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CIHOCOBBI JIEYEHUA PAKA C IIOMOIIBIO AHTUTEJI K PD-1

INEPEKPECTHASA CCBUJIKA HA POJICTBEHHBIE 3ASIBKH

[0001] Hacrossmas 3asBka MCHpamuBacT MPHOPUTET MO MNPEABAPUTEIIBHOU
3asBke Ha mateHT CIIIA Ne 62/444336, momanno# 9 suBaps 2017 r., mpeaBapUTEIbHOM
3asBke Ha mateHT CIA No 62/477423, momannout 27 maprta 2017 r., mpeaBapUTETbHOM
3asBke Ha mateHT CIIA Ne 62/491220, monannow 27 anpensa 2017 r., ¥ nmpeABapUTENTbHOM
3asBke Ha mateHT CIIA Ne 62/556386, moganHoi 9 centsa0ps 2017 r., Kakaas U3 KOTOPbIX

BKJIIOYEHA ¢ TIOMOIIBIO CCBUIKH BO BCEH CBOEH ITOJTHOTE.

NEPEYEHB MOCJIEJTOBATEJIBHOCTEM

[0002] Hacrosmee onmcanue cchbutaeTcss Ha MEPEUYCHb MOCIEA0BATEIbHOCTEH,
MPEICTABIICHHBIN B 3JIeKTpoHHOU popme B Buae daitna ASCII.txt mox HazBaruem « TSR-006

SEQ LIST _ST25», xotopsrii Obut co3nan 8 ssuBapst 2018 r. u umeet pazmep 14555 owur.

NPEANNOCBUIKHN CO3IAHUA U3OBPETEHUSA

[0003] Pak mnpencraBmsieT co00H cepbhe3HYI0 MPOOIEMy OOMIECTBEHHOTO
3IPaBOOXPAHEHUS, TIPH 3TOM OKHIACTCS, YTO MpUOIM3uTenbHo 600920 yemoBek yMpyT OT
paka B Coemunennpix llltatax Amepuku Tompko B 2017 r. cormacHo American Cancer
Society, Cancer Facts & Figures 2017 (https://www.cancer.org/research/cancer-facts-
statistics/all-cancer-facts-figures/cancer-facts-figures-2017.html). CrneoBaTenpHO,
COXpaHsIEeTCs MOTPeOHOCTh B 3(PPEKTUBHBIX CPEACTBAX TEPANHH A JICUCHUS TAIMCHTOB,

AMCIOIIHX PakK.

KPATKOE OIIMCAHME U30OGPETEHUA

[0004] Hacrosimee n300peTeHre 0XBaTHIBAET PU3HAHUE TOTO, YTO HEKOTOPHIE
CXEMBI BBEJEHHUS J03BI B CIy4ae CPEACTB, KOTOPBIE CIOCOOHBI TOAABIIAATH AKTUBHOCTH
aHTHTENa K OenKy 3amporpaMMupoBaHHOM cmeptu kinetku 1 (PD-1) (mampumep,

ceaspBaromue PD-1 cpencTa), mpUMEHUMBI AJTA JIEYECHHA HAPYLICHHN, TAKHX KaK PaK.
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[0005] B BapmanTtax ocymectsnenus uwHruoutop PD-1 mpeacraBmser coOoit
ceasbBatomee PD-1 cpeactBo. B BapmaHTax ocymecTBiieHHs cBsAsbiBaromuM  PD-1
CPEACTBOM SBJISETCA AHTUTENIO, KOHBIOTAT AHTHUTENIAa WM €ro aHTUTCHCBSA3BIBAOIIUN
¢parment. B BapranTax ocymectsieHus cBsa3piBaromee PD-1 cpeacTso mpeacTasisieT coO0M

CPEICTBO Ha OCHOBE aHTHUTENA (T. €. CPEACTBO Ha OCHOBE aHTHUTENA K PD-1).

[0006] B Bapmantax ocymectBieHusa cBaspBaromee PD-1  cpenctso
npeacTapnseT co0oit antureno k PD-1. B BapuanTax ocymectenenus cssspiBatomiee PD-1
CPEICTBO COJEPIKUT BapHaOeNbHYI0 O0JacTh TKEIIOW IeNMH C OJHOM Wi Ooliee
nocnenoatenbHOcTIMU CDR, xapakTepusyrommMucs mo MEHbIIENH Mepe TPHOTU3HTETHHO
80%, 85%, 90%, 91%, 92%, 93%, 94%., 95%., 96%, 97%, 98% wnmu 99% HUIECHTUIHOCTHIO
nocnenoatenbHocTH ¢ SEQ ID NO: 9, 10 mmm 11. B BapuanTax OCyIIECTBICHUSA
cBasbiBaronee PD-1 cpeacTBO comepskUT BapHaOeNbHYIO 00acTh TSDKEIOW LETH C ABYMS
wm Tpemsa mnocnenosBarenbHocTAMU CDR, XxapakrepusylmMMHUCS 1O MEHbLIEH Mepe
mpuomH3uTeIbHO 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% um 99%

HJICHTHYHOCTHIO TocneaoBaTeabHOCTH ¢ SEQ ID NO: 9, 10 mmm 11.

[0007] B BapuanTax ocymecTBieHus csaspiaroniee PD-1 cpeacTtBo comepkut
BapHaOeIbHY 0 00J1acTh JITKOM LMW ¢ OAHOM WM Oojiee mocneaoBatembHOCTIMH CDR,
XapaKTCPH3YIOIMKUMHCI TT0 MEHbIIEH Mepe mpuomm3uTeibHo 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%., 97%, 98% nmu 99% HAEHTHYHOCTHIO MocaeaoBaTeIbHOCTH ¢ SEQ ID
NO: 12, 13 u 14. B BapuanTax ocymecTBieHHs cBsa3biBaromee PD-1 cpeacTBo coaep:kut
BapHaOeNbHYI0 OOJIACTh JIETKOM LIETH C JABYMS WM Tpems mocieaoBatenbHOCTIMH CDR,
XapaKTEPH3YIOMKUMHCS 0 MEHbIIEH Mepe mpuomm3uTeibHo 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%., 97%, 98% i 99% HAEHTHYHOCTHIO MocaeaoBaTeIbHOCTH ¢ SEQ ID
NO: 12, 13 u 14.

[0008] B HekOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
CPEICTBO COJEPIKUT BapHaOEIbHY0 O0JacTh TKEIIOW IeNmH C OJHOW WiH Ooliee
nocrenoatenbHocTsIMA CDR, BbiOpanHbiMH w3 SEQ ID NO: 9, 10 u 11, wwumm
BapuaOEITbHYI0 00JIaCcTh JIETKOMW MW C OAHOW WiH Oojiee mocneaoBarembHOCTIMH CDR,
BeOpanabiMH w3 SEQ ID NO: 12, 13 u 14. B HEeKOTOpPHIX BapHaHTAaX OCYIECTBIICHUS
cBs3bBaroniee PD-1 cpeAacTBO COACPKHUT BapHAOCIBHYIO O0NACTh TSHKEIIOW LENH C JIBYMS
wm Ooniee mocnemosatenbHOCTIMA CDR, BeiOpanabivu w3 SEQ ID NO: 9, 10 u 11, w/unm
BapuaOEIIbHYI0 00JIacTh JIETKOM IIEMW C ABYMs Wi Ooiee mocnenaosarenbHOCTIMU CDR,

2
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BeOpanabiME w3 SEQ ID NO: 12, 13 u 14. B HEeKOTOpPHIX BapHaHTAaX OCYIMECTBIICHUS
cBs3bBaroniee PD-1 cpeacTBo comepKUT BapHaOEITbHYIO 00JIACTh TSDKEIIOW EMH C TpeMs
CDR, xotopsie mmerorT mocnegoatenbHoctd mox SEQ ID NO: 9, 10 w 11, wwmm
BapuaOEIbHY 0 00JIacTh Jierkou 1ienH ¢ Tpemst CDR, KOTopble UMEIOT MOCIIeI0BATETbHOCTH
noa SEQ ID NO: 12, 13 u 14. B HEKOTOpBIX BapuaHTaxX OCYIIECTBIEHUS CBA3bIBaromiee PD-
1 cpeacTBO COMEPIKUT BapHaOeIbHYO 00J1acTh Tshke 0w menu ¢ TpeMs CDR, koTopsie umeror
nocnenosatenbHocT oA SEQ ID NO: 9, 10 u 11, u BapuaGenpHYI0 007aCTh JIETKOHM LIETH C

tpems CDR, kotopeie umeroT nocneaosarenbHocT o SEQ ID NO: 12, 13 u 14.

[0009] B HexkoTOpBIX BapHaHTax OCYINECTBIECHHUA CBssbiBaromee PD-1
CPEACTBO COACPKUT BAPHAOEIIBbHBIN JOMEH TSIKENOHN LIETH UMMYHOTTIOOYIIMHA, COAEPKAIINN
AMUHOKHCJIOTHYIO TOCTIEIOBATENIBHOCTh, XapaKTEPU3YIOIIYIOCS 10 MEHBIIEH Mepe
npubnuszureabHo 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% um 99%
uaeHTHIHOCTHIO TocneaoBarebHOCTH ¢ SEQ ID NO: 1 umu SEQ ID NO:7. B HekoTopbIx
BapUaHTaxX OCYHIECTBIECHUA CBi3biBaromee PD-1 cpeacTBo comepkuT BapuaOebHbINA JOMEH
TSDKEJION LIETH UMMYHOTJIOOYITHHA, COJEP KAl aMUHOKHCTIOTHYIO TTOCTIEOBATENBHOCTD,
XapaKTEPHU3YIOILYIOCS TI0 MEHbIIEH Mepe puOmH3uTeIbHO 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% nnu 99% UAEHTUYHOCTHIO TTociieoBaTeIbHOCTH ¢ SEQ ID NO:
1. B HEKOTOpBIX BapuaHTAaX OCYHICCTBIICHUA CBs3biBaromee PD-1 cpeacTtBo comaepkut
BapHaOENbHBIN TOMEH TSDKEIIOW ENMH UMMYHOTJIOOYIIHHA, COACPIKAIMUN aMHHOKUCIIOTHYIO
MOCTIETOBATEIFHOCTD, XapaKTEPU3YIOIIYIOCS 110 MEHBINEH Mepe mpuOm3uTenbHo 8§0%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%., 97%, 98% wmmmu 99% HIACHTHYHOCTHIO

nocneaoBarensHocT ¢ SEQ ID NO: 7.

[0010] B HexkoTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEICTBO COACPKUT BapHAOETHHBIM JOMEH JIETKOW e HMMYHOTTIOOYITHHA, COJIEPIKAIui
AMUHOKHCIIOTHYIO  TOCJIEAOBATEIBHOCTh, XapPAKTEPHU3YIOIIYIOCA 1O MEHbBIIEH Mepe
mpudmu3uTeIbHO 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%., 96%, 97%, 98% wumm 99%
uaeHTUYHOCTRIO TlocneaosatenbHOCTH ¢ SEQ ID NO: 2 unmu SEQ ID NO: 8. B HekoTOphIX
BapHaHTaX OCYIECTBIEHUs CBa3biBatomee PD-1 cpeacTBo coaepkut BapuaOeIbHBIA JOMEH
JETKOW TIETMH WMMYHOTJIOOYJIMHA, COAEPKAIMUH aMHUHOKHUCJIOTHYIO TOCIIEA0BATEITHHOCTD,
XapaKTEPHU3YIOTIYIOCS TI0 MEHbINEH Mepe mpudm3uTensHo 80%, 85%, 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% mnmu 99% uAeHTUYHOCTHIO TTociIeoBaTenbHOCTH ¢ SEQ ID NO:

2. B HEKOTOpPBIX BapHaHTaxX OCYLIECTBIICHHWA CBs3bBaromee PD-1 cpeacTtBo comepkut
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BapuaOEIbHBIN JOMEH JIETKOW I[ETMH WMMYHOTJIOOYJIWHA, COJEPKAIMUNA aAMHHOKHCIIOTHYIO
MOCTIETOBATEIFHOCTD, XapaKTEPHU3YIOIIYIOCS TI0 MEHBINEH Mepe mpuomm3uTenbHo 80%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%., 97%, 98% wumu 99% HACHTHYHOCTHIO

nocneaoBatensHocTr ¢ SEQ ID NO: 8.

[0011] B HexkOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
CPEICTBO COINEPIKUT BapUAOENbHBIA JOMEH TDKEIIOW IEeMd HMMYHOTTIOOYIIHHA,
AMUHOKHCIIOTHAs TMOCJIEeA0BaTeNbHOCTh KOoToporo coaepkut SEQ ID NO: 1 wnu SEQ ID
NO:7, w BapuaOelabHBIA JOMEH JIETKOW LEMA HWMMYHOTJIOOYJTWHA, AMHUHOKHCIIOTHAs

nocaeaoBaTebHOCTh KOTOporo coaepxkut SEQ ID NO: 2 umu SEQ ID NO: 8.

[0012] B HexkoTOpBIX BapHaHTax OCYINECTBICHHUA CBssbiBaromee PD-1
CPEACTBO COJEPIKHUT TSDKEIYIO LIENb UMMYHOTJIOOYIIMHA, COACPIKAIIYI0 aMHHOKHCIIOTHYIO
MOCJIEJ0BATEIFHOCTD, XapaKTEPU3YIOIIYIOCS TI0 MEHBIEH Mepe mpuomm3utensHo 0%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumun 99% HIAECHTUIHOCTHIO

nocienoBarenbHocTH ¢ SEQ ID NO: 3.

[0013] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEACTBO COMEPKUT JIETKYIO LETb WMMYHOTJIOOYJIMHA, COAEP)KANIYI0 AMHHOKHCIIOTHYIO
MOCTIEIOBATEIFHOCTD, XapaKTEPU3YIOIIYIOCS TT0 MEHBINEH Mepe mpuOm3uTenbHo 80%, 85%,
90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumu 99% HAECHTHYHOCTHIO

nocienoBareabHOoCcTH ¢ SEQ ID NO: 4.

[0014] B HekOoTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEACTBO  COACPKHUT  TOKEIyID  IEeMb  WMMYHOTJIOOYJTHHA,  AMHHOKHCIIOTHAS
MOCIIE0BATENbHOCT  KoTOporo cojepskur SEQ ID NO: 3, u nerkyroo wemnb

HMMYHOTJIOOYJTHHA, AMHHOKHCIIOTHAS TTOCIIEA0BATENHHOCTD KOTOPOH coaepxut SEQ ID NO:

4,

[0015] CeszpBatomue PD-1 cpemcTtBa MOTYT MPEACTaBIATh COOOM JFOOOE
ceaspiBaromiee PD-1 cpenacTso, M3BECTHOE M3 YPOBHA TEXHHKH. B HEKOTOPBIX BapHaHTax
ocymiecTBieHHs cBs3bBatomee PD-1  cpemctBo mpeacTaBisier cOOOM  HHBOTYyMAo,
meMOpom3ymad, — are3onmsymad, aypBaaymad, asemymad, TSR-042, PDR-001,
tucnemmsymad (BGB-A317), memummmad (REGN2810), LY-3300054, JNJ-63723283,
MGAO012, BI-754091, IBI-308, kampenmuzymao (HR-301210), BCD-100, JS-001, CX-072,
BGB-A333, AMP-514 (MEDI-0680), AGEN-2034, CS1001, Sym-021, SHR-1316, PF-
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06801591, LZMO009, KN-035, AB122, reronum3ymad (CBT-501), FAZ-053, CK-301, AK
104 wmm GLS-010 wmm mro6oe u3 antuten k PD-1, packpsiteix B8 W02014/179664.

[0016] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenacTBo (HampuMep, CPeACTBO Ha OCHOBe aHTHTeNa K PD-1) caseiBaet smmron PD-1, uto
omokupyet cBsaspiBaHHe PD-1 ¢ m0O0BIM OZHMM WM 00J€e W3 €ro NPEaIoIaracMbIX
JUTaHgoB. B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS cCBaA3bBatomee PD-1 cpeactso
(HampuMep, CpeacTBO Ha OcHOBE aHTHTENA K PD-1) cBaspBaet snuron PD-1, uro Onokupyer
cesa3piBanue PD-1 ¢ nByms umm Oonee M3 €ro MpeAroiaraéMbIX JIMTaHI0B. B HEKOTOpBIX
BapHaHTaX OCYyIIEeCTBIIEHUs cBsi3biBatomee PD-1 cpenctBo (Hampumep, CpeACTBO HA OCHOBE
anturena k PD-1) ceaseiBaer smuton Oenka PD-1, uro 6mokupyeT cBazpiBanue PD-1 ¢ PD-
L1 wunu PD-L2. CeassiBaromue PD-1 cpenctsa (Harpumep, CpeicTBa HA OCHOBE aHTUTENA
K PD-1) B cOOTBETCTBHM C HACTOSIIUM H300PETEHHEM MOTYT COJEP’KATh KOHCTAHTHYIO
obmacte TmKenmor uermm (F¢) moOoro momxopsmero kimacca. B HEKOTOPBIX BapuaHTax
OCyIIecTBIIEeHHUs cBaA3bIBatomee PD-1 cpeactso (HarpuMep, CpeACTBO HA OCHOBE aHTHUTENA K
PD-1) comepXUT KOHCTaHTHYIO 0OJACTh THKEJIOW LETH, KOTOpas OCHOBAaHA HA aHTHUTENAX

IgG1, IgG2 nmu IgG4 nuKOTro THIA WK UX BapUaHTAaX.

[0017] Hacrosiimee wW300peTeHHMe TpeaycMATPHBAET CIOCOOBI  JICUCHHS
HApyHICHUs] y CyOBEKTa, BKJIIOYAIONIHEC BBEICHHE TEPaneBTHYCCKH A((HEKTUBHOU H03BI
CpeacTBa, KOTOPOE CIIOCOOHO TIOIABIATH MEPEIavyy CHUrHaIA OelTka 3arporpaMMHPOBAHHON
cmeptu kietku 1 (PD-1). B BapuaHTax ocymiecTBIeHHS TEPANIEBTUIECKH d(P(PEKTHBHAS 1032
cocraBmier mnpuoOmmsurenpHo 1, 3 wmm 10 Mr/kr. B BapmaHTax OCymEeCTBICHHUS
TepaneBTHYeCKH  >(Q(eKTHBHAS 7032 TPEACTABIAET COOOH  TOCTOSHHYIO — JI03Y,
coctaBisomyro  npuOmu3uTeabHo  100—2000 Mr  (HampuMmep, TOCTOSHHYIO — JI03Y
mpuOm3uTebHO 100 MT; TTOCTOSHHYIO /103y MPHOMU3UTENbHO 200 MT; MMOCTOSHHYIO 03y
mpuOm3uTEeNsHO 300 MT; TTOCTOSHHYIO /103y MPHOMU3UTENbHO 400 MT; MMOCTOSHHYIO 03y
mpuOMH3UTENHHO 500 MT; TTOCTOSHHYIO /03y MPHOMU3UTENbHO 600 MT; MOCTOSHHYIO 03y
npuOH3UTENHHO 700 MT; TTOCTOSHHYIO /103y MPHOMU3UTENbHO 800 MT; MOCTOSHHYIO 03y
mpuOIH3UTENHHO 900 MT; MOCTOAHHYIO 103y MPHOMH3UTENBHO 1000 MT; MOCTOSTHHYIO 103y
npuOmH3uTENsHO 1100 MT; MOCTOSHHYIO 103y MPUOIM3UTENbHO 1200 MT; TOCTOSHHYIO 103y
mpuO3uTENHHO 1300 MT; MOCTOSHHYIO 103y MPUOIM3UTENbHO 1400 MT; TOCTOSHHYIO 103y
mpuOIH3UTENHHO 1500 MT; MOCTOSHHYIO 103y MPUOTU3UTENBHO 1600 MT; TOCTOSHHYIO 03y

npuOIH3UTENHHO 1700 MT; MOCTOSHHYIO 103y MPUOIM3UTENbHO 1800 MT; TOCTOSHHYIO 103y
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npuOm3uTeasbHO 1900 Mr mmm mocTosHAYI0 103y npuoOmu3uTensao 2000 mMT). B BapmnanTax
OCYIIECTBIICHUA TePaneBTHIECKH 3((PEKTUBHAS 103a COCTABIAET MPUOMH3UTENHHO 1 MI/KT.
B BapmaHTax OCymECTBIEHHS TepaneBTHUeCKH dJ(PQEeKTUBHAsA 1032 COCTABIAET
MPHOMH3UTENHHO 3 MI/KT. B BapuaHTax oCyIecTBIEHUS TEPANEBTUYECKH 3P PeKTUBHAS 1032
cocTaBiaeT mpuOMM3UTENpbHO 10 Mr/kr. B BapmaHTax OCYIIECTBIIEHUS TEPANEBTHYECKU
3¢ deKkTrBHAA 1032 TPEICTABIAECT COOOH MOCTOSHHYIO 103y npuOmmsurensHo 500 mr. B
BAPMAHTAaX  OCYLIECTBIICHHS  TepameBTHYeCKH  3(PQexTuBHass 1032  COCTABIAET
npuom3uTensHo 800 Mr. B BapuaHTax OCyIIECTBIEHUS TepaneBTHIECKH 3 (PeKTUBHAS 1032
cocraBiaer npubnusutensHo 1000 mr. B BapmanTax ocymiectBrieHust uHruoutop PD-1
MPEACTaBIAET COOOM M000e cBsA3bBaroniee PD-1 cpeacTBo, onmrMcaHHOE B TAHHOM JOKYMEHTE

(Harmpumep, mooOoe antureno k PD-1, onucanHoe B TaHHOM JOKYMEHTE).

[0018] Hactosmiee wu300peTeHHE TPEITyCMATPHUBAECT CHOCOOBI TIOBBIIICHHUS
aktuBanuH T-knetok nmm 3¢dexkropHoit pyHKIMH T-KIETOK Y CyOBEKTa, IIPH 3TOM CIIOCOO
BKIIFOYAET BBEJCHUE TEPaneBTHYECKH 3(P(PEeKTHBHON O3B CPEACTBA, KOTOPOE CIIOCOOHO
MOJABIIATh TIEpeAady CHUTHANA Oellka 3armporpaMMHpoBaHHOM cmepTtH kietku 1 (PD-1). B
BApUAHTAaX  OCYIIECTBIEHWA  TepameBTH4YecKH  d3(dekTuBHass 1032  COCTABIAET
npuomm3uTeabHo 1, 3 wmm 10 mr/kr. B BapmaHTax OCYIIECTBICHHS TEPANICBTHYCCKH
a¢pdekTuBHAS 1032 TPEACTABISIET COOOM  TOCTOSHHYHO — JT03y, COCTaBIIAIOIIYIO
mpuomm3uTeabHO 100—2000 MT (Hampumep, MOCTOSHHYIO 03y MpUOMmM3nuTenbHO 100 MT;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 200 MT; MOCTOSHHYIO 103y MpuOmm3uTenbHo 300 mr;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 400 MT; MOCTOSHHYIO 03y MpHOIM3HTeNnbHO 500 MT;
MOCTOSTHHYIO /103y TPHOMU3UTENbHO 600 MT; MOCTOSHHYIO 103y MpUOMM3uTenbHo 700 MrT;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 800 MT; MOCTOSHHYIO 103y MpUOMM3uTenbHO 900 MT;
MOCTOSHHYIO 103y MpHOMH3uTensHO 1000 MT; MOCTOSHHYFO 103y npuOmm3uTenpHo 1100 mr;
MOCTOSTHHYIO 103y MPHOMH3UTENHHO 1200 MT; MOCTOSHHYIO 103y MpuOm3uTenbHo 1300 mr;
MOCTOSTHHYIO 103y MPpHOMH3UTENsHO 1400 MT; MOCTOSHHYIO 103y MpUOIm3HTeNbHO 1500 M
MOCTOSTHHYIO 103y MPHOMH3UTENBHO 1600 MT; MOCTOSHHYIO 103y MpUOIH3HTENpHO 1700 Mt
MOCTOSTHHYIO 103y TpHOMH3uTensHO 1800 MT; mOCTOSHHYIO 103y mpuoOIu3uTenbao 1900 mr
WA TOCTOSHHYIO g03y mnpudmusutensHo 2000 mr). B BapmaHTax OCymECTBICHHSA
TepaneBTHYECKH >((eKTHBHAS 103a COCTaBIsAeT MpuOIM3uTenbHO 1 Mr/kr. B BapuanTax
OCYIIECTBIICHUA TepaneBTHYECKH 3((HEKTHBHAS 103a COCTABIAET MPHUOTH3UTEIHHO 3 MI/KT.

B BapmaHTax OCymecTBIEHHS TepaneBTHYeCKH dS(PQeKTHBHAsA 1032 COCTABIAET
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npuOmm3uTenbHo 10 Mr/kr. B BapmanTax ocymiecTBieHHS TepaneBTHUECKH 3¢ deKkTHBHAS
7032 TIPEACTABISET COOOM TOCTOSHHYIO n03y npuOnmsutenbHo 500 mr. B BapumanTax
OCYHIECTBIICHHS TE€PANeBTHYECKHU d(PpeKkTHBHAS 1032 COCTABISET MPHOTU3UTENBHO 800 MT.
B BapmaHTax OCYyIIECTBIIEHHS TepameBTHUeCKH dJ(PQeKTHBHAs 1032 COCTABIAET
npuommsuTensHo 1000 mr. B BapmanTax ocymectsienus uaruoutop PD-1 mpencrasnser
co0oit moboe crsas3bBatoniee PD-1 cpeacTso, onmucaHHOE B JAHHOM JOKYMEHTE (HAapuMep,

mo0oe antuteno k PD-1, onucanHoe B JaHHOM JIOKYMEHTE).

[0019] Hacrosiimee wu300peTeHHEe MpemxycMaTpPHBAET CIOCOOBI YMEHBIIECHUS
OMyXOJIEW WIIM TIOJABJIECHHUA POCTA OMYyXOJEBBIX KIETOK Y CYOBEKTa, MPH 3TOM CIOCOO
BKIIIOYAET BBEJCHHE TEePaneBTHUYECKH >(PPEKTUBHONU 03Bl CPEACTBA, KOTOPOE CIIOCOOHO
MOJIABJIATH Nepeaavy CUrHana Oenka 3amporpaMMupoBaHHOM cmepTtH kinetku 1 (PD-1). B
BApMAHTaX  OCYLIECTBICHHWS  TepameBTHYecKH  3(@exTuBHas 1032  COCTABIAET
npuomu3uTenbHo 1, 3 wim 10 Mr/kr. B BapmaHTax OCYIIECTBICHHUS TEPaNEBTHYECCKH
s¢¢dekTHBHAS 032 TPEACTABIsIET COOOH  TOCTOSHHYIO 103y, COCTaBISIOIIYIO
npuomu3uTenbHo 100—2000 Mr (HanmpuMmep, TMOCTOSTHHYIO 103y mpuoOmusutensao 100 mr;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 200 MT; MOCTOSHHYIO 103y MpHOImM3uTenbHO 300 MT;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 400 MT; MOCTOSHHYIO 103y MpHOIM3HTENbHO 500 MT;
MOCTOSTHHYIO /103y TPHOIU3UTEbHO 600 MT; MOCTOSHHYIO 103y MpHOMM3HTeNnbHO 700 MT;
MOCTOSTHHYIO /103y TPHOIU3uTebHO 800 MT; MOCTOSHHYIO 103y MpHOMM3HTENbHO 900 MT;
MOCTOSTHHYIO 403y MpHOMH3UuTenbHO 1000 MT; MOCTOSHHYFO 103y npuOmH3uTeabHO 1100 mr;
MOCTOSTHHYIO 103y MPHOMH3UTENbHO 1200 MT; MOCTOSHHYFO 103y MpuOmM3uTenbHO 1300 M
MOCTOSTHHYIO 103y MPHOMH3UTENbHO 1400 MT; MOCTOSHHYFO 103y MpUOIH3HTENbHO 1500 MT;
MOCTOSTHHYIO 03y MPHOMH3UTENBHO 1600 MT; MOCTOSHHYIO 103y MpUOIH3HTeNbHO 1700 Mt
MOCTOSTHHYIO 103y TpHOMH3uTenbHO 1800 MT; mocTosSHHYIO 103y mpudmu3uTenbao 1900 mr
WA TIOCTOSHHYIO g03y mnpudmusutensHo 2000 mr). B BapmaHTax OCYyIIECTBICHHSA
TepaneBTHYCCKH >((eKTHBHAS 03a COCTABIAET MpuOMM3uTenbHO 1 Mr/kr. B BapuanTax
OCYIIECTBJICHUA TepaneBTHIECKH 3((HEKTHBHAS 103a COCTABIAET MPHUOTH3UTEIHHO 3 MI/KT.
B BapmaHTax OCymecTBIIEHHS TepaneBTHYeCKH dS(PQeKTUBHAsA 1032 COCTABIAET
npuOmm3uTensbHo 10 Mr/kr. B BapmaHTax ocymiecTBIEHHS TepaneBTHUECKH 3(pdeKkTHBHAS
7032 TIPEACTaBISET COOOM TOCTOSHHYIO n03y npuOnm3utenpHo 500 mr. B BapumanTax
OCYHIECTBIICHHS TEPANIeBTHYCCKH d(PeKkTUBHAS 1032 COCTABISET MPHOTU3UTENBHO 800 MT.

B BapmaHTax OCymecTBIEHHS TepaneBTHYeCKH dS(PQeKTHBHAsA 1032 COCTABIAET
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npuommsuTensHo 1000 mr. B BapmanTax ocymectsieHus uaruoutop PD-1 mpencrasnser
co0oit moOoe crsa3bBaroniee PD-1 cpeacTso, onmucaHHOE B JAHHOM JOKYMEHTE (HAalpuMmep,

mro0oe aaTuTeno K PD-1, omrcanHOE B JAHHOM JTIOKYMEHTE).

[0020] Hacrosimee n300peTeHne pexycMaTpPUBAET CIIOCOOBI HHIYIMPOBAHUS
HMMYHHOTO OTBETa Y CYOBEKTa, MPH 3TOM CMOCOO BKIFOYAET BBEACHHUE TEPANEBTHYECKH
3¢ (eKTUBHON 03Bl CPEACTBA, KOTOPOE CHOCOOHO TMOJABIATH IMEpenady CHUTHaia Oenka
3anporpaMmMupoBaHHod cmeptu kietkd 1 (PD-1). B  Bapmantax ocymiecTBIIEHUS
TepaneBTHYeCKH >(p(PeKTUBHAS 103a cocTaBiseT mpuomusutensbHo 1, 3 wmm 10 mr/kr. B
BAPMAHTaX OCYIIECTBICHHUA TEpPaNeBTHUYECCKH >(PQeKTUBHAS 032 TMPEICTABIAECT COOOM
MOCTOSTHHYIO 703y, COCTaBIAIOIIYI0 npuOmusurensHo  100—2000 mr  (Hanpumep,
MOCTOSHHYIO 103y TPpUOMU3UTENbHO 100 MT; OCTOSAHHYIO 03y HpUOIU3uTENbHO 200 MT;
MOCTOSHHYIO 103y HPUOMU3UTENbHO 300 MT; IOCTOSHHYIO 03y HpuUOIU3uTenbHo 400 M,
MOCTOSHHYIO 103y HPUOMU3UTENBHO 500 MT; OCTOSHHYIO 03y NPUOTU3UTENHHO 600 MT;
MOCTOSHHYIO 103y HPUONMU3UTENsHO 700 MT; IOCTOSAHHYIO 03y NpuOmu3uTenbHo S00 mr;
MOCTOSHHYIO 03y MpHOMM3uTeNbHO 900 MT; OCTOSHHYIO 103y mpuOmu3utensHo 1000 mr;
MOCTOSTHHYIO 103y TPHOMH3UTETsHO 1100 MT; MOCTOSHHYFO 103y MpUOIH3HTEbHO 1200 MT;
MOCTOSTHHYIO 103y MPpHOMH3UTEeNbHO 1300 MT; MOCTOSHHYFO 103y puOH3HTeabHO 1400 M
MOCTOSTHHYIO 03y MPHOMH3UTENHHO 1500 MT; MOCTOSHHYFO 103y MpUOIH3HTENbHO 1600 MT;
MOCTOSTHHYIO 103y MPHOMH3UTENbHO 1700 MT; MOCTOSHHYIO 103y puOm3uTeabHo 1800 mr;
MOCTOSTHHYIO /103y TpHOMu3uTenbHo 1900 MT WM TIOCTOSHHYIO /103y TMPHOIU3UTEITEHO
2000 mr). B BapmaHTax OCyHIECTBIICHHSA TEPANEBTHYECKH d(PQEeKTHBHAT 1032 COCTABIACT
mpuOMH3UTEHHO 1 MI/KT. B BapuaHTax OCyIecTBIIEHHUS TEPANEBTUYECKH 3P PeKTUBHAS 1032
COCTaBIIAECT TPHONMM3UTENHHO 3 MI/Kr. B BapmaHTax OCYIIECTBIIEHHS TEPANEBTHYECKU
¢ dexTuBHAT M03a cocTaBiseT nmpuOTU3UTEIbHO 10 MT/Kr. B BapmaHTax OCYIIECTBICHHS
TepaneBTHYeCKH  3(PQeKTHBHAT 032 TPEACTABISET COOOW  TIOCTOSHHYIO — JI03Y
npuomm3uTeasHo S00 Mr. B BapuaHTax OCyIIecTBIIEHUS TepaneBTHIECKH 3 (heKTHBHAS 1032
cocraBmaer mpuOmm3uTenbHo 800 mMr. B BapmaHTax OCYIIECTBICHHA TEPANEBTHYECKU
¢ dexTuBHAT M03a cocTaiger npuOmH3uTenbHO 1000 Mr. B BapmaHTax OCYINECTBICHHS
uaruoOuTOp PD-1 mpexacrasnsaeT coboit moboe ceaspBatomee PD-1 cpeacTso, onmmcanHoe B

JaHHOM JOKYMEHTE (HampuMep, mo0oe anTuTeno k PD-1, onmrcanHoe B JAHHOM JOKYMEHTE).

[0021] Hacrosimmee w300peTeHHMEe TpeyCMAaTPUBAET CIIOCOOBI  YCHIICHUS

HUMMYHHOTI'O OTBCTA WUJIH MMOBBIIICHUA daKTUBHOCTHU HMMyHHOfI KICTKA Y cy6£eKTa, opH 5TOM
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CHOcO0 BKITIOYAET BBEACHHE TEPANEBTHYECKH >(PQPEKTUBHOW 03Bl CPEACTBA, KOTOPOE
CHOCOOHO TIOJABJATH MEPeady CHUTHajIa Oellka 3amporpaMMHPOBAHHOW CMEPTH KIETKH |
(PD-1). B BapuanTax ocyImecTBIeHA HMMYHHBIH OTBET MPEACTABIIAET COOOH TyMOPATbHBIH
WY ONOCPENOBAHHBIM KIIETKAMH HMMMYHHBIM OTBET. B BapumaHTax OCYLIECTBIICHHS
WMMYHHBIH OTBET mpeactaBisieT cooor CD4 mmm CD8 T-knerounsiii oTBeT. B BapmaHTax
OCYHIECTBIICHHS UMMYHHBIA OTBET MPEACTABISIET cOO0M B-kneTounsnii orBet. B BapuanTax
OCYIIECTBJICHUA TEPATIEBTUYECKH 3(PPEeKTHUBHAS 1032 COCTABIAET MPUOTU3UTENBHO 1, 3 wmu
10 mr/kr. B BapuanTax ocymiecTBICHHs TEPANeBTUYECKH Y(PPEKTUBHASL 1032 MPEICTABIACT
COOOM TIOCTOSHHYIO /103y, COCTaBILIONIYI0 TpuUOu3utTenbHo 100—2000 Mr (Hampumep,
MOCTOSTHHYIO /103y MpHOIu3uTenbHo 100 Mr; mMOCTOAHHYIO 103y mpuOmu3urensHo 200 mr;
MOCTOSHHYIO /103y NMpHOIu3uTenbHo 300 Mr; MOCTOSAHHYIO 103y mpuOmu3urensHo 400 mr;
MOCTOSHHYIO 103y NPUOMU3UTENbHO 500 MT; IOCTOSHHYIO 03y HpUOMU3UTENbHO 600 MT;
MOCTOSHHYIO 103y HPUOMU3UTENbHO 700 MT; IOCTOSAHHYIO 03y HpuOmu3uTenbHo S00 Mr;
MOCTOSHHYIO 103y MpHOMM3HTENbHO 900 MT; OCTOSHHYIO 103y mpuOmm3utensHo 1000 M
MOCTOSHHYIO 103y MpUOIH3UTENbHO 1100 MT; MOCTOAHHYIO 103y IpUOIM3uTensHO 1200 M
MOCTOSTHHYIO 103y MPpHOMH3UTENbHO 1300 MT; MOCTOSHHYFO 103y MpUOIH3HTebHO 1400 MT;
MOCTOSTHHYIO 03y MPHOMH3UTETHHO 1500 MT; MOCTOSHHYFO 103y MpUOIH3HTENBHO 1600 MT;
MOCTOSTHHYIO 103y MPHOMH3UTENbHO 1700 MT; MOCTOSHHYFO 103y npuOm3uTeabHo 1800 mr;
MOCTOSTHHYIO /103y TPHOMU3uTenbHOo 1900 MT WM TIOCTOSTHHYIO /103y TMPHOIHU3UTEITEHO
2000 mr). B BapmaHTax OCyHIECTBIICHHA TEPAneBTHYCCKH d(PQeKTHBHAS 103a COCTABIACT
mpuOMH3UTEIHHO 1 MI/Kr. B BapuaHTax OCymecTBIIEHUS TEPANeBTHYECKH Y PeKTUBHAS 1032
COCTaBIIACT TPHONHM3UTENHHO 3 MI/Kr. B BapmaHTax OCYIIECTBIIEHUS TEPANCBTHYECKU
¢ dexTuBHAT M03a cocTaBisieT nMpuOTU3UTEIbHO 10 MT/kKr. B BapuaHTax OCYIIECTBICHHS
TepaneBTH4YeCKH  3(PQeKTHBHAT 032 TPEACTABISIET COOOW  TOCTOSHHYIO  JI03Y
npuom3uTeapHO S00 Mr. B BapuaHTax OCyIecTBIIEHUS TepaneBTHIECKH 3 (heKTHBHAS 1032
cocraBmaer mpuoOmm3uTenbHo 800 mMr. B BapmaHTax OCYIIECTBICHHA TEPANEBTHYECKU
s¢pdexTuBHAT M03a cocTaigeT npuOMH3uTenbHO 1000 Mr. B BapmaHTax OCYINECTBICHHS
uarHOuTOp PD-1 mpeacrasnsaeT coboit moboe ceaspBatomee PD-1 cpeacTso, onmcanHoe B

JaHHOM JOKYMEHTE (Hampumep, mo0oe anTuTeno Kk PD-1, onmrcanHoe B JAHHOM JOKYMEHTE).

[0022] Hacrosiimee w300peTeHne mpeaycMaTPUBAECT CIOCOOBI JICUEHHUS paka,
KOTOPBIE BKJIIOYAIOT BBEJICHHUE KOMIIO3WITUH, OOECTICYMBAIOIINX IOCTABKY KOHKPETHBIX

ceasbBatromnx PD-1 cpeacts. B Bapuantax ocymectsieHus ceassiBatomee PD-1 cpeactso
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BBOJAT B KOJMUYECTBE, KOTOPOE COCTABIAET MPUOMM3UTENHHO 1, 3 mm 10 mr/kr. B BapmanTax
OCyHIeCTBIIEHHA CBa3bBatomee PD-1 cpencTso BBOAAT B KOTUYECTBE, KOTOPOE COCTABIIIET
npuomm3uTebHO 100—2000 Mr (Hampumep, mpuOMH3UTENHHO 100 MT; TPHOTH3UTETHEHO
200 mr; mpuomusuTeapHo 300 mMr; mpuOmM3uTenbHO 400 Mr; TpHOMM3UTENHHO 500 MT;
npuomm3uTenbHo 600 MT;  mpubOmusurensHo 700 Mr  mpuOmmsuTensHO 800 M
npuomsuTeabHo 900 mr;  mpuOmusurensHo 1000 mr;  mpuOmmsutensHo 1100 M
npuomsuTenbHo 1200 mr;  mpuOmmsutensHo 1300 mr;  mpuOmusutensHo 1400 M
npuOm3uTenbHo 1500 mr;  mpuOmmsutensHo 1600 mr;  mpuOmusutensHo 1700 M
npuomsuTensbHo 1800 mr; mpubmmsutensHo 1900 Mr wnmu mpubmusurensuo 2000 mr). B
BApHUAHTaX OCYLIECTBIECHUA CBaA3bIBaromee PD-1 cpencTBo BBOAAT B KOJIUYECTBE, KOTOPOE
cocTaBiAeT npuonu3uTenbHo 1 Mr/kr. B BapmaHTax ocymniectBieHus cBssbiBaromee PD-1
CPEACTBO BBOJAT B KOJMYECTBE, KOTOPOE COCTABIIIET NPHUOIM3UTENBHO 3 MI/Kr. B BapuanTax
OCyIIEeCTBIIEHUA CBs3biBatoniee PD-1 cpeacTBo BBOAAT B KOJIMYECTBE, KOTOPOE COCTABIIAET
npubnu3uTenbHo 10 Mr/kr. B BapmaHTax ocymectsieHus cBsasbBaromee PD-1 cpeactso
BBOJMT B KOJHYECTBE, KOTOpOE cocTaBiieT npuoOmusurensHo 500 mr. B BapumanTtax
OCYIIECTBJICHHS TePANeBTHUECKH dPPEKTUBHAS 103a COCTABILIET MPUOIM3UTENBHO 800 MT.
B BapuanTax ocymecTsiaeHus cBa3biBaromee PD-1 cpeacTBo BBOIAT B KOJIMUECTBE, KOTOPOE
cocraBisier mpubmusuTensHo 1000 mr. B BapmanTax ocymiectBieHUss WHTHOUTOpP PD-1
MPEACTaBIAET COOOM 000 cBA3bIBaronee PD-1 cpeacTBo, OMMCaHHOE B TAHHOM JOKYMEHTE

(Hammpumep, moooe anTureno k PD-1, omucanHoe B TaHHOM JOKYMEHTE).

[0023] Hacrosiimee u300peTeHUe MpeaycMaTPHBACT CIOCOOBI JICUEHHUS paka,
BKITIOYAIOIIIME BBEJACHHE TALNMEHTY, HY)KJAOMEMYCS B JICUCHWH, AHTHUTENIA K OCIKY
3amporpamMmmMupoBaHHON cMeptH KieTkd 1 (PD-1) B tepameBTrdecku 3¢ dexTruBHON 03¢ ©
HEKOTOPbIM HHTEPBAJIOM BBEJECHUS B TE€UEHUE NEPHOAA, JOCTATOYHOTO JJIsI MONYyYEHHUA
KIIMHUYECKOM TONb3pl. B BapumaHTtax ocymecTtBiaeHus aHthreno k PD-1  comepxkur
BapHaOEIIbHYIO 00JTACTh TSKEJIOHN et , coaepskamyro nocieaosatenbHocTH CDR mox SEQ
ID NO: 9, 10 w 11, u BapuaOembHYI0 O00NACTh JIETKOW TIEMH, COACPIKAIIYIO
nocneaoBarenbHocTd CDR mox SEQ ID NO: 12, 13 u 14. B BapuaHTax OCyIIECTBIECHHUA
aatureno k PD-1 comepxkur BapHaOeNbHBIM TOMEH TSHKEIIOW LEMA HUMMYHOTJIOOYIIHHA,
AMUHOKHUCIIOTHAs MOCIEA0BaTeNbHOCTh KoTOoporo coiepkut SEQ ID NO:1 wnmu SEQ ID
NO:7, w/unu BapuaOenbHBIA TOMEH JETKOH LeNMd HUMMYHOTJIOOYIIHHA, aMHHOKHCIOTHAS

nocaeaoBatenbHOCTh KoToporo coaepkuT SEQ ID NO:2 unu SEQ ID NO:8. B BapuanTax

10
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OCyIlIeCTBIICHUs  aHTUTeN0 K PD-1  comepxur  monumentwn — THKENOM — LENH
WMMYHOTJIOOYJTHHA, AMUHOKHCIIOTHAS TOCIIEA0BATENbHOCTh KOTOporo coaepskut SEQ ID
NO:3, wwmM TOMUNENTHA JETKOW IEMH HMMYHOTJIOOYIIMHA, aMHHOKHCIIOTHAs
nocneaoBaTenbHOCTh KoToporo coaepxkuT SEQ ID NO:4. B BapuaHTax OCyIIEeCTBICHUA
TepaneBTHYeCKH >(p(eKTHBHAS 103a cocTaBiseT mpuomusutensHo 1, 3 wmm 10 mr/kr. B
BAPHAHTaX OCYIIECTBICHHUA TEpPANeBTHUYECKH >(PQeKTUBHASA 1032 TPEICTABIAECT COOOM
MOCTOSHHYIO 703y, COCTaBIAIOIYI0 mpuOmmsurensHo 100—2000 mr  (Hanmpumep,
MOCTOSHHYIO /103y MpHOIu3uTenbHo 100 Mr; mocTosHHYI0 103y mpuOmu3utensHo 200 mr;
MOCTOSHHYIO /103y NMpHOIu3uTenbHo 300 Mr; MOCTOSAHHYIO 03y mpuOmu3urensHo 400 mr;
MOCTOSTHHYIO /103y MPHOIM3uTenbHO 500 Mr; MOCTOSHHYIO 03y MpUOmu3utenbHo 600 mr;
MOCTOSHHYIO /103y NMPHOIM3uTenbHO 700 Mr; MOCTOSAHHYIO 103y MpuOmu3urensHo 300 mr;
MOCTOSHHYIO 103y MpHOMM3HTEbHO 900 MT; OCTOSHHYIO 103y mpuOmm3uTensHO 1000 M
MOCTOSHHYIO 103y NMPUOIH3UTENbHO 1100 MT; MOCTOAHHYIO 103y TpUOIM3uTensHO 1200 M
MOCTOSHHYIO 103y NMPUOIH3UTENbHO 1300 MT; MOCTOAHHYIO 03y IpUOIM3uTensHO 1400 M
MOCTOSHHYIO 103y MPUOIH3UTENbHO 1500 MT; MOCTOAHHYIO 103y IpUOIM3uTensHO 1600 Mmr;
MOCTOSTHHYIO 103y MPHOMH3UTENsHO 1700 MT; MOCTOSHHYIO 103y puOm3uTeabHO 1800 mr;
MOCTOSTHHYIO /103y TPHOMu3uTenbHo 1900 MT WM TIOCTOSTHHYIO /103y TPHOIH3UTEITEHO
2000 mr). B BapmaHTax OCYHIECTBIICHHSA TEPANEBTHYCCKH d(PQeKTHBHAS 1032 COCTABIACT
mpuOMH3UTEHHO 1 MI/Kr. B BapuaHTax OCymecTBIIEHUS TEPANEBTHYECKH dPPeKTUBHAS 1032
COCTaBIIACT TPHONHM3UTENBHO 3 MI/Kr. B BapmaHTax OCYIIECTBIIEHUS TEPANCBTHYECKU
a¢pdexTuBHAT 032 cocTaBiseT MpuOTU3UTEIbHO 10 MT/kr. B BapuaHTax OCYINECTBICHHS
TepaneBTHYeCKH  d(PQeKThBHAT 032 TPEACTABISET COOOW  TOCTOSHHYIO — JI03Y
mpuom3uTeapHO S00 Mr. B BapuaHTax OCyIIecTBIIEHUS TepaneBTHIECKH S (heKTHBHAS 1032
cocraBiaer mpuoOmm3uTenbHo 800 mMr. B BapmaHTax OCYIIECTBICHHA TEPANCBTHYECKU

s¢dexTuBHAS 7032 cOCTABIAET MPHOTU3UTEHHO 1000 MT.

[0024] Hacrosiimee u300peTeHHe MpeaycMaTPUBAECT CIOCOOBI JICUEHHUS paka,
BKITFOYAIOIIIME BBEJCHHUE TANMEHTY, HY)KJAOIMEMYCS B JICUCHUH, AHTHUTENA K OCNKY
3amporpamMmmMupoBaHHON cMeptH Kietkd 1 (PD-1) B mepBo#t 103€ B MEpBBI HHTEPBAT B
TE€YCHHE TIEPBOTO NMEPHO/IA U BBEACHUE MAalMEHTY aHTUTENA K PD-1 BO BTOpO# 103€ BO BTOPOH
HMHTEPBAJI B TCYEHUE BTOPOro mepuoja. B BapmaHTax ocymecTBieHus aHtureno k PD-1
COJIEPKHT BapHaOETbHYIO 00JIACTh TSDKEIIOH e , CoAepKanIyro mocieaosarerbHocTH CDR

mox SEQ ID NO: 9, 10 u 11, u BapuabenbHyr0 00JacTh JIETKOW IIETH, COACPIKAIIYIO

11
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nocneaoBarenbHocTd CDR mox SEQ ID NO: 12, 13 u 14. B BapuaHTax OCyIIECTBIECHHA
aatuteno k PD-1 comepskut BapuaOeNbHBIM JOMEH TOKEJIOW e WMMYHOTIIOOYITHHA,
AMUHOKHUCIIOTHAs MOCIEA0BATENbHOCTh KoTOporo coiepkut SEQ ID NO:1 umu SEQ ID
NO:7, w/unu BapuaOenbHBIA TOMEH JETKOH LEeNMd HUMMYHOTJIOOYIIHHA, aMHHOKHUCIOTHAS
nocaeaoBatenbHOCTh KOTOporo coaepkuT SEQ ID NO:2 umu SEQ ID NO:8. B BapuanTax
OCyIlIecTBIICHUs  aHTtuTtenno K  PD-1  comepsxur  monmumentun  THKENOM — LETH
HMMYHOTJI00YJIMHA, AMUHOKHUCJIOTHAS TOCIIE0BATEIBHOCTh KOTOporo comepskut SEQ ID
NO:3, wwumM TOMUNENTHA JETKOW IEMH HMMMYHOTJIOOYJIMHA, AaMHHOKHCIIOTHAs
MOCEeA0BATENBHOCTH KOTOpOro coaepkut SEQ ID NO:4. B BapuaHTax oCymiecTBICHUS 1034
cocrapmsier mpuoOmusuTrenbHo 1, 3 wmm 10 mr/kr. B BapumaHTax OCyMIECTBIIEHUS 1032
MPEACTABIIET COOOM MOCTOSHHYIO J03Y, COCTaBIAIONIYI0 MpuoOmu3uTenbo 100—2000 mr
(HampuMep, TOCTOSHHYIO 03y  NpuOmM3uTensHO 100 Mr;  TOCTOSHHYIO 103y
npuOIU3uTeNbHO 200 MT; TOCTOSAHHYIO /103y NPUOMU3UTENBHO 300 MT; MOCTOSHHYIO J03Y
npuOIu3uTeNbHO 400 MT; TOCTOSHHYIO /103y NPUOMU3UTENBHO 500 MT; MOCTOSHHYIO J03Y
npuOIU3UTENbHO 600 MT; TOCTOSHHYIO /103y NPUOMU3UTENBHO 700 MT; MOCTOSHHYIO J03Yy
mpuOIH3UTeIbHO 800 MT; TOCTOSHHYIO /103y MPHOTU3UTEbHO 900 MT; MOCTOSHHYIO 03y
mpuOH3uTeIbHO 1000 MT; MOCTOSHHYIO 103y MPUOIU3UTENBHO 1100 MT; TOCTOSTHHYIO JI03Y
mpuOH3UTEHHO 1200 MT; MOCTOSHHYIO 103y MPUOIU3UTENbHO 1300 MT; TOCTOSTHHYIO JI03Y
mpuOH3UTEHHO 1400 MT; MOCTOSHHYIO 103y MPUOIU3UTENBHO 1500 MT; TOCTOSTHHYIO 103y
mpuOH3UTENHHO 1600 MT; MOCTOSHHYIO 103y MPUOIU3UTENBHO 1700 MT; TOCTOSTHHYIO 103y
mpuOH3uTEeabHO 1800 MT; MOCTOAHHYIO 103y MPUOIU3UTENBHO 1900 MT WITH TTOCTOSHHYIO
o3y mpubmusurenbHo 2000 mr). B BapmaHTax OCYIIECTBICHHA TEpPANeBTHUECKU
3¢ eKkTHBHAS 1032 COCTABIAET NPUOM3UTENHHO 1 MI/KT. B BapuaHTax OCyImecTBIICHHS 1032
COCTaBIIAECT MPHUOIM3UTEIIFHO 3 MI/Kr. B BapmaHTax OCYyImECTBIECHHSA 1032 COCTABIIAET
npuOmm3uTeabHO 10 Mr/kr. B BapmaHTax ocymiecTBIeHHS TepaneBTHUECKH 3(pdeKkTHBHAS
7032 TIPEACTaBISET COOOW TOCTOSHHYIO n03y npuOnmsutenpbHo 500 mr. B BapumanTax
OCYHIECTBIICHHA TepaneBTHIECKH (P PeKTHBHAS 1032 IPEACTABIIAECT COOOU MOCTOSTHHYIO 103y
npuom3uTeasHo 800 Mr. B BapuaHTax OCyIIecTBIIEHUS TepaneBTHIECKH 3 (PeKTHBHAS 1032
cocrasaeT nmpuoOausuTenbHo 1000 Mr. B BapranTax ocymecTBIeHHS MEPBast 1032 U BTOPas
703a pa3nuyaroTca. B BapuaHTax OCyIIECTBICHHA MEPBAst 1033 COCTABIAET MPUOIU3IUTEITEHO
500 mr, 1 BTOpas A03a cocraBisgeT npuoOau3uTensHo 1000 Mr. B BapnanTax ocymecTBieHus

MEPBBINM MHTEPBAJ U BTOPOM UHTEPBAJI pa3nu4aroTcs. B BapraHTax OCymIeCTBICHUA MEPBbIN
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WHTEPBAJ MPEACTABIAECT COOON OMH Pa3 B TPH HEAETH, U BTOPOH MHTEPBAJ MPEICTABIACT
co0O¥ OJIMH pa3 B MECTh HEAENb. B BapuaHTax ocymiecTBiIeHHs aHTUTENO K PD-1 BBOIAT B
nepBou 03¢ 500 Mr oAMH pa3 B TPU HEAETH B TEUCHHUE NMEPBOrO MEPUOAA U3 2—6 LUKIOB
BBEJICHUSA J03bI (HapUMED, EPBHIX 3, 4 WK 5 IUKIIOB BBEIECHUS J03bI) M BO BTOPOH /103€
1000 MT ofMH pa3 B WMIECTh HEAETH MO TEX TOpP, MOKa Tepamus He OyAeT MpeKpameHa
(HampuMep, TIO0 MPUYHMHE MPOTPECCHUPOBAHMA 3a00JICBAHMA, HEXKEIATENBHOTO ABICHHUA HIIH
COTJIACHO PENICHHIO Bpaya). B BapuanTax ocymectsieHus antuteno k PD-1 BBoasT B mepBoi
o3¢ 500 Mr OaMH pa3 B TPU HEACIHM B TEYEHHE MEPBBIX TPEX LMKIOB BBEICHUA 03Bl U BO
BTOpO# 03¢ 1000 Mr 0MH pa3 B MECTh HENENb WM OOJBIIE 0 TEX MOP, MOKA TEparusi He
OyZeT mpekpameHa (HampuMep, TIO TNPUYHUHE TPOTPECCHUPOBAHHMA  3a00JCBAHUA,
HE)KETIATENIbHOTO SIBIICHUA WJIM COTJIACHO PELICHMIO Bpaua). B BapmaHTax OCYyINECTBICHUSA
antuteno k PD-1 BBoaaT B mepBoit no3e 500 Mr ouH pa3 B TPU HEACIH B TEUEHHUE MEPBBIX
YETBIPEX LUKIIOB BBEJIECHHUA 1036l U BO BTOpoH A03e¢ 1000 Mr oauH pa3 B IECTh HEAEIb WU
OonpIle O TEX TOP, MOKA Tepamus He OyAeT NpekpamieHa (HampuMep, MO TNPHYHHE
MPOTPECCUPOBAHUS 3a00JIEBAHU, HEXKETATEIBHOTO SBIICHHS HITH COTIIACHO PEIIECHHIO BPaya).
B BapuanTax ocymectsineHus antureno k PD-1 BBogsar B nmepsoit no3e 500 mMr oguH pa3 B
TPU HEAETU B TEUCHHE MEPBBIX MATH LIMKIIOB BBEACHHUS 10351 U BO BTOPOH 103¢ 1000 Mr oauH
pa3 B mIeCTh HEAEITh WM OOJbIIEe OO0 TEX TOp, MOKa Tepamus He OyaeT MpekpanieHa
(HampuMep, TIO0 MPUYHMHE MPOTPECCUPOBAHMSA 3a00JICBAHHSA, HEKEIATEIHPHOTO SBICHHUA HITH
COTJIACHO PEIIEHHIO Bpaya). B BapmaHTax OCYyMIECTBICHHSA 03y BBOJAT OJWH Pa3 B MIECTh

HeJeITb.

[0025] B mobGom w©3 CcmocoOOB, ONMHCAHHBIX B JIAHHOM JOKYMEHTE,
TepaneBTHYECKH d(PPEeKTHBHAA 1032 COCTABIAET MPUOTUIUTENFHO | MI/KT CBS3BIBAIOIIETO
PD-1 cpeacta. B mo6Gom u3 crioco0OB, OMMMCAHHBIX B TAHHOM JTIOKYMEHTE, TEPAIICBTHYECKH
s¢dexTuBHAS 1032 COCTABISIET MPHOTUIUTENHHO 3 MT/KT cBs3biBaromiero PD-1 cpenctea. B
1F000M M3 CIOCOOO0B, OTIMCAHHBIX B JAHHOM JOKYMEHTE, TEpaneBTHYECKU 3P (PEeKTHBHAS 1032
cocraBiaer npuOmmsuTenpbHo 10 Mr/kr cBaseBaromero PD-1 cpeactsa. B BapmanTax
ocymiecTBIIeHH cBs3biBaromee PD-1 cpemcTBo mpeacTaBisieT co0oi moooe aHTuTeno k PD-

1, OMHUCaHHOC B JAHHOM JOKYMCHTC.

[0026] B mobGom w#3 cmoco0OB, ONMHCAHHBIX B JIAHHOM JOKYMEHTE,
TepaneBTHIEeCKH 3PPEKTUBHAS /1032 COCTABISIET NMPUOMM3UTENBHO 100 MT CBS3BIBAFOIIETO

PD-1 cpeactsa. B mo6Gom u3 crioco00B, OMMCAHHBIX B TAHHOM JIOKYMEHTE, TEPATIEBTHUECKH
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s¢dexTuBHAsT 1032 cocTaBisieT mpuOMH3UTeNbHO 200 MT cBsa3biBaromero PD-1 cpeactsa. B
TF000M M3 CIOCOOO0B, OTIMCAHHBIX B JAHHOM JOKYMEHTE, TEpaneBTHYECKU 3P PEeKTHBHAS 1032
cocrasisaeT mpudausuTenbHo 300 Mr eBsa3pBatomiero PD-1 cpenctsa. B mo6om u3 crmoco6os,
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepamneBTHYecKd 3(p(deKTHBHAsA /1032 COCTABIAET
npuom3uTensHO 400 Mr cBsassiBatomero PD-1 cpenctsa. B mo6om u3 cioco00B, ONMUCaHHBIX
B JAHHOM JOKYMEHTE, TepaneBTHYEeCKH 3((eKTHBHAA 1032 COCTABIAET MPHONH3UTEIHHO
500 mr ceaseBatomero PD-1 cpeactsa. B moOom m3 c¢moco0oB, ONMUCAHHBIX B JAAHHOM
JOKYMEHTE, TepaneBTHuecku >(¢eKTHBHAS 103a COCTaBISIET MPUOIM3HTENbHO 600 MT
ceaspiBatomiero PD-1 cpeactsa. B mo0om U3 criocoO0B, OMMCAHHBIX B JAHHOM JOKYMEHTE,
TepaneBTUYECKH 3PPEKTUBHASL 1032 COCTABIAECT MPUOMU3UTENHHO 700 MI' CBS3BIBAIOIIETO
PD-1 cpeacta. B mo6om u3 crioco00B, ONMUCAHHBIX B TAHHOM JIOKYMEHTE, TePAN€BTUYECKH
s¢dekTHBHAS 103a COCTABILIET MpHOIH3UTETbHO 800 MT cBs3biBaroniero PD-1 cpenctea. B
FO0OM M3 CIOCOOO0B, OMTUCAHHBIX B JAHHOM JIOKYMEHTE, TEPATIEBTHUECKH YPPEKTHBHAS 1032
coctasiseT nmpuoOnmsuTenbHo 900 Mr cBa3bBaromero PD-1 cpeactsa. B mobom u3 crioco0os,

OMMMCAHHBIX B JAHHOM JOKYMEHTE, TEpameBTHUECKH J(QPEeKTHBHAT 1032 COCTABIET

npuomm3uTeapHo 1000 mr  cBs3pBaromero PD-1 cpeactBa. B mobom u3
OTMCAHHBIX B JAHHOM JIOKYMEHTE, TepamneBTHYecKd d(pdeKkTuBHAS 1032
npuomm3uTeabHo 1100 mr  cBsaspBaromero PD-1 cpeactBa. B mobom u3
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepamneBTHYeckd >¢p@deKkTuBHAs 1032
npuomm3uTeapHo 1200 mr  cBsaspBaromero PD-1 cpeactBa. B mobom w3
ONMKMCAHHBIX B JAHHOM JIOKYMEHTE, TepaneBTHYecKH >(QeKTHBHAS 1034
npuomm3uTeabHo 1300 mr  cBsaspBaromero PD-1 cpeactBa. B mobom u3
OMKMCAHHBIX B JAHHOM JIOKYMEHTE, TepaneBTHYecKku d>(¢eKTHBHAS 1032
npuOmm3uTeabHo 1400 mr  cBsaspBaromero PD-1 cpeactBa. B mobom u3
OMKMCAHHBIX B JAaHHOM JOKYMEHTE, TepaneBTHYecku d>(¢eKTHBHAS 1032
npuOmm3uTeabHo 1500 mr  cBsaspmBaromero PD-1 cpeacta. B mobom u3
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepamneBTHyeckd 3¢ @deKkTuBHAs 1032
npuOmm3uTeabHo 1600 Mr  cBsaspBaromero PD-1 cpeacta. B mobom u3
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepamneBTHyeckd >¢@deKkTuBHAs 1032
npuomm3uTenbHo 1700 mr  cBsaspBaromero PD-1 cpeactBa. B mrobom u3
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepameBTHyeckd >¢@deKkTuBHAs 1032

npuomm3uTenbHo 1800 mr  cBsaspmBaromero PD-1 cpeactBa. B mrobom u3
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OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepameBTHYecKd 3¢ (deKTuBHAA 1032 COCTABIAET
npuommsuTenbHo 1900 M cBs3pBaromero PD-1 cpeactBa. B mrobom w3 cmoco0os,
OTIMCAHHBIX B JAHHOM JOKYMEHTE, TepamneBTHYeckd >(p(deKTHBHAsA 1032 COCTABIAET
npuomm3uTensHo 2000 mr cBassBaromero PD-1 cpeactBa. B BapmaHTax ocymiecTBICHHA
ceaspiBatoee PD-1 cpenctso npeacrasnsger coOoit moboe antureno k PD-1, onucannoe B

JAHHOM JIOKYMEHTE.

