER2-antuTeno
NPEACTAaBIsieT AHTUTENO, COAEprKalllee TSKENYH LieNb, COCTOSALIYID U3 aMHHOKHMCIOTHOM
MOCJIEA0BATEILHOCTH, COCTOSIIIEN M3 aMUHOKUCIIOTHBIX 0cTaTkoB OT 1 10 449 SEQ ID NO: 1, u
JETKYX0 LeNb, COCTOSALIYI W3 aMHHOKHMCIOTHOH MOCHEAOBATENbHOCTH, COCTOSINEH W3
AMUHOKHCJIOTHBIX OcTaTKOB OT 1 10 214 SEQ ID NO: 2.

171. IlpumeHeHue B COOTBETCTBHH C J0ObIM U3 1. 155-169, rne antu-HER2-antuTeno
NPEACTaBIsIeT aHTUTENO, COJAepKalllee TSKENYH LeNb, COCTOSALIYI0 U3 aMHHOKHUCIOTHOM
nocnenosatenbHocTH, npexncrasieHHold B SEQ ID NO: 1, u nerkyro 1enb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJIeN0BaTeNbHOCTH, npenactaBieHnoi B SEQ ID NO: 2.

172. TlpumeHeHUe B COOTBETCTBUH ¢ JIFOObIM U3 it 155-171, rae cpeHee YnCiIO eqUHUIL
JIEKapCTBEHHOI'O CPEACTBA-JIMHKEPa, KOHBIOTUPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTHUTela B
koHbtorare antu-HER2-anTHuTeno-nexapcTBeHHOE CpencTBO, HAXOAUTCS B AMana3oHe oT 7 10 8.

173. TlpumeHeHUe B COOTBETCTBHH ¢ JIFOOBIM U3 min. 155-171, roe cpeaHee 4nCiIo equHUIL
JIEKaPCTBEHHOI'O CPEACTBa-JIMHKEPa, KOHBIOTUPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTUTeNna B
konbtorate anTu-HER2-aHTUTENO-1eKapCTBEHHOE CPEACTBO, HAXOAUTCS B IUAMa30He OT 7,5 10
8.

174. TlpuMmeHeHHEe B COOTBETCTBUHU € JHOOBIM u3 mm.155-173, rme no3a Ha BBeneHUE
koHbtorata aHTu-HER2-aHTUTENO-€KapCTBEHHOE CPEACTBO HAXOAMTCA B AuanazoHe ot 5.4
MI/KT 10 8 MI/KT.

175. IlpumeHeHHe B COOTBETCTBUHU € JHOOBIM M3 mm.155-173, rme no3a Ha BBeneHUE
koHbiorara antu-HER2-anTuTeN0-11€KapCTBEHHOE CPEACTBO COCTABISIET 6,4 MI/KT.

176. [IpuMeHeHre B COOTBETCTBHHM € JIOOBbIM 13 1. 155-175, roe konbtorat antu-HER2-
AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO BBOAST OAMH pa3 B 3 HEJEINN.

[0027] Kpome Toro, Hacrosiiiee H300peTeHHE TaKXKe MOXKHO BBIPA3UTh CIEAYIOLINM
obpazom.

1. Tepanestuueckuii arent niusi HER2-myTupoBaHHOro paka, comepkaiuii B KadecTBe
AKTUBHOTO KOMIOHEHTa KoOHbIoTaT aHTu-HER2-aHTUTENO-7€KapCTBEHHOE CpPENCTBO, T
JIEKApCTBEHHOE CPEICTBO-JIMHKEP, MPEACTABICHHOE CIEeAYIOLIeH (HOpMYJIION:

[0028] [popmyna 9]
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[0029] rme A mpencrapinsieT coOol monokeHue coequHenus ¢ antu-HER2-anTuTenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTnTeIOM MocpencTBoM THO3(PUPHOM CBSI3H.

2. TepaneBTUYECKUN areHT B COOTBETCTBUU C I1.1, TIe pak MPEnCTaBISIET MO MEHbINEH
Mepe OIWH, BbIOPaHHBIA U3 TPYMIbI, COCTOSALIEH M3 HEMEJIKOKJIETOYHOIrO paka JIErKOro, paka
MOJIOUHOW JKEJIE3bl, paKa KedylKa, KOJOPEKTaJbHOIO paka, paka MUINEBOAA, paka CIFOHHOU
JKeJIe3bl, AJE€HOKAPLIMHOMBI MHUIIEBOAHO-KEIYAOYHOTO IEPEXO0Na, paka >KEIYHbIX MyTeW,
oonesnu Ilemkera, paka MOMKeTyJOUHOH JKeJIe3bl, paKa SIMYHUKA U KaPIIUHOCAPKOMBI MATKH.

3. TepaneBTuueckuii areHT B COOTBETCTBMM C 1.1, TrA€ pak MOPeaCTaBIsET
HEMEJIKOKJIETOYHBIN PaK JIETKOTrO.

4. TepaneBTHUECKHII areHT B COOTBETCTBUH C J0ObIM u3 mm.l1-3, rae antu-HER2-
AHTUTEJIO TPEACTABJISIET AHTUTENO, COAEpKalllee TSKEAYK  Lielb, COCTOSALIYK) U3
AMHHOKHCJIOTHOH ITOCJIEIOBATEIbHOCTH, COCTOAIIEH N3 aMUHOKHUCIOTHBIX OCTaTKOB OT 1 10 449
SEQ ID NO: 1, u nerkywo Lemb, COCTOSINYI W3 aMHUHOKHCIOTHOH IOCJIE€NOBAaTEIbHOCTH,
COCTOSIIIEN U3 aMUHOKHUCIOTHBIX 0cTaTKoB OT 1 10 214 SEQ ID NO: 2.

5. TepameBTuueckuii areHT B COOTBeTCTBMM ¢ JtoObIM u3 mm.1-3, rme antu-HER2-
AHTUTEJIO TPEACTABJSIET AHTUTENO, COAEprKallee TSDKEAYK  Lelb, COCTOSLIYK) U3
aMUHOKHCIIOTHOM mochenoBarenbHocTH, npencrasienHoi B SEQ ID NO: 1, u jerkyro uerns,
COCTOSAILIYIO U3 aMHUHOKHUCJIOTHOHN MOCIeNoBaTeNbHOCTH, Tipencrasnennoi B SEQ ID NO: 2.

6. TepaneBrudyeckuil areHT B COOTBETCTBUM C JIFOOBIM M3 mTIL1-5, rie cpemHee YHCIO
€VHUL] JIEKaPCTBEHHOIO CpPEICTBAa-JIMHKEPA, KOHBIOTUPOBAHHOTO B pacyeTe Ha MOJICKYJy
anturena B KoHbtorare aHTU-HER2-anTureno-nexapcTBeHHOe CpeAcTBO, HAXOAUTCS B
nuana3oHe oT 7 1o 8.

7. TepaneBTHYECKHH areHT B COOTBETCTBUHU C JIOOBIM M3 M. 1-5, rae cpemHee YHCIIO
€MHUL] JIEKaPCTBEHHOIO CpPEICTBAa-JIMHKEPA, KOHBIOTHPOBAHHOTO B pPacyeTe HAa MOJIEKYJY
anturena B KoHbtorare aHTU-HER2-anTuTeno-nexapcTBeHHOe CpeACTBO, HAXOAUTCS B
nuanasoHe ot 7,5 mo 8.

8. TepaneBTHUeCKUI areHT B COOTBETCTBUH C JIOOBIM U3 Nml.1-7, rie 103a Ha BBEACHUE
koHbtorata aHTu-HER2-aHTUTENO-1€KapCTBEHHOE CPEACTBO HAXOAMTCA B AMAana3oHe OT 5.4

MI/KT 10 8 MI/KT.
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9. TepaneBTHUECKUH areHT B COOTBETCTBUH C JIOOBIM U3 1. 1-7, rae 103a Ha BBEACHUE
koHbiorara antu-HER2-anTHTENO-TI€KApCTBEHHOE CPEACTBO COCTABISIET 6,4 MI/KT.

10. TepaneBTHYECKUil areHT B COOTBETCTBUH C JIFOOBIM 13 M. 1-9, r;ie KOHBIOraT aHTH-
HER2-anTuTen0-1€KapCTBEHHOE CPEACTBO BBOJAT OJUH Pa3 B 3 HEAEH.

11. Criocob neueHus paka, BKIFOUYAIOLINI BBeqeHHe KOoHbrorata aHTu-HER2-antuteno-
JIEKapCTBEHHOE CPEACTBO, IA€ JIEKAPCTBEHHOE CPEACTBO-JIMHKEp, MPEACTABIEHHOE CIEAYIOLIEH
bopmyioi:

[0030] [popmyna 10]
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[0031] roe A mpencrasinsieT nojoxkeHue coenuHeHus: ¢ antu-HER2-anturenom;

KOHBIOrHpoBaHO ¢ aHTH-HER2-aHTHTENOM MOCpencTBOM THOS(UPHON CBS3H, CYOBEKTY,
y KOTOPOrO BBISIBJIEHO HaIW4KE paka ¢ Myrauuen rea HER2.

12. Crioco® neueHus B COOTBETCTBUU C 1.11, rae pak MpeACTaBIsieT MO MEHbLISH Mepe
OIWH, BBIOPAHHBI W3 TPYMIBL, COCTOSLICH H3 HEMEJIKOKJIETOUHOrO paka JIerKoro, paka
MOJIOUHOM JKeNle3bl, paka >XeJyJaKa, KOJOPEKTaJIbHOIO paka, paka MUIIEBONA, paka CIFOHHOM
JKeJe3bl, aJeHOKAPLIMHOMBI MHUIIEBOJHO-XKENYyIOYHOIO Tepexoa, paka >KEeMYHbIX MyTeH,
6onesnu Iemkera, paka MOKENTYTOUHOM KeJe3bl, paka SHYHUKA 1 KAPLIUHOCAPKOMBI MATKH.

13. Criocob neveHust B COOTBETCTBHU ¢ 11.11, re pak mpeacTaBisieT HEMEIKOKIIETOUHbIH
pax JIETKOro.

14. Criocob nedyeHus: B COOTBETCTBUU C JHOObIM u3 1. 11-13, roe antu-HER2-anTuTE0
NpEACTaBsieT aHTUTENO, COJAeprKallee TSKENYH LeNb, COCTOALIYI0 U3 aMHHOKHUCIOTHOM
MOCJIENOBATEIbHOCTH, COCTOSIIEN M3 AaMHHOKHCJIOTHBIX OCTaTkKOB oOT 1 gmo 449
nocnenoBarenbHocTH SEQ ID NO: 1, m nerkyro wemnb, COCTOSINYK) H3 AMHUHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEH U3 aMHHOKHUCIIOTHBIX 0cTaTKoB OT 1 1o 214 SEQ ID NO: 2.

15. Cnocob nedyeHus: B COOTBETCTBUU C JHOOBIM u3 1. 11-13, roe antu-HER2-anTuTE0
NIPEACTaBIsieT AaHTUTENO, COAEpIKalllee TSKENYH LeNb, COCTOSALIYI0 U3 aMHHOKHCIOTHOM
nocnenosaTenbHocTy, npeacrasieHHold B SEQ ID NO: 1, u nerkyro uenb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJeN0BaTeNbHOCTH, npenacTasieHHoi B SEQ ID NO: 2.

16. Crioco0 neueHust B COOTBETCTBUH C JTOOBIM M3 1. 11-15, rae cpenHee 4nucio enuHuL

JICKAPCTBCHHOI'O CPEACTBA-JIMHKEPA, KOHBIOTUPOBAHHOI'O B pacCcHCTC Ha MOJICKYJY aHTHUTECJIA B
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konbtorate anTu-HER2-aHTUTEN0-1€KapCTBEHHOE CPEACTBO, HAXOAUTCS B JUAIa30He OT 7 A0 8.

17. Cnoco0 nedeHust B COOTBETCTBUH C JEOOBIM 13 Tt 11-15, roe cpepnee 4uncio equHUL
JIEKapCTBEHHOTO CPEACTBa-JIMHKEPa, KOHBIOTUPOBAHHOTO B pacueTe Ha MOJEKYJIy aHTUTeIa B
koHbtorate aHTu-HER2-aHTUTEN0-1€KapCTBEHHOE CPEACTBO, HAXOAUTCS B IUAINa3oHe OT 7,5 1o
8.

18. Crioco0 jiedeHHs: B COOTBETCTBUU € JOOBIM U3 mi.11-17, rme mo3a Ha BBENEHHE
koHbtorata aHTtu-HER2-anTUTENO-NIEKapCTBEHHOE CPENCTBO HAXOAWTCS B JAMarasoHe OT 5,4
MI/KT 10 8 MI/KT.

19. Criocob nedeHHs: B COOTBETCTBUU € JOObIM u3 mi.11-17, rme mo3a Ha BBeAEHHE
KoHbrorata aHTu-HER2-aHTHUTENO-TIeKapCTBEHHOE CPEACTBO COCTABIISIET 6,4 MI/KT.

20. Crioco0 neyeHus: B COOTBETCTBHU ¢ Jit0ObIM u3 1. 11-19, roe konbtorat antu-HER2-
AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO BBOAST OJMH Pa3 B 3 HEACIH.

21. Konswtorar antu-HER2-anTHUTENO-NEKapCTBEHHOE CPENCTBO IJIsl NPUMEHEHHs B
nedeHnn paka ¢ myrtanueit rena HER2, roe nekapcTBeHHOE CpPenCTBO-JIMHKED, MPEACTABICHHOE
cnenyrotnei (opMyJIoit:

[0032] [dpopmyma 11]
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[0033] roe A mpencrainsieT nojoxkeHue coenuHeHus: ¢ antu-HER2-anTutenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTHTENIOM MOCPENCTBOM THO3(PUPHOM CBSI3H.

22. Konstorar antu-HER2-aHTHTEN0-1€KapCTBEHHOE CPEACTBO B COOTBETCTBUH C MM.21,
I7le paK MPENCTaBJseT MO MEHbIIEH Mepe OAMH, BBIOPAHHBIA M3 TPYIIBL, COCTOSINEH W3
HEMEJIKOKJIETOYHOTO paka JIETKOro, paka MOJIOUHOH jKelle3bl, paka >KelyAKa, KOJIOPEeKTaJIbHOro
paka, paka MUILIEBOJA, paka CIIOHHOHN >keje3bl, aJeHOKAPLIMHOMBI MUILEBOJHO-KEIYIOUYHOTO
nepexona, paka JKeTuHbIX myTel, Oomesnu Ilemxkera, paka MOMKENYOOYHOH IKENe3bl, paka
SIMYHUKA U KaPLIMHOCAPKOMBI MAaTKH.

23. Konstorar antu-HER2-aHTHTEN0-1€KapCTBEHHOE CPEACTBO B COOTBETCTBUM C MM.21,
Ir7ie paKk NpPeACTaBIIsAeT HEMEIKOKIETOUHBINH pakK JIErKoro.

24. Konsvrorar antu-HER2-anTHUTEN0-NE€KApPCTBEHHOE CPENCTBO B COOTBETCTBUU C
mr00biM 13 min.21-23, rae antu-HER2-anTHuTe10 NpeacTasisieT aHTUTEINO, COAepIKAIIee TSHKEIYIO

LECIb, COCTOALIYHO U3 aMHUHOKHCJIOTHOM noCJICaAO0BATCIIbHOCTH, COCTOsIIIENH U3 aMHUHOKHCJIOTHBIX
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octaTtkoB oT 1 10 449 u3 SEQ ID NO: 1, u nerkyro Lemnb, COCTOSIIYIO M3 aMHHOKHUCIOTHOM
MOCJIEA0BATEIbHOCTH, COCTOSAIIECH M3 aMHHOKHUCIOTHBIX 0cTaTKOB OT 1 mo 214 u3 SEQ ID NO: 2.

25. Konsvrorar antu-HER2-anTHUTENO-NE€KApPCTBEHHOE CPEACTBO B COOTBETCTBUU C
mo6bM u3 nr.21-23, rae antu-HER2-anTuTeno npeacrasisier aHTUTENO, COAEPIKAIee TSKENYIO
L[eNb, COCTOSLIYI0 U3 aMHUHOKHCJIOTHOM MocienoBareabHocTH, npeacrasieHHon B SEQ ID NO:
1, u nerkyro uenb, COCTOSILIYIO U3 aMMHOKUCJIOTHOM MOCJIEeNI0BAaTENbHOCTH, NPEACTaBICHHON B
SEQ ID NO: 2.

26. Konwvrorar antu-HER2-antureno-nekapcTBEHHOE CPENCTBO B COOTBETCTBUU C
aro0biM U3 mm.21-25, roe cpemHee YMCIO EOUHUI] JIEKAPCTBEHHOTO CPENCTBa-JIMHKEPA,
KOHBIOTMPOBAHHOTO B pacyeTe Ha MOJIEKYJly aHTHUTeNa, HAXOIUTCS B 1Uanas3oHe oT 7 10 8.

27. Konwvtorar antu-HER2-anTtuTeno-nekapcTBeHHOE CpPENCTBO B COOTBETCTBUU C
mobbiM m3 mm.21-25, raoe cpemHee YHCIO EAMHULl JIEKAPCTBEHHOT'O CPEACTBA-JIMHKEPA,
KOHBIOTMPOBAHHOIO B pacyeTe Ha MOJIEKYJly aHTUTeNa, HAXOAUTCs B uanasoHe ot 7,5 1o 8.

28. Konvrorar antu-HER2-antutesno-nekapcTBEHHOE CpPENCTBO B COOTBETCTBUU C
nr00bIM U3 m.21-27, e 103a Ha BBEeEeHHE HAXOAUTCS B [Marna3oHe OT 5,4 MI/Kr 10 8 MI/KT.

29. Konvrorar antu-HER2-anTuTEN0-NE€KApPCTBEHHOE CPENCTBO B COOTBETCTBUU C
nr00bIM U3 1.21-27, e 103a Ha BBEIEHHE COCTABIsIET 6,4 MI/KT.

30. Konswtorar antu-HER2-aHTUTENO-IEKapCTBEHHOE CPEACTBO B COOTBETCTBUU C
TE0OBIM 13 T11.21-29, KOTOPBIA BBOIST OJUH pa3 B 3 HENEJIH.

31. Ilpumenenue konbtorara aHTU-HER2-aHTHUTENO0-NEKaPCTBEHHOE CPEACTBO IJIs
MIPOM3BOACTBA JIEKAPCTBEHHOIO mpemnapara s JeueHus paka ¢ myrtauued reHa HER2, rne
JIEKapCTBEHHOE CPENCTBO-JIMHKEP, MPEACTABICHHOE CIeAYIoLIel (POpMyJIION:

[0034] [popmyna 12]
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[0035] roe A mpencrapinsieT nojoxkeHue coennHeHus ¢ antu-HER2-anturenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTHTenOM nocpencTBoM THO3(UPHOMH CBS3H.

32. IlpumeHeHue B COOTBETCTBUM C M.31, I7ie pak MpeacTaBIsieT 10 MEHbIIEeH Mepe OANH,
BbIOpPaHHBIA M3 TPYIIBL, COCTOSINEH M3 HEMENKOKJIETOYHOrO paka JIErKOro, paka MOJIOYHOMN

JKeJIe3bl, paKa JKeNyJKa, KOJOPEKTAJIbHOrO paka, paka MUINEBOAA, paka CIIOHHOH >Keje3bl,
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aJICHOKAPILITHOMBI ITHIIEBOIHO-XKENYJOYHOIO MEPEXOfa, paka >KEeNUHbIX myTel, Oone3Hu
Ilenxera, paka MOAXKEIYyJOUHOM Kee3bl, paka SMUYHUKA U KAPLIMHOCAPKOMBI MATKH.

33. IIpuMeHeHue B COOTBETCTBUU C M.31, e pak NpeACTaBIseT HEMEIKOKJIETOUHBIN pak
JIETKOTO.

34. IlpumeHenue B cooTBeTcTBMM ¢ MoObIM u3 mmn.31-33, rae antu-HER2-anTureno
NPEACTaBIsIeT AHTUTENO, COAEpIKallee TSKENYH LeNb, COCTOSALIYID U3 aMHHOKHMCIOTHOM
MOCJIEA0BATEILHOCTH, COCTOSIIEH M3 aMUHOKHCIIOTHBIX 0CcTaTKOB OT 1 10 449 SEQ ID NO: 1, u
JIETKYI0 1eMb, COCTOSIIYI0 W3 AaMHHOKHMCIOTHOH MOCJIEAOBATENbHOCTH, COCTOSIIEH U3
aMHHOKHCJIOTHBIX ocTaTkoB OoT 1 10 214 SEQ ID NO: 2.

35. Ilpumenenue B coorBeTcTBHM C JIOObBIM n3 mmn.31-33, rme antu-HER2-anTuTeno
NPEACTaBIsIeT aHTUTENO, COJAepKalllee TSKENYH LeNb, COCTOSALIYI0 U3 aMHHOKHCIOTHOM
nocnenosatenbHocTH, npexacrasieHHold B SEQ ID NO: 1, u nerkyro 1enb, COCTOSIIYIO U3
aMUHOKHCJIOTHOM TMOCJIeN0BaTeNbHOCTH, npenactasieHnoi B SEQ ID NO: 2.

36. IlpumeHeHne B COOTBETCTBHUU C Jt0ObIM w3 mi.31-35, roe cpenHee YHCIO EOUHMIL
JIEKapCTBEHHOI'O CPEACTBA-JIMHKEPa, KOHBIOTUPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTHUTesa B
konbtorate aHTu-HER2-aHTHTEN0- 1€KapCTBEHHOE CPEACTBO, HAXOAUTCS B UATNa30He OT 7 A0 8.

37. IlpumMeHeHne B COOTBETCTBHUU C JOObIM w3 mi.31-35, roe cpemHee YMCIO EOMHMIL
JIEKaPCTBEHHOI'O CPEACTBA-JIMHKEPa, KOHBIOTUPOBAHHOIO B pacyeTe Ha MOJIEKYJy aHTHUTeJa B
koHbtorate aHTu-HER2-aHTUTEN0-1eKapCTBEHHOE CPEACTBO, HAXOAUTCS B IUANa30He OT 7,5 1o
8.

38. IlpumeHeHne B COOTBETCTBUU C JOOBIM M3 mm.31-37, roe no3a Ha BBEAECHUE
koHbtorata aHtu-HER2-aHTUTENO-1€KapCTBEHHOE CPEACTBO HAXOAMTCA B AMANasoHe OT 5.4
MI/KT 10 8 MI/KT.