[0027] B BapmanTax ocymecTsieHus cBssbiBaromee PD-1 cpenctBo BBOIAT
WHTEPBAJIOM BBEJCHUs (WM TP LUKJIE JIeUueHus1) oauH pa3 B Heaemo (Q1W), oqun pa3 B 2
veaemu (Q2W), ogun pas B 3 vepenu (Q3W), omun pa3 B 4 venenu (Q4W), onuH pas3 B 5
veaenb (Q5W) wnmu omun pa3 B 6 Hemenb (QO6W). B BapuaHTax ocCymecTBIEHUS
cesasbiBatoee PD-1 cpencTBo BBOJAT ¢ MHTEPBAIIOM BBEACHUA (WIIM NPU LIMKIIEC JICYCHHUSA )
oauH pa3 B Heaemo (Q1W). B BapuanTax ocymecTsieHus cpsspiBatomee PD-1 cpeactso
BBOJAT C MHTEPBAJIOM BBEJEHUS (MM TIPH IUKJIE JIEUEHUs) oAuH pa3 B 2 Henemu (Q2W). B
BapUaHTaX OCYHIECTBIICHUA CBaA3bIBaroniee PD-1 cpencTBo BBOAAT ¢ MHTEPBAJIOM BBEJCHHUA
(Mmv Ipu LMKIIe JIeYeHus) oauH pa3 B Tpu Hexenu (Q3W). B BapmaHTax ocyImecTBICHHS
cBaspiBaronee PD-1 cpencTBo BBOIAT ¢ MHTEPBAIOM BBEACHUS (WM TIPH LUKIIE JICYCHHUS )
omuH pa3 B 4 Hegemm (Q4W). B BapmanTax ocymecTsieHus csasbiBatomee PD-1 cpeactso
BBOJIAT C HHTEPBAJIOM BBEJCHUS (WM TIPH IUKJIC JICUYeHUs) OAuH pa3 B 5 Hememu (Q5SW). B
BapHaHTaxX OCYIIECTBIECHHS CBA3bIBaromee PD-1 cpeacTBo BBOAST C MHTEPBATIOM BBEICHUS
(Wi TpH LWKJIE JIeYeHus) oaMH pa3 B 6 Hemenb (QO6W). B BapmaHTax OCyImecTBICHHS
ceasbiBatomee PD-1 cpeacTBo BBOAAT HA MPOTKEHUHM NEPUOJA, COCTABIAIOLIETO IO
MEHBINECH Mepe MPUONMH3UTENBHO 2, 3,4, 5,6, 7, 8,9, 10, 11, 12, 13, 14, 15, 16, 17, 18, 19, 20
HeJeNb Wiy OoJbine. B BapuaHTax ocymiecTBiieHUs cBsizbiBatromee PD-1 cpencTBo BBOIAT B
MEPBBIN JCHb TUK/IA JICYCHHS WK B TeUeHUe 1, 2 uny 3 AHEH NepBOTO AHSA LUKJIA JICUYCHUA.
B BapmanTax ocymecTBieHus cBasbsiBaromee PD-1 cpeacTBo mpencraBiser coOoM modoe

antuteno Kk PD-1, onucanHoe B JaHHOM TOKYMEHTE.

[0028] B Bapmantax ocymecTBneHus cBaspBaromee PD-1  cpenctso,
ONMCAaHHOE B JAHHOM JOKYMEHTE, BBOJAT COTJIACHO CXEMaM BBEJCHUS  JO3BL,
MPOJAEMOHCTPHPOBABIIMM JOCTH)KCHUE KIMHHYECKOW IONB3bl Y HEKOTOPBIX IALUECHTOB
(HampuMep, COTTIACHO CXEME, OMPEICIIEHHOW BPavyoM, B TOM YHCIE ¢ MOJU(PUKALHAAMHA
BBEJCHUA 103b1). B BapmanTax ocymecTBnenns ceaspiBatoniee PD-1 cpencTBo, onmrcanHoe B

JAAHHOM JOKYMCHTC, BBOOAT A0 TCX ITOP, IMOKA JICYCHUC HE 6y,[[€T OPCKpamcCHO Mo MpHUYHHC,
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HanpUMED, IPOTPECCUPOBAHUS 3a00JIEBAHUS, HITH HEOIATOTIPUATHOMN PEAKIINH, HITH COTJIACHO
peimeHuio Bpaya. B BapmaHTax OCymIeCTBIICHUS KIMHAYECKAS TIOJIb3a MPEICTABIAET COOOM
cTadunmm3ammto  3a0omeBaHust («SD»), wactwunbii otBeT («PR») W/MimM mTONHBIA OTBET
(«CR»). B BapmaHTax OCyIIECTBICHHA KIMHHYECKAs TII0JIb3a TMPEICTABIIET COOOU
crabmmuzanmio 3adoneBanus («SDy»). B BapmaHTax oCymecTBICHHUS KIMHHYECKAs TOJTb3a
MpeacTaBIAeT cooor yacTuaHbId 0TBET («PR»). B BapuanTax ocymecTBieHUs KITHHUYECKAS
MOJIb3a TpeAcTaBiIsieT cooor momubii oTBeT (KCR»). B Bapuantax ocymectsnenus PR umm
CR onpenenens! cornacuo Kpurepusm onenku otseta mpu comuanbix omyxomax (RECIST).
B Bapuantax ocymecTBieHus cBasbiBaromee PD-1 cpeacTBo BBOAAT B TeueHue Oonee
JUIMTENIBHOTO ~ TEpHOAa U1 TOAJAEP’KaHUA KIMHUYECKOW Tonb3bl. B BapuaHTax
ocymiecTBIIeHHs cBa3biBaroee PD-1 cpenctso npeacrasisieT coOoi moooe anTuteno k PD-

1, OMHUCAaHHOC B JAHHOM JOKYMCHTC.

[0029] B Bapuantax ocymectsineHus cpaspiBatromee PD-1 cpenctBo BBOIAT
CYOBEKTY MIEPHOAMUYECCKHU B 103¢ pUOIHM3uTeNbHO S00 Mr wiwm mpuOusutensHo 1000 mr. B
BapHaHTaX OCYIIECTBIICHUS CBsa3biBaromee PD-1 cpencTBo BBOIAT CyOBEKTY TIEPHOTUYECKH
B o3¢ mpuOmm3utTenbHo 500 mr (Hampumep, oauH pa3 B Tpu Heaemw (Q3W) w/unm Ha
npoTsokeHuu 2, 3, 4, 5, 6 uaum OoJiee MUKIIOB). B BapuaHTax OCYIIECTBIICHHS CBA3BIBAIOIICE
PD-1 cpeactBo BBOAAT CYOBEKTY TEPHOAUYECKH B J03¢ npuOmusutenbro 1000 mr
(Hammpumep, oamH pa3 B Tpu Heaenu (Q3W) w/umm Ha npoTsokeHuu 2, 3, 4, 5, 6 wim Oonee
nuKiI0B). B BapmaHTax ocymectsieHus cpssbBaroniee PD-1 cpencTtBo BBOOAT CYOBEKTY B
no3e nmpuodmu3uTenbHo 500 MT ¢ BBeAeHHEM OH pa3 B TpH Henemu (Q3W) Ha mpoTshKeHUH
3 muknoB. B BapuaHTax ocymectBiieHus cBsa3biBaroniee PD-1 cpeacTBo BBOIAT CYOBEKTY B
no3e nmpuoOmu3uTenbHo 500 MT ¢ BBeAeHHEM OMH pa3 B TpH Henemu (Q3W) Ha mpoTshKeHuH
4 mukoB. B BapmaHTax ocymecTBiaeHus cBia3biBaroniee PD-1 cpeacTBo BBOAAT CyOBEKTY B
no3e nmpuoOmu3uTenbHo 500 MT ¢ BBeAEHHEM OH pa3 B TpH Henemu (Q3W) Ha mpoTshkeHUH
5 mmknoB. B BapuanTax ocymecTBieHus cBa3piBaromiee PD-1 cpeacTBo BBOAAT CyOBEKTY B
n03e mpuom3uTeTbHO 1000 MT ¢ BBEIEHHEM OJIMH Pa3 B MIECTh HeACb Wil Oonbire (Q3W).
B BapmanTax ocymectBnenus cps3piBaromee PD-1 cpenctBo BBOAAT CyOBEKTY B J03€
mpubmu3uTebHo 1000 Mr ¢ BBeAeHHEM oaWMH pa3 B miecth Heaens (Q3W). B BapuanTax
ocymiecTBIIeHHs CBs3biBaroee PD-1 cpemcTBo BBOAAT B TMEPBOM 103€ MPHOITHU3UTEIIHHO
500 Mmr opuH pa3 B 3 HEAECNM HA NPOTHKEHHH 3 LUKIOB C MOCIEIYIOIEH BTOPOU 030U

mpubmu3uTensHo 1000 MT oMH pa3 B 6 HeAEb WK OOJIbINe (HAMPHUMEp, 0 TEX TOP, IMOKa
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JeUyeHWe He OyAeT TpekpameHo). B BapmwaHTax ocymecTBIeHHsS CBsasbBaromee PD-1
CPEICTBO BBOAAT B TEPBOM A03e mpuoOmmsutenbHo 500 Mr oauH pa3 B 3 HeJAenH Ha
MPOTSHKEHUH 4 IUKITOB € TIOCTEIYFOIMIEN BTOPOH 10301 puOmmsutensHo 1000 MT oamH pas B
6 Hexenb (HapUMep, [0 TEX TOp, MOKa JIeYeHHe He OyAeT mpekpameHo). B BapmanTax
ocymiecTBIeHHs CBs3biBaromee PD-1 cpencTBo BBOAAT B MEPBOM /103€ MPHOITHU3UTEIIHHO
500 Mmr oguH pa3 B 3 HEAECHM HA NPOTHKEHHHM 5 LUKIOB C IMOCIEAYIOIEH BTOPOU 030U
npuom3uTensHo 1000 Mr oauH pa3 B 6 Hepenb WK Oonbine (HampuMep, 10 TeX Mop, MoKa
JeyeHue He Oy/eT MpeKpamieHo). B BapuaHTax OCYIIECTBICHHsA BTOpas /103a COCTABIAET
npubau3uTeabHo 1000 MT OUH pa3 B MECTh HEACHH (HATPUMED, 0 TEX TOP, MOKA JICYCHHE
He OyneT mpekpanieHo). B BapmanTax ocymecTBieHHs cBs3bBatomee PD-1 cpeactso

MpEeACTaBIgeT co00H Mmobdoe antureno k PD-1, onrcaHHOe B JAHHOM JOKYMEHTE.

[0030] B BapuaHTax OCyHIECTBICHHUSA CYOBEKTY JOMOIHHUTEIHHO BBOJUIIN HIIH
OyIyT BBOJAUTH JOTOJHUTENBHOE TEPANEBTHYECKOE CPEACTBO, B PE3yIbTATE YETO CYyOBEKT
noytydaet cBssbBaromee PD-1 cpeacTBo M JONMONMHUTENBHOE TEPANEBTHYECKOE CPEACTBO
(HampuMep, OJHO, 1B, TPH, YETHIpE WM OOJBINE JOMOTHHUTEIBHBIX TEPAIEBTHYECKUX
cpeacts). B BapmaHTax ocymecTBieHus cBs3biBarotnee PD-1 cpeacTBo mpeacTaBnseT cooou

Mr000e anTuTeNno kK PD-1, onmucanHoe B JaHHOM JIOKYMEHTE.

[0031] B BapuaHTax oCymiecTBICHUS cy61>e1<Ty JOITIOJIHUTEIIFPHO BBOIHIIH HIIHU
OyAyT BBOJWUTH MHTHOWTOP WUMMYHHOW KOHTPOJBHOM TOYKH, B PE3YyJIbTaTE YETO CYOBEKT
nojryyaeT cBsasbBatomee PD-1 cpeacTBO W MHTHOMTOP MMMYHHOW KOHTPOJBHOW TOYKH.
Takum 00pa3oM, CyOBEKTY MOKHO BBOJHTH CBs3biBaromee PD-1 cpeacTtBo B KOMOWHAITHH C
MO0 MEHBIIEH Mepe OJHMM HHTHOWTOPOM HMMYHHOW KOHTPOJBHOW TOYKW. B BapmaHTax
ocymiecTBIIeHHA cBs3biBaromee PD-1 cpemcTBo mpeacTaBisieT co0oi moooe aHTuTeno k PD-

1, OMHUCaHHOC B JAHHOM JOKYMCHTC.

[0032] B BapmaHTax OCYyIIECTBIEHHWS HHTHOWTOP MMMYHHOH KOHTPOJBHOHU
TOYKH TPEJCTABISIET COOOHM CPEICTBO, CIIOCOOHOE MOAABIATH JIF000€E U3 clieayroniero: PD-1
(HampuMep, TOJABJIEHHE C TIOMOUIBIO CPEACTB TEPAINHH, HAIMPABIEHHBIX TPOTHB PD-1,
npotuB PD-L1 wmm nmpotus PD-L2), CTLA-4, TIM-3, TIGIT, LAG (wampumep, LAG-3),
CEACAM (mampumep, CEACAM-1, -3 w/umm -5), VISTA, BTLA, LAIR1, CD160, 2B4,
CD80, CD86, B7-H3 (CD276), B7-H4 (VTCN1), HVEM (TNFRSF14 umu CD270), KIR,
A2aR, MHC xnacca I, MHC xnacca II, GALS, ageno3un, TGFR (manpumep, TGFR Geta),
B7-H1, B7-H4 (VTCNI), 0X-40, CD137, CD40, IDO wma CSF-1R. B BapumanTax
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OCYLIECTBJICHUS MHTMOUTOP KOHTPOJIBHON TOYKH NPEJICTABIIET COOON Majyi0 MOJIEKYIY,
HYKJIEHHOBYIO KHCJIOTY, TTOJUIIENTH (HATPUMED, AaHTHTENIO), YTIAECBO, JIHITHA, METAJUT WITH
TOKCHMH. B BapuWaHTax OCYIIECTBIIEHHS HWHTHOHUTOPOM KOHTPOJIBHOM TOYKH SBIAECTCA

AHTHUTCJIO, KOHBIOIraT aHTHUTCJIa UIH €TI0 aHTI/IFCHCBHSBIBaIOH[Hﬁ (ppaFMeHT.

[0033] B BapmaHTax OCYIIECTBIEHHS HHTHOUTOP HMMMYHHOH KOHTPOJBHOHM
TOYKH TPEACTABIAET COOOM CPEACTBO, KOTOPOE TMOMABIIET OENoK 3, coaepskamuid T-
KIETOYHBIH HMMMYHOTJIOOYITMHOBBIM M MyIUHOBbIM gomenbl (TIM-3), Oemok 4,
ACCOLMUPOBAHHBIA ¢ MHUTOTOKCHYeCKUMHU T-mumpormramu (CTLA-4), reH 3 akTUBAIUU
mumporutoB (LAG-3), T-kmerounsiii ummyHornooymua wu gomen ITIM (TIGIT),
uHAONAMUH-2,3-nmuokcureHasy (IDO) wmm peuenTop KOJTOHHECTUMYIUPYIOMETO akropa 1

(CSFIR).

[0034] B BapuaHTax OCyHIECTBJIECHUS MHTHOUTOPOM HMMMYHHOW KOHTPOJIBHOM
Toukd sBisercs uHrHOuTOp TIM-3. B Bapmantax ocymectBreHuss uHruoutop TIM-3
MPEACTABIIET COO0H MAITyF0 MOJIEKYITy, HYKICHHOBYIO KHCJIOTY, TOJHIIENTHA (HATPUMED,
AHTUTENIO), YTIIEBOJ, JIUMHJ, METAJUI, TOKCHH WM CBSA3BIBAIOIIEe CPeAcTBO. B BapmaHTax
ocymecTBieHust uHruouTopom TIM-3 sBnsercs csaspiBatoniee TIM-3 cpencTBo (Hampumep,
AHTHUTENIO, KOHBIOTAT AHTHTEIA WM €T0 aHTUTEHCBA3BIBAIONINK (parmMeHT). B BapmanTax
ocymecTiaeHus uHruouTop TIM-3 mpencrasnser co6oi uarHOUTOpP TIM-3, OTIHCAHHBIH B
WO 2016/161270, koTopast BKIIOYEHA B JAHHBIA JOKYMEHT C TIOMOIIBIO CCHUIKH BO BCEH
cBoel moHoTe. B BapmanTax ocymectsienns uaruourop TIM-3 npeacrasmsaer codoit TSR-
022. Hampumep, wmarHOUTOp TIM-3 (Hampumep, TSR-022) M0oxHO BBOOWUTH B JI03€,
cocTaBysromed npuomm3uTenbHo 1, 3 wm 10 Mr/kr (HarmpuMep, MPUOTU3UTETFHO 1 MT/KT;
MPHONMH3UTEBHO 3 MI/KT WM TPHOMH3UTENBHO 10 MI/KT), WM TIOCTOSTHHOM 103€ OT
mpuom3uTeasbHo 100 mo 1500 Mr (HampuMep, MOCTOSHHOW 03¢ MpUOIM3uTebHo 100 MT;
MMOCTOSTHHOU 1103€ mpuUOMHM3UTeNbHO 200 MT; MOCTOSHHOW 03¢ TpHOIU3HTeIbHO 300 MT;
MMOCTOSTHHOU 7103€ mpUOMU3UTENbHO 400 MT; MOCTOSHHOW 03¢ TpHOTU3HTETHHO 500 MT;
MMOCTOSTHHOU 7103€ MpUOMH3UTENbHO 000 MT; MOCTOSHHOW m03¢ TpuOIU3uTeIbHO 700 MT;
MMOCTOSTHHOU 1103€ mpuOMHM3uTeNbHO 800 MT; MOCTOSHHOW 103¢ TpHOTU3HTEIbHO 900 MT;
MTOCTOSTHHOM /103¢ mpuOmm3uTebHo 1000 MT; mocTosTHHOM 103¢ TipuOIu3uTeabHo 1100 M
MMOCTOSTHHOM /103¢ MPpUOMM3uTeNbHO 1200 MT; IOCTOSTHHOM 103¢ TpuOIu3uTeabHo 1300 M
MMOCTOSTHHOM /103¢ mpHOMu3uTenbHO 1400 MT WM TOCTOSHHOW [103€ TPHOIH3UTEIIHHO

1500 mr).
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[0035] B BapumaHTax OCymEecTBIEHHUS WHTHOMTOPOM WMMYHHOW KOHTPOJBHOHU
touku aBisieTcss UHTHOUTOP CTLA-4 (Hampumep, aHTHUTENO, KOHBIOTAT AHTUTENA WA €T0
aHTUTEHCB3bIBaOMMK (parmeHT). B Bapmantax ocymectBreHuss unruourop CTLA-4
MPEACTABIET COO0M MAITyl0 MOJIEKYITy, HYKJICHHOBYIO KHCJIOTY, TOJHIIENTHA (HAPUMED,
AHTUTEJNO), YTTIEBOJ, JTUMHJ, METAJUT WM TOKCHH. B BapuaHTax OoCyIIecTBICHHA HHTHOUTOP
CTLA-4 npencraBnseT coO0M Mallyr0 MOJIEKYJTy. B BapuaHTax OCymiecTBIIEHUS HHTHOUTOP
CTLA-4 mpencrasmsier coboi cesaspBatomee CTLA-4 cpeactBo. B Bapumantax
ocymiectBieHnss HHTUOUTOpoM CTLA-4 aBnsieTcsl aHTHUTENO, KOHBIOTAT aHTHTEA WJIH €T0
aHTUTeHCBS3bIBAOIIMK (pparmenT. B Bapmantax ocymectBienus unruouropom CTLA-4

apnseTcs unuumymado (Yervoy), AGEN1884 unu tpemenumyma0.

[0036] B BapuaHTax OCYHIECTBIEHUS MHTHOUTOPOM HMMYHHOW KOHTPOJIBHOM
TOYKH sBisieTcs UHruouTop LAG-3 (Hanmpumep, aHTHTENO, KOHBIOTAT AHTHTENA WIIH €T0
aHTUTEHCBsA3bIBatOIMi (parment). B BapmanTax ocymectsinenus wuHruoutop LAG-3
MPEACTABIIET COO0H MAITyr0 MOJIEKYITy, HYKJICHHOBYIO KHCJIOTY, TOJHIENTHA (HATIPUMED,
AHTUTENIO), YITIEBOJ, UK/, METAIT WM TOKCHH. B BapuaHTax oCyIIecTBIEHUS HHTHOUTOP
LAG-3 npeactaBmseT coO0# Mamyr0 MOJEKylly. B BapHaHTax OCYIIECTBICHUS WHTHOHTOP
LAG-3 mpencrasiset codoi casbBaromee LAG-3 cpeactso. B BapraHTax oCyImecTBICHUS
uaruOuTOpoM  LAG-3  sABIAETCS  AHTUTENO, KOHBIOTAT  AHTHUTEIA WM  €ro
AHTHTCHCB3bIBaOMMK (pparment. B Bapmantax ocymectsienus uHruomropom LAG-3
apisercs IMP321, BMS-986016, GSK2831781, Novartis LAG525 wmui uaruourop LAG-3,
ormmcanHeli B WO 2016/126858, WO 2017/019894 umu WO 2015/138920, kaxkmas u3

KOTOPBIX BKJIFOYEHA B JAHHBIN JOKYMEHT C OMOIIBIO CCBIJIKH BO BCEH CBOEH ITOJTHOTE.

[0037] B BapumanTax OCymecTBI€HHUS WHTHOUTOPOM UMMYHHOW KOHTPOJBHOHU
touku sBisieTcss uHruHOUTOp TIGIT (Hampumep, aHTHTENO, KOHBIOTAT AHTHTENA WA €TO
aHTHTEHCBA3bIBalOMMK (parmenTt). B Bapmantax ocymectBienus wuaruoutop TIGIT
MPEICTABIIET COO0M MAITyI0 MOJIEKYITY, HYKJICHHOBYIO KHCJIOTY, TIOJHIIENTHA (HAPUMED,
AHTHTEJNO), YTIIEBOJ, UMK, METAJUT WM TOKCHH. B BapuaHTax OoCyIIeCTBICHH HHTHOUTOP
TIGIT npeactaBisieT coO0M Mayr0 MOJIEKYy. B BapHaHTax OCYIIECTBIICHUS HHTHOUTOP
TIGIT npenctasnsier codout csaspBatomee TIGIT cpeactBo. B BapuanTax ocymiecTBIeHUS
uaruoutopom  TIGIT  saBmgeTcs  aHTHTENO, KOHBIOTAT  AHTHUTENA HWIH  €T0
AHTUTEHCBA3BIBAOMMK (parmeHT. B BapmanTax ocymectBinerus wuaruOutopom TIGIT

assaerca MTIG7192A, BMS-986207 unu OMP-31M32.
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[0038] B BapumaHTax OCymEecTBIEHHUS WHTHOMTOPOM WMMYHHOW KOHTPOJBHOHU
toukn seisgercs uHruHOuMTOop IDO. B Bapmantax ocymectBrenus wunruoutop IDO
MPEICTABIET COO0M MAITyI0 MOJIEKYITy, HYKJICHHOBYIO KHCIIOTY, TOJHIIENTHA (HAPUMED,
AHTHUTENO), YTTIEBOJ, JTUMH, METAJUT WM TOKCHH. B BapuaHTax oCyIiecTBICHHA HHTHOUTOP
IDO npencrasnseT coO0l Mamyro Moiekyiy. B BapuanTax ocymectsienus uaruoutop IDO
npeacTaBmieT coOoi  cBasweBatomee IDO cpeactBo. B BapmaHTax ocCymiecTBICHHA
uHruouTopom IDO saBnseTcs aHTUTENO, KOHBIOTAT AHTUTEINA WITH €T0 AHTUTCHCBSI 3bIBAFOIIIHIA

¢dparmeHT.

[0039] B BapuaHTax OCyIIECTBIEHUS MHTHOMTOPOM UMMYHHOM KOHTPOJIBHOM
touku sBiseTcs unruourop CSFIR. B Bapmantax ocymectsinenus uaruOutop CSFIR
MPEACTABIAET COO0M Mallyl0 MOJIEKYITy, HYKJICHHOBYIO KHCJIOTY, IMOJMIIENTHA (HAPUMED,
AHTUTENIO), YITIEBO, UK/, METAIT WM TOKCHH. B BapuaHTax oCyIiecTBIEHUS HHTHOUTOP
CSF1R mpencrasisger coboil Mayro MOJIeKyTy. B BapuaHTax OCYHIECTBICHHS HHTHOHTOP
CSF1R npeacrasnset coboit ceaspBatomee CSFIR cpencTso. B BapraHTax 0CyIIecTBICHAS
uaruoutopom  CSFIR  sBiasercs  aHTHTENO, KOHBIOTAT  AHTHUTENA WM €0

AHTUTEHCBA3BIBAIOIIMH (PparMeHT.

[0040] B BapuaHTax oCymiecTBICHUS cy61>e1<Ty JOITIOJIHUTEIIFPHO BBOIHIIH HJIHU
OyayT BBOJHUTH CPEACTBO, KoTOpoe moaaBisieT momu(AJld-pudosza)nomumepasy (PARP), B
pe3ynbTaTe 4ero CyObeKT MOTy4aeT JICUeHHE ¢ MOMOMIBIO CBs3biBaromero PD-1 cpenctsa u

uHrHONTOpa PARP.

[0041] B Bapuanrax ocymectsienus uaruoutop PARP mpencrasmser co6oit
MaJIyI0 MOJIEKYJTY, HyKJICHHOBYIO KHCJIOTY, TIOJHIENTH (HATPHUMEDP, AHTHTENO), YTIIEBOJ,
JMITHJ, METAJUT WM TOKCHH. B BapmanTax ocymecTBienuss uHruOuTop PARP BeiOpan w3
rpynnsl, cocrosameit uz: ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722,
DR 2313, E7016, E7449, ¢my3omapuda, IMP 4297, INO1001, JPI 289, JPI 547, xonbtorara
MOHOKNIOHAMbHOE aHTuTeno B3-LysPE40, MP 124, aupanaputa, NU 1025, NU 1064, NU
1076, NU1085, omamapuoa, ONO2231, PD 128763, R 503, R554, pykanaputa, SBP 101, SC
101914, cummumnapuda, Tanazomnapuoa, semumnapuda, WW 46, 2-(4-(tpudropmeTen)peHnn)-
7,8-muruapo-SH-trnommpano[4,3-d jnupumunua-4-01a ¥ UX COJEH WM TPOW3BOIHBIX. B
BapuaHTax ocymecTsiieHus HHrHOuTOp PARP mpencrasnseT co0oit HUpanupuO, onamapuo,

pykanapuO, TajazonapuO wiu Bemunapu0. B BapuanTax ocymiectsienus uHruOuTop PARP
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MPEACTABISET COO0OW HUpamapuO (Hampumep, CBOOOJHOE OCHOBAHWE HHpanapuoa,

HUpanapuOa TO3UIIAT WK HUpanapuOa TO3UIaTa MOHOTHIPAT HITH JIFOOY0 UX KOMOHWHALIHIO).

[0042] B BapmaHTax ocymiecTBIEHHS CyOBEKTY AOTOJHUTEINBHO BBOIAT HITH
OyAyT BBOAUTH OJWH WA 00Jiee HHTHOMTOPOB HMMYHHON KOHTPOJIBHOM TOYKH (HAmpuMeD,
uHruouTOp TIM-3 1/umm uarnourop LAG-3), B pe3ynbrare 4ero CyObEeKT MOTyYaeT JICUCHHE
¢ momoIbio ces3biBaromiero PD-1 cpenctsa, nuarnoutopa PARP (Hanpumep, HupanapuOa) u
OJHOTO WM ©OoJee HHrHOMTOPOB HMMMYHHOM KOHTPOJIBHOM TOYKHM. B BapuanTax
OCYHIIECTBIICHHA CYOBEKTY BBOAAT cBs3biBatomee PD-1 cpencrBo, unruoutop PARP
(Hammpumep, Hupamapu6) u uaruourop TIM-3. B BapmaHTax OCYyIIECTBIEHUS CyOBEKTY
BBOJAT cBsa3bBatomee PD-1 cpeacrBo, maruoutop PARP (Hampumep, Hupamapu0) u
uaruoutop LAG-3. B Bapuantax ocymecTBleHHs CYyOBEKTy BBOAAT cBsa3biBatomee PD-1
cpeactBo, uHrHOUTOp PARP (Hampumep, mupamapu®), uaruOutop TIM-3 u uHrHOHUTOD
LAG-3.

[0043] B BapuaHTax OCyIIECTBJIEHHS TEPANIEBTUYECKOE CPEACTBO (HAIIPUMED,
csaspiBaroniee PD-1 cpeacTBo, HHTHOUTOP HIMMYHHOM KOHTPOJIBHON TOYKH WJIH HHTHOHTOP
PARP), ommcaHHOe B JaHHOM JOKYMEHTE, BBOJAT COTJIACHO CXEMaM BBEICHHA [JO3bI,
OpoaACMOHCTPHUPOBABIIUM JOCTHKCHHUC KJIMHHYECKOM ITOJIb3BI Y HCKOTOPBIX IMAIUCHTOB
(HampuMep, COTTACHO CXEME, OMPECIIEHHOW BPAavyoOM, B TOM YHCJIE ¢ MOIU(DUKALHAIMU

BBEJICHHUSA JIO3BI).

[0044] B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHA KIMHHYECKAas MOJb3a
mpeacTaBsieT co0oi momHb 0TBET («CRY»), wacTrunsiii oTBET («PRY») Mnm cTradunmmsammro
3a0oneBanus («SD»). B HEKOTOpHIX BapWaHTaX OCYIICCTBIICHHS KIWHHYECKAs TOJTb3a
COOTBETCTBYET MO MeHbuiel Mepe SD. B HeKOTOpbIX BapHaHTaX OCYIIECTBIICHUA
KIIMHMYECKAasd TOJb3a COOTBETCTBYET MO MeHbmed mepe PR. B HekoTtopeix BapuanTax
OCYIIECTBIICHUA KIMHUYEcKas mnonb3a cooTBeTrcTByeT CR. B HekoTophIX BapuaHTax
OCYIIECTBIIEHH 1O MeHbIIEH Mepe 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%, 15%, 20%,
25%, 30%, 35%, 40%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% wumu 95%
MAaLMEHTOB JOCTUTAIOT KIIMHUYECKOH MONb3bl. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIICHUA 110
MEHbIIeH Mepe 5% MauueHTOB AOCTUTAIOT KIIMHUYECKOM T0JIb3bl. B HEKOTOPBIX BapHaHTax
OCYIIECTBICHUA MO MEHbIEN Mepe 5% NaleHToB AocTUratoT SD. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHUS MO MEHbIIEH Mepe 5% MalueHToB MOCTUraroT 1o MeHbied mepe PR. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUA IO MeHbIIEN Mepe 5% mauuenToB aocturaroT CR. B
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HEKOTOPBIX BapHaHTaX OCYIIECTBIECHHA MO MeHbmied mepe 10% mNanuMeHTOB JOCTUTaroT
KIIMHUYECKOHM TMOINIb3bl. B HEKOTOPBIX BapHaHTaX OCYILECTBIEHHUA Mo MeHbiied mepe 10%
NAUMEHTOB AOCTUTAOT SD. B HEKOTOPBIX BapHaHTaX OCyIIeCTBIEHUA MO MeHbInel mepe 10%
MALMEHTOB JOCTUTAIOT IO MeHbIIEN Mepe PR. B HEKOTOPBIX BapraHTax OCYIIECTBICHHUS 10
MeHble Mepe 20% NanueHTOB JOCTUT AT KIIMHUYECKOM MOJIb3bl. B HEKOTOPBIX BapHaHTax

OCYIIECTBIICHHS TI0 MeHbIIeH Mepe 20% maueHToB AocTUraroT SD.

[0045] B HeKkoTOpBIX BapuaHTax OCYINECTBIICHHA KIIMHHYECKAs I0JIb3a
(manpumep, SD, PR u/umu CR) ompenensiercst cornmacHo KpurepusiMm OLIEHKH OTBETA MPH
comuaubix omyxomsax (RECIST). B HexkoTOphIX BapHaHTax OCYIIECTBIECHUS KIMHHYECKAs
nosib3a (Hanpumep, SD, PR w/unmu CR) onpenensercsa cornacHo pykoBoactsam RECIST. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIICHUS KIUHUYeCKas monb3a (Harpumep, SD, PR w/umu CR)
onpexaenserca cornmacHo pykooactBam RECIST (Bepcus 1.1). B HeKoTOphIX BapHaHTax
OCYIIECTBJICHHS KIMHWYeCKas monb3a (Hampumep, SD, PR w/mumu CR) ompenemsercs
COTJIACHO CBfI3aHHBIM ¢ WMMyHHOW cuctemod pykoBoactBom RECIST (irRECIST). B
HEKOTOPBIX BapHAHTAX OCYIIECTBICHUS OTBET OIYXOJIM MOKET OBITh OLEHEH JHO0 C
nomomibto iIrRECIST, mub6o ¢ momompio RECIST Bepcum 1.1. B HekoTOpBIX BapuaHTax
OCYHIECTBIICHHA OTBET OMYXOJIM MOKET OBbITh OleHeH Kak ¢ momompbto irRECIST, Tak u ¢
nomompio RECIST Bepcum 1.1. Ilpu ucnonp30BaHUM B JAHHOM JOKYMEHTE TEPMHH
«pykoBojactea RECIST» moryr otHocutbes k RECIST 1.0, RECIST 1.1 mmu irRECIST

B3aUMO3aMCHACMO.

[0046] B BapuaHTax OCymECTBICHUA Y TALMEHTa HMEETCA HAPYIICHHUE,

KOTOPOE TPEACTABIIET COOON TUCHYHKITHOHATBHOE HApYyIIeHHEe T-KIeTOK.

[0047] B BapumaHTax OCYIIECTBIECHUA Y TALMEHTa HMEETCA HAPYIICHHUE,

KOTOPOE MPEACTABISIET COOOM pax.

[0048] B BapmaHTax OCYyIIECTBICHHS PpaK AacCOLMHUPOBAH C BBICOKOM

MYyTalMOHHOM Harpy3kou omyxonu (TMB).

[0049] B BapmaHTax OCYINECTBIECHUS pPaK SBIAETCA MHUKPOCATEIUIMTHO-
crabmmpHbiM (MSS).

[0050] B BapraHTax 0CynIeCTBICHUA PAK XapAKTEPU3YETCS MUKPOCATEIUTATHON
HECTAOUITBHOCTHIO.
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[0051] B BapmaHTax OCYINECTBIEHHA pPAaK HWMEET CTaTyC BBICOKOH

MHUKPOCATEITUTHOM HecTaommpHOCTH (MSI-H).

[0052] B BapuanTax OCYINECTBIIEHMS paK MMEET CTaTyC HU3KOH

MUKPOCATEILTUTHOM HecTaOmmbHOCTH (MSI-L).

[0053] B BapmaHTax OCYIIECTBIIEHHMs PaK acCOLMHPOBaH ¢ BbICOKOM TMB u
MSI-H.
[0054] B BapuaHTax OCYIIECTBIIEHHMs paK acCOLMMPOBaH ¢ BbICOKOM TMB u

MSI-L nnum MSS. B BapraHTax OCyIIeCTBIEHH Pak accCOUMUPOBaH ¢ Bbicokot TMB u MSI-

L. B BapuaHTax OCyIIeCTBICHHA paK acCOLMUPOBaH ¢ Beicoko TMB u MSS.

[0055] B BapuaHTax OCYIIECTBICHHS pak HUMEET MACPEKTHYIO CHCTEMY

penaparuu omuooyHOTo criapuBanus JJHK.

[0056] B BapuaHTax OCYIIECTBJIEHHS PAaK XapaKTepU3yeTcs NePEeKTOM B TEHE

penaparuu omuooyHOTo criapuBanus JJHK.

[0057] B  BapmaHTax  OCyIIECTBJICHHS pak  MPEICTABIAET  COOOH

TUIIEPMYTUPOBAHHBIN PaK.

[0058] B BapmaHTax OCYIECTBICHHUS pPaK XapakTepusyercs aeuiurom
penapamMi  TOCPEJACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IE(HIIATOM TOMOJIOTHYHOH

penaparu («HRD»).

[0059] B BapuaHTax OCyIIECTBICHHA pPaK MNPEAyCMATPUBAET MYTAlHIO B

nommMepase-aenbra (POLD).

[0060] B BapuanTax OCyIECTBICHHA paK NPEAyCMATPUBAET MYTAlHIO B

noyumepase-3ncuinon (POLE).

[0061] B BapmaHTax OCYIIECTBICHUS PaK MPEACTABIIET COOOM PaK SHIOMETPHS
(mammpumep, pak s>Hmomerpust MSI-H umu MSS/MSI-L). B BapmanTax ocyniecTBIeHHS pak
npeactapnser coodoi pak MSI-H, mpenycmarpuBarommii mytammro 8 POLE wnmm POLD
(HammpumMep, HedHAOMEeTpHATBHBIH pak MSI-H, npexycmarpusatomuii mytarmio 8 POLE umum
POLD). B BapmaHTax OCyHIECTBIECHHS pPaK TPEICTABIAECT COOOM paKk MOJOYHOH JKEJe3blI
(HampuMep, TPWKABI HeTaTuBHBIM pak Momounoi »xeme3sl (TNBC)). B BapumanTax
OCYIIECTBIICHHA PAK MPEACTABISIET COOOM PaK JIETKOTO (HapuMep, HEMETKOKIETOYHBIN pak

JEeTKOTO0). B BapnaHTax OCyHIecTBIIEHHUS Pak MPEACTaBIIeT coO0M MenmaHoMy. B BapmaHTax
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OCYIIECTBICHHUA PaK TPEACTABIAECT COOOM KOJNOPEKTanbHBIM pak. B  BapmanTax
OCYLIECTBJICHHUA PaK TMPEACTABIAET COOOH IUIOCKOKJIETOYHYIO KapIMHOMY aHyca,
IJIOCKOKJIETOYHYI0 KapLHMHOMY IIOJOBOIO YJIEHA, IUIOCKOKJIETOYHYH) KApPLHMHOMY INEHKH
MATKH, IUIOCKOKJIETOYHYI) KAPLUHMHOMY BIIATAJIMIIA WM IUIOCKOKIIETOYHYH) KapLUHOMY

BYJIbBBIL.

[0062] B  BapmaHTtax  OCyIIECTBICHHA pak  MPEACTaBIAECT  COOOH
aJICHOKApPLMHOMY, PaK J3HAOMETPHA, PaKk MOJIOYHOM SKENE3bl, pPaK SUYHHMKA, paK INEHKH
MaTKH, pak (ammonueBod TPyObl, paK AWYKA, NEPBUYHBIA PaK OpPIOIIMHBL, PaKk TOJICTOM
KMIIKH, KOJOPEKTAIIbHBIM paK, pPaK >KeIyJKa, paKk TOHKOTO KHIICYHHKA, IMIIOCKOKIETOYHYIO
KapILMHOMY AHOTE€HUTAIbHOW 00NacTH (HANPHUMEp, IJIOCKOKIETOYHYIO KapLUHOMY aHyca,
MOJIOBOTO WJIEHA, INEWKM MAaTKM, BJarajviia WA BYIbBBI), CAPKOMY MATKUX TKaHEH
(HanpuMmep, JIEHOMHOCAPKOMY), METaHOMY, ITOYECYHOKIIETOYHYIO KapIUHOMY, PaK JETKOTO,
HEMEJIKOKJICTOYHBIM  paKk JIETKOTO, aJCHOKAPLUHOMY JIETKOrO, IUIOCKOKIIETOYHYIO
KapUUHOMY JIETKOTO, paK >KEIyJKa, PaK MOYEBOIrO IMY3bIPs, PaK KEIYHOTO ITy3bIpsA, pak
MEYECHH, PAK NIUTOBHIHOM >KENE3bl, paK TOPTAHH, PAK CIIFOHHBIX JKEIIE3, PAK MUIIEBOJA, paK
TOJIOBBI ¥ IIEH, MJIOCKOKIIETOYHYIO KAPLIMHOMY I'OJIOBBI U IIEH, PaK MPEACTATENBHOM JKETIe3bl,
paKk MO/KETYTOYHOM KeJle3bl, ME30TEIHOMY, KapLHUHOMY U3 KIETOK Mepkens, capKoMmy,
TTMO0NaCTOMY, TE€MATOJOTHYECKHH PaK, MHOKECTBEHHYIHO MHEIOMY, B-KIeTOYHYIO
mampomy, T-knetounyro mampomy, mumdpomy XO0HKKAHA/TMEPBUYHYI0 MEIHACTHHATBHYIO
B-knerounyto mamM@omMy, XPOHHYECKHH MHEIOTCHHBIH JICHKO3, OCTPBIA MHUEIOUTHBIH
JEWKO3, OCTPBIM TUM(pOOTACTHBIM JIEUKO3, HEXOLKKHHCKYIO JTHMMQOMY, HEHpoOIacTomy,
omyxonb CNS, auddysayto rimmomy crBoja ronoHoro mosra (DIPG), capkomy IOwunra,
SMOPHOHATIBHYIO PabOMHOCAPKOMY, OCTEOCAPKOMY HITH OImyXxoJyib Bumbmca. B BapmanTax
ocymecTBieHusa pak sAsmgerca MSS wmu MSI-L, xapakrtepusyercs MUKpPOCATEIUIMTHOM
HecTaOumpHOCTHIO, sABisieTcss MSI-H, mmeer Boicokyto TMB, umeer Boicokyro TMB m
apnseTcss MSS mmu MSI-L, umeet Boicokyto TMB u sBmsercs MSI-H, umeer nedexrayro
cuctemy pemnaparuu omubouyHoro cnapusanus J[HK, wmeer nmedekr B reHe pemapanuu
omubOounoro cmapuBanus JIHK, mnpeacraBnser co0OH THUMEepMyTHPOBAHHBIA pakK,
npeactapnsgeT codoi pak HRD, mpemycmatpuBaer myTtanumio B monmMepase-aenspta (POLD)

WM TIPEyCMATPUBAET MyTalWIO B oiuMepase-ancuion (POLE).

[0063] B BapmanTax oOCYymEeCTBICHHUS pPaK XapakTepusyercs aeuimrom

penapamui  TOCPEJACTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(PHUIIUTOM TOMOJIOTHYHOU

24



WO 2018/129559 PCT/US2018/013029
penmapamu («HRD»). B BapmanTax ocymiecTBIEHHS pPaK MPEACTABIIET COOOW OCTPBIN
MUEJIOUTHBIA JIeHKo3. B BapmaHTax OCYIIECTBICHHS PaK MPEACTABIIET COOOW OCTPHIM
mum¢poOTaCTHRIM JIeMK03. B BapwaHTax OCYIIECTBIIEHHS pak TPEACTABIEIET COOOH
HEXO/DKKHHCKYIO JuM(pomy. B BapmaHTax OCYyHIECTBIEHHS pak TPEICTABIAECT COOOM
miMmpomy XomkkuHa. B BapumaHTax OCYIIECTBIEHHS PaK TMPEACTaBIAET COOOM
HeWpoOmacromy. B BapmaHTax oCymecTBICHUS pak mpeacTaBisaer cobor omyxons CNS. B
BapHaHTAaX OCYIIECTBIIEHUS PaK MPEACTABIAET cO00M MU Py3HYIO TTTHOMY CTBOJIA TOJIOBHOT'O
mosra (DIPG). B BapuanTax ocymiecTBIEHHUs pak MpeacTaBisaeT codoi capkomy lOwunra. B
BapHaHTaX OCYIIECTBJICHHUS PaK MPEACTABIIET COOOH IMOPHOHAIIBHYIO PA0IOMHOCAPKOMY.
B BapmaHTax OCyIIECTBIEHHS pak TMPEACTABIAET COOOM ocTeocapkoMy. B BapuanTax
OCYIIECTBIIEHHS PaK MPEACTABIAECT cOOO0M omyxob Bunbmca. B BapuanTax ocymecTBieHus

paK MpeACTaBIAET COOOH CAPKOMY MATKUX TKaHEH (HATIPHMED, TICHOMHOCAPKOMY).

[0064] B HEKOTOpBIX BapuaHTaX OCYINECTBIICHHA Yy NMALMEHTA MMEETCA Pak,
TAKOW KaK pPak TOJIOBBI M IIEH, PaK JIETKOro (HampuMmep, HEMENIKOKIECTOYHBIN PaK JIETKOTO
(NSCLC)), pak oYKy, pak MOYEBOTO ITy3BIPs, METAHOMA, KAPIIMHOMA U3 KIETOK MepKes,
paK IMICHKW MaTKH, BATMHAJIBHBIN PaK, BYJIbBAPHBIM PaK, PaK MAaTKH, PaK SHAOMETPHUS, paK
AMYHUKA, PaK (automueBor TPyOBI, pak MOJOYHOU JKENE3bI, PaK MPEACTATEIIEHOH KEIE3bl,
OITyXOJIb CIIFOHHOM JKENE3bl, TAMOMA, aIPEHOKOPTUKATIbHAS KapUMHOMA, PaK MUIIEBOAA, PaK
JKEITy/IKa, KOJIOPEKTATBHBIN PaK, PaK aNMeHINKCA, KAPIUHOMA YPOTEITHATBHBIX KIETOK HITH
TIOCKOKJIETOYHAS KapIMHOMA (HAITpUMep, JIETKOTO; aHOTCHUTAIIBHOW 00J1ACTH, B TOM YHCIIE
aHyca, TIOJIOBOTO YJI€HA, INEHKW MATKH, BIIATAJWINA WA BYJIBBBL, WIM NHOIEBOJA). B
HEKOTOPBIX OTPEACTICHHBIX BAPHAHTAX OCYIIECTBIICHHUS Y TAIIMEHTA UMEETCS aHATTbHBIN PaK,
pak ¢annonueBo TPyOBI, paK SHYHHKA WK Pak JIETKOTO. B HEKOTOPHIX OmpeaereHHbBIX
BapUaHTaX OCYIIECTBJICHHS Yy MALMEHTA UMEETCS Pak aHyca. B HEKOTOPBIX OMpEAEIIEHHbIX
BapHaHTaX OCYMIECTBIICHHUS Yy MAIMEHTa UMeeTCs pak amronueBoi(-bix) TpyosI(Tpyo). B
HEKOTOPBIX OTPE/IEICHHBIX BAPUAHTAX OCYHICCTBIICHHUS Y TIAIMEHTA HMEETCS PaK SHYHUKA. B

HCKOTOPBIX OMPCACIICHHBIX BAPHAHTAX OCYIMICCTBICHUA Y MAIUCHTA UMCCTCA PaK JICTKOTO.

[0065] B HEKOTOPBIX BapuaHTax OCYIIECTBIICHMS Y MALMEHTAa UMEETCS PaK ¢
MHUKPOCATEIUIATHOH HECTAOMIBHOCTBIO. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHA
MUKPOCATEIIUTHAS HECTAOWIBHOCTh CUWTAETCA BBICOKOH, TPH 3TOM HECTAOMIIBHOCTD
3HAYUTENTHHO BBIMIE, YeM HECTAOMITFHOCTD, HAOFOJacMas B KOHTPOJIBHOM KITeTKe (HapuMep,

craryc MSI-H). B HekoTopeix BapWaHTaXx OCYIIECTBIEHHS MHUKPOCATEIUIUTHAS
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HecTaOWITbHOCTh  siBNsieTcst  MSI-Low. B HekoTOphIX BapuaHTaXx OCYMIECTBIICHUS
MUKPOCATEIUIUTHAS ~ HECTAOWIPHOCTh  TPEACTABIAET  COOOW  MHKPOCATEIUTUTHYIO
cTabmiIbHOCTH (Hampumep, ctatyc MSS). B HEeKOTOPBIX BapuaHTaX OCYHIECTBIICHUS PaK C
MUKPOCATEITUTHON HECTAOMITBHOCTHIO TIPEACTABIAET COOOH PAaK T'OJIOBHI U IEH, PAK JIETKOTO
(HammpumMep, HeMeNKOKIIeTouHbIN pak nerkoro (NSCLC)), pak moyku, pak MOYEBOTO ITY3bIPA,
MEJIAHOMY, KapLUUMHOMY H3 KIETOK Mepkensa, pak INEHKH MAaTKHM, BardHAJIbHBIA Pak,
BYJIbBAPHBIN PaK, paKk MaTKH, PaKk SHAOMETPHUSA, PaK SMUHHUKA, paK (pammonueBo TpyObl, pak
MOJIOYHOM JKEJIE3bl, PaK IPEACTATEIBHOM KENE3bl, OMYXOJIb CIFOHHOM JKEIIE3bl, THMOMY,
aJIPEHOKOPTHKAJIBHYIO KAPLIUMHOMY, PaK MUIIEBO/IA, PAK JKETYKa, KOJIOPEKTAIbHBIN PaK, pak
anmneHAMKCa, KAPUUHOMY YPOTENHMAJIbHBIX KJIETOK MM IUIOCKOKIETOYHYHO KapLHMHOMA
(HarpuMep, JIErKOro; aHOT€HUTAIBHOM 001aCTH, B TOM YHCJIE aHyCa, TIOJI0BOTO WIEHA, INEHKU
MAaTKH, BJarajuina Ui BYJIbBbI;, UM MUIIEBOAA). B HEKOTOPHIX ONpEAEIeHHBIX BapHaHTaX
OCYIIECTBICHHUS paK C MHKPOCATEIUIMTHOW HECTAOMIBHOCTBIO TPEACTABIAET COOOM
aHATBHBIM PaK, pak (aIonueBOd TPYObL, paK AUYHHUKA WM PaK JIETKOTO. B HEKOTOPHIX
ONpEACIICHHBIX BapUaHTaX OCYHICCTBICHHMA Y MAaLMEHTa HMMEETCA PaK SHIOMETPHA C
MHUKpPOCATEITIATHOM HECTAOWIBHOCTBIO. B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHUA Y
MAIUEHTa MMEETCS PaK SHIAOMETPHS, KOTOPBIA SBIIETCS MHUKPOCATEILTUTHO-CTAOMITEHBIM

(MSS).

[0066] B HekoTOphIX BapHaHTaX OCYMICCTBIICHUSA Yy TALMEHTA UMEETCS PakK,
xapakTepm3yrommiics dkcnpeccued PD-1 w/mmu PD-L1. B HeKOTOphIX BapHaHTax
OCYNIIECTBIICHHA PaK XapaKTepHU3YeTCs BBICOKOW oskcmpeccued PD-1 w/mma PD-L1
(Hampumep, BBICOKOW dkcmpeccuerd PD-1 w/mmm  BeicOKOM 3kcmpeccuern PD-L1). B
ONPEIETICHHOM BapUaHTE OCYINECTBIICHHA PaK, XapakTepusyronmucsa skcrpeccuer PD-1
w/mmu PD-L1, mpexacraBmsger coOOW pak TOJIOBBI M IIIE€H, PaK JIETKOTO (HAIPUMED,
HEMENKOKIIeTOUHbIN pak jierkoro (NSCLC)), pak moykH, pak MOYEBOTO ITy3BIPs, METTAHOMY,
KapLMHOMY M3 KJIETOK MepKens, pak MEeNKH MaTKH, BATHHAIIBHBIN PaK, ByJIbBAPHBIM PaK, paKk
MaTKH, paK SHAOMETPHUSA, PaK AHYHHUKA, pak (HautonueBod TPyObl, paKk MOJOYHOU JKETIE3bI,
PaK MPEACTATEIbHOM JKEIIE3Bl, OIYXOIb CIFOHHOM JKEIIE3Bbl, TAMOMY, aJIPEHOKOPTHKAIIBHYIO
KapUMHOMY, paK IMOICBOAA, PaK JKEIyAKa, KOJIOPEKTAJIbHBIM pakK, paK aImeHIUKCa,
KapIMHOMY YPOTENHANBHBIX KIETOK WM IUIOCKOKJIETOUYHYI0 KapIMHOMY (HampHUMep,
JIETKOTO; aHOTEHUTAJIBHOW OOJIACTH, B TOM YHCJIE aHyCa, IMOJIOBOTO YIEHA, IIEHKH MATKH,

BJIATAIHINA WA BYJIbBBI, WIH THUIIEBOA). B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHHA PaK,
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xapakTepusyrommuiics skcnpeccuert PD-1 w/mmu PD-L 1, npeactasisier coO00# aHATBHBIN PakK,

pak ¢dautonMeBol TPYOBI, paK SHYHUKA HITH PAK JIETKOTO.

[0067] B BapuaHTax oCymecTBICHHS PaK MPEICTABIIET COOOH pak HA TIO3THEH
crtaauu. B BapmaHTax OCyIIECTBIIEHUS PaK MPEACTABISIET COOOW METAaCTAaTHYECKUH pak. B
BapHaHTaX OCYIIECTBIIEHUWS pak mnpeacTaBmier codo pak MSI-H. B BapuanTax
OCYHIIECTBIICHHA PAaK MPEACTaBIIeT coboi pak MSS. B BapmaHTax OCymIeCTBIEHHS PaK
npeactasmier cobo POLE-myranTHBI pak. B BapmaHTtax oCymIecTBIEHHS pak
npeactapmier co6oir POLD-myrtanTHBI pak. B BapuaHTax oOCyIIECTBIEHHS pak
MPeACTaBIAET cO00H pak ¢ Beicokod TMB. B BapuanTax ocymiecTBIeHHs pak aCCOLMUPOBAH
¢ JeUUIUTOM pemapaluu TOCPEACTBOM TOMOJIOTHYHOM PEKOMOMHAIMH/ AePHIIHTOM

romoJsiornaHoi penapauuu («HRD»).

[0068] B BapmaHTax OCYINECTBIIEHUS paK MPEACTABISIET COOOW COJHIHYIO
OIMyXO0Jb. B BapHaHTax OCYyIIECTBICHUA COMUAHASA OIyXOJIb HAXOAUTCS HA MO3AHEH CTaJHH.
B BapmaHTax OCYIIECTBIICHHS CONHIHAS OMYyXOJb MPEACTABIAET COO0M METACTaTHYECKYIO
COJTUIHYIO OIMyXOJIb. B BapHaHTax OCYNIECTBIICHUS COHIHAS OITyXOJIb IPEACTABIIET COOOH
comuanyto omyxonb MSI-H. B BapuaHTax oCcymiecTBICHUS COIUIHAS OITYXO0JIb MPEJACTABIIAECT
coboit comuaHyro omyxonb MSS. B BapuaHTax OCYIIECTBICHHUS COJMAHAS OMYXOJIb
npeacrapnsgeT coooir POLE-myTaHTHYIO CONMIHYIO OMYX0J1b. B BapHaHTax OCyIIeCTBIICHUS
CONMUIHAS OMyXONb mpeaAcTaBmsieT coO0o POLD-myTaHTHYIO CONMHAHYIO OMyXO0ib. B
BApPHAHTAX OCYIIECTBICHHUS COJUAHAS OITyXOJIb MPEACTABISIET COOOH COMUAHYIO OITyXOJIb C
BeicOkOM TMB. . B BapuanTax OCYIIECTBIICHHS CONMAHASA OIyXOJIb ACCOLMHUPOBAHA C
Ae(UIUTOM  pemapaldd  MOCPEACTBOM  TOMOJIOTHYHOM  PEKOMOWHAIMH/ AePHITHTOM

roMoJIornaHOH penapanuu («HRDy).

[0069] B  BapmanTtax  OCymIECTBICHHS pak  TPEICTABIAECT  COOOHU
HEPHIOMETPHATBHBIA pak (HAMPUMEP, HEIHIOMETPHAIBHYIO COJIMAHYIO OIMyXoib). B
BapHaHTAaX OCYIMECTBIIEHUS HEIHAOMETPHAIBHBINA PaK MPEACTABIIET COOOM PaK HAa TIO3THEH
cTamuu. B BapmaHTax OCYIIECTBIEHHS HEIHAOMETPHUANBHBIM PaK TPEACTABIIET COOOU
METaCTATHYECKUHA pak. B  BapumaHTax OCYINECTBIICHHS HEJIHIOMETPHAIBHBIM  pak
npeacTaBmieT coooi pak MSI-H. B BapuanTax ocymecTBiIeHHS HEIHIOMETPHAIBHBIN pak
MpeacTaBsieT co0oi pak MSS. B BapmaHTax OCYIIECTBIIEHUS HEIHIOMETPHAIBHBIA Pak
npeactaBmier  cobot  POLE-myrtanTHBIE  pak. B BapmaHtax  OCymIecTBIECHHUSA
HESHJOMETPHATIBHBIN PaK MPEACTABIAET COOON COMMIHYIO OMyXOJb (HAIPUMEP, COMUIHYIO
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onyxonb MSS, comuanyro omyxoib MSI-H, POLD-MyTaHTHYIO COTHAHYIO OMyXOJb HIIH
POLE-myTtanTHYIO COJIMIAHYIO OITyXOJIb). B BapuaHTax OCYLIECTBIICHUS
HEIHJAOMETPHAIIBHBIA pak TPEACTaBIsIeT coOO0M pak ¢ Beicokod TMB. B Bapumantax
OCYIIECTBICHUA HEIHJIOMETPHAIBHBIM paK acCOLMHUPOBAH C ACPHUIMTOM pPETaparyu
MOCPECTBOM TOMOJIOTUYHOM PEKOMOWHAIMH/Ie(PUIUTOM TOMOJOTHYHOW penapanuy

(«<HRD»).

[0070] B BapmanTax oCymiecTBICHU PaK MPEACTABIIIET COOOM paK SHIOMETPHS
(HampuMep, CONHMIHYIO OMyXOJjib). B BapumaHTax OCYIIECTBIECHHS pak >SHAOMETPHUS
MPECTABIAET COOOM pak HAa MO3/AHEN cTaAuK. B BapuaHTax OCYIECTBICHUA PaK SHAOMETPHUSA
MPECTABIAET COOOM METaCTATUYECKUH pak. B BapuaHTax OCyIIECTBICHHS PaK SHAOMETPHUA
mpeacTaBnsieT coboi pak suaometpus MSI-H. B BapumanTax ocymecTBiIeHHA pak
SHAOMETPHS TMPEACTABIAET COO0M pak sHAOMeTpUss MSS. B BapuaHTax OCyIIECTBIIEHUS PaK
sHIoMeTpus mpenctaBmsieT co0oi POLE-myrantHbIi pak sHuomerpusa. B BapuanTax
OCYIIECTBJICHHS PAK SHAOMETPHS NPpeACTaBIsIET 000 POLD-MyTaHTHBINH pak SHAOMETPHS.
B BapmaHTax OCYIIECTBIEHHUS PaK SHAOMETPHS MPEACTABIAET COO0M pak ¢ Bbicokoit TMB
SHIOMETpHA. B BapuaHTax OCYIIECTBIEHHUS pak SHIOMETPHUS aCCOLMUPOBAH C AePHIIUTOM
penapamMi TOCPEACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IE(DHIIUTOM TOMOJIOTHYHOH

pemnaparmu («KHRD»).

[0071] B BapmaHTax OCYHIECTBIIEHHS pakK MPEACTABIIET COOOH PaK JETKOTO
(HampuMep, COMMIHYIO OIMyXOJb). B BapHaHTax OCYIECTBIEHUS PaK JETKOTO MPEACTABIIIET
cOOOM pak JIETKOTO HA TO3MHEH cTagun. B BapmaHTax OCYIIECTBIECHHS PaK JIETKOTO
MPEACTABIIET COO0M METAaCTATHYECKHH PaK JIETKOTO. B BapWaHTax OCYIIECTBIEHHS pak
JIETKOTO TIPEACTABISIET COOOM TUTOCKOKIIETOUHYIO KapIUHOMY JIETKOro. B BapmaHTax
OCYIIECTBJICHHS PAK JIETKOTO TPEICTABIAET COOOH MENKOKIETOUHbIH pak jerkoro (SCLC).
B BapmanTax OCymiecTBIICHHSA PaK JIETKOTO MPEACTABIAET COOOM HEMEITKOKIIETOYHBIA paK
aerkoro (NSCLC). B BapmaHTax OCYIIECTBIIEHHS PaK JETKOTO MPEACTABIAET COOOM pak
Jerkoro ¢ Tpanciaokarped ALK (Hampumep, pak JIerkoro ¢ u3BecTHOM TpaHcaokarued ALK).
B BapmanTax ocymiecTBIEHHS pak jerkoro mpexactasisieT cooor EGFR-myranTHBIE pak
JeTkoro (Hampumep, pak Jerkoro ¢ wm3BectHow wmytammer EGFR). B BapmanTax
OCYHIECTBIICHHA PaK JIETKOTO TPeACTaBisieT cobou pak nerkoro MSI-H. B Bapumantax
OCYIIECTBJICHHSA PaK JIETKOTO TMPEACTaBIieT coOod pak nerkoro MSS. B BapumanTax

OCYHIECTBIICHHA PAaK Jierkoro mpeacTaBmsier co0od POLE-myrtantHBI pak nerkoro. B

28



WO 2018/129559 PCT/US2018/013029
BapHaHTaX OCYIIECTBICHHUS PAaK JIETKOro mpeacTaBisier coOoi POLD-myTaHTHBIH pak
Jerkoro. B BapmaHTax OCYINECTBICHHS PakK JIETKOTO TPEACTABIIET COOOM pakK JIETKOTO ¢
Bbicoko TMB. B BapmaHTax OCYINECTBICHHS PaK JIETKOTO ACCOIMHUPOBAH C AcPHUIUTOM
penapamuu  TOCPEJACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IE(DUIIUTOM TOMOJIOTHYHOU

penaparmu («<HRD»).

[0072] B  BapmaHTtax  OCyIIECTBICHHA pak  MPEACTaBIAECT  COOOH
konopektanpHbii  (CRC) pak (Hampumep, COMMAHYKHO OMyXOonb). B BapuaHTax
OCYIIECTBICHUA KOJOPEKTAIBHBIM PaK NPEACTABIAET COOOM KONOPEKTAaIbHBIM pak Ha
Mo3/HeN cTaauy. B BapuaHTax OoCyIiecTBICHHUS KOMOPEKTATbHBINA PaK MPEACTaBIIET COOOM
METAaCTATHYECKUU KOJIOPEKTAIIbHBIN paK. B BapuaHTax 0CylIeCTBICHUA KOJIOPEKTAIBHBIN paK
MPEACTaBIsAeT co00M KojopekrampHbii pak MSI-H. B BapmanTtax ocymiecTBieHUs
KOJIOPEKTAIbHBIM paK TPEACTAaBIsIET COOOM KojJopeKrambHbli pak MSS. B Bapuanrtax
OCYIIECTBJICHHUS  KOJIOPEKTANbHBIH pak  mpeactaBmsieT cobor  POLE-myTaHTHBIN
KOJIOPEKTAJIbHBIM pak. B BapHaHTax OCYIIECTBICHUSA KOJOPEKTAIbHBIA PAaK MPEACTABIACT
co0oii POLD-myTaHTHBI KOJOPEKTANbHBIM pak. B BapuaHTax OCYIIECTBICHHA
KOJIOPEKTAJTBHBIA PaK TPEIACTABISIET COOOM KOJOPEKTANIbHBIH pak ¢ BbicOkoW TMB. B
BAPHAHTAX OCYIIECTBICHHUSA KOJOPEKTATBHBIA PAK ACCOLUHUPOBAH C ACHHIMTOM peraparmu

MOCPEJACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IS(DHUIIATOM TOMOJIOTHIYHOW pemapaud

(«<HRD»).

[0073] B BapuaHTax OCYINECTBICHHUS PakK MPEACTABISIET COOOM MenaHomy. B
BApPHAHTAX OCYIIECTBIIEHUS MEJIAHOMA TPEACTABISIET COOOM METAaHOMY Ha TO3THEH CTaIHH.
B BapmaHTax OCyIIecTBICHHS METAHOMA TIPEICTABIISIET COOOM METACTATHUECKYIO METTAHOMY.
B BapuanTax ocymiecTBICHHS MeJaHOMA MPEACTaBisieT cobor memanomy MSI-H. B
BapHaHTaX OCYIICCTBIICHHS MEJIaHOMA TMPEACTaBIsieT co0ol Mmemanomy MSS. B BapuanTax
OCYIIECTBIICHHA MeTlaHOMa TipeAcTaBisieT co0oit POLE-myTanTHyI0 Menanomy. B BapranTax
OCYIIECTBIICHHA MeJaHoMa mnpeacTtaBmieTr cobot POLD-myranTHY®0O wMemanomy. B
BapHaHTAaX OCYIIECTBIICHHUS METAaHOMA TPEACTABIIET CO00H MenaHoMy ¢ Beicokod TMB. B
BAPMAHTAaX OCYIIECTBICHHUA MeEJIaHOMA AaCCONMUPOBAHA C JACPUIMTOM PpEmapanuy

MOCPECTBOM TOMOJIOTHYHOM PEKOMOWHAIIMH/Ie(PUIUTOM TOMOJOTHYHOW pemapanuy

(«<HRD»).

[0074] B  BapmaHTax  OCymIeCTBIEHHSA pak  MPEICTABIAECT  COOOHU
IUIOCKOKJIETOYHYI0 KapLUUHOMY AHOTEHHUTAIbHOMW OONacTH (HAmpuUMep, aHyca, IMOJIOBOTO
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YJleHa, UOIEWKM MAaTK{, BIATaJWINa WId BYJIbBB). B BapmaHTax OCYMIECTBICHHA
IUIOCKOKJIETOYHAs KapLUUHOMAa AaHOTEHMUTAIbHOW O0IacTH (HAmpHUMEp, aHyca, IOJOBOTO
YJIeHA, WKW MATKH, BIIATAJTUINIA W BYJIbBbI) TIPEACTABISIET COOOM PaK Ha MO3JHEH CTA M.
B BapmaHTax OCYyIIECTBICHHS IJIOCKOKJIETOYHAsA KAapLUHOMAa AHOTCHUTAIBHOM 001acTH
(HampuMep, aHyca, TOJIOBOTO YJeHA, NIEMKH MATKH, BIIATaJTUINA WIH BYJIbBBI) MIPEACTABIIAET
cO00M MeTacTaTHIEeCKHH pak. B BapmaHTax OCymiecTBICHHS IIOCKOKIETOYHAS KapIIMHOMA
AHOTEHUTAIBHOM 00JacTH (HampUMeEp, aHyca, MOJOBOTO 4IEHA, HIEMKH MATKH, BIarajiuiia
unm BynbBbI) sBnsieTcss MSI-H. B BapuanTax ocymecTBIeHUs TIOCKOKIETOYHAS KapLMHOMA
AHOTEHUTAIBHOM 007acTH (HampuUMeEp, aHyca, MOJOBOTO 4IEHA, NIEMKH MATKH, Barajaumia
WM BYJIbBBI) AiBIsieTcas MSS. B BapraHTax OCyIIECTBIEHUS PAK JIETKOTO MPEACTABIIAET COOOM
POLE-myTtanTHEIl pak. B BapmanTax OCYHIECTBIECHHA IUIOCKOKIIETOYHAs KapLUUHOMA
AHOTCHUTAJILHOW 00IIacTH (HAIpUMep, aHyca, MOJOBOTO 4JIEHA, INEHKH MATKH, BIArajuina
WIA BYIIBBBI) aCCOLMHPOBAaHA C JME(QUIMTOM PEMapalyd MOCPEACTBOM TOMOJIOTHYHOM

pexoMOUHAIH/ IePUITUTOM TOMOJIOTHYHOH penaparuu («HRDy).

[0075] B BapmaHTax 0CyIIeCTBICHHS PAaK MPEACTABIISIET COOOH pak sHYHUKA. B
BapUAHTaX OCYIIECTBIICHUS PAaK AMYHHMKA NPEACTABIET COOOW PaK SAWYHHUKA HA TO3IHEH
cTagaud. B BapuHaHTaX OCYINECTBJICHHS PAaK SHYHUKA MPEACTABIAECT COOOM METACTATHYCCKUM
pax sStMYHUKA. B BapHaHTax OCYIIECTBICHUS PAK SUUYHUKA TIPEACTABIIIET COOOHM pak SHYHHKA
MSI-H. B BapuanTax ocymecTBIECHHs pak SHYHAKA TIPEACTABIAET COO0H pak suyHuKa MSS.
B BapmaHTax OCymECTBIEHHS PaK sSUYHWKA TpeacTaBsieT cooor POLE-myTanTHbI pak
AMYHUKA. B BapwaHTax OCYINECTBIIEHWS pPaK SWUYHWKA mpeactasiaser codooi POLD-
MYTaHTHBIA PaK SHYHUKA. B BapuaHTax OCYHIECTBICHHUS PAaK SHYHHUKA TPEACTABIBIET COOOM
pak ssmyHuKa ¢ Beicokor TMB. B BapuaHTax OCymecTBICHUS pak SUYHUKA aCCOLMUPOBAH C
Ae(UIUTOM  permapaldd  MOCPEJACTBOM  TOMOJIOTHYHOW  PEKOMOWHAIMH/ AePHITHTOM
romoyiornaHol pemnapaumu  («KHRD»). B Bapmantax ocymecTBleHHs pak SHYHHKA
MPEICTABIIET COOOM CEPO3HOKIETOYHBIN PaK SMYHUKA. B BapuaHTax OCYIIECTBICHHSA pak

AWYHUKA NIPCACTABIACT Cc000¥ CBETIIOKIETOYHBIH PaK AsHYIHHKA.

[0076] B BapumanTax OCymecTBIEHHS PpaK TPEACTABIIET COOOM pak
¢annonmeBoi TpyOsl. B BapranTax ocyniecTBIeHHUS pak (PpayuionueBou TpyObl IPEeICTaBIIET
co0oi# pak dammonreBod TPyObl Ha TO3AHEH cTanuu. B BapuaHTax OCYNIECTBIIEHHS pak
(annonueBoi TPyOBl MPEACTABIAET COOOH METACTATHYECKHH pak (pammonmeBod TpyOs. B

BapHaHTaX OCYHIECTBIICHUSA pak (HajuIONmMeBOH TPYObl TPEACTABISIET COOOH pak
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¢amnormmeBoit TpyOsr MSI-H. B BapmanTax ocymectBieHus pak (amronueBod TpyOsI
MpeACTaBIseT cobor pak damronueBoi Tpyosr MSS. B BapumaHTax OCymIECTBIIEHHS pak
¢damnonmeBoit TpyOs! mpeactasuser codo POLE-MyTanTHBIN pak ¢danmonueBoi TpyOsl. B
BapHaHTaX OCYINECTBICHUS pak damronueBor TpyOsl mnpeactasiser codo POLD-
MYTaHTHBIA pak ¢amnonueBo TpyObl. B BapmanTax ocymiecTBIEHHUS pak (PamonmueBOM
TPYOBI TIpeACTaBIIsieT cOO0M pak ¢amtonmueBoil TpyOsl ¢ Bhicokod TMB. B BapuanTax
OCYHIECTBICHUS pPaK (amIONUEeBOH TPyOBI acCOLMUPOBAH C JAEQUIMTOM peHaparfu
MOCPEACTBOM TOMOJIOTUYHOM PEKOMOMHAIUMM/Ie(PUIUTOM TOMOJOTHYHOW penapanuu
(«<HRD»). B BapmanTax ocymecTBIeHHSA pak (pauionmueBod TPyObI MPEACTABISET COOOM
CEpO3HOKIIETOUHBIM pak ¢amnonueBol TpyObl. B BapumaHTax oOCyIIecTBIEHHA pak

(annonueBoi TPyOBI MPEACTABIAET COOON CBETIIOKIETOUHBIM PaK (ajIoNnueBO TPyObI.

[0077] B BapmaHTax OCyIIECTBJICHUS PaK MPEACTABIIIET COOOH MEPBUYHBINA PaK
OprommHbl. B BapuanTax ocymecTBICHHS TIEPBUYHBIA PaK OPIOIIMHBI MPEACTABIAET COOO0M
NIEPBUYHBIA pak OpIOIIWHBI HA MO3/IHEH CTaIuHM. B BapHaHTax OCYIIECTBIECHUS MEPBUYHBIH
paK OPIOIIMHBI TIPEICTABIAET COOOH METACTATHYECKHH TEPBHYHBIM pak OpromwuHbEL B
BapPHAHTAX OCYIIECTBIICHUS MEPBUYHBIA PAK OPIOIIHUHBI MIPEACTABISIET COOOU MEPBUYHBIA PaK
oprommubl MSI-H. B BapuanTax oCymecTBIeHHS IEPBUYHBIA PaK OPIOITHHBI TPEICTABIACT
co0o¥ mepBUYHBIM pak Oprommebl MSS. B BapmaHTax OCyHIeCTBIICHUS TIEPBHYHBIA pak
OprommHbl  TipeacTaBisier cobor POLE-myTtaHTHBI mepBUYHBIH pak Opromwebl. B
BapHaHTaX OCYIICCTBJICHHS TEPBUYHBIA pak OpIOIMUHBI TpeacTaBisier coooit POLD-
MYTAaHTHBIA TIEPBUYHBIA pak OprommHEl. B BapHaHTax OCYIIECTBICHHA TEPBHYHBIA pak
OpIOLIMHBI IPEACTABIIIET COOOW TIEPBUYHBIN pak OpromwuHbI ¢ Beicokor TMB. B BapuanTax
OCYIIECTBJICHHUSA TIEPBUYHBIM paK OPIOMIMHBI ACCOUMUPOBAH C ACPUIMTOM pemapayu
MOCPEICTBOM TOMOJIOTHYHOH PEKOMOWHAIIMH/Ie(UIUTOM TOMOJOTHYHOW pemapanuy
(«<HRD»). B BapmaHTax OCymEeCTBIICHHS TEPBUYHBIA PaK OPIOIIWHBI MPEACTABIAET COOOU
CEpO3HOKIJIETOYHBIA TIEPBUYHBIN pak OpromMHE. B BapHaHTax OCyIeCTBICHHS TEPBHYHBIN

pax OPIOLIMHBI PEICTABISIET COO0H CBETIOKIIETOUYHBIA IEPBUYHBIN PAaK OPIOIIHHBL.

[0078] B BapmaHTax OCyIIECTBICHHSA PAaK TMPEACTABIAECT COOOW OCTPBIH
mumMpooOmacTHeIN nerko3 («ALL»). B BapuaHTax ocymecTBIeHUS OCTPBIH TUM(pOOTaCTHBIH
JEHKO3 TIPEACTABIIET COOOM OCTPHIA JTMM(OOIACTHBIN JIEWKO3 HA TO3MHEH cTaguu. B
BAPMAHTAX OCYHICCTBIIEHUS OCTPBIM JTUMQOOIACTHBIA JIEWHKO3 TPEACTABIIET COOOM

METACTATHIECKUH OCTPBIA TMM(POOTACTHRINA JTIEHK03. B BapuaHTax OCYyIIECTBIEHUS OCTPHIH
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muM(pOOTACTHBIN JTEHKO3 TPEACTABIIAET COO0M OoCcTphiid muM(poOIacTHbIH eiko3 MSI-H. B
BapUaHTAaX OCYIICCTBIICHHUS OCTPBIH JTUM(OOIACTHBIN JTEHKO3 TPEACTABISIET COOOU OCTPHIH
mumMpoomacTHeI neiiko3 MSS. B BapmanTax ocymecTBIEHHS OCTPBIH JTUM(pOOTaCTHBIH
neiiko3 mpeactaBmaeT cooor POLE-myrtanTHBIN oCcTphiid muMpoOmacTHeIN Jeiko3. B
BapHAHTAaX OCYMIECTBICHUS OCTPBIA TUM(pOOTACTHBIN JIeiK03 TpeacTapiseT coooit POLD-
MYTaHTHBIA OCTPBIM JTHM(OOTACTHBIN JeHKko3. B BapumaHTax OCYHIECTBICHHS OCTPBIH
auM@oOTacTHBIN  JIEHKO3 AacCOLMHPOBAaH C Je(UUIUTOM pemapanydd  IMOCPEACTBOM

TOMOJIOTUYHOHM peKoMOMHAIMH/ AepuuToM romonoruyaoi penapauuu («KHRDy).

[0079] B BapuaHTax OCYyIIECTBICHHMA paK TMPEACTABIAECT COOOW OCTpPBIN
MUENOUIHBIN NeHKo3 («AML»). B BapuanTax ocymiecTBIeHH OCTPBIA MHUETTOUTHBIN JIEHKO3
MPEACTABIAET COOOM OCTPHIM MHENIOMIHBIN JIEHKO3 HAa TO3AHEeW cTtaauu. B BapuanTax
OCYIIECTBJICHHUS OCTPBIA MHEIOWIHBIA JICHKO3 TPEACTABIIET COOOM METaCcTATHYECKHUU
OCTPBIM MHEJIOMJHBIN JIEHKO3. B BapuaHTax OCYINECTBICHUS OCTPBIM MUEIOUIHBIN JIEHKO3
NpPEACTaBIAET COOON OCTPBIM MHenouaHbIH neriko3 MSI-H. B BapmanTax ocymecTBieHHs
OCTpPBIH MUEIIOMTHBIN JIEHKO3 TPEACTABIET COOOH OCTpPhIM MUENOMIHBIN seiiko3 MSS. B
BApHAHTaX OCYINECTBJICHUS OCTPBIA MHUEIIOMIHBIA JIeHKko3 mpenctaBiusier codoour POLE-
MYTAHTHBI OCTPBIA MHENOMJHBIN JE€HKO3. B BapHaHTax OCYIIECTBICHHUA OCTPBIN
MUEIOUTHBIH JIEWKO3 TIpeacTaBisieT co0oi POLD-MyTaHTHBIN OCTPBIA MHETIOUIHBIN JTEUKO3.
B BapuanTax OCyIIECTBIIEHUS OCTPBIA MHUCIOWAHBINA JIEWKO3 aCCOIMHPOBAH C ACPHUIUTOM
penapamui  TOCPEJACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IE(DHUIIUTOM TOMOJIOTHYHOHN

penaparmu («KHRD»).

[0080] B  BapmaHTtax  OCymIECTBICHHS pak  TPEACTABIAECT  COOOHU
HeXOLKKUHCKYI0 TuMpomy (NHL). B BapranTax ocymecTBICHHs HEXODKKHHCKAs TAM(poma
MPEACTABISET COOOM HEXO/KKHHCKYIO ImM(poMy Ha mMo3mHEW crtaawd. B BapuaHTax
OCYIIECTBICHUA HEXO/UKKHHCKAas JnuM@omMa TPEACTaBIIET COOOM METACTATHUYECKYFO
HEXO/DKKHHCKYIO JuMpoMy. B BapmaHTax OCymEecTBICHHS HEXO/HKKHHCKAsA JuMdpoma
MPEICTABIIET COO0M HEXOKKUHCKY0 muMmdomy MSI-H. B BapmanTax ocymecTBieHUs
HEXO/UKKUHCKas nauMdomMa TPeACTaBIsieT COO0H HEXOMKKHHCKYr0 ImMmpomy MSS. B
BAPHAHTaX OCYIIECTBIIEHUS HEXO/MKKHUHCKass numdoma npeactaBmier cobo POLE-
MYTaHTHYIO HEXO/DKKHHCKYI JMM(poMy. B BapHaHTax OCYIIECTBIICHUS HEXOKKHHCKAS
mumpoma mpenctaBmsaer co0oii POLD-MyTaHTHYIO HEXODKKHHCKYIO Jmmdomy. B

BaphuaHTax OCYHICCTBICHHA HCXOIKKHUHCKAA J'H/IM(i)OMa acconuurpoBaHa ¢ I[e(i)I/II_[I/ITOM
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penapamui  TOCPEJACTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(DUIIUTOM TOMOJIOTHYHOU

penaparmu («<HRD»).

[0081] B BapmanTax oOCymiecTBICHHA PaK MPEACTaBISET COO0U muMpomy
Xomxkuna (HL). B BapuanTax ocymectsnenus muM@poma X0omKKHHA TPEACTABISIET CO00H
mum¢pomy XOMKKHHA HA TO3AHEH cTaamu. B Bapwantax ocymecTBiaeHHs mumdpoMa
XOIKKAHA TIPEACTaBIsIET COOOM MeTacTaTuueckyro nuMpomy XomkkuHa. B BapmanTax
ocymiecTBieHus uMpoma X0HKKHHA TTpeAcTaBisieT cooor mumdomy Xomkxkuaa MSI-H. B
BapHaHTaX OCYIECTBICHUA TuMpoMa XO0PKKHHA IPEACTABIIET co00M muMpomy XOmKKHHA
MSS. B BapuanTax ocymecTBiaeHus TuMpoma XomKkuHA mipeactasmsier cobor POLE-
MyTaHTHYI0 JuMmbpomy Xo/kkuHa. B BapmaHTax ocymectsieHus auMpoma XOIKKHHA
npeactaBmier  coboit  POLD-myrtantHyro mumdomy XomkkuHa. B BapmaHTax
ocymecTBieHus smuM¢poma XOMKKMHA acCOLMUPOBaHA ¢ JAepUIMTOM penapanuu
MOCPEACTBOM TOMOJOTHYHOH PEKOMOMHAIMK/ACPHUIUTOM TOMOJOTHIHON peraparuu

(«<HRD»).

[0082] B BapmaHTax OCyIECTBIIEHUS PaK MPEACTABIAET COOOH HEHPOOIACTOMY
(NB). B BapmaHTax oCyIecTBICHHS HEHpPOOIacCTOMA MPEACTABIAET COO0H HEHPOOIACTOMY
Ha MO3/JHEH cTajud. B BapuaHTaxX OCYHIECTBJICHHS HEHWpPOOIacTOMAa MPEACTABISET COOOM
METAaCTATHYECKYI0 HeWpoOmactomy. B BapuaHTax OCYIIECTBICHHS HeHpoOaacToMa
mpeacTaBisieT coboit Herpodbmactomy MSI-H. B BapuanTax ocymiecTsienus HeHpoOiacToma
MpeACTaBIsgeT co00M HerpoOmacTomy MSS. B BapuaHTax ocymecTBICHHS HEHpoOIacToMa
npeactapnsgeT codoit POLE-myranTHyro HelpoOmactomy. B BapmaHTax OCymNIeCTBIICHUS
HelpoOnacroma mpeacrasmsier coboii POLD-myranTHyI0 HeipoOmacTomy. B BapmaHTax
OCYHIECTBIICHHA HEHUPOOIIacTOMA MPEACTABIIET COOOM HelpoOmacTtomy ¢ Beicokoi TMB. B
BapPHAHTAX OCYIIECTBJIICHUS HEWPOOIACTOMA ACCOIMHPOBAHA C JCPHUIMTOM perapanuu
MOCPEICTBOM TOMOJIOTHYHOH PEKOMOWHAIIMH/IeUIUTOM TOMOJOTHYHOW pemapanuy

(«<HRD»).

[0083] B BapmaHTax oCcymecTBIEeHHUS pak mpeacTaBisieT codoi omyxomb CNS.
B BapuanTax ocymectiaeHus omyxoyiib CNS HaxoauTcs Ha mo3AHeH ctaauu. B BapuanTax
ocymiecTBieHus omyxoiib CNS mpeacraBisger coboii Mmeracratnueckyro omyxoias CNS. B
BapuaHTax ocymectsieHus omyxoiab CNS mpeactasmser coooit omyxoms CNS MSI-H. B
BapuaHTax ocymiectBieHus omyxoiab CNS mpencrtasmser coboi omyxomp CNS MSS. B
BapuaHTax ocymniecTBieHus omyxoiib CNS npeacrassier co6oit POLE-MyTaHTHYIO OTTyX0JTh
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CNS. B BapuanTax ocymectsiaeHus omyxoiab CNS npeacrasisietr coooit POLD-myTaHTHYIO
omyxons CNS. B BapuanTax ocymectsienus omyxoiab CNS mpeacraBmseT co00# OmyXoJTb
CNS c Beicokoi TMB. B Bapuanrtax ocymectsiaeHus omyxonb CNS acconuupoBaHa c
Ae(UIUTOM  pemapanydyd  MOCPEACTBOM  TOMOJIOTHYHOW  PEKOMOWHAIMH/ AePHIIHTOM

roMoJiornaHoH penapauuu («HRD»).

[0084] B BapmaHTax OCYIIECTBICHHS PaK MPEACTABIEIET cO00U Auddy3HYIO
rimomy cTBoJia rosioBHOTO Mo3ra (DIPG). B Bapuantax ocymectsnenns DIPG npeacrasser
coboit DIPG Ha nmo3nHe# ctanuu. B Bapuantax ocymectsrnenuss DIPG npeacrasmseT coooi
metactatuueckyto DIPG. B Bapuanrtax ocymectsienuss DIPG nmpencrasmser co6oit DIPG
MSI-H. B BapuanTax ocymectsnenus DIPG npeacrasnser coooit DIPG MSS. B BapuanTax
ocymectBieHus DIPG mpeacrasmser co0oit POLE-myrantHyro DIPG. B BapumanTax
ocymecteiaerus DIPG mpencraBmser coboii POLD-mytantHyio DIPG. B Bapuanrtax
ocymecteieauss DIPG mpeacraBmsier coboét DIPG ¢ Beicokoir TMB. B BapmanTax
ocymectiaenus DIPG  accommmpoBaHa ¢ AeUIMTOM pemapamyii  IOCPEICTBOM

TOMOJIOTHYHOH PEKOMOMHALIUH/ Ie(UIUTOM TOMOTOTHYHOM penapanuu («HRDy).

[0085] B BapmaHTax OCYIIECTBIIEHHS paK TMPEACTABIAET COOOH CapKOMY
Ounra. B BapmanTax ocymecTBineHus capkoma FOWHTa TpeacTaBisieT COOOM CapKOMY
Ounra Ha no3aHen craguu. B BapuaHTax ocymiecTsiieHus capkoma FOuHra mpeacTaBiseT
co00¥ MeTacTaTHYeCKyto capkomy FOwmHra. B BapmanTax ocymecTtsieHus capkoma FOunra
npeacTaBmsieT cobo capkomy FOwnra MSI-H. B BapmaHTax OCymEecTBIEHHS CapKoMa
IOwunra mpeacrasmser codoi capkomy FOunra MSS. B BapuaHTax oCymecTBICHUS capKoMa
Ounra mnpencraBmser coboir POLE-myrtanTHyto capkomy HOwmara. B BapmanTax
ocymecTBiIeHusA capkoma fOunra npeacrasiser codoit POLD-myTanTayo capkomy FOunra.
B BapumanTax ocymectBneHus capkoma FOwHra mpenctaBisier co6oi capkomy FOwhra ¢
Beicoko TMB. B BapuanTax ocymecTBieHus capkomy FOuWHra accouumpoBaHa C
Ae(UIUTOM  pemapandyd  MOCPEJACTBOM  TOMOJIOTHYHOW  PEKOMOWHAIMH/ AePHITHTOM

roMoJiornaHOH penapanuu («HRD»).

[0086] B  BapmaHTax  OCymIeCTBIEHHSA pak  MPEACTABIAECT  COOOHU
sMOpHoHAIBHYIO padmomuocapkomy (ERS). B BapuanTax ocymiectBieHus SMOpHOHAITbHAS
padbmoMuOcapKoOMa TPECTABISET COOOW IMOPHOHAIBHYIO PabIOMHOCAPKOMY Ha TO3THEH
craguu. B BapwaHTax OCYINECTBICHHS >MOPHOHAIbHAs Pa0AOMHOCAPKOMA IMPEIACTABISACT
COOOM  METACTaTHYECKyI0  SMOpHOHaNbHYH0  padaommocapkomy. B BapmanTax
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OCYHIECTBIICHHA SYMOPHOHAIbHAS PA0IOMHUOCAPKOMA TPEICTABISIET COO0M IMOPHOHAITEHYIO
padmomuocapkomy ~ MSI-H. B Bapmantax  OCymIeCTBIIEHHS  SMOpPHOHAIbHAS
pabmomMuocapkoMa TPEACTaBIsET COOOHM 3MOpPHOHANBHYIO padOmomuocapkomy MSS. B
BapHaHTaX OCYIIECTBIICHUS YMOPHOHAITbHAS pa0aoMHOCcCapKoMa TipeacTasisieT coooi POLE-
MYTaHTHYI0 OMOpPHOHAJBHYIO paOmoMHOcapkoMy. B BapmaHTaXx OCYIIECTBJICHHS
SMOpHOHANBHA  pabaomuocapkoma  mpeactaBisier  cobod  POLD-mytanTHyRO
SMOpPHOHANIBHYIO pabaoMuocapkoMy. B BapwaHTax OCyHIECTBIECHHS SMOPHOHAIBHAS
padbmoMuocapkoMa MPEACTABIAET COO0M SMOPHOHANBHYIO PaOJOMHOCAPKOMY C BBICOKOHU
TMB. B BapuanTax ocymiecTBICHHS SMOPHOHATIBHAS PaOAOMHOCAPKOMA ACCOIMUPOBAHA C
Ae(UIIUTOM  pemapalydyd  TMOCPEACTBOM  TOMOJOTHYHOM  PEKOMOMHAIMH/ AePHIIHTOM

romoJsiornaHoi penapauuu («HRD»).

[0087] B BapmaHTax OCYIIECTBJICHHS PaK MPEACTABIAECT COOOM OCTECOCAPKOMY
(OS). B BapmaHTax OCYIIECTBICHHS OCTEOCAPKOMA MPEACTABISIET COOOH OCTEOCApPKOMY Ha
no3gHeW cranuu. B BapHMaHTax OCYIIECTBICHHSA OCTEOCApPKOMA TIPEICTABISIET COOOM
METAaCTaTHYECKYID  OCTEOCapKkoMy. B  BapumaHTax OCYHIECTBIECHHA  OCTEOCapKOMa
mpeacTaBsieT coboi octeocapkomy MSI-H. B BapmaHTax ocymiecTBICHHS 0CTEOCApKOMA
mpeacTaBiseT coboi ocreocapkomy MSS. B BapmaHTax OCYIIECTBICHHS OCTEOCAPKOMA
npeacrapnser codori POLE-myTtanTHYIO ocTeocapkoMy. B BapumaHTax OCYyIIECTBIICHHS
ocreocapkoma mpeactaBiuieTr codoo POLD-myrantHyo octeocapkomy. B BapmanTax
OCYHIECTBIICHHA OCTEOCApKOMa MPEACTaBISIET COO0M ocTeocapkomy ¢ Bbicokoir TMB. B
BAPHAHTAX OCYIIECTBICHHUS OCTEOCAPKOMA AaCCONMUPOBAHA C ACPHUIMTOM pPETapaIfu
MOCPECTBOM TOMOJIOTHYHOH PEKOMOWHAIIMH/Ie(PUIIUTOM TOMOJIOTHYHOW pemapauy

(«<HRD»).

[0088] B BapmaHTax OCyIIECTBIIEHHS pakK TMPEACTABIIET COOOH CapKOMy
MATKHX TKaHEeH. B BapuaHTax oCymiecTBICHUS CAPKOMA MATKHX TKAaHEH TIPEICTABIISIET COOOM
CapKOMY MATKUX TKaHEH HA MTO3JHEH CTaAuM. B BapHaHTaxX OCYINECTBICHHS CAPKOMA MATKUX
TKAaHEH TPEICTaBIAET COOOW METACTATHYECKYIO CApKOMY MATKHX TKaHeW. B BapmaHTax
OCYHIECTBIICHHA CAPKOMAa MSATKHX TKAaHEH TPEJCTaBIsSET COOOW CApKOMY MSTKHX TKAaHEH
MSI-H. B BapmanTtax OCyImECTBIEHHS CapKOMa MSTKHX TKAaHEH NPEIACTABIIET COOOU
capkoMy MATKUX TkaHed MSS. B BapuaHTax OCyIecTBIEHUS capkoMa MATKMX TKaHEH
npeactaBmier coboir POLE-myranTHylO capkomy wMarkux TkaHeH. B BapmaHTax

OCYIIECTBJICHHA CapPKOMa MATKUX TKaHed mpeactasiaeT co0oit POLD-myTaHTHYIO capkomy
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MATKHX TKaHEeH. B BapuaHTax ocyniecTBICHHUS CAPKOMAa MATKHX TKaHEW TIPEICTABISIET COOOM
CapKOMYy MSATKHX TKaHeH ¢ BbICOKOM TMB. B BapuanTtax ocymecTBieHus capkoMa MATKHX
TKAHEH acCCOUMUPOBAHA C JACPUIMTOM PEMAPAlMH  TIOCPEACTBOM  TOMOJOTHYHOM
pexoMOuHarmu/ nedpuuTom  romonoruuHo  pemapammu  («HRD»). B BapmanTax

OCYHIECTBIICHHS CAPKOMA MATKUX TKAHEH MPEACTABIAET COOOM JTIEHOMHOCAPKOMY.

[0089] B BapmaHTax OCyIIECTBIEHHA paK MPEACTABIAET COOOM OIMyXOJIb
Bunsmca. B BapuanTax ocymecTineHus omyxoiib Bumbmca mpeactaBisieT coOOH OIMyXoJb
Bunemca ©Ha mo3mHen ctaguu. B BapumaHTax OCYIIECTBIIEHMS OMyXOjib Buibmca
MPEACTABIAET COOOM METACTATHUYECKYIO OMyXoib BuimbMca. B BapuanTax ocymiecTBieHUS
omyxonb Bumpmca mnpeacraBmser coOoi omyxons Bumemca MSI-H. B BapumanTax
OCYIIECTBJICHHS OMyXOJib Buiabmca mpeactaBmsieT coOoi omyxoinb Buasmca MSS. B
BapUAHTaX OCYIIECTBICHUA OIMyXolb BumbMmca mpexacrasmsier coboii POLE-myrtantHyro
omyxoib Bunmpmca. B BapmaHTax ocymecTBIeHHS OIyXoib BumbMmca npeactasiser coOoi
POLD-myTanTHy10 omyxonb Bunbmca. B BapuaHTax ocymecTBIEeHHs OMyXoib Buibmca
npeacTaBisieT co0oi omyxoms Bumemca ¢ Beicokoit TMB. B BapmanTax ocymecTBieHHS
omyxoib BunmpMmca accormmpoBaHa ¢ 1e()UIMTOM PETapanyy MOCPEICTBOM TOMOJIOTHYHOM

pexoMOUHAIH/ TePUITUTOM TOMOJIOTHIHOH penaparuu («HRDy).

[0090] B BapmaHTax OCyIIECTBIIEHHS CYOBEKT paHee MOy4yaa JICYCHHE C
MOMOTMIBIO OJTHOTO HWJTH OO0JIee PA3TUYHBIX METOAOB JICUEHHUA paka (HAlpuMep, ¢ TIOMOIIBIO
OJHOTO WM 0Oojlee W3 METOAOB XHPYPrHUECKOTO BMEMIATENFCTBA, PATAOTEPAITHH,
XUMHOTEpAITMd WM WMMYyHOTepanuu). B BapmaHTax OCYyIIECTBIIEHUS CYOBEKT paHee
MOJTy4yasn JIeYeHHe C TOMOUIBI0 OJHOTO JPYroro METO/Aa JIeYeHHs paka (Hampumep, ¢
MTOMOTIBIO OJHOTO WK 00JIee U3 METOAOB XHPYPTHYECKOTO BMEIIATEIIbCTBA, PAAHOTEPATIHH,
XUMHOTEPAITMA WM WMMYyHOTepanuu). B BapmaHTax OCyImEeCTBIIEHUS CYOBEKT paHee
MOJTyYaJI JICYEHHE C TIOMOIIBIO IBYX WK O0JIee IPYTHX METOAOB JICYCHHS Paka (Harmpumep, ¢
MTOMOTIBIO OJHOTO HITK 00JIee U3 METOAOB XHPYPTHUECKOTO BMEIIATEIIbCTBA, PAAHOTEPATIHH,
XUMHOTEpPAIIMA WM WMMYyHOTepamuu). B BapmaHTax OCymEecTBIIEHHS CYOBEKT paHee
MOJyYas JICYEHUE C MTOMOMIBK0 LUTOTOKCHYECKOM Tepanuu. B BapHaHTax OCYIIECTBIICHHA
CYOBEKT paHee TOTydall JICYEHHE ¢ TTIOMOIIBI0 XUMHOTEPANHH. B BapraHTax OCyIEeCTBICHUS
CYOBEKT paHee TMoJydaa JIEYeHHE C TOMOINBIO JBYX APYTHX METOJOB JICUCHHS paka
(HarmpuMep, ¢ TOMOMIBIO OJTHOTO HITH OOJIEE M3 METOJ0B XHPYPTrHYECKOTO BMEMIATENHCTBA,

pamuoTepanuy, XUMHOTEPANMM WM WMMYHOTepamuu). B BapumaHTax OCyIIECTBICHHA
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CYOBEKT paHee MOoJydall JIEYeHHE C MOMOINBI0 TPEX MAPYTMX METOJOB JIEUEHHA paka
(HampuMep, ¢ TIOMOIIBIO OJHOTO WK OO0JIE€ U3 METOJ0B XHPYPrHYECKOTO BMENIATENbCTBA,

pazuoTepanyu, XUMHOTEPATIHH W HMMYHOTEPAITHH).

[0091] B BapmaHTax OCYyIECTBIEHHS CIOCOOOB, ONMHCAHHBIX B JAHHOM
JOKYMEHTE, CIOCOO J[OMOJNHUTEIbHO BKIIOYAET BBEAECHUE OJHOIO MM Ooliee U3
XUPYPTHYECKOI0 BMEIIATEILCTBA, PAaJHOTEPANHMH, XWMHOTCPAIMH HIA HMMMYHOTEpPAIlHH,
MPOTUBOAHTHOTEHHOI'O CPEACTBA WIIM NPOTHUBOBOCIAIMTEIBHOTO Cpeacrsa. B BapuanTax

OCYHICCTBIICHUA CII0CO0 AOIMOJTHUTCIIbHO BKITHOYACT MPUMCHCHUC XUMHOTCPAIIHH.

[0092] B BapumanTax oOCyIIEeCTBIICHHS cy61>eKT SABIBIETCA HEIOJAOIIHMMCA

JIEYEHHIO C MIOMOIIBIO CPEACTBA, KOTOPOoe nmoaasisieT PD-1.

[0093] B BapuaHTax OCynieCTBIEHUS CYOBEKT SABSICTCS TPYIHO TIOTAFOTIUAMCS

JICYECHUIO C MOMOMIBIO CPEACTBA, KOTOpoe moaasmset PD-1.

[0094] B BapmaHTax OCYIIECTBIEHHS CHOCOO, ONMCAHHBIA B JaHHOM
JTOKYMEHTE, TIOBBIIIAET YYBCTBUTEIBHOCTh CYOBEKTa K JICYCHHIO C TOMOLIBIO CPEACTBA,

Kotopoe nogasnset PD-1.

[0095] B BapmaHTax OCYIIECTBICHHA CYOBEKT COJEPKHT HMCTOIICHHYIO
HMMYHHYIO KJIETKY (HAIpUMEp, UCTOINCHHYH MMMYHHYIO KJIETKY, KOTOpas MPEACTaBIIACT

co00# HCTOTIECHHYIO T-KIETKY).

[0096] B BapmaHTax OCYIIECTBIICHHS CIIOCOOOB, ONHCAHHBIX B JAHHOM
JOKYMEHTE, CYOBEKTOM SIBIIIETCS JKHBOTHOE (HAmpHMeEp, MIIEKOTHTaromee). B BapuaHTax
OCYIIECTBJICHHUSA CYOBEKTOM SIBIIIETCS YeJIOBEK. B BapHaHTax OCYMIECTBICHHSA CyOBEKTOM
ABIIAETCS OTIIMYHOE OT YEIIOBEKA MIIEKOTIUTAOIEE (HATIPUMED, MBILIH, KPBICHI, KPOJTHKH HITH
OTIMYHBIE OT duenoBeKka mpumartbl). ClieI0BAaTENbHO, CIIOCOOBI, ONMHCAHHBIE B JAHHOM
JOKYMEHTE, MOTYT OBITh TIPUMEHHUMBI KaK TPH JICYCHUH YEIIOBEKA, TAK U B BETCPUHAPHOM

MEIULIMHE.

[0097] B BapmanTax ocymectBieHua cBaspBaromee PD-1  cpenctso
(mampumep, mro6oe aHTUTENO0 K PD-1) BBOZAT BHYTPUBEHHO (HANMpPHUMEP, C TIOMOIIBIO

BHYTPHBEHHOW WH(Y3HH).

[0098] Hactosmee w300peTeHne Takke TPEIyCMAaTPUBAET B HEKOTOPBIX

BaphuaHTax OCYHMICCTBIICHUA CIIOCOOBI  JICUCHUS paKa, KOTOPBIC BKIHOYAOT BBCIACHHUC
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MAIUEeHTY, HY)KJAIOMIEMYyCs B JICUEHHH, aHTUTENA K O€JIKy 3amporpaMMHPOBAHHON CMEPTH
kneTkd 1 (PD-1) B TepaneBTudeckn 3QPeKTHBHON 103€ ¢ HEKOTOPHIM HHTEPBATIOM BBEICHHUSA
B TE€YCHHE TEPHUOJA, JOCTATOYHOTO /IS TOJMYUYCHHS KIMHUYECKOW MOJb3bl. B BapmaHTax
ocymecTBieHusas aHTHTEN0 K PD-1 comepskut BapuaOenbHYI0 00NacTh TDKEIOW IIETIH,
copepxamyro nocnenoBatenbHocTd CDR mox SEQ ID NO: 9, 10 u 11, u BapnabensHyI0
00J1acTh JIETKOHU 1iemH, coaepskamyto nocienosarenbHocTd CDR mox SEQ ID NO: 12, 13 u
14. B BapuaHTax OCYHIECTBIICHUS BapuaOenbHas 001acTh Tsokenon nenu coaepkut SEQ ID
NO: 1 u BapmaOenbHbIA aA0MeH Jierkod nenu coaepxkut SEQ ID NO: 2. B BapmanTax
OCYHIECTBIICHHA BapualOenbHas oOmactp Tspkenmod uenu coaepkur SEQ ID NO:7, u
BapuadenbHas oonacts nerkoi uenu coaepkut SEQ ID NO:8. B BapuanTax ocymecTBiIeHUA
BapuadenbHas 00nactTh Tshxenou nermu conepxkut SEQ ID NO: 3, u BapuaGenpHas 00macTb

nerkoit nenu coaepxut SEQ ID NO: 4.

[0099] Hacrosmee n300peTeHHE MpeaycMAaTPHBAET B HEKOTOPHIX BapHAHTAX
OCYLIECTBIICHUS CIIOCOOBI JICUEHHs PaKa y MAIMEHTa, HY)KJAFOIIErocs B 3TOM, NPH 3TOM
CTI0CO0 BKITFOYAET BBEIECHUE KOMITO3UIIUH, KOTOPas 00E€CIIEUNBAET JOCTABKY CBA3BIBAIOIIETO
PD-1 cpeactBa cormacHO cxeMme, KOTOpas, Kak MPOACMOHCTPHPOBAHO, OOECIeYHBAaIa
JOCTWKEHHUE TaKOW 4YacTOThl OTBETa B COOTBETCTBYIOIIEH NOIMYJSLMU IMALMEHTOB, YTO
MPOrpecCHpPOBaHUE 3a00JIeBaHUs HAOMIOAAIOCH He Oojee yeM y 50% — 80% mammeHTOB
uepes 2, 4, 6, 8, 10, 12, 14, 16, 18 unu 20 Heaenp Mocjie Hayvala JeuyeHUs. B HEKOTOPBIX
BApPHAHTaX OCYINECTBJICHUS MPOTPECCHPOBAHHE 3a00JeBaHUA TMOKa3aHo y He Oomee 80%

MaLMEHTOB Yepes3 o MeHble mepe 10 Henenp nociae Hayana JCYEHUs.

[00100] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEICTBO COJIEP’KHT BAPUAOCITBHYIO OOJIACTh TSHKEJIOW IETH C OJHOM, JBYMS WIIH TPEMS
nocienoatenbrHocTsIMA CDR, BbiOpanHbiMH w3 SEQ ID NO: 9, 10 m 11, wwumm
BapHaOeNbHYI0O 001aCTh JETKOM LEMH C OJHOW, ABYMS WIIH TPEMS IOCIIET0BATEIIBHOCTIMHA
CDR, seiopanusivu u3 SEQ ID NO: 12, 13 u 14. B HeKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
cBa3bBaroniee  PD-1  cpeacTtBo  COMEPKUT BapuHaOETbHBIM JOMEH TSDKEIIOW Tend
HMMYHOTJIOOYJTHHA, aMUHOKHCIIOTHAS TIOCIIEA0BATENIBHOCTh KOTOoporo coaepskut SEQ ID
NO: 1 mwmu SEQ ID NO: 7, u BapuaOenbHBIH JTOMEH JIETKOW LETTH HMMYHOTJIOOYIIWHA,
AMUHOKHCIIOTHAS TIOCNIeI0BATEbHOCTh KOTOporo coaepkutT SEQ ID NO: 2 unu SEQ ID NO:
8. B HEKOTOpBIX BapuaHTax OCYIIECTBICHHUS CBA3bBatomee PD-1 cpenctBo coaep:kut

TSOKENYI0 LEMb HMMYHOTJIOOYJIHHA, AMHHOKHCIIOTHAs TOCIIEAO0BATENIBHOCTh KOTOPOTO
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comepsxutr SEQ ID NO: 3, w nerkyro uenb HMMYHOTTIOOYJTHWHA, AMUHOKHCIOTHAS

MOCEeA0BATENBHOCTh KOTOPOH conep:xut SEQ ID NO: 4.

[00101] Hacrosimee m300peTeHHe MPeayCMAaTPUBAET B HEKOTOPHIX BapHUAHTAX
OCYIIECTBJICHUA CHOCOOBI JICUEHHS PaKa y MALMEHTA, HYKIAIOMETOCsS B 3TOM, TIPU 3TOM
cTH0c00 BKITIOYAET BBEJCHHE KOMITO3HUIINH, KOTOPAst 00ECTIEYHBAET JOCTABKY CBSA3BIBAIOILETO
PD-1 cpencrta, SBIAIOIIErOCS AOCTATOYHBIM i OOECTIEUEHHUS JOCTIDKEHHS CpPeaHEH
3aHATOCTH peuenTopoB PD-1, coctaBmsromeit oT mo MeHbIIed Mepe npudausutensao 50%
1o npuomsurensao 90%, depes 1, 2, 3, 4 wim 5 1HEH mocie mpuemMa OJHOKPATHOM 03Bl
KOMIIO3ULIMKA. B HEKOTOpBIX BapuaHTaxX OCYLIECTBICHHs BBEACHHE KOMIIO3HMIIMH, KOTOpas
o0ecrieuuBaeT AOCTaBKy cCBs3biBaromero PD-1 cpeactBa, sABIsAeTcs AOCTATOYHBIM MJIA
oOecrieueHUss AOCTIDKEHUS CpenHed 3aHATocTH peuentopoB PD-1, cocrasmsromeit 1o
MeHbIIed mepe 85%, uepe3 3 OHA mMOcie MpUeMa OJHOKPATHOW J03bI KOMIO3HUIMH. B
HEKOTOPBIX BapuaHTax OCYyIIeCTBICHUA cBaA3bBatomee PD-1  cpeacTtBo  comep:kut
BapUaOETbHYIO 00JIACTh THKEIION LETH ¢ OJHOMU, IByMs HJIH TPEMS MOCIIE0BATEIIBHOCTAMHU
CDR, Beioparsabivu u3 SEQ ID NO: 9, 10 u 11, w/unu BapuadbenpHy0 007acTh JIETKOH IEeH
C OTHOH, ABYMS WK Tpems nocieaosareapbHocTIMH CDR, BeiOpanabivu u3 SEQ ID NO: 12,
13 u 14. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS cBs3biBaroniee PD-1 cpeacTBo cogepxut
BapHaOENbHBI  JOMEH  TSDKEJIOW  [EMd  WMMYHOTJIOOYJIMHA,  aMHUHOKHCIIOTHAS
nocieaoBatenbHOCTh kKotoporo coaepxkut SEQ ID NO: 1 wmu SEQ ID NO: 7, u
BapuaOENbHBI  JOMEH  JIETKOM  [EeNM  WMMYHOTJIOOYJIMHA,  aMHUHOKHCIIOTHAS
nocaeaoBaTenbHOCTh KOTOporo coaepkut SEQ ID NO: 2 unu SEQ ID NO: 8. B HekoTopbhIx
BApHUAHTAaX OCYINECTBJICHUA CBA3bBaromee PD-1 cpeacTBO COAECPKHUT THKETYHO LEMb
HMMYHOTJIOOYJTHHA, aMHHOKHCIIOTHAS TIOCIIEOBATEIEHOCTh KOTOoporo coaepskut SEQ ID
NO: 3, u IerKy¥o 1eTTh UMMYHOTJIOOYJTHHA, AMHHOKHCIOTHAS TTOCIIEI0OBATEIHHOCTD KOTOPOH

coaep:xut SEQ ID NO: 4.

[00102] HacTosmiee n300peTeHre MpeaycMaTPUBAET B HEKOTOPBIX BapHAHTAX
OCYIIECTBJICHUA CIOCOOBI JICUEHHS PaKa y TANMEHTA, HY)KTAIOMETOCS B 3TOM, TIPH 3TOM
CTHI0cO0 BKITIOYAET BBEACHHE KOMITO3HUIINH, KOTOPast 00€CTIEYHBAET JOCTABKY CBSI3BIBAFOIIETO
PD-1 cpeactBa, ABIAIOMETOCS AOCTATOYHBIM JUIA OOECTIEUYEHHUS IOCTW)KEHHSA CPETHETO
MOKA3aTeIs CTUMYJIIIIAH, COCTABIIOMIETO IO MEHBIIEH Mepe 1, B QYHKIMOHATBPHOM aHAIIHA3E
3aHATOCTH penenTopoB PD-1 depes 3 A mocnie mprema OJHOKPATHOW J03bI CBA3BIBAOIIETO

PD-1 cpencrsa. B HEKOTOpBIX BapuaHTax OCYINECTBICHUA cBA3bIBaromee PD-1 cpeactso
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COJIEP’KUT BApHAOCTBHYIO OO0NACTh TSDKEIIOW TENMH C OJHOW, JABYMS WIH TpPEMS
nocienoatenbrocTsIMHE CDR, BoiOpanHbiMu w3 SEQ ID NO: 9, 10 u 11, wwumm
BapHaOeNbHYIO 001aCTh JETKOH LENMU C OJHOW, ABYMS WIIH TPEMS IMOCIIEAOBATEIIBHOCTAMH
CDR, seiopanusivu w3 SEQ ID NO: 12, 13 u 14. B HeKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
cea3biBaroniee  PD-1  cpeacTtBo  COMEpPKUT BapuaOENbHBIM JOMEH TSDKEIIOW UEend
UMMYHOTJIOOYJTHHA, aMUHOKHCIIOTHAS TOCIIEA0BATENbHOCTh KOoTOoporo coaepskut SEQ ID
NO: 1 umu SEQ ID NO: 7, u BapuaOenpHBI JTOMEH JIETKOW LIETH MMMYHOTJIOOYIIWHA,
AMUHOKHCIIOTHASA TIOCIIE0BATENbHOCTh KOTOpOro coaepkut SEQ ID NO: 2 unu SEQ ID NO:
8. B HEKOTOpBIX BapuaHTax OCYIIECTBIECHMS CBA3bBaromee PD-1 cpenctso coaep:kut
TSDKENYI0 LEMb MUMMYHOTJIOOYJIMHA, AMHHOKHCIIOTHAs IOCIIEA0BATENBHOCTh KOTOPOTO
comepxutr SEQ ID NO: 3, m nerkyroo uenb HMMYHOITIOOYJTHWHA, AMUHOKHCIOTHAS

MOCEA0BATENBHOCTh KOTOPOH conepxut SEQ ID NO: 4.

[00103] HacTosmiee n300peTeHHe MPEIyCMAaTPHUBAET B HEKOTOPHIX BapHAHTAX
OCYLIECTBIICHUS CIIOCOOBI JICUEHHs PaKa y MAIMEHTa, HY)KJAFOIIErocs B 3TOM, NPH 3TOM
CTI0CO0 BKITFOYAET BBEIECHUE KOMITO3UIIUH, KOTOPas 00E€CIIEUNBAET JOCTABKY CBA3BIBAIOIIETO
PD-1 cpencrta, SBIAIOIIETOCS AOCTATOYHBIM JJIsi OOECTICUEHUS JOCTIDKEHHUS CpPEIHEH
3aHATOCTH peuentopoB PD-1, coctaBmsaromeit mo meHpmed mepe 75%, Ha MPOTSLKEHHH
MEPBOTO TIEPHOJIA BPEMEHH (HAIpUMEp, OT PHOTUZHTEIBHO 15 THEH 10 MPUOIHM3UTETBHO 60
JAHEH; B HEKOTOPBIX BAPHUAHTAX OCYIIECTBIICHUS MPHOIH3UTEIBHO 29 JHEW) TOoCie mpueMa
OJHOKpPAaTHOM J03bl cBs3bpiBaromero PD-1  cpenctBa. B HEKOTOPBIX  BapHaHTax
ocymiecTBIIeHHA cBsi3bIBatotee PD-1 cpencTBo comepkuT BaprHaOeIbHYIO 00JIaCTh THKEION
LENW C OJHOM, ABYMsI Wi Tpems mocienoBateabHocTsMu CDR, BeiOpanusivu u3 SEQ ID
NO: 9, 10 u 11, w/umm BapuaOGENbHYIO 001aCTh JICTKOW LEMH C OJHOM, TBYMS HITA TPEMS
nocnenosatenpHOocTIME CDR, BBiOpanabivu u3 SEQ ID NO: 12, 13 u 14. B HekoTOophIX
BapHaHTaX OCYIMECTBIEHUs cBa3biBaromee PD-1 cpeacTBo coaepkut BapuaOeIbHBIA JOMEH
TSOKETIOW L[EMd WMMYHOTJIOOYJIMHA, AMWHOKHCIOTHAS TOCTIETOBATEIFHOCTh KOTOPOTO
comepxkut SEQ ID NO: 1 wmm SEQ ID NO: 7, u BapuaOenbHBIA JIOMEH JICTKOW TETH
HMMYHOTJIOOYJTHHA, AMHHOKHCIIOTHAS TIOCIIEA0BATENIbHOCTh KOTOoporo coaepkut SEQ ID
NO: 2 umu SEQ ID NO: 8. B HeKOTOpBIX BapUaHTaX OCYINECTBIIEHHs CBs3biBatoiee PD-1
CPEACTBO  COAECPKHUT  TOKEIyId  [EeMb  WMMYHOTJIOOYNTHHA,  AMHUHOKHCIOTHAS

MOCIIEA0BATENBHOCT  KoTOporo cojepsxkur SEQ ID NO: 3, u nerkyrlo Lemnb
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HMMYHOTJIOOYJTHHA, AMHHOKHCIIOTHAS TTOCIIEA0BATENBHOCTB KOTOPOH comepkut SEQ ID NO:

4.

[00104] Hacrosimee m300peTeHHe MPeayCMAaTPUBAET B HEKOTOPHIX BapHUAHTAX
OCYIIECTBJICHUA CHOCOOBI JICUEHHS PaKa y MALMEHTA, HYKIAIOMETOCsS B 3TOM, TIPU 3TOM
cTH0c00 BKITIOYAET BBEJCHHE KOMITO3HUIINH, KOTOPAst 00ECTIEYHBAET JOCTABKY CBSA3BIBAIOILETO
PD-1 cpeactBa, ABIAIOMETOCS AOCTATOYHBIM JUIA OOECTIEUYEHHUS JOCTW)KEHHUSA CPEIHETO
MOKA3aTelNs CTUMYJIIIIUH, COCTABIIAIOMIETO IO MEHBIIEH Mepe 1, B QYHKIIMOHATBHOM aHAIIN3E
3aHATOCTH penenTopoB PD-1 Ha mpoTsHKEHUMH MEPBOTO MEPUOA BPEMEHH (HAmpUMeEp, OT
npuOmM3uTeNbHO 15 gHedt no mnpubOmusutensHo 60 AHEH; B HEKOTOPBIX BapHaHTaX
OCYIIECTBICHUA MNPUOMM3HUTENbHO 29 1HEH) mociae TpueMa OJHOKPATHOM  J03BI
ceasbiBaromero PD-1 cpenctsa. B HEKOTOpPBIX BapuaHTax OCYIIECTBICHUS CBA3BIBAIOIIECE
PD-1 cpencTBo comEpKUT BapHAOLITbHYIO 00JIaCTh TSDKEJION IIETTH C OTHOH, IBYMS HITH TPEeMS
nocnenoBatenmbHocTAIME CDR, BeiOpanasiMr w3 SEQ ID NO: 9, 10 m 11, w/umm
BapuaOeIbHYI0 00JIaCTh JIETKOW IETH C OJHOM, ABYMS HIIH TPEMS MOCIIEI0BATEIIbEHOCTIMHU
CDR, soiopannsivu w3 SEQ ID NO: 12, 13 u 14. B HeKOTOPBIX BapHaHTaX OCYIIECTBICHUS
cBaspBatomee PD-1  cpeacTBO  comepkUT  BapuaOENbHBIA JAOMEH TSDKEIOW —IIend
HMMYHOTJI00YJIHHA, AMUHOKHUCJIOTHAS TOCIIEI0BATEIIBHOCT KOTOporo comepskut SEQ ID
NO: 1 mwm SEQ ID NO: 7, u BapuaOenbHBIH JTOMEH JIETKOW LETTH HMMYHOTJIOOYIIWHA,
AMUHOKHCIIOTHASA TIOCIIeI0BATEbHOCTh KOTOporo coaepkuT SEQ ID NO: 2 umu SEQ ID NO:
8. B HEKOoTOphIX BapuaHTax OCYIIECTBICHHS cCBa3biBatomee PD-1 cpenctBo coaep:kut
TSOKENYI0 I[EeMb HMMYHOTJIOOYJIHHA, AMHHOKHCJIOTHAs TOCIIEA0BATEIBHOCTh KOTOPOTO
comepxutr SEQ ID NO: 3, W nerkyro uenb HMMYHOTTIOOYJTWHA, AMHUHOKHCIOTHAS

MOCJEeA0BAaTENBHOCTH KOTOPOH comepxkut SEQ ID NO: 4.

[00105] B HekoTOpBIX BapHaHTaX OCYINECTBJICHUA Yy MALUMEHTA, MOJJICKAIIETO
JICYEHHIO C TIOMOIIBIO KOMITO3ULIUH JUIsl TOCTaBKU cBs3biBaroniero PD-1 cpeacrtsa, umeeTcs
ONyXO0JIb. B HEKOTOPBIX BApUAHTAX OCYIIECTBICHHS Y MAMEHTA UMEETCA COMUAHAA OMYXOJIb.
B HekOoTOpBIX BapuaHTax OCYIIECTBICHHS Y TMALMEHTA UMEETCS COJIUIHAS OIyXOJIb Ha
MO3AHEM CTaauH. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHHA Y TALMEHTA HWMEETCA

MCTACTATHYICCKAA COTMAHAA OITyXOJIb.

[00106] B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHHWS Yy NMAMEHTa MMEETCS Pak
TOJIOBBI W TII€H, PaK JIETKOTO (HampuMep, HeMeIKOKIIeTouHbId pak jerkoro (NSCLC)), pak
MOYKH, PaK MOYEBOTO MY3bIPs, MEIAHOMA, KapIHHOMA W3 KJIETOK MepKels, pak MMeWKH
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MAaTKH, BATHHAJIbHBIN PaK, ByJIbBAPHBIN PaK, PaK MAaTKH, PaK YHAOMETPHS, PaK SUUYHUKA, PaK
damuronueBol TPYOBI, paK MOJIOYHOW KEJE3bl, PaK TMPEACTATETHHOW JKEIE3bl, OIMyXOJIb
CIIFOHHOM >K€JIE3bl, TAMOMA, a/IPEHOKOPTHUKAJIbHAS KApPLIMHOMA, PaK MUIICBOAA, PAK JKEIIyKa,
KOJIOPEKTaAbHBIM paK, pak anmneHJuKca, KapLUUHOMAa YPOTEIHAIbHBIX KIETOK WIH

MIOCKOKIICTOYHAA KapuHOMaA.

[00107] B HEKOTOpBIX BapHaHTax OCYINECTBIICHUA Y MALMEHTAa UMEETCA PaK Ha
MO3AHEH CTaguM, B TOM 4YHCJIE€ PaK TOJOBBI M IIE€H, PaK JErkoro (Hampumep,
HeMeKOKIeTOuHbIH pak jierkoro (NSCLC)), pak mo4ku, pak MOYEBOTO My3bIPs, MEJTAHOMA,
KapLUMHOMA U3 KIETOK MepKens, pak EeNKH MaTKH, BATHHAJIBHBIN PaK, BYJIbBAPHBIM PaK, PaK
MaTKH, pak SHAOMETPUs, pPaK AUYHHUKA, paK (ammonueBod TpyObl, pak MOJOYHON >KETIE3bI,
paK IPEACTATENIBHOM JKEJE3bl, OIyXOJb CIIFOHHOM JKEJE3bl, TAMOMA, aJPEHOKOPTHUKAIbHAS
KapUMHOMA, PpaK MHIIEBOAA, PaK JKEIyJKa, KOJIIOPEKTANbHBIA paK, KapLUMHOMa
VPOTENHANBHBIX KIETOK WIM IUIOCKOKIETOYHAs KapuuHOMa (HampuMmep, JIErKOro;
AHOTEHUTAIBHOM 00JIACTH, B TOM YHCIIE aHyCa, MOJIOBOTO YICHA, MIEHKH MATKH, BIIATAIHIIA
WIIH BYJIbBBI; WM MUINEBO/IA) HA TIO3THEH CTaAMU. B HEKOTOPBIX ONpeeTICHHBIX BAPHAHTAX
OCYIIECTBJICHHS Y TIAIIMCHTA UMEETCS aHATTBHBIN PaK, pak GauIonHUeBOH TPYOBI, PaK TUYHHKA,
PaK MOJIOYHOM KEJIE3bl, PaK SHAOMETPHS WIH PAK JIETKOTO HA MO3AHEH CTaIUH. B HEKOTOPBIX
BApHUAHTaX OCYLIECTBICHHUA y MALMECHTa UMEETCS PaK Ha MO3JHEH CTaguu, TAKOM KakK pak
SHAOMETPUS, TPWXKABl HETATHBHBIM PaK  MOJOYHOM  JKENE3bl, paK SAHYHHKA,
HEMEIIKOKJIETOYHBIM  PaKk  JIETKOTO, IUIOCKOKJIETOYHAas KAapUUMHOMA JIETKOTO WM
TUTIOCKOKJIETOYHAS KApIMHOMA AHOTEHUTABHOW 00NacTH (HAMPHMEpP, IIOCKOKICTOYHAS
KapIMHOMA aHyCa, MOJIOBOTO YJIEHA, MICWKH MATKH, BIIATAJMINA WM BYJbBBI) HA TTO3THEH

CTaJIHH.

[00108] B HekoTOpBIX BapHaHTaX OCYMICCTBIICHUA Yy TALMEHTA UMEETCS PakK,
accormupoBanabii ¢ myramuedn POLE (JAHK-momamepassr-sncunon) wmm POLD (JJHK-
moJIMMepasbl-enbTa). B HekoTopbix BapuanTax ocymectBiaeHus mytanus POLE wmm POLD
HaXOJUTCA B DK30HYKJIICa3HOM JOMEHE. B HEKOTOPBIX BapHaHTax OCYINECTBIICHUS MyTaLHs
POLE wmu POLD mnpeacraBiseT co00i TeHEPATHBHYIO MyTAIMIO. B HEKOTOPBIX BapHaHTaxX
ocymecTieans mytanus POLE wm POLD npeacrasnsieT co00# CrmopaguuecKyrO My TAIIHIO.
B HekoTOphIX BapHaHTaX OCYIIECTBICHHSA CIOCOO, OMHMCAHHBIM B JaHHOM JOKYMEHTE,

JOIMOJIHUTCIJIbHO BKIIFOYACT CTAAHUIO nepBOHaqaanoﬁ I/II[CHTI/I(l)I/IKaI_[I/II/I IManueHTa, HMCIOIICTO
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pak ¢ mytaumed POLE unu POLD. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIECHHS MYTALHIO

POLE wmu POLD uaeHTHOUIMPYIOT C TPUMEHEHUEM CEKBEHHUPOBAHMA.

[00109] B HEKOTOpBIX BapuaHTax OCYINECTBIICHMS Y MALMCHTAa UMEETCS Pak ¢
MUKPOCATEIIMTHON HECTAaOWNBHOCThIO (Hampumep, co ctarycom MSI-H). B HexoTOopsIX
BapUaHTAaX OCYIIECTBIICHUS MHUKPOCATEIUTUTHAs HecTaOWimbHOCTH sBsieTcss MSI-Low. B
HEKOTOPBIX BAPHAHTaX OCYIIECTBIECHUS MHKPOCATEIUIUTHAS HECTAOUIBHOCTH MPEICTABIACT
COOOM MHKPOCATEIIMTHYIO CTaOMIbHOCTh (Hampumep, crtatyc MSS). B HekoTopbix
BAPHUAHTAX OCYILECTBIICHUS Y MALMEHTAa UMEETCA PaK dJHAOMETpUA. B HEKOTOPBIX BapuaHTax
OCYLIECTBIIEHHA Yy TMAlMEHTAa HMMEETCd PpaK JHAOMETPHUA C MHUKPOCATEIUIMTHOM
HECTAOMIBHOCTHIO. B HEKOTOPBIX BapHaHTAaX OCYINECTBICHHA Y MALMEHTAa UMEETCS PaKk Ha
MO3JHEH CTaIWH C MHUKPOCATEIUTMTHOM HECTAOMIBPHOCTHIO. B HEKOTOPHIX BapHaHTax
OCYHIECTBIICHHS pAaK HA TO3MHEH CTaAHMH C MHKPOCATEIUIMTHOH HECTAOMIBHOCTHIO
MPEICTABIET COOOHM paK SHIOMETPHS, TPWKIbI HETATUBHBIA PaK MOJIOYHOH JKEJIE3bl, pak
AMYHUKA, HEMEJKOKIECTOYHBIM PaK JIETKOTO, IUIOCKOKIETOYHYI0 KapLMHOMY JIEFKOTO WU
TUTOCKOKJIETOYHYIO0 KapLMHOMY AHOT€HHUTAJIBHOH 00JIacTH (HAIpHMEp, IUIOCKOKIETOYHYIO
KapIUHOMY aHyca, TIOJIOBOTO YJICHA, IIEHKH MAaTKH, BIIATaIUINA WM BYJIbBbI). B HEKOTOPBIX
BapUaHTaX OCYIIECTBIIEHUS Yy MALMEHTa UMEETCS COJNIMIHASA OIMyXO0Jb (HAampHMep, COTUIHASA
OTyXOJIb WJTH METACTATHYECCKAs COJIMAHAA OIYXOJIb HAa TO3MHEH cTaamu). B HEKOTOpBIX

BapUaHTaX OCYLIECTBICHHS Y MALMEHTA UMEETCS CONMMaHas omyxoib MSI-H.

[00110] B HEKOTOpBIX BapuaHTax OCYIIECTBICHHA VY TALMEHTA HMEETCS
reMaTOJIOTHYECKUH pak. B HEKOTOPHIX BapHaHTaX OCYHICCTBICHHA Yy TAMEHTA UMEETCS
reMaTOJIOTHYECKHH PaK, TakoH Kak nuddysnas B-kpymHoxnerounas mamdpoma («DLBCL»),
mampoma Xomkkuaa («HL»), wexomkkwuckas mumdoma («NHL»), dommkynspHas
muMpoma («FLy»), ocTpsrit MuenonaHbId neiko3 («AMLY), ocTpbiit TuM¢pOOTaC THBIH JIEHKO3
(«ALL») unu mHOXKecTBeHHasA Muenoma («MM»). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS

y MIAIIMEHTA HMEETCS TEMATOJIOTHIYECKHN PAK ¢ MUKPOCATEIITMTHON HECTAOMITBHOCTHIO.

[00111] B HEKOTOpBIX BapuaHTax OCYINECTBIICHHs NALMECHT PaHEe HE IMOIydall

JICUYCHHUC C TIOMOIIBbO MCTOAA JICUCHUA paKa.

[00112] B HEKOTOpBIX BapuaHTax OCYIIECTBICHHS MNALHUCHT PaHEE MNOTyYal
JICYEHHE ¢ TIOMOMIBIO OJTHOTO WITH OOJiee Pa3TUYHBIX METOJOB JICUCHHS paka. B HEKOTOpHIX

BapHuaHTax OCYIICCTBICHUA MAMUCHT PAHCC MOJTyYall ICYCHUC C TIOMOIIBbKO O AHOTO UITH ooinee
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W3  XUPYPrHYECKOTO  BMELIATENIbCTBA, JIY4EBOM  TEpamuM, XUMHOTEpaNuud  WIH
HMMYHOTEpanuu. B HEKOTOpBIX BapHaHTaX OCYINECTBICHHUA NALUEHT paHee MoIydall
J€YEHHE C TIOMOLIBI0 XHPYPrU4YE€CKOr0 BMENIATENBCTBA. B HEKOTOPBIX BapUaHTax
OCYIIECTBJICHUA MMALIMEHT PAHEE TIOTyYall JICUECHHE C MOMOLIBI0 XUMHOTEPANTUHU (HATpUMeED,
XUMHOTEPAIIMH HE OCHOBE IUIATHHBI). B HEKOTOPBIX TaKWX BapHUAHTaX OCYHIECTBICHUA
CPEACTBO Ha OCHOBE IUIATHHBI BHIOPAHO W3 IMCIUIATHHA, KapOOIIATHHA, OKCAJIMIUIATHHA,
HEJAIIaTHHA, TETPAaHUTpPaTa TPUIUIATHHA, (EHAHTPUIUIATHHA, THKOIUIATHHA WU
caTparuiaTHHA. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS Y MALMEHTa UMEETCS PaK, KOTOPBIM
OTBEYaJ HAa MHAYKIMOHHYIO TEPAlHI0 CPEACTBAMH HA OCHOBE IUIATUHBL B HEKOTOPBIX
BapUaHTaX OCYILECTBIICHUSA PaK SABIACTCS YyBCTBUTEIILHBIM K CPECTBAM HA OCHOBE IJIATHHBI
HA MOMEHT Hayaja JICYeHHsA. B HEKOTOpPBIX BapHaHTAaX OCYINECTBICHUS Pak OTBEYall Ha
CaMbI¥ MOCJIECAHUN PEKUM XUMHUOTEPAIIUH C IPUMEHEHUEM CPEACTB HA OCHOBE IUIATUHBI 10
Hayasla IPOBEACHUS JICYeHHUA. B HEKOTOPBIX BapHaHTax OCYINECTBICHUS OTBET HA CaMbIU
MNOCIIEAHUN PEKUM XMMHOTEPAMM C NPUMEHEHHEM CPEICTB HA OCHOBE IUIATHHBI
npeAcTaBIsAeT coO0M MOMHBIM OTBET. B HEKOTOPBIX BapHaHTaX OCYHIECTBJICHHUS OTBET HA
caMbIil MOCIEIHUM PEKUM XHUMHOTEPANHMH ¢ NPUMEHEHHEM CPEICTB HA OCHOBE IUIATHUHBI

MPEICTABIIET COOOW YACTUYHBIN OTBET.