39. Ilpumenenue B cooTBeTCTBMM C J0ObIM 3 mm.31-37, rae no3a Ha BBeIeHHE
koHbroTaTa aHTH-HER2-aHTHTEN0-N1eKapCTBEHHOE CPEACTBO COCTABIISIET 0,4 MI/KT.

40. TTlpuMeHeHUEe B COOTBETCTBUH ¢ JIOObIM 13 mi.31-39, rme koHbrorat antu-HER2-
AHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO BBOAST OAMH pa3 B 3 HeJeNu.

IIpemymecTeenHbie 3¢ ¢eKkThI H300peTeHUs1

[0036] Hacrosiee n3o0pereHne MOKET o0ecrieunThb TepaneBrudeckuii areHt st HER2-
MyTHPOBAaHHOTO paka, conepkamuid KoHblorar crneuududeckoe antu-HER2-anTuTeno-
JIEKapCTBEHHOE cpencTBO, W/ crnocod snedenuss HER2-myTnpoBaHHOTO paka, BKIIFOYAROIINN
BBelleHHe KoHborata crnenuduueckoe antu-HER2-anTHTENO-I€KapCTBEHHOE  CPEACTBO,
CyOBeKTy, y KoToporo BeisiBieHO Hamnure HER2-MyTupoBaHHOTO paka.

KpaTtkoe onucanue ¢guryp

[0037] Ha ¢wur. 1 npeacraBneHa aMHHOKUCIOTHAsS nocienosarenbHocTh (SEQ ID NO: 1)
TsKeJION 1ieny rymanusupoBanHHoro antu-HER2-anTurena.

Ha ¢ur. 2 npencrasnena amuHokucnotHas nocienosatenbHocTh (SEQ ID NO: 2) nerkoii
1enu rymanusuposaHHoro antu-HER2-anTuTena.

Ha ¢ur. 3 nokasaHo MakcHMallbHO€ YMEHBILIEHHE pasMepa OMNyXOojell B KauecTBe

nokazarenst s¢dexktusHocTt HER2-ADC (1) y cyOBEKTOB C HEMENKOKJIETOUHBIM pPaKOM
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JIETKOT0, Y KOTOPBIX omnpezneneHo Hammuue sxcnpeccun HER2 wnn myranmn HER2. Ha ¢urype:
«NE» ob0o3nagaer CyOBEKTOB ¢ HEONPENeNeHHOW WM He TNONNAIOINEHCs ONpeNeIeHHIO
mytauueii HER2, «E20» o0o3Haduaer CyOBEKTOB, y KOTOPBIX ONPENEICHO HaJIUIHe
UHCEepLMOHHON MyTanuu B 3k30He 20 B 6enke HER2, «TM» obo3HavaeT CyOBEKTOB, y KOTOPBIX
OIpeAeNIeHO HAINYKMe MyTaLUU 3aMEHbl OJJHOI Mapbl OCHOBAHUII B TPAHCMEMOpPAHHOM JOMEHE
6enxa HER2, u «EC» mpencraBnsier CyObEeKTOB, Y KOTOPBIX ONPEAETICHO HAJINYHE MYyTaLUH
3aMeHBbl OIHOW Mapbl OCHOBAHUIT BO BHEKJIETOUHOM nomene Oenka HER2.

Ha ¢ur. 4 nokazano usMeHeHue pa3mepa OMyXOJei BO BpEMEHH B KaUueCTBE MOKA3aTeJIsl
s dpextuBHocT HER2-ADC (1) ¥ CyOBEKTOB C HEMENKOKJIETOUHBIM PAKOM JIETKOT'O, Y KOTOPBIX
onpeneneHo Hanuuue sxcrpeccud HER2 wnn myranun HER2.

Ha ¢ur. 5 nokasana amuHokucioTHas nocienosarenbHocTh (SEQ ID NO: 3) Genka
HER2.

Onucanue BApHAHTOB OCYLIECTBJICHUSA

[0038] /layee OMUCHIBAKOTCS MPEANOYTHTENbHbBIE CITOCOOBI OCYINECTBIIEHUS] HACTOSIIIETO
n3o0perenust. OmNHMCAaHHBIE HIKE BAPHAHTHI OCYIIECTBJICHHS TIPENCTABJICHbl TOJBKO IS
WUIIOCTPAllMM  OAHOrO IpUMepa TUIMYHOTO BapuUaHTa OCYILECTBJEHMs] HACTOSLIErO
M300peTeHNsI U He MpeJHa3HAUEHbI 1JIs1 OTPAHMYEHHST 00beMa HACTOSIIEro H300PETEHHS.

[0039] Onpenenenus

B nacrosmem nzobperernu «HER2» sBnsiercss CHHOHUMOM perenTopa 3MUAepPMabHOTO
dakropa pocra uenoBeka 2 (KOTOpPBIH TakKe MOMKET HasbiBaThCsi neu wuiau ErbB-2) wu
npenacTasisier cobol TpaHCMeMOpaHHBIN PEENTOpP, OTHOCSIIUNCS K MMOACEMENHCTBY pPeLenTOpPOB
SMUIEPMATIBHOTO (paKTOpa poCTa, BKIIOYAIOIINUX PELENTOPHbIE TPOTEMHTUPO3UHKHUHA3EI, BMECTE
¢ HER1 (EGFR unu ErbB-1), HER3 (ErbB-3) u HER4 (ErbB-4). U3BectHo, utro HER2 urpaer
BOXHYIO POJIb B KJIETOYHOW mponudepauny, nuddepeHIpoBke U BbDKUBAHUN HOPMAJIbHBIX
KJIETOK M OINYyXOJEBbIX KIJIETOK, AaKTHBHPYSCh ayTo(ocHOPHINPOBAHUEM MEKKIETOUHBIX
OCTaTKOB TUPO3WHA B pe3ysbraTe oOpa3osanus rereponumepa ¢ HER1, HER3 unu HER4.

B Hacrosimem n3obperenun TepmuH «6enok HER2» ucnonb3yercst B TOM jke 3HAUEHUH,
yro u HER2. Dxcnpeccuro 6enxka HER2 MOKHO neTekTHpOBaTh € HCIOJNB30BAaHHEM METOJA,
XOPOLIO U3BECTHOTO CIEHATICTAM B JAHHOW o0sacTH, Takoro kak ummyHorucroxumus (IHC).

[0040] B SEQ ID NO: 3 (¢wur. 5) nokazaHa aMHHOKHCJIOTHAS TIOCIEOBATEIBHOCTh Oelka
HER2. B SEQ ID NO: 3 aMHWHOKHCIOTHas TIOCJIENOBATEIbHOCTb, COCTOSINAs U3
AMHHOKHUCJIOTHBIX OCTAaTKOB OT 1 10 652, OTHOCHUTCS K «BHEKJIETOUHOMY aoMeHy Oenka HER2y,
AMHUHOKMCJIOTHAsI MOCJIEA0BATENBHOCTh, COCTOALAs U3 AMUHOKUCJIOTHBIX OCTaTKOB OT 653 1o
675, oTHocHTCS K «TpaHCcMeMOpaHHOMy paomeny Oenka HER2», w amMuHOKHCIOTHas
TOCJIEIOBATENIbHOCTD, COCTOSIASI M3 aMUHOKHUCJIOTHBIX OCTAaTKOB OT 676 no 1255, oTHOCUTCS K
«MEXKKJIeTOUHOMY noMeHy Oenka HER2.

[0041] B nacrosimem wm3oOperenuu «red HER2» siBisiercss CHHOHMMOM TeHa paka,
CBSI3AHHOTO C PelenTopoM smuaepMaibHOro (pakTopa pocra udenoseka Tuma 2. bemok HER2
SIBJISIETCS] OTHUM U3 TeHHbIX NpoAaykTos reHa HER?2.

[0042] B SEQ ID NO: 4 noka3zaHa HykJeoTHAHas mnocienoaTenbHOCTh reHa HER?2
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(x/THK).

[0043] B Hacrosimem uzoOperenun «mytanusi HER2» o3Hauaer Hanmuuue MyTaluH B
AMHHOKHUCJIOTHOM nocnenoBarenbHocT Oenka HER2.

[0044] B mnacrosimmem wusobperennn «HER2-myTupoBaHHBIN pak» O3HA4YaeT pak C
MyTalueld B aMHUHOKHCJIOTHOW mnochenosatenbHOcTH Oenka HER2. Kpome Ttoro, omyxosb,
BKJIFOYAKOIIasi omyxosieBblie kieTku ¢ myranueit HER2, naxe 6e3 myraumu HER2 Bo Beeit
OIyXOJIeBOM TKaHH, BKJr0o4aeTcsi B TepMuH « HER2-MyTHpOBaHHBIH pak».

[0045] B Hacrosituem usobpererun «myTaiusi reHa HER2» o3Havaer Haniu4uue MyTarvu
B reHe HER2.

[0046] B Hacrosimem wusoOperennn «HER2-MyTHpoBaHHBIM pak» O3HA4YaeT pak C
myTtauueit B rese HER2. Kpome Toro, onyxosb, BKIIOYAOIIAasi OMyXOJIEBbIE€ KIETKH C MyTalluen
rena HER2, naxxe 6e3 myrauuu rena HER2 Bo Bceli onyxoeBoil TKaHH, BKIIFOYAETCS B TEPMUH
HER2-myTupoBaHHBI pax.

[0047] Mytauuss resa HER2  Bb3bIBaeT MyTauuo B aMHHOKHUCIOTHOM
nocienosarenbHocTH Oenka HER2, KOTOpBI sIBJISIETCSI MPOOYKTOM I'e€Ha, TEM CaMbIM BBI3bIBAS
myTtauuro HER2.

[0048] Konkpernble npumepsl mytauun HER2 moryT BkIrouaTh MyTaluio, KOTOpas
NPUBOAUT K AYIUIMKALUM aMHUHOKHCIOTHOW MocienoBarenbHOCTH Y VMA (THPO3MH, BaJIvH,
METHOHMH M aJIaHUH) B noJioxkeHus1x 772-775 6enka HER2 (koropas Tak:ke MOKET OTHOCHTBHCS
K «Y772_AT775dup» nmm «A775_G776insY VMA») (cMm., Hanpumep, Nature, 2004 Sep. 30; 431
(7008): 525-6, Cancer Res., 2005 Mar. 1; 65(5): 1642-6, Cancer Res., 2005 1 Sep; 65(17): 7591-
5), Int. J. Cancer., 2006 Dec. 1; 119(11): 2586-91, Mol. Cancer Res., 2008 Nov.; 6(11): 1678-90,
Nat. Med., 2017 Jun.; 23 (6): 703-713 u Nature, 2018, Feb 8; 554(7691): 189-194), myTanuro,
KOTOpasi MPUBOAUT K AYIUIMKALUK aMUHOKUCJIOTHOH nocienosarenbHoctd GSP (rmuiuH, cepux
U nponuH) B mnojoxeHusx 778-780 Oenxa HER2 (xoropas Takke MOXET OTHOCHUTBCS K
«G778 P780dup» umu «P780_Y781insGSP») (cm., Hanpumep, Cancer Res., 2005 Mar. 1; 65(5):
1642-6, Pathobiology, 2008; 75(1): 2-8, Nature, 2012 May 16; 486(7403): 400-4, Clin. Cancer
Res., 2013 May 15; 19(10): 2668-76, Nature, 2016 Jun. 2; 534 (7605): 47-54, Cancer, 2016 Sep.
1; 122(17): 2654-62, PLoS Med., 2016 Dec. 27; 13(12): e1002201 u Nat. Med., 2017 Jun.; 23
(6): 703-713), Mytaumioo, Kotopas npuBoauT K 3ameHe G (TNIMIMHA) B aMHHOKHCIOTHOM
nonoxennn 776 6enka HER2 na VC (BanuH u 1uctenH) (KOTOpasi TAKXKe MOKET OTHOCHTBCS K
«G776delinsVC» nnmu «G776> VC») (cm., marmpumep, Cancer Res., 2005 Mar. 1; 65(5): 1642-6,
Cancer Sci., 2006 Aug; 97(8): 753-9, Cancer Genet. Cytogenet., 2007 Mar; 173(2): 107-13, Clin.
Cancer Res., 2012 Sep. 15; 18(18): 4910-8 u Nature, 2018 Feb. 8; 554(7691): 189-194),
MYTAIHIO, KOTOpasi MPUBOIUT K 3aMeHe L (JiefinnHa) B aMMHOKHCIIOTHOM TOJIOKEHUH 755 Oenka
HER2 na S (cepun) (xoTopas Takke MOXeT OTHOCHTBCA K «L755S») (cm., Hampumep, Clin.
Cancer Res., 2006 Jan. 1; 12(1): 57-61, Hum, Mutat., 2008 Mar.; 29(3): 441-50, Nature, 2012
Apr. 4; 486(7403): 395-9, Breast Cancer Res. Treat., 2012 Jun.; 134(2): 561-7, Clin. Cancer
Res., 2012 Sep. 15; 18(18): 4910-8 u Cancer Lett., 2013 Mar. 1; 330(1): 33-40), myTtauuso,

KOTOpasi IPUBOAUT K 3aMeHe V (BajMHA) B aMUHOKHUCIOTHOM ronioskeHnu 777 Oenka HER2 na L
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(nefirmH) (KOTOpast TAaKXKe MOKET OTHOCUTBCA K «V777L») (cm., Hampumep, Clin. Cancer Res.,
2006 Jan. 1; 12(1): 57-61, Int. J. Cancer, 2006 Dec. 1.; 119(11): 2586-91, Nature, 2010 Jun. 10;
466(7308): 869-73, Nature, 2012 Jun. 10; 486(7403): 353-60, Cancer Cell, 2016 Feb. 8; 29(2):
229-40 un Cancer, 2016 Sep. 1; 122(17): 2654-62), myTauuto, KoTopas NPpUBOAUT K 3amMeHe V
(BaMHA) B aMHUHOKHCIOTHOM mojyoxkeHuun 659 Oenka HER2 na E (riyraMuHOBYIO KHCIIOTY)
(xoTOpas Takke MOXKeT OTHOCHTBhCA K « VO59E») (cm., Hanpumep, Cancer Discov., 2013 Nov.;
3(11): 1238-44, J. Natl. Cancer Inst., 2014 Jan.; 106(1): djt338, Nat. Med., 2017 Jun.; 23(6):
703-713 u Nature, 2018 Feb. 8; 554 (7691): 189-194), myTauuto, KoTopasi MPUBOAUT K 3ameHe G
(rMUMH) B aMUHOKHCIOTHOM mosioxkeHuu 660 Genka HER2 na D (acmapariHOBYIO KHCIIOTY)
(KOoTOpast Tak:Ke MOXKET OTHOCUTBCS K «GO60DY), (cMm. Nat. Genet., 2014 Dec.; 46(12): 1264-6,
Cancer Cell, 2016 Feb. 8; 29(2): 229-40 u Cell Rep., 2016 Apr. 26; 15(4): 857-865), u myTanuro,
KOTOpast MPUBOAMT K 3aMeHe S (cepuHa) B aMHHOKUCIOTHOM nojioxkeHnu 310 6enka HER2 Ha F
(penunanannn) (koTOpast Takke MoXeTr OTHOCHThCS K «S310F») (cm., mHampumep, Nature, 2008
Oct. 23; 455(7216): 1069-75, Nature, 2011 Jun. 29; 474 (7353): 609-15, Nat. Genet., 2011 Oct.
30; 43(12): 1219-23, Nature, 2012 Apr. 4; 486(7403): 395-9, Genome Res., 2012 Nov.; 22(11):
2109-19 u Clin. Cancer Res., 2013 May 15; 19(10): 2668-76).

[0049] Kpome Toro, npyrue koHkpeTHble npumepbl myTtauuun HER2 Takke moryt
BKJIFOYATh MYTALMIO, KOTOPasi MPUBOAMT K 3aMeHe (aJlaHNHA) B AMUHOKHCIOTHOM TOJIOKeHn! 20
6enxa HER2 na T (Tpeonun) (koropas Takke MOXKET OTHOCUTBCS K «A20T») (cm., Hanpumep,
Nature, 2010; 466(7308): 869-73), myrauuio, KOTOpasi MPUBOAUT K 3amMeHe A (ajaHWHA) B
aMHHOKHUCIIOTHOM nontockeHnn 21 6enka HER2 Ha S (cepun) (koTopast Takke MOXKET OTHOCUTBCS
K «A21S») (cm., Hanpumep, Nature Medicine, 2017; 23(6): 703-713), Myrtauuto, KOTOpas
NpuUBOANT K 3aMeHe R (apruHuHa) B aMUHOKUCIOTHOM monokeHun 143 Gemka HER2 na Q
(rmytamuH) (KOoTOpast TakXe MOXeT OTHOcuTbesi K «R143Q») (cm., Hampumep, Nature
communications, 2015; 6:10131 u Cancer biology & therapy 2014; 15(9): 1239-47), myTauuto,
KOTOpast NpUBOAUT K 3amene K (Ju3nHa) B aMUHOKUCIOTHOM nosioskeHun 200 6enka HER2 na N
(acmaparuH) (koTopast Tak:ke MOkeT OTHOCUThCS K «K200N») (cMm., Harpumep, Nature Medicine,
2017; 23(6): 703-713), MyTauuio, KOTOpasi MIPUBOANT K 3aMeHe (aJlaHWHA) B aMUHOKHCJIOTHOM
nonoxenun 242 6enxa HER2 Ha V (BasnuH) (KOTOpasi Tak:ke€ MOKET OTHOCUTBCS K «A242Vy)
(cm., Hampumep, Nature Medicine, 2017; 23(6): 703-713), myTanuro, KOTOpash MPUBOAHWT K
3ameHe D (acmaparHOBOH KHCJIOTBI) B aMHHOKHCJIOTHOM TonioskeHuu 277 Genka HER2 Ha Y
(Tupo3uH) (KOTOpast TaKkke MOXKeT OTHOCHThCS K «D277Y») (cm., Hampumep, Nature Medicine,
2017; 23(6): 703-713 u Nature genetics, 2013; 45(12): 1459-63), MmyTanmto, KOTOpasi MPUBOIUT K
3aMeHe A (amaHWHA) B aMUHOKHUCIIOTHOM monioxkerny 293 6enka HER2 na P (mponun) (koTopast
TaK>Ke MOJKET OTHOCUTBCA K «A293P») (cm., Hanpumep, Nature Medicine, 2017; 23(6): 703-713),
MYyTAaILHI0, KOTOpasi MPUBOAUT K 3aMeHe N (acmaparrHa) B aMHHOKHCJIOTHOM MoJyiokeHnu 302
6enxa HER2 na K (yiu3un) (koTopas Taxke MOKeT OTHOCUThCS K «N302K») (cm., Hampumep,
Nature Medicine, 2017; 23(6): 703-713), myTaiuo, KOTOpasi IPUBOAUT K 3aMeHe V (BainHA) B
aMUHOKHUCIOTHOM monoxkeHnu 308 Oenxa HER2 nwa M (MeTnonmH) (KOTOpasi Takke€ MOXKET
otHOCUTBCS K «V308M») (cm., Harmpumep, Cell Rep., 2016 Apr. 26; 15(4): 857-865), myTtauuto,
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KOTOpasi IPUBOAMT K 3aMeHe S (ceprHa) B aMHHOKHCIOTHOM nostoskeHun 310 6enka HER2 Ha Y
(Tpo3uH) (KOTOpas Takke MOKET OTHOCHThCS K «S310Y») (cm., Hanpumep, Nature genetics,
2014; 46(8): 872-6, Nature, 2016; 534(7605): 47-54 u Nature Medicine, 2017; 23(6): 703-713),
MyTAaIHI0, KOTOpasi MPUBOAUT K 3amMeHe N (acraparrmHa) B aMHHOKHCJIOTHOM MOJIOKeHHH 319
6enxa HER2 Ha Y (THpo3uH) (koTOpas Takxke MOXeT OTHOCUThCA K «N319Y») (cm., Hanpumep,
Cell, 2018 May 3; 173(4): 864-878. €29), myTaiuto, KOTOpas IPUBOJUT K 3aMeHe S (cepuHa) B
aMuHOKHCIOTHOM mnonoxkeHnu 335 Oenka HER2 ma C (umcrenH) (KOTOpas Takke MOXKET
otHOCUTBCS K «S335C») (cm., Hanpumep, Nature Medicine, 2017; 23(6): 703-713), myranuro,
KOTOpast IPUBOAUT K 3aMeHe R (apruHuHa) B aMuHOKHCIOTHOM nonioxkernu 340 6enka HER2 Ha
P (nmponun) (koTopas Takke MOkeT OTHOCUTHCS K «R340P») (cm., Hanpumep, Nature Medicine,
2017; 23(6): 703-713), myTaruoo, KOTOpasi MPUBOIUT K 3aMeHe S (CeprHa) B aMUHOKHCIOTHOM
nonoxennn 418 6enka HER2 Ha T (TpeonnH) (KOTOpast TakKe€ MOXKET OTHOCHUTBCS K «S418T»)
(cm., Hampumep, Cell, 2012; 150(6): 1107-20), mytauuto, KoTtopas MNPUBOAUT K 3aMeHe W
(Tpuniropana) B amMuHOKUCIOTHOM monioskeHun 452 6enka HER2 nHa C (umcrewH) (kortopas
TaK)Ke MOXET OTHOCUThCA K «W452C») (cm., Hanpumep, Cell, 2018 May 3; 173(4): 864-878.
€29), MyTalui, KOTopasi MPUBOANT K 3aMeHe V (BajiHa) B aMUHOKHCJIOTHOM MOJIOKeHHU 541
b6enka HER2 nHa M (MernonmH) (KOTOpas TakXKe MOXKET OTHOCUTBCS K «V541My») (cm,
Harpumep, Cell, 2018 May 3; 173(4): 864-878, €29), myTauuto, KOTopasi IPUBOAUT K 3aMeHe |
(M3oneinHa) B aMUHOKUCIIOTHOM rosiockeHuH 613 6enxa HER2 Ha V (BanuH) (koTopas Takke
MokeT oTHOcuThbes K «1613V») (cm., Hanpumep, Scientific reports, 2016; 6:31628), myTtauuto,
KOTOpasi MPUBOAMT K 3aMeHe P (mponnHa) B aMUHOKUCIOTHOM mosioxkeHnu 627 6enka HER2 Ha
H (ructunun) (koTopas Takxe MOkeT oTHOcUThCs K «P627H») (cm., Harpumep, PloS one, 2016;
11(4): e0154133), myTtauuto, KOTopas NMPUBOAMUT K 3aMeHe A (aJlaHMHA) B aMUHOKHCIIOTHOM
nosnoxxennu 644 6enka HER2 na V (BanmuH) (KOTOpasi TakkKe MOXET OTHOCUTBCS K «A644Vy)
(cm., nampumep, Nat. Genet., 2012 Oct.; 44(10): 1104-10 u Nature, 2015; 524(7563): 47-53),
MyTAaIMIO0, KOTOpasi MPUBOAWT K 3aMeHe R (apruHuHAa) B aMUHOKUCJIOTHOM MOJIOKeHHH 647
6enxka HER2 na G (rmunus) (KoTOpasi Tak»Ke MOXKET OTHOCUThC K «R647Gy») (cMm., Hanpumep,
Cell, 2018 May 3; 173(4): 864-878, €29), myraumioo, KOTOpas NPUBOAUT K 3ameHe |
(M3oneliiHa) B aMUHOKHUCIOTHOM nojioxkeHnn 654 6enka HER2 Ha V (BanuH) (KoTOpasi Takke
MOJKeT OTHOCUTBCA K «1654Vy) (cm., Hanpumep, Br. J. Cancer., 2017 Jun. 27; 117(1): 136-143 u
Cell, 2018 May 3; 173(4): 864-878, €29), myraumioo, KOTOpas NPUBOAUT K 3ameHe I
(M3oneliiHa) B aMUHOKHCIIOTHOM mojioxkeHnn 655 6enka HER2 va V (BanuH) (koTOpasi Tak:ke
MOJKeT OTHOCUTBCS K «1655Vy) (cm., Hanpumep, Oncotarget, 2017; 8(40): 68026-68037, Nature
communications, 2015; 6:10131 u Nature genetics, 2014; 46(6): 595-600), myTanuio, KoTopas
NPUBOAUT K 3aMeHe | (M30ielinHa) B aMUHOKHCIOTHOM monokeHun 661 Genka HER2 ma V
(BaymuH) (KOTOpasi Takke MOXKeT OTHOCUThCS K «I661Vy») (cm., Hanpumep, Nature Medicine,
2017; 23(6): 703-713), w™yrtauuro, KOTOpas MNPUBOAUT K 3aMeHe R (apruHuHa) B
aMHHOKUCIIOTHOM mnonokeHun 678 Oenka HER2 ma Q (ryramuH) (KOTOpasi TakXe MOXKET
otHocuThCst Kk «R678Q») (cm., nHampumep, Nature, 2018; 554(7691): 189-194), mytanmro,

KOTOpasi MPUBOAUT K 3ameHe Q (riyramMuHa) B aMUHOKUCIIOTHOM ToyioskeHuu 680 6enka HER2
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Ha H (ructuomn) (koTopas Takke MoxkeT oTHOocuThes K «QO80H») (cm., mampumep, Nature
Medicine, 2017; 23(6): 703-713), myTanmoo, KOTOpas NPUBOIUT K 3aMeHe V (BaiuHa) B
AMHHOKHUCJIOTHOM mnonokeHun 697 Oenka HER2 wa L (nefinun) (koTOpas TakXke MOXKET
oTHOCUTBCS K «V697Ly) (cm. Nature, 2018; 554(7691): 189-194, Nature Medicine, 2017; 23(6):
703-713 u PLoS Medicine, 2016; 13(12): €1002162), myTauuto, KoTopast IpuBOANUT K 3ameHe G
(ruuMHA) B aMUHOKHCIOTHOM mnojioxkenun 704 Genka HER2 nHa R (aprunmH) (koTopasi Takke
MokeT OTHOCUTbC K «G704R») (cm., Hampumep, Lung, 2016; 194(1): 125-35), myrtauuto,
KOTOpasi MPUBOAUT K 3ameHe Q (rmyTraMuHa) B aMUHOKHCJIOTHOM TojioskeHuu 709 Genka HER2
Ha L (neiiumH) (xoTopast Takxke MOXeT OTHOCUThCs K «Q709L») (cm., Hanmpumep, Nature
medicine, 2017; 23(6): 703-713), myrauuo, KoTopas MpUBOAWT K 3aMeHe Q (riyTamuHa) B
aMIHOKUCIOTHOM moniockeHun 711 Oenxa HER2 ma H (ructmaoun) (kOoTOpas Takke MOMKET
otHOcUThCS K «Q711H») (cm., Hampumep, Nature Medicine, 2017; 23(6): 703-713), myTanuro,
KOTOpast MPUBOAMT K 3aMeHe G (MMLUMHA) B aMHHOKUCIOTHOM nonokenuu 727 6enka HER2 Ha
A (anmanuH) (KOTOpas TakKe MOXKET OTHOCHThCS K «G727A») (cm., Hanpumep, Nature Medicine,
2017; 23(6): 703-713), wyrtauuio, KOTOpas NPUBOOUT K 3ameHe T (TpeoHuHa) B
aMHUHOKHUCIIOTHOM monokeHnn 733 Oenka HER2 na 1 (u3oneilinmH) (KoTOpast Takke MOXKET
otHOcUThCS K «T733I») (cm., Hampumep, Nature, 2018; 554(7691): 189-194), myTtaruro, KoTopas
NPUBOAUT K 3aMeHe E (riyTaMHHOBOH KHCIOTBI) B aMHHOKHCIJIOTHOM TOJOXEHUU 744 Oenka
HER?2 na G (rmunmH) (koTopast TakyKe MOXeT OTHOCUThCs K «E744Gy) (cm., Hapumep, Cancer
research, 2007; 67(12): 5667-72), myTamnmo, KOTOpas NMPUBOIUT K 3ameHe N (acmaparmHa) B
aMHHOKHUCIIOTHOM monokeHnu 745 Oenka HER2 na D (acmaparmHOByrO KHCIOTY) (KOTOpas
TaKKe MOXKeT OTHOCUTBCS K «N745D») (cm. Cancer research, 2007; 67(12): 5667-72), myTauuro,
KOTOpasi MPUBOAMT K 3aMeHe L (J1efinrHa) B aMUHOKUCIOTHOM nosioskeHuu 755 Genka HER2 Ha
P (mponun) (koTopast Takxke MokeT OTHOCUThCS K «L755P») (cm., Harmpumep, Oncotarget, 2016;
7(28): 44322-44329, Nature, 2004; 431(7008): 525-6 u Nature Medicine, 2017; 23(6): 703-713),
MYTAIHMIO, KOTOpasi MPUBOAMT K 3aMeHe L (JIelilinH) B aMUHOKHCIOTHOM TMOJIOKEHUH 755 Oenka
HER?2 Ha A (amaHuH) (KOoTOpasi TakxKe MOXeT OTHOCUTBhCS K «L755A») (cm., Hanpumep, Nature
2018; 554 (7691): 189-194 u Nature Medicine 2017; 23(6): 703-713), myTrauuto, KoTopas
NPUBOAUT K 3amMeHe L (jeliunHa) B aMHHOKUCIOTHOM mnosiockeHun 755 Oenka HER2 na F
(penmnananun) (koTopasi Takke MokeT OTHOCUThCS K «L755F») (cm., Hampumep, Clin. Cancer
Res., 2015 Aug 15; 21(16): 3631-9), myTarmmo, KoTopasi NMPUBOIUT K 3aMeHe S (cepuHa) B
aMHHOKHUCIIOTHOM nosioxkeHuu 760 Genxa HER2 na F (denmnananuH) (KoTopast Takke MOXKET
otHOCcUTBCS K «S760F») (cm., Hampumep, Clin. Cancer Res., 2006 Apr. 15; 12(8): 2538-44),
MyTaIHMI0, KOTOpas MPHBOAMT K 3aMeHe D (acmaparnHOBOH KHCIIOTBI) B aMHHOKHCJIOTHOM
nonoxenun 769 6enxka HER2 Ha H (ructunun) (koTopas Taxke MOKeT OTHOCHTBCS K «D769H»)
(cm., Hanpumep, Cancer, 2016; 122(17): 2654-62, Nature Medicine, 2017; 23(6): 703-713 u
Nature, 2018; 554(7691): 189-194), mytauuto, KoTopasi MIpUBOANT K 3aMeHe D (acmaparnHoBoi
KHCJIOTHI) B aMHHOKUCJIOTHOM Toyioskenuu 769 6enka HER2 na N (acnaparus) (KoTopast Takxke
MoxkeT OTHocuTbcs K «D769N») (cm., Hampumep, Nature, 2018; 554(7691): 189-194) u

MyTalMI0, KOTOpas MPHUBOAMT K 3amMeHe D (acmaparnHOBOH KHCJIOTBI) B aMHHOKHMCJIOTHOM
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nonoxenun 769 6enxka HER2 Ha Y (THpo3uH) (KOTOpas Takke MOXKET OTHOCUTHCS K «D769Y»)
(cm., Hanpumep, Nature, 2018; 554(7691): 189-194).

[0050] Kpome Toro, npyrue KoHKpeTHble npumepbl mytauuun HER2 moryt Taxske
BKJIFOYATh MYTAallMIO, KOTOpasi MPUBOIUT K mHcepuun AYVM (anaHuHa, THPO3MHA, BaJUHA U
MeTHOHMHA) Mexay E (rimyTaMMHOBONM KHCIOTOH) B aMMHOKHCIIOTHOM nojoxeHuun 770 m A
(amaHuHOM) B aMUHOKMCIOTHOM monokeHun 771 Oenka HER2 (xoropas Takke MOXeT
otHOcUThCS K «E770 A771insAY VM») (cm., Hanpumep, Nature Medicine, 2017; 23(6): 703-713
u Nature, 2018; 554(7691): 189-194), myrtamnuro, KOTOpas MPUBOAMT K WHCepuuu Y VMA
(TMpO3MHa, BaJMHA, METHOHMHA W aJlAHMHA) Mexny A (aJaHMHOM) B aMHHOKHCJIOTHOM
nojioxkernd 771 u'Y (TUPO3UHOM) B aMUHOKHCJIOTHOM Tojioxkenun 772 6enka HER2 (koropas
TaK’Ke MOXKeT OTHOCUThCs K «A771 Y772insYVMA») (cm., nHampumep, Nature, 2018;
554(7691): 189-194), xoropas npuBogut kK uHcepuuud AY VM (anaHuHa, TUPO3WHA, BaJUHA U
METHOHHHA) MeX1y M (METHOHHHOM) B aMUHOKHCJIOTHOM TOJOXEeHUH 774 u A (anaHuHOM) B
aMHHOKHUCJIOTHOM mnonokeHun 775 Oenxka HER2 (koTopast Takke MOXKET OTHOCHUTBCS K
«M774_AT775i1nsAYVM») (cm., manpumep, J. Thorac. Oncol., 2013 Feb; 8(2): ¢19-20 u The
American Journal of surgical pathology, 2006; 30(10): 1309-15), myTanuto, KoTopasi IpUBOAUT K
uHcepimd Y VMA (TUpo3uHa, BajJvHA, METHOHWHA W aJlaHMHA) MeXny A (alaHuHOM) B
AMHHOKHUCJIOTHOM TNoJIokeHuu 775 u G (IIMIMHOM) B aMMHOKHCIOTHOM TOJIOXKEeHUH 776 Oenka
HER2 (xortopast Taxxe MOXeT OTHOCUTbCA K «A775 G776insYVMAY) (cm., nanpumep, Clin.
Cancer Res., 2013 May 15; 19(10): 2668-76, Cancer, 2016; 122(17): 2654-62 u European
urology, 2016; 70(2): 348-57), myrtaumto, KOTopas NpPHUBOAMT K 3ameHe A (ajmaHWHA) B
aMUHOKHUCIOTHOM mnonokeHnn 775 Oenka HER2 na G (rmmuumH) (kOoTOpas Takke MOXKET
otHocuThCst K «A775G») (cm., Hampumep, Anticancer research, 2013; 33(11): 5127-33),
MyTaLHUI0, KOTOpasi NPUBOAMT K 3aMeHe G (IJIMIMHA) B AaMUHOKHUCIIOTHOM TOJIOKeHHH 776 Genka
HER2 na LC (neiiuuH 1 mpctenH) (KOTOpasi TakkKe MOXeT OTHOCUThCS kK «G776delinsLCy» wnu
«G776>LC») (cm., nHampumep, Cancer research, 2005; 65(5): 1642-6), myranuioo, Koropas
npuBoAUT K 3ameHe G (TIMLMHA) B aMHHOKUCIOTHOM moyoxkennu 776 Oenxka HER2 na C
(umcrenH) (KOTOpasi TaK:Ke MOKET OTHOCHTBCS K «G776C») (cm., Hampumep, Clin. Cancer Res.,
2012, Sep. 15; 18 (18): 4910-8), myraumo, koTopas mnpuBoauT K 3ameHe G (rMLMHA) B
AMHHOKHUCJIOTHOM nosiokeHuu 776 6enka HER2 na AVGC (anaHuH, BaJvH, TJIUIHMH U HUCTEHH)
(kotopast Takxke MOkeT OTHOcuThCsi K «G776delinsAVGC» wumn «G776>AVGCy») (cm.,
Harpumep, Nature, 2018; 554(7691): 189-194 u Nature medicine, 2017; 23(6): 703-713),
MYTAIHIO, KOTOpasi MPUBOAUT K 3aMeHe G (rMuMHA) B aMHHOKHCIIOTHOM TOJIOKEHUH 776 Oenka
HER2 nva VV (BanuH u BanuH) (KOTOpas Takke MOXeT OTHOCHThCS K «(G776delinsVVy nnn
«G776>VV») (cm., mampumep, Nature Medicine 2017; 23(6): 703-713), myTtanuoo, KOTOpas
npuBOAUT K nmHCepuuu L (nefinunaa) mexxay G (MIMIUHOM) B aMUHOKHCIIOTHOM TOJIOKEHHH 776
u V (BaJMHOM) B aMHHOKHUCJIOTHOM mojioskeHuu 777 Genka HER2 (koropas Takske MOKET
otHocuthest Kk «G776 V777insLy) (cm., nHampumep, Oncotarget, 2016; 7(20): 29761-9),
MYTAIHIO, KOTOpasi MPUBOAUT K 3aMeHe G (rMuuHa) B aMIHOKHMCIIOTHOM TOJIOKEeHUH 776 Oenka

HER?2 na L (neiiuun) (koTopas Taike MOKeT oTHocuTbes K «G776L») (cm., Hampumep, Lung
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Cancer, 2012 Apr.; 76(1): 123-7), myTtaumto, kotopas npusoaut Kk uHcepunu VC (BamuHa u
nucrenHa) Mexay G (TIUIUHOM) B aMHHOKHCJIOTHOM TOJIOckeHUH 776 m V (BamuHOM) B
aMHUHOKHUCJIOTHOM mnonokeHun 777 Oenxka HER2 (koTopas Takke MOXET OTHOCHUTBCS K
«G776_VT77insVC») (cm., nHampumep, J. Clin. Oncol., 2013 Jun. 1; 31(16): 1997-2003),
MyTaluoo, kKoropas npuBonuT k mHcepumn VGC (BanmHa, rmuuHa U nuctenHa) mexny G
(TMMOUMHOM) B aMHHOKHCJIOTHOM NOJOXeHHH 776 u V  (BaJMHOM) B aMHHOKHCIOTHOM
nonoxenun 777 Genka HER2 (koropast Takke moxer oTHOCUThbes kK «G776 _V777insVGCy)
(cm., Hanpumep, Nature, 2018; 554(7691): 189-194), myTaiuro, KOTOpasi IPUBOAKUT K HHCEPLIHH
CG (umcrenHa W riuiuHA) Mexny V (BaJIMHOM) B aMHUHOKHCIOTHOM mnojioxkenuun 777 u G
(TTUIIMHOM) B aMHUHOKHCIOTHOM monoskeHun 778 Oenka HER2 (koTopasi Takke MOXKET
otHocuthest K «V777_G778insCGy») (cm., nampumep, Clin. Cancer Res., 2012 Sep. 15; 18(18):
4910-8), myraumro, koropas npuBoauT K uHcepumu G (rmuuuHa) mMexay Vo (BaJMHOM) B
AMHHOKHUCJIOTHOM TNoJIokeHuu 777 u G (IIMIMHOM) B aMMHOKHCIIOTHOM NOJIOXKeHUH 778 Oenka
HER?2 (xotopast Tak:ke MOxkeT OTHOCUThCS K «V777_G778insGy) (cm., Hampumep, Nature, 2018;
554(7691): 189-194), myramuro, koTopass mpuBoautT Kk uHcepuuun G (rmunuaa) Mmexny G
(rMMUMHOM) B aMHUHOKHCJIOTHOM moJiokeHHH 778 u S (cepuHOM) B aMHHOKHUCIOTHOM
nonoskennn 779 6enka HER2 (koropast Takke Moxker oTHOCUThCS K «G778 S7791nsGy) (cm.,
Harpumep, Nature, 2018; 554(7691): 189-194), myrauuio, KoTOpas NPUBOAUT K 3aMeHE S
(cepura) B aMMHOKHCIIOTHOM mnojoxenun 779 Oenka HER2 na P (mpomumH) (koTopast Takke
MOJKeT OTHOCUTBCA K «S779P») (cm., Hampumep, Virchows Arch., 2016 Jun.; 468(6): 651-62),
MyTalM0, KOTOpas MpHBOAMT K uHcepumu VGS (BanuHA, TNIMIMHA U CEPHHA) MEXAy S
(cepyHOM) B aMMHOKHCJIOTHOM mHoJoxkeHuu 779 u P (mponuHOM) B aMHHOKHCIOTHOM
nojoxenun 780 6enka HER2 (koTtopas Takske MoskeT oTHOCUTBCS K «S779 P780insVGS») (cm.,
Hanpumep, Nature, 2004; 431(7008): 525-6 u J. Thorac. Oncol., 2009 Jan.; 4(1): 5-11),
MyTaLuI, KOoTopas mpuBoauT K uHcepumun GSP (rmmuumHa, cepuHa W NpoJMHA) Mexay P
(IpOJAMHOM) B aMHMHOKHUCJIOTHOM TojokeHudn 780 u Y (TUPO3UHOM) B aMHHOKHCJIOTHOM
nonoskennu 781 6enxa HER2 (koropas Takske MoxkeT oTHOCUThCS K «P780 Y781insGSP») (cm.,
Hanpumep, Nature Medicine, 2017; 23(6): 703-713), myTauuto, KOTopasi IpUBOAUT K 3aMeHe R
(apruHuHA) B aMHHOKUCTIOTHOM nonioskennn 784 O6enka HER2 wa C (tmicrenH) (KoTopas Takke
MoskeT oTHocuThesl K «R784C») (cm., Hanpumep, Gynecol. Oncol., 2018 Feb.; 148(2): 311-316,
Nature genetics, 2014; 46(12): 1264-6 u Cell Rep., 2016 Apr. 26; 15(4): 857-865), myTanuro,
KOTOpast IPUBOAUT K 3aMeHe R (apruHmnHa) B aMUHOKHCIOTHOM mnonioxkernu 784 6enka HER2 Ha
H (ructunun) (koTtopas Takxke MokeT oTHOcuThes K «R784H») (cm., Hanmpumep, Cell Rep., 2016
Apr. 26; 15(4): 857-865, Virchows Arch., 2016 Jun.; 468(6): 651-62 u Eur. J. Cancer, 2014 Jul.;
50(10): 1740-1746), myranuro, KOTopasi MPUBOAUT K 3aMeHe L (JieiilinHa) B aMHHOKHCIIOTHOM
nonoxennn 785 Genka HER2 na R (aprununn) (kotopas Takke MOkeT OTHOCHTBHCS K «L785R»)
(cm., mHanmpumep, Br. J. Cancer, 2015 Dec. 22; 113(12): 1704-11), myTauuto, KoTopasi IpUBOAUT K
3ameHe L (nelinnHa) B aMUHOKHCIOTHOM nojioxkeHnu 786 Oenka HER2 na V (Banun) (koTtopas
Tak)ke MOXKeT OTHOCUTBCS K «L786V») (cm., mampumep, Nature, 2018; 554(7691): 189-194),