[00113] B HEKOTOpBIX BapuaHTax OCYHICCTBICHUA KOMIO3ULMIO, KOTOpPas
o0ecrieuynBaeT AOCTaBKY cBss3bBatomero PD-1 cpeacta (Hampumep, anturena k PD-1),
BBOJAT B KOJHYECTBE, KOTOPOE OOECmeYMBaeT A0CTaBKy a03bI 1, 3 wmm 10 mr/kr
ceaspiBaromiero PD-1 cpenctBa. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS CBA3BIBAIOIICE
PD-1 cpeactBo (mampumep, antutenmo k PD-1) BBomaT cormacHo cxeme, KOTOpas
obecrieynBaeT AOCTaBKy A03bI 1, 3 wmm 10 MI/Kr Kakaple ABE HeAemH. B HEKOTOPHIX
BapHaHTaX OCYIIECTBICHHA CBs3bBaromee PD-1 cpencTso (Hampumep, anTuTeno k PD-1)
BBOJAT COTJIACHO CXEME, KOTOPast 00ECTIeYnBAET AOCTABKY A03bI 1, 3 mimu 10 MI/Kr Kaskabie
TPU HeAENH. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHMs cCBiaspiBaromee PD-1 cpeactso
(Hanpumep, anTuTeNno K PD-1) BBOAAT COTIIACHO cXeMe, KOTOpas 0OECTICUMBAET JOCTaBKY

10361 1, 3 wmm 10 MT/KT KaXKaple Y€ ThIPe HECITH.

[00114] B HEkOTOpBIX BapuaHTaxX OCYMIECTBICHUS KOMITO3HIMIO, KOTOpas
obecrieunBaeT A0CTaBKy cBsasbBatomero PD-1 cpeactsa (mampumep, anturena k PD-1),
BBOJAT B KOJMUYECTBE, KOTOPOE 0OECTIEYMBAET TOCTABKY /O3Bl (HATIPUMED, TEPATIEBTHIECKH

3¢ pexTUBHOM 103b1) B AHANa30He OT MPUOMH3UTENbHO 100 Mr 10 mpuOmH3uTeNnbHO 2000 MT
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ceaspiBaromiero PD-1 cpenctBa. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHUS CBA3BIBAIOLICE
PD-1 cpeactso (Hampumep, antutenno k PD-1) BBOAAT B 103€, HAXOISAIICHCS B THATIA30HE OT
npuomm3uTeabHo 100 Mmr g0 mpubnusutensHo 1200 MT, TakoW Kak TepanmeBTHYECKH
s¢dexTuBHAS 1033, KOTOpPas COCTaBIsIeT MPUOM3UTENbHO 100 Mr, mpuOm3uTebHO 300 M,
npuomm3uTeabHo 500 Mr wnmm  mpuOnu3uTensHo 1000 Mr. B HEKOTOPBIX BapHWaHTax
ocymiecTBieHus cBs3biBaromiee PD-1 cpeactso (Hanpumep, antutesno k PD-1) BBoasaT B 1o3e,
cocrasyaromen mpuoau3uTensHo 400 mr, mpubmuzutensHo 500 Mr, mpudmu3uTensHo 800 Mr
w/unmu npudnusutensHo 1000 mr, ceassiBarommero PD-1 cpeactBa. B HekoTOPBIX BapHaHTax
OCYILECTBIICHUS J03a KOHKPETHOro cBaA3biBaromero PD-1 cpeacTsa cumTaercs «a030H
MPUONMM3UTENBHO [YKa3aHHOE KOJIHMYECTBO|», €CIM OHAa OOECIEYUBACT JOCTHKCHHE
COOTBETCTBYIOIIETO OHOJOTHYECKOTO WM (papMakoiaoruueckoro 3¢pdexra, KOTOpHIH
COMoCTaBUM C 3((HEKTOM, JOCTUTAEMBIM C MCTIOIb30BAHUEM J03bl YKA3aHHOTO KOJHUYECTBA
KOHKPETHOTO JTaJIOHHOTO cBs3biBatomero PD-1 cpeactBa (Hampumep, KOHKPETHOTO
antutena Kk PD-1, Takoro kak KOHKpETHO€ MOHOKJIIOHaIbHOE aHTUTENO K PD-1 nmu apyroe
cpeacTBO Ha ocHoBe aHTutena k PD-1, B Ttom uyucne, Hanpumep, antureno k PD-1,
MPOUJUTIOCTPUPOBAHHOE B JAHHOM JOKYMEHTE). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
Takas 7032 KOHKPETHOTO CBsA3biBaromiero PD-1 cpemcTtBa MokeT OBITh ONMHMCAHA Kak 1034,

«COOTBETCTBYIOIIAD YKA3aHHOMY KOJIMUECTBY 3TAIOHHOTO cBsA3bpIBaromero PD-1 cpencrsa.

[00115] B HekOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpenctBo (HampuMep, aHTHTENO K PD-1) BBOAAT COTIIACHO CXeMe, KOTOpast MpeIycCMaTpUBaeT
MHOKECTBO OTHENBHBIX 103 (HAIPHMEP, YKA3aHHBIX BHIIE), OTACICHHBIX APYT OT Apyra
MEPHOIOM BpeMEeHH. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHUS OTACITbHBIE T03BI MOTYT OBITH
OTZAENIEHBI APYr OT JApyra MEPHOJOM BPEMEHHM NPOAOJDKHTEIBHOCTBIO ABE HEIECIH, TPHU
HEJETW, 4YeThIPe HEACNH, NATh HEJENb, HIECTh HeAedb Wi Oonpme. B BapmanTax
OCYILECTBIICHUS aHTUTENO K PD-1 BBOAAT ¢ HHTEpBAIOM BBEACHUA OJUH Pa3 B HEAEIO, OAUH
pa3 B 2 HeAENM, OJIMH pa3 B 3 HEJEIU, OJMH pa3 B 4 HEJENU, OMH Pa3 B 5 HEIENb WA OJUH
pa3 B 6 Heaenb. B BapuaHTax OCYIIECTBICHUS HHTEPBAII BBEACHUA COCTABIAET OJHH pas B 3
HeJenu. B BapuanTax oCyIeCcTBICHU HHTEPBAI BBEICHHUA COCTABILIET OOUH Pa3 B O HEJEb.
B BapmanTax ocymecTtBiaeHus aHtureno K PD-1 BBOmAT Ha mNpoTKEHMM TNepHOAa,

COCTaBIHAIOLIETO TT0 MeHbIIEN Mepe 2, 4, 6, 8, 10, 12, 14, 16, 18 wnu 20 Heaens.

[00116] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1

cpenctso (Hampumep, aHtuteno k PD-1) BBomar B mo3e 100 mr cBszpiBatomero PD-1
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cpeacTtsa. B HEKOTOpBIX BapuWaHTax OCYIIECTBIEHHA CBsa3biBaromee PD-1  cpenctso
(Hanpumep, anTuTenno kK PD-1) BBOAAT COTIIACHO cXeMe, KOTOpas 0OECTICUMBAET JOCTaBKY
10361 100 Mr Kaxkple 1BE HEAETH. B HEKOTOPBIX BapUaHTaX OCYINECTBIICHHS CBA3BIBAIOIICE
PD-1 cpeactBo (mampumep, aHtuteno kK PD-1) BBomaT cormacHo cxeme, KoTopas
oOecmieunBaeT A0CTaBKYy 10361 100 Mr Kaskaple TpU HeAend. B HEKOTOpPHIX BapuaHTax
ocymecTBieHusa cps3piBaromee PD-1 cpeactso (Hampumep, antutreno k PD-1) BBogsar
COTJIACHO CXeMe, KOTopas 00ecreunBaeT 10CTaBKy A03b1 100 MT Kaskabie YeThipe Hemenu. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS cBsi3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
K PD-1) BBOAAT COTIAaCHO CXeMeE, KOTOpas 00eCTeYrBAaeT A0CTaBKY A03bI 100 MT Kaskabie
IATh HeAenb. B HEKOTOPBIX BapHaHTaxX OCywiecTBIeHHA cBaAsbiBaromee PD-1 cpeactso

(marmpumep, antuteno k PD-1) BBoaat B qo3e 100 Mr kakaple MeCTh HEAETb.

[00117] B HEKOTOpBIX BapHaHTaX OCYIIECTBIECHUA CBs3biBatomee PD-1
cpeactBo (Hampumep, aHtuTeno kK PD-1) BBomar B mose 300 mr cBsassBaromero PD-1
cpeactBa. B HEKOTOpBIX BapwaHTax ocyniecTBiIeHUs cBs3bBaroniee PD-1  cpeactso
(manpumep, antuteno kK PD-1) BBOAAT corimacHo cxeme, KOTopas 00ecTieYMBaeT JOCTABKY
10361 300 MT Kakple BE HEACIH. B HEKOTOPBIX BapUAHTaX OCYIIECTBIICHHS CBA3BIBAIOIICE
PD-1 cpeactBo (Hampumep, antutenmo k PD-1) BBomAT cormacHo cxeme, KOTOpas
obecrieuynBaeT AOCTaBKY 10361 300 Mr Kaskaple TPU HEAETH. B HEKOTOPHIX BapHaHTaX
ocymecTBieHus cBs3piBaromee PD-1 cpeactso (Hampumep, anTtuteno k PD-1) BBomsar
COTJIACHO CXeMe, KOTopas o0ecrieunBaeT AOCTaBKy 10361 300 MT KaskIapIie YeThIpe Heaenu. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIIEHUS CBsA3bIBatomee PD-1 cpeacTso (HanpuMep, aHTUTETIO
K PD-1) BBOAAT COTJIACHO cXeMe, KOTOpas 00eCreYrBacT AOCTaBKY A03bI 300 MT KasKabie
AT HEAENb. B HEKOTOPBIX BapuUaHTaX OCYHIECTBIICHHWsS cBa3biBaromee PD-1 cpeactso

(mammpumep, aaTUTENO K PD-1) BBOAAT B 103€¢ 300 MT Ka)KIble MECTh HEAET.

[00118] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBsa3biBaromee PD-1
cpenctso (Hampumep, aHtutenno k PD-1) BBOomar B mo3e 400 mr cBsswBaromero PD-1
cpeacTtsa. B HEKOTOpBIX BapuWaHTax OCYWIECTBIEHHsA CBs3biBaromee PD-1 cpenctso
(Hanpumep, anTuTeNno K PD-1) BBOAAT COTIACHO cXeMe, KOTOpas O0OECTICUMBAET JOCTaBKY
10361 400 MT Ka)kple JBE HEACH. B HEKOTOPBIX BapUaHTaX OCYINECTBICHHS CBA3BIBAIOIICE
PD-1 cpeactBo (mampumep, aHTuteno kK PD-1) BBomAT cormacHo cxeme, KOTOpas
obecrieunBaeT A0CTaBKYy 10361 400 Mr Kaskaple TPU HeAend. B HEKOTOPHIX BapHaHTax

ocymecTBiIeHus cBs3piBaromee PD-1 cpenctso (Hampumep, anTuteno k PD-1) sBomsar
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COTJIACHO CXeMe, KOTopas 00ecTieunBaeT AOCTaBKy 10361 400 MT KakIapie YeThIpe HeAenu. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatoee PD-1 cpeacTso (Hampumep, aHTUTETIO
K PD-1) BBOAAT COTJIACHO cXeMe, KOTOpast 00eCTeYrBACT AOCTAaBKY A03bI 400 MT KaxKIbie
IATh HEAenb. B HEKOTOPBIX BapHaHTAaxX OCywIeCTBIEHHA cCBaAsbiBaromee PD-1 cpeactso

(marmpumep, anTuTeno k PD-1) BBogar B no3e 400 Mr Kakple MECTh HEAETb.

[00119] B HexkOoTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenctso (Hampumep, antuteno k PD-1) BeoasaT B mo3e 500 mr. B HEKOTOPHIX BapHaHTax
ocymecTBieHusa cpsspiBaromee PD-1 cpeactso (Hampumep, antuteno k PD-1) BBogsar
COTJIACHO CXEMe, KOTOpas OOECIeUMBaeT MOCTAaBKY M03bI 500 Mr kakaple aBe Heaend. B
HEKOTOPBIX BAPHAHTaX OCYIIECTBIECHHUA cBsa3bIBaromee PD-1 cpeacTso (HanmpuMep, aHTUTETO
Kk PD-1) BBOAAT cornacHo cxeme, KOTopas 00€CIeuYnBaeT J0CTaBKy 1036l 500 MI KaKaple TpH
Heaenu. B HEKOTOphIX BapuaHTax OCYIIECTBICHUsS cBasbBaromee PD-1  cpeactso
(Hampumep, antuTeno Kk PD-1) BBOAAT cOTNTacCHO cXeMe, KOTopas 00ECIEYHBAET JTOCTABKY
n03bl 500 Mr KaKIble 4YETBIPE HEACIH. B  HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUA
ceaspBatoniee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBOOAT cormacHO cxeme,
KOTOpass O0OeCTeunBacT AOCTaBKY a03b1 500 MT Kakaple TATh HeAenb. B HEKOTOPHIX
BapHaHTaX OCYIIECTBJICHHs CBs3bBaromee PD-1 cpenctso (Hampumep, anTuTeno k PD-1)
BBOJAT COTJIACHO CXEME, KOTopas 00eCredmBaeT MOCTaBKY 1036l 500 MT KaKIple INECTh

HEJEITb.

[00120] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpenctBo (Hampumep, anTutenno k PD-1) BBoasaT B mo3e 600 Mr. B HEKOTOPHIX BapHaHTAX
ocymecTBieHus cBs3piBaromee PD-1 cpeactso (Hampumep, anTuteno k PD-1) BBogsar
COTJIACHO CXEMe, KOTOpas OOECIEeYHMBAaET AOCTABKY m03bI 600 Mr Kakaple aBe Heaend. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBs3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
k PD-1) BBOAAT coTTacHO cXeMe, KOTOpas 00eCIeYnBaeT JOCTABKY A03bI 600 MT KasKIble TPH
HElemd. B HEKOTOphIX BapHaHTaX OCYINECTBIEHUA cBa3bBaromee PD-1  cpeactso
(Hanpumep, anTuTeNno K PD-1) BBOAAT COTIIACHO cXeMe, KOTOpask 0OECTICUHBAET JOCTaBKY
n03bl 600 Mr Kakaple 4YEThIpe HeAend. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHUSA
ceaspBaromee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomAT cormacHo cxeme,
KOTOpass OOECTeYMBAET AOCTAaBKY m03bl 600 MT Kakaple MATh HeAelb. B HEKOTOPHIX

BapHaHTaX OCYIIECTBIECHHA CBs3bBaromee PD-1 cpenctso (Hampumep, anTuTeno k PD-1)
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BBOJAT COTJIACHO CXE€ME, KOTOopas 00eCredmBaeT MOCTaBKY 10361 600 MT KayKIple INECTh

HEJeITb.

[00121] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenctso (Hanmpumep, antutenno k PD-1) BeoasaT B mo3e 700 mMr. B HEKOTOPHIX BapHaHTax
ocymecTBieHusa cps3piBaromee PD-1 cpeactso (mampumep, antuteno k PD-1) BBogsar
COTJIACHO CXeMe, KOTOpas 00ecTeunBaeT J0CTaBKy 40361 700 MT Kakable YeThIpe Hemenu. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
K PD-1) BBOAAT COTIACHO CXeMeE, KOTOpast 00ECTEeYHBACT AOCTABKY A03bI 700 MT KasKIbie
IATh HeAenb. B HEKOTOPBIX BapHaHTAaxX OCyHIeCTBIEHHUA cCBaAsbiBaromee PD-1 cpeactso
(Hanpumep, antuteno Kk PD-1) BBOAAT cOrTacHO cxeme, KOTOpas 0OECTIEUMBAET JTOCTaBKY
n03pl 700 Mr Kakaple IIECTh HeAenb. B  HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA
ceaspBatomee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBoaAT cormacHo cxeme,
KOTOpas O0OECIeYrBACT MOCTaBKY 036l 700 M KaKaple CeMb HEIenb. B HEKOTOpPHIX
BapUaHTax ocymecTBleHus cpasbBatomee PD-1 cpenctBo (Hampumep, antuteno k PD-1)
BBOJAT COTJIACHO CXEME, KOTOpas 00ecredYrBaeT AOCTaBKY 1036l 700 MT KasKIple BOCEMb

HEJIENb.

[00122] B HEKOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpenctso (Hampumep, anTuTenno k PD-1) BBogsaT B mo3e 800 Mr. B HEKOTOPBIX BapHaHTaX
ocymecTBieHus cBs3piBaromee PD-1 cpeactso (Hampumep, anTuteno k PD-1) BBogsar
COTJIACHO CXeMe, KOTopas 00ecrmeurnBaeT J0CTaBKy 0361 8§00 MT Ka)kable YeThIpe Hemenu. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIIEHUS CBsA3bIBaromee PD-1 cpeacTso (HampuMep, aHTUTETIO
K PD-1) BBOAAT COTJIACHO cXeMe, KOTOpas 00eCreYrBacT AO0CTaBKy A03bI 800 MT Kaskabie
AT HEAENb. B HEKOTOPBIX BapuUaHTaX OCYHIECTBIICHHWsS cBa3biBaromee PD-1 cpeactso
(Hanmpumep, anTUTE0 K PD-1) BBOAAT COTIIACHO cXeMe, KOTOpas OOECTICUMBAET JOCTaBKY
no3pl 800 Mr Kakaple IIECTb HEAECHNb. B HEKOTOPBIX BAapHAHTAX OCYIIECTBICHHUSA
ceaspBatomee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomAT cormacHo cxeme,

KOTOpas oOecrmeunBaeT A0CTaBKy 10361 800 MT KasKIble BOCEMb HEETh.

[00123] B HExkOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
cpenctso (Hanmpumep, antutenno k PD-1) BBogsaT B mo3e 900 mMr. B HEKOTOPHIX BapHaHTaxX
ocymecTBiIeHus cBsa3bBaromee PD-1 cpeactso (Hampumep, anTuteno xk PD-1) sBomsar
COTJIACHO CXeMe, KOTopas 00ecTieunBaeT AOCTaBKy 10361 900 MT KakIpIie YeThIpe Heaenu. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatotee PD-1 cpeacTso (HampuMep, aHTUTETIO
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K PD-1) BBOAAT COTJIACHO cXeMe, KOTOpast 00eCTeYrBACT JOCTAaBKY A03bI 900 MT KaxKIbie
AT HEAENb. B HEKOTOPBIX BapuWaHTax OCYWIECTBIICHHWs cBa3biBaromee PD-1 cpeactso
(Hanpumep, anTuTenno kK PD-1) BBOAAT COTIIACHO cXeMe, KOTOpask 0OECTICUHBAET JTOCTaBKY
1031 900 Mr Kakaple IIECTb HEAECHb. B HEKOTOPBIX BAapHAHTAX OCYIIECTBIICHHUA
ceazpBatomee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomAT cormacHo cxeme,
KOTOpasi oOechedmBaeT AOCTaBKY 10361 900 Mr Kaskaple CeMb HEIENb. B HEKOTOPHIX
BapHaHTaX OCYIIECTBIeHUA cBs3biBaromee PD-1 cpeactBo (Hampumep, antuteno k PD-1)
BBOJAT COTJIACHO CXE€Me, KOTOpas oOecredyuBaeT AOCTaBKy 1036l 900 Mr Kaskaple BOCEMb

HEJEITb.

[00124] B HekoTOpBIX BapHaHTax OCYINECTBIECHUA CBssbiBaromee PD-1
cpenctso (Harpumep, antuteno k PD-1) Boaar B go3e 1000 Mr. B HEKOTOPBIX BapHaHTax
ocymecTBieHusa cBsspiBatomee PD-1 cpeactso (Hampumep, antureno k PD-1) BBogsar
COTJTIACHO CXEME, KOTOpast 00ecreunBaeT JocTaBKy 10361 1000 Mr Kaxapie yeTsIpe Heaenu. B
HEKOTOPBIX BAPHaHTaX OCYIIECTBIECHHUA cBs3biBaromee PD-1 cpeacTso (HanpuMep, aHTUTENO
K PD-1) BBOAAT COTJIACHO cCXeMe, KOTopasi 00ecneunBaeT M0CTaBKy 40361 1000 Mr Kaskpie
ATh HeAenb. B HEKOTOPBIX BapHaHTAaX OCyHIECTBIEHHUs cCBA3biBaromee PD-1 cpeactso
(Hanpumep, aHTUTENTO K PD-1) BBOAAT COTIACHO CXeMeE, KOTOpas 0OECTIEUHBAET JOCTaBKY
no3bl 1000 Mr kakaple IDECTh HEAENHb. B HEKOTOPBIX BapHAHTAX OCYLIECTBICHHUSA
ceaspBatomee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomaT cormacHo cxeme,
KoTOpas oOecreyuBaeT MOCTaBKY m03bl 1000 Mr kaxkasie cemMb HeIelnb. B HEKOTOPHIX
BapHaHTaX OCYIIECTBICHUA cBs3bBaromee PD-1 cpencTso (Hampumep, antuteno k PD-1)
BBOJAT COTJIACHO CXEMe, KOTOpas 00ecTeurnBaeT AOCTaBKy J03b1 1000 Mr Kaxaple BOCEMb

HEJEIb.

[00125] B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIIECTBIICHUS CB3BIBAIOIICE
PD-1 cpeactBo (mampumep, antuteno k PD-1) BBomAT cormacHo cxeme, KOTOpas
MPEAYCMATPUBAET WIIH COCTOUT U3 IO MEHBINEH MEPE OJHOTO LUKIIA, TPEAYCMATPUBAOILETO
OJTHOKPATHYIO 103y (HampuMep, OAHOKpaTHYIO 103y 400 MT vl 0THOKPATHYIO 103y 500 MT)
OJIMH Pa3 B ABE HEJEIH, ONHOKPATHYIO 03y OJWH Pa3 B TPH HEJEH, OJJTHOKPATHYIO J03Y OJHH
pa3 B YETBIPE HEAECIH, OJJHOKPATHYIO O3y OJWH Pa3 B IIATh HEJIEIb, OJTHOKPATHYIO 103y OJUH
pa3 B MIECTh HEAEID U T. . B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS LUK BKIIOYaer 1, 2, 3,
4,5,6,7,8,9, 10 umu 607bIIE OAHOKPATHBIX 03. B HEKOTOPHIX BapHaHTAX OCYIIECTBIICHUS

CXCMa npeaycMaTpuBacT HCCKOJIBKO ITUKIIOB. B HCKOTOPBIX BapHaHTaX OCYHICCTBICHHUA
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OTJIENbHBIE IUKIBI MOTYT OBITh OTAEIIEHBI APYT OT Apyra MepuoaoM otTasixa (T.e. 0e3

BBEJICHUSA J103).

[00126] B Bapmantax ocymiectsiaeHus wHrHOuTtop PD-1 (manpumep, mroOoe
anTuteno k PD-1, onrcanHoe B TaHHOM JOKYMEHTE) BBOJAT B TIEPBOH /103€ IPHOTHU3UTEITHBHO
500 Mr oguH pa3 B 3 HEAEIH HA NPOTHKEHUH 3, 4 WK 5 THKIOB C MOCIEAYIOMIEH BTOPOH
n030u npuomm3uTensHo 1000 Mr oauH pa3 B 6 Heaemb WK OoJbIe (HapUMep, BTOPOH 10301
npuom3uTenbHo 1000 Mr onmH pa3 B 6 Henenb). B BapuaHTax ocyIiecTBICHUS HHTHOUTOP
PD-1 (mampumep, mobOoe antureno k PD-1, ommcanHoe B JaHHOM JOKYMEHTE) BBOJAT B
nepBoi Ao03e npuomusurensHo 500 Mr oaMH pa3 B 3 HENENW Ha MPOTSHKEHUHU 3 IUKIIOB C
MOCIIEAYIOIEH BTOPOU 10308 mpuOnusutenbao 1000 M oauH pa3 B 6 HEJeTb WM OOJbIIE
(Hampumep, BTOpOU m030¥ mpuOIM3uTENbHO 1000 Mr oMH pa3 B 6 Henmenb). B BapuanTax
ocymecTeiaeHus uHruoutop PD-1 (mampumep, moOoe antuteno k PD-1, ommcanHoe B
JaHHOM JIOKYMEHTE) BBOAAT B IEPBOH /103€ MpHOIM3NUTENHbHO 500 MT 0TWH pa3 B 3 HEJETH HA
NPOTHKEHHUHU 4 IUKIIOB C TIOCIIEAYIONIEH BTOPOH 10301 npubnusuTensHo 1000 Mr oauH pas B
6 Henmenp WK Oonblie (HapUMeEp, BTOPOH 10301 mpubnusuTeabHo 1000 Mr oxuH pas B 6
Hejaens). B BapuanTax ocyniectiieHust ”HTHOUTOP PD-1 (Hampumep, mro6oe anTUTENO0 K PD-
1, onmHMCcaHHOE B JAHHOM JAOKYMEHTE) BBOJAT B MIEPBOM 03¢ MPHOIU3HTETbHO 500 MT OJTUH
pa3 B 3 HEJETH HA MPOTSDKEHUH 5 IUKIIOB C TMOCIEAYIONIEH BTOPOU J030M MPUOTUIUTEITHHO
1000 MT oguH pa3 B 6 HeAenb WiIW OojbIIe (HAPHUMEP, BTOPOH T030H NPHOIH3UTEIIHBHO

1000 MT 011H pa3 B 6 HEACIID).

[00127] B HEeKOTOpBIX BapuaHTaX OCYHIECTBIICHUS BBEIACHHUE T03BI MOXKET OBITH
JOCTHTHYTO TYTEM BBEJCHHS KOMITO3HIIMHA B €IUHUYHOW CTaHAAPTHOM 03¢ (T. €. OJHOM
KOMITO3HIIMH, KOTOpas COJCPIKUT W/HIH O00ECIIEYHBAET JOCTABKYy COOTBETCTBYOIICH
BEJTMYHMHBI JT03b1). B HEKOTOPHIX BapHAHTAX OCYIIECTBICHHUS BBEACHHE JO3BI MOXKET OBITH
JOCTUTHYTO MYTEM BBEACHUSA HECKOIBKUX KOMIIO3ULHUN B €IMHUYHBIX CTAHAAPTHBIX J03aX.
B HekoTOphIX BapuaHTaX OCYIIECTBJICHHS BBEACHHUE O3B MOXKET OBITh JOCTHTHYTO MyTEM

BBEJCHHS YaCTH KOMITO3ULIUH B € IUHUYHOW CTAaHAAPTHOM A03€.

[00128] B HExkOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
cpenctso (Hanmpumep, aHTUTeNO K PD-1) BBOAST corilacHO cxeme, KOTopas oOecreunBaeT
JOCTaBKY MEPBOM 03Bl CBsA3bIBaromero PD-1 cpexctBa oavH pa3 B TpH HEACIH Ha
MPOTSHKEHUH TEPBBIX 2-0 IMKIIOB BBEACHHS /036l (HAIPUMED, TEPBBIX 3, 4 WM 5 TUKIIOB
BBEJCHHA JO3bI), a 3aTeM OOECIIEYMBAET JOCTABKY BTOPOH M03bI CBsi3biBaromero PD-1
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CpeAcTBa OJWH Pa3 B MIECTh HEJENb 0 TEX MOP, MOKAa He HAOIIOJAETCA POTPECCHPOBAHNE
3a00meBaHna. B HEKOTOPHIX BapHaHTaX OCYMIECTBIIEHWs cBs3biBatomee PD-1 cpemctBo
(Hanpumep, anTuTenno kK PD-1) BBOAAT COTIIACHO cXeMe, KOTOpask 0OECTICUHBAET JOCTaBKY
nepBOM 10361 cBaA3bBaronero PD-1 cpencrBa oauH pa3 B Tpu HEIENH Ha MPOTsDKEHUU 3, 4
WM 5 LIMKIIOB BBEJCHHS J03bI, a 3aTEM 00ECTIEUNBAET JOCTABKY BTOPOH J03bI CBA3BIBAIOIIETO
PD-1 cpeactBa oauH pa3 B MIECTh HEAENb WM OOJBINE 10 TEX TMOP, MOKA HE HAOMIOgaeTCs
MPOrPECCUPOBAHME 3a00JIEBaHMA. B HEKOTOPBIX BapHAHTAX OCYIIECTBIIEHHUS CBA3BIBAIOLICE
PD-1 cpeactBo (mampumep, antuteno k PD-1) BBomaT cormacHo cxeme, KoTopas
o0ecTeunBaeT 10CTaBKY MEPBOH 103bI cBsi3pIBaromiero PD-1 cpeacTBa oguH pa3 B TpU HEAECTH
Ha NPOTSDKEHUH 3, 4 WM 5 LIMKIIOB BBEJIEHUS J03BL, a 3aTEM 00ECTICUUBAET JOCTABKY BTOPOU
10361 cBaA3bIBatoniero PD-1 cpencTsa ouH pa3 B ECTh HEAENb HITH OOJIBINE 0 TEX TOP, MOKa
He Ha0I0JaeTCcs MPOTPECCUPOBAHUE 3a00I€BaHU. B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS
nepBas WWiM BTOpas 103a cBsasbiBaromero PD-1 cpenctsa (Hanpumep, antutena k PD-1)
coctaimser OoT mpuOmmsurenbHo 100 Mr po mpuOmmsurensHO 2000 Mr. B HEKOTOPBIX
BapUaHTaxX OCYIIECTBIICHUSA IEpBas A03a W BTOpas [03a SABIIIOTCS OJWHAKOBBIMU. B

HEKOTOPBIX BAPHAHTAX OCYIICCTBIICHHUA IICPBAasd A03a U BTOpasd A03a pa3InvarOTCA.

[00129] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpencTBo (HampuMep, aHTHTEeNO0 K PD-1) BBOAAT COTIIACHO CXeMe, KOTOpas MpeIycMaTPpUBaeT
BBeJcHHE 10361 S00 MT Kaxkaple 3 HeenH B BUAE 3, 4 WK 5 103 ¢ MOCIEAYIOIIUM BBEACHUEM
MO MEHbIIEH Mepe 0aHOMW 10361 1000 M Ka)KJIple MIECTh HEAEb MOCJE TPEThEH, YETBEPTOU
umy mATod 70361 500 Mr. B HEKOTOpBIX BapuaHTax OCYINECTBICHMS cBA3biBaronice PD-1
cpenctso (HampuMep, aHTHTENO0 K PD-1) BBOAAT COTTTacCHO CXeMe, KOTOpas MpeIyCMaTpUBaeT
BBeJcHHE 1036l S00 Mr Kaxkaple 3 HENENH B BUAE 3 03 C MOCIEAYIOIMINM BBEICHUEM I10
MeHbINEH Mepe omHOM M036I 1000 MT KaXKAble MECTh HEJAETh WITH OOJIBbIIe TOCTE TPEThEeH
no3b1 500 Mmr. B HEKOTOpPBIX BapuaHTax OCYINECTBICHHA CBaspiBaromee PD-1 cpenctso
(mammpumep, antuTeno kK PD-1) BBOAAT corTacHO cxeMe, KOTopas MpeyCMaTPUBAET BBEACHUE
10361 500 Mr Kakasle 3 HEAETU B BUAE 4 103 C TOCIEAYOIIAM BBEICHUEM 10 MEHBIIEH MEPE
oxHOM 10361 1000 MT KaXK/pIe MECTh HeAEIh WK OOJIBIIIe TMOCie YeTBepTOr m10361 500 Mr. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
Kk PD-1) BBOAAT COTITACHO CXEMe, KOTOpas MPeAyCMATPUBAET BBEAEHHUE 10361 S00 MT KayKIble
3 HeACH B BUJE 5 103 ¢ MOCIEAYIOMMNM BBEACHUEM IO MEHbIIEH Mepe oaHOM A03b1 1000 Mr

KaKJpIe IMIECTh HEJEb WA OOJbIne mociie maTou 10361 S00 Mmr. B HeKkoTOpBIX BapuaHTax

51



WO 2018/129559 PCT/US2018/013029

OCYHIECTBIICHHS JOTIOTHATETbHBIE 10361 1000 MT BBOJAT KaK/IbIE IECTh HEACITD HITH OOJThINE
nocye neppou 10361 1000 Mr 10 TeX MOp, MOKA HE MPEKPATUTCA JTOCTHKEHHE NATbHEHIIECH
KIIMHUYECKOM MOJIb3bl. B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIIECTBICHHS CBSA3BIBAIOIIEE
PD-1 cpeactso (Hampumep, antHTea0 K PD-1) BBOAST COTIIACHO CXEME BBEIEHHUS O3BI,

KoTopas npeaycmartpusaeT 500 mr Ha npoTskeHuu 4 1ukiioB Q3W, a 3atem 1000 mr Q6W.

[00130] B HexkOoTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenctso (HampumMep, antureno kK PD-1) BBOAAT cormacHo cxeme, KOTopas mpelycMaTpUBaeT
BBeJeHHE 10361 300 Mr Kaxkaple 3 HeEeH B BUAE 3, 4 WM 5 103 ¢ NOCHEAYOINUM BBEACHUEM
1o MeHbIed mepe oaHoU 10361 800 Mr w1000 Mr KaskapIe TIECTh HEAEHD MOCIIE TPETHEMU,
yeTBepTon WM maToM 1036l 300 Mr. B HEKOTOpPBIX BapHaHTax OCYINECTBIICHHS
ponoHUTENbHbIE 10361 800 Mr vy 1000 Mr BBOJAT KaXKJbIE IIECTHh HEACHD MOCIE NEPBOU
1036l 800 mr mimm 1000 Mr g0 Tex mop, MOKa HE MPEKPATUTCS AOCTIKEHHUE JajbHEHUIIEH
KIIMHUYECKOH MOIb3bl. B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIIECTBIICHHS CBA3BIBAIOIIICE
PD-1 cpenctBo (Hanmpumep, antuteno k PD-1) BBOAAT cOriacHO cXeMe BBEIEHHS 03I,
koTopas mpexycmarpusaeT 300 mr Ha mpoTsbkeHuu 4 mukinoB Q3W, a 3arem 800 mr unm
1000 mr Q6W.

[00131] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpencTBo (HampuMep, aHTHTENO K PD-1) BBOAAT COTIIACHO CXeMe, KOTOpas MpeycMaTpUBaeT
BBeacHHE 10361 400 MT Kaxkaple 3 Heeu B BUAE 3, 4 WM 5 103 ¢ MOCIEAYOIIUM BBEACHUEM
Mo MeHbIer Mepe oaHou 10361 800 Mr wimu 1000 Mr Kaskapie ECTh HEACb MOCIIE TPETHEH,
yeTBepToM wnM  maTod 1036l 400 Mr. B HEKOTOpPBIX BapHaHTax OCYINECTBIICHHS
nononHUTENbHbIE 10361 800 Mr vy 1000 MT BBOJAT KaXKJbIE MECTh HEACHb MOCHE NEPBOU
10361 800 mr w1000 Mr 10 Tex mop, MOKAa HE MPEKPATHUTCS AOCTHKEHHUE AAIbHEUIICH
KIIMHUYECKOM MOJIb3bl. B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIIECTBICHHS CBS3BIBAIOIEE
PD-1 cpenactso (Hampumep, aHTHTEI0 K PD-1) BBOAST COTJIACHO CXeMe BBEICHHUSA TO3BI,
kotopas npeaycmarpusaet 400 Mr Ha mpoTskenun 4 mukiaoB Q3W, a 3arem 800 mMr unu

1000 mT Q6W.

[00132] B HExkOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
cpenctso (HampuMep, aHTHTENNO K PD-1) BBOAST cOTITaCHO CXeMe, KOTOpas MpeyCcMaTPpUBaeT
BBeJcHHE 10361 600 MT Kaxkaple 3 HeeH B BUAE 3, 4 WM 5 103 ¢ NOCHEAYOINUM BBEACHUEM
1o MeHbIel Mepe oaHou 10361 800 Mr w1000 Mr Kaskaple IECTh HEACB MOCIIE TPETHEMU,
YeTBEPTOM WM [ATOM 1036l 600 Mr. B HEKOTOpPBIX BapHaHTax OCYINECTBIICHHS
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nonoHUTENbHbIE 10361 800 Mr vy 1000 M BBOJAT KaXKJbIE MECTHh HEACb MOCHE NEPBOU
10361 800 mr mymm 1000 Mr 10 Tex mop, MOKAa HE MPEKPATHUTCS NOCTHKEHHUE NAIbHEUIICH
KIIMHUYECKOM MOJIb3bl. B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIIECTBICHHS CBSA3BIBAIOIIEE
PD-1 cpeactso (Hampumep, antHTea0 K PD-1) BBOAST COTIIACHO CXEME BBEIEHHUS O3BI,
koTopas npexycmarpuBaet 600 Mr Ha mpoTskenuu 4 mukiaoB Q3W, a 3arem 800 mMr wnu

1000 mr Q6W.

[00133] B HexkOoTOpBIX BapHaHTax OCYINECTBIECHUA CBssbiBaromee PD-1
cpenctso (Hampumep, aHtuteno Kk PD-1) BBOOAT coryiacHO cxeme, KOTOpas, Kak
MPOAEMOHCTPUPOBAHO, B MOMYJIILIMH MALUEHTOB 00€CTIEYNBAET OCTHKEHHUE CPETHETO Cmax
ceas3biBaromero PD-1 cpenctsa, xotopast coctaBimser oT 10 mxr/ma go 500 mkr/mn. B
HEKOTOPBIX BAPHUAHTAX OCYHICCTBICHUA CXEMa, KaK IMPOJEMOHCTPUPOBAHO, B IMOMYJIALHU
MAIMEHTOB oOecmeuynBaeT NOCTIWKEeHHE cpemaHero Cmax cBsa3bBaromero PD-1 cpeactsa,
KOTOpas COCTaBI€T MPHONMH3UTETbHO 20 MKI/MJI, TPHOIHM3HTEIBHO 65 MKI/MJI WIIH
npuomu3uTenbHo 200 MKI/Mi1. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHSA CX€Ma, Kak
MPOJEMOHCTPHUPOBAHO, B TMOMYJIALUHN MAIMEHTOB 00€CTIEYMBAET AOCTIKEHHE cpemHEH Cmax
cBaspBaromero PD-1 cpencTBa, KOTOpas COCTaBIIET NPHOIU3UTENbHO 140 MKr/mi,
mpuOmH3uTeIbHO 180 MKr/mit, mpuOu3uTensHO 200 MKr/™Mit, mpUOIU3UTEbHO 230 MKT/MJI,
npuomm3uTeapHo 290 Mkr/Mi1. B BapmaHTax ocymecTBieHHs BBeAcHHE aHTUTena K PD-1
MPUBOJUT B PE3yJbTaTe K [JOCTIKEHHIO B OpraHusMme mnaimueHTa cpeaHed Cmax,
cocrapysromied ot 10 Mxr/ma 1o 500 mMxr/mn (Hampumep, cpeaHed Cmax, COCTaBIAIOTICH
MPHOMH3UTETHHO 20 MKT/MJT, MPUOTU3UTEHFHO 65 MKI/MIT WiH pUOIH3ATETHHO 200 MKT/MIT

B OpraHU3MeE TAIUEHTA).

[00134] B HexkoTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
cpenctBo (Hampumep, aHTHTENn0 K PD-1) BBOAAT COTNIAacCHO CXeme, KOTOpas, Kak
MPOAEMOHCTPUPOBAHO, B TIOTYJIALIWH NMAIMEHTOB o0ecnieunBaeT noctmwkenne cpeaneid AUC,.
336+, KPUBOM KOHILICHTpaLMs-BpeMs B ciydae csasbiBaromero PD-1 cpenctsa, koTopas
cocramaer or 2500 w*Mkr/mMn  go 50000 uw.*mkr/mn. B HEKOTOpPBIX BapuaHTax
OCYIIECTBJICHUA CXeMa, KaK TPOIEMOHCTPHUPOBAHO, B MOYIIALMA MAITHEHTOB 00€CTICYHBAET
noctmwkenue cpeaaed AUCo-3364. KPHBOW KOHIIEHTPAIUS-BPEMS B CIIy4ae CBSI3BIBAIOIIETO
PD-1 cpenctBa, KoTOpas cocTaBisaeT NpuOMH3HTENbHO 3400 4. *MKr/M, TPHONMH3UTETHHO
11000 u.*mkr/Mn wiu npuomm3uTenbHo 36800 u.*Mkr/™MiI. B BapmaHTax OCyImecTBIICHUS

BBCACHHC aHTHUTCIIA K PD-1 OPHUBOAUT B PE3YIIbTATC K JOCTHKCHUIO B OPraHU3MC IMAaIUCHTA
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cpemuaert AUCo3364, coctapmsmronieid oT 2500 u.*mkr/ma mo 50000 u.*mkr/mn (Hampumep,
cpemuaert AUCo3364, cocTaBisiromed npuOmu3uTeabHo 3400 9. *MKr/MII, TIPUONH3UTETBHO

11000 u.*mkr/mn umn npuOmu3uTensHo 36800 u. *MKr/mit).

[00135] B HEkOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
cpenctBo (Hampumep, aHtuteno kK PD-1) BBOAAT cOTIacHO cXeme, KOTOpas, Kak
MPOAEMOHCTPUPOBAHO, OOECTIEYMBAECT JOCTIDKEHHE MAKCUMAIbHOM  KOHLEHTPALMH

ceasbpiBarowero PD-1 cpenctsa B cb1BOPOTKE KpOBH B TeueHHE 0,5—3 4acoB MOCIIE BBEICHU.

[00136] B HekoTOpBIX BapHaHTax OCYINECTBICHUA CBs3biBaromee PD-1
CPEICTBO XapaKTEPHU3YeTCAd KOHEYHBIM IIEPHOJAOM TIOJTYBBIBEJICHHA, COCTABISAIOMIUM
npuMmepHo 6, 7, 8, 9, 10, 11, 12, 13, 14, 15, 16, 17 nnm 18 nHel. B HEKOTOPBIX BapuaHTax
ocymiecTBIeHHsA cBaspiBatonice PD-1 cpeacTBo xapakTepusyeTcs KOHEYHBIM IEPHOAOM

MOTYBBIBEICHUS, COCTABJISAIOIIUM MPUMEPHO 12 nHEH.

[00137] B HEKOTOpBIX BapHaHTax OCYIIECTBIECHUA CBs3biBatomee PD-1
cpeactBo (HampuMep, aHTHTEN0 K PD-1) BBOAAT BHYTPUBEHHO. B HEKOTOpHIX BapuaHTax
ocymecTBieHus cBsasbiBatomee PD-1 cpenctBo (Hampumep, antureno k PD-1) BBomaT ¢

MTOMOTIBIO BHYTPHBEHHON HH(Y3HH.

[00138] B HEKoTOpBIX BapuaHTax OCYIIECTBICHHUS CBsA3bIBarOmuM PD-1
cpeacTBoM (Hampumep, aHTuTeaoM K PD-1) B acenTHyecKHuX YCIOBHAX 3aMOHAIOT (PIIakoOH
W3 TPO3PAYHOTO CTEKJIA. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHSA CTEKISTHHBIA (DIaKOH
3aKyMOPUBAIOT ¢ TIOMOINBI0 TPOOKH W3 XJIOPOYTHIOBOTO 3JacCTOMEPA, JTAMHHHUPOBAHHOM
(GTOPHIONMMEPOM, W TEPMETHYHO 3aKPHIBAIOT C MOMOMIBIO AFOMHUHHUEBOTO KOJMayka. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBs3bIBaromee PD-1 cpeacTso (HampuMep, aHTHTETIO
Kk PD-1) xpanat npu 2—8°C. B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHUS CBsA3bIBatomee PD-1

cpenctso (Hampumep, antutenno k PD-1) He coeps>kuT KOHCEPBAHTOB.

[00139] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS MMALIMEHT MOTYYAET WK Oy IET
MOJTy4aTh JOTIOJHUTEIBPHOE CPEJCTBO TEPANHMH B KOMOWHAIIMH CO CBsA3bIBaronuM PD-1
CPEACTBOM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA JOMOJHUTENBHOE CPEACTBO TEPAIHHA
MPEICTABISET COOON XHPYPTHUECKOE BMEIIATENbCTBO, JTIYYEBYIO TEPAIHIO, XUMHOTEPAITHIO
WA UIMMYHOTEPANui0. B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHHS IOMOTHUTENBHOE CPEACTBO
TEpaNMH BKITFOYAET JICUCHHE C TIOMOMIBIO KOMIIO3HUITUH, KOTOpas 00ECTIEUNBAET JAOCTABKY

cessbBaroniero LAG-3 cpeactBa (Hampumep, mooOoro, omucanHoro B WO 2016/126858,
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WO 2017/019894 wmu WO 2015/138920, kaskmast W3 KOTOPBHIX BKJIIOYEHA B JTAHHBIN
JOKYMEHT C TIOMOMIBIO CCBITKH BO BCEH CBOEW TOJHOTE) W/WH CBs3biBaromero TIM-3
cpenctea (Hampumep, moOoro, ommcanHoro B WO 2016/161270). B BapumanTax
OCYIIECTBJICHUSA CPEICTBO TE€PANUU HA OCHOBE aHTUTeNna K TIM-3 (Hampumep, aHTHUTENO K
TIM-3) M0XHO BBOAMTH B 103€¢ MpuOMu3uTenbHo 1, 3 wmu 10 MI/Kr; MOCTOAHHOM 03€ OT
npuom3uTensHo 100 1o 1500 Mr; mocTosHHOM 103€ MpHOIM3UTENHHO 100 MT; MOCTOSHHOM
n03e npuou3uTenbHO 200 MT; TOCTOSTHHOM 03¢ MPUOIM3uTenbHO 300 MT; MOCTOSTHHOM 103€
npuOmm3uTenbHO 400 MT; MOCTOSHHOM A03€¢ mpuOmM3uTenbHO 500 MT; MOCTOAHHOM H03€
npuOmu3uTenbHO 600 MT; MOCTOSHHOM A03€¢ NpUOMM3uTENbHO 700 MT; MOCTOSHHOM H03€
npuOmu3uTenbHO 800 Mr; MOCTOSHHOM A03€¢ NpUOMM3HTENbHO 900 MT; MOCTOSHHOM H03€
npuomu3uTeabHo 1000 Mr; moCcTOSHHOM A03€ MpHOMM3UTENbHO 1100 Mr; MOCTOSHHON 103€
npuOIU3UTENbHO 1200 MT; TOCTOAHHOW /03¢ MPUOIH3UTENbHO 1300 MT; IOCTOSHHOM 03¢
npuoIu3uTenbHO 1400 Mr; OCTOSHHOU 03€ MpHOMH3uTENbHO 1500 MT; MPUOTH3UTENHHO
1 MI/KT; TIPUOTU3UTENBHO 3 MI/KT WM NPUOTU3UTENbHO 10 MI/KT. B HEKOTOPBIX BapHaHTax
OCYHIECTBICHUS JOMOJTHHUTEIFHOE CPEACTBO TEPANUU TPEACTABIIET COOOM HHIHOUTOP
PARP. B HekoTOpBIX BapHaHTax ocymiecTBicHus HHruoOuTop PARP mpencrasiseT coboi

HUpanapuo, oianapuo, pykanapuo, Tana3omnapud v BeTUIapHo.

[00140] B HexoTOpBIX BapHaHTaX OCYIIECTBICHHS HACTOSIIEE H300PETEHHUE
MpeaycMaTpPUBAET CIOCO0 BBeIeHWs CBsA3biBaromero PD-1 cpeacTtBa B KOMOWHAIIMH C
HUPAMApHOOM TAITUEHTY, Y KOTOPOTO HMEETCS PEIUAHBUPYIOIIUN W/ HITH 1yBCTBUTEITBHBIN K
CpeAcTBAM HAa OCHOBE IUIATHHBI pPakK. B  HEKOTOPBIX BapUaHTaX OCYLICCTBICHUSA
PELMINBUPYIONINA W/WIH YyBCTBUTEBHBIM K CPEICTBAM HAa OCHOBE IUIATHHBI PaK
MPEICTABIET COOOM PaK TOJOBHI U HIEH, PAK JIETKOTO (HAPUMED, HEMETKOKIIETOUHBIH paK
nerxkoro (NSCLC)), pak MOYKH, paKk MOYEBOTO Iy3BIPs, METAHOMY, KAPIUHOMY H3 KJIETOK
Mepkensa, pak IIEWKH MAaTKH, BarMHAJIbHBIM PakK, BYJIbBAPHBIM pPAaK, PaKk MaTKH, pakK
SHAOMETPHUSA, paK SAUYHHUKA, PaK (amwronmueBod TPyObl, pPaKk MOJOYHOH JKEIE3BI, PaK
MPEACTATENIBHOM JKENIE3Bl, OIyXOJb CIFOHHOM JKENE3bl, THMOMY, aJpPEHOKOPTHKAIBHYIO
KapUMHOMY, paK IMOICBOAA, PaK JKEIyAKAa, KOJOPEKTAJIbHBIM pakK, paK aImeHIUKCa,
KapIMHOMY YPOTEIHANBHBIX KIETOK WM IUIOCKOKJIETOUYHYH0 KapIMHOMY (HampHUMep,
JIETKOTO; AHOTEHUTATBHOW OOJIACTH, B TOM YHCJIE aHycCa, IMOJIOBOTO YIEHA, IMIEHKH MATKH,
BJATIHINA WM BYJIbBBI, WIH THWIIEBOAA). B HEKOTOPHIX OMpPENENCHHBIX BapHAHTaX

OCYHIIECTBIICHHA PEIUAUBUPYIOMANA W/WIH YyBCTBUTEIBHBIM K CpPEACTBAM Ha OCHOBE
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TUTATHHBI PaK MPEACTABIAET COOON aHAMBHBINA PaK, pak (ayionueBON TPyObl, pak SIMYHUAKA
WIH PpaKk JIETKOTO. B  HEKOTOPBIX OMpPEOENEHHBIX BapHAHTAX  OCYIIECTBICHUA
PELMIMBUPYIONINM W/WIM YyBCTBUTENBHBIM K CPEICTBAM HAa OCHOBE IUIATHHBI PaK
MPEICTABIAET COOOM paK HIOMETPHS, TPWKIbI HETATUBHBIA PaK MOJIOYHOM JKETIE3bI, pak
AMYHUKA, HeMENKOKIeTOUHbIH pak Jierkoro (NSCLC), MmIOCKOKIETOYHYI0 KapIHUHOMY
JETKOTO WM TUIOCKOKJIETOYHYI0 KapIMHOMY AaHOT€HHUTANbHOH oOnacTh (Hampumep,
TUIOCKOKJIETOYHYI0O KapUMHOMY aHyCa, MOJIOBOTO YIEHA, IMEWKH MAaTKH, BIAarajvina WIH

BYJIbBBI).

[00141] B HeKOTOPHIX BapHaHTaX OCYINECTBIICHUS HUPANapuO BBOAAT MALIMEHTY
B f03¢ OoT 5 mMr a0 500 mr. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS HHUpAmapud BBOJAT
COTJIACHO CXeMe, KOTOpas MpeyCMaTpHBaeT 103y Hupamapuoa ot 50 mr g0 500 mr oxuH pa3
B CYTKH. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHHUS 033 HApAmapuOa MpeaycMaTpuBacT OT
100 mr g0 300 Mr oAMH pa3 B CyTKA. B HEKOTOpPBIX BapuUaHTaX OCYINECTBICHHUS 1032
Hupanapuoa npexycmarpusaeT 100 mr, 200 mr nmm 300 MT OJMH pa3 B CyTKH. B HEKOTOPBIX

BapHAHTAX OCYIIECCTBICHHS 103y HUpANapuOa OJUH pa3 B CYTKH BBOAAT MEPOPATHHO.

[00142] B HEKOTOpHIX BapHaHTAX OCYIIECTBICHHS CIOCOO JOIMOIHUTEIBHO
BKITIOYAET CTATUI0 YMEHBINEHHUsS TepameBTHYecKu 3(dexTuBHONM 10361 aHTUTENAa K PD-1

W/ U OpoaICHHUA HHTCPBaia BBCACHUA MOCTIC TOCTHIKCHHA KJIMHAYECKOM TOJIb3BI.

[00143] Hacrosiimee m300peTeHHe MPEeayCMAaTPUBAET B HEKOTOPBHIX BapHAHTaX
OCYIIECTBJICHHSA  CIOCOOBI  JICUEHWS  PaKa, BKIIOYAIOIIWE BBEJACHHE  TALUEHTY,
HYXXJAOIEMyCcs B JICYCHUH, aHTHTEIA K O€JKy 3alporpaMMHUpPOBAHHONW CMEPTH KJIETKH |
(PD-1) B mepBoii 103€ B EPBBIA HHTEPBAJ B TEUEHHE TIEPBOTO IMEPHO/IA; BBEICHUE TMALUCHTY
anturena Kk PD-1 BO BTOpo#l 103€ BO BTOPOM MHTEPBAI B TEUCHUE BTOPOr0 MEPHOMAA; TAE
aatuteio k PD-1 coaepkut BapuaOenpbHY0 00JacTh TSKEIOW WEMH, COJEPKAIILYTO
nocnenosatenmbHocTH CDR mox SEQ ID NO: 9, 10 u 11, u BaprabenbHyr0 001aCTh JIETKOH
nenw, coaep:xkainyto nocnenosarenbHocTd CDR moa SEQ ID NO: 12, 13 u 14. B HekoTOpBIX
BAPHUAHTAaX OCYINECTBICHUSA IEpBas 032 M BTOpas [03a pa3IMyaroTCcsa. B HEKOTOpBIX
BApHAHTAaX OCYHIECTBICHHA NepBas no3a coctasinsgeTr 500 Mr, m BTOpas 103a COCTABIACT
1000 mr. B BapraHTax OCyIIECTBICHHA MEPBbIA HHTEPBAJI U BTOPOM HHTEPBA Pa3IUYarOTCs.
B BapmaHTax oCymecTBICHHUS TEPBBIA HWHTEPBAII MPEACTABIEIET COOOW OJHWH pa3 B TPH
HE/ETH, W BTOPOH MHTEPBAJ MPEACTABIAET COOOW OJUH Pa3 B HIECTh Hexenb. B BapuaHTax
OCYILIECTBIIEHHUA aHTUTENO K PD-1 BBOIAT B mepBOM A03€ OAUH Pa3 B TPU HEACIH B TCUCHHE

56



WO 2018/129559 PCT/US2018/013029
MEPBOTO TMEPHOAA U3 2—O6 IMKIIOB BBEJICHUS 036l (HAIPUMED, TEPBBIX 3, 4 WM 5 TUKIIOB
BBEJCHHUA [I03bI) U BO BTOPOHM J/03€ OJWH pPa3 B IIECTh HEAENb OO0 TEX IOp, MOKa HE

HAOITIOTAETCSA MPOTPECCUPOBAHUE 3200 ICBAHUA.

[00144] HacTosmee n300peTeHune MpeaycMaTpUBAaeT B HEKOTOPBIX BapHAHTAX
OCYIIECTBIIEHHU KOMIIO3ULIMH, COAEprKalue cBasbiBaromee PD-1 cpeactso, 1y npuMeHeHus
B JICYEHWH PaKa B BBHIOPAHHOW TOMYJIMHM TALMEHTOB, Y KOTOPBIX HMEETCA PaK, TAC
KOMITO3HULIMIO BBOJAT COTTIACHO CXEME, MPOAECMOHCTPUPOBABIIEN JOCTKEHUE KIMHUYECKOU
MOJIB3bl. B HEKOTOPBIX BapuaHTax OCYIIECTBICHUSA cBsa3biBaronice PD-1 cpenctso conepxut
BapHaOeNbHYI0 001aCTh TSHKEJIOH LEMHU C OJHOM, ABYMs MM TPEMS MOCTIEI0BATENIBHOCTAMHU
CDR, Boiopansabivu w3 SEQ ID NO: 9, 10 u 11, u/unu BapuaOeapHyI0 001acTh JETKOHW HEMH
C OJTHOH, ABYMS WK Tpems nocneaosareabHocTIMU CDR, BeiOpanabivu u3 SEQ ID NO: 12,
13 u 14. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS cBA3bIBatomee PD-1 cpeactso coaepkut
BapuaOeIbHBI  JOMEH  TDKEIOW  LeNM  HUMMYHOTUIOOYIHHA,  AMHHOKHCIIOTHAS
nocyeaoBaTelbHOCTh KoToporo coaepkut SEQ ID NO: 1 wmum SEQ ID NO: 7, u
BapHaOENbHBI  JOMEH  JIETKOM  [Eemd  MMMYHOTJIOOYJIMHA,  aMHUHOKHCIIOTHAS
nocyeaoBaTeIbHOCTh KOTOoporo coaepkuT SEQ ID NO: 2 umu SEQ ID NO: 8. B HekoTopbIx
BApHUAHTAaX OCYINECTBJICHUS CBA3bBaromee PD-1 cpeacTBo COAECPKUT THKETYHO LEMb
HMMYHOTJIOOYJTHHA, aMHHOKHCIIOTHAS TIOCIIEOBATEIbHOCTh KOoTOoporo coaepkut SEQ ID
NO: 3, u IerKyro e UMMYHOTJIOOYJTHHA, AMHHOKHCIOTHAS TTOCIEI0BATEIHHOCTD KOTOPOH

comep:xxut SEQ ID NO: 4.

[00145] B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHA KIMHHYECKAs MOJb3a
npeacTaBmsieT co0ok momHb 0TBET («CRY»), wacTrunsiii oTBeT («PRY») Mnm cTrabunmsammro
3a0oneBanus («SD»). B HEKOTOpHIX BapWaHTaX OCYIICCTBIICHHS KJIWHHYECKAs TOJb3a
COOTBETCTBYET MO MeHbuiell Mepe SD. B  HeKOTOpbIX BapHaHTaX OCYIIECTBIICHUA
KIIMHMYECKAasd TOJb3a COOTBETCTBYET MO MeHbmed mepe PR. B Hekotopeix BapuanTax
OCYIIECTBICHHUA KIMHUYEcKas mnonb3a cooTBeTcTByeT CR. B HekoTophIX BapuaHTax
OCyIIECTBIIEHH 1O MeHbIIEH Mepe 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%, 15%, 20%,
25%, 30%, 35%, 40%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% wumu 95%
MAaLMEHTOB JOCTUTAIOT KIIMHUYECKOM MONB3bl. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIICHUA 110
MeHbIIeN Mepe 5% MalyeHTOB B MOMYJISIUUU NALUEHTOB JOCTUTAIOT KIMHUYECKOW MOIb3bI.
B HekoTOphIX BapHaHTaX OCYIIECTBICHHUS MO MEHbIIEH Mepe 5% MalMeHTOB B MOMYJISLUH

NAaUMEHTOB JOocTUraroT SD. B HEKOTOPBIX BapuaHTaX OCYLIECTBIECHHA MO MEHbIIEH Mepe 5%
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MAlMEHTOB B MONYJISIUAH MAUUECHTOB JOCTHUTAlOT MO MeHbmed mepe PR. B HekoTopsix
BapUAHTAaX OCYIIECTBJICHHUSA MO MEHbIIEH Mepe 5% MalMEHTOB B MOMYJALMH MALUECHTOB
nocturaroT CR. B HEkoTOpBIX BapuaHTax OCYIIECTBIEHUA MO MeHbmied mepe 20%
MALMEHTOB B MOMYJALMUA MALHEHTOB AOCTUTAIOT KIMHUYECKOM TONB3bL. B HEKOTOPBIX
BapUAHTaX OCYIIECTBJIEHHUA MO MeHbIIeH mepe 20% MalMeHTOB B MOMYJSLHUHA MALUECHTOB

nocturarot SD.

[00146] B HeKkoTOpBIX BapuaHTax OCYINECTBIICHHA KIIMHHYECKAs I0JIb3a
(manpumep, SD, PR u/umu CR) ompenensiercst cornmacHo KpurepusiMm OLIEHKH OTBETA MPH
comuaubix omyxomsax (RECIST). B HexkoTOphIX BapHaHTax OCYIIECTBIECHUS KIMHHYECKAs
nosib3a (Hanpumep, SD, PR w/unmu CR) onpenensercsa cornacHo pykoBoactsam RECIST. B
HEKOTOPBIX BAPHAHTaX OCYIIECTBJICHUA KIMHUYeCKas moib3a (Harmpumep, SD, PR w/unu CR)
onpexaenserca cornmacHo pykooactBam RECIST (Bepcus 1.1). B HeKoTOphIX BapHaHTax
OCYIIECTBJICHHS KIMHWYeCKas monb3a (Hampumep, SD, PR w/umu CR) ompenensercs

COTJIACHO CBSA3aHHBIM ¢ HIMMYHHOH cuctemoi pykoBoacTBom RECIST (irRECIST).

[00147] HacTosmiee n300peTeHHe MPEeaycMAaTPUBAET B HEKOTOPHIX BapHAHTAX
OCYILECTBIICHUS] KOMIIO3HIIMH, COJep Kaiue cBaspiBaromee PD-1 cpeactBo ayist mpuMeHEHHS
B JICYCHWH pPaka B BBHIOPAHHOW TOMYJISAIMU IMAIIMEHTOB, Y KOTOPBIX HMEETCS PakK, IJe
KOMITO3HUIIAIO BBOAAT COTJIACHO CXEME, IMPOJEMOHCTPUPOBABIIEH TOCTH)KEHHE CpeaHEH
3aHATOCTH perentopoB PD-1, coctasnstomert mo menpmen mepe 50% — 85%, B TeueHue
1—5 nmHe# ¢ MOMEHTa BBEIACHHS OJHOKPATHOM 103blI CBA3biBaromero PD-1 cpenctsBa. B
HEKOTOPBIX BapuUaHTaX OCYIIECTBICHUA cBsa3piBaromiee PD-1  cpeacTtBo  coaepskut
BapHaOEIIbHYIO 00JTACTh TSKEJIOW IETH ¢ OJHOM, ABYMS WITH TPEMS MOCJIeI0BATETbHOCTIMH
CDR, Beiopansabivu w3 SEQ ID NO: 9, 10 u 11, w/unu BapuaOeIbHYIO 001acTh JIETKOH HETH
C OJHOM, IBYMs WM TpeMs nocieaoparenbHOCTIMH CDR, BoiOpanubsiMu u3 SEQ ID NO: 12,
13 u 14. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS cBs3biBaroniee PD-1 cpeactso cogep:kut
BapHaOCIbHBIM  JOMEH  TOKEIOW  [EeMH  WMMYHOTJIOOYJIMHA,  AMHUHOKHCJIOTHAS
nocaeaoBarenbHOCTh kKotoporo coaepxkut SEQ ID NO: 1 wmu SEQ ID NO: 7, u
BapuHaOEITbHBIM  JIOMEH  JICTKOW  [EMA  HWMMYHOTJIOOYJIHHA,  AMHWHOKHCJIOTHAS
nocaeaoBatenbHOCTh KOTOporo coaepkut SEQ ID NO: 2 unu SEQ ID NO: 8. B HekoTOopbhIX
BAPHUAHTAaX OCYINECTBICHUA CBA3bBaromee PD-1 cpeacTBo COAEPKHUT THKETYH LEMb

WMMYHOTJIOOYJTHHA, AMUHOKHCIIOTHAS TIOCIIEAO0BATENIBHOCTh KOTOoporo coaepkut SEQ ID
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NO: 3, ¥ TerKyro erb UMMYHOTTIOO0YIMHA, AaMHUHOKHCIIOTHAS TTOCIIEA0BATETFHOCTD KOTOPOH

coaep:xut SEQ ID NO: 4.