MyTAalMI0, KOTOpas MPUBOAUT K 3aMeHe T (TpeoHMHAa) B aMHUHOKUCIIOTHOM MOJOXeHuHu 791
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6enxa HER?2 na I (u30melinuH) (koTopast Takke MOXKeT OTHOCUThCA K «T7911») (cm., Hanpumep,
Cancer research, 2007; 67(12): 5667-72), mytauuto, KOTopasi IpuBoANT k 3aMeHe G (ruIuHa) B
aMUHOKUCIOTHOM monokeHnu 804 Oenka HER2 Ha S (cepun) (koTopas TakKe MOXKET
otHocuThest k «G804S») (cm., Hanpumep, Clin. Cancer Res., 2006 Apr. 15; 12(8): 2538-44),
MyTAaLHUI0, KOTOpasi MPUBOAUT K 3aMeHe L (JelinuHa) B aMUHOKUCIOTHOM nosioskeHnu 807 Genka
HER2 Ha F (penmnananun) (koropasi Takxke MokeT oTHOCUThCS K «L807F») (cMm., Hanmpumep,
Eur. J. Cancer, 2015 Sep.; 51(13): 1803-11), myTaiuto, KoTopast IPUBOIUT K 3aMeHe S (cepuHa)
B aMHHOKHCIIOTHOM nonioskeHuu 819 Genka HER2 Ha F (penunananun) (KoTopasi Takyke MOXKET
otHOCUThCS K «S819F») (cm., marmpumep, PLoS Medicine, 2016; 13(12): €1002162 u Cancer cell,
2015; 27(3): 327-41), w™yraumuio, KOTOpas NPUBOAMUT K 3aMeHe | (u3oneiiumHa) B
aMUHOKUCIIOTHOM monoxkernu 829 Oenka HER2 wa T (TpeonuH) (KOTOpasi Takke MOXKET
otHOocUThCs K «I829T») (cm., Hampumep, Clin. Cancer Res., 2006 Apr. 15; 12(8): 2538-44),
MYTAIHIO, KOTOpasi MPUBOANT K 3aMeHe V (BaJiMHA) B AMUHOKHCIJIOTHOM TOJIOKeHUH 842 Oenka
HER2 Ha I (u3oneiinmH) (KOTOpasi Takke€ MOXKET OTHOCHUTBhCS K «V842I») (cm., Hampumep,
Nature, 2018; 554 (7691): 189-194), myranuro, KOTOopasi MpUBOANT K 3ameHe L (nelinuHa) B
AMHHOKHUCIIOTHOM mojioxkeHnu 846 Genka HER2 Ha F (denmnananuH) (KoTopast Takke MOXKET
otHocuThCst Kk «L846F») (cm., Hampumep, Oncotarget, 2016 Sep. 20; 7(38): 61755-61763),
MyTalHI0, KOTOpash MPUBOAUT K 3aMeHe T (TpeoHHMHAa) B aMHHOKHCIIOTHOM NOJOXEHHH 862
6enxa HER?2 na I (u30melinuH) (KoTOpast Tak:Ke MOXKeT OTHOCUThCA K «T8621») (cm., Hanpumep,
Nature, 2018; 554(7691): 189-194), myraumio, KOTOpasi NPUBOAUT K 3amMeHe R (apruHuHa) B
aMHHOKHUCIIOTHOM mnonokeHun 868 Oenmka HER2 na W (Tpuntodan) (koTopas Takke MOXET
otHOcUThCS K «R868W») (cm., Hampumep, Nature, 2012; 487(7407): 330-7 u Br. J. Cancer, 2015
Dec. 22; 113(12): 1704-11), myrauuro, Koropas NpUBOAUT K 3ameHe L (neiinuHa) B
aMHMHOKHMCJIOTHOM mnonoxkeHun 869 Oenmka HER2 nHa R (apruHmH) (KOTOpas Takke MOXKET
otHOocuThCs K «L869R») (cm., Hampumep, Nature Medicine, 2017; 23(6): 703-713, Nature, 2018;
554(7691): 189-194 u PLoS Medicine, 2016; 13(12): €1002201), myTaumto, KOTOpasi IPUBOIUT K
3ameHe T (TpeoHHMHA) B aMMHOKHUCIOTHOM mojoxenun 875 Oenka HER2 nHa I (u3omeiiuuh)
(xoTopasi Takke MoxeT OTHOCHThCS K «T875I») (cm., nanpumep, Br. J. Cancer, 2015 Dec. 22;
113(12):  1704-11), w™yrauuro, KoTopas mNpuBOAUT K geneipm W (Tpunrodana) B
AMHUHOKHUCJIOTHOM mnosiokeHnn 906 Oenxa HER2 (koTopast Takike MOXKET OTHOCHUTBCS K
«W906*») (cm., Harmpumep, Nature, 2008; 455(7216): 1069-75), u MyTauuio, KOTOpas MPHUBOAHT
K 3aMeHe (TPEOHHHA) B aMHUHOKUCIOTHOM nosioxkeanu 917 6enka HER2 Ha S (cepun) (xotopast
TaKKe MOXeT OTHOCUTBCS K «T917S») (em., Hanpumep, Carcinogenesis, 2012 Jul.; 33(7): 1270-
6), MyTaLUIO, KOTOpasi MPUBOAMUT K neneruu Q (miyraMuHa) B aMUHOKHCJIOTHOM MOJIOKEHUH
943 6enxa HER2 (xotopast Takke MOXeT OTHOCUTBC K «Q943*») (cm., Hanpumep, Cell, 2012;
150(6): 1107-20), myTtauuto, KOTOpasi MPUBOAUT K Aeyeuu S (CepuHa) B aMHHOKHCIOTHOM
nonoxennn 1007 OGenxa HER2 (koropas takke MoxkeT oTHOcUTBC K «S1007*») (cm,
Hanpumep, Cell, 2018 May 3; 173(4): 864-878, €29) u myTanuio, KOTopasi MPUBOIUT K 3aMEeHE S
(cepuna) B aMHHOKUCIOTHOM mosoxkeHnu 1151 Genka HER2 na L (neiiumH) (koTopas Takke

MO3KeT OTHOCUTBCS K «S1151L») (cm., Hanpumep, Nature Medicine 2017; 23 (6): 703-713).
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[0051] Myrauus HER2 B HacTosimieM wu3o0pereHHMH o0coObiM  00pa3oM He
OrpaHUYMBAETCS, TPU YCIOBHH, 4YTO AMHUHOKUCIIOTHas mocjienosarenbHOCTh Oenka HER2
COIEPKUT MYTALMIO, U €€ KOHKPETHBIE MPUMEPBbl MOIYT BKJIKOYAaTb IO MEHBbLIEH Mepe OIHY,
BBIOpPAHHYIO M3 IPYMIIbL, COCTOALIEH M3 BblmeykasaHHbIX MyTauuiit HER2, u npeanoururensHo
IO MeHblIeH Mepe OfHYy, BBIOpaHHYIO U3 Tpymnmbl, cocrosmeil w3 Y772 A775dup,
G778 P780dup, G776delinsVC, L755S, V777L u S310F.

[0052] B HacrosimmeM H300peTeHHM «HMHCEPLMOHHAs MyTalus B 5k30He 20» O3Ha4daeT
myTtauuio HER2, Bbi3BaHHyO MHCepiuei mapbl ocHoBaHul B 5k30H 20 rena HER2. Dk3on 20
resa HER2 npencrasneH HyKJI€OTHAHON MOCIEAOBATENBHOCTBIO M3 HYKJIEOTUIOB OT 2308 no
2493 SEQ ID NO: 4, u xomupoBanHbiii et Oenok HER2 mnpencraBieH aMUHOKHCIOTHOMH
MOCJIEA0OBATEILHOCTBIO, COCTOSIIEH U3 aMUHOKUCIOTHBIX ocTaTkoB oT 770 no 831 SEQ SEQ ID
NO: 3.

[0053] HHucepumonHasi myTamusi B 3k30He 20 B HACTOSIEM H300peTeHUU OCOOBIM
0o0pa3oM HE OrpaHUYMBAETCS, MPHU YCIOBHH, 4TO 3TO MyTauuss HER?2, BbI3BaHHas mHCepuuen
napel ocHoBaHMH B 5k30H 20 rena HER2, u ee mpumepsl MOIyT BKJIOYATh IO MEHbILIEH Mepe
OJIIHY, BBIOPaHHYIO U3 TrpymIbl, coctosimeid u3 Y772_A775dup, G778_P780dup, G776delinsVC,
E770_A771insAYVM, A771_Y772insY VMA, M774_AT775insAYVM, A775_G776insYVMA,
G776delinsLC, G776delinsAVGC, G776delinsVV, G776_V777insL, G776_V777insVC,
G776_V777insVGC, V777_GT778insCG, V777_GT778insG, G778_S7791nsG,
S779_P780insVGS, ¥ mpennoyTUTENbHO 10 MEHbIIEeH Mepe ONHY, BBIOPAHHYIO U3 TPYIIIHL
cocrositert u3z Y772_A775dup, G778 P780dup u G776delinsVC.

[0054] B HacrosiimeM H300peTEeHUH «MyTalUs 3aMEHbl OIHOW mMapbl OCHOBAHUI»
o3HavaeT Mytauuio HER2, BbI3BaHHYI0 3aMeHON onHON mapel ocHoBaHuil rena HER2 ppyroii
Napoil OCHOBAHUU.

[0055] MyTamusi 3aMeHbI OTHOW Iapbl OCHOBAHHMH B HACTOSILIEM H300pETEHHH OCOOBIM
0o0pa3oM He OrpaHHYMBAETCS, MPU YCIOBUM, 4TO 3TO0 Myrtauus HER2, Bb3BaHHAs 3aMeEHO
onHoM napel ocHoBanuii reHa HER2 npyroii napoii ocHOBaHuUH, U €€ NpUMEPBl MOTYT BKJIKOYATh,
1O MeHbIIeH Mepe OIHy, BBIOpaHHYHO W3 rpymmbl, cocrosimeit u3 L755S, V777L, V659E,
G660D, S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M,
S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G,
1654V, 1655V, 1661V, R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G,
N745D, L755P, L755A, L755F, S760F, D769H, D769N, D769Y, G776C, G776L, S779P,
R784C, R784H, L785R, L786V, T7911, G804S, L8OTF, S819F, 1829T, V842I, L846F, T862I,
R868W, L86OR, T875I, W906*, T917S, Q943*, S1007* wm S1151L, npenmouTutenbHO
BBIOpaHHYI0, U3 rpyninsl, cocrosimei u3 L7555, V7771, V659E, G660D u S310F.

[0056] B HacrosimeMm H300peTeHMH «MyTallsl 3aMEHbl OJHON Mapbl OCHOBAaHHWI B
TpancMeMOpanHoM pnomeHe Oenka HER2» os3nauaer wmyraumto HER2, Bb3BaHHYIO B
TpancMeMOpanHoM nomeHe Oenka HER2 3amenoit onHoii maper ocHoBanuii reHa HER2 npyroit
napor OCHOBAaHUM.

[0057] MyTtauusi 3aMeHbI OJHOH Mapbl OCHOBAHUN B TPAHCMEMOpPAaHHOM JOMEHe Oenka



38

HER?2 B Hacrosimmem n3obpereHnn ocoObiM 00pa3oM He OTPaHHYMBAETCS, TIPU YCJIOBUH, YTO 3TO
mytaiust HER2, Be3BanHas B TpaHcMeMOpaHHOM noMeHe Oenkxa HER2 3amenoil omgHO# mapsl
ocHosanuit rena HER2 npyroii napoii OCHOBaHUN, U €€ IPUMEPHI MOT'YT BKJIFOYATh 10 MEHbILIEH
Mepe OIHY, BBIOpaHHYI0 U3 Trpymbl, cocrosuein uz VOS9E, G660D, 1654V, 1655V u 1661V, u
npeanoytutenbHo G660D.

[0058] B HactosiieM H300peTeHMM «MyTalHsi 3aMeHbl OJHOH mapbl OCHOBAaHUI BO
BHekjieTouHOM nomMeHe Oenka HER2» o3navaer myTtauuio HER2, BrI3BaHHYIO BO BHEKJIETOUHOM
nomeHe Oenka HER?2 3amenol ool mapsl ocHoBanuii reHa HER2 npyroii mapoit ocHOBaHUIA.

[0059] Myramusi 3aMeHbl OIHOW Mapbl OCHOBAHHWI BO BHEKJIETOYHOM JOMEHe Oeyka
HER?2 B HacTositem n3o0peTeHrnr 0coObiM 00pa3oM HE OTPaHHYMBAETCS, MPU YCJIOBUH, YTO 3TO
myTtauuss HER2, BbI3BaHHasi BO BHekJeTO4HOM nomeHe Oenka HER2 3amenoit omHOlW mapwr
ocHosanuil rena HER2 npyroii napoii OCHOBaHUN, U €€ IPUMEPBI MOT'YT BKJIFOYAaTh [0 MEHbIIEH
Mepe OIHy, BbIOpaHHYr u3 rpymmbl, cocrosimei u3 S310F, A20T, A21S, R143Q, K200N,
A242V, D277Y, A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T, W452C,
V541M, 1613V, P627H, A644V u R647G u npeanoututensHo S310F.

[0060] TepameBTudeckuii areHT W/HJIU CHOCOO JIEUEHHS 1O HACTOSIIEMY H300PETEHHIO
MOXXHO TMPEATIOYTUTEbHO HCMIONb30BaTh isi HER2-MyTupoBaHHOro paka, Ijsi KOTOPOTO
YCTaHOBJIEHO HaJIM4Ue MO MEHbIIEH Mepe OHOM U3 BbIILIEYKa3aHHBIX MyTalLlUii, HO OrpaHUYeHus
B OTHOLIEHUHU 3THX MYTalLUi OTCYTCTBYIOT, IIPU YCIOBUM, YTO pak umeeT Mytauuto B HER2.

Hanmnuue wimu orcyrcrBue myrtauuu HER2 moxkHO ompenenuts, Hampumep, oTOOpOM
OIyXOJIEBOW TKaHHU y CyOBEKTa, CTPAAAIOLIEr0 PakoM, M MPOBENECHHEM Ha (PUKCHPOBAHHOM B
dbopmanmnre odpasie, 3amutom B napadun (FFPE), kommuectsennoti [ILP B pexxume peanbHOTo
Bpemenn (QRT-PCR) wnu ananusza MUKPOYHIIOB.

[0061] Kpome Ttoro, Hammume wuau orcyrcrBue Myrtauun HER2 Ttakske MOXHO
onpenenuts otoopom upKyaupyomei onyxoaesoi JIHK (o/IHK), He cBs3aHHOI ¢ KJIeTKaMu,
y cyObekTa, CTpagarollero pakoM, M ee CeKBeHHpOoBaHUEM «HOBoro nokosenus» (NGS) u Tak
nanee (cm., Hanpumep, J. Clin. Oncol., 2013; 31: 1997-2003, Clin. Cancer Res., 2012; 18: 4910-
8, J. Thorac. Oncol., 2012; 7: 85-9, Lung Cancer, 2011; 74: 139-44, Cancer Res., 2005; 65:
1642-6, Cancer Sci., 2006; 97: 753-9, ESMO Open, 2017; 2: e000279 u Annals of Oncology, 26:
1421-1427, 2015).

[0062] B HacTosimem m3o0pereHnu TepMuH «Mytauuss HER2» ucnone3yercss B TOM ke
3Ha4YeHuu, 4To u MyTtauus resa HER2.

[0063] B mHacrosimem wu3o0Operennn «aHTu-HER2-aHTHUTENO» O3HA4YaeT aHTUTENO,
kKoTopoe crenuduuecku cBszbiBaercs ¢ HER2, mpennmournmrenbHo, oOnamaer akTHBHOCTBIO
ces3biBanusi ¢ HER2 wu, takum oOpaszom, uHTepHanusmupyercs B HER2-skcmpeccupyrommme
KJIETKH, APYTHMH CIOBaMH, aHTHTEJNO, obnafaroiiee akTHBHOCThIO cBsi3biBaHusl ¢ HER2, u 3aTem
nponukHoBeHus1 B HER2-3kcnpeccupyromue KIeTku.

Konstorar antu-HER2-antureno-nekapcTBeHHOE CPEACTBO

Konptorar  antu-HER2-anTuTENnO-N€KapCTBEHHOE  CPEACTBO,  MCMOJNb3YE€Mblil B

HACTOsIIEM  M300peTeHuH, mpencrtaBiser  coboit  kowwtorar  aHtu-HER2-anTuteno-
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JIEKapCTBEHHOE CPEACTBO, 7€ JIEKAPCTBEHHOE CPEACTBO-JIMHKED, MPENCTABICHHOE CIIEAYIOIIEH
dbopmyioii:
[0064] [popmyna 13]

CH O

[0065] roe A mpencTaBisieT MOJIOKEHNE COSTUHEHUS C aHTUTEIIOM,

KOHBIOTHPOBAHO C AHTHTEJIOM MTOCPENCTBOM THOI(UPHOU CBSI3H.

[0066] B HacrosimeM n300peTeHHH YacTUYHAsl CTPYKTYpa, COCTOSINAsl W3 JIMHKEpa U
JIEKapCTBEHHOIro cpencTtsa B KoHbtorare aHtu-HER2-aHTHTENO-NE€KapCcTBEHHOE CPEACTBO,
OTHOCUTCSI K CTPYKTYPE «JIEKAPCTBEHHOE CPEACTBO-JIMHKEPY. JIeKapCTBEHHOE CPENCTBO-JTHHKEP
CBS3aHO C THOJIOBOM Tpymnmou (IPyruMu CJIOBaMH, C aTOMOM CEpbl OCTaTKa ILMCTEUHA),
00pa3oBaHHOHN B caiiTe MeXLEeNno4eyHOH MUCYJIb(PHUIHON CBS3U (IBa caiiTa MEXAY TSDKEJNbIMU
LEMNsIMHU 1 JIBa CaiiTa MEeXAY TsDKEJIOW LIETbIO U JIETKOH IIeTbI0 ) aHTUTENA.

[0067] JlekapcTBEHHOE CpPEACTBO-JIMHKEP IO HACTOSILEMY H300PETEHHI0 B KaueCTBeE
KOMITOHEHTa BKJIIOUaeT 3k3arekaH (corsmacHo HomeHkiarype IUPAC: (1S,95)-1-amun0-9-3THI-
5-¢pTop-1,2,3,9,12,15-rekcarunpo-9-ruapokcu-4-metun- 10H, 13H-
Oenso[ne]mupano[3',4":6,7Junnonusuno| 1,2-bJxunonuu-10,13-quoH  (KOTOpBIA Takke HUMEET
xumudeckoe HazBanue: (1S,9S)-1-amuHO-9-3THI-5-dTOP-2,3-TUTrHAPO-9-TUIPOKCU-4-METUII-
1H,12H-6en30[ ne|nupano[3',4":6,7 Jluanonusuno[ 1,2-b |xunonun-10,13(9H, 1 5H)nuown)),
KOTOPBINA SIBJIIETCST MHTHOUTOPOM TOMOM30oMepasbl [ DK3aTekaH SIBJISIETCS MPOU3BOAHBIM
KaMITTOTEIMHA, TPEICTABIEHHOTO ClieAyomel GopMyoit:

[0068] [popmyna 14]

OH O

[0069] u obagaeT MPOTUBOOIYXOJIEBBIM AEHCTBHEM.
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[0070] Konwtorar antu-HER2-aHTUTENO-NEKapCTBEHHOE CPEACTBO, HMCIOJIb3yEeMbIl B
HACTOSIIIEM M300PETEHNH, TAK)KE MOXKET OBbITh MPEACTABIIEH CIEAYIOLIeH (HOpMyJIION:
[0071] [popmyna 15]

anmu-HER2 aalrwreno——gx

[0072] roe nekapcTBEHHOE CPEACTBO-JIMHKEp KOHBIOrupoBaHo ¢ aHTU-HER2-anturtenom
NOCPENCTBOM THO3()HPHON CBSI3U. 3HAUEHUE N COBMANAET CO 3HAYEHHEM TOTO, YTO HA3bIBAETCS
CPENHHMM YHCJIOM KOHBIOTMPOBAHHBIX MOJIEKYJ JiekapcTBeHHoro cpeactsa (DAR; orHomeHue
JEKapCTBEHHOTO CpENCTBA K AaHTHUTENy), W YKa3blBae€T Ha CpeAHee YHCIO EIMHHII
JIEKapCTBEHHOTO CPEICTBA-TMHKEPA, KOHBIOTUPOBAHHOTO B pacueTe Ha MOJIEKYJIy aHTUTENA.

[0073] CpenHee 4uCIO €IUHULL JIGKAPCTBEHHOTO CPENCTBA-JIMHKEPA, KOHBIOTUPOBAHHOTO
B pacueTe Ha MOJIEKYJy aHTuTena B KoHbtoraTe antu-HER2-anTuTen0-1€KapcTBEHHOE CPENCTBO,
UCTIONIB3YEMOM B HACTOSINEM H300pPETeHUH, MPENNOYTHTENBHO COCTaBIsET OT 2 1o 8, Oonee
NPEATNIoOYTUTENbHO OT 3 1o 8, eme Oojee mnpenmouTHTeabHO OT 7 nmo 8, eme Oonee
MPEAIOUTUTENBHO OT 7,5 1o 8, eme Ooiee mpeanouTUTENIbHO IPUMEPHO 8.

[0074] Ilocne NMpOHMKHOBEHUS B pPaKoOBble KieTkM KOHBbIOraTt aHTH-HER2-antureno-
JIEKaPCTBEHHOE CPENCTBO, HCIOJNb3yeMbli B HACTOALIEM H300pPETEHHH, PacIIeIuIieTcs II0
JIMHKEPHOMW TPYIIe U BHICBOOOXKIAET COENMHEHUE, IPEICTABICHHOE CIeNYyIOLeH (hopMyION:

[0075] [dpopmyaa 16]

[0076]

[0077] Tlomaraercsi, dYTO  BBIIIEYKA3aHHOE COCOWHEHHUE  SIBJIAETCA  HCXOAHO
OTBETCTBEHHBIM 3a TPOTHBOOIYXOJIEBYKO AKTUBHOCTb KOHBIOTaTa aHTH-HER2-antureno-
JIEKAPCTBEHHOE CPEACTBO, UCIOJIb3YEMOr0 B HACTOSALIEM H300pETeHHH, U OBLJIO MOATBEPKIECHO
ero uHruoupyromee neiicrsue Ha Tonousomepasy I (Ogitani Y. et al., Clinical Cancer Research,
2016, 15 Oct.; 22 (20): 5097-5108, Epub 2016, Mar. 29).
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[0078] Takske uzBecTHO, uTO KOHBIOraT aHTu-HER2-anTuTen0-1€KapCcTBEHHOE CPEACTBO,
UCTIONB3YEMBIH B HACTOsALIEM H300pereHun, odnanaer s¢gdexrom npucyrcrsust (Ogitani Y. et al.,
Cancer Science (2016) 107, 1039-1046). D¢dekT npucyTcTBUS MPOSBISAETCS B PE3yJbTaTe
mpouecca, B KOTOpoM  KoHbioorar  aHTu-HER2-aHTUTENO-NEkapCcTBEHHOE  CPEACTBO,
UCTIONB3YEMbIIl B HACTOSIEM H300pETeHHMH, WHTEPHAJIM3YeTCs B PAKOBbIE  KIETKH,
SKCIPECCUPYIOLME  MHUIIEHb, M  3aT€éM  BBIIIEYKA3aHHOE  COEAWHEHUE  OKa3bIBAET
IIPOTUBOOIYXOJIEBOE IEHCTBUE TAKXKE HA PAKOBBIE KJIETKH, KOTOPbIE HAXOAATCA BOKPYI U HE
SKCIPECCUPYIOT MULLIEHB.

[0079] Konwtorar antu-HER2-aHTUTENO-NEKapCTBEHHOE CPEACTBO, HCIOJIb3yEeMbIH B
HACTOSIIEM H300pPETEeHUH, MOXKHO TOJYYUTh CO CCBUIKOH Ha ONUCAaHWE B NyOJIMKALUH
meskayHapoaHoi 3asskr WO 2015/115091 u Tak nanee.

[0080] ITonyuenune antu-HER2-antuTen

benox HER2, ucnonb3yeMblii B HACTOSIIIEM H300pETEHUU, MOXKHO HEMOCPEICTBEHHO
BbinenuTh U3 HER2-skcnpeccpyromux KIETOK 4eNoBeKa WIM MIEKONHTAKOMHX (TaKHX Kak
KPBICBI ¥ MBIIIH), WJIK TOJNYYUTh C HCHOJb30BaHUEM (PAKILUA KIETOYHBIX MEMOpaH TaKHX
KJIETOK, WM MOKHO monyunth cuHTe3oM HER2 in vitro mmm nponykumein HER2 B kierkax-
X0351€BaX C MOMOIIBI0 TEXHOJOTHH T'€HHOW WH)KeHepuu. B reHHOH WH)keHepuu OelOoK MOXKeT
OpiTe monyuen crnenuduueckn BrimroueHueM kJIHK HER2 B 3KCHpecCHOHHBI BEKTOp H
nocienyromum cuaresoM HER2 B pacTBope, conepxxamem ¢pepMeHThI, CyOCTpaThl M BELIECTBA,
NPEACTABISIIOINE UCTOUYHUK >HEPrur, HEOOXOAMMBbIE U TPAHCKPHUILIMK M TPAHCISILHHN, TN
TpaHchopMmane APYrHX NPOKAPUOTHUUECKUX WM 3YKAPUOTHYECKHX KJIETOK-XO35€B IS
skcrpeccun HER2. Kpome TOro, Takke MOKHO HCHOJIB30BAaTh KJIETKH, 3KCIPECCUPYHOLIUE
HER?2, ¢ ucrionb3oBaHneM I€HHON WHXXEHEPUU WM JIMHUM KIETOK, skcnpeccupyromux HER2 B
kauectse Oenka HER2.

benox HER2, ucronp3yemslii B HacTosleM H300pETEHHH, MOXKHO HENOCPEACTBEHHO
BBIIEJINTh U3 KJIETOK 4eNoBeka, skcrpeccupyrommux HER2, MoxkHO nonyunTts ¢ uCnosb30BaHuEM
dbpakuuii KJIeTO4YHbIX MeMOpaH Takux KjeTrok, B Bume Oenka HER2, mpu ucnonb30BaHUU B
Ka4eCTBE aHTUTCHA, MJIM MOKHO monyduTh cuHTe3oM HER2 in vitro wiu nponykuueit HER2 B
KJIETKAX-X0351€BaxX C IMOMOIIBK TEXHOJIOTMU NeHHOW MH)keHepuu. B rennoit nwxenepun HER2
MOJKHO CUHTe3upoBaTh crenudpudecku BxmouenneM k/J[HK HER2 B skcnipecCHOHHBIN BEKTOp U
NOCJIENYIoLIed HHKyOanmueld BEKTOpa B pacTBOpe, coaepkameM (QepMeHThI, CyOCTpaThl |
BEIECTBA, NPEACTABISIIOIINE WCTOYHUK OSHEPruH, HEOOXOOUMBIE Ui TPAHCKPHUIILUH U
TPaHCISIUMK.  AJIBTEPHATHBHO, O€JOK MOMKHO TMONY4YHTb  TpaHchopMmammed Apyrux
MPOKAPUOTUYECKUX WM 3YKAPUOTHUYECKUX KIETOK-X0351€B C MCIOJb30BAHMEM BEKTOPA IS
skcripeccun HER2. Kpome TOro, Takke MOKHO MCHOJIB30BATh KJIETKH, 3KCIPECCUPYIOLINE
HER2, ¢ nmomomp0 INeHHONW HMHXKEHEPUM WM JIMHUK0 KIETOK, okcmpeccupyromux HER2 B
kadyecTe OenkoBoro antureHa HER2.

ITocnenosarenpuocts  JIHK  w  amuHOkucnoTHass  mnochenosarenbHoCcTh  HER2
OnyOJMKOBaHBI B OOIIEAOCTYIHBIX 0a3axX JaHHBIX, © HA HUX MOXXHO CChUIATBCS, HAIPUMEp, IO
uIeHTH(PHUKALIMOHHBIM HOMepaM, TakuM kak M11730 (Genbank) u NP _004439.2 (NCBI).
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[0081] Kpome Toro, Oenok, COCTOSIIMIA M3 aMHUHOKHCIOTHOH IOCJIENOBATEIbHOCTU C
OHON WJIM HECKOJIbKUMH aMHHOKHUCJIOTAMH, 3aMEIIeHHBIMU, JeJeIUPOBAHHBIMUA W/UJIH
no0aBJIEHHBIMU B aMUHOKHUCJIOTHYIO mocsienoBareabHocTh HER2, 11 umeromuii Ononornyeckyro
AKTUBHOCTh, SKBUBAJICHTHYIO AKTUBHOCTH JAHHOTO Oe€Jika, TakKe BKJIFOYAETCS] B IOHSTHE
tepmuHa «6enok HER2».

[0082] benmok HER2 demoBeka COCTOMT W3 CHUTHAJBHOM TOCJIEIOBATEIBHOCTH,
cocrosimeid w3 22 N-KOHLEBBIX aMHHOKHCIOTHBIX OCTaTKOB, BHEKJIETOYHOTO JIOMEHa,
cocrosiero u3 630 aMHHOKHCIIOTHBIX OCTAaTKOB, KJIETOYHOTO TPAHCMEMOPAHHOTO JOMEHa,
COCTOSIEro 3 23 aMUHOKHUCJIOTHBIX OCTaTKOB, M MEKKJIETOUYHOrO AOMeHa, coctosiero u3 580
AMUHOKHCJIOTHBIX OCTaTKOB.

[0083] AnTu-HER2-aHTHTENO, WCMONB3yeMOE B HACTOSIIEM H300pPETEeHUH, MOXKHO
MOJTYYUTh M3BECTHBIMU crioco0amu. Hampumep, aHTUTENO MOXKHO MOJYYUTh C HCIOIb30BAHHEM
METOJ1a, TPATUIMOHHO MPUMEHSEMOrO B JAHHOW O0JIACTH, KOTOPBIN BKJIFOYAET MMMYHU3ALIUIO
JKUBOTHBIX JIFOOBIM MoOUIenTuaoM, BeiOpanHsiM n3 HER2, ciykamum B KadecTBe aHTHIeHa
WIM aMHHOKHUCIIOTHOH mocnenosatensHocTd HER2, cbopom aHTHTENa, mpoayuHpOBaHHOTO in
VIVO, W BbIIEJICHHEM aHTHTeNa. [IpouCXoKAeHne aHTHIeHa He OTPaHUYHBACTCS YEJIOBEKOM, U
MOXHO MMMYHU3UPOBATh JKMBOTHBIX AHTHUT€HOM, TMOJIYYEHHBIM OT >KHBOTHOTO, OTJIUYHOTO OT
YEJIOBEKA, TAKOTO KaK MBIIIb, KPbICAa U T.I. B 3TOM cllydae MOKHO TECTHPOBATh MEPEKPECTHYIO
PEaKTHUBHOCTb CBSI3bIBAHHMSI AHTUTEN C TIOJYUYEHHBIM TE€TEPOJIOTUYHBIM AHTHUI€HOM C
YEJIOBEUECKUMHU aHTUreHaMu it ckpuHuHra aHTu-HER2-anTuTena, npumeHumoro mass
3a00JIeBaHHSI YEJIOBEKA.

[0084] AnbTepHAaTHUBHO, AHTUTENO-NPOAYLUPYIOLIUE KIETKH, KOTOpblE MPOAYLUPYIOT
aHTHUTENIa TIPOTUB AHTUTEHA, CIIMBAIOT C MHUEJOMHBIMU KJIETKAMH B COOTBETCTBHH CO CIIOCOOOM,
U3BECTHBIM B JaHHOU obnactu (Hanmpumep, Kohler and Milstein, Nature (1975) 256, p.495-497;
Kennet, R. ed., Monoclonal Antibodies, p.365-367, Plenum Press, NY (1980)), ¢ nonyuenuem
ruOpHUIOM, U3 KOTOPBIX, B CBOKD OYEPeb, MOXKHO MOJyYUTh MOHOKJIOHAJIbHbIE aHTHUTEIA.

[0085] AHTHUIeH MOXHO IMOJYYUTb T'€HETHYECKUM KOHCTPYUPOBAHUEM KIIETOK-XO35EB
IUTsl TIOJIYYEeHMsI Te€Ha, KOAMPYIOIIEro aHTUIeHHbIH Oellok. B 4acTHOCTH, MOJyHarOT BEKTOPHI,
KOTOpbIe 00ECMEYHMBAIOT JKCIPECCHIO T€HA aHTHIEHA, W MEPEHOCST UX B KJIETKU-XO3sieBa IS
SKCMPECCUH TeHA. JKCIPECCHUPOBAHHBIM TAaKUM OOpa30OM aHTUIEH MOXHO OYHCTHTH. Takxke
AHTUTEJIO MOXKHO TIOJYYUTh CIIOCOOOM HMMMYHH3AlUH KHUBOTHBIX  BBIIICONMHUCAHHBIMU
CKOHCTPYUPOBAHHBIMU AHTUTE€H-3KCIPECCUPYIOLIUMU KJIETKAMU WJIH KJIETOYHOM JIMHUEH,
SKCIPECCUPYIOIIEH aHTUTEH.

[0086] Awntu-HER2-anTtuTeno, wucmoibdyeMoe B  HACTOSIIEM  HM300pETEeHHH,
NPEINOYTUTEIbHO — TMPENCTaBsieT  Co0OM  peKOMOWHAHTHOE  AHTHUTEJO,  IOJYYEHHOE
UCKYCCTBEHHONW Monu(UKaMed ¢ LEeJIb0 CHIDKEHHS TeTePOJIOTUYHON AHTUT€HHOCTU IS
YEeJIOBEKa, TAaKOE€ KaK XHUMEPHOE aHTUTEJNO WM TyYMaHU3UPOBAHHOE AaHTHUTENO, WU
MPEANOYTUTENBHO AHTUTENIO, UMEIOIee TOJbKO IOCJIEeNOBATEbHOCTh TI€HAa AHTUTENa,
MOJIyYEHHOTO OT YEeJIOBEKAa, TO €CTh 4YeJOBEUEeCKOE€ aHTUTeNO. JlaHHbIE aHTHUTENa MOXKHO

MOJIYYUTh C IMOMOLIbIO U3BECTHOTO METOAA.
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[0087] B kauecTBe XMMEPHOI'O AHTHUTENA MOKHO IMPUBECTH NPUMEPbl AHTUTENA, B
KOTOpOM BapuabenbHass M KOHCTaHTHAas OOJACTH AHTHUTENA INPOUCXONAT OT Pa3HbIX BUJOB,
HarpuMep, XUMEPHOE aHTUTENO, B KOTOPOM BapuabesbHas 00J1acTh MBIIIMHOTO HIJIH KPBICHHOTO
aHTHUTEJIa COeAUHEHa ¢ KOHCTAHTHOM 00sacThio yenoBedyeckoro anturena (Proc. Natl. Acad. Sci.
USA, 81, 6851-6855, (1984)).

[0088] B xauecTBe ryMaHU3HUPOBAHHOI'O AHTUTENA MOYKHO MPUBECTH MPUMEPHI aHTHUTENA,
MOJIyYEHHOTO HHTErpanueil TOJNbKO ydacTka, ompenesstoinero komiuiemeHtapHocTs (CDR),
reTepOJIOTUYHOrO aHTUTeNa, B udejoBedeckoe aHtureno (Nature (1986) 321, pp. 522-525), u
aHTUTeNa, I[IOJIyYeHHOTO  TPUBUBKONW  YacTM  aMUHOKHCIOTHBIX  OCTAaTKOB  Kapkaca
reTepoJIOTHYHOIO aHTHUTeNa, a Takke nocienosaTenbHocTd CDR rereponornyHoro aHTurena B
yeyioBedeckoe aHtureso ¢ momomplo Metoga CDR-mpusuBku (WO 90/07861), u anTuTena,
I'YMaHU3UPOBAHHOTO C HCIOJb30BAHUEM CTPATETHH MyTareHe3a ¢ KOHBepCHeW reHa (TaTeHT
CIIIA Ne 5821337).

[0089] B kauecTBe 4EIOBEUECKOTO AHTHUTENIA MOXHO MPUBECTH MPUMEPHl AHTUTENA,
MOJIy4YEHHOTO C MCIOJIb30BAaHUEM MBIIIH, TPOAYLHPYIOLIEH Yel0BEUECKOe aHTUTENO, UMEIoLIel
Y4aCTOK XPOMOCOMBI YEJOBEKa, BKJIIOYAIOIIMA TE€Hbl TSOKEJIOM LEenu M JIETKOM Lenu
yenoBedeckoro anturena (cmotpu Tomizuka K. et al., Nature Genetics (1997) 16, p.133-143;
Kuroiwa Y. et. al., Nucl. Acids Res. (1998) 26, p.3447-3448; Yoshida H. et. al., Animal Cell
Technology: Basic and Applied Aspects vol.10, p.69-73 (Kitagawa Y., Matsuda T. and Iijima S.
eds.), Kluwer Academic Publishers, 1999; Tomizuka K. et. al., Proc. Natl. Acad. Sci. USA
(2000) 97, p.722-727 n 1.1.). B xauecTBe anbTEepHATHBBI MOKHO IPUBECTU MPUMEP AHTHUTEINA,
NOJIy4eHHOTO € TOMOLIBIO (ParoBoro muciuies, A€ aHTUTENO OTOOpaHO U3 OubinoTeKu
yenoBedeckux aHtuten (cm. Wormstone ILM. et. al, Investigative Ophthalmology & Visual
Science. (2002) 43 (7), p.2301-2308; Carmen S. et. al., Briefings in Functional Genomics and
Proteomics (2002), 1 (2), p.189-203; Siriwardena D. et. al., Ophthalmology (2002) 109 (3),
p.427 -431uT. 1.).

[0090] B Hacrositnee u300peTeHre TakKe BKIIIOYAKOTCS MOAU(DUIIMPOBAHHBIE BAPHUAHTHI
antu-HER2-anTHTENa, WCHONB3yeMOro B HACTOsSIIEM H300peTeHHuH. MoauduiupoBaHHbIH
BAPUAHT OTHOCHUTCSI K BApUAHTy, TOJYYCHHOMY XHMHYECKOH WM OHOJIOTHYECKOM
MomuduKanMed — aHTHTENa MO  HACcTosAmeMy  u3o0pereHuro.  IIpumepbl  XUMHYECKH
MOIU(PHUIIMPOBAHHOTO BAPHAHTA BKJIIOYAIOT BAPHAHTHI, COAEPIKALINE CBSI3b XUMUYECKOM TPYIITbI
C aMHUHOKHCJIOTHBIM OCTOBOM, BapHaHTbI, COJEpKallhe CBsI3b XMMHUYECKOW rpymmbl ¢ N-
cBszaHHON wim  O-CBSI3aHHOW YIJIEBONHOM 1lenmbi0 W T. 1. llpumepsl OHONOTUYECKU
MOIU(HUIMPOBAHHOTO BapHUaHTa BKJIIOYAIOT BAPUAHTHI, IOJYYEHHbIE ITOCTTPAHCISILIMOHHOMN
momudukammet (Hampumep, N-cBsa3aHHbIM Wi O-CBS3aHHBIM INIMKO3WIHpoBaHueM, N- wm C-
KOHLIEBBIM IIPOLIECCUHIOM, JI€aMUUPOBAHUEM, M30MepHu3aliell acrnapariHOBON KUCIIOTHI WM
OKHCJIEHEM METHOHHMHA), U BapUaHTBI, B KOTOpPbIe ObUI NOOABIIEH OCTATOK METHOHMHA K N-
KOHIY B pe3yJIbTaTe 3KCIPECCUU B MPOKAPUOTHUECKON KieTke-Xxo3simHe. Kpome Toro, antureno,
MEUEHHOEe TaKUM 00pa3oM, 4TOOBI ClIeIaTh BO3MOXKHBIM JIETEKTUPOBAHUE MU BbIIEJICHNUE aHTH-

HER2-antuTena, HCMONB3yeMOro B HACTOSIIEM H300PETeHHU, WM AaHTUTE€Ha, HampuMmep,
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MeueHHOe (PEpMEHTOM aHTHUTENO, (IYOPECLIEHTHO-MEUEHHOEe aHTUTENO U adPHUHHO-MeueHHOe
AHTUTEJNIO, TAK)KE BKIIIOYAIOTCA B IMOHATHE TEPMUHA «MOIU(HUIIMPOBAHHBIN BapuaHT». Takoi
momuduimpoBanHelii  BapuaHT aHTH-HER2-anTutena, wucnois3yemMoro B HacTOsIEM
M300pEeTEeHNH, MPUIOAEeH Ul IMOBBIIEHUS CTA0OMJIBHOCTU U YAEPKUBAHUS aHTUTENA B KPOBH,
CHW)KEHHUSI €0 aHTUT'€HHOCTH, JETEKTUPOBAHUS WM BbIACJIEHUS aHTUTEIAa WM aHTUIeHAa U TaK
nanee.

[0091] Kpome Toro, peryaupyst MOAH(UKALUIO TINKaHA, KOTOPbIH cBsizaH ¢ anTu-HER2-
AHTHUTEJIOM, HCIOJNb3YEMbIM B HACTOSIIEM H300peTeHHH (MOCPEICTBOM TJIMKO3HIUPOBAHMS,
ne@yko3wnMpoBaHUST Y T.JA.), MOXKHO VCHJIUTh  AQHTHUTEJIO3aBUCHMYI)  KIJIETOYHYIO
LIUTOTOKCUYHOCTh. B KadyecTBe MeTona peryJisiqui MOAU(HUKALMH TJIMKAHA AHTHTE] U3BECTHBI
METO/IBI, OMMCAHHBIE B MEXKAYHAPOIHBIX 3asiBkax WO 99/54342, WO 00/61739, WO 02/31140 u
T.1. OgHako Takast MeTonuKa 3TUM He orpanuduBaercsa. B antu-HER2-antuteno, ucnonssyemoe
B HACTOSIIIEM M300PETEHHNHU, TAK)KE BKIFOUAIOTCS AHTHUTENA, B KOTOPBIX MOAU(HUKALHS TJIHKAHA
peryiaupyercsi.

[0092] U3BecTHO, YTO OCTATOK JIM3MHA Ha KApOOKCHIIBHOM KOHIE TSDKEJION e
aHTUTENA, NPOAYLUPOBAHHOIO B KYJBTHBUPOBAHHOW KJIETKE MIIEKOMHUTAIOLIETO, MOJBEPraercs
nenerun (Journal of Chromatography A, 705: 129-134 (1995)), u Takke M3BECTHO, YTO I1Ba
AMHHOKHUCJIOTHBIX OCTaTka (TJIMLOUH W JH3MH) HAa KapOOKCHUJIIBHOM KOHIE TSDKENOH Lenu
aHTUTENA, TPOAYLUPOBAHHOIO B KYJIBTUBUPOBAHHON KJIETKE MJIEKOMUTAIOLIErO, ACIELUPYIOTCS,
M OCTAaTOK IIPOJIMHA, BHOBb pACIIOJNIOKEHHBII Ha KapOOKCHUJIBHOM KOHIE, ITOABEPraeTcs
amunupoBanno (Analytical Biochemistry, 360: 75-83 (2007)). Onmnako Takue naenenus u
MOIU(UKAIMA MTOCIEN0BATEIbHOCTH TSKENIOW LeNH He OKAa3bIBalOT BIUSHHUA Ha apPUHHOCTD
CBSI3bIBAHUSA C AaHTUTeHOM U 3(¢ekTopHyl0 (QyHKIUIO (AKTUBALMIO KOMIUIEMEHTA,
AHTUTEJIO3aBUCUMYIO KJIETOYHYIO LIUTOTOKCMYHOCTD U T.7.) aHTurena. CilenoBaTeibHO, B KAHTH-
HER2-anTHTENO», NCHONB3yeMOE B HACTOSINEM HM300pPETEHUM, TAKXKe BKIFOYAIOTCS AHTHUTENA,
MOJBEPIIINECs] TaKOW Momudukaimu, ¥ (PYHKUUOHATbHBbIE (DpArMEeHTbl AHTHTENA, & TaKXKe
JeNIeLIMOHHbIE BapUAHTBl, B KOTOPBIX OJHA WM JABE AMHUHOKHUCJIOTHI JeJeLUPOBaHbI Ha
KapOOKCHJIbHOM KOHIIE TSDKEJION LI, BAPUAHTHI, TIOJYYEHHBIC aAMUIMPOBAHUEM JEJICIIMOHHBIX
BApPUAHTOB (HATNpUMeEp, TsDKeNasl LeNb, B KOTOPOH aMHIUPOBaH KapOOKCHIIbHBIN KOHIIEBOM
OCTaTOK TMpPOJIMHA) M T.OI. THUIN JENeMOHHOTO BapuUaHTa, HWMEIOINEro JAeJelHI Ha
KapOOKCHJIbHOM KOHILIEe Tspkenoi wernu aHTH-HER2-anTHTena, MCMonb3yeMoro B HACTOSIIEM
n300peTeHNH, HE OrpPaHWYMBACTCS BBIIEYKA3aHHBIMH BapHAHTAMH, IMIPH YCJIOBHH, YTO
coxpaHsoTest aQPUHHOCTD CBsI3bIBaHUS aHTHreHa u >¢dexTopHas (GyHKIus. [[Be Tsokenble
uenw, cocrapisiromne anTu-HER2-anTHTEN0, NCTIONB3yeMOe B HACTOSIIEM N300PETEHUH, MOTYT
OBITH OHOTO THIA, BBIOPAHHOTO M3 IPYIIIbI, COCTOSALIEH U3 MOJHOPA3MEPHON TSKENON e U
BBILIEONMUCAHHOTO JI€JIELIMOHHOTO BAapUaHTa, WJIM MOTYT OBITh JBYX THUIIOB B KOMOWHALWH,
BbIOpaHHOW u3 HHUX. Ha COOTHOIIEHHE KOJMYEeCTBa Ka)IOTO NENELHOHHOTO BapHUAaHTa MOXKET
OKa3bIBaTh BJIUSHUE THUI KyJbTUBUPYEMBIX KJIETOK MJIEKOMMTAIOLIUX, KOTOpblE MPOAYLHUPYIOT
antu-HER2-antuTeno, ucmomb3yemMoe B HACTOALIEM  M300pPETEHUH, W YCIIOBHS

KYJIbTUBUPOBAHUA. O)IH&KO B Ka4CCTBE IMPpUMEPA NPEANOYTHUTECIIBHO MOXXHO IIPUBECTU AHTUTECIIO,
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B KOTOPOM OAMH aMHUHOKHCJIOTHBIN OCTaTOK Ha KapOOKCHJIBHOM KOHIIE AEJICLIUPOBaH B 00enx H3
IBYX TsDKENbIX 1enei B anTu-HER2-anTutene, nenonp3yeMoM B HACTOSIIIEM U300PETEHUH.

[0093] B kauectBe uzotunoB aHTH-HER2-antutena, ucmnoap3yeMoro B HACTOSILEM
n3o0perennn, Hanpumep, MoxkHo mpusectu IgG (IgGl, IgG2, 1gG3, 1gG4), u IgGl nm 1gG2
SBJISIFOTCSI IPEATIOYTUTEIbHBIMU.

[0094] IIpumepsr antu-HER2-anTHTENa, MCIONB3yeMOro B HACTOSAIIEM H300pETEHMH,
BKIO4aOT Tpactysymab (matent CIIIA Ne 5821337) wu meprysymad (myOnukarus
meskayHaponHoi 3assku WO 01/00245), u nmpeAanoYTUTENbHBIM TPUMEPOM MOXKET CIYKUTh
Tpactysymao.