[00148] Hacrosimee m300peTeHHe MPeayCMAaTPUBAET B HEKOTOPHIX BapHUAHTAX
OCYIIECTBIIEHHU KOMIIO3HIIMH, CoAep kamnue caaspiaromee PD-1 cpeacTso amns npuMeHeHus
B JICYEHWH PaKa B BBHIOPAHHOW TOMYJIIMHM TALMEHTOB, Y KOTOPBIX HMEETCA PaK, TAE
KOMITO3ULIMIO BBOJAT COTJIACHO CXEME, MPOJAEMOHCTPUPOBABLIEH JAOCTH)KEHHE CpeaHEH
3aHATOCTH peuentopoB PD-1, coctaBmaromeit nmo meHpmed mepe 75%, Ha NPOTSKEHHH
MEPBOTO TIEPHO/IA BPEMEHH (HAPUMED, OT MPHOTUZUTETHHO 15 mHew 10 mpudmm3uTensao 60
JHEW; B HEKOTOPBIX BapPUAHTAX OCYIIECTBICHHA MPUOTU3UTENBHO 29 nHei). B HekoTOphIxX
BapHaHTaX OCYIIECTBIIEHUS cBA3bIBatoniee PD-1 cpeacTBo coaepKuT BapuaOeIbHbIA JOMEH
TSDKETIOW LEMM WMMYHOTJIOOYJIMHA, AMUHOKHCIOTHAs IOCTENI0BATEIbHOCTh KOTOPOTO
cogepxut SEQ ID NO: 1 wmu SEQ ID NO: 7, u BapuaOeabHbIA JTOMEH JIETKOW IIETH
UMMYHOTJIOOYJTHHA, aMHHOKHCIIOTHAS TIOCIIE0BATEIBHOCTh KOoTOoporo coaepskut SEQ ID
NO: 2 i SEQ ID NO: 8. B HeKOTOpBIX BapHaHTax OCYLIECTBIECHUs cBA3biBaromee PD-1
CPEACTBO  COAEPKHUT  THKEAYHD  I[eMb  MMMYHOTJIOOYJIMHA,  aMHHOKHCIOTHAS
MOCIIeI0BATENNbHOCT ~ KoTOoporo cojepskutr  SEQ ID NO: 3, u nerkyioo 1emnb
HMMYHOTJIOOYJTHHA, AMHHOKHUCIIOTHAS TTOCIIEA0BATETHPHOCT KOTOpoH comepkut SEQ ID NO:

4.

[00149] B HEKOTOpBIX BapHaHTax OCYIIECTBICHUS y KaKIOTO U3 MALIUCHTOB B
MONYJLMM MALMEHTOB, MMCIOIIMX PaK, HUMEETCA OIMyXOJib. B HEKOTOPBIX BapUaHTax
OCYLIECTBIICHHA Y KQKIO0TO U3 MALMEHTOB B MONYIALMY MALIMEHTOB, UIMEIOIIUX PaK, UMEETCA
CONIMJHAsA ONyXOlb. B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS Yy IO MEHBUIEH MeEpe
HEKOTOPBIX MALMEHTOB B IOMYJHILMM IAIMECHTOB, HUMEIOIIHUX pPaK, UMEETCA COJNHMIHAsA
OIyXOJIb Ha MTO3JHEW CTaJHU. B HEKOTOPBIX BApHAHTAX OCYLIECTBIICHHS Y IO MEHBIIEH MEpe
HEKOTOPBIX MALMEHTOB B MOMYJISIIUN MMALIMEHTOB, UMEIOIIUX PAK, UMEETCA METACTATHYECKAs
CONIMJHAA OIyXOllb. B HEKOTOPBIX BapuaHTax OCYLIECTBIICHHWA Y TMAlMEHTa HMEETCA
comuaHas omyxoidb MSI-H. B HekoTOppIX BapuaHTaxX OCYIIECTBICHHMS Yy KaKIOTO U3
MAalMEHTOB B NOMYJIILUN NAUEHTOB, UIMEIONINX PaK, UMEETCA TAKOU PaK, KaK PaK FOJIOBBI U
TIeH, PaK JIeTKOTO (HampuMep, HeMenKokiIeTouHbi pak jJerkoro (NSCLC)), pak mouku, pak
MOYEBOTO Iy3bIpsA, MEJIAHOMA, KAapIMHOMA M3 KIETOK Mepkensa, pak IIEWKH MAaTKH,
BarMHAJIbHBIA PaK, BYJIBBAPHBIM PaK, Pak MAaTKH, PaK 3HAOMETPHA, PAK SIUYHHUKA, PaK

damutonueBol TPYOBI, paK MOJIOYHOW KEJE3bl, PaK TMPEACTATETHHOW JKEIE3bl, OIyXOJIb
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CIIFOHHOM KETIE3bl, THMOMA, aJPEHOKOPTHKAIbHAS KapLIMHOMA, paK MUILEBO/A, PAK JKETYyIKa,
KOJOPEKTAIbHBIA paK, pak anmeHJuKca, KapUUHOMAa YPOTENHANbHBIX KJIETOK WIIH
IIOCKOKJIETOYHAS KapLIIMHOMA (HAaIIpUMeEp, JIETKOT0; aHOTEHUTAIbHON 00IaCTH, B TOM YHCTIE
aHyca, TIOJIOBOTO 4YJI€HA, INEHKW MAaTKH, BIIArajiiINa WA BYJIBBBL, WM TNHOIEBOJA). B
HEKOTOPBIX ONPEIAECICHHBIX BapHAHTAX OCYIIECTBICHHA Y KaKJIOTO U3 MALUEHTOB B
MNOMYJSIUUK MAalMEHTOB, MMEIOIMIMX PaK, UMEETCS TaKOW paK, KaK aHalbHBIM pak, pak
¢dannonueBol TPyOBl, paK SWYHMKA WIM PaK JErKoro. B HEKOTOphIX BapuaHTax
OCYIIECTBIIECHHA Y Ka’KJOTO U3 MALMEHTOB B MOIYJIALMH NALMEHTOB, UMEIOLIUX PAK, IMEETCA
paK ¢ MHUKPOCATEIIMTHOH HecTaOWIBHOCTRIO (Hampumep, co crtatycom MSI-H). B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHUS MUKPOCATEINTUTHASA HECTAOMIIBHOCTD sABIsieTCss MSI-
Low. B HeKoTOpBIX BapHaHTaX OCYINECTBICHHUA MHUKPOCATEIUIUTHAA HECTAOMIBHOCTD
NPEACTABIIET COOOH MHMKPOCATEIUIMTHYIO CTaOMIIBHOCTH (Hampumep, craryc MSS). B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHA Y KOKIO0TO U3 MALMEHTOB B MOMYJALMH NALUEHTOB,
HMEIOIUX PaK, UMEETCS PaK SHAOMETPHs. B HEKOTOPBIX BapHaHTAX OCYILIECTBJICHMS IO
MEHBIIEH MEpPEe HEKOTOPBIE M3 MALMEHTOB B MOMYJISILUN MALUEHTOB, UMEIOIIUX PAK, HMEIOT
PaK 3HIOMETPHUS C MHKPOCATEIUIMTHOH HECTAOMIBHOCTHIO WM PAaK SHIOMETPHUS, KOTOPBIH

SBIIACTCS MHKPOCATEINTUTHO-CTAOMITBHBIM (MSS).

[00150] B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS y KaKIOTO U3 MALUCHTOB B
MOTYJIIIAN TIAITHCHTOB, MMEIONINX PaK, UMEETCS T€MAaTOJIOTHYECKHH pak. B HekoTOphIX
BAPHAHTAX OCYIIECTBICHHUA y KKAOTO W3 MALMEHTOB B TOMYJISIHN MAIMEHTOB, HMEIOIIHX
paK, IMEETCS TEMATOIOTHIECKUH PaK, Takor Kak nuddysnas B-kpymHoknerounas mamdpoma
(«(DLBCLy»), mumpoma Xomkkmaa («HL»), nHexomkkuuckas mumdpoma («NHLy),
dommukynsapras muMmpoma («FL»), ocTperii Muenowmserdi neiko3 («AMLy), octpeiid
mumMpoomacTHeIN nerko3 («ALL») wnm MHOKecTBeHHass muenoma («MMy»). B HexoTopbIx
BAPHAHTAX OCYIIECTBICHHUA y KAKIAOTO M3 MAIMEHTOB B TOMYJISIIHH TMAIMEHTOB, HMEIOIIUX

PaK, IMEETCS TEMATOJIOTHIECKHN PAK C MUKPOCATEIUTMTHON HECTAOHIBHOCTHIO.

[00151] B HEKOTOPBIX BApHAHTAX OCYLIECTBICHUA IO MEHBIIEH MEPE HEKOTOPBIE
MALMEHTHI B MOMYJAIUN MALMEHTOB, HIMECIOIIUX PAaK, PAHEE MOIYYalld JCYEHUE ¢ TOMOINBIO
OJHOTO HWNU OoJiee PA3MUYHBIX METOAOB JIEUEHHA paka. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHA II0 MEHBIIEH MEPE HEKOTOPHIE MNMALMEHTHI B MOMYJISALMHM IALMECHTOB,
HMEIOIIHUX PaK, PaHEE MOIyYalH JeUSHHE C MOMOIIBIO OJHOTO UITH 00JIee U3 XUPYPTUIECKOTO

BMCHIATCIIbCTBA, PAAUOTECPANINHA, XHUMHOTCPAIIMU HIIW HMMYHOTCpAIlHH. B HCKOTOPBIX
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BaphuaHTax OCYHMICCTBICHHA 11O MEHBIIEH MCPC HCKOTOPBIC MANUCHTBHI B TIOMYJAIIAH
NanmuCHTOB, HMCHOIIHUX pPaK, PaHCEC TMnojlaydaiard JICHCHHUC C MNOMOIIBH XHMHOTCPAIIHHU

(HampuMep, XUMHUOTEPATTHHA HA OCHOBE TIIATHHBI).

[00152] B HEKOTOpBIX BapHAaHTAX OCYLIECTBICHUA IO MEHBUIEH MeEpe
HEKOTOPBIX ITAIIHEHTOB B MOIYJAILHH ITAIIHECHTOB, MMCIOIIMX paK, paHee HE JICYHIH C

TIIOMOIIIbIO OJHOT'O HJIH ooJtee Pa3TUIHBIX MCTOAOB JICUCHHA paKa.

KPATKOE OIIUCAHUE I'PAOHUYECKUX MATEPHUAJIOB

[00153] ['paduueckure mMarepuanbl, KOTOPBIE COCTOAT M3 CIEAYIOIUX (uryp,
BKJIFOYECHbI B JAHHBIM JOKYMEHT HCKIIOYUTEIBHO C LEIBI0 WUIIOCTPAUUH, a HE A

OrpaHUYCHUAA.

[00154] Ha @ueype 1 wu3o0paxkeHo rpaduyeckoe  MPeICTABICHUE
JAOTapU(PMUYECCKH-THHEHHOTO  TPOQHMIIT  3aBUCUMOCTH  CPEOHEH  KOHICHTPAIMH
OTHOCUTEIIBHO BPEMEHH IOCJIE BBEICHHA OJHOKPATHOM 1036l aHTUTENA K PD-1. Toukamu
oOo3HaueHa mo3a | MI/Kr, KBaapaTamMu OOO3HAYEHA /032 3 MI/KI, W TpPEyTrOJbHHKAMH
obo3HaueHa no03a 10 mr/kr. Ha ocu X moka3aHo BpeMsi C MOMEHTA BBEJIEHHS (B 4acax), H Ha
OCH y TIOKa3aHa KOHIICHTPAIMS B CHIBOPOTKE KPoBHW aHTHTeNa K PD-1 B Hr/mim. Ilnanku

MOTPEITHOCTEH MPEACTABISAIOT COOOH + CTAHAAPTHOE OTKIIOHECHHE.

[00155] Ha d¢ueypax 24 —2B wu300paxkeHO TpaduuecKoe TPeaCTaBICHHE
Jorapu(PMUYECKU-TMHEHHOTO  TMPO(GUIA  3aBUCHMOCTH  CPEIHEW  KOHICHTPAIHH
OTHOCHTEIIBHO BPEMEHH ITOCIIE BBEJCHUHA OTHOKPATHOU N03bI aHTUTENa K PD-1 B pazmuuHbIx
no3upoBkax. (A) Toukamu 0003Ha4YeHa q03a 1 MI/KT, KBagpataMu 0003HAYEHA 1032 3 MI/KT,
W TpeyroilbHHKaMu 00o3HaueHa n03a 10 mr/kr. (B) Toukamu o6o3naueHa mosa 500 mr, u
KBagparamMu o0o3HaveHa q03a 1000 mr. Ha ocsx X moka3aHO Bpemsi C MOMEHTA BBEICHHUSA (B
yacax), ¥ Ha OCAX Yy MOKa3aHa KOHIIEHTPALKA B CBIBOPOTKE KPOBHU aHTUTENA K PD-1 B MKT/MIT.

[InaHK¥ MOTPEITHOCTEN MPEACTABISIIOT COOOM + CTAHAAPTHOE OTKIIOHEHHE.

[00156] Ha ¢ucype 3 w300paxkeHo rpaduyecKoe MpeaACTaBICHHE B3aUMOCBI3H
MEXKIY T030M U BO3jAeHcTBHEM WLTOcTpaTuBHOTO aHTHTENA K PD-1. AUC03364 (4. *MKIT/MIT)
MPUMEHSAIN B KaYeCTBE MOJENH BO3/JCUCTBUA, M HAOMIONANIM €€ JIMHEHHOE YBEIMYEHHUE C

YBEIUYEHUEM TO3UPOBKHY aHTHTENA K PD-1.
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[00157] Ha ¢uzype 4 n300paxeHo rpaduuecKoe MpeaACTABICHHE B3aUMOCBSI3H
MEKAY KIMPEHCOM M BECOM Tela. b0 OOHAapy:KEHO, YTO BEC Tela XapaKTepHU3yeTcs

3HAYUTEIIPHON KOBAPHAHTHOCTHIO B OTHOIICHUH KIUpPeHca aHTuTena k PD-1.

[00158] Ha ¢ueypax 54 — 5B n300pakeHbl Pe3yIbTaThl aHATM30B 3aHATOCTH
peuenropos Ay 103 1, 3 u 10 mr/kr. Ha manenu A u3o00paxen % 3aHaTocTs penentopos PD-

1 8 CD3+ knerkax. Ha manenu B u3o0pasken nmokaszarenb crumyssimuu [L-2.

[00159] Ha ¢uzypax 6A — 6D n300paskeHbl Pe3yabTaThl aHATH30B 3aHATOCTH
peuenropos anst 103 500 mr Q3W u 1000 mr Q6W. Ha manemsix A u C uzoOpaxen %
3araTocTd perentopoB PD-1 B CD3+ knerkax. Ha manenssx B u D u3zo0paken mokasarenb

ctumysAnuu 1L-2.

[00160] Ha ¢uzypax 74 — 7B m300pa)keHO KPAaTKOE ONMHCAHHE OTBETOB HA
neyenue antutrenoM Kk PD-1. Ha manemu A Ha durype 7 mzoOpaxeH rpaduk «IOpOKEK
OaccefiHa», M Ha TNaHeNM B moka3aHa JemecTkoBas AMarpaMMa OTBETOB HA JICUCHHUE

WJUTIOCTPATUBHBIM CBsi3bBaromuM PD-1 cpeacteom.

[00161] Ha ¢ueype 8 w3o0pakeH TPOLEHT 3aHATOCTH penenTopoB PD-1
aartureioM Kk PD-1, w3mepenHbrii Ha wupkymupyrommx CD3" T-kimeTkax ¢ MOMOIIBIO
MPOTOYHOU LMTOMETPUM IO BBEACHHA NMEPBOM M BTOPOU 103 500 Mr M CHOBa B KOHIIE

JCUCHHUA.

MNOAPOBHOE OIIMCAHUE OIIPEAEJEHHBIX BAPUAHTOB
OCYHIECTBJIEHUA

Onpeoenenus

[00162] Ipubnusumensro. TepMuH «IPUOTH3UTEITFHOY» TIPH UCTIOIH30BAHHUH B
JJAHHOM JOKYMEHTE€ B OTHOIIECHHWH 3HAYECHHUA OTHOCHTCA K 3HAYECHHIO, KOTOPOE SABIACTCSH
CXOJHBIM B KOHTEKCTE YNMOMSHYTOTrO 3HaudeHWsA. Kak mpaBuio, crenuanucraM B JaHHOU
00acTH, 3HAKOMBIM C KOHTEKCTOM, OYZET TOHATHO, YTO B 3TOM KOHTEKCTE TEPMHH
«TPUOTU3UTENFHO» OXBATBHIBAET COOTBETCTBYIOIIYIO CTENEHb OTKIOHEHWsA. Hampumep, B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHSI TEPMHUH «IPUOHMZHTEIHHO» MOJKET OXBATHIBATH

JTUATNa30H 3HAYECHHUH, KOTOpble HaxomaTcs B mpeaenax 25%, 20%, 19%, 18%, 17%, 16%,
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15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% wuau MeHb1IE OT

YKa3aHHOT'O 3HAYCHMUA.

[00163] Bseoenue. Vicnionb3zyemblii B JAHHOM JOKYMEHTE TEPMHUH «BBEJCHHEY,
KaK TPaBUJIO, OTHOCHUTCA K BBEICHUIO KOMIIO3HIMH CYOBEKTY HIM B CHCTEMY JUIA
JOCTH)KEHUS JOCTaBKH CPEJICTBA, KOTOPOE TPEACTABIIET COOOM KOMIIO3UIUIO WITH
COJIEP)KUTCA B HEW. PsmOBBIM crieliMamMcTaM B JAHHOW OOJIACTH M3BECTHO O MHOMKECTBE
MyTeH, KOTOPBIE MOTYT B COOTBETCTBYIOLIUX OOCTOSATENBCTBAX MPUMEHATHCS I BBEACHUSA
CYOBEKTy, Hampumep, 4denoBeky. [Ipumepsl myTedl BBeAEHHA BKIIOYAIOT B Ce0sA
NapeHTEepaIbHOE, HApUMEpP, BHYTPHUBEHHOE, BHYTPUKO)KHOE, IMOAKOKHOE, MEPOPATIbHOE
(HampuMep, HHTalALMeH), YPEeCKOKHOE (T. €. MECTHOE), YPECCIU3UCTOE U PEKTAIbHOE
BBeZicHHE. Hampumep, B HEKOTOPBIX BapHAHTAX OCYIIECTBICHUS BBEICHHE MOXKET OBITH
IJIa3HBIM, IEPOPATIbHBIM, TAPEHTEPAIBHBIM, MECTHBIM U T. A. B BapuaHTax oCyIiecTBICHUA
BBEJICHHE SIBJIACTCA MAPEHTEPAIbHBIM (HAIpUMEp, BHYTPUBEHHBIM BBeJeHUEM ). B BapuanTax
OCYIIECTBJICHUS BHYTPUBEHHOE BBE/ICHHUE SBIIICTCS BHYTPUBEHHON HH(Y3HEH. B HEKOTOPBIX
KOHKPETHBIX BAPHAHTAX OCYLIECTBIICHHUS BBEACHUE MOXKET OBITh OPOHXHAIBHBIM (HAIIPUMED,
nyTeM OpOHXHAIbHOW HHCTHIUIALMH), OyKKAIbHBIM, KOJKHBIM (KOTOPOE MOYKET MPEACTABIIAT
CO0OM WM BKIIIOYATh, HATPUMEP, OJHO WM OO0JIe€ W3 MECTHOTO BBEICHHUS B JEPMY,
BHYTPUKOKHOE,  WHTEPACPMANBHOE, TPAHCACPMAIBHOE W  T..), OJHTEPAIbHBIM,
BHYTPHAPTEPHAIIbHBIM, BHYTPUKO)KHBIM, BHYTPWKEIYAOYHBIM, HHTPAMEIYJUIIPHBIM,
BHYTPHUMBILIEYHBIM, WHTPaHa3aIbHbIM, BHY TPHOPIOIITHHHBIM, WHTPAaTEKaIbHbBIM,
BHYTPUBEHHBIM, BHYTPWKEIYJOYKOBBIM, BHYTPh KOHKPETHOTO OpraHa (Hampumep,
BHYTPUIICUEHOYHBIM),  MYKO3QJbHBIM,  HA3aJbHBIM, TEPOPATBHBIM,  PEKTAIBHBIM,
MOJKOKHBIM,  TIOABA3BIMHBIM,  MECTHBIM,  TpaxeajdbHbIM  (Hampumep,  MyTeM
WHTpPATpaxealbHOW WHCTHULALWK), BAarHHAJIBHBIM, BHUTPEATBHBIM W T.J. B HEKOTOpPHIX
BapUaHTaX OCYLIECTBJICHUS BBEACHUE MOKET MPEAYCMATPUBATH TOJIBKO OJHOKPATHYIO J03Y.
B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHs BBEJIECHUE MOKET MPETyCMaTPUBAaTh TPUMEHEHHE
(PUKCUPOBAHHOTO YHCTA 103. B HEKOTOPHIX BapWaHTaX OCYHIECTBICHHS BBEICHHE MOJKET
MPeIyCMAaTPUBATh BBEJCHHUE /103, KOTOPOE TPEACTABIAECT COOOM MPEPBHIBHCTOE (HATIPUMED,
MHOKECTBO /103, Pa3ACIIEHHBIX BO BPEMEHH) H/HJIH NIEPUOIUIECKOE (HATPUMED, OTAEITbHBIC
J03bI, Pa3/eieHHbIE OJWHAKOBBIM TEPHOJOM BPEMEHH) BBEIEHHE 103. B HEKOTOpPHIX
BapUaHTaX OCYLIECTBICHHA BBEICHUE MOKET MPEAYCMAaTPUBATh HEMPEPHIBHOE BBEJEHUE J103

(Harmpumep, iepdy3Hr0) B TEYCHHUE TIO MEHBIIEH MePE BRIOPAHHOTO TEPHOAA BPEMEHH.
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[00164] PacTBOpel WM CycHEH3WMH, HCIHOIB3yEMBIE I NapPEHTEPAITIBHOTO,
BHYTPUKOKHOTO WIJIH TIOAKOYKHOTO TPUMEHEHHs, MOTYT BKJIIOYATh B CEOS CIEXYIOLIHE
KOMIIOHEHTHI: CTEPHIBHBIN Pa30aBUTENh, TAKOW KaK BOJA /I HHBEKLUH, COJIEBOH PacTBOP,
HEJNeTyYhe Macjia, MOTUITUICHITIMKONH, TJIWIECPHH, NPONHICHTIUKOIb WIH JIPYTHE
CHUHTETUYECKHE PACTBOPHUTENH;, MPOTUBOOAKTEPHAIIBHBIE CPE/ICTBA, TAKHE KaK OCH3MIIOBBIN
CHHMPT WM METHIMAapaOeHbl, aHTHOKCHIAHTHI, TaKHe KaK aCKOPOMHOBAas KHCIOTA WU
Oucynb(pUT HATPHUS, XENATUPYIOIIHE CPENCTBA, TAKHE KAaK STHUICHIHAMHHTETPAYKCYCHAS
kuciora (EDTA); Oydepsl, Takue kak aneraTsl, TUTPaThl WM (ocdarsl, U CPeacTBa it
KOPPEKTUPOBKM TOHWYHOCTH, TAKUE KaK XJIOPHI HATPUS WM JeKcTposa. 3Hauenue pH
MOKHO  KOPPEKTHPOBaTh C TIOMOINBIO KHCIOT MM OCHOBAHMM, TaKMX Kak
XJIOPUCTOBOAOPOHAS KUCIIOTA WM THAPOKCH HaTpus. [lapeHTepanbHbIil penapaTt MOXKeT
OBITh 3aKJIIOYEH B aMITyJIbl, OJJHOPA30BbIEC HINPHIIBI WK (PIIAKOHBI C HECKOIBKUMH JO3aMH,

CACTAaHHBIC U3 CTCKIIa HIH IIACTHKA.

[00165] Jns BBeIEHUS C TMOMOINBI) HMHTAISIIUM COCOUHEHHUS JOCTABIISIIOT B
¢dbopMe a3p0O30IBHOTO CTIpest U3 HAXOAAMIETOCS MO/ JaBIICHHEM KOHTEHHEpA WK J03aTOpa,
KOTOPBIM COACPKUT MOAXOASAIINM TPOMEIJIEHT, HANPUMEp, Ta3, TAaKOM KakK JHOKCHUJ

yTIIepoa, uim HeOymansepa.

[00166] CucTeMHOE BBEJCHHE TAKXKE MOKHO OCYIIECTBJIATH YPECCITUZHCTHIMH
WA YPECKOKHBIMU CpEACTBAMH. [[JI1 4YpPECCIM3UCTOr0 WM YPECKOKHOTO BBEIACHHS B
COCTaBE WCIONB3YIOT O00ECTICYHBAIOINNE TPOHHUKHOBEHUE CPEACTBA, MOIXOIAIINAE MIJIS
MPOHUKHOBEHHSA Yepe3 Oapbep. Takue oOecTieunBaronIfe MPOHUKHOBEHHE CPEICTBA OOBIYHO
W3BECTHHI B YPOBHE TEXHUKH W BKITIOYAIOT B CE0sI, HAIIPUMED, CPEACTBA TSI UPECCITUZHUCTOTO
BBEJICHUSA, IIOBEPXHOCTHO-aKTHBHBIE BEIIECTBA, JKEIYHBIE KHCIIOTBI H IIPOU3BOJHBIC
(Gy3umoBOM KHCIOTBHL. UPECCTU3UCTOE BBEJECHHE MOMKET OBITh OCYIIECTBICHO IyTEM
MPUMECHEHHST HA3aJbHBIX CIPEEB WM CYNNO3UTOPUEB. J[[JI1 YPECKOKHOTO BBEICHUS
AKTUBHBIC COCIHHEHHS COCTABJISAIOT B Ma3W, Oajab3aMbl, T€TH WM KPEMBI, KaK MPAaBHIIO,

HU3BCCTHDBIC B YPOBHC TCXHUKH.

[00167] CoenuHeHHUs Takke MOTYT OBITh TOJYYEHBI B (POpPME CYIITO3UTOPHEB
(HampuMep, ¢ IOMOIIBIO TPATUIIMOHHBIX OCHOB /IJIS CYIITIO3UTOPHEB, TAKMX KaK MAcli0 KaKao

W IPYTHE TIIHLEPHUIBI) WIIH YIS PKUBAIONINX KITH3M [T PpEKTATBHOM TOCTABKH.
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[00168] A¢unnocms. Kax u3BeCTHO B YpOBHE TEXHHKH, «adHUHHOCTDHY
ABJIACTCA MEPOM MPOYHOCTH, C KOTOPOM KOHKPETHBIM JIMIaHJ CBS3BIBAECTCS CO CBOUM
naptHepoM. 3HaueHus apPUHHOCTH MOTYT OBITh HM3MEPEHBI PA3NHYHBIMH TyTAMH. B
HEKOTOPBIX  BapHAHTaX  OCyHIeCTBIEHUS ap(PUHHOCTD H3MEPAIOT C  TOMOIIBIO
KOJIMYECTBEHHOTO aHaTN3a. B HEKOTOPBIX TAKMX BAPHAHTAX OCYHIECTBIICHUS KOHIICHTPALMA
MapTHEPAa TIO CBSA3BIBAHMIO MOXKET OBITh 3apUKCHpOBaHA Tak, YTOOBI OHA TPEBBIIIANA
KOHLICHTPALMIO JIMTaHJAa ¢ LENbI0 UMUTHPOBATh (PU3HONOTHYECKHE YyClIoBHA. B kadecTse
aIbTEPHATUBBI MU B IOTIOJTHEHUE, B HEKOTOPBIX BAPHAHTAX OCYLIECTBIICHHUS KOHIIEHTPALUSA
MapTHEpPAa MO CBA3BIBAHUIO HW/WIM KOHIEHTPALMSA JIMTaHJA MOXKET BapbUpoOBaThci. B
HEKOTOPBIX TAKUX BAPUAHTAX OCYIIECTBICHUA ap(PUHHOCTD MOKHO CPABHUBATH C STAJIOHOM

B CPaBHUMBIX YCJIOBHAX (HAIIPUMEP, KOHLEHTPALIUH).

[00169] Anmumeno. VIcrionb3yeMblii B JAHHOM JOKYMEHTE TEPMHUH «aHTUTEIIO»
OTHOCUTCSI K  NOJHMIENTHAY, KOTOPBIM  COACPKUT  JJIEMEHTBI  KAHOHMYECKOM
MOCJIE0BATEIFHOCTH HMMYHOTJIOOYTHHA, TOCTATOYHBIE IS 00€CTIeUeHH CIEU(UIECKOTO
CBA3BIBAHMA C KOHKPETHBIM LENEBBIM AaHTHreHOM. Kak H3BECTHO B YPOBHE TEXHUKH,
WHTAKTHBIC AHTUTENA, TPOAYIMPYEMbIE B TPHPOAE, MPEACTABIIIOT COOOW TETpaMEpHBIC
cpencta pasmepoM mpuoOmmsurenbHo 150 kJ/{a, cocTosmiMe W3 ABYX HACHTHYHBIX
MOJTUNIENITUAOB TSDKEBIX Hener (mpuomusutensHo 50 kJ{a Kakapil) u ABYX WICHTHYHBIX
TTOJTHTICTITHAOB JIETKUX HeTeH (puOmm3uTensHo 25 kJla Kakaplil), KOTOPBIE CBA3aHBI APYT C
APYTOM C 00pa30BaHUEM TOTO, YTO OOBIYHO HA3BIBAIOT « Y -00pa3HO» CTPyKTypou. Kaxmas
TSOKENas [EMb COCTOMT W3 10 MEHBHIEH Mepe YEeTHIPEX JOMEHOB (KaXKABIH IJITHHOM
mpubIu3uTeIbHO 110 aMHHOKHCIIOT) — aMHHOKOHIIEBOTO BapuaOenpHOro (VH) momena
(pPacTmoNOKEHHOTO HAa KOHIAX Y-CTPYKTYPHI), 32 KOTOPBIM CJEIYIOT TPH KOHCTAHTHBIX
nomena: CH1, CH2 u xapookcukonteBor CH3 (pacmoiio;keHHBIA Y OCHOBaHHSA CTEONA Y).
KopoTkas o06macTe, H3BeCTHas Kak «IEPEKITIOYATENbY», COCIUHSIET BapHAOCIbHBIE H
KOHCTaHTHBIe oOjacTH Tsokenbix nerned. «lllapuup» coemunser momenst CH2 m CH3 ¢
OCTAbHOM 4YacCThiO aHTHTENA. [[Be mmcynmbuaHBIE CBA3H B 3TOM IMApPHUPHOH 00NacTH
COCIMHAIOT ABA MOJMMIENTHIA TAKENBIX LEMEeH APYr ¢ IPYroM B MHTAKTHOM AHTHUTEIE.
Kaxxnas nerkast iemb COCTOUT W3 ABYX JIOMEHOB — aMHHOKOHIIEBOTO BapuadempHoro (VL)
JOMEHA, 32 KOTOPBIM CJIEAYET KapOOKCHKOHIIEBOM KOHCTaHTHBIN (CL) mOMEH, OTAEIIEHHBIX
APYT OT JAPyTa emie OJHUM «IepekmoyaTenem». CIelraaTucTsl B JAHHOKW 00IaCTH XOPOIIO

3HAKOMBI CO CprKTypOﬁ U J3JICMCHTAMH TMOCICAOBATCIIBHOCTH AHTUTCII, PACIIO3HAIOT
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«BapuaOETbHBIE)» U «KOHCTAHTHBIE» OOJIACTH B MPEIOCTABIICHHBIX MOCIEA0BATEIIBHOCTAX H
MOHUMAIOT, YTO MOJKET CYIIECTBOBATH HEKOTOPAs THOKOCTh B OMPENEICHHU «TPAHHIIBD)
MEXAY TaKUMU JOMEHAMM, TaK 4YTO Ppa3lIM4YHbIe NPEJACTABICHUS OJAHOM M TOU K€
MOCIIEOBATENIBHOCTH LIEMIM aHTUTENA MOJKET, HAlPUMED, YKA3bIBaTh HA TaKyl I'DAaHHULLYy B
MECTe, KOTOPOE CMEIIEHO Ha OJMH WM OOJieé OCTATKOB IO OTHOIIEHHWIO JAPYTOTro
MPEACTABIEHUS TOM K€ TMOCIEA0BATEIBbHOCTH ILIEMH aHTUTENa. TeTrpamepbl MHTAKTHOTO
AHTUTENIA COCTOAT M3 JIBYX JHMMEPOB TsDKENas LEb-JIerKas LENb, B KOTOPBIX TsDKENas U
JeTKas UEeNH CBA3aHBl JAPYr C JIPYrOM OJHOW JUCYTH(PHUIHOW CBA3BIO; JABE JPYyrHe
AUCYNb(PHUIHBIE CBA3U COCTUHSIIOT MIAPHUPHBIE 00JIACTH THKENBIX LIETIEH APYT € IPYroM, 3a
CUET Yero AUMEpPBI COEUHAIOTCS APYT C APYroM M oOpasyetcs Ttetpamep. [Ipoayumupyemsie
B MPUPOJE AHTUTENA TAKKE SBIAIOTCA TIIMKO3WIMPOBAHHBIMM, Kak mpasuio, no CH2-
aoMeHy. Kaxapiil 1OMEH B IPUPOJHOM AHTHUTENIE UMEET CTPYKTYPY, XapaKTEPU3YIOIYHOCS
CYKJIAJAKOW UIMMYHOTJIOOYITHHAY, 00pa30BaHHOH M3 ABYX O€Ta-THCTOB (HanmpuMmep, 3-, 4- nin
5-HUTEBBIX JTUCTOB), YIIAKOBAHHBIX JPYT MPOTHB JAPYTa B CHKATYIO AHTUIIAPAIIICTBHYIO OeTa-
oouky. Kaxnprii BapuaOenbHBI /JOMEH COAEPKUT TPU TUIEpBapuUaOenbHbIE TETIIH,
W3BECTHBIE KaK «ompeaesroimue komrmiemeHTapHocTh oomactiy (CDR1, CDR2 u CDR3), u
YEeTHIPEe B HEKOTOPOH CTETIEHHW WHBApHAHTHbBIC «kapkacHbie» obOmactu (FR1, FR2, FR3 wu
FR4). Korma mpupoaHbie aHTUTENNa CBOpavHMBaroTcs, FR-oOmactu oOpa3yroT OeTa-JIHCTHI,
KOTOpBIE 00ECTIEYHBAIOT CTPYKTYPHBIM KapKac 1y JOMeHOB, U oonactu et CDR kak w3
TSDKEITION, TaK M M3 JIETKOH LETH 00bEUHAIOTCS B TPEXMEPHOM MPOCTPAHCTBE, B PE3YJIbTATE
YeT0 OHH CO3MAI0T CAWHBIA THIEPBAPHAOCTHHBIA  AHTHITCHCBA3BIBAIONIMK  CAWT,
PACTIONOKEHHBI Ha BEPIIMHE Y-CTPYKTYPHL. FC-007acTh BCTPEYAOIMIMXCA B TPUPOAEC
AHTHUTEI CBS3BIBAETCS C DJIEMEHTAMH CUCTEMBI KOMIUIEMEHTA, a TaKKE C PELENTOpaMHu Ha
3((EeKTOPHBIX KIETKAX, BKIIOYAIOIMX, HanpuMmep, 3((EKTOpHbIE KIETKH, KOTOPHIE
OTIOCPEAYIOT HTUTOTOKCHYHOCTh. Kak HM3BECTHO B ypOBHE TEeXHHKH, aQpPUHHOCTh W/ HIH
JIPyTHE XapaKTePUCTUKH CBA3bIBaHUS Fc-oOmacTtedd B oTHOmEHWH Fc-penentopoB MoOryT
MOJYJIUPOBATECS TIOCPEACTBOM TJIMKO3WIMPOBAHHUA WM Apyrod wMoaupukanmud. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUSA aHTUTEIA, IPOAYLIMPYEMBIE W/UITH UCTIONb3yEMBIE B
COOTBETCTBHH C HACTOSIIMM H300PETEHHEM, BKITFOYAIOT TTTUKO3UIHPOBaHHbIE Fc-10MeHsI, B
ToM ymciie Fc-moMmeHsl ¢ MomupuKanmed WM KOHCTPYHPOBAHHEM C TOMOIIBIO TAKOTO
TTIMKO3WIAPOBAaHMA. J[ma 1iemeld HacTosAmero W300peTeHHS B HEKOTOPBIX BapHAHTaX

OCYHIECTBIICHHS JTFOOOUW TOJUTIENITH A, WIIH KOMIUIEKC TOTUIETITHIOB, KOTOPHIH COJEPKUT

66



WO 2018/129559 PCT/US2018/013029

JOCTATOYHBIE TIOCIIEAOBATENPHOCTH JOMEHOB UMMYHOTJIOOYJIHHOB, KOTOPBIE HAaXOAATCA B
MPUPOJHBIX AHTUTENAX, MOTYT YIOMHHATHCS WHIM TIPUMEHATHCA KaK «AHTHUTEIOY,
HE3aBUCUMO OT TOTO, TIOJYYE€H JIM TAKOW MOJHUMENTH €CTECTBEHHBIM IyTeM (HAIPHUMED,
MPOAYLHUPOBAH OPTaHW3MOM, PEATHPYIONIMM HAa AHTHTEH) WM TONYYeH C TIOMOINBIO
PEKOMOMHAHTHON MHXECHEPUH, XUMHUYECKOTO CHHTE3a WA APYTOH HCKYCCTBEHHON CHCTEMBI
W1 METOOWKH. B  HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHA AaHTUTENIO SBIACTCA
MOJIMKJIOHANBHBIM, B HEKOTOPBIX BapHAaHTAaX OCYIIECTBICHUA AaHTUTENIO SBIAECTCA
MOHOKJIOHAJbHBIM. B  HEKOTOpBIX BapHMaHTaX OCYIIECTBICHUS AHTUTENO HMEET
MOCTIEI0OBATEIFHOCTH KOHCTAHTHOM OOJIACTH, KOTOPbBIE XapPaKTEPHBI A1 AHTHUTET MBIIIH,
KpPOJIMKa, MpUMAaTa WIM 4YeJIOBEeKa. B HEKOTOPHIX BapHaHTaX OCYLICCTBICHHS JSJIE€MEHTHI
MOCTIEIOBATEIbHOCTH AHTUTENA ABIAIOTCA T'YMaHHU3UPOBAHHBIMHU, NMPUMATU3HPOBAHHBIMHU,
XUMEPHBIMHU U T. JI., KAK U3BECTHO U3 YPOBHS TEXHUKU. bonee TOro, TEpMHH «aHTUTETION,
UCTIOTIb3yEMbIM B JAHHOM JOKYMEHTE, MOXKET OTHOCUTBCS B COOTBETCTBYIOLIMX BapHaHTaX
OCYIIECTBIICHUSA (€CITH HE YKA3aHO WHOE WIIM HE SCHO U3 KOHTEKCTA) K IFOOOH M3 M3BECTHBIX
WIN pa3pabOTaHHBIX B YPOBHE TEXHHKH KOHCTPYKIMH WM (OPMATOB I HUCIIONB30BAHUA
CTPYKTYPHBIX M  (PYHKIIMOHANBHBIX OCOOCHHOCTEH AaHTUTENAa B  AIBTEPHATUBHOM
nmpeacTaBieHud. Hampumep, B BapHaHTaX OCYIIECTBIICHHS AHTHTENO, TPUMEHIEMOE B
COOTBETCTBHHU C HACTOSIIMM H300pEeTeHUEM, UMEET (OpMAT, BEIOPAHHBIN O€3 OrpaHUYCHUS
n3 uHTakTHBIX aHTuTen IgA, IgG, IgE wm IgM; Ou- wmm MynbTHCTIETU(UIECKHX aHTHUTE
(mampumep, Zybodies® u T.1.); ¢pparMeHTOB aHTHTEN, TakuxX Kak Fab-¢parmentsr, Fab’-
¢parmentsl, F(ab’)2-pparmentsr, Fd’-pparmentsr, Fd-¢pparments:, u Boaenenasrx CDR
WA X HAOOPOB; OJHOLETIOUeYHBIX FV; crustHuil monumenTua-Fc; 01HOTOMEHHBIX aHTUTE
(HampuMep, aKyJIbUX OJHOJOMEHHBIX aHTHTEN, TakuxX kKak IgNAR wmm ux ¢parmeHTsI);
BEpOJFOKBHX aHTUTEIT, MACKUPOBAHHBIX aHTHTEN (Hampumep, Probodies®); Small Modular
ImmunoPharmaceuticals («SMIP™”);  omHomenoYe4HBIX WIM TAHAEMHBIX JHATEN
(TandAb®); VHH; Anticalins®; muauten Nanobodies®; BiTE®; 6emkoB ¢ aHKHPUHOBBIM
mosTopom wid DARPINs®; Avimers®; DART; TCR-nomoOubx antuten, Adnectins®;
Affilins®; Trans-bodies®; Affibodies®; TrimerX®; MicroProteins; Fynomers®, Centyrins®
n KALBITOR®. B HEkoTOppIX BapHaHTax OCYIIECTBICHHUS Yy aHTUTENA MOMKET
OTCYTCTBOBAaTh KOBAJIEHTHAS MOAU(UKALMSA (HATIPUMED, TPUCOETHHEHUE TTIMKAHA), KOTOPYIO
OHO MMETIO OBI, €cli OBI OBUIO TOTYYEHO €CTECTBEHHBIM MyTEM. B HEKOTOPBIX BapHaHTax

OCYHIECTBIICHHS AHTHUTEJIO0 MOXKET COJEPKATh KOBAJICHTHYIO MOJH(PHUKAIUIO (HATIPUMED,
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MPUCOEIUHEHNE TIIMKAHA, TIONE3HBIM Tpy3 |[HampuMep, BBIABIAECMBIN (ParMeHT,
TEPaNEeBTHYECKUH (PPAarMEeHT, KaTaIUTHYECKHH (parMEeHT W T. A.| WIH JAPYTYI0 OOKOBYIO

TpymIry [HarpuMep, MOJTUITHIEHTITUKOb U T. 11.]).

[00170] AHTHTENA BKIFOYAIOT (PPArMEHTHI AaHTUTEN. AHTHTENA TAKKE BKITFOYAIOT
0€3 orpaHUYCHUS OUOTHOTEKH SKCTIPECCHH TTOTHKIIOHATBHBIX, MOHOKJIOHATBHBIX, XHMEPHBIX
dADb (momeHHBIX aHTHTEN), OAHOU LIeTH, Fav-, Fav'-, Fav'2-pparmentos, scFv u Fap. AHTHTETO

MOJKET OBIThH IOCJIbIM aHTHUTCIIOM, HJIH I/IMMYHOFJ'IO6YJ'IHHOM, HIIH (I)paFMeHTOM AHTHUTCIIA.

[00171] Cpeocmeo na ocnose anmumena. VIcnonp3yeMbli B JaHHOM
JOKYMEHTE TEPMHH «CPEICTBO HA OCHOBE AHTHUTENA» OTHOCUTCA K CPEACTBY, KOTOPOE
cnerM(uyUecKkn CBA3BIBAETCS C KOHKPETHBIM AHTHIE€HOM. B HEKOTOpPHIX BapuaHTax
OCYHIECTBIICHUS TAHHBIH TEPMHH OXBATBHIBAET JIFOOOH TOJNMIENTHA WIH TIOJWCTITHIHBIH
KOMIIJIEKC, KOTOPBIM CONEPKUT CTPYKTYPHBIE SJIIEMEHTHI HMMYHOTJIOOYJTHHOB, TOCTATOYHBIE
s 00ecTieYeHUs CTIeHU(pUUECKOTO CBA3BIBAHMA. VIITIOCTpAaTUBHBIE CPEICTBA HA OCHOBE
AHTUTENIA TPEAYCMATPUBAIOT O€3 OrpaHWYEHHWs MOHOKIIOHATBHBIE AHTUTENA WIIH
TIOJIMKIIOHAIbHBIE AHTHUTENA. B HEKOTOPBIX BapHaHTaX OCYHIECTBIIEHHUS CPEICTBO HA OCHOBE
AHTUTENIA MOJKET CO/IEPKATh O/IHY WITH 0OOJIee TIOCIIEA0BATENPHOCTEW KOHCTAHTHOM 00J1aCTH,
KOTOPBIE XapaKTEPHBI JJI1 AaHTHUTEJ MBIIIH, KPOJIMKA, MIPUMATa WK YeJI0BeKa. B HEKOTOPHIX
BApPHAHTaX OCYINECTBIICHUS CPEACTBO HA OCHOBE AHTHTENA MOXET COAEPIKATh OJWH HWITH
Ooomee  SJEMEHTOB  TOCIECAOBATEIIFHOCTH,  SBJSIIOMIMXCS ~ T'YMaHHU3UPOBAHHBIMH,
MPUMATH3UPOBAHHBIMH, XUMEPHBIMH U T. JI., KAK U3BECTHO M3 YPOBHS TEXHUKU. Bo MHOTHX
BAPHAHTAX OCYIIECTBIICHUS TEPMUH «CPEJCTBO HA OCHOBE AHTUTENIA» HCIIONB3YETCS IS
00O3HAYEHUsI OAHOW WM OOJiee WM3BECTHBIX M3 YPOBHSA TEXHHUKH WU Pa3paOOTaHHBIX
KOHCTPYKIMH wWid (OpPMATOB JJIsi TPHMEHEHHS CTPYKTYPHBIX W (YHKIMOHATBHBIX
MPU3HAKOB AaHTHTENIAa B AIBTEPHATUBHOM TIPEJICTaBICHWW. Hampumep, B BapHaHTax
OCYIIECTBJICHHS CPEICTBO HA OCHOBE AHTHUTEA, IPUMEHAEMOE B COOTBETCTBHH C HACTOSIIIHM
n300peTeHneM, uMeeT (hopMaT, BRIOPAHHBIN 0€3 OTPAaHHYECHHS W3 HHTAKTHBIX aHTUTEIN [gA,
IgG, IgE wmm IgM; 6u- wnmm mynsTHCTIEnUpUYeCKUX aHTUTEN (Harpumep, Zybodies® u t.1.);
¢parmeHToB aHTUTEN, Takux Kak Fab-parments, Fab’-pparmentsi, F(ab’)2-¢pparmenTsr,
Fd’-pparmenTsr, Fd-pparmenTst, u Beiaenenabrx CDR wimm ux HaOOPOB; OTHOIIETIOYEYHBIX
Fv; crmsauii nomumentua-Fe; oqHOA0MEHHBIX aHTHTEN (HAPUMED, aKYJIBHX 0THOTOMEHHBIX
anTHTeNn, Takux Kak IgNAR wmm ux parmMeHTsI); BepOMIOKBHX AHTHTEN, MACKHPOBAHHBIX

antuten (Hampumep, Probodies®); Small Modular ImmunoPharmaceuticals («SMIP™);
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omHoIleToueyHbIX WiH TaHmeMHbix guaren (TandAb®); VHH; Anticalins®; muaHTENT
Nanobodies®; BiTE®; GenkoB ¢ ankupuHOBBIM TOBTOpoM Wi DARPINs®; Avimers®;
DART; TCR-nomooubix antutreir, Adnectins®; Affilins®; Trans-bodies®; Affibodies®;
TrimerX®; MicroProteins; Fynomers®, Centyrins® u KALBITOR®. B nHexotopbix
BApPHAHTaX OCYIIECTBICHHA y AaHTHTENA MOKET OTCYTCTBOBATh KOBAJIEHTHAS MOAH(HKAIIHAA
(HampuMep, MPUCOEAMHEHUE TTIUKAHA), KOTOPYI0 OHO MMEJIO ObI, €CTM OBl OBIJIO TIOTYYEHO
€CTECTBCHHBIM ITyTEM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA AHTUTEINO MOKET
COAep:KaTh KOBAJICHTHYIO MOAU(HUKAIMIO (HATPUMED, IPUCOETUHEHUE TIIMKAHA, TIOJIE3HBIN
rpy3 [Hampumep, BBIABISEMBIA (PPArMEHT, TEPANEBTUYCCKUN (PparMeHT, KaTaTUTHYECKHUH
(¢parMeHT u T. A.] WM IPYTyI0 OOKOBYIO TPYIIy [HApUMED, MOJUITHIEHTTIUKONb U T. 1.]).
Bo MHOruX BapuaHTax OCYIIECTBIECHHUA CPEJICTBO HA OCHOBE aHTUTEINA MPEACTABIIAET COOOM
WM COACPIKUT TOJUIIENITH, AMHUHOKHUCIIOTHAS ITOCJIEN0BATEIBHOCTh KOTOPOIO COIAEPIKUT
OJIVH WJTH 00JIee CTPYKTYPHBIX 3JIEMEHTOB, H3BECTHBIX CIICIHATIMCTAM B TAHHOH 00JIACTH KaK
OTpeeNgromas  KoMIiyieMeHTapHocTh  00nacte (CDR); B HEkOoTOphIX BapuaHTax
OCYHIECTBIICHUS CPEICTBO HA OCHOBE AHTHUTENA TMPEACTABIAET COOOM MM COJNEPIKHUT
MOMUIENTHA, AMUHOKHUCIOTHAA MTOCIIEA0BATEIBHOCTh KOTOPOT'O COACPIKUT MO MEHBIEH MEPE
omny CDR (Hanpumep, mo menbmied mepe ogHy CDR Tspkenmod menu w/WinH 1o MEHbIIEH
mepe oary CDR nerkoit ienu), KOTopas 1o CyliecTBY HACHTHYHA TAKOBOM, BCTPEYAOIIEHCS
B JTAJIOHHOM aHTUTEJe. B HEKOTOPBIX BapuaHTax ocyiuecTsiieHus BkmoueHHas CDR mo
CYIIEeCTBY HAcHTHYHA 3TajoHHOH CDR B TOM cMBICIe, 4TO OHA JNHOO WACHTHYHA TIO0
MOCTIETOBATEIFHOCTH, JTHOO COAEPXKHUT OT 1 10 5 aMHHOKHCIOTHBIX 3aMEH IO CPABHEHUIO C
stanoHHo CDR. B HEKOTOpBIX BapHaHTax ocyiecTsieHus BkiroueHHas CDR no cymecTBy
uaeHTUYHA 3TanoHHo CDR B TOM cMBICTIE, UTO OHA IEMOHCTPUPYET MO MEHbIIEH Mepe 85%,
86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% nummu 100%
WJEHTUYHOCTh TMOCTEA0BaTENbHOCTH ¢ JTajoHHoM CDR. B HEKOTOpBIX BapuaHTax
ocymiecTBieHus BkmoueHHas CDR no cymecTtBy uaeHTrdyHa 3TannoHHo CDR B ToM cMbIcTe,
YTO OHA JIEMOHCTPUPYET MO MeHbIeH mepe 96%, 96%, 97%, 98%, 99% wmm 100%
WJEHTUYHOCTh TMOCTEA0BATEIPHOCTH ¢ JTanoHHOM CDR. B HeEkoTOphIX BapuaHTax
ocymiecTBieHusa BkimoueHHas CDR no cymectBy uaeHTryHa 3TannoHHo CDR B ToM cMbIcTE,
YTO MO MEHBIIEH Mepe OJHA aMHUHOKHCIIOTa B mpeaenax BkimodeHHoM CDR moaseprayTa
AETIEINH, T00aBIeHA WITH 3aMEHEHA 110 CpaBHEHUIO ¢ 3TanoHHOW CDR, ogHako BKmOYeHHAS

CDR wmmeeT AMHUHOKHUCIOTHYO MNOCICAOBATCIIbHOCTD, KOTOpPAaA B OCTAJIbHOM HIACHTHUYHA
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TakoBOH y 3TanoHHoil CDR. B HEKOTOPBIX BapuaHTax ocylecTBiaeHus BkaodeHHass CDR no
CyLIeCTBY UAeHTUYHA 3TaioHHOM CDR B ToM cmbiciie, UTO 1—5 aMUHOKUCTIOT B MpeAenax
BkimroueHHOM CDR moaBeprHyThl Aenenwu, M00ABIIEHBI WA 3aMEHEHBI 10 CPABHEHHUIO C
stanoHo CDR, oanako BkimoueHHass CDR nmMeeT aMUHOKHUCTIOTHYO MOCIE0BATEIbHOCTD,
KOTOpas B OCTaJIbHOM HAeHTMYHAa 3TanoHHOM CDR. B HEKOTOpbIX BapuaHTax
ocymiecTBieHus BkioueHHas CDR no cymecTtBy uaeHTryHa 3TanioHHo CDR B TOM cMbICTE,
YTO N0 MEHBIIEH MEpPE OJHA aMHHOKHCJIOTa B Ipeaenax BkmoueHHONM CDR 3amenena 1o
cpaBHeHMIO ¢ 3TanoHHOM CDR, ognHako BkmoyeHHas CDR umeeT aMHHOKHCIOTHYIO
MOCIIEA0BATENIBHOCTh, KOTOPas B OCTAJIbBHOM HJIEHTHYHA TakoBoHM y sTtanoHHo CDR. B
HEKOTOPBIX BapUaHTax ocyecTsieHus BkmodeHHas CDR mo cymectBy waeHTHYHA
stanoHHot CDR B TOM cmbIcne, 4T0 1—5 aMHMHOKHMCIIOT B mpenenax BkmodeHHOH CDR
MOJIBEPTHYTHI JENENNH, T00ABJICHBI WM 3aMEHECHBI MO cpaBHEHUIO ¢ dTanoHHOH CDR,
ogHako BKmodeHHas CDR umeer aMHHOKHCIOTHYIO IOCTIEIOBATEIBHOCTH, KOTOpas B
ocTabHOM HaeHTHYHA 3TanoHHOM CDR. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHS CPEICTBO
Ha OCHOBE AHTHTENIA TMPEICTABISET COOOW WM COJACPIKHUT MOJUNENTHA, AMHHOKHCIOTHAS
MOCIIEJOBATEIBHOCTD ~ KOTOPOIO  COAEP’KUT  CTPYKTYPHBIE  3JIEMEHTBI,  HM3BECTHBIC
CHEIMATNUCTaM B JAHHOW OOJIACTH KaK BapuaOeIbHBIH JOMEH HMMYHOTJIOOyiHHA. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS CPEICTBO HA OCHOBE aHTUTENA MPEACTABIIIET COOOM
MOJTUNIETITUAHBIA  OEJIOK CO CBS3BIBAIOIIMM JIOMEHOM, KOTOPBIA TOMOJIOTHYEH WA B

3HAYUTETIHHOM CTETICHH TOMOJIOTHYEH CBSA3BIBAIOIIEMY TOMEHY HMMYHOTTIOOYITHHA.

[00172] Csaszvieanue. (Cneayer yuWTHIBaTh, YTO TEPMHUH «CBSI3BIBAHHEY,
WCTIOIb3YEMBIH B JAHHOM JOKYMEHTE, KaK TPaBHUIIO, OTHOCHUTCA K HEKOBAJICHTHOU
aCCOIMAIIMA MEXKAY IBYMS WM OoJjiee dYacTHIlaMH wWid B HuX. «HemocpencTseHHOE»
CBSI3BIBAHHE MPETYCMATPUBACT (PU3MUCCKHUA KOHTAKT MEXKTY YaCTHIIAMH WU (PparMeHTaAMH;
OTIOCPEIOBAHHOE  CBS3BIBAHWE  TIpeaycMaTpuBaeT  (HU3HUYECKOE  B3aHUMOJICHCTBHE
MOCPEACTBOM (PH3UYECKOTO KOHTAKTA C OJHOM WK 00Jiee TPOMEKYTOYHBIX YACTHIIL,
CBsi3pIBAHUE MEKTY IBYMS HITH 00JIee YaCTHIIAMH OOBIYHO MOKET OIICHHBATHCS B JIFOOOM U3
pAJa KOHTEKCTOB, B TOM YHCJIE B TEX CIy4asX, KOT/Ia B3aUMOJICHCTBYIOIIUE YACTHULIBI WU
(dhparMeHThI U3YYArOTCS H30JIMPOBAHHO UJTH B KOHTEKCTE OOJIEE CIIOKHBIX CHCTEM (HATIPUMED,
MPU KOBAJICHTHOW WITH WHOUW aCCOIUAIIMN C YaCTHIIEW-HOCHTEIIEM W/HIH B OHOJIOTHYECKOU
CHUCTEME HJTH KJIETKE). B HEKOTOPHIX BapHaHTAaX OCYIIECTBIIEHUS «CBSI3bIBAHUEY» OTHOCHTCS K

HEKOBAJICHTHBIM BSaHMOI[efICTBHHM TOr'0 THIIA, KOTOPBIC MPOUCXOIAT MCKAY MOJ'IeKy.]'IOI\/'I
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WMMYHOTTIOOYJIHHA W AHTHTCHOM, B OTHOIICEHHH KOTOPOTO WMMYHOTJIOOYITUH SIBIIAETCS
cnemudpuueckum. Cuma wim  aQpPUHHOCTP  UMMYHOJOTHYECKHX  CBS3BIBAFOIIUX
B3aMMOJICHCTBUH MOTYT OBITh BBID@KEHBI dYepe3 KoHcTaHTy auccommammu (Ka)
B3aMMOJAEHCTBUA, THe MeHpmas Kgq  mpencraBmaer  Oompmryto  appuHHOCTS.
MMMyHOTOTHYECKHE CBOMCTBA CBS3BIBAHUS BBIOPAHHBIX TOJHIENTHIOB MOTYT OBITH
OTIPEJETICHbI KOJMYECTBEHHO C NMPUMEHEHHEM CIOCOOOB, XOPOIIO HM3BECTHBIX B YPOBHE
TexHukd. OauH TakoW cmoco0 BKIIIOYAET HM3MEPEHHE CKOPOCTEH 00pa3oBaHHA H
JAUCCOLMUAIIMN KOMIUTEKCA AaHTHT€HCBA3BIBAIOINUE CAWT/aHTHUTEH, TIPH 3TOM JAHHBIE CKOPOCTH
3aBHUCAT OT KOHLEHTPAMH MApTHEPOB KOMIUIEKCA, a(pPHHHOCTH B3aUMOACHCTBUA H
reOMETPHYECKUX MApaMETPOB, KOTOPhIe B PABHOW CTETIEHH BIUAIOT HA CKOPOCTh B O0OMX
HanpaslieHUAX. TakuM 00pa3oM, B KKOHCTaHTa cKopocTH accormarum» (Kon), 1 «KOHCTAHTA
ckopoctr auccormarm» (Koff) MOTYT OBITH OTIPEeENIeHBI MyTeM pacdeTa KOHLIEHTPALUH H
(aKTHYECKUX CKOpoCcTeH accormanuu u aucconuanuu. (Cam. Nature 361:186-87 (1993)).
Otaomenne Kof/Kon TO3BONIIET aHHYIUPOBATH BCE IAPaMETPhl, HE CBA3AHHBIE C
apPUHHOCTHIO, U paBHAETCS KOHCTaHTe auccormaimn Kq. (Cam. 6 oougem, Davies et al. (1990)
Annual Rev Biochem 59:439-473).

[00173] Csaszvisarouiee cpeocmeo. Kak TIpaBUIIO, TEPMHH «CBA3bIBAIOLIEE
CPEICTBO» HCIONB3YETCA B JAHHOM JOKYMEHTE B OTHONICHHH JFOOOM YACTHIBI, KOTOpas
CBA3BIBACTCA C MPEACTABIIOIIECH HHTEPEC MUIICHBIO, KAK OMTUCAHO B JAHHOM JOKyMeHTE. Bo
MHOTHX BapHAHTaX OCYIIECTBICHHS MPEACTABIISIONIMM UHTEPEC CBA3BIBAIOIIUM CPEICTBOM
ABIICTCA CPEJACTBO, KOTOPOE CHEIU(PUYCCKHA CBS3BIBACTCS CO CBOCH MHINEHBIO, B TOM
aCIEKTe, YTO OHO OTJIMYAaeT CBOK MHIICHb OT JAPYIUX MOTCHIMAIBHBIX MAPTHEPOB IO
CBA3BIBAHUIO B KOHKPETHOM KOHTEKCTE B3aUMOACHMCTBUA. Kak MpaBuiio, CBSI3BIBAIONIIEE
CPEICTBO MOJKET TIPEJCTABIIATh COOOM HWITH COJAECPKATh YACTHILy W3 JIFOOOTO XHMHYECKOTO
KJtacca (Harmpumep, MoJIMMEP, HETIOTHMED, MaTYI0 MOJIEKYITY, TIOJTATICTITA/, YTIIEBO, JTUTTHI,
HYKJICHHOBYIO KHCIIOTY W T. 1.). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS CBSA3BIBAIONICE
CPEICTBO TPEACTABIIET COOOM OJHY XHMHYECKYI0 YacTHIy. B HEKOTOpPBIX BapHaHTaX
OCYTIECTBIICHHS CBA3BIBAIOMICE CPEICTBO MPEICTABIIET COOOM KOMITIEKC M3 IBYX HITH O0Jiee
OTACIBHBIX XUMHYECKHUX YACTHLI, CBA3aHHBIX JIPYT C APYTOM B COOTBETCTBYIOIINX YCIIOBUAX
MOCPEACTBOM HEKOBAJEHTHBIX B3auMOJcUCTBHU. Hampumep, cnemumanucraMm B JaHHOU
00JacTH TEXHWUKH OyAeT TOHATHO, YTO B HEKOTOPHIX BApPHAHTAX OCYINECTBIICHUS

CBSI3BIBAIOTIEE CPEACTBO MOMKET COJIEPIKATH «OOIMUID CBA3BIBAIOIHN (PparMeHT (Hampumep,
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OMMH W3 OWOTHHA/aBUIWHA/CTPENTABHIWHA W/WIH KIIACC-CTICIIM(PUIECKOE AHTHTENO) H
«cTienU(pUIECKUID CBA3BIBAIOIINNA (parMeHT (HAMPHMEP, AHTHUTENO WA amnTaMepsl C
OTIPEACIIEHHON MOJIEKYJIIPHOW MUIIEHBI0), KOTOPBIM CBSI3aH C TAPTHEPOM OOMIETO
CBA3BIBAIOMIETO (hparMeHTa. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS TAKOH MOIX0] MOXKET
MO3BOJIUTh MOJYNBbHYI0 COOPKY MHOMKECTBA CBS3BIBAIOIIMX CPEJICTB TOCPEACTBOM
CBS3BIBAHUS PA3HBIX CHEIM(PHUUECKUX CBA3BIBAIOIIUX (PParMEeHTOB C OJHUM W TEM JKE
MapTHEPOM OOINEro CBA3BIBAIOMIETO (pparMeHTa. B HEKOTOPBIX BapHaHTAaX OCYINECTBICHUA
CBSI3BIBAIOIIME CPEACTBA MPEACTABIAIOT COOON MM COAEPKAT MOTUNENTHIBI (B TOM YHCIIE,
HampUMeEp, aHTHUTENA WM (PparMeHTHl AaHTHTEN). B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA
CBS3BIBAIOIIME CPEJICTBA NPEACTABISAIOT COOOM WM COAEP)KAaT Mayble MOJEKYJbl. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS CBA3BIBAIOIINE CPEACTBA MPEACTABIIOT COOOH HITH
CoAep:KaT HyKJIEUHOBBIE KUCIOTHL. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CBSI3bIBAIOIINE
CpeACTBA TPEACTABIAIOT COOOM amTaMepbl. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA
CBSI3BIBAIOLINE CPEACTBA TMPEACTABIAIOT COOOHW TOMMUMEPHI; B HEKOTOPHIX BAapHAHTAX
OCYIIECTBJICHHUA CBS3BIBAIOIIME CPEACTBA HE SBISIOTCS MOJUMEpaMu. B HEKOTOpbIX
BApPHAHTaX OCYHICCTBIICHHUS CBS3BIBAIOIIHME CPEACTBA SABIITIOTCS HETIOJUMEPHBIMH B TOM
OTHOINEHWH, YTO OHH HE HMEIOT MOJUMEPHBIX (parMeHTOB. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHHS CBA3BIBAIOIIUE CPEACTBA MTPEICTABIAIOT COOOH HITH COJIEPIKAT YIIIeBOAbI. B
HEKOTOPHIX BapPHAHTAX OCYIIECTBIICHHUS CBS3BIBAIOINNE CPEICTBA MPEACTABIAIOT COOOH WITH
coAep:KaT JEKTHHBL. B HEKOTOPHIX BapHAHTaX OCYIIECTBICHHS CBA3BIBAIOIIHE CPEACTBA
MPEACTABIIIOT COOOM WM COJEPIKAT TENTHAOMHMETHKHA. B  HEKOTOPHIX BapHaHTax
OCYIIECTBJICHHS CBA3BIBAIOINNE CPEACTBA MPEIACTABIIIOT COOOHM MM COMEP’KAT KapKaCHBIE
Oenku. B HEKOTOPBIX BapHaHTaX OCYMIECTBICHHS CBS3BIBAIOLINE CPEACTBA MPEIACTABITIOT
COOOM M COZIEPIKAT MUMEOTOTTBL. B HEKOTOPBIX BApHAHTAX OCYIIECTBIICHHUS CBI3BIBAIOIHE
CPEICTBA MPEICTABIIIIOT COOOM HMITH COACPIKAT HYKJICHHOBBIE KHCTOTHI, Takue kKak J[HK mmm

PHK.