[0095] B HacrosiemM u300peTeHHH  «TpacTy3ymad»  MpencraBisieT  CoOOM
rymann3upoBaHHoe aHTU-HER2-anTuTENnO, Ccomepskaiiee TSDKENYH LEMb, COCTOSLIYID U3
AMHUHOKHCJIOTHOH ITOCJIEAOBATEIPHOCTHU, COCTOSIIEN M3 aMHHOKHCIIOTHBIX OCTAaTKOB OT 1 1o 449
SEQ ID NO: 1 (¢wur.1), u nerkoii memnu, cOCTOsAMENH U3 aMUHOKHCIIOTHON MOCJIEIOBATEIbHOCTH,
COCTOSILIEH U3 AMHHOKUCIIOTHBIX ocTaTkoB oT 1 10 214 SEQ ID NO: 2 (¢pur. 2).

[0096] IlpenmoututenbHbiMu aHTH-HER2-antuTenamu st nmpuMeHeHus B MOJyY€HUU
koHbtorata aHTH-HER2-aHTHTENO-TeKapCTBEHHOE CPENCTBO IO HACTOSIIEMY H300PETCHHIO
SIBJISIFOTCSL:

(1) antHTeENno, cozxepiKamiee TSDKENIYEO I[EMb, COCTOSINYID W3 aMHUHOKHCIOTHOH
MOCJIEAOBATEILHOCTH, COCTOSIIIEN M3 aMUHOKHUCIOTHBIX ocTaTkoB oT 1 10 449 SEQ ID NO: 1, u
JETKyI0 1eMb, COCTOSILIYI W3 aMHHOKHMCIOTHOH MOCJEAOBAaTENbHOCTH, COCTOSINEH U3
aAMHHOKHUCJIOTHBIX 0cTaTKoOB OT 1 10 214 SEQ ID NO: 2; unu

(2) antuTeNno, cozxepxkaliee TSDKENIYIO LENb, COCTOSIIYIH0 W3 aMHUHOKHCIOTHOMN
nocienosatenbHocTy, npeacrasieHHo B SEQ ID NO: 1, u nerkyro uenb, COCTOSALIYIO U3
aMUHOKHCJIOTHOH MOCJenoBaTeIbHOCTH, npencTasienHoi B SEQ ID NO: 2.

[0097] ITonyuenune konbtorata antu-HER2-anTuTen0-1€KapCcTBEHHOE CPENICTBO

IIpomexyTOUHOE MPOU3BOJHOE JIEKAPCTBEHHOE CPENCTBO-JIMHKED AJIi MPUMEHEHUs B
noiydeHnn KoHbrorata aHTu-HER2-aHTHUTENO0-IEKapCTBEHHOE CPENCcTBO MO HACTOSIIEMY
U300pETEHHUIO TIPECTABIIEHO CIEAYIOUIEH (GOPMYJIION.

[0098] [popmyna 17]
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[0099] IIpomexyTOYHOE MPOU3BOJHOE JIEKAPCTBEHHOE CPENCTBO-JUHKEP MOXKET UMETh
XUMHYECKOE Ha3BaHUE! N-[6-(2,5-auoxco-2,5-quruapo- 1 H-nuppo-1-
wt)rekcaHou |t ru - L-permnanannn-N-[(2-{[(1S,9S)-9-3tun-5-prop-9-runpokcu-4-
metun-10,13-nuokco-2,3,9,10,13,15-rexcaruapo-1H,12H-
6enzo[ne Jnupano[3',4":6,7 [unnonuzuno| 1,2-b |xunonus- 1 -ualamuHo }-2-

OKCOSTOKCH )METHJI|IJINIIMHAMUI, ¥ MOXET OBITh MOJYYE€HO CO CCBUIKOH Ha OIUCAHUE B
nyOIuKauu MexyHapoaHoi 3asBku WO 2015/115091.

[0100] Konwtorar antu-HER2-aHTHTENO-NEKapCTBEHHOE CPENCTBO, HCIOJIB3yEeMbIHd B
HACTOSIIEM HM300PETeHUH, MOXKET ObITh TOJYyYeH B3aUMOJEHCTBHEM BBIIIEYKA3aHHOTO
MIPOMEXXYTOYHOTO MPOU3BOIAHOIO JIEKAPCTBEHHOE cpeacTBo-iuHkep ¢ aHTu-HER2-anturesnowm,
COZEPIKALTIM THOJIOBYIO TPYIIY (JbTEPHATUBHO HA3bIBAEMYIO CYJb(THIPHILHON TPYIIION).

[0101] Awntu-HER2-antureno, copepkamee CyJab(TUIPIIBHYI TPYIITy, MOXKHO
MOJIYYUTh CIOCOOOM, XOPOIIO U3BECTHBIM crieruanuctam B gaHHou obmactu (Hermanson G.T,
Bioconjugate Techniques, pp. 56-136, pp. 456-493, Academic Press (1996)). Hampumep,
NIOCPENCTBOM HCIONB30BaHMs (),3-3 MOJIb-3KB BOCCTAHABJIMBAIOLIETO Ar€HTA, TAKOTO KakK Tpuc(2-
kapookcmTun)pochun runpoxiopun (TCEP) B pacdere Ha MeKUENOUEYHBIH TUCYIbMUA
BHYTPU aHTHUTeNa, W B3aumozeiicteusi ¢ aHtu-HER2-anturenom B OydepHOM pactBOpe,
COZEp’KallleM XeNaTUPYIOIMUH AareHT, TakoW Kak S3TUJIEeHAMaMHUHTETPAayKCyCHasl KHUCJIOTa
(OATA), moxuo monyuntb aHtu-HER2-antuTeno, mmeromnee cynbQrufipiiibHy0 Tpymnmy c
YaCTUYHO WJIM TIOJHOCTBIO BOCCTAHOBJICHHBIMH MEXKIIETIOUEYHBIMH TUCYJIb(QHUIHBIMU CBA3SAMHU
BHYTPH aHTUTENA.

[0102] Kpome Ttoro, wucnosb3ys 2-20 MOJIb-3KB IPOMEKYTOYHOTO IPOU3BOAHOTO
JEKapCTBEHHOE  CPeNCTBO-JIMHKep B  pacuere Ha aHTu-HER2-antureno, wumeroee
CyNb(TUAPUIBHYIO TPYIIY, MOKHO MONY4YHTh KOHbIOraT antu-HER2-anTHTENn0-1€KapCTBEHHOE
CPEACTBO, B KOTOPOM OT 2 10 8 MOJIEKYJI JIEKAPCTBEHHOI'O CPEACTBA KOHBIOTUPOBAHBI B PacUeTe
Ha MOJIEKYJIy aHTUTENA.

[0103] CpemHee 4YHCIO KOHBIOTHPOBAHHBIX MOJIEKYJ JIEKAPCTBEHHOTO CPEACTBA B
pacdyere Ha MOJIEKYJly aHTUTeNa B TOJydeHHOM KoHbiorate aHTH-HER2-nexapcrBenHoe
CPEICTBO MOXHO OINpPENENNUTh, HAIPUMEP, METOAOM pacueTa, OCHOBAHHOM Ha u3MepeHuu Y @-
noryomennsi  KoHbtorata  aHTH-HER2-anTuTeno-nekapcTBeHHOE  CPEeACTBO U €ro
NPEAIIECTBEHHUKA B KOHBIOTHUPOBAHUH pH ABYX iMHAaX BoJH 280 HM u 370 HM (Y ®@-meTon),
WIM METOJOM pacuera, OCHOBAHHOM Ha KOJMYECTBEHHOM AaHaJIM3€ IOCPEACTBOM H3MEpEeHUs
B2XX nnsa ¢parMeHTOB, MONYYEHHbIX OOpabOTKON KOHBIOTATa AHTHTEJIO-JIEKAPCTBEHHOE
CPEACTBO BOCCTAHABJIMBAIOIIUM areHToM (Meton BOXKX).

[0104] Konstoruposanne antu-HER2-antutrena um mnpoMekyTOYHOTO MPOU3BOAHOTO
JIEKAPCTBEHHOE CPEICTBO-JIMHKEP M pPacyeT CPeJHEro 4ucia KOHBIOTUPOBAHHBIX MOJEKYI
JIEKapCTBEHHOI'O CpEeACTBA Ha MOJIEKyJdy aHTurena B KoHbtorare aHtu-HER2-antureno-
JIEKApCTBEHHOE CPEICTBO MOJKHO BBINOJIHUTH CO CCBUIKOM Ha OINHCaHWE B MyOJIMKaLUU
mexxayHaponHoi 3assku WO 2015/115091 u Tak nanee.

[0105] TepamneBTudeckuii areHT 1/HIK CIOCOO JeUeHHs
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Tepaneprudeckuii areHT WWIM CHnoco0 JIEYEHHs 10 HACTOALIEMY H300PETEHHIO
BKJIFOYAIOT BBeACHHWE KOHBIOrarta crneunguueckoe antu-HER2-anTHTENO-NEKapCcTBEHHOE
CPEICTBO U MOXKHO MCNONb30BaTh 71s nedeHnst HER2-myTuposanHoro paka.

[0106] HER2-myTupoBaHHBIM  pak, Mg KOTOPOrO  MOXKHO  HCIOJb30BaTh
TEpaleBTUUECKUH areHT W/WIM CHoco0  JIeYeHUs 1O  HACTOSIIEeMy  H300peTeHHIOo,
NPEANOYTUTENIBHO MPEACTABIISET 110 MEHbLIEH Mepe OAMH, BBIOPAHHBIN W3 TPYMIIbI, COCTOSIIEH
U3 paka JIErKoro (BKJIIOYas HEMEJKOKJIETOYHBIH paK JIETKOro), paka MOJIOYHOH JKeJe3bl, paka
Kenyaka (Takke Ha3bIBAEMOIO aIeHOKAPIIMHOMOM »KeNyaKa), KOJOPEKTAIBbHOrO paka (Takke
Ha3bIBAEMOIO PAKOM TOJICTOM M MPSMOI KHUIIKU U BKJIIOYAIOINEro pakK TOJCTOM KHUIIKH U Pak
NpsSIMOM KUINKH), paka MHIIEBOAA, paka CIIOHHOHN Keye3bl, aJeHOKAPLUHOMBI MHUINEBOIHO-
JKEJYJJOYHOTO Tepexo/ia, paka JKEeTYHBIX MyTed (BKJIOUas PaK KEIYHbIX MPOTOKOB), OOJE3HH
Ilenxera, paka TMOMKEIyAOYHOW KeNle3bl, paka SUYHMKA, KapLUHOCAPKOMBI MAaTKH,
ypOTENNAIbHOIO paKa, paka MPEACTATEIbHON >Kele3bl, paka MOYEBOrO My3bIpPsi, CTPOMAJIBHOMN
OIyXOJIM JKENyJOUHO-KUIIEYHOr0 TPaKTa, paka MIeMKH MaTK{, MJIOCKOKJIETOYHON KapLIMHOMBI,
NEPUTOHEAIBHOIO pakKa, paka IEYEHH, IenaTOLE/UIFOJSPHON KapLUUHOMBI, paka 3HIOMETPHS,
paka MOYKH, paKa BYJbBbI, paka IIUTOBUIHON >KENE3bl, Paka IOJOBOIO YIEHA, JIEHKO3a,
3JIOKQYECTBEHHON JIUM(OMBI, IUIa3MOLUTOMBL, MHENOMbI, OMYXOJied TOJIOBBI M  IIEH,
(bapuHreanbHOro paka, MyJbTU(HOPMHOHN TIIHMOOIACTOMBI U MEJIAHOMBI, O0JIee MPeAOYTUTEBHO
[0 MEHbLIEH Mepe OIWH, BBIOPAHHBIN W3 TPYMIbL, COCTOSAIEH M3 HEMEIKOKJIETOYHOIO paka
JIETKOT'0, PaKa MOJIOYHOM JKeJE3bl, paKa XKeJyAKa, KOJIOPEKTaJIbHOIO PaKa, paka MUILEBOAA, PaKa
CJIIFOHHOHN JK€JIe3bl, aJC€HOKAPLUHOMBI MHUILIEBOAHO-XKEIYAOUYHOIO IMEPEXOAd, PAaKa >KETYHBIX
nytel, 6one3nu Ilemxera, paka MOMKENyAOUHON >KeNe3bl, paka SIMYHUKA U KapPLHUHOCAPKOMBI
MaTky, Ooyiee TPENNOYTUTEIBHO HEMENKOKJIETOYHOrO paka JIeTkoro u eme OoJsee
NPEANOYTUTENIPHO HEoNnepadeabHOr0 W/WIM METAaCTaTHYECKOro HEMEJIKOKJIETOYHOIO paka
JIETKOTO.

[0107] Ans TepaneBTUYECKOTO areHTa M Crocoda JIeYeH sl 10 HACTOSIIEMY U300PETEHHIO
no03a Ha BBeZieHHe KoHbiorara aHTu-HER?2-anTHTENn0-1€KapCcTBEHHOE CPEACTBO, UCIIONB3YEMOTO
B HACTOSLIEM M300PETEeHHUH, MPEANOYTHTEIbHO HAXOIUTCS B TUAMa30He OT 5,4 Mr/kr (yKa3biBas
Ha TO, YTO 71032 HAa KI' MAacChl Teja COCTABJSET 5,4 MI, KOTOpash OTHOCUTCS K CIENYHOLIEMY
onucaHuro) 1o 8 mr/kr, Oosee mpennodTuTespbHO 5,4 Mr/kr, 6,4 mr/kr, 7,4 mr/kr win 8 Mr/kr,
erre OoJiee MPEANOYTUTETHHO 5,4 MI/KT uiH 6,4 MI/KT | ele 0oJiee mpeanouTUTENbHO 6,4 MI/KT.

[0108] TepameBTHUECKHII areHT W CHOCOO JIEYEHHUs] MO HACTOSIIEMY H300PETEHHIO
NPEANOYTUTENBHO BKJIOYAIOT BBefeHHe KoHbtorata aHTtu-HER2-anTuTeno-iexapcrseHHoOe
CPEACTBO, UCIIOIB3YEMOT0 B HACTOSIIIEM H300PETEHUH, ONHH Pa3 B 3 HEOEIH.

[0109] TepaneBTudeckuii areHT U CIIOCO0 JIEYEHHUS MO HACTOALIEMY H300PETEHHUIO MOTYT
comepkaTh ONHO WM OoJee JEeKapCTBEHHBIX CPENCTB (HampuMep, B BHAE BTOPOro
JIEKApCTBEHHOTO CPEACTBA), OTIMYHBIX OT KOHbIOrata aHTu-HER2-anTHTENO-NEexkapcTBEeHHOE
CPEACTBO, HCHOJb3YEMOro B HAcTosALleM Hu300pereHuH. TakuMm oOpas3om, TeparneBTHUECKUi
areHT 1O HacrosmeMmy u3zoOpereHuro win KoHbiorat aHTH-HER2-anTHTENO-NEKapcTBEHHOE

CPEACTBO, UCIIOJIB3YEMBIH B HACTOSIIIEM M300PETEHHH, MOKHO BBOIUTh B KOMOMHALIUY C APYTHUM
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JIEKApCTBEHHBIM CPEICTBOM, U TAKUM OOpPa3OM MOXKHO YCHJIMTBH NPOTHBOOMYXOJIEBBIH 3 (deKT.
Jlpyroe JekapCTBEHHOE CPENCTBO, MCIIONB3yEeMOE AJI TAaKOH LIeNH, MOKHO BBOJUTH CYOBEKTY
OIIHOBPEMEHHO, OTAEJbHO WM TIOCIENOBaTeNbHO ¢ KoHBoratoM aHTtu-HER2-anTHTENO-
JIEKApCTBEHHOE CPEACTBO, HMCIIONB3YEMbIM B HACTOSALIEM H300pETEeHMH, WIM MOXXHO BBOIUTH C
Pa3NUYHBIMM HMHTEpBaJlaMU JO3MpOBaHuUA. Jlpyroe JeKapCTBEHHOE CPENCTBO MM BTOPOE
JIEKAPCTBEHHOE CPENCTBO MPEANOYTUTEIBHO MPEACTaBNsieT COOOH MPOTHBOOMYXOJEBBIH
TEepaneBTUYECKUH  areHT. Takoli NPOTHUBOONYXOJEBBI  TEPANleBTUYECKUN  areHT He
OTPaHUYMBAETCS TPU YCJIOBUH, YTO OH SIBJSIETCS JIEKAPCTBEHHBIM CPENCTBOM, O0JIQAI0LINM
NPOTHBOOIMYXOJIEBOW aKTHBHOCTBIO, U €r0 MPUMEPbI MOTYT BKJIFOYATh MO MEHbLICH Mepe OWH,
BbIOpaHHBIA W3 Tpymnmbl, cocrosimed u3 upuHotekaHa (CPT-11), mucnnatuHa, kapOomiaTuHa,
okcamumuiatuHa, ¢ropypammna (5-FU), remmnurabmna, KkamenuraOWHa, MNAaKJIUTAKCeNa,
JoLeTakcena, TOKCopyoununa, snupyoununa, nukiopochamuna, muromunuHa C, KOMOUHAIIMH
Teradgyp-ruMepanui-oTepanui, nerykcumada, nanurymymada, Oesarusymada, pamynupymada,
peropadennda, KOMOMHALUY TPUDITYPUANH-TUITHPALII, TepUTHHUOA, SpioTHHIOA, adaTHHNOA,
METOTpeKcaTa, TmeMeTpekcena, Tpacrysymaba »sMTaH3WHA, TpacTy3ymada, mepTysymada,
tamokcu(eHa, TopemudeHa, (QynBecTpaHTa, JIEHNPOPENNHA, TO3EPENMHA, JIETPO30Ja,
aHACTPO30J1a U COCTaBa MPOrecTepoHa.

[0110] TepameBTUYeCKHH areHT W CHOCOO JIeYEHUs IO HACTOSLIEMY H300PETEHHIO
MO>KHO M30HMpaTeIhbHO HCIIONB30BaTh B KAYECTBE areHTa JJIsl JIEKAPCTBEHHON Teparuu, KOTopast
SBJIIETCSI OCHOBHBIM CITIOCOOOM JIEUEHUS PaKa, U, KaK pe3yJbTaT, OHHU MOTYT 3aMEJISITh PA3BUTHE
OIyXOJIEBBIX KJIETOK, MOAABIATh MX POCT M, KPOME TOrO, MPUBOIUTH K T'MOENH OIMyXOJIEBbIX
kjetok. JlanHble 3pdeKxTsl MOryT MO3BONUTEL MAIMEHTaM, CTPAJAIOIIUM PAaKOM, H30aBUTBHCS OT
CHMITTOMOB, BBI3BAHHBIX PAaKOM, WJIM OOECHEYHTH YJIy4IIEHHE KaueCTBA JKU3HH Yy MALUEHTOB,
CTPAJAIOLINX PAKOM, U TOCTHYb TEPANEBTHYECKOro d(deKra noanep:kaHueM KU3HH MalueHTOB,
OonbHBIX pakoM. Jlake ecinu TepaneBTHYeCKUH areHT M CIOCO0 JIeYeHUs IO HACTOSIIEMY
n300peTEeHNI0 HE MPUBOISAT K TMOENIM OMyXOJIEBBIX KJIETOK, TO OHH MOTYT obecrnednTth Ooee
BBICOKO€ Ka4yeCTBO JKU3HHM Yy TMALUEHTOB, CTPANAIOLIMX pPAaKOM, MNpH JIOCTH)KEHUH Ooee
JUTATEJIbHOW BBDKUBAEMOCTH 33 CUET MHTHOUPOBAHMS MJTH KOHTPOJISI POCTa OIMYXOJIEBBIX KJIETOK.

[0111] B Takoii nekapCTBEHHOIN Tepaniy TEParieBTUYECKUI areHT U Crocod JISYeHHUs 110
HACTOSIIEMY M300PETEHUI0 MOKHO HCIOJIB30BATh CAMOCTOSITENIbHO, U TaKXKe UX TAK)KE MOYKHO
UCTIONIB30BaTh B KOMOMHALIMY C JOMOJHHUTEIBHBIM JIEKAPCTBEHHBIM CPEICTBOM B aIbIFOBAHTHOMN
Tepanmuu, MU HX MOXKHO COYeTaTb C XUPYPrHYECKOM OmNepaunuen, Jyd4eBOW Tepamnuel,
TOPMOHAJIBHOH Tepanueil wim Tomy nonodHoe. Kpome Toro, OHM Tak:ke MOTYT HCIIOJIb30BAThCS
ISl JIEKAPCTBEHHOW TE€PANUK B HEOAABIOBAHTHON TE€PAIHH.

[0112] B nomonHeHWe K TepaneBTUYECKOMY IPUMEHEHHIO, KaK ONHCAHO BBILIE,
HaNpuMep, TAKKe MOXKHO OXHIATh MPodUiIakTHIecKui 3 (PeKT, Takol Kak MOJaBIEHHE POCTa
HeOOJIBIIOr0 KOJIMYECTBA METACTATUYECKUX PAKOBBIX KJIETOK M MX AalibHeHIee YHHUTOXKEHHUE,
ISl TEPANIeBTUYECKOTO CPEACTBA U criocoda JieueHus 1o HacTosALeMy n3o0perenmo. Hanpuwmep,
MO3KHO OKUAaTh 3 (PeKT HHruONPOBAHUS U MHAYKLUU TUOENI OMyXOJIeBBbIX KJIETOK B )KHIKOCTH

OpraHu3Ma B IIPOLECCE€ METacTa3MpOBaHUSA WM, Hanpumep, 3¢¢dexkT HHruOupoBaHUS U
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UHAYKIUH THOenu HeOOJBbIIOro KOJHYECTBA PAKOBBIX KJIETOK Cpa3y IOCIE€ HMIUIAHTALUU B
moOyro TkaHb. CrenoBaTeabHO, MOXKHO OXKHJIATh MHIHOMPOBAHHUS METACTA3MPOBAHUS OIyXOJIU
wii  npodunaktudeckoro s¢ddexra, B YACTHOCTH, TMOCJIE XHUPYPrUYECKOTO YAAJEHHS
3JI0KQ4€CTBEHOU OIMYXOJIH.