[00174] Pak. TepMuHBI «paK», «3IOKAYECTBEHHOCTBHY, «HOBOOOPA30BAHHUEY,
«OIIyXOJIb» M «KapLUHHOMa» HCIIOJIB3YVIOTCA B JAHHOM JOKYMEHTE B OTHOINECHHHU KIIETOK,
KOTOPBIE JIEMOHCTPUPYIOT OTHOCHTEIIPHO AHOMAJBHBIH, HEKOHTPOIUPYEMBIA W/ HIH
ABTOHOMHBIN POCT, B PE3YNIBTATE YETO OHHU JIEMOHCTPUPYIOT (DEHOTHIT AOEPPAHTHOTO POCTA,
XapaKTEPHU3YIOMHUNUCA CYIMECTBEHHOW TMOTEpe KOHTPONS KIETOYHOW mpoiudeparmu. B

HEKOTOPBIX BAPHUAHTAX OCYIIECTBICHHUA OIMyXOJb MOMKET TPEACTABIATH COOOH WK
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COAEPKaTh KIETKH, KOTOPBIE SBIIAIOTCS MPEAPAKOBBIMH (HaTIpUMep, 10OPOKAYECTBEHHBIMH),
37I0KaY€CTBEHHBIMH, MPEIMETACTATHIECCKUMH, METACTATUYECKUMH w/unu
HEMETACTATHYECKMMH. B HacTosmeM H300peTeHHH KOHKPETHO HWACHTH()HUIUPOBAHBI
HEKOTOpbIE (OpPMBI paka, B OTHOINIEHHH KOTOPBIX €ro HWAEH MOTYT OBIThb OCOOEHHO
MOJXOAAIMMUMU. B HEKOTOPBIX BapHAHTAX OCYINECTBIECHHUS COOTBETCTBYIOIIMU PaK MOXKET
XapaKTEPU30BaTbCA COJIMAHON OMyXONbI0 (HAmpUMEpP, METACTATUYECKOHW COJHMIHOU
OMyXOJIbI0 WJIM COJMIHOM OIlyXONIBI0O Ha MO3AHEH cTaguu). B HEKOTOpHIX BapHaHTaX
OCYIIECTBJICHUA COOTBETCTBYIOIMUMH PaK MOKET XapaKTE€PH30BATHCA T'€MAaTOJIOTHYECKOM
omyxounbro. Kak mpaBuio, mpuMepsl pa3nUYHBIX TUNOB ()OPM paka, U3BECTHBIX B YPOBHE
TEXHUKH, BKIIIOYAIOT B C€0sl, HAIPUMEP, TeMaTOMOITHIECKHE (OPMBI paka, B TOM YHCIIE
AeWKO3bl,  JTUM(POMBI  (XOMKKMHCKYH0O M HEXOKKHHCKYI0),  MHEIOMBI  H
MUENONPONU(EPATUBHBIE HAPYLICHUA; CAPKOMBI, MEJIAHOMBI, aJCHOMBI, KapIMHOMBI
TBEPJBIX TKAHEH, TUIOCKOKIIETOYHBIC KAPLUHOMBI pTa, TOpja, TOPTAHH M JIETKOTO, pak
nedeHu, (OpPMBI paka MOYETIOJOBOM CHCTEMBI, TAKHE KaK pPaK MPEACTATEIbHOM JKENE3Hl,
HIEMKM MAaTKH, MOYEBOIO IIy3bIpsA, MATKH, PaK OJHAOMETPUS, M IOYCHYHOKJIECTOYHBIC
KapIMHOMBI, pPaK KOCTEH, pak TO/KEITyIOYHONW JKENE3bl, paK KOXKH, KOKHAs WU
BHYTPHUTJIA3HAS MEIAHOMA, PaK SHAOKPUHHOW CHUCTEMBI, PaK HIUTOBUIHOHW JKENE3BI, pak
MapanMTOBUAHOM JKeJe3bl, POPMBI PaKa TOJIOBbI U IIEH, PAK MOJIOYHOM YKeJe3bl, (POPMBI paka
KEITyTOYHO-KUIIEYHOTO TpakTa W (OPMBI paka HEPBHOW CHUCTEMBI, JOOPOKAYECTBEHHBIC

NOpaKCHUA, TAKHUC KaK MAIMHUIIJIOMBI, U T. II.

[00175] Hocumene. [lpyn ucnons30BaHuM B JAHHOM JOKYMEHTE OTHOCHTCS K
pa30aBUTENIO, aABIOBAHTY, BCIIOMOTATEIBHOMY CPEICTBY WIIH CPEJIe-HOCHTEITIO0, C KOTOPBIMHU
BBOJAT KOMITO3HIIMIO. B HEKOTOPBIX MILTIOCTPATUBHBIX BAPUAHTAX OCYINECTBIICHHUS HOCUTEIN
MOTYT BKJIIOYaTh CTEPHIIBHBIE JKUJKOCTH, TAKUE KAK, HAIIPUMED, BOAA U MAclia, B TOM YHUCJIE
Macya u3 HeTH, JKHBOTHOTO, PACTUTEIIBHOTO WJIH CHHTETHYECKOTO TIPOUCXOKACHHS, TAKHE
KaK, HAIIPHMEP, apaxucoBOE MACIIO, COEBOE MACJI0, MUHEPAIIBHOE MACIIO, KYHXKYTHOE Macjo
U T.T. B HEKOTOPHIX BapHAHTAX OCYIIECTBICHHUS HOCHTEIH TPEJCTABIAIOT COOOH WIH
BKIIIOYAIOT OJWH WM OOJee TBEPABIX KOMIIOHEHTOB. B HEKOTOPHIX BapHWaHTax
OCYIIECTBICHHUA HOCHTEIEM MOKET OBITh PACTBOPHTENb WM JHCIIEPCHOHHAS CPEAa,
coeprKalas, HalpuMep, BOAY, 3TAHOJ, MOJIUON (HAIIPUMED, INIULEPUH, MPONUIICHTTTHKOIb,
KUIKUH TIONMMATHIICHTIIMKOND U T. I1.), H MX MOAXOJImue cMecu. Haanekamas Texy4yecTsb

MOKCT NOAJACPKUBATHCA, HAMMPHUMCEP, MyTCM NMPHMCHCHHA MOKPBITHUA, TAKOI0 KaK JICIIUTHH,

73



WO 2018/129559 PCT/US2018/013029
MyTEM TOAAEPKAHUA TPeOyeMOoro pa3Mepa YacTHI[ B CIy4Yae JUCTIEPCHH W IyTEM
MPUMEHEHUS] ~ TOBEPXHOCTHO-aKTUBHBIX  BEIMIECTB.  llpemoTBpamienwe  AECHCTBHA
MUKPOOPTAaHM3MOB  MOJKET  OBITh ~ JOCTHTHYTO  C  TIOMOIOBIO  Pa3IHYHbBIX
MPOTHBOOAKTEPHUATIBHBIX W NPOTHBOTPHOKOBBIX CPEACTB, HANpPUMEP, MapaOeHOB,
xynopOyTaHosa, ¢peHoma, aCKOPOUHOBOW KHUCIIOTHI, THMEpPOCaia U T. . Bo MHOTHX ciydasx
OyAET MPEANMOYTUTENHHO BKIIIOYATh B KOMITO3ULIUIO M30TOHHYECKUE CPEICTBA, HATIPUMED,
caxapa, MHOTOAaTOMHBIE CIHMPTBHI, TAKHE KaK MAHHHUT, COPOMT, XIOPHUA HATPHA.
[IpononrupoBanHas abCOPOIMS MHBEIUPYEMBIX KOMITO3HUIMM MOKET OBITh JOCTUTHYTA C
MOMOIIBI0 BKIIIOUEHHS B KOMIIO3ULMIO CPEACTBA, KOTOPOE OOECHEUMBAET 3aEPIKKY

abcopOLMH, HATTPUMEP, MOHOCTEAPATA ATTFOMUHHUSA U JKEJTATHHA.

[00176] Kombunuposannoe cpeocmeo mepanuu. Vicnonb3yeMbiii B JTaHHOM
JTOKYMEHTE TEPMHH «KOMOWHHPOBAHHOE CPEACTBO TEPAITHHM» OTHOCHUTCA K KIIMHHYECKOMY
BMEIIATENBCTBY, MPH KOTOPOM CYOBEKT OJHOBPEMEHHO ITOJIBEPTAETCSA BO3IACHCTBHIO JABYX
WM 0oJice TEPANeBTHYECKUX CXeM (HampuMep, ABYX WKW 0Oojee CpeacTB Tepamwu). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUSA JBE WM OOJEE€ TEPANEBTHUECKUX CXEM MOTYT
BBOJMTHCA OJHOBPEMEHHO. B HEKOTOPBHIX BapHaHTaX OCYIIECTBJICHHS IBE WM OoJjee
TEPANIeBTUYECKHX CXEM MOTYT BBOJHUTHCS TOCIIEAOBATEIBHO (Hanpumep, TEPBYIO CXEMY
BBOJAT O BBEJCHHUS KAKUX-THOO 03 M3 BTOPOH CXeMbl). B HEKOTOpPBIX BapHaHTaxX
OCYLICCTBJICHHS JIBE WJIH OOJiee TEPAreBTUYECKHX CXEM BBOMAT C MEPEKPHIBAHUEM CXEM
BBEICHHUS J03bl. B HEKOTOPBIX BapHaHTaX OCYHIECTBJICHHUS BBEIACHHE KOMOHHHPOBAHHOTO
Cpe/CTBA TEpPAIKUK MOKET MPEyCMATPUBATh BBEJCHHE OTHOTO WIIH OOJiee CPEACTB TEPATTHH
W METOJO0B CYOBEKTY, TOJTy4aromeMy Apyroe(-ue) cpeacTBo(-a) uim MeTo 1. B HEKOTOphIX
BapHaHTAaX OCYINECTBICHHUS KOMOHHHPOBAHHOE CPEICTBO TEPAIHH HE 00SI3aTEIIHBHO TPEOYET,
4TOOBI OTAEIBHBIC CPEICTBA BBOJWINCH BMECTE B OJHOH KOMITOZWIMH (WA JaXKe
00s13aTENTPHO B OJHO M TO K€ BpeMs). B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHS JBA HJIH
Ooyee CpPEACTB TEpanmMH WM METOAOB KOMOWHHPOBAHHOW TEPANHMH BBOIAT CYOBEKTY TIO
OTAETBHOCTH, HANpumep, B OTACITHHBIX KOMITO3HIHAX, TMOCPEJACTBOM PAa3JCIbHBIX MyTEH
BBEJCHUA (HAPUMEP, OJHO CPEACTBO MEPOPABHO, a APYTOE CPENCTBO BHYTPHUBEHHO) W/ HITH
B Pa3HbIE MOMEHTHI BPeMEHH. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHHS OBA WK Oolee
CPEACTB TEPAIUU MOTYT OBITh BBEICHBI BMECTE B KOMOWHHPOBAHHOW KOMITO3HIIMHU HITH JIAKE

B KOM6I/IHI/IpOBaHHOM COCAHUHCHHUU (HaanMep, KaK 9aCTh OJHOI'0 XMMHYCCKOI'0O KOMILICKCA
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WA KOBAJICHTHOM ‘{aCTI/IL[BI), nocpeaCcTBOM OJJHOI'O U TOTO KC ITYTH BBCACHUA H/UIH B OAOHO

U TO JK€ BpeMsl.

[00177] Ilonneti omeem. lcnonp3yeMbli B JAHHOM JOKYMEHTE TEPMHH
«mmomHbIi otBeT» MM «CR» mcmonmp3yeTcs ams 0003HAYeHHUA MCUE3HOBEHHS BCEX HIIH TIO
CYIIECTBY BCEX IIENEBBIX 04aroB. B HEKOTOPBIX BapuaHTax ocymiecTBieHuss CR oTHOCHTCS K
YMEHBIIEHUIO CYMMBI JHAMETPOB ITEJNEBBIX OYaroB (T.€. YCTPAHEHUIO O0YaroB) Ha
npubmu3uTeabHO 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%., 96%, 97%, 98%, 99% wunn
100%, ¢ yueTOM B Ka4ECTBE 3TAJIOHA CYMMBI TMAMETPOB HA HCXOIHOM YPOBHE. B HEKOTOPBIX
Bapuantax ocymectieHus CR ykasbIBaeT, YTO TIOCIE JICUEHHUS OCTAeTCA MEHee
npubuzureabHo 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% wunu mMeHbIIe OT O0IETO
auaMeTpa ouara. HMmmrocTpaTuBHBIE CIOCOOBI OLIEHKM IOJTHOIO OTBETA OMPEJCIICHBI B
pexomenparmax RECIST. Cwm., nanpumep, E.A. Eisenhauer, et al., «New response evaluation
criteria in solid tumors: Revised RECIST guideline (version 1.1.)», Eur. J. of Cancer, 45:
228-247 (2009).

[00178] Jlexapcmeennan opma WM eOUHUYHAS J1eKAPCMEEHHAs (opma.
CrieruaiucTaM B TAaHHOW OOJIACTH TEXHHKH OyJIET MOHSATHO, YTO TEPMHUH <JICKAPCTBEHHAS
dbopMa» MOXKET OBITh HCMOJIB30BAH B OTHOINEHWW (PH3WYCCKH JUCKPETHOH €IUHHIIBI
AKTUBHOTO CPEACTBA (HAPUMEP, TEPATIEBTHYECKOTO HITH JHATHOCTHYECKOTO CPEICTBA) IS
BBeJCHHUA CyObekTy. Kak mpaBuio, Kakaas Takas €IWHHUIA COJNEP)KUT IPEIBAPUTEITHHO
OTIPEIETICHHOE KOJIMYECTBO aKTHBHOTO CPEACTBA. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
TaKO€ KOJUYECTBO MPEACTABIISAET COOOH KOIMYECTBO €AMHUYHOM JTO3HPOBKH (HITH €€ LETyIO
JOJI0), TIOAXOAAIIEE I BBEACHHUA B COOTBETCTBHH CO CXEMOHW BBEIEHHS JIO3BI, KOTOpAs
OblIa OTpeJelieHa KaK KOPPEIUpyIomas ¢ TpeOyeMbIM HITH OJarOmpHATHBIM PE3yIbTaTOM
MIPH BBEJIEHUH COOTBETCTBYIOMIECH TOMYIAIUH (T. €. C TEPATIEBTHIECKOW CXEMOH BBEICHHUSA
n0361). CpeaHWM CHEIMaTucTaM B JAHHOW OONACTH TEXHWKH TIOHATHO, YTO OOTIee
KOJIMYECTBO TEPANEBTHUYECKOH KOMITO3UIIHM WM CPEJICTBA, BBOJUMOE KOHKPETHOMY
CYOBEKTY, OTIPEJEIACTCS OJHUM HIH OOJiee JIEHATUMH BPAa4aMH U MOJKET TIPEyCMaTPHBATh

BBEJICHUE HECKOJIBKHX JIEKAPCTBEHHBIX (HOPM.

[00179] Cxema ssedenus 0o3vt unu cxema. CriergaancTaM B JaHHOH 00JIaCTH
TEXHUKH Oy/JEeT TMOHATHO, YTO TEPMHH «CXEMa» MOKET OBITh HCIOJH30BAH B OTHOIICHUH
Ha0Opa eIMHUYHBIX 103 (KaK MPaBUJIO, 0OJIe€ YeM OJHOW), KOTOPBIE BBOIAT OTIACIBHOMY
CYOBEKTY, KaK TPABHIIO, Pa3IEICHHBIX TMEPUOJAMH BPEMEHH. B HEKOTOPHIX BapHaHTaX
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OCYILECTBIICHUS JaHHOE TEPANECBTHYECKOE CPEACTBO XapPaKTEPHU3YETCs PEKOMEHIOBAHHOM
CXEMOW BBEIEHHUSA 03bI, KOTOpas MOXKET NpeaycMaTpuBaTh OAHY WM Oonee m03. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHH CXEMAa BBEACHHUS 1036l IPEIYCMATPUBAET MHOKECTBO
7103, KaKJasg U3 KOTOPBIX OTAEIECHA BO BPEMEHH OT APYTHX 103. B HEKOTOpBIX BapuaHTax
OCYILECTBIICHUS OTACIIBHBIE 103l OTAEIEHBI APYT OT APYra NEPUOJOM BPEMEHHU OJUHAKOBOM
MPOAOJDKUTEIBHOCTH, B HEKOTOPBIX BAapHAHTaX OCYIIECTBICHHS CXEMa BBEACHHUA [103BI
MpeIyCMaTPUBAET MHOKECTBO 03 M MO MEHBIIEH MEpPE ABAa PAa3HBIX NEPUOJA BPEMEHH,
pasACIAOIMX OTAEIBHBIE 103bl. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIICHUS BCE 03Bl B CXEME
BBEJICHHS JT03bI UMEIOT OJJMHAKOBOE KOJIMYECTBO CAMHUYHBIX 103. B HEKOTOPBIX BapuaHTax
OCYILECTBIICHUS Pa3HBIE J03bl B CXEME BBEIAECHHA J03bl MMEKOT Pa3HbIE KOJIM4YECTBA. B
HEKOTOPBIX BAPHAHTAX OCYILECTBICHHUA CXEMa BBEIACHHS 03Bl BKIFOYACT MEPBYIO J03Y B
KOJIMYECTBE TEPBOM TO3bI, 3 KOTOPOH CIEAYIOT OJHA WU 0OJiee TOTIONHHTEIBHBIX 03 B
KOJIMYECTBE BTOPOU J103bI, OTIUYHOM OT KOJIMYECTBA MEPBOM J03bl. B HEKOTOPBIX BapHaHTax
OCYILECTBIICHHS CXEMa BBEJICHUA 1036l BKIIFOYAET NEPBYIO A03Y B KOJTUYECTBE NMEPBOM A0O3BI,
32 KOTOPOH CIEAYIOT OJHA WM O0Jiee TOTOTHHUTEIBHBIX 103 B KOJUYECTBE BTOPOH JO3BI,
AQHAJIOTUYHOM KOJIMYECTBY MEPBOM J03bl. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA CXEMa
BBEJICHHSI JT03bl KOPPETHUPYET C HKETAEMBbIM HIIHM TMOJE3HBIM PE3yJIbTaTOM IPU BBEACHUU B
COOTBETCTBYIONICH MOMYJISAINH (T. €. ABJIACTCA TEPANICBTHYCCKOM CXEMOM BBEACHUS 103b1). B
HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUA CXEMA BKJIKOYAET MO0 MEHBIIEW MEPE OAHY 03y, TIE
J03a TPEeIyCMATPHBACT OJHY CAHHHYHYIO 03y TEPANeBTHYCCKOTO CPEACTBA (HAIPUMED,
ceaspBatomero PD-1 cpeactsa). B HEKOTOPBIX BapuHaHTaX OCYHIECTBICHHS CXeMa
MPeayCMATPUBACT 1O MEHBIICH Mepe OJHY 03y, TJIe 1032 NpeIyCMaTPUBAET JBE WK OoJee
€IUHUYHBIX /103 TepaneBTHYEeCKOro cpeacrsa. Hampumep, no3y 500 Mr MOKHO BBOJAUTH B
BUJIC OJHOM €AWHUYHOW A03bI 500 Mr WM B BHAE ABYX €AWHHYHBIX 103 Mo 250 mr. B
HEKOTOPBIX BApPHAHTAX OCYMECTBICHUS CXEMa KOPPEIMpyeT ¢ TpeOyeMbIM WITH
OJIArOTIPUSITHBIM PE3YyJbTATOM WM MPUBOAUT K HEMY TPH BBEJACHHH B COOTBETCTBYIOIIECH

TOTYJISIITAH (T. €. MPEACTABIIET COOOM TEPAIEBTHUECKYIO CXEMY).

[00180] Honsa puckoe. Vicnonb3yemMbpli B TaHHOM JOKYMEHTE TEPMHMH «IOJIA
PUCKOB» TIPEACTABIAET COOOM BBIPAKEHHWE PHCKA WM BEPOSTHOCTH COOBITHH,
MPOUCXOJAIINX B TPYIIE JICUCHHUS, B BHJE OTHOMICHHUSA K COOBITHAM, MPOUCXOMAIINAM B
KOHTPOJIbHOW Tpymmie. [[ou pUCKOB MOTYT OBITH OTIPEIEIeHBI ¢ MOMOIIbI0 Moaenu Kokca,

croco0a PErpeccHud s JAHHBIX O BBDKHUBAEMOCTH, KOTOPBIA O0OECTIEYMBAET OIEHKY
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OTHOIIECHUS] PUCKOB M €r0 JOBEPUTEIBHOTO MHTEpBana. /{0 pUCKOB MPEACTaBIAET cOOO0M
OLICHKY OTHOIIECHUSA YPOBHS PHUCKA B TPYIIE JICYEHHUS IO CPABHEHUIO C KOHTPOJILHOM
rpymmoi. OTHOIIEHWE PHUCKOB TPEICTABIAECT COOOHM  BEPOSATHOCTb, YTO  ECIH
paccMaTpuBaEMoe COOBITUE €IE HE MPOU30IIIO0, OHO MPOU30UIET B CIEAYIONIEM HHTEPBAJIC
BPEMEHH, TIOJCIICHHYIO Ha JUIMHY 3TOr0 HHTEpBaa. [IpeanonokeHrue 0 mponopLuOHAIbHOM
PETPECCUU PUCKOB 3aKITIOYAETCS B TOM, UTO JIOJII PUCKOB SABIIAETCA MOCTOAHHON C TEYEHHEM

BPEMEHHU.

[00181] I'omonozcusn. Hcnonb3yeMbli B JaHHOM  JOKYMEHTE  TE€PMHH
«TOMOJIOTHS» OTHOCHUTCSA K 00IIEMY POACTBY MEKTY TIOJTUMEPHBIMU MOJIEKYJIAMH, HATIPUMED,
MEXKIYy MOJEKYJaMH HYKJICHHOBOM KHCIIOTH (Hampumep, wmojekynamu JIHK w/mmm
monekynmamu PHK) w/unmu mexay monekymamu mojurentugaa. B HEKOTOPBIX BapuaHTax
OCYLIECTBIICHHS TIOJTUMEPHBIE MOJIEKYJIbI CUUTAIOTCS «TOMOJIOTHYHBIMKY APYT IPYTY, €CIIU
WX TOCJIEI0BATEILHOCTH ABIIAIOTCS Ha MO MeHbIIeH mepe 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70 %, 75%, 80%, 85%, 90%, 95% wumu 99% uneHTHUHBIMH. B HEKOTOPBIX
BapUaHTaX OCYLIECTBJICHHS TOJMMEPHBIE MOJEKYJIbl CYUTAIOTCS «TOMOJIOTUYHBIMHY» JPYT
APYTY, €CITU UX MOCJIEI0BATEIbHOCTH SBJISIOTCA Ha 10 MeHbIned Mepe 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wmmu 99% CcXOaHBIMH
(HampuMmep, coaepKaT OCTATKA C POJCTBECHHBIMH XHMHYECKHMH CBOHMCTBAMH B
COOTBETCTBYIONIMX TMOJOKECHHUSIX). Hampumep, Kkak XOpomio HWM3BECTHO  PAAOBBIM
CICIHAIMCTAM B JIAHHOW OONAacTH, HEKOTOPBIE AaMWHOKHCIIOTHI, KaK TIPaBHIIO,
KIIACCU(UIUPYIOT KaK CXOAHBIE APYT C IPYTroM, KaK «THAPOGOOHBIE» HITH «THIAPO(PUITEHBIC
AMUHOKHUCJIOTHl H/WIIA KaK WUMECIOIUE «IOJSIPHBICY HWJIH «HETOJSPHBICY» OOKOBBIC IICTIH.
3ameHa 0JHOM aMHUHOKHUCJIOTHI HA APYTYIO TOTO K€ THUIA YaCTO MOKET PACCMATPUBATHCS KaK

«TOMOJIOru4Hasgz» 3aMCHa.

[00182] Kak Oyaer MOHATHO cHeNHMATUCTAM B JAHHOHW OOJACTH, JOCTYITHO
MHOXKECTBO QJITOPUTMOB, KOTOpPBIE IIO3BOJIAIOT CPaBHHUBATH ITOCIEAOBATENBHOCTH IS
ONPEACICHUA CTEMIEHU UX TOMOJIOTHH, B TOM YHCIIE TyTEM Pa3peIlCHUs NPOMYCKOB 3a/IaHHOM
JUTUHBI B OJHOM MOCIIEI0BATEIBHOCTH OTHOCHTEIBHO APYTOM MPHU PACCMOTPEHUH TOTO, KAKHE
OCTATKM «COOTBETCTBYKOT» APYr JPYyry B Pa3HbIX MOCIEA0BAaTENBHOCTAX. Hampumep,
BBIYHCIIEHHE IIPOLIEHTA TOMOJIOTHH MEXKAY ABYMSA IIOCIEIOBATEIBHOCTIMU HYKIEHHOBBIX
KHUCJIOT MO’KHO BBINIOJIHAUTh IMYTEM BBIPABHUBAHUS JABYX MOCIIECIOBATEIPHOCTEN C LETBIO

OTITUMATBHOTO CPaBHEHUA (HAIIPUMEP, MOTYT OBITh BBEJACHBI MPOITYCKH B OJHY HIIA 00€ U3
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NEPBOM M BTOPOM MOCIEJOBATEIBHOCTEN HYKIEHHOBBIX KHCIOT /I ONTHMAJIBHOTO
BBIDABHUBAHUS, W  HECOOTBETCTBYIOIIME  TOCJIEIOBATEIbHOCTH  MOTYT  OBITh
MTPOUTHOPHUPOBAHEI C IENBI0 CPABHEHHA). B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHS JTHHA
MOCIIE0OBATENIBHOCTH, BBIDPOBHEHHOM B LIETISIX CPABHEHMA, COCTABIISIET MO MEHBINEH Mepe
30%, o menpmeit mepe 40%, no mensuie mepe 50%, nmo Mmensien mepe 60%, Mo MeHbIIEN
mepe 70%, no menpmei mepe 80%, nmo mensme mepe 90%, no MeHbIen Mepe 95% unu no
cymecTtBy 100% nuHBI 3TaTOHHOM MOCEI0BATENBHOCTH. 3aTEM CPABHUBAIOT HYKIICOTH/IBI
B COOTBETCTBYIOIIMX TIOJOKEHHUAX HYyKIeoTuaoB. Korma mnonoxkeHue B NEPBOU
MOCIIEOBATENIBHOCTH 3aHATO TEM K€ HYKJICOTHAOM, YTO U COOTBETCTBYIOIIEE MOJIOKEHUE BO
BTOPOM  IOCIIEJOBATENIBHOCTH, TO MOJEKYJIBl II0 3TOMY TOJIOKEHHIO  SIBIIIIOTCA
WICHTUYHBIMM, KOI/IA MOJIOKEHUE B MEPBOM IOCIEAOBATEIIBHOCTH 3aHATO HYKICOTHAOM,
CXOJHBIM B OTHOLIIEHUH COOTBETCTBYIOIIETO MOJIO0KEHUA BO BTOPOU MOCIEA0BATEIbHOCTH, TO
MOJIEKYJIBI 110 3TOMY MOJOXKEHHUIO ABIIIIOTCA CXOJHBIMU. [IpOLICHT rOMOJIOTHN MEXKTY IBYMS
MOCJIE0OBATENIbHOCTAMHE ABIISIETCA (DYHKIMEH YHCIIa WACHTUYHBIX M CXOMHBIX MOJO0KEHUH,
00IIUX I TIOCIIEAOBATENPHOCTEH, C YYETOM YHCIIA MPOITYCKOB U JUIMHBI KAXKIOTO TPOITYCKa,
KOTOpbIE ~ HEOOXOAMMO  BBECTH i1 ONTHUMAIBHOTO  BHIPABHUBAHUSA  JABYX
nocyeoBaTeNibHOCTeN. MumocTpaTUBHBIE aNTrOPUTMBI U KOMIBIOTEPHBIE TMPOTPAMMBI,
MPUMEHUMBIE I OTPEJEICHUS MPOLEHTHOW T'OMOJIOTHH MEXKIY ABYMS HYKJICOTHAHBIMH
MOCIICIOBATEIIBHOCTSIMH, BKJTFOYAIOT B ceOs, HampuMmep, anroputM Meiiepca u Mumiepa
(CABIOS, 1989, 4: 11-17), kotopsri Obi1 BkioueH B niporpammy ALIGN (Bepcus 2.0) ¢
WCTIONb30BaHUEM TaONMIBI Beca octatkoB PAM120, mTpada 3a mmmHy mpomycka 12 m
mrpada 3a mpomyck 4. IIpomeHT TOMOJOTHH MEXKIYy ABYMS HYKJICOTHIHBIMH
MOCTIETOBATEIFHOCTAMH, B KAUYECTBE ATbTEPHATHBEI, MOJKET OBITH OTIPENETICH, HATIPUMEP, C
ucnonb3oBanueM mnporpammbl GAP B makere mporpammuoro obecmeuenus GCG ¢

npuMeHeHHeM Matpuibl NWSgapdna. CMP.

[00183] Kp, wcnone3dyemas B JAHHOM JIOKYMEHTE, OTHOCHUTCS K KOHCTAHTE
JTUCCOIMAIIAN CBSI3BIBAIOIIETO CPEACTBA (HANIPUMED, AHTHUTEIA WM €r0 CBSI3BIBAOIIETO
KOMITOHCHTa) W3 KOMIUIEKCA C €ro TAapTHEPOM (HAmpuUMep, SIHUTONOM, C KOTOPBIM

CBA3bIBACTCA AHTHUTCIIO HUIJIH €TO CB?ISBIBaIOH_[I/II‘/'I KOMHOHCHT).

[00184] Ko, ncnone3yeMas B JAHHOM JOKYMEHTE, OTHOCHTCA K KOHCTaHTE

CKOpPOCTH auccomualuu B ClIydaC AucCONUalK CBA3BIBAOMICTO CPCIACTBA (HaanMep,
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AHTHUTEIIA UK €TO CBA3BIBAIONIETO KOMITOHEHTA) U3 KOMITJIEKCA C €T0 MAPTHEPOM (HATIPUMED,

OIATOIIOM, C KOTOPBIM CBA3BIBACTCA AHTUTCIIO UITH €TO CB?ISBIB&IOHII/I?I KOMHOHGHT).

[00185] K,,, ucnonp3zyeMass B JaHHOM JOKYMEHTE, OTHOCHTCS K KOHCTaHTE
CKOPOCTH aCCOIHAIINH B CITy4ae aCCOIHAITHH CBA3BIBAIOIIETO CPEICTBA (HATPUMED, AHTHUTEIIA
WJTH €70 CBS3BIBAIOIIET0 KOMIIOHEHTA) C €T0 TAPTHEPOM (HAIPUMEP, SMTUTOTIOM, ¢ KOTOPBIM

CBA3bIBACTCA AHTUTCIO HIJIH €TI0 CB}ISBIBaIOHIHf/'I KOMHOHCHT).

[00186] Hupanapué6. Vcnonb3yembld B JAHHOM  JOKYMEHTE TEPMHUH
CHHpATApuoO» BKITIOYAET JIF000€ U3 coenHEeHH B (hopMe cBoOOaHOTO ocHOBaHMs ((3S)-3-[4-
{7-(amunOKapOoHu)-2H-unnazon-2-un } penun |nunepuaut), GopmMbl CONH, B TOM YHUCIE
¢dapmanerriyecku mpuemiieMmbie  comu  (35)-3-[4-{7-(amuHOKapOOHMN )-2H-MHEAA3071-2-
wn}penmn|munepuaaa  (Hanpumep, (3S)-3-[4-{7-(amunOKapOOHMT)-2H-EAa3071-2-
W } peHUIT |IUIIE PUAMHTO3UIIAT), HIIH €T0 COTbBATHPOBAHHOM WITH THAPATHPOBAHHOMN (POPMBI
(manpumep, (3S)-3-[4-{7-(amunokapOonm)-2H-nH1a301-2-111 } heHUIT |IHIIE pUANHTO3HIATA
MOHOTHZPAT). B HEKOTOpBIX BapHMaHTaxX OCYHIECTBIECHHS Takue (POPMBI MOTYT OTHENBHO
0003HAYaTBCS COOTBETCTBEHHO KaK «CBOOOJHOE OCHOBAHHME HHUpAmapuoa», «TO3MJAT
HUpanapu0a» U «MOHOTHAPAT TO3WJIaTa HUpamapuOa». Ecnu He ykazaHO MHOE, TO TepMHUH
«HHpamapuO» BKmouyaeT Bce ¢Gopmbl coemmHeHUs (3S)-3-[4-{7-(amuHOKAapOOHMT)-2H-

WHA3071-2-11 } heHU [TnepuanHa.

[00187] Iayuenm unu cydvexm. Vicnonp3yeMplii B JAHHOM IOKYMEHTE TEPMUH
(TMAOUEHT» WIH «CYOBEKT» OTHOCHTCS K JHOOOMY OpraHHU3My, KOTOPOMY BBOJAT
MPEAOCTABICHHOE COCIUHEHHUE WM COCJWHEHMs, OIMCAHHBICE B JAHHOM JIOKYMEHTE, B
COOTBETCTBHM C HACTOSIIMM H300pPETCHHEM, HANPUMEpP, A SKCIEPUMEHTAIbHBIX,
AUATHOCTUYECKHUX, TPOPUITAKTHYECKUAX H/HITH TePaNeBTHUECKHUX Ienel. VmmocTpaTuBHbIe
CYOBEKTHl BKIIOYAIOT JKUBOTHBIX. [E€PMHH <CKHBOTHOE» OTHOCHTCI K JFOOOMY
MPEACTABUTEIIO LIAPCTBA JKUBOTHBIX. B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHA (GKUBOTHOEY
OTHOCHTCS K JIFOJSIM Ha JIFOOOW CTaJ MU Pa3BUTHA. B HEKOTOPHIX BapHAHTaX OCYIIECTBICHUS
«GKHBOTHOE» OTHOCHTCS K OTIIMYHBIM OT JTFOJICH JKUBOTHBIM Ha JIFOOOW CTaauu pa3BUTHA. B
HEKOTOPBIX BapUaHTaX OCYINECTBICHUS OTIMYHBIM OT YEJIOBEKA >KHBOTHBIM SBISACTCA
MJIEKOTIMTAfOIIee (HAPUMEp, TPBI3YH, MBIIIb, KPBICA, KPOJIMK, 00€3bAHA, COOaKa, KOIIKA,
OBI[d, KPYIHBIH POTATBIA CKOT, TPHUMAT W/HWIA CBUHBSA). B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHUS )KUBOTHBIE BKIFOYAIOT 0€3 OTPAHUYEHUS MIICKOTIHTAIOIINX, TITHII, PETITHIIHH,
ampuOnii, ppIO, HACEKOMBIX W/WIM YepBed. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUSA
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KHBOTHOE MOXET OBITh TPAHCTEHHBIM >KHBOTHBIM, T€HETHYECKH CKOHCTPYHPOBAHHBIM
’KHBOTHBIM W/WJTH KJIOHOM. B BapHaHTaxX OCyNIECTBIICHHS >KHBOTHBIE MPEICTABIISIOT COOOM,
HApUMepP, MIIEKOTIMTAIOIINX, TAKHX KAK MBIIIH, KPBICHL, KPOJIMKH, OTIHYHBIE OT YEIIOBEKA
NPUMATHI W JIFOJIA; HACEKOMBIX; YepBEeU H T. . B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHUS
CYOBEKTOM SIBIIIETCA YEJOBEK. B HEKOTOPHIX BapHAHTaX OCYIIECTBICHUSA CYOBEKT MOXKET
CTpaaath OT 3a00JNeBaHMA, HAPYLICHUA W/WUIU COCTOSHUA (HAmpUMeEp, paka) WIH OBITh
BOCIIPHUMYHMBBIM K HHM. VICHONIb3yeMbId B JaHHOM JOKYMEHTE TEPMHH «ITOITYJISIHUS
MAIMEHTOBY WM «IOMYJSIHA CYOBEKTOB» OTHOCHUTCS K MHOMKECTBY TMAIMEHTOB HIIH

CYOBEKTOB.

[00188] Yacmuunoit omeem. cnonb3yemMpli B JAHHOM JOKYMEHTE TEPMHH
«dacTuyHbid 0TBET? («PR») OTHOCHTCS K yMEHBIICHHIO MPOTPECCUPOBAHUSA OIMYXOJHU Y
CyOBEKTa, HA YTO YKA3bIBAET YMEHBIIEHHE CYMMBbI THAMETPOB IIEJIEBBIX 0YAaroB, MPUHUMAS
3a OTAJOH CyMMYy JMAMETPOB HA MCXOJHOM YpPOBHE. B HEKOTOpBIX BapHaHTax
ocymecTBiieHHs PR OTHOCHTCS K yMEHBIIEHUIO CYMMBI TUAMETPOB HUITH LIEJIEBBIX 04aroB Ha
mo meHbined mepe 30%, mpUHHUMAsA 3a 3TAJOH CYMMY JHAMETPOB HA MCXOJHOM YPOBHE.
WnmocTpaTuBHbIE CTIOCOOBI OLIEHKA YAaCTHYHOTO OTBETA OMPEACIIEHBI B PEKOMEHIAIHSIX
RECIST. Cwm., nanpumep, E.A. Eisenhauer, et al., «New response evaluation criteria in solid

tumors: Revised RECIST guideline (version 1.1.)», Eur. J. of Cancer, 45: 228-247 (2009).

[00189] @Dapmayesemuueckas KomnosuyusA. Vcnonp3yeMbld B JaHHOM
JOKYMEHTE TEPMHUH «(}apMameBTHYCCKass KOMITO3UIUS» OTHOCHTCS K KOMIIO3HIIUH, B
KOTOPOU aKTHBHOE CPEACTBO (Hampumep, cea3biBatotnee PD-1 cpeacTBo) cocTaBneHO BMECTE
C OFHMUM WK Oojnee (apMALECBTHYECKH TPHUEMIIEMBIMH HOCHTEIAMH. B HEKOTOPHIX
BapHaHTaX OCYIIECTBIEHUS AKTHUBHOE CPEACTBO TMPHUCYTCTBYET B  KOJUYECTBE,
COOTBETCTBYIOLIEM  €JWHWUYHOM  J03€, MOAXONAINEM [  BBEACHHA  COIVIACHO
TEPANEeBTHYECKOW CXEME, KOTOpas IMOKA3bIBAET CTATHCTHYECKH 3HAYMMYKO BEPOSTHOCTH
JOCTH)KEHHUS TIPEIBAPUTEIHHO OTPEAEIIEHHOTO TeparneBTHIecKoro 3(pdexra mpu BBEACHUH
COOTBETCTBYIOLIEH  MOMysIMMHM. B HEKOTOpPBIX  BapuaHTaX  OCYIIECTBIICHUA
(apManeBTHIECKast KOMIIO3HUIMA MOXET OBITh CIEIHAbHO COCTABJICHA IS BBEIACHHS B
TBEPAOW WM JKUIKOH (opmMe, B TOM 4YHCIE AaJaNTHPOBAHHOW /I CIEIYFOIIETO:
MEPOPATHHOTO BBEACHHSA, HATIPUMED, JKUIKUE JIEKAPCTBEHHBIE (HOPMBI IS TEPOPATTBHOTO
BBEICHHUA (BOJAHBIE WM HEBOJHBIE PACTBOPHI WM CYCIIEH3WH), TAOJIETKH, HANPHUMED,

MpeTHA3HAYCHHbBIC i1 OYKKAJIbHOW, TOMBS3BIYHON W CHCTEMHOUW abcopOnuu, TabIeTKH
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OONBIITUX pa3MEPOB, TOPOIIKH, TPAHYJIbI, TTACTHI JJIsI HAHECEHUS Ha S3bIK; MAPEHTEPATHHOTO
BBCACHUSA, HAIPUMED, MOAKOKHOM, BHYTPUMBIIICYHOM, BHYTPUBEHHOW WIIM 3MUAYPATIbHON
WHBEKIMEN B BHUJAC, HAIPUMEDP, CTEPHIBHOIO PACcTBOpPa MM CYCICH3UM, WIH COCTaBa
3aMeJIEHHOTO BBICBOOOIKIEHHUS; MECTHOTO IPUMEHEHUS, HATIPUMED, B BHJIE KPEMA, Ma3H WITH
TTACTBIPS ¢ KOHTPOJTUPYEMBIM BBICBOOOKIEHHEM HIIH a3P030JIs, IPUMEHSAEMOTO HA KOXKE, B
JETKUX UK POTOBOM NOJIOCTH; BHYTPUBAaruHAIBHO WIIM BHYTPHUPEKTAIIBHO, HAIPUMED, B BUJIE
reccapus, KpeMa WM IEHKH; MTOAbA3bIYHO; BHY TP I71a3a; YPECKOKHO WIIM HA3AJIbHO, BHYTPb
JETKMX W B OTHOIIEHHWH JAPYTHX CIM3HCTBIX IMOBEPXHOCTEH. B HEKOTOPBIX BapHaHTax
OCYHIECTBIICHHUSA aKTUBHOE CPEACTBO (Harmpumep, cssbiBatotnee PD-1 cpeacTBo) cocTaBmsioT

JUTA IAPEHTEPAIIBHOTO BBEJCHUS.

[00190] Dapmayeemuuecku npuemaemplii. Vcnonb3yeMbli B JAHHOM
JOKYMEHTE TEPMHUH «(HapMalleBTUYECCKH MPHUEMJIEMBII» NPUMEHUTEIPHO K HOCHUTEIIO,
pa30aBUTEINI0 HIIM BCIOMOTATEIBHOMY CPEACTBY, MCIOIB3YEMbIM JUI1 COCTABIICHUSA
KOMITO3UIMH, PACKPBITON B JAHHOM JOKYMEHTE, O3HAYAET, YTO HOCHUTEID, PA30aBUTEIb WM
BCIIOMOTATEIBHOE CPEACTBO JOJDKHBI OBITh COBMECTHMBIMH C JPYTHMH HHTPEIUCHTAMH

KOMITO3HUIIMH U HE OKAa3bIBATh BPCIAHOTO BO3JICUCTBHUS HA HUX PCOHUIIMCHTA.

[00191] Bouicusaemocmo 6e3 npozpeccuposanus. Vicnons3yembli B TaHHOM
JOKYMEHTE TEPMHH «BBDKHBAEMOCTD 0€3 MPOTPECCHPOBAHK» 03HAYAET TIEPHO]T BDEMEHH, B
TEYEHHE KOTOPOTO CYOBEKT, Y KOTOPOTO HMEETCS 3a00JIeBaHue (HAIPUMED, PAK), BEDKHBAET
0e3 3HAYMTEIIFHOTO YXYAIICHHA COCTOSHHA 3a0oieBaHus. BpbDkuBaeMocTh  0e€3
MPOTPECCUPOBAHUA MOKET OBITh OIICHEHA KaK TEPHOJ BPEMEHH, B TEYEHHE KOTOPOTO
OTCYTCTBYET TIPOTPECCHPOBAHHE POCTA OMYXOJIHM WHWIA TPH KOTOPOM COCTOSIHHE
3a00NeBaHUs TAIMEHTa HE OMpPENENAeTCS Kak TPOTPecCHpoBaHWE 3a0oieBaHusA. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS BEBDKHBAEMOCTh O€3 TIPOTPECCHUPOBAHMSA Y CYOBEKTa,
Yy KOTOPOTO HMEETCA PaK, OLCHHUBAIOT IMyTEM OICHKH pa3Mepa OmyXoiHu (ouara), 4ymcia

OIyX0JieH (04aroB) W/ MITH METAaCTA3UPOBAHHS.

[00192] Ilpozpeccuposanue unu npozpeccupyrwuiee 3abvonesanue. TepmuH
«TIPOTPECCUPOBAHUE» POCTA OMYXOJIH WM «mporpeccupoBanue 3adoneBanmwsd» (PD), kak
HCIIOIb3YETCA B JAHHOM JIOKYMEHTE B OTHOILIEHHH CTaTyCa paKa, YKa3bIBA€T HA YBEIIHYECHHE
CYMMBI JJHAMETPOB LIEJEBBIX 04aroB (OMmyxoei). B HEKOTOPBIX BapraHTaxX OCYIIECTBICHUS
MPOrPECCUPOBAHUE POCTA OIMYXOJIM OTHOCHTCA K MO MeHbmed mepe 20% yBETUYEHHUIO
CyMMBI JHAMETPOB LEJIEBBIX OYaroB, MPHUHUMAs 3a DOTAJIOH HAUMEHBIIYHD) CYMMY B
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WCCIIEIOBAHNN (OHA BKIIIOYAET CyMMY HAa HCXOJHOM YPOBHE, €CIM TaKOBas SBIACTCA
HAUMEHBINEH B UCCIIEIOBAHNHN). B HEKOTOPHIX BapHaHTAaX OCYIIECTBIICHUS B JOTIOTHEHHE K
OTHOCHUTENIBHOMY yBENHUYEHUIO Ha 20%, cyMMa IHaMETPOB LENEBBIX 0YaroB TAKKE JOJDKHA
JAEMOHCTPHUPOBATH A0COMOTHOE YBEIHMYEHHUE Ha 10 MeHbIIeH Mepe 5 mm. [lpu onpeneneann
MPOTPECCUPOBAHMSA POCTA OTYXOJIH TAK)KE MOJKET OBITh YUTEHO MOSIBIICHHUE OTHOTO HITH O0JIee
HOBBIX oO4aroB. IIporpeccupoBaHre B KOHTEKCTE OTPENEICHHUA BBDKHBAEMOCTH 0€3
MPOTPECCUPOBAHMA TAK)KE MOXKET OBITH OTPEAENIEHO, €CIIH YAOBIETBOPIETCA MO MEHBIIECH
MEpe OJWH M3 ClIeayromux kputepues: 1) omenka omyxomu ¢ momompio CT/MRI sBHO
YKa3bIBa€T HAa NPOTPecCcUpoOBaHue 3a00eBanus B coorBeTcTBuU ¢ Kputepusimu RECIST 1.1
i irRECIST; unu 2) ¢ noOMOMIbIO AOTIOJTHATEIBHBIX JHATHOCTHUYECKUX TECTOB (HATTPUMED,
THCTOJIOTHSA/IUTONIOTHS,  YIbTPa3BYKOBBIE  METOJUKH, JHAOCKOMHUA,  MO3UTPOHHO-
SMUCCHOHHAs ToMorpadus) UACHTHPUIMPYIOT HOBbIE OYard WM  ONPEACIAIOT
CYIIECTBYIOLIME OYard, XapaKTEpHbIE I SBHOTO NPOTPeccCHpoBaHusA 3adoneBanus U
nporpeccupoBanus B oTHomeHUH CA-125 B COOTBETCTBUU ¢ KpUTEPHAMH MeskyHapO JHOM
rpymmsl o u3ydeHuro ruHekonorudeckoro paka (GCIG) (cm. Rustin et al., Int J Gynecol
Cancer 2011; 21: 419-423, koTopasi BKIIFOUEHA B TAHHBIA TOKYMEHT BO BCEH CBOEH MOJTHOTE);
3) OKOH4YATEIbHBIE KIWHHYECKHE TIPH3HAKH W CHMIOTOMBI PD, He cBi3aHHBIE C
HE3JTOKAYECTBCHHBIMH HJTH ATPOTCHHBIMH MPUYHHAMH ([1] HEyCTpaHUMas O0JIb, CBSI3aHHAS C
pakom;  [ii] KuWIIeYHAas ~ HEMPOXOAUMOCTh,  OOYCIIOBJICHHAs  3JIOKAYECTBEHHBIM
HOBOOOPA30BaHUEM/YCYyTYOICHHEe JMUCHYHKIMH WK [ili] SBHOE CHMIITOMATHYECKOE
YCYT'YOJIEHHE aclUTa WK TUIEBPATbHOTO BBITOTa) U mporpeccupoBanne B oTHomeHNH CA-

125 B cooTBeTcTBUU ¢ kKpuTtepusamu GCIG.

[00193] Conuonasn onyxons. Vicnonp3yemplii B JaHHOM JOKYMEHTE TEPMHUH
«CONUTHAS OTYXOJIb» OTHOCUTCS K aHOMATbHOM Macce TKAHHU, KOTOPast OOBIYHO HE COACPIKHUT
KHCT WA 00JIACTEN KUAKOCTH. B HEKOTOPHIX BapHaHTAaX COJHIHAS OIMYXOJb MOKET OBITH
IOOPOKAYECTBEHHOW, B HEKOTOPBIX BapHAHTaX COJIMAHAA OMYXOJb MOXKET OBITh
37moKavecTBeHHOW. CrenmanuicTtaM B JAHHOW OOJAacTH TEXHWKH OyNeT TOHATHO, YTO
Pa3NHYHBIE THITBI COJUIHBIX OIMyXOJIEH OOBIYHO HA3BIBAIOT MO THITYy KJIETOK, KOTOPHIE WX
o0pasytot. [IpumMepaMu COMUAHBIX OTYXOJEH ABISAIOTCS KAPUUHOMBI, TUM(OMBI H CAPKOMBI.
B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHHS COJIUAHBIE OMYXOJH MOTYT MPEACTaBIATh COOOH
WM BKITFOYATH OIYXOJIM HAAMOYEYHHKA, JKETYHOTO IMPOTOKA, MOYEBOTO MY3BIPS, KOCTH,

TOJIOBHOTO MO3Ta, MOJIOYHOM JKENE3bl, MIEMKM MATKH, TOJICTOM KHWIOKH, SHIOMETPHA,
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MHIICBOAA, TJ1a3a, KEITYHOTO MY3bIPs, KEITYAOYHO-KHIIECYHOTO TPaKTa, MOYKH, TOPTAHH,
MEYCHH, JIETKOTO, MOJIOCTH HOCA, HOCOTJIOTKH, MOJIOCTH PTa, AUYHUKA, MOJOBOTO 4YJICHA,
runodusa, MPOCTATHI, CETUYATKH, CIFOHHOM JKEJE3bl, KOJKH, TOHKOTO KHIICYHUKA, JKEITYIKa,

AWYKa, THMYyCa, IJ_[I/ITOBI/II[HOI‘/'I JKCIJIC3bl, MATKH, BjlaraJdiina /U BYJIbBBI.

[00194] Cmaounuzayus uiu cmaodunenoe 3aodonesanue. Vcnonb3yembid B
JAHHOM JOKYMEHTE TEPMHH «CTAOMIM3aLMA» POCTa OMyXONH WIH «CTAOMIBHOE
3a0oneBanne» (SD) He OTHOCUTCS HH K IOCTATOYHOMY YMEHBIIEHUIO PA3MEPOB OITYXOJIH IS
onpeacneHusa kak PR, HM Kk moctatouHOoMy yBenWYeHHIO Ay onpeaencHus kak PD. B
HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS CTAOMIM3ALUs OTHOCHUTCSI K HM3MEHECHHUIO
(YBETMUYEHHIO WIIM YMEHBIIEHHIO ) CYMMBI IMAMETPOB LIENEBbIX 0uaroB Ha MmeHee 30%, 25%,
20%, 15%, 10% wunmu 5%, npuHUMas 3a 3TaJOH CYMMY JHAMETPOB HA MCXOAHOM YPOBHE.
WnmocTpaTuBHBIE CIOCOOBI OIICHKH CTA0WIIM3AalMK POCTA OMyXOJId HWIH CTAOHIBHOTO
3a0oneBanus onpeneneHsl B pekomeHnarusax RECIST. Cwm., nanmpumep, E.A. Eisenhauer, et
al., «New response evaluation criteria in solid tumors: Revised RECIST guideline (version
1.1.) », Eur. J. of Cancer, 45: 228-247 (2009).

[00195] Tepanesmuuecku r¢ppexmuenoe koruuecmeo. 11pu ucronb30BaHUU B
JaHHOM JOKYMEHTE 0003HA4YaeT KOJIMYECTBO, KOTOPOe obOecmeunBaeT TpeOyeMbrit 3dekT,
IS KOTOPOTO €ro BBOMAT. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHHS TAHHBIA TCPMHH
OTHOCHUTCSA K KOJHUYECTBY, KOTOPOE SBISIETCS JOCTATOYHBIM IPH BBEJACHUH MMOIYIISIHH,
CTpajaromel 3a00MeBaHUEeM, HAPYIICHHEM W/HIH COCTOSTHHEM HITA BOCTIPUUMYHBOM K HHM,
B COOTBETCTBHH C TEPAMEBTHYCCKOW CXEMOW BBEACHHS 03Bl IS JICUCHHs 3a00JICBaHUS,
HAPYLICHUS W/WIIA COCTOSIHUS. B HEKOTOPBIX BapHAHTAX OCYIICCTBICHHS TEPANICBTHYCCKH
3¢ (eKTHBHOE KOTHYECTBO MPEACTABISAET COOOH KOIMYECTBO, KOTOPOE YMEHBIIAET YACTOTY
BO3HHKHOBEHHS W/WJIM TSHKECTh OJHOTO WA OOJiee CUMITOMOB 3a00JICBAHUS, HAPYIICHUS
W/WITA COCTOSTHHS W/WJTH 33JePXKHBAET HAYAJI0 WX TPOSBIICHHUA. PSIOBBIM CIICIIHATIHCTAM B
JaHHOM OONACTH TEXHHWKH OyJIET MOHATHO, YTO TEPMUH «mepanesmuyecku s¢)gexmugnoe
KOIUYecmeo» B JCUCTBUTEIBHOCTH He TPeOyeT MOCTIKEHHS YCICIMHOTO JICUEHHS Y
KOHKpPETHOTO MHIuBHIyyMa. Ckopee, TepaneBTHYECKH d(P(HEKTUBHBIM KOJIMYECTBOM MOKET
OBITh ~ TaKO€  KOJUYECTBO, KOTOPOE  OOECIEYMBAET  KOHKPETHBIA  TpPeOyeMBbIid
(apMaKOIOTHYECKHUI OTBET y 3HAYUTEIHHOTO YHCIIa CYOBEKTOB TIPH BBEACHHH MAIHEHTAM,
HY)KJQIOIIAMCSL B TaKOM JICYCHWH. B HEKOTOPHIX BapHAHTaX OCYIIECTBIICHHUS CCHLIKA Ha

TepaneBTHYECKH 3(P(EKTUBHOE KOJHYECTBO MOJKET OBITh CCHUIKOH HAa KOJHYECTBO,
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W3MEPEHHOE B OJHOW WM OO0Jiee KOHKPETHBIX TKAHAX (HampuMmep, TKaHH, TOPAKEHHOM
3a00NeBaHNEM, HAPYLICHHEM HJIM COCTOSTHHEM ) WIIH KUAKOCTAX (HAIPUMEP, KPOBH, CIFOHE,
CBIBOPOTKE KPOBH, MOTY, Cle3ax, Mo4e U T. A.). CpeJHUM crienManucTaM B JTaHHOH 00IacTH
TEXHUKH OYJET MOHATHO, YTO B HEKOTOPHIX BAPHAHTAX OCYIIECTBIICHUSA TEPANICBTHUECKH
3¢ (eKTUBHOE KOJUYECTBO KOHKPETHOTO CPEACTBA WM CPEJICTBA TEPANHH MOMKET OBITH
COCTABJICHO W/UITU BBEJCHO B OJIHOKPATHOM /103€. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
TepaneBTUYECKH d(PPEKTHBHOE CPEACTBO MOKET OBITh COCTABIIEHO W/HIIM BBEJEHO B BHUJEC

MHOKCCTBA 103, HAIIPUMEP, KaK HaCTh CXCMbI BBCACHHUA TO3bI.

[00196] Jleuenue. Vicionb3yeMbli B JAHHOM JOKYMEHTE TEPMHUH (JICYCHUE)
(Taroke <JICYUTH» WM «OCYIIECTBICHHE JI€YEHUA») OTHOCUTCS K JIOOOMY BBEICHHIO
CpelICcTBa TEPaluM, KOTOPOE YACTHYHO WM TMOJHOCTBIO OCNAONAET, YMEHbBIIAET
WHTCHCUBHOCTb, YJIYYIIAaeT, MOJABIACT, 3aJCP/KUBACT HAYajJ0 TPOSBICHUS, CHWKAET
TSDKECTH W/HMITM CHIKAET YaCTOTY BOSHUKHOBEHHS OTHOTO HITH 00JIe€ CUMITTOMOB, IPU3HAKOB
W/WIM TIPUYMH KOHKPETHOTO 3a00JI€BaHUs, HAPYIICHUS W/HIH COCTOSHHUA. B HekoTOphIX
BapUAHTAaX OCYLIECTBIICHHUSA TAKOE JICYEHHE MOXKET OBITh NMpPEJAHA3HAYCHO I CyOBEKTa, y
KOTOPOTO HE MPOSBIIAIOTCS MPHU3HAKH COOTBETCTBYIOIIETO 3a00I€BaHUS, HAPYIIECHUS W/ UK
COCTOSIHHS, W/WIH IS CYOBEKTa, Y KOTOPOTO TPOSBISIOTCS TOJIBKO PAHHHE TPU3HAKH
3a00J1€BaHUs, HAPYIICHHUA W/HWIH COCTOSHMA. ATBTEPHATUBHO HIIH JOTIOJHHUTEIBHO TaKOE
JICYCHUE MOXKET OBITh TPETHAZHAYEHO JJI CYOBEKTa, Y KOTOPOTO MPOSBISETCS OJUH WITH
Oollee YCTaHOBIIEHHBIX TNPHU3HAKOB COOTBETCTBYIOLIETO 3a00JI€BAHUA, HAPYIIECHUS W/HWIH
COCTOSTHHA. B HEKOTOPBIX BapHaHTaX OCYHIECTBIICHHS JICUEHHE MOJKET OBITh TIPETHASHAYECHO
I CyOBEKTa, KOTOPBIA OB AHATHOCTHPOBAH KAK CTPANAOMIMNA OT COOTBETCTBYIOIIETO
3a00J1€BaHUs, HAPYIIEHUS W/MIM COCTOSHHA. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHMSA
JI€YCHUE MOKET OBITh TPEIHA3HAYECHO M1 CyOBEKTa, O KOTOPOM HM3BECTHO, UYTO OH MMEET
OoauH Wik Oonee (haKTOPOB BOCIPUUMYHBOCTH, KOTOPBIE CTATHCTHYECKH KOPPEITHPYIOT C
MOBBIIICHHBIM PUCKOM PAa3BHUTHA COOTBETCTBYIOIIETO 3a00JIEBAHUSA, HAPYIIEHHUS W HIH

COCTOAHMA.

Cnocoost Jledenus, 6 mom qucje Cnocoowl 1euenust paxka

[00197] B nmaHHOM JOKyMEHTE OMHUCAHBI CHOCOOBI JIEYCHHA HAPYIICHHH Y

cyObeKTa (HampuMep, HapyIIeHWH, PU KOTOPBIX TOJIE3HO BBEJIEHUE CPEICTBA TEPAliX HA
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ocHoBe aHtuTena k PD-1). Hampumep, cpenctBo Tepammm Ha ocHOBE aHTHTeNna K PD-1,
ONMCAHHOE B JAHHOM JOKYMEHTE, MOKHO BBOJIUTH, HATPUMED, B KAYECTBE MOHOTEPATTUH UITH
KOMOMHHPOBAHHOTO CPEACTBA TEPANMHM, HA TPOTDKCHHH TEPHOAA, JOCTATOYHOTO ISt
MOJTYYEHUS KITMHUYECKOH TOB3bI, HITH COTJIACHO CXEME, OTPEAEIIIEMOH BpauoM (HanpuMep,
CPEACTBO TEpamuu Ha OCHOBE aHTHUTena K PD-1 BBOIAT B KOIWMYECTBaX 036l U TIPH

KOMUYCCTBEC HUKIIOB JICUHCHUA, ONIPCACTIACMbBIX Bpa‘IOM).

[00198] B BapuaHTax OCYyIIECTBIECHHA CIIOCOOBI, OIMMUCAHHBIE B JAHHOM
JOKYMEHTE, MPUMEHUMBI JUIA JIEYEHUS T-KI€TOUHBIX AUCHYHKIMOHATIBHBIX HAPYLICHUH
(Hampumep, paka). B BapumaHTax OCYIIECTBICHHS CIOCOOBI, OIHMCAHHBIE B JAHHOM
JOKYMEHTE, IPUMEHUMBI 711 YMEHBIIECHUS OMYXOJeH MM MOJABICHUSA POCTa OIyXOJIEBbIX

KIIETOK Y CyOBEKTA.

[00199] B BapmaHTax OCYHIECTBIECHUS CHOCOOBI, OIMCAHHBIE B JAHHOM
JTOKYMEHTE, IPUMEHUMBI [T TIOBBIIICHUS AKTUBALMH 1-KIIETOK MK 3P PeKTOpHON PyHKITHH

T-knerox y cyOnekra.

[00200] B BapmaHTax OCYIIECTBICHHSA CIIOCOOBI, OINUCAHHBIE B JAHHOM

AOKYMCHTC, MPUMCHHUMBI JJI1 HHAYITHPOBAHHUA KMMYHHOI'O OTBCTA Y CY6’BCKTa.

[00201] B BapmaHTax OCYIIECTBICHHSA CIIOCOOBI, OIUCAHHBIE B JAHHOM
JIOKYMEHTE, IIPHUMEHUMBI JJIs1 YCHICHHA HMMYHHOTO OTBETA WJIHM MOBBIMICHUS aKTHBHOCTHU

WMMYHHOM KITETKH Y CYOBEKTA.

[00202] CrocoObl TO HACTOSMIEMY H300PETEHHI0 MOYKHO TIPUMEHSATH IS
J€YEHUS JO00TO THIa WHPEKIHOHHOTO 3a00eBaHus (T. €. 3a00JIeBaHHA WM HAPYIICHHS,
BBI3BIBAEMOTO OAKTEPHEH, BUPYCOM, TPHOKOM WM TapasuToMm). [Ipumepsr nH(pEKIHOHHBIX
3a00NIEBaHUM, KOTOPHIE MOJYKHO JIEYHTh TIOCPEICTBOM CHOCO0a 10 HACTOSAIIEMY
HW300pPETEHHIO, BKIIOYAIOT O€3 OrpaHWYeHHs 3a00J€BaHUA, BBI3BIBAEMBIE BHPYCOM
nmmyHonedummra venmoseka (HIV), pecmuparopHO-cuHmmTHANEHBEIM BUpycoM (RSV),
BHPYCOM TPHIINA, BUPYCOM jAeHre, BupycoMm rematuta B (HBV) umm Bupycom renatura C
(HCV). Ecmm cmoco® 1O HACTOAMEMY H300PETCHHIO TPUMEHSIOT JUIA  JICUCHUS
WH(EKITMOHHOTO 3a00JIEBaHUS, TO CPEJICTBO HA OCHOBE aHTHTENA K TIM-3 MOKHO BBOJHUTH B
KOMOHWHALIMK C TI0 MEHBINEH Mepe OJHHM MPOTHBOOAKTEPHAIHHBIM CPEACTBOM HIIH TIO
MEHBIIEH Mepe OJHUM MPOTHBOBHPYCHBIM CPeICTBOM. [Ipy 3TOM MpOTHBOOAKTEPHAIBHBIM

CPEICTBOM MOKET OBITH JIFOOOH TTOIXOIAIIAN AaHTHOUOTHK, H3BECTHBIN U3 YPOBHSA TEXHUKH.
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[TpOoTHBOBHPYCHBIM CPEICTBOM MOKET OBITH JTIF00Ast BAKIWHA JTFOOOTO TOAXOASIIETO THIIA,
KOTOpass crheiu(pUIecCKd HANEIUBAETCS HA KOHKPETHBIM BUPYC (HAPUMED, >KHUBBIC
ATTCHYUPOBAHHBIE BAKIMHBI, CYObETWHUYHBIC BAKIMHBI, PEKOMOWHAHTHBIC BEKTOPHBIE
BAaKI[MHBI) H HU3KOMOJICKYJSIPHBIE TIPOTHBOBHUPYCHBIE TEPANEBTHYECKHE CPEICTBA

(HampuMep, HHrHOUTOPBI BUPYCHOW PETUTUKALIMN M AHAIOTH HYKJIEO3UIA0B).

[00203] CrocoObl 1O HACTOAMIEMY H300PETEHHUI0 MOYKHO TPHUMEHATH I
J€UEHUs JFOOOTO THUIA AyTOMMMYHHOTO 3a007ieBaHus (T. €. 3a00JIeBaHUS WM HAPYLICHHUS,
BBI3bIBAEMOT0 THIEPAKTUBHOCTHIO HMMYHHOM CHCTEMBI, IPH KOTOPOU OPTaHU3M aTaKyeT H
MOBPEKIAET CBOM COOCTBEHHBIE TKAHH), TAKOTO KaK 3a00JI€BaHUs, OTUCAHHBIE, HATIPUMED, B
MacKay [.R. and Rose N.R., eds., The Autoimmune Diseases, Fifth Edition, Academic Press,
Waltham, MA (2014). [Ipumepbl ayTOMMMYHHBIX 3a00JI€BAHHUH, KOTOPHIE MOXKHO JICUHUTh
MOCPEACTBOM CMOCO0A TO0 HACTOAIMEMY H300PETEHHUIO, BKIFOYAIOT 0O€3 OrpaHuYCHHS
PacCesTHHbBIM CKIIEPO3, CaxapHbIM aual0eT 1 TUMa, peBMATOWIHBIN apTPHUT, CKIEPOJEPMHUIO,
oone3np Kpona, mcopuas, cucteMHyr0 KpacHyro BordaHky (SLE) u si3BenHbIi komut. Korma
CIOCO0 TO HACTOSIIEMY HM300PETEHHUIO TMPHMEHSIOT I JIEYEHHUS ayTOMMMYHHOTO
3a00JIeBaHMs, TO CPEACTBO HA OCHOBE aHTUTENA K TIM-3 MOKHO MPUMEHSATh B KOMOWHAIIHH
C TPOTHBOBOCHAIHUTEIBHBIM  CPEICTBOM, BKIIOYAs, HANMPUMEDP, KOPTHKOCTEPOUIBI
(HampuMep, TPEAHU30H U (PITyTHKA30H) H HECTEPOUTHBIE TIPOTHBOBOCTIATUTEITLHBIE CPEICTBA

(NSAID) (manpumep, actiupuH, HOypo(eH U HATIPOKCEH).

[00204] PD-1 Ha anHOManpHOM YpOBHE 3JKCIPECCHPYETCA MNPH Pa3TUUHBIX
¢dopmax paka (cm., Hanpumep, Brown et al, J. Immunol., 170: 1257-1266 (2003) u Flies et.
al, Yale Journal of Biology and Medicine, 84: 409-421 (2011)), u sxcnpeccus PD-L1 y
HEKOTOPBIX MAIUEHTOB C IOYCYHOKJICTOYHOW KAPIIMHOMOM KOPPEITUPYET C arpeCCUBHOCTHIO
omyxoju. CrocoObl B COOTBETCTBHH C HACTOSAIIUM H300PETEHHUEM MOKHO MPHUMEHSITH JUTS

JIE€YEHUA JIFOO0ro THIA PaKa, U3BECTHOI'O0 B YPOBHC TCXHHKH.

[00205] B  BapmaHTtax  OCymIeCTBIECHHSA  pak  TPEACTABIAECT  COOOH
aJICHOKAPIIUHOMY, AJCHOKAPIIMHOMY JIETKOTO, OCTPBIH MHUEIOWAHBIA JeHKo3 («AMLY),
ocTpeiii TMM(OOIACTHBRIN NeHK03 («ALL»), anpeHOKOPTHKATBHYIO KapLUHUHOMY, aHAJTbHBINA
paK, pak ammeHguKca, B-xmeTouHslid nelko3, B-knerounyro mmMpomy, pak MOYEBOTO
My3BIPS, PaK TOJIOBHOTO MO3Ta, PAK MOJIOYHOM JKeTe3bI (HAPUMED, TPHOKIbI HETATUBHBIA Pak
momounor keme3sl  (TNBC)), pax ¢ammonmeBoi(-p1x) TpyOBI(TPYO), paK SHYEK,
nepeOpanbHBIA paK, pPaK MIEHKH MAaTKH, XOPHOKAPIHHOMY, XPOHHYECKHH MHUEIOTCHHBIH
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nerko3, omyxonb CNS, ageHOKapUMHOMY TOJICTOM KHIIKH, PaK TOJICTOM KHIIKH,
KOJIOPEKTAIBHBINA paK, nuddy3HyIo oMy cTBoia rojgosHoro mo3sra (DIPG), muddy3ayro
B-kpynmroxnerounyro numdomy («DLBCL»), smOpuonansayto padmomuocapkomy (ERMS),
PaK 3HIOMETpPHSA, SMUTEIHAIIBHBIA PaK, PaKk MUMIEBOAA, capkoMy IOunra, GponmukymipHyro
muMpomy («FL»), pak sKeT4HOTO My3BIPs, PaK JKETMyIKa, PaK KeITyA0YHO-KHIIEYHOTO TPAKTA,
TJIMOMY, PAaK TOJIOBBI U IIEH, TEMATOIIOTUYECKUH PaK, TEMATOLEIUTIOJIPHBINA paK, TUM(pomMy
XOLKKAHA/IEPBUYHYI0  MEIUACTHHANBbHYIO B-knetounyio nmMdomy, pak TOYKH,
CBETJIOKJIETOUHBIM PaK MOYKH, paK FOPTAaHH, JIEWKO3, PaK MEYEHH, PaK JIETKOTO, TUM(poMmy,
MENaHOMY, KapLMHOMY U3 KIETOK MepKensa, Me30TeIHOMYy, MOHOLMTAPHBIA JEHKO3,
MHOJKECTBEHHYI0  MHEIIOMY,  MHEJIOMY,  HehpoOmactudeckyro  omyxoiab  CNS,
HexoKKUHCKYI0 smMmpomy (NHL), nemenkoknmetounsii pak nerkoro (NSCLC), paxk
POTOBOM MOJIOCTH, OCTEOCAPKOMY, PaK SUYHHUKA, KAPIIMHOMY AUYHHUKA, PaK MOHKEITYJOUHOM
JKENEe3bl, paKk OpPIOIMHBI, TEPBUYHBIA pak OpPIOIMHBI, pPaK TNPEICTATEIBHON JKEJe3bl,
pPeLMIMBHYIO WM  pedpakTepHyr0 Kinaccmdyeckyro smMmpomy Xomkkmaa (cHL),
MOYEYHOKJIETOYHYI0O KapLIMHOMY, PEKTalbHBIM pak, pak CIIOHHOM >Kele3bl (HampuMmep,
OIyXOJIb CIFOHHOW JKEIIE3bI), CApKOMY, PaK KOKH, MEIKOKJIETOYHBIH pakK JIETKOTO, pak
TOHKOTO KHINEYHUKA, TUIOCKOKIIETOUYHYIO KAPIUHOMY aHOT€HHUTAIBHON 00JIACTH (HApHUMeEp,
TIOCKOKJIETOYHYIO KapUUHOMY aHyCa, MOJIOBOTO YIEHA, MICWKH MAaTKH, BJIAarajHINa WITH
BYJTBbBBI), TNTOCKOKJIETOUYHYFO KaAPIIUHOMY TTHINEBOA, INTOCKOKIIETOYHYIO KAPIIHHOMY TOJIOBBI
n men (SCHNC), mIOCKOKIETOUHYIO KapIMHOMY JIETKOTO, PakK JKENMyJaKa, |-KIeTOYHBIH
aeiko3, T-kiaeTouHyro muM¢poMy, pak THMyca, THMOMY, pPaK IMATOBHUIHOW KEJE3BbI,
VBEANBHYIO MEJIAHOMY, KapIUHOMY YPOTEITHANBHBIX KIIETOK, PaK MATKH, PAaK HIOMETPHUS

MaTKH, CAPKOMY MAaTKH, BATHHAJIbHBIN PAaK, BYJIbBAPHBIN PAK WM OIyX0Jib Bunbsmca.

[00206] B npyrux BapumaHTax OCYHIECTBIEHHS PaK MPEACTABIIET COOOM pak
TOJIOBBI W TII€H, PAK JIETKOTO (HampuMep, HeMEIKOKIIeTouHbIH pak jerkoro (NSCLC)), pak
MOYKH, PAK MOYEBOTO ITy3bIPsi, METAHOMY, KAPIIMHOMY H3 KJIIETOK Mepkens (CM., Hanpumep,
Bhatia et al., Curr. Oncol. Rep., 13(6): 488-497 (2011), pak melKn MaTKH, BATHHATbHBIH PaK,
BYJIbBAPHBIN PaK, paK MATKH, PaK SHIOMETPHS, PaK SIMYHHUKA, PaK (ayutonmueBoi TpyObl, paKk
MOJIOYHOM JKEJIe3bl, paK MpPEACTATEIbHOM JKeJe3bl, OMyXOjb CIFOHHOH JKEJe3bl, THMOMY,
aIPEHOKOPTHKAJIBHYIO KaPIMHOMY, PaK MUINEBOA, PAK JKETYAKA, KOJOPEKTATIBHBIH PaK, pak
ANIMeHANKCa, KapUUHOMY YPOTEIHATBHBIX KIETOK HIH IUIOCKOKIETOYHYIO KapIHHOMY

(HampuMep, JIETKOTO; AaHOTEHUTATBHOM 001aCTH, B TOM YHCJIE aHyCa, TIOJIOBOTO WIEHA, INEHKH
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MAaTKH, BIIATAJIAIIA WM BYJIbBBI, HJIH TUIIEBOIA). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUSA
paKk Ay JeYEHUs B KOHTEKCTE HACTOSIIETO W300PETEHHS TPEICTABIAET COOOM METaHOMY,
MOYEYHOKJIETOYHYI0 KApLHMHOMY, PaK JIEFKOTO, Pak MOYEBOrO Iy3bIpsA, PaK MOJIOYHOM
JKEJE3bl, paK MUK MAaTKH, PaK TOJICTOM KHMIIKH, PaK >KEITYHOTO Iy3bIpsA, pak TOPTaHH, paKk
MEYEHW, PaK IOMUTOBUAHOM JKEJE3bl, PaK JKEIyJKa, paK CIIOHHOM JKeNne3bl, pak
MPEACTATENBHOM JKENE3bl, PaK IOKETYJOYHOM >KEJIe3bl WM KApUUHOMY H3 KIETOK

Mepxkens.

[00207] B HEKOTOpBIX BapuaHTax OCYIUIECTBJICHUS Y NALMEHTA WIH MOIYJIALUU
NAIMEHTOB UMEETCA IeMaTOJOTHYECKUM pak. B HEKOTOpBIX BapHaHTAaX OCYIIECTBIICHUA Y
MalMeHTa MMEETCsl TeMAaTONOTHMYECKUN pak, Takod Kak auddysHas B-kpymHOKIeTO4HAas
mumpoma («KDLBCLy), numdpoma Xomxkunaa («KHL»), Hexomkkuackas mumboma («KNHL»),
¢ommukyaspHas uMpoma («FL»), ocTperii MuenoumHbi neiko3 («AMLy), octpeiid
muMpooOmacTHeIN nerko3 («ALL») wmu mHOKecTBeHHas muenoma («MM»). B BapmaHTax
OCYLIECTBJIICHUS PaK NMPEACTABIAECT COOOH pak, MPOUCXOIAMMN M3 KPOBETBOPHOW TKAaHH,
TAKOH Kak oOcCTpeld JmMdooOnacTHed neiko3 («ALL»), octperii mumdoOmacteiii B-
KICTOYHBIH  JIEWKO3, OCTPhId  IuM(OOMacTHBIH  T-KIETOYHBIA — JIEWKO3,  OCTPBIH
MHUEO0IaCTHBIN JeHKo3 («AMLY), ocTpsIii mpoMueTOIUTAPHBIH JIeHK03 («APLY), ocTpsrii
MOHOOJIACTHBIM JICHKO3, OCTPBIA SPUTPOJICHKO3, OCTPHIH MErakapuoOJaCTHBIA JICHKO3,
OCTPBIH MHETOMOHOLMTAPHBIA JIEHMKO3, OCTPHIA HEeMUM(pOOTACTHBIN JIEHKO3, OCTPBIH
HeudPepeHIMPOBAHHBIN JTIEWKO3, XPOHHYECKHA MHEIOUUTApHBIA Jielko3 («CMLy),
xponuueckuii uMdoruTapueiii  meiko3 («CLL»), BOMOCATOKIETOYHBIM JIEWKO3 |
MHOKECTBEHHAs MHEJIOMA; OCTPhIe M XPOHHYECKHE JIEMKO3BI, TAKWE KaK JMM(POOTaCTHBIE,

MHUCJIOTCHHBIC, J'II/IM(i)OI_[I/ITapHBIe U MUCITIOIIUTAPHBIC JICUKO3FI.

[00208] B BapmaHTax OCYmIECTBICHHSA PaK MPEACTABIAECT COOOH JmMQOMY,
TAKyI0 Kak 00je3Hb XOKKHHA, HEXOKKHHCKAs JTHM(POMA, MHOKECTBEHHYIO MHEIIOMY,
MakporimoOynuHeMut0o  BampneHcTpema, ©O0Ne€3Hb  TOKEIBIX [ENMEW HW  UCTHHHYIO

TIOJIUITUTEMHUIO.

[00209] B  BapmaHTax  OCymIeCTBIEHHSA pak  MPEACTABIAECT  COOOHU
TUTOCKOKJIETOYHYI0 KapUWHOMY. B BapwaHTax OCYIIECTBIIEHHS pPaK MPEACTaBIIET COOOM
TUTOCKOKJIETOYHYIO KapUMHOMY JIETKOTO. B BapwaHTaxX OCYIIECTBIICHHS PaK MPEICTABIIET
CO00HM IIOCKOKJIIETOYHYIO KApIHHOMY THINEBOAA. B BapHaHTaxX OCYIIECTBICHHS pak
MPEICTABIISET COOOH TIOCKOKIETOUHYHO KapiHoMy T0510BbI U mien (HNSCC).
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[00210] B  BapmaHTax  OCymIeCTBIEHHA pak  TPEACTaBIAET  COOOH
IUIOCKOKJIETOYHYI0 KapLUUHOMY AHOT€HUTAIBHONW O0ONacTH (HampuMep, aHyca, IMOJO0BOTO

YJICHA, MICHKHU MAaTKH, Bjiarajviia ujin ByJ'IBBBI).

[00211] B BapmaHTax OCyIECTBIICHHS PaK MPEACTABISIET COOOM PaKk MOYEBOTO
My3BIPs, PaK MOJIOYHOM KeNe3bl (HAIPUMEpP, TPKABl HETATUBHBIA PAK MOJOYHOM JKEJIEe3bI
(TNBC)), pak ¢pammonueBoit TpyOsI(TpyO), XOTAHTHOKAPIIUHOMY, aI€HOKAPIIMHOMY TOJICTON
KHIIKH, PaK 3HIOMETPHS, pak MUINEBOAA, capkomy FOMHra, pak skeiryaka, CBETIIOKIETOUHBII
PaK MOYKH, PAK JIETKOTO (HATIPUMEP, aI€HOKAPLIMHOMY JIETKOTO HIIU MJIOCKOKIETOYHBIN paKk
JIETKOTO0), ME30TEIMOMY, PaK SIMYHUKA, PAK MOHKETYJOYHOU JKENe3bl, pak OpIOIIMHEL, pak
MPEACTATENBHOM KENE3bl, PAK MATKH SHAOMETPHS WM YBEAIbHYIO MENaHOMY. B BapuanTax
OCYLIECTBJICHUS PaK MPEACTABIAET COOOH PaK AUYHUKA, PaK (auionueBoH TpyOsI(TpyO) mimm
pak OprommHBL. B BapHaHTax OCYIIECTBIIEHHS PaK MPEICTABIAET COOOH pak MOJOYHOH
xene3bl (Hanpumep, TNBC). B BapuaHTax OCymieCTBICHHS Pak MPEACTaBIAET COOOM pak
JETKOT0 (HanmpuMep, HEMEIKOKIIETOUYHBINA paK Jerkoro). B BapumaHTax OCyImEecTBICHHSA Pak

NPEACTaBIAET COOON pak MpeACcTaTeIbHOM JKEIe3bl.

[00212] B BapmaHTax OCymIeCTBIIEHHs pak MpeacTaBisgeT coOoi pak CNS wmm
TOJIOBHOTO MO3ra, TakoW Kak HeipoOmacroma (NB), rmmoma, muddysHas BHYTpeHHAS
moctoBas rimoma (DIPG), mmmompgHas acTpoumTOoMa, acTPOMTOMA, AHATUIACTHYECKAS
aCTPOIMTOMA, MYJIbTH(OPMHAS TIHOOIACTOMA, METYJLIO0IacTOMa, KPaHHO(APUHTHOMA,
SMEHIUMOMA, MUHEAIOMa, T€MaHTHOOIACTOMA, aKyCTHUYECKAs OIBAHHOMA,
OJTUTOICHAPOTITHOMA, MEHHHTHOMA, BECTHOYJISIPHAS IBAHHOMA, aJICHOMa, METACTaTHUECKAs
OTTyXO0JIb TOJIOBHOTO MO3Ta, MEHHHTHOMA, OITyXO0JIb CTHHHOTO MO3Ta WIIH MEAYII00IacToMa.

B BapuaHTax oCcymiecTBIEHHUS pak MpeaCTaBIsET coO0i omyxomb CNS.

[00213] B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUA Y NAMEHTA WM MOIYIIALUA
MALMEHTOB UMEETCA CONMAHAS OIyXOJb. B BapHaHTax OCYIIECTBIIEHHMsA PaK NPEICTABIACT
cOoOOHM COMUAHYIO OIMyXOJIb TAaKyH Kak (uOpocapkoMa, MHKCOCAPKOMA, JAIIOCAPKOMA,
XOHAPOCAPKOMA, OCTCOTCHHas CapKOMa, XOPAOMa, AHTHOCAPKOMA, 3HAOTEIMOCAPKOMA,
nuMpaHTHOCAPKOMa, JTHM(AHTHOIHIOTETHOCAPKOMA, CHHOBHOMA, ME30TEITHOMA, OITyXOJTb
lOwunra, neommocapkoMa, padAOMHOCAPKOMA, OCTEOCAPKOMA, PAK TOJCTOM KHIIKH,
KOJIOPEKTAIBHBIM PaK, PaK MOYKH, PAK MOLKEITYAOYHON JKENIE3BI, PAK KOCTH, PaK MOJOYHOU
JKEJIE3BI, PaK AMYHHMKA, PaK MPEACTATEIbHOM KENE3bl, PaK NMUINEBOAA, PAK KEIMyJKa, pak
POTOBOM TOJIOCTH, HA3aJdbHBIM pPaK, pak Tropila, IUIOCKOKIETOYHAs KapLUUHOMA,
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0a3aIbHOKIIETOYHAS KapUWHOMA, aJCHOKAPIMHOMA, KapIMHOMAa TIOTOBOM JKENE3HI,
KapIMHOMAa CaJlbHOM JKeJe3bl, MAMHUIIPHAs KapIHHOMA, MaMHUISPHbIC aJ¢HOKAPIIHHOMBI,
OUCTAJACHOKAPIIMHOMA,  MEAYJUIIpHAs  KapIUHOMA,  OpOHXOTEHHAas  KapIUHOMA,
MOYCHYHOKJICTOYHAS ~ KapIMHOMA,  TemeTOMa,  KapiudHOMa  JKeJTYHOTO0  MPOTOKa,
XOPHOKAPIHHOMA, CEMUHOMA, SMOPHOHAIIbHAS KapIIMHOMA, OMyX0Jib BUbMca, pak HICHKH
MATKH, PaK MATKH, PaK AHYKa, HEMEIKOKIeTOUHbIN pak Jierkoro (NSCLC), MenkokieTouHas
KapIMHOMA JIETKOTO, KapIMHOMa MOYEBOTO TY3bIps, pakK JIETKOTo, JIHTEIIHATbHAS
KapuuHOMAa, PaK KOXKH, MejlnaHoma, HehpoOmactoma (NB) wnu perunoOnmactoma. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS OIYXOJIb SIBIAETCSA COMUIHON OIyXOJIbIO HA MO3THEH
CTamuu. B HEKOTOPHIX BapHaHTaX OCYINECTBJICHHS OMYyXOJb SBSICTCS METACTATHYCCKOU
CONMAHON OMyXOJbpl0. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS Yy MALMEHTAa HUMEETCS

conuaHasa omyxoiap MSI-H.

[00214] B HEKOTOpBIX BapHaHTax OCYIIECTBICHHS y MALMECHTA MU MOIMYJIALHHA
MAIMEHTOB, TMOMJICKANINX JICYCHHIO C TIOMOIIBIO CTIOCOOOB B COOTBETCTBUH C HACTOSIIUM
HU300peTEHHEM, MMEETCA PakK, TAaKOM KaK pak TOJIOBBI M IIEH, PaK JIETKOTO (HAIpUMEp,
HEMENKOKIIETOYHBIN pak jierkoro (NSCLC)), pak mo4ku, pak MOYEBOTO My3bIPs, METAHOMA,
KaplLMHOMa U3 KIETOK MepKens, pak MEeNKH MaTKU, BATUHAIIbHBIN PaK, BYJIbBAPHBIN PaK, paK
MaTKH, pak SHAOMETPHUS, PaK SHYHHKA, pak (HautonmueBOd TPyObl, paKk MOJOYHOU JKEIIE3bI,
pak mpeacTaTeNIbHOM KeJe3bl, OIMyXOib CIFOHHOM Kelle3bl, THMOMA, aJPEHOKOPTHKATbHAS
KapUMHOMA, paK NHUIIEBOJA, PaK JKEIyJKa, KOJOPEKTAJbHBIM paK, paKk anmeHIHuKca,
KapIMHOMA YPOTEIHATBHBIX KJIETOK HITH TUIOCKOKJIETOYHAS KApIUHOMA (HATIPUMED, JIETKOTO;
AHOTCHHUTABHOU 00JIaCTH, B TOM YHCJIE aHycCa, TIOJIOBOTO YJIEHA, IIEWKH MATKH, BIIATATHINA
WM BYJBBBI;, WM MMAMICBOAA), WIH OHH BOCIIPHUMYHBBI K HEMY. B HEKOTOpHIX BapHaHTax
OCYIIECTBICHUA Y TALMEHTAa WJIM MONYJALMU TMALHUEHTOB, MOJJIECKAMUX JICYEHUIO C
MOMOMIBIO CIIOCOOOB B COOTBETCTBHUHU C HACTOAIINUM H300PETEHHEM, UMEETCA PaK JIETKOTO
(manpumep, NSCLC), pak mo4Ku, METaHOMA, PaK MIEWKH MATKH, KOJOPEKTAIbHBINA PaK HITH
pak sHIoMeTpusa (Hampumep, pak dHAoMmeTpus MSS wmmu pak >Hmometpus MSI-H) wmm

BOCIIPUHUMYIHNBOCTD K HUM.

[00215] B HekoTOphIX BapHaHTAaX OCYHICCTBIICHHS PaK TMPEACTABIAECT COOOM
THHEKOJIOTHYECKHH pak (T. €. pak >KEHCKOW PENPOAYKTHBHOW CHCTEMBI, TAKOW KaK pak
AWYHUKA, Pak (amionueBoi TpyObl, pak NIEWKH MATKH, BATHHAIBHBIN PaK, BYJIbBaPHBIHN PaK,

PaK MaTKH, WIM TIEPBHUYHBIA PaK OPIOMIMHBI, WM PaK MOJIOYHOM >keme3bl). B HeKOTOphIX
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BAapPHAHTaX OCYIIECTBIEHUS (DOPMBI paKa JKEHCKOW PENPOTYKTUBHOM CHCTEMBI BKIIFOUAIOT O€3
OTPaHWYEHHUSA PaK SMYHUKA, paK (pamronreBor TpyOsI(TPyO), pak OPIOIIHUHBI M PaK MOJIOYHON

JKCIIC3hI.

[00216] B BapumanTax ocymiecTBIIEHHA PaK MPEACTABISIET COOOM pak SUYHUKA
(HampuMep, CEpO3HBIM WM CBETIOKIETOYHBIN PaK AWYHHUKA). B BapmaHTax oCyImecTBiIeHUA
paKk TpEACTaBIEIET CO0OW pak QamtonueBo TPyObl (HampuUMep, CEPO3HBIA WIH
CBETJIOKJIETOUHBIM pak ¢amionueBo TpyOs1). B BapmaHTax OCyIIECTBIEHHSA pak
MPEICTABIAET COOOW TEPBUYHBIA pak OpIOMIMHBI  (HApPUMEp, CEPO3HBIH HWIH

CBETJIOKJIETOUHBIHN MEPBUYHBIA PaK OPIOIIMHEI).

[00217] B HExOTOpPBIX BapHaHTax OCYIIECTBICHUS PAaK SIMYHUKA IPEACTABISIET
CO00# AMUTENHATBHYIO KAPUUHOMY. DTHUTEIHATIbHAS KapLUHOMA COCTaBIAET OT 85% 110 90%
CIly4yaeB paka SHUYHHUKA. XOTA HMCTOPHYECKH CUYHTAETCA, 4YTO JJAaHHOE 3a00JIeBaHHUE
pa3BUBACTCS HA MOBEPXHOCTH SIMYHUKA, HOBBIE TAHHBIC JAFOT OCHOBAHHE MPEAIIONIOKHTH, YTO
10 MEHBIIEH Mepe HEKOTOPhIE PAa3HOBHIHOCTH paka SWYHMKA OEpyT CBOE HAYajIo OT
KOHKPETHBIX KJIETOK B 4acTd (ayuronueBod TpyObl. DalionmueBsl TPYObI MPEACTABIIOT
cO00M MAaJeHbKHE TPOTOKH, KOTOPHIE CBA3BIBAIOT SHYHUKH JKEHIIMHBI C €€ MATKOH, H
ABJSIOTCA YacCThIO PEMPOAYKTUBHOM CHUCTEMBI JKCHIIUHBL. B HOpMalbHOM KEHCKOMU
PENPOAYKTHBHOM CHCTEME HMEIOTCS JBE (haJIIONTUEBBI TPYOBI, TIO OJTHOM C KaKI0H CTOPOHBI
MaTKd. PakoBble KIIETKH, KOTOpbie OepyT CBOE Hadano B (awionueBod Tpyde, MOTyT
BBIXOJUTh HA MOBEPXHOCTHh SIMYHMKA HA PaHHEHW cTaguu. TEepMHH «pak SMYHHUKA» YacTO
HUCTIONB3YIOT U OTMMHCAaHUSA (POPM SIHUTEIHATBHOTO paKa, KOTOpbIe OEpyT CBOE HAYAI0 B
AWYHUKE, B (PayutonueBor TpyOe W CIH3UCTON 000JI0YKE OPIONTHON TOJOCTH, HA3BIBAEMOM
OprommHON. B HEKOTOPHIX BapHaHTaX OCYIIECTBIEHUS PaK TPEACTABIIET COOOH WU
COAEPIKHUT OITyXOJTb TOJIOBBIX KIETOK. OMyXO0JIH TIOIOBBIX KIETOK MPEACTABISIOT COOOH THIT
paka sSIMYHMKA, KOTOPBIM Pa3BUBAETCS B KIETKAX SMYHUKOB, MPOAYLHUPYIOIMHX AUIIEKIECTKH.
B HEKOTOpBIX BapHWaHTaX OCYHIECTBICHHS PAaK TPEACTABIEIET COOOW WIIH COACPIKHUT
CTPOMANIbHYIO OMyX0Jib. CTpOMaJIbHbIE OMYXOJIM Pa3BUBAIOTCSA B KIIETKAX COCAUHUTENBHOU
TKaHH, YACPKUBAKOIIEH SUYHUKH BMECTE, KOTOpas HWHOTAA SIBISIETCS TKAaHBIO, KOTOpas
BBIPA0ATHIBACT JKEHCKHE TOPMOHBI, HA3BIBAEMBIE 3CTPOT€HAMH. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBICHUSA PaK NMPEACTABIIET COOOHM WIIH COACPIKHUT TPAHYJIE30KIETOUYHYIO OITYXOJb.
['paHyne30KIE€TOYHBIE OMyXOJIM MOTYT CEKPETUPOBAaTh JCTPOr€H, 4YTO MPHUBOJUT K

HCO6BI‘{HOMy BJIaraJIMilfHOMY KPOBOTCYCHHWIO BO BpPEMA JTUATHOCTHUKH. B HCKOTOPBIX
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BapUAHTAaX OCYIIECTBIICHUS THHEKOJIOTHYECKUN PaK aCCOIMUPOBAH C Ie(PHUIIMTOM periapariu
MOCPEJCTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IS(DUIIUTOM TOMOJIOTHIYHOW pemaparud
(«<HRD») w/mmn wmyrtammei(myrammsamu) BRCA1/2. B HEKkOTOphIX  BapHaHTax
OCYHIECTBIICHHSA THHEKOJIOTHYECKHUH PaK SBIIETCA YYBCTBUTEIIHHBIM K CPEJICTBAM HA OCHOBE
IJIATHHBI. B HEKOTOPHIX BapHAaHTAX OCYHICCTBJICHHS THHEKOJOTHYECKHW PaK OTBEYAN Ha
CPEICTBO TEpanmMM Ha OCHOBE IUIATHHBL. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUS
THHEKOJIOTHYECKHHA PaK MTPHOOPETT YCTOMYHUBOCTh K CPEJICTBY TEPAITHUH HA OCHOBE TUIATHHBI.
B HekoTOphIX BapWaHTAX OCYIIECTBIIEHUS THHEKOJIIOTHUECKHH PaK  OJHAXKIBI
MPOJEMOHCTPUPOBAJT YACTHYHBIM WIIM TIOJIHBIM OTBET HA CPEACTBO TEPANUH HA OCHOBE
TJIATHHBI (HAPUMeEP, YaCTUYHBIA WJIH TIOJHBIM OTBET HA TOCJEAHEE CPEACTBO TEPANHH HA
OCHOBE TJIATHHBI WM Ha TPEANOCJIEIHEE CPEACTBO TEPalMH HAa OCHOBE IUTaTHHBI). B
HEKOTOPBIX BApUAHTAX OCYIIECTBIIEHUS B HACTOAINEE BPEMS T'HHEKOJIOTHUECKHH pak

ABIBICTCA YCTOﬁHHBBIM K CPEACTBY TCpaly Ha OCHOBC IIATUHBI.

[00218] B BapmaHTax OCYIIECTBIIEHUS PaK MPEACTABIAET COOOM paKk MOJIOYHOU
xene3pl. OOBIMHO pak MOJIOYHOH JKeJe3bl HAUMHAETCS OO B KIIETKAX MOJIOYHBIX JKEIIE3,
W3BECTHBIX KaK JOJBKH, THOO B POTOKaX. Peske pak MOIOYHOM Kele3bl MOJKET HAUMHATHCS
B CTPOMAJIBHBIX TKaHAX. K HUM OTHOCATCS JKMPOBBIE H BOJIOKHUCTBIE COCTUHUTEIBHBIC TKAHU
MOJIOYHOHM >kene3bl. CO BpEMEHEM KIIETKH Paka MOJOYHOW >KEJe3bl MOTYT NMPOHUKATh B
ONU3MICIKAINE TKAHH, TAKHE KaK TOIMBIIIECYHbIE TUM(ATHISCKHE Y3ITbl WK JIETKHE, B XOJI€
MpoLecca, U3BECTHOIO Kak MeTractazupoBaHue. CTajus paka MOJOYHOM >KEJE3bl, pasMep
OTTyXOJIM U CKOPOCTh €€ POCTa MPEACTABIIIOT COO0H (PaKTOPBI, KOTOPHIE OMPEIEIIAIOT THIT
MPEAJIaracMoro JIe4YeHHs. BapHaHThI TeYeHU BKIFOYAIOT XUPYPIrUUECKOE BMEMIATEIBCTBO IO
VAATEHUIO OTYXOJIH, MEUKAMEHTO3HOE JICYEHHE, KOTOPOE BKITFOUYAET B CEOS XHMHOTEPATIHIO
W TOPMOHAJIBHYIO TEPAINHIO, PAJUALMOHHYIO TEPanmuil0 W UMMyHOTepamuio. [IporHos u
YPOBEHb BBDKMBAEMOCTH CHIIBHO BapbUPYIOTCSA, YPOBHH NSATHUIETHEH OTHOCHUTEIBHOM
BBLKMBAEMOCTH BapbUpyrOTCs 0T 98% 10 23% B 3aBUCHMMOCTH OT THIA Paka MOJOYHOU
JKENE3bl, KOTOPBIM HMMEET MECTO. Pak MOIIOYHOM JKENe3bl SABIAETCS BTOPBIM  IIO
PacTpOCTPaHEHHOCTH BHAOM paka B MUpE, B 2012 roay ObUIO 3apeTUCTPUPOBAHO TIPUMEPHO
1,7 MUIITHOHA HOBBIX CITy4aeB 3a00JIEBAHUSA, W OH SBIISIETCS MATOM TIO PACIIPOCTPAHECHHOCTH
NPUYUHON CMEpPTH OT paka, ¢ npuMmepHo 521000 cmywaes cmeptu. M3 >THX Ciy4aes
npuMepHo 15% ABNAOTCS TPWKABI HETATUBHBIMH, MPH KOTOPBIX HE 3SKCIPECCUPYETCA

penientop dcTporeHa, peuentop mporecrepona (PR) mmu HER2. B HekoTOphIx BapmaHTax

92



WO 2018/129559 PCT/US2018/013029

OCYIIECTBJICHUS TPHKIbI HETATUBHBIN pak MonouHOH xene3sl (TNBC) xapakrepusyercs kak
PaKOBbIE KJIETKHM MOJOYHOM KENE3bl, KOTOPbIE SABIAIOTCS HETATUBHBIMHU IO 3KCIPECCHH
perenitopa ctporeHa (<1% KII€TOK), HETAaTHBHBIMH TIO OSKCIPECCHH PEIENnTopa

mporectepona (<1% knerox) 1 HER2-HeraTuBHBIMH.

[00219] B BapmanTax ocymiecTBIeHHS pak TmpeacTtaBmier coooit  ER-
MO3UTUBHBIN PaKk MOJOYHOM kene3bl, ER-HeratuBHBIM pak MOJIOYHOM skene3bl, PR-
MO3UTUBHBIN PaK MOJIOYHOM >kene3bl, PR-HeraTtuBHBIM pak MOJOYHOM skene3bl, HER2-
MO3UTUBHBIN pak MOI04YHOM skene3bl, HER2-neratuBHbIN pak momounou xkene3bl, BRCA1/2-
MO3UTHBHBIN pak MOIO4YHOH skere3bl, BRCA1/2-HeraTuBHBIN pak WM TPHKABI HETATUBHBIN
pak monounol >kene3sl (TNBC). B BapuaHTax OCyIIecTBIEHHUsS pak MPEACTaBIsIET cO00H

TPWK bl HETATUBHBIN pak MosiouHoM sxene3bl (TNBC).

[00220] B HEkOTOpBIX BapHaHTaX OCYILIECTBICHHS PaK MOJOYHOM >KENE3bl
NPEACTABIAET COOOM METACTATHYECKHHM PaK MOJIOUHOW JKelle3bl. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHHS PAK MOJIOYHOH >KEJIE3bI MPEACTABIIACT COOOM paKk MOJOYHOW JKEIe3bl Ha
MO3HEN cTaauH. B HEKOTOPHIX BapHUAHTAX OCYIIECTBJICHHS PaK MPEACTABISAET COOOW pak
MojouHou sxenesbl [I cragum, I ctagum wmm IV cragun. B HEKOTOpBIX BapuaHTax
OCYHIECTBIICHHS PaK MPEACTABIISIET COOOH paK MOJOYHOM »kene3sl [V cTtamun. B HEKOTOPBIX
BAPHAHTAX OCYIICCTBICHHA PAaK MOJIOYHOM JKENEe3bl TMPEACTABIAECT COOOH TPWIKIBI

HETAaTUBHBIMA PaK MOJIOYHOM JKEJIE3bI.

[00221] B HEKOTOpBIX BapuaHTax OCYIIECCTBICHUA Y NAMEHTA WM MOIYIIALUN
MAIUEHTOB, TOICKAIINX JICYCHHIO C TTIOMOMIBIO CTIOCOOOB B COOTBETCTBHH C HACTOSIIHM
nzo0peTennemM, uMeercs pak sHAoMeTpusa («EC»), Wnum OHM BOCIPHHMYHBBEI K HEMY.
KapumHoma >HAOMETPUS ABIIAETCA HAHOOJEEe PACIPOCTPAHECHHOH (POPMOM paka >KEHCKOTO
MONOBOro, Tpakra,HacunutbBaromen 10-20 cioyyaes Ha 100000 yenoseko-ner. Eskerognoe
YHUCIIO HOBBIX ciydaeB paka sHmometpus (EC) onennBaeTcs B MpHOMU3UTENBHO 325 THICSY
B0 Bcem mupe. Kpome toro, EC sBisercs Hanbomee 4acTo BCTPEUAIOIUMCS PAKOM Yy JKEHIIIHH
¢ moctMeHomay3ou. [IpuOmmsurensHo 53% cnywyaeB paka SHAOMETpHA TPUXOAWUTCS HA
pazButsie cTpanbl. B 2015 roxy B CILA 6sm10 quarsoctuposano nmpumepro 55000 cnydaes
EC, m B HacTosmiee BpeMs OTCYTCTBYIOT OJOOPEHHBIE HAILIEJICHHBIE TEPATIEBTUYECCKHE
cpenctea ansa npumeHenus npu EC. CymecTByeT MOTPeOHOCTh B CPEACTBAX W CXEMAaX,
KOTOpBhIE OOECTEYMBAIOT YiIyulieHHe BbDKHBacMocTH Tipu EC Ha mo3aHEeW cramuu w
peuuausupytomeM EC npu HazHauenuu 1L u 2L. CormacHo nmporHo3am B 2016 roxy B CIITA
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ot EC ymper npumepro 10170 genosek. Hanbonee pacnpocTpaHEHHON THCTOIOTHYECKON
(dbopMoOHl sBIIAETCA SHAOMETPHOMIHAS aJCHOKAPLIMHOMA, COCTABIAIOIAS MPUOIM3UTENBHO
75-80% muarHOCTHPOBAHHBIX CITydaeB. J[pyrue ructonoruueckue (OpMbl BKITFOYAIOT B Ce0s
MaTOYHbBIE MAMWUIIpHBIE cepo3Hbie (MeHee 10%), cBeTnokneTounsie 4%, cmmusucteie 1%,

IJIOCKOKIIeTOUHbIE MeHee 1% 1 cmemanubpie puOu3uTebHo 10%.

[00222] C mnaroreHetnueckod Ttouku 3peHus EC mnoapasnenserca Ha JABa
pa3nUyHBIX THMa, Tak HaszpBaeMmbix Tuma | u II. Omyxomm tuma I mpeacraBmsroT coOOM
sHpomeTpuonHble KapuuHoMbl (EEC) HM3KOHM CTeneHH M CBSI3aHHBIE C 3CTPOTEHOM, IMPH
sToM omyxomd tuna Il mpeactasmator coboit Hesnnomerpuongasie (NEEC) (B ocHOBHOM
CEpO3HBIE U CBETIIOKJIETOYHBIE) KapLMHOMBI. BceMupHas opraHuzanus 31paBOOXPAHEHUA
HEJaBHO OOHOBMIJIA MATOJOTHYECKYIO Kiaccuukammioo EC, mpusHaB A€BATH Pa3IUYHbBIX
noatunoB EC, wo EEC wu cepo3nas kapuunHoma (SC) COCTaBISIOT TOAABIISAIONIEE
oompmuHCTBO ciy4yaes. EEC ABISAIOTCSA CBA3aHHBIMH C 3CTPOT€HOM KapLIMHOMAaMH, KOTOPbIE
BO3ZHMKAIOT y ALMEHTOB C IEPUMEHOINAY30M, U UM MPEAIIECTBYIOT PEAPAKOBBIE TOPASKEHUA
(rumepmiasus  SHIOMETPHUS/PHIOMETPUOWAHAS  HMHTPASTIMTEIMANBHAS — HEOIUIA3us).
Muxkpockonmuecku npu EEC wuskoit crenenn (EEC 1-2) cogepxatcs TpyOUaTbie sKenesbl,
HECKOJIPKO  HAIMOMHUHAIOIIUE  TMPOTU(EPATUBHBIA  JDHIOMETPHH, C  aAPXHTEKTYPHOM
CIIO)KHOCTBIO CO CJIHSHHEM JKeje3 W KpuOpos3ubiM xapakrepoM. EEC BbICOKOW cTemeHH
JEMOHCTPUPYET COMUAHBIN Xapaktep pocta. Hamporus, SC BO3HHMKAET y TALMEHTOB C
MOCTMEHOIAY30H B OTCYTCTBUE runep3crporenusma. [loa mukpockonom SC 1eMOHCTpUPYET
TOJICTBIE, (PHOPO3HBIE WM OTEYHBIE TMAMMMJUTBI C 3aMETHOW CTpaTH(PHKAIMEH OITyXOJeBhIX
KJIETOK, KIIETOYHbIM T[IOYKOBAHHUEM W aHAIJIACTHYECKHUMHM KIETKAMH C KPYIHBIMH
303uHOGUIBHBIME IUToTIIazmMami. [logasmsromee compmmacTBO EEC mpencrasnsroT co0oi
OTTyXO0JI HU3KOHU cTereHd (1 ¥ 2 CTEemeHn) U CBA3aHBI C XOPOIIUM MPOTHO30M, KOT/Ia OHU
orpaanunBaroTcs Matkor. EEC 3 cremenu (EEC3) sBnmseTcss arpecCHBHOH OIyXOJBIO C
MOBBINICHHOW YaCTOTOW METACTA3UPOBAHUS B TMMpaTHIecKue y3bl. SC 0OUeHb arpecCHUBHBI,
HE CBSI3aHbI CO CTUMYJIALIMEH 3CTPOT€HAMH, B OCHOBHOM BO3HHUKAIOT Y MOKHUIIBIX KEHIIMH.
EEC 3 u SC cunrtaroTcsi OMyXoJIAIMH BBICOKOM cTeneHH 3nokadyecTBeHHOCTH. SC u EEC3
CPaBHHUBAJIH C MPUMEHEHUEM JAHHBIX IPOTPAMMBI 0030PHOTO HAOFOICHHUS, STTHAEMUAOIOTHN
n koHeuHbIX pe3ynbTaToB (SEER) ¢ 1988 mo 2001 roasr. Oum npeacTasmsim 10% u 15% EC

COOTBETCTBEHHO, HO cOCTaBIAIHN 39% u 27% ciy4yaeB CMEPTH OT paKa COOTBETCTBEHHO.
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[00223] @®opMBI paka SHAOMETPHSA TAKKE MOXKHO KIacCH(UIUPOBATH HA YETHIPE
MoJnekymsipaeie  moarpymmsl: (1)  ymeTpamytupoBaHHBIN/POLE-myTanTHBIN;,  (2)
runiepmytupoBanHeii MSI+ (manpumep, MSI-H wmm MSI-L); (3) ¢ mampmM ymciom
KOTIMI/MHKpocaTeIuTHO-cTabmbHeid  (MSS); wmw (4) ¢ OonpImUM  YHCTIOM
kommit/cepo3ononoOubiii. [Ipumepno 28% ciydaeB XapakTepusyroTcs BbICOKOHM MSI.
(Murali, LancetOncol. (2014). B HEKOTOpPBIX BapHaHTaX OCYINECTBICHHA Y TAIMEHTA
uMeeTcsa pak SHaoMmeTpus 2L w3 moarpymmel ¢ AepuUIHMTOM pemapanue OIMIHOOYHOTO

CIIApUBAHUA.

[00224] B BapuaHTax OCyIIECTBICHHMA pak SHAOMETPHUSA MPEICTABIAET COOOH

METACTATHYECKUU PAK SHIOMETPHSL.

[00225] B BapmaHTax OCYyIIECTBICHUA Y MALMEHTa UMEETCA paK SHIOMETPHUSA
MSS.

[00226] B BapmaHTax OCYIIECTBIICHHA Yy MALMEHTA UMEETCS PaK SHAOMETPHS
MSI-H.

[00227] B BapmaHTax OCymIIeCTBIICHHS PaK MPEACTABISIET COOOM pak Jierkoro. B

BAPHAHTAX OCYHICCTBIIEHUS PaK JIETKOTO TPEACTABISIET COOOH TUTOCKOKIIETOUHYIO
KapIMHOMY JIETKOTO. B BapuWaHTax OCYIIECTBIIEHHS PAaK JIETKOTO TPEACTABIAET COOOM
MenkokieTouHsid pak Jjerkoro (SCLC). B BapmaHTax OCYIIECTBIEHHS PaK JIETKOTO
MPEACTaBIIET CcOO0OM HemenkokimeTouHbld pak jerkoro (NSCLC), Takodi kak
miockokierourbid NSCLC. B BapraHTax OCymieCTBIIEHUS PaK JIETKOTO MPEICTABIIIET COOOH
pak merkoro ¢ tpaHcnokammed ALK (mampumep, NSCLC ¢ tpancrmokammenr ALK). B
BAPHAHTaX OCYHIECTBIIEHUS PaK Jierkoro mpencraBmier co0oit EGFR-myTtantHbIN pak

nerkoro (Hanpumep, EGFR-mytanTabit NSCLC).

[00228] B  BapmaHTtax  OCymIECTBIEHHSA pak  TPEACTABIAECT  COOOHU
kojopektaapHbiii  (CRC) pak (Hampumep, CONMMAHYKHO OMyXonb). B BapuaHTax
OCYIIECTBICHUSA KOJOPEKTAIBHBIM PaK MPEACTABIIET COOOM KONOPEKTATbHBIA pak Ha
MO3/IHEN cTaann. B BapuaHTax oCymiecTBIEHHUS KOMOPEKTATBHBIA PaK MPEACTaBISIET COOOM
METAaCTATHYECKUN KOJIOPEKTAIIBHBIM paK. B BapuaHTax 0CynieCTBICHUA KOJIOPEKTAIBHBIN PaK
MpeACTaBiIseT co0oiM KojopekrampHbii pak MSI-H. B BapmanTax ocymiecTBIeHHS

KOJIOPEKTATBHBIA PAaK TPEICTABIAECT COOOW KONOpeKTambHBIM pak MSS. B BapmanTax
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OCYNIIECTBIICHHS  KOJOPEKTaJbHBIM pak mpeactaBmier coboii  POLE-myTanTHBIN
KOJIOPEKTAIbHBIM pak. B BapmaHTax OCYyIIECTBICHHsA KOJIOPEKTAJIBHBIM PAK MPEICTABIACT
coborri  POLD-myTaHTHBI KOJIOPEKTaNbHBIM pak. B BapuwaHTax OCYIIECTBICHUA

KOJIOPEKTAJIBbHBIA PaK MPEACTABIIIET COO0H KONMOPEKTANBHBIN pak ¢ BhICOKOH TMB.

[00229] B BapmaHTax OCyIECTBICHHUS Pak MPEACTABISIET COOOM Menmanomy. B
BApPHAHTaX OCYIIECTBIICHUS MEIAHOMA TPEACTABIAET COOON METaHOMY Ha TO3THEN CTaHH.
B BapuaHTax OCyIIECTBICHUA METAHOMA TPEICTABIISIET COOOM METACTATHUECKYIO METTAHOMY.
B BapuanTax ocymiecTBIEHHS MeJaHOMAa MpPEAcTaBisieT coboi mMemanomy MSI-H. B
BapHaHTAaX OCYHIECTBIICHHA MEJIaHOMA TPeAcTaBisieT co0ol menanomy MSS. B BapuanTax
OCYIIECTBJICHUA MeTaHoMa npeacTaBisieT co0oit POLE-myTanTHyI0 Menanomy. B BapuanTax
OCYHIECTBIICHHS MellaHOMa mpenactaBmsieT co0odi POLD-mytanTHyro wMemanomy. B

BapHAHTaX OCYIIECTBICHHUS MEJIaHOMA MPEACTABIIAET COO0H MemaHOMY ¢ Bbicokoi TMB.

[00230] B BapmaHTax 0CyIIECTBICHHS PaK MPEACTABIISIET COOOM paK HA TIO3THEH
CTaJIUH.
[00231] B  BapmaHTtax  OCyIIECTBJCHHS  pak  MPEACTABIAECT  COOOH

METaCTaTHYECKHUH paK.

[00232] B  BapmaHTtax  OCyIIECTBJICHHS pak  MPEICTABIAECT  COOOHM
PELMIUBUPYIONINH pak (HATTPHMED, PELMIUBUPYIONIMA THHEKOJIOTHYECKUAN PaK, TAKOW KaK
PELMIUBUPYIONINHA STUTEIHABHBIA PaK SHYHHUKA, PEUUAMBHPYIOIMHANA pak (aiomueBOU
TPyOBI, PEIMIUBUPYIONINA TICPBUYHBIA pPaK OPIOMNHBI WM PEIUIUBHPYIOIUN pak

SHIAOMETPHS ).

[00233] @opMBI paka, KOTOPBIE MOXKHO JIEYHTh C TIOMOINBIO CIOCOOOB,
ONMCAHHBIX B JAHHOM JOKYMEHTE, BKIIOYAOT PaK, CBA3AHHBIA C BBICOKOM MYTALMOHHOW
Harpy3kor omyxomu (TMB), ¢opmbel paka, KOTOpblE MHKPOCATEILNTUTHO-CTAOMITbHBIMH
(MSS), dopmbl paka, KOTOpbIE XapaKTEPU3YIOTCSI MHKPOCATEIUTATHOW HECTAOMIIHBHOCTHIO,
¢dhopMBI paka, KOTOPBIE UMEIOT CTATYC BHICOKOM MHUKPOCATEIUTHTHON HecTaOmiTbHOCTH (MSI-
H), dopmbr paka, KOTOpble UMEIOT CTAaTYyC HH3KOM MHUKPOCATEIUIMTHOH HECTAOMIIBHOCTH
(MSI-L), dopmsr paka, ceszanubie ¢ Bhicokoii TMB u MSI-H (manpumep, ¢opmbr paxka,
cesa3anHHbie ¢ Bbicoko TMB u MSI-L mmu MSS), dopmbl paka, XapaKTepU3YIOIIHECS
HEJIOCTATOYHOCTHIO CHCTEMBI penapanuy npu ommoourHom crnapusanuu JIHK, ¢opmsr paka,

umeromme AedekT B TeHe penapanun omnooyHoro cnapusanus J|HK, runepmytupoBantbie
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dbopmbl paka, (GOpMBI paka, UMEIONIHE ASPUIMT PEMAPAIHH MOCPEICTBOM TOMOJOTHYHOM
pexoMOuHarmw/ neuuT romoornyHor penapammu («KHRD»), dopmer paka, comeprkaniue
MyTaimo B mommMepase-aenbta (POLD), a takke dopmsl paka, comepikampe MyTaIHIO B

nonumepase-3ncuinon (POLE).

[00234] B HEkOTOpBIX BapHaHTaX OCYLIECTBICHUA OITyXOJb, MOJJIEKANIAsA
JCYCHHUIO, XapaKTEPH3yeTCs MHMKPOCATEIUIMTHOW HECTaOMIIBHOCTBIO. B HEKOTOpBIX
BAPMAHTAaX  OCYIIECTBICHHUA  OMyXOJIb  XapakTEPU3yeTcsd  CTaTyCOM  BBICOKOM
MUKpOcaTelIMTHONH HectabunbHOCTH (MSI-H). Mukpocarenmnurias HeCTaOMIBHOCTD
(«MSI») mpeacraBnster coOoi wmu npexycmatpusaeT usmeHeHue B JIHK ompeneneHHbIx
KJIIETOK (TAKUX KaK OIyXOJIEBBIE KIETKH), PH KOTOPOM YHUCIIO TOBTOPOB MUKPOCATEILTUTOB
(xopoTkHX moBTOpsronIuxcs nocneaosarenbHocTer JIHK) ormuuaeTcs ot uncna moBTOpoOB,
koTopeie coxepxkamuchk B JIHK, w3 kotopoit ona mpousommia. I[lpubnmsuremsuno 15%
CTIOpAAMYECKUX KOTOpeKTanbHbIX Gopm paka (CRC) comeprkaT mMHUPOKO pacpOCTPaHEHHbIE
W3MEHEHHA JUIMHBI MHKpocaTelTUTHRIX (MS) mocnemoBaTenbHOCTEN, H3BECTHBIE KakK
mukpocatemTHas HectadmmpHOCTh (MSI) (Boland and Goel, 2010). Cnopagudeckue
omyxomm CRC MSI 1eMOHCTPUPYIOT YHUKATBHBIE KITMHHKO-TIATOJIOTHYECKHE OCOOCHHOCTH,
B TOM YHWCJIE TIOYTH JHUILIOUIHBIA KAPHOTHIL, 0OJIee BHICOKAS YacTOTAa B TOMYJBIIIUSIX O0jiee
CTapIIero Bo3pacTa u y »keHmwmH u ayqmmui mporaos (de la Chapelle and Hampel, 2010; Popat
et al., 2005). MSI raxke MpUCYTCTBYET B APYTHUX OIMYXOJIAX, TAKUX Kak pak sHaoMeTpus (EC)
MAaTKH, Hanboee pacmpocTpaHeHHAS THHEKOJIOTHYECKOE 3II0KAY€CTBEHHOE
HoBooOpasosanue (Duggan et al, 1994). Ogna u Ta >xe >TamonHas maHenb Bethesda,
MEPBOHAYATBHO pa3padOTaHHAs I CKPUHHHTA HACIEICTBEHHOTO TE€HETHYECKOTO
HapymeHus (cuaapoma Jlmaua) (Umar et al., 2004), B HacTosmIee BpeMs IPUMEHSACTCS AT
tectupoBanuss MSI npu CRC u EC. Tem He MeHee, TeHbI, KOTOPBIE YacTO CITY>KaT MUIIEHBIO

MSI B reHomax CRC, penko nmpeycMaTpuBaroT COObITHs pockanmb3biBanus JIHK B renomax

EC (Gurin et al., 1999).

[00235] MuxpocarennuTHas HECTAOHMILHOCTD BO3HHUKAET BCJIEICTBUE
HECTIOCOOHOCTH HCTIPABUTh OIIHOKH, CBSI3aHHBIC C PEIUTMKALIUCH, W3-3a AC(PEKTHOM CHCTEMBI
penaparu ommbouHoro crmapuBanua (MMR) JIHK. Takas HecrmocoOHOCTh 0OecTieunBaeT
BO3MOKHOCTh COXPAHCHHS MYTallii ONIMOOYHOTO CHAPHBAHHSA IO BCEMY T'€HOMY, HO
0coOeHHO B oOmacTax moBtopsromieiics JIHK, W3BECTHBIX KaK MHUKPOCATEINIHTHI, YTO

NPUBOAUT K YBEIMYECHUID MYTAllAOHHOM HArpy3ku. bpulo MpOAEMOHCTPHPOBAHO, YTO IIO
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MEHBIIIEH Mepe HEKOTOphI€ OIMyXOJHW, ANl KOTOpbIX XapaktepHa MSI-H, npossstoT
VIIy4IIEHHBIE OTBETHI HAa OTIPEJETICHHbBIE CpeaCcTBa, HanpasieHHbe mpoTtuB PD-1 (Le et al,,
(2015) N. Engl. J. Med. 372(26):2509-2520; Westdorp et al., (2016) Cancer Immunol.
Immunother. 65(10):1249-1259). B HeKOTOpPHIX BapHaHTaX OCYIIECTBICHHA pPaK
XapaKTEPU3YeTCs  MHUKPOCATEIUIUTHOM  HECTAOMIBPHOCTBIO, TMPEACTABIAIOMEN  COOOM
BBICOKYI0 MHKPOCATEJUIMTHYIO HECTaOMIIbHOCTh (Hampumep, cratycom MSI-H). B
HEKOTOPBIX BapHaHTax OCYIIECTBICHHA PAaK HMMEET CTaTyC MHKPOCATEINIUTHOU
HECTAOMIIBHOCTH, TPEICTABIAIOMEN COOOM HHM3KYI0 MHKPOCATEIUIUTHYIO HECTAOMIIBHOCTD
(mampumep, MSI-Low). B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHUS PaK HMEET CTaTyC
MHUKPOCATEIJIMTHON HECTAOMIBPHOCTH KAaK MHUKPOCATEITUTHO-CTAOMIBHOTO (HAmpuUMmep,
ctatryc MSS). B HEKOTOpPBIX BapuUaHTaX OCYHIECTBICHHS CTAaTyC MHKPOCATEIUIMTHOM
HECTAOMIIBHOCTH OLICHMBAIOT C IOMOINBIO AHAIM3a HAa OCHOBE CEKBEHHUPOBAHMS HOBOTO
nokoseHus (NGS), ananmusza Ha ocHoBe nMMyHOTHcTOXUMUH (IHC) w/umum ananmu3a Ha OCHOBE
[1IIP. B HEKOTOPBIX BapHAHTaX OCYIIECTBIECHHS MHKPOCATEIUIMTHYIO HECTAOMIBHOCTH
BBIBILAIOT ¢ oMonpto NGS. B HEKOTOPBIX BApHAHTAX OCYIIECTBICHUS MUKPOCATEINIUTHYIO
HECTAOMIBHOCTH BBIABIAIOT ¢ momompbio [HC. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHS

MHUKPOCATEILIUTHYIO HECTAOUITHHOCTD BRIABILIOT ¢ ToMotnbro [TLP.
[00236] B BapuaHTax oCyIecTBIEHUs Y nauueHTa umeetcs pak MSI-L.

[00237] B BapuaHTax ocyuniecTBieHHMA y mnauueHta umeercs pak MSI-H. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS y MalMEeHTa UMeeTcs conuaHas omyxons MSI-H. B
BapuaHTax ocymiectBieHus pak MSI-H mpeacrasmser coboii pak sHmometpuss MSI-H. B
BapuaHTax ocymiectBiieHus pak MSI—H mnpencrasnser coOo¥ commmHyro oOmyxoib. B
BapHaHTax ocymecTBieHus pak MSI-H npencrasnser co0oit MeTacTaTHUECKYIO OITyX0Jb. B
BapuaHTax ocymecTsieHus pak MSI-H npencrapmser co0o# pak sHIOMETpHUA. B BapnanTax
ocymecTieHus pak MSI-H npencrasnser co0oit HesHAOMETpHANBHBIN pak. B BapumanTax

ocyniectBieHus pak MSI-H npeacrasiser co00M KOTOPEKTATBHBINA PaK.

[00238] B BapuaHTax oOCYINECTBIEHHMs Yy NanueHTa umeercs pak MSS. B

BapHaHTaX OCyHIeCcTBICHUs pak MSS npeacTasisieT coooi pak sHgpomeTpus MSS.

[00239] B BapuanTax ocymniecTBieHHUs pak accoumupoBaH ¢ myrtauuer POLE
(AHK-momumepa3zpr-snicunon) (T. €. pak mpexacrasiuier coboii POLE-myranTHBIH pak). B

BapuaHTax ocymecTBiaeHus wmyrtaimsa POLE mnpeacraBnsier co0oi  MyTammioo B
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SK30HYKJEa3HOM AoMmeHe. B BapuanTax ocymectBieHuss myrtaims POLE mpeactaBnser
coOO¥ TEeHepaTUBHYI0 MyTaimio. B Bapmantax ocymectsineHus wytamus POLE
MPEACTABISET COOOM CIMOpPAagUYEcKyr0 MyTamnwio. B BapumaHTax ocymectsieHuss pak MSI
Take accouuupoBaH ¢ mytaimet POLE. B BapuanTax ocymectBieHus pak MSS Ttawke
accouuupoBan ¢ wmyrtaimmed POLE. B Bapuantax ocymectsienus wmytaipio POLE
UACHTU(UIUPYIOT ¢ IPUMEHEHHEM CEKBeHHpoBaHUs. B BapuanTax ocymectsnenus POLE-
MYTAHTHBIN pak MPEeACTABIAET COO0H pak sSHAOoMeTpus. B BapuanTax ocymecrsienus POLE-
MYTaHTHBIA pak MPEICTaBIAECT COOOM pak TOJCTOW KHIIKH. B BapwaHTax OCYIIECTBICHUA
POLE-MyTaHTHBIN pak IpeACTaBIsIET COOOM paK MOHKETYJOUYHON JKETIE3bI, paK AMYHUKA UITH

PaK TOHKOTO KHIICYHHUKA.

[00240] B BapumanTax oCyHIECTBIECHMA pak accouumupoBaH ¢ mytammed POLD
(JAHK-mmomamepassr-genbra) (T. €. pak mpexactasimsier coboit POLD-myranTHBIA pak). B
BapuaHTax ocymectsieHus wmyrtammsa POLD  mpeacraBmser co0OH  MyTammioo B
SK30HYKJIEa3HOM JomeHe. B Bapmantax ocymectBieHus myrtauus POLD mnpencrasnser
CO00M CcOMaTHUECKyl0 MyTaimioo. B Bapmantax ocymectsienus wmyrtamus POLD
MPEICTABIIET COOOW TEHEPATHUBHYIO MyTaluio. B Bapmantax ocymectsienus POLD-
MYTaHTHBIH PaK HACHTHOHOUPYIOT C TPUMEHEHHEM CEKBCHHPOBaHWA. B BapmaHTax
ocymiectBieHuss POLD-MyTaHTHBIN pak mpeacTaBseT COO0H pak SHAOMETpHA. B BapraHTax
ocymiectBiieHuss POLD-MyTaHTHBIH pak TpeacTaBiIsSeT COOOM KOJNOPEKTaNbHBIM pak. B
BapuaHTax ocymecTBieHuss POLD-MyTaHTHBIH pak TPEACTAaBIIET COOOM pak TOIIOBHOTO

MoO3ra.

[00241] B HEKOTOPBIX BapuHaHTax OCYIIECTBIICHUS y MALMEHTAa UMEETCS Pak C

nedummrom penaparuu omuoouHoro capusanus (MMRA).

[00242] B Bapmantrax ocymectBienus pak MMRd mpexacrasmser coboi

KOJIOPEKTAIbHBIN PaK.

[00243] MuxkpocaTeuTHasET HECTAOMIBPHOCTh MOKET BO3HHUKATH BCJIC/IICTBHE
HECTTIOCOOHOCTH UCTIPABUTH OITHOKH, CBSI3aHHBIE C PETUTHKAITUEH, W3-3a Te(PEKTHOW CUCTEMBI
penaparu ommbounoro crmapuBaaua (MMR) JIHK. Takas HecmocoOHOCTH 0OecTieunBaeT
BO3MOKHOCTh COXPAHEHHUS MYTAI[HHd OIMHOOYHOTO CIIAPUBAHHA IO BCEMY TE€HOMY, HO
ocoOeHHO B oOmacTsx mostopsromieiics JIHK, W3BeCTHBIX KaKk MHUKPOCATEINIHTHI, YTO

OPHUBOAUT K YBCIHYCHHIO MyTaHPIOHHOfI HAarpy3Ky, 410 MOXKCT YIy4YIIHUTb OTBCTHI HaA
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ONPENENCHHBIE CPEACTBA, HaNpaBieHHbIe IpoTuB PD-1. 7awm oice. B HEkOTOpPBIX BapHaHTax
ocymiectBienns cratryc MSI-H omeHuBaroT ¢ momomipro aHamu3a Ha ocHoBe NGS w/mnun
aamu3za MSI Ha ocHoe IIIIP. B HekoTOpbIX BapHaHTax OCYIIECTBICHUA
MHUKPOCATEITUTHYIO HECTAOMIFHOCTD BBIABIIAIOT C IOMOIIBIO CEKBEHUPOBAHUS CIIETYIOIIETO
MOKOJIeHHA. B BapmaHTax oCcymiecTBICHHA MUKPOCATEIUTUTHYIO HECTAOUITBHOCTD BBIABIIAIOT

¢ npuMeHeHneM ummMmyHoructoxumudeckoro (IHC) rectuposanus.