[0113] MoHO OXHOATh, YTO TEPANEBTHUECKUNW areHT W Choco0 JiedeHHs 10
HacTosmeMy u300peTeHHI0 OyAayT OKasbIBaTh TePaneBTUYECKHH dS(P(eKT MNOoCpencTBOM
IPUMEHEHUs1 B Ka4eCTBE CHCTEMHOM Tepamuu AJid MALUEeHTOB U, KPOME TOro, JOKAaJIbHOIO
MIPUMEHEHUs Ha OIyXOJIeBble TKaHMU.

[0114] TepaneBTUYeCKHI areHT U CIOCOO JIEYEHHUS MO HACTOALIEMY H300PETEHHIO MOTYT
NPEATIOYTUTENIbHO  UCTOJNB30BATHCS  JUISI  MJIEKOMUTAIOIIUX, W Oojiee MPEeaNOYTHTEIBHO
HCIIOJIB30BAThCS JJIs1 JIFOAEH.

[0115] TepamneBTHUECKHUIT areHT MO HACTOALIEMY M300PETEHHIO MOKHO BBOAHTH B BUIE
(apManeBTHUECKOH KOMIIO3ULIUH, COAEep Kameil Mo MeHbInedl Mepe oauH (apMaleBTHUECKH
NOAXOMALINA WHTrpenueHT. DPapMareBTUYeCKH MOAXOISIUE HHIPEAHEHThl MOTYT OBIThH
COOTBETCTBYIOLINM 00pa3oM BbIOpaHBI M MPHUMEHEHB! U3 (HOPMYIHPYIOIUX NOOABOK HIIH TOMY
N000HOT0, KOTOPBIE OOBIYHO HCIIONB3YIOTCS B JAHHOHN 00J1aCTH, C yIETOM JI03bl, KOHLIEHTPALUN
BBENCHUS U T.N. KOHbIOrata anTu-HER2-antuteno-nekapcTBeHHOE CPEeNCTBO, UCIIONIB3YEMOTO B
HacrosimeM n3oOperennn. Hampumep, TepaneBTHUECKU areHT MO HACTOSIIEMY H300pETEHHIO
MOXXHO BBOAWTH B BHAE (PapMaLeBTUUECKON KOMIO3UIMM (Jajee WMEHYeMOH Kak
«(apmaneBTHdeckass KOMIIO3ULUS, UCTIOJb3yeMasi B HACTOSIIEM H300pETEHHNY), conmeprKaieit
Oydep, Takol Kak TMCTHAUHOBBIA Oydep, SKCIUMHMEHT, TAKOH Kak caxapo3a, U MOBEPXHOCTHO-
aKTUBHOE BEINECTBO, Takoe Kak mnoaucopbar 80. dapmauesrudeckas KOMIIO3ULIHUS,
UCTIONIb3yeMasi B HACTOSLIEM M300pPETEHHH, MOXKET MPEANOYTUTEIbHO HCIOIb30BAThCS B BHUJIE
UHBEKINY, Ooyiee MPeanoYTUTEHHO MOXKET UCIOJIB30BATHCS B BUJIE BOJHOI'O HHBEKIMOHHOTO
COCTaBa WM JHOPHIM3HPOBAHHOIO COCTaBA AJII MHBEKLUI U eme Oojiee MPearnouTUTETbHO
UCTIOJIb30BATHCSI B BUZE JTMOPUIM3UPOBAHHOTO COCTABA [T MHBEKLIHA.

[0116] B cny4ae, ecnu ¢papmaneBTHUECKAs KOMITO3HUIUS, HCIOJb3yeMasi B HACTOSIIEM
n300peTeHNH, MPEACTaBisieT COO0M BOAHBI MHBEKLIMOHHBIA PACTBOP, TO €€ MPEANOYTUTENIBHO
MOXKHO pPa30aBUTh TOAXOINALIMM pa3OaBUTENIEM, M 3aT€M BBOAHWTb B BHIE BHYTPUBEHHOH
uHpy3un. B kadecTBe mnpumepa pa3daBUTENST MOKHO NPHUBECTH pACTBOP IEKCTPO3bI,
(pu3nONOrHUeCcKuil pacTBOP | T.IL., U MPEANOYTUTENIbHO MOJKHO TIPUBECTU PACTBOP AEKCTPO3bI, U
OoJiee MpeAnoYTUTENHEHO MOYKHO IPUBECTH 5% PacTBOP AEKCTPO3BI.

[0117] B cnydae, ecnu ¢papmaneBTHUECKass KOMITO3UIHS, HCIOJb3yeMasi B HACTOSIIEM
u300peTeHny, TMpencTaBisier coOOH NMHOQUIM3UPOBAHHBIM COCTaB Ui WHBEKIUH, TO
KOMITO3ULIMIO TIPEANIOUTUTENIbHO PACTBOPSIFOT B BOAE JUI HMHBEKLHH, 3aTeM HEOOXOAMMOe
KOJINYECTBO MOKHO pa30aBUTh MOAXOMSAIIMM pa30aBUTENEM U 3aT€éM BBOAWTH B BHJE
BHYTpUBEHHOW wuH(QYy3un. B kauecTBe mnpumepa pa3OaBUTENs MOMKHO TPHBECTH pPaCTBOP
IEeKCTPO3bl, (PU3HOJOrMYECKUI PacTBOP U T.I., U MPEANOYTUTEIHLHO MOKHO NPHUBECTH PACTBOP
IEKCTPO3bl, U OOJIee MPEAIOUTUTENEHO MOYKHO IPUBECTH 5% PacTBOP AEKCTPO3BI.

[0118] Ilpumepsbl myTeil BBeAEHUs, KOTOpPbIE MOXHO MCIOJIb30BAaTh MAJIl BBEACHMUS
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(dapMareBTHUECKOW KOMIIO3HMLIUKM, HCIIONB3YeMOH B HACTOSIIEM H300PETEHUH, BKIIOYAIOT
BHYTPUBEHHBIN, BHYTPUKOXKHBIN, MOJKOKHBIN, BHYTPUMBIIIEYHbIH 1 BHYTPHOPIOIIUHHBIN MyTH,
Y TIPEATIOYTUTENbHO BKJIFOUAKOT BHYTPUBEHHBIN My Th.

IIpumepnl

[0119] Hacrosimiee wu300peTeHHe KOHKPETHO OIMHUCAHO C MOMOIIBIO IPUMEPOB,
npuBeneHHbIX Hipke. OHAKO Hacrosiee n3o0peTeHne UMH He orpaHuumBaercs. Kpome toro,
5TO HU B KOEM CJIy4ae HeJlb3sl HHTEPIPETUPOBATh B KAYECTBE OTPAHUYCHMUS.

[0120] Tlpumep 1: mnonyuenue konbiorata aHTu-HER2-anTHTENO-NEKapcTBEHHOE
CPEnCTBO

B cootBercTBUH CO CIOCOOOM MOJYYEHUs, OMUCAHHBIM B MyOJHKALIMA MEKAYHAPOIHOM
sassBku WO 2015/115091, ¢ wucnonmp3oBanneM TrymaHusupoBaHHoro aHTH-HER2-anTHTEna
(aHTHTENMA,  COmepIKALIEr0  TSDKENYK  Lenb,  COCTOALIYKO M3  AMUHOKHCIIOTHOMH
MOCJIEAOBATEILHOCTH, COCTOSIIEH U3 aMHHOKHUCIOTHBIX ocTaTkoB oT 1 mo 449 SEQ ID NO:1, u
JIETKYI0 1eMb, COCTOSIIYI W3 aMHHOKHMCIOTHOH MOCH€AO0BAaTENbHOCTH, COCTOSIIEH U3
AMUHOKUCJIOTHBIX ocTaTkoB oT 1 mo 214 SEQ ID NO: 2), xoustorara antu-HER2-antureno-
JIEKaPCTBEHHOE CPEJCTBO, I JIEKAPCTBEHHOE CPEACTBO-JIMHKED, MPEACTABIEHHOE CleAYIoLei
b opmyioii:

[0121] [popmyna 18]

0]
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[0122] roe A mpencTaBisieT MOJOKEHNE COSTUHEHUS C aHTUTEIIOM,

KoHbIOrHpoBaHo ¢ aHtu-HER2-amtuTenom mocpencrsom TtuosdupHOi cBsizu (B
HacrosimeM wm3o0pereHnn otHocuTcss kK «HER2-ADC (1)»). CpemHee 4HCIO €AMHUIL
JIEKapCTBEHHOI'O CPECTBA, KOHBIOTHPOBAHHOI'O B pacyere Ha MoJsiekyy aHtutena B HER2-ADC
(1), HaxonuTCs B qUanasoHe ot 7 10 8.

[0123] ITpumep 2: kTuHUYECKOE UCCenoBanue (uccinenoBanue ¢assl 1)

Uccnenosanmne daszer I HER2-ADC (1) npoBonunu ¢ BkimroueHueMm cyorextos ¢ HER2-
MO3UTHUBHBIM PAKOM MOJIOYHOHM Kene3bl (paHee IOIBEPTrIINXCS JICUEHHIO TpacTy3yMabom
SMTaH3MHOM), cyObekToB ¢ HER2-mo3uTuBHBIM pakom >kenynaka (paHee MOABEPTIINXCS
JICUEHUIO TpacTy3ymaboMm), CyOBEKTOB C pakOM MOJIOUHOW 3Keie3bl ¢ HH3KUM YPOBHEM

skcripeccunt HER2 (¢ IHC 1+ wnu IHC 2+ u ISH-), u cyowvexToB ¢ HER2-3kcnpeccupyromumu
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(c IHC 1+ wmm Beime) nnn HER2-mytuposanneiMu (onpenenennsiM IHC, FISH, NGS wun
APYTUMH METOAaMHU) APYTUMH COJHIHBIMU OnyXoJsiMu. OLieHUBAIM HEXXeJaTelbHbIE SBICHUS
(HAI), vactoty orBera (ORR:CR (nonnsiii otBer) + PR (4acTu4HbIi OTBET)) U 4aCTOTY KOHTPOJIS
3aboneBanus (DCR: CR+PR+SD (crabunpHoe 3a00neBaHme)).

[0124] Hauunas ¢ centsiops 2015 r. no anpens 2018 r. HER2-ADC (1) BBoauiu (B 1o3e
6,4 wr/kr) 12 mnaumentam ¢ HER2-skcnpeccupyromum  wnmn  HER2-mytupoBaHHBIM
HEMEJIKOKJIETOYHbIM pakoM Jierkoro. CpemHmii Bo3pacT cyOBEKTOB cocTaBisul 58,5 njer, u
CpeaHee YHUCIO MPEALISCTBYIOIIEro JIeUeHUs CyOBbEKTOB COCTaBsuUI0 3 mukiaa. Ha MOMeHT
okoH4aHusi cbopa maHHbIX 8/12 (66,7%) cyObekToB mpomoikanu sedeHue. CpenHee 3HAUCHUE
NPOAOJDKUTENIPHOCTH JIedeHus1 cocTaBuiio 3,663 mecsaua. 3HaueHus ORR u DCR vy
OLIEHUBAEMbIX CyOBEKTOB cocTaBisuin 62,5% (5/8) u 75,0% (6/8) coorBercTBenHo. Cpeau HUX Y
4 cyowexToB Oblta onpenenena myrauust HER2, u PR cocrasun 75,0% (3/4). Cpennee 3HaueHue
MPOAOJDKUTENIBHOCTH OTBeTa cocTaBwio 11,5 Mecsanes. YMeHblueHUE pa3Mepa OMmyxoJewn
Habmonamm y 8/10 (80,0%) cyOBekTOB, MOABEPTIIMXCS ONHOMY WM OoOJiee CKaHUPOBAHUIO
nocie ucxonHoro nepuona (100% cyOBEKTOB TMOKa3alu YMEHbLICHHE OIYXOJeH NMpH MepBOM
CKaHUPOBAHUM TIOCJE HCXOMHOro mepwoaa (TMpuUMepHO depe3 O Hemedb IOC/e BBEACHHS)).
ITprmunHamu npekpamenust nedenust O PD (3/4, 75,0%) u HA (1/4, 25,0%). HA 3 crenenn
TsDKecTH W Bblme HaOmomamun y 3/12 (25,0%) cyOwekroB. B kauectBe ocHOBHbIXx HA
HabOromamm: anonenuio Ha ypoHe 41,7% (3 creneHpb TspkecTd u Bbime coctasisuia 0,0%), u
yTOMJIsIeMOCTh Ha ypoBHE 41,7% (3 crenens TspkecTu U Bbime cocrasisiia 0,0%) (nanabie Ha 18
anpens 2018 r.).

[0125] ITpumep 3: kIMHUYECKOE UccienoBanue (ncciaenoBanue ¢assl I)

Cnenys mpumepy 2, Obuta mposemeno wuccinemoBanue ¢assi I HER2-ADC (1). K
HactosimeMy BpemeHu 18 cyObekroB ¢ HER2-skcmpeccupyromum mnu HER2-myTupoBaHHBIM
HEMEJIKOKJIETOYHBIM PaKoM Jierkoro noasepriauck eeneHno HER2-ADC (1) (B nose 6,4 mr/kr).
Cpennumii Bo3pacT cyObekToB cocTaBysii 58,0 jieT, W CpeaHee YHCIO MPEIIeCTBYIOIIEro
JeyeHus CyOBeKTOB cocTaBisuio 3 uukia. U3 18 cyObekToB y 11 Obuta ycTaHOBIEHA MyTalus
HER2 (61,1%).

[0126] B otHOmenuu nporuBoonyxoneBbix 3¢ dexkros HER2-ADC (1), To B Tabmune 1
nokazana dvactora oOwektuBHOro oreera (ORR), yposenp konTposs 3abonesanusi (DCR),
npononkurenbHocTh  oTBeTa  (DOR), Bpemss orBera (TTR) wu  BbDKHMBaemocTh  Oe3
nporpeccupoBanus 3adoneBanus (PFS).

[0127]

Tabmmua 1

Cy6’beKTbI C HEMCJIKOKJICTOYHBIM Cy6’beKTbI C HEMCJIKOKJIETOUYHBIM
pakom Jnerkoro ¢ s3kcnpeccueit HER2 | pakowm snerkoro ¢ myranueit HER2

unu mytauneit HER2 (n=18) (n=11)
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IlonTBepxAECHHDBI
58.8% (10/17) 72,7% (8/11)
i1t ORR
ITonTBepxKnEeHHBI
88.2% (15/17) 100% (11/11)
i1 DCR
DoR  (cpennee
9,9 mecsitieB 11,5 mecsnes
3HauUEHUe)
TTR  (cpenuee
1,4 mecsiia 1,4 mecsitieB
3HAYEHHE)
PFS  (cpenmnee
14,1 mecsinien 14,1 mecsnes
3HAYEHHE)

[0128] B koropre CyOBEKTOB ¢ HEMEJKOKJETOYHBIM PAKOM JIETKOTO C 3KCIPECCHe
HER?2 wmu myranmeit HER2 (18 cy6wekxToB), HER2-ADC (1) nokazan ORR 58,8% (10/17) u
DCR 88,2% (15/17). Cpennee 3Hauenue DoR cocraBuiio 9,9 mecsiua, cpennee 3Hauenue TTR -
1,4 mecsua, u cpennee 3HaueHue PFS - 14,1 mecsna.

[0129] B koropre CyOBEKTOB C HEMENKOKJIETOUHBIM pakoM Jierkoro ¢ myranueidn HER2
(11 ugenosex) HER2-ADC (1) mokazan ORR 72,7% (8/11) m DCR 100% (11/11). Cpennee
3HaueHne DoR cocrasuno 11,5 mecsues, cpennee 3HaueHue TTR - 1,4 mecsua, u cpennee
3Hauenne PFS - 14,1 mecsana. Kpome Toro, Ha ¢ur. 3 moka3aHo MakCUMalibHOE YMEHbBIIEHHE
pa3mepa onyxoJei, 1 Ha Qur. 4 Moka3aHO U3MEHEHHE pa3Mepa OMyXoJieil BO BpeMEHH.

[0130] B Tabauie 2 moka3aHbl OCHOBHBIE HexenareabHble siBneHus (HA), Hadmonaemble

npu neuennn HER2-ADC (1). Bce HA B niennom ObLiin HU3KOM CTEMEHU.

[0131]
Tabnuma 2
CyOBeKThI C HEMEJIKOKJIETOUHBIM PAKOM
nerkoro ¢ akcnpeccueit HER2 nnu myranuei
HER2 (n=18)
3 cTeneHb TSIKECTU
Bce crenenu
WJTH BBITIIE
TomnoTa 9 (50,0%) 1(5,6%)
TToHMXEeHHBIN aIIIeTUT 9 (50,0%) 1(5,6%)
Psora 7 (38,9%) 0
Anemus 2 (11,1%) 0
Ajsonenust 9 (50,0%) 0
YToMIIsIeMOCTh 8 (44,4%) 0
HMuapest 3(16,7%) 0
3anop 4 (22,2%) 0
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CHKeHne KOJIM4eCcTBa TPOMOOIIUTOB 2 (11,1%) 1(5,6%)
CHiKeHne KOJIM4eCcTBa HEHTPO(HUIIOB 2 (11,1%) 2(11,1%)
CHuKeHUe KOJIMYECTBA JIEHKOLIUTOB 2 (11,1%) 1(5,6%)
Henomoranue 2 (11,1%) 1(5.,6%)
IToBbiieHuE AKTUBHOCTH

1 (5,6%) 0
acrmapTraTaMUHOTpaHC(epasbl

[0132] TlomMumMO BBIIIETIEPEUUCTICHHBIX HEKEIATEIbHBIX SIBJICHUH, TPEICTaBIISIOMINX
0ocoObIii MHTEpeC, MMEJIO MECTO HWHTEePCTULHAbHOe 3a00yieBaHUE JIETKUX, HaOogaeMoe y
oxHoro namuenTa (5,6%), 1 THeBMOHHT, HaOJrOAaeMbli y ogHOro naruenTa (5,6%) (naHHble Ha
10 aBrycra 2018 1.).

[0133] [Tpumep 4: knuHUUECKOE UccinenoBanue (ncciaenosanue ¢assi 1)

Uccnenosanne ¢aser I HER2-ADC (1) mpoBomuTCsi C BKJIIOYEHHEM CYOBEKTOB C
HeornepaOenbHBIM ~ W/WJIM ~ METACTaTUYECKUM  HEMENIKOKJIETOUYHBIM PakOM  JIETKOTO  CO
ceepxakcnpeccueit HER2 (¢ IHC 3+ unm 2+) (mpumepHo 40 cyObekToB: koropta 1) u cyOpekToB
¢ HeornepabenbHbIM W/WIIM METAaCTATUYECKUM HEMENKOKJIETOUHBIM PAKOM JIEFKOrO ¢ MyTauuen
HER?2 (mpumepno 40 cybbektos: koropta 2). HER2-ADC (1) BBOIAT B 103€ 6,4 MI/KT OUH pa3
B 3 Hememu nus oueHku dyactorel orBeta (ORR), mpomomkurensHOocTH oTBeta (DOR),
BbDKHBaeMocTH Oe3 nporpeccuposanus (PES) u obmeit BeokuBaemoctu (OS).

CB00OAHBIH TEKCT CNIHCKA MOCJe0BaTeIbHOCTEH

[0134] SEQ ID NO: 1 - AMHUHOKHCIOTHAs MOCJIEHOBATEILHOCTh TSDKEJION ILENH
rymanusuposanHoro antu-HER2-anturena

SEQ ID No: 2 - AMUHOKHCIOTHAasi TMOCJIE€NOBATEeIbHOCTh JIETKOW  IenHu
rymanusuposanHoro antTu-HER2-anturena

SEQ ID NO: 3 - AMUHOKHCIIOTHAsI ITOcsieqoBareabHoCTh Oenka HER2

SEQ ID No: 4 - nykneorunnas nocienosarenbHoctb reHa HER2 (k/IHK)
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®OPMYVYJIA H30BPETEHUA
1. Tepanestuueckuii arent nias HER2-myTupoBaHHOro paka, comepskaluii B Ka4ecTBe
AKTUBHOTO KOMIIOHEHTa KOHbIOTaT aHTU-HER2-aHTUTENO-N€KapCTBEHHOE CpPENCTBO, TIae

JIEKapPCTBEHHOE CPENICTBO-JIMHKED, IPEACTABIEHHOE CIEAYIOLIEH (hOPMYIIOii:

[dbopmyma 1]

rae A MpeacTaBIsIeT MoJokeHne coennHeHus ¢ antu-HER2-anTuTenom;

KOHBIOTHPOBaHO ¢ aHTH-HER2-anTnTenOoM nocpencTBoM THO3(PUPHOH CBS3H.

2. Tepanesruueckuii arent no 1.1, rae myrauus HER2 npu HER2-myTupoBaHHOM pake
NPEACTABIISIET 110 MEHBIIEH Mepe OIHY, BBIOPAHHYIO U3 IPymIbl, cocrosimeit u3 Y772_A775dup,
G778_P780dup, G776delinsVC, L7558, V777L, V659E, G660D, S310F, A20T, A21S, R143Q,
K200N, A242V, D277Y, A293P, N302K, V308M, S310Y, N319Y, S335C, R340P, S418T,
W452C, V541M, 1613V, P627H, A644V, R647G, 1654V, 1655V, 1661V, R678Q, Q680H,
V697L, G704R, Q709L, Q711H, G727A, T7331, E744G, N745D, L755P, L755A, L755F,
S760F, D769H, D769N, D769Y, E770_A771insAYVM, A771_Y772insYVMA,
M774_AT75insAYVM, AT775_G776insYVMA, ATT5G, G776delinsLC, G776C,
G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
G776_V777insVGC,  V777_G778insCG,  V777_G778insG, G778_S779insG,  S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T7911, G804S,
L8O7F, S819F, 1829T, V842I, L846F, T862I, R868W, L86IR, T8751, W906*, T917S, Q943*,
S1007* u S1151L.

3. Tepanestuueckuii areHt no n.2, rae mytauust HER2 npu HER2-myTtupoBanHoMm pake
NPEACTABIISIET 110 MEHBIIEH Mepe OIHY, BBIOPAHHYIO W3 IPymIibl, coctosimeii u3 Y772 A775dup,
G778 P780dup, G776delinsVC, L755S, V777L u S310F.

4. Tepanesrudeckuii arent no 1.1, rae myrauus HER2 npu HER2-mMyTupoBaHHOM pake
MIPENCTABISIET UHCEPLIMOHHYIO MYTAIHIO B 3k30HE 20.

5. TepameBrudeckuil areHT no 1.4, rAe HHCEpPUMOHHAas MyTauus B 3k30He 20
NPEACTABIISIET 10 MEHBIIEH Mepe OIHY, BBIOPAHHYIO U3 IPYIIIbL, cocTosmeit u3 Y772 _A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, A771_Y772insYVMA,
M774_AT75insAYVM, AT7T75_GT776msYVMA, G776delinsLC, G776delinsAVGC,
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G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC, V777_G778insCG,
V777 _G7781insG, G778 S7791nsG, S779 P780insVGS u P780_Y781insGSP.

6. TepamesTuyeckuil areHT no 1.5, IAe€ HHCEpPUMOHHAas MyTauus B 35k30He 20
NPEACTABIISIET 110 MEHBIIEH Mepe OfIHY, BBIOPAHHYIO U3 IpymIibl, cocrosimeit u3 Y772 A775dup,
G778 P780dup u G776delinsVC.

7. Tepanesruueckuii arext no 1.1, rae myrauus HER2 npu HER2-myTupoBanHom pake
IPECTAaBIsIET MYTALMIO 3aMEHbl OJHOH Mapbl OCHOBAHUI B TPAHCMEMOpPAHHOM JOMEHe Oeka
HER2.

8. TepameBTuueckuil areHT Mo I.7, rae MyTalus 3aMeHbl OXHOW Mapbl OCHOBaHWM B
TpaHcMeMOpaHHOM nomene Oenka HER2 npencragisieT mo MeHbiel Mepe ONHY, BHIOPAHHYIO U3
rpynmbl, coctosiment uz VO59E, G660D, 1654V, 1655V u1661V.

9. TepaneBTHueckuil areHT no M.8, rae MyTauus 3aMeHbl OAHOW Mapbl OCHOBaHWI B
TpancMeMOpanHoM nomeHe Oenka HER2 npencrasnsier G660D.

10. Tepanestuueckuii arent no 1.1, rne myrauus HER2 npu HER2-myTupoBanHom pake
NPEACTABISIET MYTALMIO 3aMEHbl OIHOHM Mapbl OCHOBAaHMHI BO BHEKJIIETOYHOM JIOMEHE Oenka
HER2.

11. TepanesTrueckuii aredt no m.10, rae MyTauus 3aMeHbl OJHON Mapbl OCHOBAHUIl BO
BHekJieTouHOM nomeHe Oenka HER2 mpencraBisier mo MeHbIIed Mepe OIHY, BBIOPAHHYIO W3
rpynmnsl, cocrosimei u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K,
V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V u
R647G.

12. TepanesTrueckuii aredt no m.11, roe MyTauus 3aMeHbl OJHON Mapbl OCHOBAHUIl BO
BHeksieTouHoM tomeHe Oenka HER?2 npencrasnser S310F.

13. TepaneBruueckuii areHT no grodomy u3 mi. 1-12, rne pak npu HER2-myTupoBansom
pake TMpeAcTaBisieT 10 MEHbIIeH Mepe OAMH, BBIOPAHHBIM W3 TPYIIBL, COCTOSIIEH U3
HEMEJIKOKJIETOUHOI'O paKa JIETKOrO, paka MOJIOUHOMN JKeJEe3bl, PaKa KeIyJKa, KOJOPEKTaJIbHOIO
paka, paka MNMINEBOJA, paka CIOHHOW >KeJe3bl, aJeHOKAPLMHOMBI MUIIEBOIHO-KEITYIOUYHOIO
nepexona, paka KeauHbIX myTell, Oonesnu Ilemkera, paka MOMKENYAOYHOH KeJe3bl, paka
SIMYHUKA U KaPLIMHOCAPKOMBI MAaTKH.

14. TepaneBTHYecKHil areHT mo Jrbomy wu3 mm.1-12, rme pak mpencTasisier
HEMEJIKOKJIETOUHBIN paK JIETKOro.

15. TepanesTuueckuii areHT 1o 1.14, rAe HEMEIKOKJIETOYHbI pak JIErkoro
NpeACTaBIsieT HeonepaOenbHbIN 1/ MIH METaCTAaTHYECKUI HEMENKOKJIETOUHBIN PaK JIETKOTO.

16. Tepanmepruueckmii areHT mo modomy u3 mm.l-15, roe antu-HER2-amtureno
MPENCTABIAET AHTUTENO, COAEpPIKALNEe TSDKENYH LeMb, COCTOSIIYI0 W3 aMHHOKHCIOTHOU
MOCJIEAOBATEIILHOCTH, COCTOSIIIEH M3 aMUHOKHUCIIOTHBIX 0CcTaTKOB OT 1 10 449 SEQ ID NO: 1, u
JErKyK LeNb, COCTOSAINYK) U3 aMHUHOKHUCJIOTHOM IOCJIENOBAaTENIbHOCTH, COCTOSILIEH U3
aMHHOKHUCJIOTHBIX 0CcTaTKoOB OT 1 10 214 SEQ ID NO: 2.

17. Tepanmepruueckuii areHT mno modOomy u3 mm.l-15, roe antu-HER2-antureno

NpeaACTaBIIEICT AHTUTEJIO, COACPIXKALICE TSXKEIYHO LOCMb, COCTOSALIYHO U3 AMHUHOKHCJIOTHOH
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nocnenosaTenbHocTy, npexacrasieHHold B SEQ ID NO: 1, u nerkyro uenb, COCTOALIYIO U3
aMUHOKHCJIOTHOM IMOCJIeI0BaTeNbHOCTH, npenacTasieHHoi B SEQ ID NO: 2.

18. TepameBTHueckuii areHT mno JwoboMy u3 nm.l-17, roe cpegHee 4YHUCIO €IUHHIL
JIEKaPCTBEHHOI'O CPEJCTBAa-JIMHKEPA, KOHBIOTMPOBAHHOIO B pacyeTe Ha aHTUTEJIO B KOHBIOTaTe
antu-HER2-anTHTENO0-1€KAPCTBEHHOE CPEACTBO, HAXOAUTCS B TUANa30He OT 7 110 8.

19. TepameBruyeckuii areHT mo Jobomy u3 nm.l-17, rae cpemHee YHMCIO €IMHUL
JIEKaPCTBEHHOI'O CPEACTBA-JIMHKEPA, KOHBIOTMPOBAHHOIO B pPacyeTe Ha aHTUTEJIO B KOHBIOTaTe
antu-HER2-anTHTEN0- T€KapCTBEHHOE CPENCTBO, HAXOAUTCS B AManasoHe ot 7,5 1o 8.

20. TepaneBTrueckuii areHT mo Jrobomy u3 mm. 1-19, rae n03a Ha BBeIEHHE KOHBIOTATA
antu-HER2-aHTHTENO-NIEKApCTBEHHOE CPEACTBO HAXOOUTCA B JMAama3oHe OT 5,4 mr/kr po 8
MT/KT.

21. TepaneBTrueckuii areHT mo Jrobomy u3 mm. 1-19, rae no3a Ha BBEIEHHE KOHBIOTATAa
antu-HER2-anTHTENO-NIEKApCTBEHHOE CPECTBO COCTABIISAET 6,4 MI/KT.

22. TepaneBtuueckuii areHT mno jgodomy u3 nm.l1-21, rme konsroratr antu-HER2-
AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO BBOSAT OAMH pa3 B 3 HeJeNu.

23. Tepanestuueckuii aredt 1t HER2-MyTupoBaHHOrO paka, copep Kalliuil B KauecTBe
AKTUBHOTO  KOMIOHeHTa  koHbiorar  aHTu-HER2-antuteno-nekapcTBeHHOE  CPENCTBO,
MPEICTaBJICHHBIN Clieayromeit GopMyJioi:

[bopmyna 2]

o} [o]
auTu-HERZ anrnrenc — \/\/\)L H
—q N,\n,N\)L N
o H o H

n

rIe JIeKapCTBEHHOE CPEACTBO-JIMHKEP KOHBIorupoBaHo ¢ aHTH-HER2-antutenom
NOCPENCTBOM THO3(UPHOHN CBSA3M, M N MPENCTABJISET CPEOHEE YMCIIO CAMHHUIL JIEKAPCTBEHHOTO
CpenCTBa-JIMHKEPa, KOHBIOTHPOBAHHOI'O B PacyeTe Ha aHTUTETIO.

24. Tepanestuueckuil areHT no .23, rae myrauuss HER2 npu HER2-myTuposanHom
pake TpenCTaBIsAeT IO MEHbIIEH Mepe OIHYy, BBIOPAHHYIO W3 TPYIIIbL, COCTOSALIEH U3
Y772_AT775dup, G778_P780dup, G776delinsVC, L755S, V777L, V659E, G660D, S310F,
A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K, V308M, S310Y, N319Y,
S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V, R647G, 1654V, 1655V, 1661V,
R678Q, Q680H, V697L, G704R, Q709L, Q711H, G727A, T7331, E744G, N745D, L755P,
L755A, L755F, S760F, D769H, D769N, D769Y, E770_A771insAYVM, A771_Y772insYVMA,
M774_AT775insAYVM, A775_GT776insYVMA, ATT5G, G776delinsLC, G776C,
G776delinsAVGC, G776delinsVV, G776_V777insL, G776L, G776_V777insVC,
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G776_V777insVGC,  V777_G778insCG,  V777_G778insG, G778_S7791nsG,  S779P,
S779_P780insVGS, P780_Y781insGSP, R784C, R784H, L785R, L786V, T791l, G804S,
L8O7F, S819F, I829T, V842I, L846F, T862I, R86EW, L8OIR, T875I, W906*, T917S, Q943*,
S1007* u S1151L.

25. Tepanestuueckuii arent no m.24, rane myrauus HER2 npu HER2-myTtupoBanHom
pake TMpeACTaBisieT IO MEHbIIEH Mepe OAHY, BBIOPAHHYI0 W3 TPYIIBL, COCTOSILIEH H3
Y772 _A775dup, G778 P780dup, G776delinsVC, L755S, V777L u S310F.

26. Tepanestuueckuii areHt no .23, rae myrauuss HER2 npu HER2-myTupoBannom
pake MpeACTaBIsIeT HHCEPLHUOHHYIO MYTaIUiO B 3K30HE 20).

27. TepaneBTHueckuil areHT Mo IM.26, rae HHCEpLUOHHAas MyTauusi B 3k30He 20
NPEACTABIISIET [0 MEHBIICH Mepe OZIHY, BBIOPAHHYIO U3 IPYMIIbI, cocTosimeit u3 Y772_A775dup,
G778_P780dup, G776delinsVC, E770_A771insAYVM, A771_Y772insYVMA,
M774_AT775insAYVM, A775_GT776insYVMA, G776delinsLC, G776delinsAVGC,
G776delinsVV, G776_V777insL, G776_V777insVC, G776_V777insVGC, V777_G778insCG,
V777 _G778insG, G778 S779nsG, S779 P780insVGS u P780_Y781insGSP.

28. TepanesTuueckuil areHT mno M.27, rae HHCEpLUOHHas MyTauus B 3k30He 20
NPEACTABIISIET, 10 MEHbLIEH Mepe OHY, BBIOPAHHYIO U3 TPyIIbL, cocrosimed n3 Y772 A775dup,
G778 P780dup u G776delinsVC.

29. Tepanestuueckuii areHT no .23, rae myrauus HER2 npu HER2-myTupoBanuM paxe
NPEACTABISIET MyTALMIO 3aMEHbI OAHON Mapbl OCHOBAHUI B TpPaHCMEMOpPaHHOM AOMeHe Oenka
HER2.

30. TepanesTuyeckuil areHT no m.29, rae Myrauus 3aMeHbl OJHON Mapbl OCHOBaHWIl B
TpaHcMeMOpanHOM omene Oenka HER2 npencrasisier o MeHblel Mepe OHY, BHIOPaHHYIO U3
rpymmel, cocrosited u3 VOS9E, G660D, 1654V, 1655V n 1661V.

31. Tepanesruyeckuii arent no 1n.30, rae MyTauus 3aMeHbl OJHOW Mapbl OCHOBAHWH B
TpaHcMeMOpanHoM nomene Oenka HER2 npencrasnsier GO660D.

32. Tepanestuueckuii areHT no m.23, rae myrtauus HER2 npu HER2-myTtupoBanHOM
pake MpeACTaBIIeT MYTALUIO 3aMEHbI OJTHOM Mapbl OCHOBAHHUH BO BHEKJIETOYHOM JIOMEHE Oelka
HER2.

33. TepaneBTuueckuii areHt 1o m.32, rae MyTalus 3aMeHbl OJHON Mapbl OCHOBAHUH BO
BHekJIeToUHOM nomeHe Oenka HER2 mpencraBnsieT mo MeHbIedl Mepe OIHY, BBIOPAHHYIO W3
rpynmnsl, coctosimed u3 S310F, A20T, A21S, R143Q, K200N, A242V, D277Y, A293P, N302K.
., V308M, S310Y, N319Y, S335C, R340P, S418T, W452C, V541M, 1613V, P627H, A644V u
R647G.

34. TepaneBTHueckuil areHt 1o n.33, rae MyTalus 3aMeHbl OJHON Mapbl OCHOBAHUIl BO
BHeKJIeTouHOM nomere 6enka HER2 npencrasnser S310F.

35. Tepametuueckuii areHT mno Jwobomy wu3 mm.23-34, rme pak npu HER2-
MYTHPOBAaHHOM pakKe TIPEACTaBIsAeT 110 MeHbIIell Mepe OIWH, BBIOPAHHBIA W3 TPYIIIH,
COCTOALEH W3 HEMEJIKOKJIETOYHOIO paka JIEFKOro, paka MOJIOYHOM JKEJEe3bl, paka >KeIyAKa,

KOJIOPEKTAJIbHOTO paka, paka IMHIIEBOJA, paka CIIOHHONW JKele3bl, aJeHOKAPLMHOMBI
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NUIIEBOJHO-XKENYAOYHOTO TIepexona, paka >KemyHbIx myTed, Oonesnn Ilemkera, paxa
MOJIKENTy IOYHOM JKeJe3bl, paka SIMYHUKA U KapLIUHOCAPKOMBI MaTKHU.

36. TepameBTnueckuii areHT no JwOoMmy wu3 nm.23-34, rme pak NpeACTaBiIsAeT
HEMEJIKOKJIETOYHBIN PaK JIEKOrO.

37. TepaneBTudyeckuii areHT mno 1.36, TIne HEMEJKOKJIETOYHbI pakK JIerkoro
IpeCTaBIsIeT HeonepadeabHbIH /I METaCTATHUECKIH HEMEJIKOKJIETOYHBIN PaK JIETKOTO.

38. Tepaneruueckuii areHT mo modOomy u3 mnm.23-37, rme antu-HER2-anTureno
NPECTaBIsIET AaHTUTENIO, COJAepKalllee TSKENYK LeNb, COCTOSALIYI0 U3 aMHHOKHCIOTHOM
MOCJIEAOBATEILHOCTH, COCTOSIIEN M3 aMUHOKHUCIOTHBIX ocTaTkoB OT 1 10 449 SEQ ID NO: 1, u
JIETKYI0 1eMb, COCTOSIIYIO W3 AaMHHOKHMCIOTHON MOCH€AO0BAaTENbHOCTH, COCTOsIIEH U3
aMHHOKHUCJIOTHBIX 0cTaTKoOB OT 1 10 214 SEQ ID NO: 2.

39. Tepanerudeckuii areHT mno Jodomy u3 nmn.23-37, rme antu-HER2-anTHTENO
NpEACTaBIsieT aHTUTENO, COJEpIKalllee TSDKENyK Lelb, COCTOALIYI0 U3 aMHHOKHUCIOTHOM
nocnenosatenbHocTy, npexacrasieHHold B SEQ ID NO: 1, u nerkyro uenb, COCTOALIYIO U3
AMUHOKHCJIOTHOM TMOCJIeN0BaTeNbHOCTH, npenacrasieHnoi B SEQ ID NO: 2.

40. TepameBTuyeckuil areHT o JroOomy u3 mm.23-39, rae cpegHee HYUCIO EIUHUIL
JIEKaPCTBEHHOI'O CPEJCTBAa-JIMHKEPA, KOHBIOTMPOBAHHOIO B pacyeTe Ha aHTUTEJIO B KOHBIOTraTe
antu-HER2-anTuTeno-nekapcTBeHHOE CPEACTBO, HAXOAUTCS B AMana3oHe oT 7 10 8.

41. TepameBTudyeckuil areHT mo JroOomy u3 mm.23-39, rae cpegHee HYUCIO €IUHULL
JIEKAPCTBEHHOI'O CPEACTBAa-JMHKEPa, KOHBIOTMPOBAHHOIO B pacuTe Ha AHTUTENO B KOHBIOTATE
anTu-HER2-anTuTteno-nekapcTBeHHOE CPENCTBO, HAXOAUTCS B AManas3oHe ot 7,5 1o 8.

42. TepaneBTUYECKH areHT 1o JoboMy u3 nm.23-41, rae 1o3a Ha BBEAEHHUE KOHBIOTaTa
antu-HER2-anTuTENO-NI€KAPCTBEHHOE CPEACTBO HAXOAUTCA B JIuamasoHe OT 5,4 mr/kr no 8
MI/KT.

43. TepaneBTUYECKHii areHT 1O JroOoMy u3 nm.23-41, rae no3a Ha BBEAEHHE KOHBIOTATA
antu-HER2-aHTHTENO-NIEKApCTBEHHOE CPEICTBO COCTABIISAET 6,4 MI/KT.

44, TepaneBTHYeCKHil areHT mo JoOomy u3 mm.23-43, rae konwstorat antu-HER2-

AHTUTECIIO-JICKAPCTBEHHOC CPEACTBO BBOAAT OAHMH pPas3 B 3 Hexenu.



565647
173

OUI.1

SEQ ID NO: 1 - AMUHOKMCNOTHAs NOCNef0BaTENbHOCTb TSXENOW Lieny
ryMaHu3nmpoBaHHoro aHtu-HER2-anturena

EVAQLVESGGGLVAQPGGSLRLSCAASGFNIKDTY I HWVR
QAPGKGLEWVARIYPTNGYTRYADSVKGRFTISADTSK
NTAYLQMNSLRAEDTAVYYCSRWGGDGFYAMDYWGQGT
LVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDY
FPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVT
VPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDKTHT
CPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCVYV
VDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKA
KGAQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDI
AVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVDKS
RWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

OUT.2

SEQ ID NO: 2 - AMUHOKMCNOTHAas NocneaoBaTeNbHOCTb NErkon Lienm
ryMaH13upoBaHHoro aHTu-HER2-aHTuTena

DIGMTQSPSSLSASVGDRVTITCRASQDVNTAVAWYQQ
KPGKAPKLLIYSASFLYSGVPSRFSGSRSGTDFTLTIS
SLAQPEDFATYYCQQHYTTPPTFGQGTKVEIKRTVAAPS
VFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHK
VYACEVTHQGLSSPVTKSFNRGEC
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OUI'.3

HC 3+  NE | 2+ | NE | 3+  NE | NE o NE | 2+ | 2+ NE NE | NE | 2¢  NE | NE

ISH | NE NE

MyTupoB. | NE | NE
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601 EC20: uHcepuus B 3k30He 20
EC: 3ameHa 0aHOM napbl OCHOBaHWiA BO BHEKNETOUHOM JOMEHE
TM: 3ameHa 0fHOM Napbl OCHOBAHWIA B TPAHCMEMOPaHHOM AOMEHE
.1004  NE: He uccrienosaHo nnm otcyTcTayet

A3meHeHMe no cpaBHEHUHo
C ucxoaHblm ypoeHeM (%)

&
<]
H

120 - 1ron
CnnowwHas nuHus: 6e3 myTauun/He
100 + uccnenoBaHa
80 -1  TyHKTUpHAA MUHUA: MyTUPOBAHHbIN
HER?2
60 —

70 80
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OUI.5

SEQ ID No: 3 - AMMHOKMCNOTHas nocnegoBartenbHoCTb benka HER?2

MELAALCRWGLLLALLPPGAASTQVCTGTDMKLRLPAS
PETHLDMLRHLYQGCQVVQGNLELTYLPTNASLSFLQD
IQEVQGYVLIAHNQVRQVPLQRLRIVRGTQLFEDNYAL
AVLDNGDPLNNTTPVTGASPGGLRELQLRSLTEILKGG
VLIQRNPQLCYQDTILWKDIFHKNNQLALTLIDTNRSR
ACHPCSPMCKGSRCWGESSEDCQSLTRTVCAGGCARCK
GPLPTDCCHEQCAAGCTGPKHSDCLACLHFNHSGICEL
HCPALVTYNTDTFESMPNPEGRYTFGASCVTACPYNYL
STDVGSCTLVCPLHNQEVTAEDGTQRCEKCSKPCARVC
YGLGMEHLREVRAVTSANIQEFAGCKKIFGSLAFLPES
FDGDPASNTAPLQPEQLQVFETLEEITGYLYISAWPDS
LPDLSVFAQNLQVIRGRILHNGAYSLTLQGLGISWLGLR
SLRELGSGLALIHHNTHLCFVHTVPWDQLFRNPHQALL
HTANRPEDECVGEGLACHQLCARGHCWGPGPTQCVNCS
QFLRGQECVEECRVLQGLPREYVNARHCLPCHPECQPQ
NGSVTCFGPEADQCVACAHYKDPPFCVARCPSGVKPDL
SYMPIWKFPDEEGACQPCPINCTHSCVDLDDKGCPAEG
RASPLTSIISAVVGILLVVVLGVVFGILIKRRQQAQKIRK
YTMRRLLQETELVEPLTPSGAMPNQAQMRILKETELRK
VKVLGSGAFGTVYKGIWIPDGENVKIPVAIKVLRENTS
PKANKEILDEAYVMAGVGSPYVSRLLGICLTSTVQLVT
QLMPYGCLLDHVRENRGRLGSQDLLNWCMQIAKGMSY L
EDVRLVHRDLAARNVLVKSPNHVKITDFGLARLLDIDE
TEYHADGGKVPIKWMALESILRRRFTHQSDVWSYGVTV
WELMTFGAKPYDGIPAREIPDLLEKGERLPQPPICTID
VYMIMVKCWMIDSECRPRFRELVSEFSRMARDPQRFVYV
IGNEDLGPASPLDSTFYRSLLEDDDMGDLVDAEEYLVP
QAQGFFCPDPAPGAGGMVHHRHRSSSTRSGGGDLTLGLE
PSEEEAPRSPLAPSEGAGSDVFDGDLGMGAAKGLQSLP
THDPSPLQRYSEDPTVPLPSETDGYVAPLTCSPQPEYV
NQPDVRPQPPSPREGPLPAARPAGATLERPKTLSPGKN
GVVKDVFAFGGAVENPEYLTPQGGAAPQPHPPPAFSPA
FDNLYYWDQDPPERGAPPSTFKGTPTAENPEYLGLDVP
\%
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