[00244] B Bapmantax ocymecTtBieHus pak (Hanpumep, pak MMRA)
XapaKTEPU3YeTCs BBICOKOM MYTALMOHHOM HArpy3KOoW OMyXoiH (T.€. paKk MpeaAcTaBiseT
co0o¥ pak ¢ Beicokoi TMB). B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS PaK aCCOLMHUPOBAH C
BoicOkOM TMB u MSI-H. B HeKkoTOpBIX BapuaHTaxX OCYIIECTBICHHUS PaK aCCOLUHUPOBAH C
BoicokoM TMB m MSI-L unu MSS. B HekoTOpeIX BapuaHTaxX OCYIIECTBIICHHS pPak
MPEICTABIIET COOOM paK YHIOMETPHs, aCCOLMUPOBaHHBINA ¢ BhicOkoW TMB. B HekoTOphIX
POACTBEHHBIX BAPUAHTAX OCYIIECTBIICHUS PaK SHIOMETPHUS aCCOLMHUPOBaH ¢ BbiIcOkOM TMB
nu MSI-H. B HEKOTOpBIX PpOACTBEHHBIX BAPUAHTAX OCYLIECTBICHUS pPaK SHAOMETPHS
accoumupoBal ¢ Bbicokoi TMB u MSI-L umu MSS. B BapuanTax OCyIIECTBICHHS Pak ¢
BbicokOH TMB mpencrasisier co0o0#l KOTOPEKTATBHBIN pak. B BapuaHTax OCYIIECTBICHUS
pax ¢ Beicokor TMB mpencrasisier co00# pak JerKoro (HampuMep, METKOKIIETOUHBIA PaK
anerkoro (SCLC) wmm Hemenkokmetounsld pak Jerkoro (NSCLC), Takod Kak
miockokiaerounbii  NSCLC  wmm  wemmockokmetounsii  NSCLC). B BapmaHTax
OCyHIeCTBIICHHA pak ¢ BbicokoW TMB mpencrasnser coboi MemaHomy. B BapuanTax

OCYMIECTBJICHHA paK ¢ BbiIcOKkoH TMB mpencrasiser co0o# ypoTeTHATBHBIA PaK.

[00245] B BapmaHTax OCYyINECTBIICHHA Y MALMEHTAa UMEETCS PAK C MOBBIIICHHON
JKCIIpeccued HHPUIBTPYOIMUX omyxob muMormtos (TIL), T. e. y manueHTa nmeeTcs pak
C BBICOKMM cogep:kanueM TIL. B BapuanTax oCyniecTBICHHUS PaK ¢ BBICOKMM COJEPKaHUEM
TIL mpencrasmsier coOOM pak MOJIOYHOM >Kene3bl (HAPHUMEDP, TPYKIABI HETATHBHBIM pak
mostouHo# xkene3sl (TNBC) umn HER2-mo3uTuBHBIN pak MOJOYHOU Kee3bl). B BapuanTax
OCYHIECTBIICHHS PaK C BRICOKHM cojepikanueM TIL mpeactaBiseT coO0M METaCTaTHYECKUAM

pax (HarmpuMep, METACTATHYECKHH PaK MOJIOUHOM JKEIIE3bl).

[00246] B BapmaHTax OCYHIECTBICHHSA CHUTHATYPBl JKCIPECCHH TIE€HOB,
CBSI3aHHBIX C MMMYHHTETOM, MOTYT OBITh TPEIUKTOPAMH OTBETA HAa CPEIACTBO TEPAIHH,
HarpasiieHHOe IpoTuB PD-1, B cimyyae paka, kak onmMcaHo B JaHHOM JOKymeHTe. Hampumep,
TeHHAs TIaHEIlb, KOTOpas BKIIOYAET B CeOs TEHBI, CBA3aHHbBIE C Tiepenadyeit curnana [FN-y,
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MOJKET OBITh IPUMEHNUMA TIPH UACHTH(HUKALIMN TAITHEHTOB, UMEFOIINX PAK, KOTOPHIE TIOTyqaT
MOJB3y OT CpPeACTBA Tepamuy, HampaslieHHOTO nmpotuB PD-1. MmmroctpatnBHBIE TeHHBIE
naHemu ommcansl B Ayers et al., J. Clin. Invest., 127(8):2930-2940, 2017. B BapmanTax
OCYIIECTBICHH MALMEHT, UMEIOIIHNH paK, XapakKTEpPU3yeTCs paKoM, KOTOPBIN MPeICTaBIAET
cobor pak moyouHoM xene3bl (Hampumep, TNBC) wmu pak suunumka. B BapmanTax
OCYILECTBIICHHS MALMEHT, UIMEIOIIHUH PaK, XapakKTEepPHU3yeTCs PaKoM, KOTOPBIN MPEICTaBIIAET
cOOOM pak MOYEBOTO Iy3bIPs, PAK JKEIy/AKA, PaK >KETYHOTO MPOTOKA, PaK MUIIEBOJA WIIH
I0CKOKIeTouHy0 KapiuHomy rojoBel B men (HNSCC). B BapuanTax ocymecTBiieHUs
MAIUEHT, UMEIOIIUN PaK, XapaKTePU3YETCs PAKOM, KOTOPBIH MPEACTABIIET COOOM aHATbHBIN

PaK WX KOJIOPEKTAJIbHBIN PAK.

[00247] B HeEkOTOpBIX BapuaHTaX OCYIIECTBICHUS Yy TMALUEHTAa HMEETCA
OIMyXO0Jb, KoTOpas skcnpeccupyeT PD-L1. B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS CTaTyC
PD-L1 sBnsfercs MOBBINICHHBIM Yy MALMEHTa WIM NOMYJISIUUU MAalMEHTOB. B HEKOTOPBIX
BapUAHTaX OCYIIECTBIICHHUS MPOQUIA MyTALIMOHHOW HATrPy3KU M 0a30BOM SKCIPECCHH T€HOB
B aPXUBHBIX MJIM CBEXKHX OMOICHAX, IMOJYYEHHBIX O JICUCHHS, OLICHUBAIOT /10, BO BPeMs
W/WJTH TIOCJIE JICYCHHS C TMOMOMIIBIO CPEACTBA HAa OCHOBE aHTHTena kK PD-1. B HexoTophix
BapHaHTaX OCYIICCTBIICHHA Yy TAIMEHTOB OIEHWUBAIOT CTATyC W/WmH JKcmpeccuro TIM-3

w/umu LAG-3.

[00248] B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUA MO MEHBOIEH Mepe
HEKOTOPBIX ITAIIMEHTOB B IOIYJHALHH ITAIMEHTOB, MMEKOIIUX pPaK, paHee HE JICYHIH C

TIIOMOIIIbIO OJHOT'O HITH ooJtee PA3MHIHBIX MCTOAOB JICUCHHA paKa.

[00249] B HEKOTOpBIX BapuaHTax OCYIIECTBICHUSA IIALMEHT pPAaHEE IOIy4all
JIeYEHHE C TIOMOIIBIO OJHOTO MM 0OJIee Pa3NIMUHBIX METOAOB JICUEHHUs paka (HampuMep, C
MOMOIIBI0 OAHOTO HIM 00J€e U3 XHUPYPrHYECKOT0 BMEMIATENbCTBA, PAAHOTEPAINH,
XUMHOTEPATIMA WM HMMMYHOTEpanWHu). B BapmaHTax OCYIIECTBICHHA CyOBEKT paHee
MOJTy4aJl JIEYEHHUE C TIOMOIIBIO ABYX WUIIK OO0Jiee APYTHX METOJO0B JICYEHHUS paKa (HarpuMep, ¢
MOMOIIBIO OHOTO MM O0JIE€e U3 METOJ0B XUPYPTHUECKOTO BMEIIATENBCTBA, PAAHOTEPAIINH,
XUMHOTEPANIMA WM HMMYHOTEpanmWH). B BapmaHTax OCYIIECTBICHHA CyOBEKT paHee
MOJIy4all JICYEHHE ¢ MOMOINBI0 HUTOTOKCHYECKOM Tepanuu. B BapmanTax oCyIiecTBIICHHA
CYOBEKT paHee MOJTyyal JIEYeHUE C TOMOINBI0 XUMHOTEpanuu. B BapuaHTax OCyIeCTBICHUS
CYOBEKT paHee MNOiydYaa JIEYeHHE C IOMOINBI0 ABYX APYTHX METOJMOB JICUCHHsA pakKa
(HampuMep, ¢ TIOMOIIBIO OJHOTO WIIK OOJIE€ U3 METOJ0B XHPYPrHYECKOTO BMENIATENbCTBA,

101



WO 2018/129559 PCT/US2018/013029
pamguoTepanuH, XWUMHOTEPANMM WM WMMYHOTEpamuu). B BapmaHTax OCYyIIECTBICHHA
CYOBEKT paHee MOJydall JICYEHHE C MOMOIIBI0 TPEX JAPYIMX METOJOB JIEUEHHA paka
(HampuMep, ¢ TIOMOIIBIO OJHOTO MK OO0JIEE U3 METOJ0B XHPYPrHYECKOTO BMENIATENbCTBA,

pazuoTepanyu, XUMHOTEPATIHH WM HMMYHOTEPAITHH).

[00250] B BapmaHTax OCYyIIECTBIEHHS CIOCOOOB, ONMHUCAHHBIX B JAHHOM
JOKYMEHTE, CIOCO0 JOMOJHUTENbHO BKIIOYAET BBEJACHUE OJHOIO MM Ooliee U3
XUPYPTHYECKOI0 BMEIIATEILCTBA, PAaJHOTEPANMU, XWMHOTCPAIMH HIA HMMYHOTEpPAIlHH,
MPOTUBOAHTHOTE€HHOI'O CPEACTBA WM NPOTHBOBOCHAIMTEIBHOTO Cpeacrtsa. B BapuanTax

OCYHICCTBIICHUA CII0CO0 AOIMOJTHUTCIIbHO BKITHOYACT MPUMCHCHUC XHMHOTCPAIIHH.

[00251] B HEKOTOPBIX BApHAaHTaX OCYLIECTBIICHUS 10 MEHBIIENW MEPE HEKOTOPBIE
MNAUMEHTHI B MONYJIALNN MALIMEHTOB, HIMEIOIIHX PaK, paHEe MOJIyYally JICYEHHE C MTOMOIIBIO
XUMHOTEpPANUU (HAIpUMep, XUMHOTEpAallid Ha OCHOBE IUTaTWHBI). Hampumep, maumesr,
KOTOPBIM TIOMy4Yaj JBE JIMHUM JICUYEHHA pPaKa, MOXKET ObITh HWACHTU(PHUIMPOBAH Kak 2L
MAIMeHT, UMeromui pak (Hampumep, 2L mamment, mmerommii NSCLC). B BapmanTax
OCYLIECTBJICHUS MAIMEHT MOTyYal ABE JTMHUU WK OoJiee TMHHUN JICUEHHs paka (HarpuMep,
2L+ mamueHT, UMEIOMIMK paK, TaKOW Kak 2L+ TmaimeHT, HMEIOIMA pak >HIoMeTpus). B
BapUaHTaX OCYIIECTBJIECHUS TMALMEHTAa PaHEE JIEYWIM C TOMOINBIO CPEACTBA TEPAIHH,
HarpasiiecHHOro nmpotus PD-1. B BapuaHTax OCYIIECTBICHHs MALMEHT PaHEE MOJIy4asl IO
MEHBIIEH Mepe OAHY JTUHHIO JICUCHHS paka (HampHUMep, MALUEHT PaHee MOTyYat TI0 MEHbIICH
Mepe OAHY JMHHI0O WM 10 MEHBIIEH MEpe JBE JIMHWUHW JIeUYeHHs paka). B BapmaHTax
OCYIIECTBJICHUA TMALMEHT paHEEe MOJy4yaad IO MEHbIIEW MEpPE OJHY JIMHUIO JICUYEHUA
METACTATHYECKOTO paKa (HampuMep, MALMEHT PaHee TIOMYYal OJTHY I JBE JIMHUH JICUCHHS

METACTATHYECKOTO paKa).

[00252] B BapuwaHTax OCyIIECTBICHHA cy61,eKT ABIACTCI HEMOATAFOIIHUMCS

JICYECHUIO ¢ MOMOMIBIO CPEACTBA, KOTOpoe noaasnser PD-1.

[00253] B BapuaHTax ocymecTBICHHAA Cy6’BCKT SIBJIACTCSI TPYAHO IMOATA0OIIMCSA

JICYECHUIO ¢ MOMOIIBIO CPEACTBA, KOTOpoe noaasmuser PD-1.

[00254] B BapmaHTax OCyIIECTBICHHA CHOCOO, OIMUCAHHBIA B JaHHOM
JOKYMEHTE, TOBBIIMAET YYBCTBHTEIBHOCTh CyOBEKTa K JICUEHHIO C TIOMOINBIO CPEICTBA,

KoTopoe nogasnser PD-1.
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[00255] B BapmaHTax OCYIIECTBIEHHA CYOBEKT COJEPKHT HCTOMICHHYIO
WMMYHHYIO KJIETKY (HAaIpUMeEp, UCTOIMECHHYI0 UMMYHHYIO KJIETKY, KOTOPas MPEACTABIIIET

CO00¥ HCTOTIECHHYIO T-KIIETKY).

[00256] B BapmaHTax OCYIIECTBIEHHS CHOCOOOB, ONMHUCAHHBIX B JAHHOM
JOKYMEHTE, CYOBEKTOM SBIIECTCS JKUBOTHOE (HAmpHUMeEp, MIIEKOTHTaromee). B BapuanTax
OCYLIECTBJIEHUSA CYOBEKTOM SABIISIETCA 4YENOBEK. B BapuaHTax OCYIIECTBICHHA CYOBEKTOM
ABIIIETCS OTIMYHOE OT YEIIOBEKA MIIEKOTIUTAOIIEE (HATIPUMED, MBILIH, KPBICHI, KPOIHKH WUITH
OTJIMYHbIE OT ueloBeka mpumarsl). ClienoBaTeIbHO, CIHOCOOBI, OMUCAHHBIE B JAHHOM
JOKYMEHTE, MOTYT OBITh MPUMEHHUMBI KaK IMPH JICYCHUU YETIOBEKA, TaK U B BETCPUHAPHOU

MEIULIMHE.

[00257] B Bapuanrtax ocymectsinerus HHrHOUTOp PD-1 (Hanpumep, aHTUTETO K

PD-1) BBOAAT BHYTPUBEHHO (HATIPUMEP, C IOMOIIBIO BHYTPUBEHHOM HH(Y3HN).

Benok 3anpozpammuposannoit cnmepmu 1 (PD-1)

[00258] benox 3anporpammuposannoii cmeptu 1 (PD-1) (Taxke U3BECTHBIN Kak
OeI0K 3ampOTPAMMHPOBAHHON CMEPTH KIIETKH 1) mpeacTaBiseT coO0M TpaHCMEMOpPAHHBIH
oenok | thma w3 268 aMUHOKHCIOT, W3HAYABHO HACHTH()HIIMPOBAHHBIH TOCPEACTBOM
BBIYHMTAIOIICH THOPHIU3AIMH B IMHUW T-KJIETOK MBIIH, IpeTeprieBaronmx amonto3 (Ishida
et al, Embo J., 11. 3887-95 (1992)). PD-1 sBnserca mpeacTaBUTEIEM CEMEHCTBA
CD28/CTLA-4 T-kIeTOYHBIX PETYIATOPOB M SKCIPECCHPYETCS HA AKTHBUPOBAHHBIX T-
KIIeTKaxX, B-kneTkax u kinetkax muenougHou mHun auddeperimposku (Greenwald et al.,
Annu. Rev. Immunol., 23: 515-548 (2005) u Sharpe et al., Nat. Immunol., 8: 239-245 (2007)).
PD-1 sBnsieTcss MHTHOMPYIONTUM YJIEHOM ceMericTBa perentopoB CD28, kotopoe Takke
Bkimouaetr CD28, CTLA-4, ICOS u BTLA. PD-1 skcnipeccupyetcs Ha aKTUBUPOBaHHBIX B-
KIeTKax, T-KIeTkax ¥ MUETOUIHBIX KieTkax (Agata et al., Bemmre; Okazaki et al. (2002) Curr.

Opin. Immunol 14:391779-82; Bennett et al. (2003) J Immunol 170:711-8).

[00259] b upentndummposans apa nmuranaa gt PD-1, murasa-1 qos PD
(PD-L1) u murasa-2 qma PD (PD-L2), o0a npuHaanmexxamue K cymnepceMencTBy Oenka B7
(Greenwald et al, Berme). PD-L1 skcnipeccupyeTcst y pa3iuyHBIX THIOB KIIETOK, BKIFOYAS
KJIIETKH JIETKOTO, CEP/LIA, THMYCA, CEJIE3CHKH U TMOYKH (cM., Hanpumep, Freeman et al., J. Exp.

Med., 192(7): 1027-1034 (2000) u Yamazaki et al., J. Immunol., 169(10): 5538-5545 (2002)).
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Okcmpeccusa PD-L1 akruBupyercs Ha Makpodarax u neHaputaeix kietkax (DC) B oTBer Ha
oopadotky mumonoyucaxapuaom (LPS) m GM-CSF, a Taxxe Ha T-knetkax u B-kneTkax npu
nepegadye curHaina 4depe3 T-kmerounele W B-xnmerounsie peuentopel. PD-L1  Taxcke
SKCIIPECCUPYETCS Y PA3THYHBIX JTHHUN OITyXOJIEBBIX KIIETOK MBIIIUHBIX (CM., HarpuMep, Iwai
et al., Proc. Nat.l Acad. Sci. USA, 99(9): 12293-12297 (2002) u Blank et al., Cancer Res.,
64(3): 1140-1145 (2004)). B ormuuue ot 3toro PD-L2 mpossnser Oonee OorpaHMYEHHBIN
MaTTEPH SKCIPECCHUU U IKCIPECCUPYETCS, TIABHBIM 00pa3oM, aHTUTCHIPE3CHTUPYIOIIMMH
KJIETKaMH (HampuMep, NEHAPUTHBIMU KJIETKAMU M Makpo(daraMu) ¥ HEKOTOPBIMH JTHHHUAMH
OITyXOJIEBBIX KJIETOK (CcM., HarpumMep, Latchman et al., Nat. Immunol., 2(3): 261-238 (2001)).
Bricokuii yposens skcnipeccuu PD-L1 B onmyxomsx, Oyab TO Ha OIyXO0JIEBOM KJIETKE, CTPOME
WIM JAPYruX KJIeTKaX B TMpeAenax OIMyXOJIEBOTO MHKPOOKPYKEHHUsS, KOPPEIHPYET C
HeOIaronpUATHBIM KITHHUYECKHM MIPOTHO30M, TPEAIIOIOKUTEIBHO 32 CYET HHTHOUPOBAHUA

s¢dexTopHbIx T-KIETOK M aKTUBALMHU PeTyIATOPHBIX T-kieTok (Treg) B omyxomm.

[00260] PD-1 otpuuaTensHO peryaupyeT axkTHBaUMKO T-KIETOK, H 3Ta
WHTUOUTOPHAA (PYHKIMSA CBA3aHA C MMMYHOPELIENTOPHBIM MOTHBOM TMEPEKIIOYEHHUS Ha
ocHoBe TuposuHa (ITSM) B iuroriasMaruieckoM momene (cM., Hanpumep, Greenwald et al.,
eviute u Parry et al., Mol. Cell. Biol., 25: 9543-9553 (2005)). HegocraTtounocts PD-1 Mmoker
MPUBOAMTHh K ayToUMMyHHTEeTY. Hampumep, Obuto mokazano, yto y mbrmed C57BL/6 ¢
HOKayToM TreHa PD-1, pasBuBaeTcs BOTYAHKOMOMOOHBIH CHHAPOM (CM., HAIPUMED,
Nishimura et al., /mmunity, 11: 141-1151 (1999)). ¥V uemoBeka OJHOHYKJICOTHIHBIN
nomuMopdusM B reHe PD-1 accoummpoBaH ¢ 6ojee BRICOKOH 3a00JI€BAEMOCTBIO CHCTEMHOM
KpPacHOW BOJTYAHKOM, quadeToM | THMA, peBMATOWAHBIM apTPUTOM W MPOTPECCHPOBAHHEM
paccestHHOTO CKIIepo3a (cm., Hampumep, Nielsen et al., Tissue Antigens, 62(6). 492-497
(2003); Bertsias et al., Arthritis Rheum., 60(1): 207-218 (2009); Ni et al, Hum. Genet., 121(2):
223-232 (2007); Tahoort et al., Clin. Exp. Rheumatol., 29(5): 763-767 (2011) u Kroner et al.,
Ann. Neurol., 58(1): 50-57 (2005)). AnomanpHas 3kcmpeccus PD-1 Tawke ydacTByeT B
mucPyHKIMaX T-KIeTOK MPH HEKOTOPHIX MATONOTHAX, TAKAX KAK UMMYHHAS 3Ba3Hs OIyXOJH
W XPOHWUYECKHE BUPYCHbIe WH(peKknuu (cM., Hanpumep, Barber et al., Nature, 439: 682-687

(2006) u Sharpe et al., gvrute).

[00261] [Tocnenane uccnenOBaHUs IEMOHCTPUPYIOT, YTO Cympeccus T-KIETOK,
nHayuuposanHas PD-1, Taxke wurpaer ponp B CyNpecCMM IPOTHBOOITYXOJIEBOTO

nvmMmyHHTeTa. Hanpumep, PD-L1 skcnpeccupyercd Ha pasnu4HBIX OMYyXOJIAX YEJIOBEKA U
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MBbIIIH, a cBsA3bIBaHue PD-1 ¢ PD-L 1 Ha omyXosX NpUBOIHT K CynpeccuM T-KIIETOK, a TAKKe
sBa3uu M 3amute omyxonei (Dong et al., Nat. Med., 8: 793-800 (2002)). Oxcnpeccus PD-L1
OTTyXOJIEBBIMHM KJIETKAMHU HAMPAMYIO ACCOIMHUPOBAHA C MX YCTOWYHMBOCTBIO K JIU3UCY TOJ
AEUCTBHUEM MPOTUBOOITYX0JIeBbIX T-KieTok in vitro (Dong et al., sviuce u Blank et al., Cancer
Res., 64: 1140-1145 (2004)). Mpimmu ¢ HOKayToM reHa PD-1 ycTOWYHMBBI K BBEIACHHIO
omyxouneBbIx kietok (Iwai et al., /nt. Immunol., 17: 133-144 (2005)), a T-kmeTku OT MbIIEH
¢ HOokayToM reHa PD-1 oueHb 3((eKkTHBHBI B OTTOP)KEHHHM OMYyXOJH TMPH AAONTHBHOM
nepeHoce Mpimam, HecymumM omyxonb (Blank et al., sviuie). briokupoBanre HHTHOUTOPHBIX
curHanos PD-1 ¢ npumeHeHMEM MOHOKJIOHAJIBHOIO AHTUTENIA MOYKET CTUMYJIHMPOBATH
MIPOTHUBOOIYXOJEBBIH UMMYHHUTET X035 iMHa y Mbimed (Iwai et al., ewiue u Hirano et al,
Cancer Res., 65: 1089-1096 (2005)), a Beicokue ypoBHHU 3kcnpeccuu PD-L1 B omyxomax
ACCOLIMHUPOBAHBI C HEONATONMPUATHBIM TPOTHO30M JUII MHOTHX THIIOB pPaKa 4YellOBEKa
(Hamanishi et al, Proc. Natl. Acad. Sci. USA, 104: 3360-335 (2007), Brown et al, J.
Immunol., 170: 1257-1266 (2003) u Flies et al., Yale Journal of Biology and Medicine, 84(4):
409-421 (2011)).

[00262] BBuy BBIIEH3ITIOKEHHOTO, TS JICUECHUS PA3IMYHBIX THIIOB paka ObLITH
pa3paboTaHbl CTPaTeTHMH WHTHOWPOBAaHHA akTUBHOCTH PD-1, a Takke CTpaTeruu
WMMYHOTIOTEHIIHMPOBAHHA (HATIPUMED, JJIS JICUCHHUS WH(QEKIMOHHBIX 3a00JIeBaHUM) (CM.,
Hanpumep, Ascierto et al., Clin. Cancer. Res., 19(5): 1009-1020 (2013)). Ilpu stom st
JICUYEHUA paka ObUTH pa3paO0TaHbl MOHOKJIOHAIIBHBIC aHTUTEIA, HallemuBaroniuecs Ha PD-1
(cm., Hanpumep, Weber, Semin. Oncol., 37(5): 430-4309 (2010) u Tang et al., Current
Oncology Reports, 15(2): 98-104 (2013)). Hampumep, HEBOTYMAO (Takke M3BECTHBIM Kak
BMS-936558) mpuBoaun K MOJTHOMY WM YACTHYHOMY OTBETAM TPH HEMEIKOKIETOUYHOM
pake JETKOTO, MEIAHOME M TIOYEYHOKJIETOYHOM pake B (pase | KIMHHUYECKOTO UCTIBITAHUS
(cm., Hammpumep, Topalian, New England J. Med., 366: 2443-2454 (2012)), a B HacTosMICE
Bpems oH npoxoautT (aszy Il kmuamueckux mcmerrannii. MK-3575 mpeacrasmsaer coOoi
TYMaHU3UPOBAHHOE MOHOKJIOHAJTBHOE AHTHUTENO, HampasicHHOe mnpotus PD-1, kotopoe
MPOAEMOHCTPUPOBAIO TIPU3HAKK MPOTHBOOIYXOJIEBOW aKTUBHOCTH B (ase | knmHHUIECKUX
ucnbITaHui (cM., Harpumep, Patnaik et al., 2012 American Society of Clinical Oncology
(ASCO) Annual Meeting, Abstract # 2512). Kpome TOro, mOCIIETHUE JTaHHBIC
CBHJICTENBCTBYIOT O TOM, YTO TEPANEBTHYECKHUE CPEICTBA, HaLenuBaromuecsa Ha PD-1, moryt

YCHIIMBATh UMMYHHBIE OTBETHI IPOTHB MAaTOTEHOB, Takux kKak HIV (cm., Hanmpumep, Porichis
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et al, Curr. HIV/AIDS Rep., 9(1): 81-90 (2012)). OgHako, HECMOTPA HAa 3TH YCIIEXH,
3¢ (EKTUBHOCTD ITHX TMOTEHIMATBHBIX TEPANIEBTUYECKUX CPEICTB Y YETIOBEKA MOXKET OBIThH

OTpaHWYCHA.

Csaszvisarowue PD-1 cpeocmea

[00263] Hacrosiimee n3o0peTeHHe MpeaycMaTPUBAECT CIOCOOBI JICUEHHUS paka,
KOTOPBIE BKITIOYAIOT BBEICHUE KOMITO3HUIMH, KOTOPIE 00ECTIEYUBAIOT JOCTABKY KOHKPETHBIX
CPEICTB, CBA3BIBAIOIIUX OEJIOK 3amporpaMMupoBaHHOU cMmeptu kietku 1 (PD-1), cornmacHo
cXeMaM, KOTOPbIE MOTYT 00€CTIeYMBATh JOCTIKEHHE KIMHUYECKOM MOyb3bl. B HacTosmem
M300pETEHUH OMMCAHBI, MO MEHbIIEH Mepe dYacTW4HO, cBs3bBaromme PD-1 cpeacrsa
(HampuMep, cpeAcTBa HA OCHOBE aHTHTeNa K PD-1) W pa3nuuHbie CBA3aHHBIC C HUMH
KOMITO3UIIMH U CIIOCOObI. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHSA CBs3bIBaromee PD-1
cpeacTBO (HampHUMEp, CPEACTBO HA OCHOBE aHTUTeNa K PD-1) cBaspiBaet smmron PD-1, uto
onmokupyet cBssbiBaHue PD-1 ¢ m00bIM OJHHUM WM OOJiee W3 €ro MPEeaImoiaraeMbIX
JUTaHA0B. B HEKOTOpBIX BapuaHTax OCyHIecTBIEHHUsA cBasbBaomee PD-1 cpeactso
(HampuMep, CPeICTBO HA OCHOBE aHTHTeNa K PD-1) cBa3biBaet amuromn PD-1, uro Omokupyer
cesa3pBanue PD-1 ¢ nByms wiam Oojiee M3 €ro MPEAIoaraéMbIX JIMTAHIO0B. B HEKOTOPBIX
BapUaHTaX OCYIIECTBIEHUA CBA3bIBaromee PD-1 cpeacTBo (Hampumep, CPeACTBO Ha OCHOBE
antutena Kk PD-1) ceaseiBaet smmuromn 6enka PD-1, uro 6mokupyeT cBsazpiBanue PD-1 ¢ PD-
L1 wumu PD-L2. CesassiBarotue PD-1 cpeactsa (Hampumep, CpeicTBA HA OCHOBE aHTHUTENA
K PD-1) B COOTBETCTBHM ¢ HACTOAIMUM H300PETEHHEM MOTYT COACP’KATH KOHCTAHTHYIO
oomacte Tmxenod mermu (F.) moGoro momxomsmero kmacca. B HEKOTOpPHIX BapHaHTax
OCymecTBIeHH cBa3bIBatomee PD-1 cpencTBo (HampuMep, CpeICTBO HA OCHOBE aHTHUTENA K
PD-1) comepkuT KOHCTaHTHYIO OOJNACTh TSDKENIOW IIETH, KOTOpas OCHOBAHA HA aHTHUTENAX
IgGl, 1gG2 wmm IgG4 nukoro THma WAM MX BapuaHTax. B HEKOTOPBIX BapUaHTax
ocymiecTBIIeHHs cBsi3biBatommee PD-1 cpemcTtBo mpenctaBisieT COO0OH MOHOKIOHATBHOE

AHTHUTCIIO.

[00264] B HexkOoTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1
CPEICTBO COJEPIKUT BapHaOEIbHYIO O0JacTh TKEIIOW IeMH C OJHOM WiH Ooliee
nocienoatenbrocTsIMHE CDR, BbiOpanHbiMH w3 SEQ ID NO: 9, 10 u 11, wwumm

BapHaOEIIbHYI0 00J1acTh JIETKOW LMW C OAHOW WiH Oojiee mocnemoBarembHOCTIMH CDR,
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BeOpanabiME w3 SEQ ID NO: 12, 13 u 14. B HEeKOTOpPHIX BapHaHTAaX OCYIMECTBIICHUS
cBsa3bBaroniee PD-1 cpeacTBO COACPIKHUT BapHAOECTBHYIO O0NACTh TSHKEIIOW LETH C JIBYMS
wm Oonee mocnenoBarenbHOCTIME CDR, BoiOpanabivu w3 SEQ ID NO: 9, 10 u 11, w/umm
BapuaOEIIbHYI0 00JIacTh JIETKOM IIeNU C ABYMs Wi Ooinee mocneaosarenbHOCTIMU CDR,
BeOpanabiME 13 SEQ ID NO: 12, 13 u 14. B HEeKOTOpPHIX BapHaHTAaX OCYIIECTBIICHUS
cBsa3biBaroniee PD-1 cpeacTBo cCOMEPKUT BapHAOETbHYIO 00JIACTh TSDKEIIOW LEMH C TpeMs
CDR, xotopsie mmeroT mocnenoatenbHoctd mox SEQ ID NO: 9, 10 u 11, wwm

BapuaOeIbHY 0 00NIacTh Jierkou tienu ¢ Tpemst CDR, KOTopble UMEIOT MOCIIeI0BATETbHOCTH

noa SEQ ID NO: 12, 13 u 14.
SEQ ID NO: 9 (HCDR1) - SYDMS
SEQ ID NO: 10 (HCDR2) — TISGGGSYTYYQDSVKG
SEQ ID NO: 11 (HCDR3) -PYYAMDY
SEQ ID NO: 12 (LCDR1) - KASQDVGTAVA
SEQ ID NO: 13 (LCDR2) - WASTLHT
SEQ ID NO: 14 (LCDR3) - QHYSSYPWT

[00265] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEACTBO  COACPKUT BapUAOETbHBIA JOMEH TOKEIOH IeMH HMMYHOTJIOOYIIHHA,
AMUHOKHCIIOTHAsA TOCIEA0OBATENbHOCT KOoTOporo coaepxkur SEQ ID NO: 1 wmm

SEQ ID NO: 7.
SEQ ID NO: 1

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSTISGGGSYTYYQDSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCASP
YYAMDYWGQGTTVTVSSA

SEQ ID NO: 7

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEW
VSTISGGGSYTYYQDSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCASP
YYAMDYWGQGTTVTVSS

[00266] B HEkOTOpBIX BapHaHTax OCYINECTBICHUA CBsa3biBaromee PD-1

CPEICTBO  COJEPKUT BapuUAOENbHBIM JOMEH JIETKOW I[IEMH HWMMYHOTJIOOYIIHHA,
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AMUHOKHCIIOTHAsA TOCIEA0BATENbHOCT KOTOporo coaepxkur SEQ ID NO: 2 wmm

SEQ ID NO: 8.
SEQ ID NO: 2

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKAPKLLI
YWASTLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQG
TKLEIKR

SEQ ID NO: 8

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKAPKLLI
YWASTLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQG
TKLEIK

[00267] B HEKOTOpBIX BapHaHTaX OCYIIECTBIECHUA CBs3biBatomee PD-1
CPEACTBO COACPKHT BAPHAOENBHBIM JOMEH TKEIOW IIEMH HMMMYHOTJIOOYIIMHA,
AMUHOKHUCJIOTHAS MOCIeN0BaTENBHOCTh KOTOpOro coaepkut SEQ ID NO: 1 unmu SEQ ID NO:
7, W/WnA BapuaOENbHBIM JOMEH JIETKOH LENMH HMMMYHOTJIOOYIIMHA, AMHUHOKHCIOTHAS
nocyeoBaTeIbHOCTh KoToporo coaepkuT SEQ ID NO: 2 umu SEQ ID NO: 8. B HekoTopbIx
BapHAHTaX OCYHIECTBIICHHUS CBs3biBaromee PD-1 cpeacTBo mpencTaBisieT COOOM WM
COJEP’)KHT TYMAaHW3UPOBAHHOE  MOHOKJIOHAIbHOE aHTHUTeNno (mAb) Ha  OCHOBe
nmmyHor100ymmHa G4 (IgG4). B HekoTOpBIX BapHaHTaX OCYIIECTBICHUS CBs3bIBatomee PD-
1 cpeactBo coxepxut mnomunentan [IGHG4*01 yenoBeka. B HEKOTOpPBIX BapuaHTax
OCyIIECTBICHH CBsA3bIBatomee PD-1 cpeacTBo comaepkuT OAHY WiHM Oojee MyTalud B
mpenenax oomacTu Tsoxenod mermu [gG. B HEKOTOPHIX BapHaHTaX OCYMIECTBICHHA
cBsa3bBaroniee PD-1 cpemcTBo COAECPKUT KOHCTAHTHYIO 00MacTh Tspkenmou mermwm 1gG4 ¢
OomHOW WnH Oojlee MyTalMSIMH B KOHCTAHTHOW OOJIACTH TSDKENOW Iermd. B HEKOTOpBIX
BapHaHTaX OCYIIECTBICHU cBs3bBatromee PD-1 cpeacTBo comepKUT KOHCTAHTHYIO 001acTh
Tsokenod 1enw [gG4 ¢ omHOW WM Oojlee MyTAalMAMH B NIAPHUPHOH OOIACTH.
[Ipennonaraercs, 4T0O B HEKOTOPBIX BApUAHTaX OCYLIECTBICHHA MYTalMsd B LIAPHUPHOU
obmactu [gG4 MoxeT pea0TBpamaTh 0OMEH MOJIOBUHON MOJIEKYIIBI C APYTUMH MOJIEKYJIAMHA
IgG4. B HEeKkOTOpBIX BapHaHTaX OCYMIECTBIICHHS OJHA WA 0OJie€ MYTallid B TIAPHUPHOU
obmactu [gG4 MOTYyT IpeAycMaTpHUBATh CTAOMITM3HPYIOIYI0 MYTAIHIO C 3aMEHOU CEpHUHA HA
MPOJIMH, KOTOPas MPEAOTBPAIMAET OOMEH TMOJIOBUHOW MOJIEKYJBI C APYTHUMH MOJIEKYTaMH

IgG4. B HekoTOpBIX BapHaHTaX OCYIIECTBICHHS OJHA WA 0OJiee MYTalllid B TIAPHUPHOU
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oonactu IgG4 moryT mpexycmartpuBath mytammio S228P. Cwm., Hanpumep, J. Biol. Chem.
2015; 290(9):5462-5469.

[00268] B HekoTOpBIX BapuaHTax OCyHIECTBICHUA CBAsbBaromee PD-1
CPEACTBO COACPKUT TOMUMIENTH, THKEION LENd MMMYHOTJIOOYIIWHA, aMUHOKHCIOTHAS

MOCIIEA0BATENBHOCTh KoTOpOoro coaepkut SEQ ID NO: 3.

SEQ ID NO: 3. Ilommmentua TsOKeJIOHM 1ienmd aHTUTena Kk PD-1
(Imocne10BaTENbHOCTH CDR)
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYOQODSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASPYYA
MDYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVT
VSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPS
NTKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVV
VDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDW
LNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLT
CLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQ
EGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00269] B HEKOTOpBIX BapHaHTax OCYIIECTBIECHUA CBs3piBatomee PD-1
CPEACTBO COJECPKUT TOJMIENTHA JIETKOM LENMH WMMYHOTTIOOYJIMHA, aMHUHOKHCIOTHAS

MOCJIeI0BAaTENHbHOCTh KOTOpOTO coaepkut SEQ ID NO: 4.

SEQ ID NO: 4. IlommmentHn JerkoM nenmud aHtutena Kk PD-1
(IociIeI0BATEIbHOCTH CDR)
DIQLTQSPSFLSAYVGDRVTITCKASODVGTAVAWYQQKPGKAPKLLIYWA
STLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKL
EIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQS
GNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKS
FNRGEC

[00270] [Tox SEQ ID NO: 3 u 4 onrcaHO WLTIOCTPATHBHOE TYMaHHU3UPOBAHHOE
MOHOKJIOHaIbHOE  aHTHTeno K PD-1, B KOTOpOM B  Ka4yecTBE  KapKaCHBIX
MOCJIEI0BATENLHOCTEH HCIIOIb30BaHbI T'eH Tsokea0u nenu IGHG4*01 yemoBeka U reH JIerkou
karma-tiera [GKC*01 yenmoseka. MimeeTcss 0MHOYHAS TOYEYHAS MyTaI|s C 3aMEHOM Ser Ha
Pro B mapuaupHo# o0nactu Tspkenmon mienu [gG4. Dta MyTaius HAXOIUTCS B KAHOHHYECKOM
nontoxkeHun S228, cootBeTcTBytomeM octatky 224 u3z SEQ ID NO: 3. He xenas ObITh
CBI3aHHBIMH KaKOW-THOO TEOPHEH, TMOJIATar0T, YTO 3Ta TOYECYHAS MYTAIMA CIYXKUT JIJIs

CTAOMITM3ALMH IAPHUPA TSHKETION LETH AaHTHTENA.

109



WO 2018/129559 PCT/US2018/013029

[00271] buopmsnueckue u  OHOXMMHYECKHE  XAPAKTEPUCTHKH  ITOTO
WUTIOCTPATUBHOTO ~ TYMAHHU3UPOBAHHOTO  MOHOKJIOHAIBHOTO  aHTMTenma kK  PD-1
COOTBETCTBOBAIM OKHIAEMOMY TATTEPHY IUCYIb(MUAHBIX CBA3eH mua mosekynsl 1gG4.
OcTaTku, BOBIECUEHHBIE B O’KUIAEMBIE MEK- U BHYTPHIIETIOUECYHBIE AUCYIb()HUIHBIE CBA3H,

MPUBEACHBI B TaOMIE HIOKE (Tabuubl 1 u 2).

Tatauua 1. Oxxugaembie OCTaTKH, BOBICYCHHBIE B TUCYIb(MHUIHBIE CBA3H THKEIOU
LIETHU WUTFOCTPATUBHOTO CPEACTBA HA OCHOBE aHTUTENA K PD-1, umeromen

AMUHOKHCIIOTHYIO MOCJIEA0BATENbHOCTD, U310keHHYI0 o SEQ ID NO: 3

ID octaTka Octatok HC mAb k
LMCTEUHA PD-1 (monoskenue B
COTJIaCHO SEQ ID NO: 3)
Edelman®

| 22
11 96
111 130
IV 143
\Y% 199
VI 222
VII 225

VIII 257
IX 317

X 363

XI 421

Tatauua 2 — OxxugaemMple OCTATKH, BOBICUEHHBIE B THCYITb(OHIHBIE CBI3H JIETKOH
LIETH WLTKOCTPATUBHOTO CPEACTBA HA OCHOBE aHTUTENA K PD-1, nmeromen

AMUHOKHCIIOTHYIO TOCJIEA0BATENbHOCTD, H30keHHYI0 moa SEQ ID NO: 4.

ID ocTatka Octatoxk LC mADb k
[UCTEUHA PD-1 (mromoskeHwue B
COTJIACHO SEQ ID NO: 4)
Edelman?®

I 23
II 88
111 134
v 194
A% 214

B panHom wmmmoctpatmBHOM aHTuTene k PD-1 mpoaeMoHcTpupoBaH

3aHATHIN calT N-TTUKO3UIMPOBAaHUS O OCTAaTKy acmaparuHa 293 B gomeHe CH2 kaxmou

TSDKENON e B TocyieaoBarenbHocTH 3pesoro oenka (SEQ ID NO: 3). IToxyuennoe B xoe
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JKCTIpecCHU  N-TIIMKO3WIIMPOBAHWE TIO JSTOMY CaWTy TIPEACTABIIET COOOH CMeCh
Pa3HOBHIHOCTEN OJMTOCAXaPHIOB, KaK MPaBHIIO, HAOMoaeMbIX Ha IgG, sxcnpeccupyemMbIx
B KYJIbTYpPE KJIETOK MJCKONHUTAOIMNX, HAPUMEDP, HWXKE INOKa3aHa OTHOCHUTEIIbHAs
NPEACTABICHHOCTh PA3HOBUIHOCTEN TTIMKAHOB M3 IpEenapara JAaHHOTI'O HIUIHOCTPATHBHOTO
auturena k PD-1, kynmpTHBHpyeMOro B KIE€TKaX SWYHHKA KuTaiickoro xomsuka (CHO)

(TaGauua 3).

Tabauua 3 — AHanmu3 IIIMKaHOB CBA3BIBAIOIIETO CPEACTBA HA OCHOBE aHTHTENA K PD-

1
Bun [Ipencrasnennocts (% OT Ommcanue riimKaHa
001ero yncna
OJIMTOCAXapHUI0B)
GO <0,1% Hedyxo3unmupoBaHHbIN OTUTOCAXapU

THUIIA araJlaKTO3UIUPOBAHHOTO
JBYXaHTEHHOT'O KOMILJIEKCA

GOF 19,5% Onurocaxapun Tumna
arajaakTO3WJIMPOBAHHOIO ABYXaHTEHHOTO
KOMILIEKCA C KOPOBBIM
(YKO3HITUPOBAHHEM

Gl 0,1% Hedyko3umipoBaHHBINA OJTUTOCAXAPH/T
THTIA MOHOTAJIAKTO3HITHPOBAHHOTO
JBYXaHTEHHOTO KOMITJIEKCA

GIF 45,6% Onurocaxapuj Tumna
MOHOTAJIAaKTO3HUIIUPOBAHHOTO
JBYXaHTEHHOTO KOMITIEKCA C KOPOBBIM
(yKO3UTMPOBAHUEM

G2F 27,4% Onurocaxapuj Tumna
raJJaKTO3UITMPOBAHHOTO ABYXaHTEHHOTO
KOMILTEKCA C KOPOBBIM

(yKO3UTHPOBAHUEM
M5 0,5% OnuroMaHHO3UAUPOBAHHBIN N-TJIUKaH,
MansGIcNAc,
[00273] B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS B HACTOSALIEM H300PETEHUH

MPEAYCMOTPEHO CPEACTBO Ha OCHOBE aHTHUTENA K PD-1, comeprkamee no MeHpIen Mepe OJHY
TSOKENYI0 TETh MWMMYHOTJIOOYJTHHA, WMEIOUIYI0 AMHHOKHCIIOTHYIO TIOCIIEIO0BATENBHOCTD,
m3noxkeHHyro noa SEQ ID NO: 3, u mo MeHpIEH Mepe OJHY JETKYlH LEMb
HMMYHOTJIOOYJTHHA, UMEFOIIYI0 AMHHOKHCIIOTHYIO TIOCTIEIOBATEIHOCTD, H3IIO’KEHHYIO IO/
SEQ ID NO: 4. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHUs CPEJACTBO HA OCHOBE aHTUTENA K

PD-1 comepxur ABE TDKENblE LEMH HMMYHOTJIOOYIIMHA, KaKIasd W3 KOTOPBIX HMEET
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AMUHOKHCIIOTHYIO TIOCJIE€IOBATENbHOCTh, u3nokeHHY0 mog SEQ ID NO: 3. B kauectse
a7bTEPHATUBbBI WU B JIOMOJTHEHUE, B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHUS CPEIACTBO Ha
ocHOBe aHTWUTena K PD-1 comepskuT ABe JeTKHE IENMH WMMYHOTJIOOYJIMHA, KaKAas W3
KOTOPBIX UMEET AMHUHOKHUCIIOTHYIO TIOCTIEA0BATENBHOCTD, U3N0keHHY0 noa SEQ ID NO: 4.
B HekoTOpBIX BapmaHTax OCYIIECTBICHHsS CPEACTBO HAa OCHOBE aHTuTena k PD-1 mmeer

(dhopMaT KAHOHUYECKOTO AHTHTEIA.

[00274] B HexkOoTOpBIX BapHaHTax OCYINECTBIECHUA CBssbiBaromee PD-1
CPEICTBO TIPEICTABIISIET COOOM HUBOIYMAO, MEMOPOIHM3yMal, aTe30mu3ymMad, aypBamyMao,

aseryma0 uium mo00e U3 aHTUTel, pacKpbeIThiX B WO 2014/179664.

[00275] [lemOponmu3zymal® mpeacTaBiseT cOOOM MOHOKIOHAIBHOE AHTHTENO K
PD-1 («mAb») (Taxke usBecTHoe kak MK-3475, SCH 9000475, Keytruda). [TemOpommzymad
NPEACTaBIAET COOOW TyMaHM3MPOBaHHOE MAD Ha OCHOBE HMMMYHOTJIOOYIIMHA H30THIIA
G4/kanma. MexaHu3M JeHCTBHA TeMOpOHM3yMada 3aKIF04aeTcs B CBA3bIBAaHHM MAD ¢
peuenropom PD-1 mumdoruTos ¢ 6mokuposanuem B3aumozaeicteus PD-1 ¢ nurangamu PD-
L1 u PD-L2, BeIpabGaTbiBACMBIMH APYTHMH KICTKAMH B OPTaHW3ME, B TOM YHCIIE

OTTyXOJIEBBIMH KIIETKAMH HEKOTOPHIX (POPM paka.

[00276] [TomoOHBIM TIEMOpOTM3yMa0y 00pa3oM HUBOJyMAO (TAK)KE H3BECTHBIN
kak BMS-936558, Opdivo) 6si1 BriepBbie oqo0per FDA B 2014 1. myst medeHuss METaHOMBI,
KOTOpas HE MOXKET OBITh VyAaJeHa XHUPYPTUYeCKHM IIyTeM WIH TOJBEPIIIaCh
METACTA3UPOBAHUIO TIOCIIE JICUEHHs C TMMOMOINBI0 WmMyMada U uaruonropa BRAF, rae

3TO HEIECO00Pa3HO.

[00277] B HEKOTOPBIX BApHAHTAaX OCYIIECTBICHUA CPEACTBO HA OCHOBE aHTUTETIA
Kk PD-1 npencraBnser coO0M CpeACcTBO, PACKPHITOE B MyOIHKAIIMH MEXTYHAPOTHOHN 3aIBKH

Ha mateHT WO 2014/179664, monHoe coepikaHne KOTOPOH BKITFOUEHO B TAHHBINA JOKYMEHT.

[00278] B HEekOTOPBIX BapHaHTaX OCYIIECTBJICHUSA MPEIYCMOTPEHHOE CPEACTBO
HA OCHOBE TSDKEJIOW TETH, JIETKOW IENMHA W/WIM aHTUTEIa UMEET CTPYKTYpPy, KOTOpas
BKIIFOYAaeT OJHY WM Oojee JUCYIbPHUIHBIX CBA3eH. B  HEKOTOPBHIX BapuUaHTax
OCYNIECTBIICHHA OJHA WU Oojiee IUCYITb(PUIHBIX CBA3EH TPEACTABIAIOT COOOW WU

BKIJTFOYAIOT TUCYTb(UIHYIO CBA3b B OKHIAEMOM TIOJIOKEHUH UMMYHOTII00yHHa [gG4.

[00279] B HexkOoTOpBIX BapHaHTax OCYINECTBICHUA CBsasbiBaromee PD-1

CPEICTBO TIWKOZHIUPOBAHO TIO OJHOMY WM Oojiee cautaMm. Vcmomb3yeMblii B JaHHOM
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JOKYMEHTE «TJIMKaH» O3HAYAaeT KOMIIOHEHT TJHKOMPOTEHHA, TPEACTABISIOMUNA COOOM
caxapubiii mojuMmep (¢dpparmeHt). TepMHUH «TTHKAH» OXBATBHIBAET CBOOOJHBIE TIIHKAHBI,
BKIJIFOYAsl TJIUKAHBI, KOTOPbIE OBLIH OTIICIUICHBI WIIH WHBIM OOPa30M BBICBOOOKIEHBI W3
TJIMKOTIPOTEHHA. B HEKOTOPHIX BapWaHTAX OCYINECTBICHHUS B HACTOAIEM H300PETCHHH
MPeIyCMOTPEHA KOMITO3HIIHS, COACPKAaNIas OHY WK OoJiee TITHKO(GOPM CPeIcTBa HA OCHOBE
TSDKENOW TIeTH, JIETKOW 1N W/WIA aHTHTENA, OMUCAHHOTO B JAHHOM JOKyMeHTe. B
HEKOTOPBIX BapHAHTAX OCYINECTBJCHHS TJIMKAaH CBA3aH ¢ Fc-00macTeio mocpeAcTBOM aToMa
N. B HEkoTOpBIX BapuWaHTax OCYIIECTBIEHHUA cCBasbiBatromee PD-1  cpenctso

TIUKO3UIMPOBAaHO 10 Asn297 (mymepanus o Kabat).

[00280] Hcnonp3yeMblii B JAaHHOM JOKYMEHTE TEPMHH «TIMKO(QOpMa»
OTHOCHTCSI K KOHKPETHOM (hopMe rIMKONpoTerHa. To ecTh, €Clii IIMKOTPOTEUH COAEPIKHUT
KOHKPETHBIM IOJIMNENTH, KOTOPBIA MOTCHIMAIBHO MOJKET CBS3BIBATHCA C PA3IUYHBIMH
TTIUKAHAMU WM HA0OpaMHM TJIMKAHOB, TO KaKJas OTAENbHAs BEPCHA TIIMKONPOTEHHA (T. €.
KOT/1a TIOJIMITENITH]] CBA3aH C KOHKPETHBIM TTMKAHOM WJIM HA0OPOM TJIMKAHOB) 0003HAYAETCS
Kak «rmukoopma». B HEKOTOPBIX BapHaHTaX OCYHIECTBICHHUS IPEAYCMOTPEHHAS
KOMITO3UIMA COJEPKUT HECKOIBKO TIMKO(OPM OTHOTO WM OOjee CPeAcTB Ha OCHOBE

TSOKEJION oenu, JIETKOM e W/ U AHTUTCIIA, OITMCAHHBIX B JAHHOM JOKYMCHTC.

[00281] B HEekOoTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEICTBO CBA3BIBACTCS C BHICOKOH adpuHHOCTHIO ¢ PD-1 demoBeka u sBaHCKOTO Makaka. B
HEKOTOPBIX BapUAHTaX OCYIIECCTBICHUS CBsA3bIBaHUE cBs3biBatomero PD-1 cpenctsa moxker
OBITH 0OXAaPAKTEPU30BAHO C TIOMOMIBIO MOBEPXHOCTHOTO IIA3MOHHOTO pe3onanca (SPR). B
HEKOTOPBIX  BapUaHTaX OCYLIECTBJIEHUA  pe3yiabTaTel  u3MmepeHnuit SPR  moryr
MPOJAEMOHCTPUPOBATh WM MOATBEPAUTH CBA3BIBaHME CBA3bBaromero PD-1 cpeactsa co
ciuteiM ¢ Fe-momernom PD-1 denoBeka w/unmm sSsBAaHCKOTO Makaka. B HEKOTOPHIX BapuaHTax
ocymecTBiicHus cBs3biBatomee PD-1 cpenctBo cesaseiBaet PD-1 yenoBeka u siBAHCKOTO
MAaKakKa MpPH BBICOKOM CKOPOCTH aCCOLMALIMM, HHU3KOM CKOPOCTH JUCCOLMALMH U BBICOKOW
apdurHocTH (Tabnuua 4). Hanpumep, TpH WCMONB30BAHHUH  WJUTFOCTPATHBHOTO
ceasbiBatomero PD-1 cpenctBa moka3zatenu KHHETHKM CBs3biBaHuA ¢ PD-1 yenoseka u
SBAHCKOTO MAaKaka ObUIM aHAJOTHYHBIMH, TIPU 3TOM HAOIIOJANOCh MEHEE YeM 2-KPaTHOE
oTiimuue B 3HaYeHUAX Kp. KpoMe Toro, cBs3piBaHNE WILTFOCTPATHBHOTO CBs3bIBaroniero PD-
1 cpenctBa ¢ PD-1 denoBeka uiiu SsBAHCKOTO MaKaka, SKCIIPECCUPOBaHHOTO Ha KiieTkax CHO-

K1, oueHuBamu ¢ moMONIp0 TPOTOYHOW LIMTOMETPHUH. Y CTAHOBUIIM, YTO WILTKOCTPATHBHOE
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ceasbiBaromiee PD-1 cpenctBo cBsA3pIBacTCS ¢ HAXOAAIMUMCS HAa MOBEPXHOCTH KieTku PD-1

YeJloBeKa U sBaHCKOTo Makaka ¢ ECso, coctaBmsromieit 2,0 u 3,4 HM, COOTBETCTBEHHO.

Tadauua 4. CeaspiBanue ceasbiBatomero PD-1 cpeactsa (comepsxamero SEQ ID
NO: 1 u 2) ¢ PD-1, kak onpeaeneHo ¢ TOMOIIBI0 MTOBEPXHOCTHOTO TIA3MOHHOTO PE30HAHCA

Y aHaM3a cBs3biBaHuA ¢ npuMeHeHneM kinetok CHO, skcnpeccupyromux PD-1

Kunernueckue napametpsl (SPR) Knerku CHO,
SKCIIPECCUPYIOLIHE
PD-1
Bun Kaccon, (Me)™! Kceon (¢1) | Kp (HM) ECso (HM)
PD-1 yenoseka 5,7x 10° 1,7x 10* 0,30 2.0
PD-1 cyno 4,3 x 10° 2,3x 10 0,53 3.4

CHO = auYHUK KUTANCKOTO XOMSIYKA; Cyno = sBaHCKHM Makak, ECso =
noJiyMakcuMabHas 3¢ peKTHBHAS KOHUEHTPAIHS;, Kaccouw = KOHCTaHTA CKOPOCTH
accoumaimu;, Kp = koHcTanTa auccouuanui;, Kapecon, = KOHCTAHTa CKOPOCTH
JTUCCOIHAIIUH,

PD-1 = 6enmok 3anmporpaMMHPOBaHHOHM cMepTH KIIeTKH 1; SPR = moBepxHOCTHBIN

TJIA3MOHHBIA PE30HAHC.

[00282] B  HEKOTOpPBIX BapuaHTaXx OCYIIECTBICHUS AHTAarOHUCTHUYECKAS
AKTUBHOCTH CBsi3bIBatotero PD-1 cpeacTBa B OTHOIEHUH OJIOKHUPOBAHUS B3aHUMOICHCTBUS
PD-1/PD-L1 wmu PD-L2 moker ObITh TMOATBEPKACHA WM OMpPEACIIEHA ¢ TPUMEHEHHEM
aHanM3a HAa OCHOBAHUM NPOTOYHOM LUTOMETPUH, B KOTOPOM H3MEPSIOT CBSI3bIBAHUE
meueHoro PD-L1 u PD-L2, skcnipeccupyemoro kak Oenku cmstans Fe [gG1 mprmu (PD-L1
mFc nwmm PD-L2 mFc), ¢ skcnpeccupyromumu PD-1 knetkamu. B HeKOTOPBIX BapHaHTax
ocymecTBieHusa cBia3pBatomee PD-1  cpeactBo moxer 3¢¢deKTHBHO OIOKHPOBATH

cesa3biBanue PD-1/PD-L1 u PD-1/PD-L2 mo cpaBHEHHIO ¢ H30TUITHEIM KOHTpOoseM [gG4.

[00283] B HEkOTOpBIX BapHaHTax OCYINECTBIECHUA CBsa3biBaromee PD-1
cpeactBo MokeT 3((eKTHBHO HEHTpanu30BaTh aKTHBHOCTH PD-1 (Hampumep, MOKeT

nonaBiATh cea3piBanre PD-1 ¢ PD-L1 u PD-L2). B HekoTOphIX BapHaHTaX OCYIIECTBICHUS
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(yHKIIMOHAITbHAS AHTATOHUCTHYECKAs aKTUBHOCTH CBs3biBaromiero PD-1 cpeacTsa mMoskeT
OBITh TIOATBEP)KJIEHA WM OIpPEJEIeHA C TIOMOINBI0 PEAKIMH CMENIAHHBIX JHM(OIMTOB
(MLR), nemOHCTpUpYIOIIEH yCHICHHOE mpoaynupoBanue wuHTepnerkuaa (IL)-2 npwm
noOasneHuu cBsaspiBatomero PD-1 cpeactBa. B HEKOTOPHIX BapuaHTaxX OCYIIECTBICHHSA
aHamm3 ¢ nomombio MLR MokeT OBITh BBIIOJHEH C HCIHOJNB30BAHHEM TIEPBHYHBIX
yenopeueckux CD4+ T-kneTok B KayecTBE PECMOHACPOB M YENOBEUECKHMX JCHIPHUTHBIX

KJIICTOK B KAYCCTBC CTUMYJIIITOPOB.

91<cnpeccu}l ucocmae

[00284] B HekoTOpBIX BapHaHTax OCYINECTBIECHHUA CBssbiBaromee PD-1
CPEICTBO  JKCTIPECCHpPYETCs M3  BEKTOpa,  COJCPKAIEro OJHYy WM Oolee
MOCIIEOBATEIBHOCTEN HYKJIEHMHOBBIX KHCIIOT. B HEKOTOPBIX BapHaHTax OCYIIECCTBIICHUA
ca3pBatoniee PD-1 cpeacTBO COOEPKUT MOMUMMENTH THKETOW LEMH MMMYHOTJIOOYIIMHA,

KOJAMPYEMBIH HYKJICOTHIHOM MOCIEeA0BaTENBHOCTHIO, KoTopas coaepkut SEQ ID NO: 5.
SEQ ID NO: 5

GAG GTG CAG CTG TTG GAG TCT GGG GGA GGC TTG GTA CAG CCT
GGG GGG TCC CTG AGA CTC TCC TGT GCA GCC TCT GGA TTC ACT TTC
AGT AGC TAT GAC ATG TCT TGG GTC CGC CAG GCT CCA GGG AAG GGG
CTG GAG TGG GTC TCA ACC ATT AGT GGT GGT GGT AGT TAC ACC TAC
TAT CAA GAC AGT GTG AAG GGG CGG TTC ACC ATC TCC AGA GAC AAT
TCC AAG AAC ACG CTG TAT CTG CAA ATG AAC AGC CTG AGA GCC GAG
GAC ACG GCC GTA TAT TAC TGT GCG TCC CCT TAC TAT GCT ATG GAC
TAC TGG GGG CAA GGG ACC ACG GTC ACCGTC TCC TCA GCA TCC ACC
AAG GGC CCA TCG GTC TTC CCG CTA GCA CCC TGC TCC AGG AGC ACC
TCC GAG AGC ACA GCC GCC CTG GGC TGC CTG GTC AAG GACTACTTC
CCC GAA CCA GTG ACG GTG TCG TGG AAC TCA GGC GCC CTG ACC AGC
GGC GTG CAC ACC TTC CCG GCT GTC CTA CAG TCC TCA GGA CTC TAC
TCC CTC AGC AGC GTG GTG ACC GTG CCC TCC AGC AGC TTG GGC ACG
AAGACCTACACCTGC AAC GTA GAT CAC AAG CCC AGC AACACC AAG
GTG GAC AAG AGA GTT GAG TCC AAA TAT GGT CCC CCA TGC CCA CCA
TGC CCA GCA CCT GAG TTC CTG GGG GGA CCA TCA GTC TTC CTG TTC
CCC CCA AAA CCC AAG GAC ACT CTC ATG ATC TCC CGG ACC CCT GAG
GTC ACG TGC GTG GTG GTG GAC GTG AGC CAG GAA GAC CCC GAG GTC
CAGTTC AAC TGG TAC GTG GAT GGC GTG GAG GTG CAT AAT GCC AAG
ACA AAG CCG CGG GAG GAG CAGTTC AACAGCACGTAC CGT GTG GTC
AGC GTC CTC ACC GTC CTG CAC CAG GACTGG CTG AAC GGC AAG GAG
TAC AAG TGC AAG GTC TCC AAC AAA GGC CTC CCG TCC TCC ATC GAG
AAA ACCATCTCC AAA GCC AAA GGG CAG CCC CGA GAG CCA CAGGTG
TAC ACC CTG CCC CCA TCC CAG GAG GAG ATG ACC AAG AAC CAG GTC
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AGC CTG ACC TGC CTG GTC AAA GGC TTC TAC CCC AGC GAC ATC GCC
GTG GAGTGG GAG AGCAAT GGG CAG CCGGAGAACAACTACAAGACC
ACG CCT CCC GTG CTG GAC TCC GAC GGC TCC TTC TTC CTC TAC AGC
AGG CTA ACCGTG GAC AAG AGC AGG TGG CAG GAG GGG AAT GTCTTC
TCA TGC TCC GTG ATG CAT GAG GCT CTG CAC AAC CAC TAC ACA CAG
AAGAGC CTC TCC CTG TCT CTG GGT AAA

[00285] B HEkOTOpBIX BapHaHTaxX OCYINECTBIECHUA CBs3biBaromee PD-1
CPEACTBO COJEP)KUT TOJMIENTHA JETKOW IeNMH MMMYHOTTIOOYIIWHA, KOJUPYEMBIH

HYKJICOTUAHOM MOCIEA0BATEILHOCTHIO, KoTOpas coaepxkut SEQ ID NO: 6.
SEQ ID NO: 6

GAC ATC CAG TTG ACC CAG TCT CCA TCC TTC CTG TCT GCA TAT
GTA GGA GAC AGA GTC ACC ATC ACT TGC AAG GCC AGT CAG GAT GTG
GGT ACT GCT GTA GCC TGG TAT CAG CAA AAA CCA GGG AAA GCC CCT
AAG CTC CTG ATC TAT TGG GCA TCC ACC CTG CAC ACT GGG GTC CCA
TCA AGG TTC AGC GGC AGT GGA TCT GGG ACA GAATTC ACT CTC ACA
ATC AGC AGC CTG CAG CCT GAA GAT TTT GCA ACT TAT TAC TGT CAG
CAT TAT AGC AGC TAT CCG TGG ACG TTT GGC CAG GGG ACC AAG CTG
GAG ATC AAA CGG ACT GTG GCT GCA CCA TCT GTC TTC ATC TTC CCG
CCA TCT GAT GAG CAA TTG AAA TCT GGA ACT GCC TCT GTT GTG TGC
CTG CTG AAT AACTTC TAT CCC AGA GAG GCC AAA GTA CAG TGG AAG
GTG GAT AAC GCC CTC CAA TCG GGT AAC TCC CAG GAG AGT GTC ACA
GAG CAG GACAGC AAG GACAGCACCTACAGCCTCAGCAGCACCCTG
ACG CTG AGC AAA GCA GACTAC GAG AAA CAC AAA GTC TAC GCCTGC
GAA GTC ACC CAT CAG GGC CTC AGC TCG CCC GTC ACA AAGAGCTTC
AAC AGG GGA GAG TGT

[00286] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEICTBO  OKCIPECCHUPYETCS W3  BEKTOpa,  COJAEPKAINEro  OAHY HWIH  Oolee
MOCIIEIOBATEIIFHOCTEH HYKIIEMHOBOW KHCJIOTHI, KOJUPYIOIMHX TOJUTIENITH BApHAOCITHHOTO
JOMEHAa TsDKEIIoHW mermd PD-1-CBA3BIBAOIMIET0 WMMYHOTJIOOYJIWHA W/HIH TIOJTHIICTITHT
BapHaOEIIbHOTO JOMEHAa JieTKoW menmu PD-1-CBA3bIBaOIIEr0 WMMYHOTJIOOymWHA. B
HEKOTOPBIX BapHAHTaX OCYHIECTBJICHUS CBA3biBaromee PD-1 cpeactBo skcnpeccupyeTcs U3
BEKTOPa, COJEPIKAIIET0 OJHY WIH 0o0Jiee TOCIEAOBATETFHOCTEH HYKJICHHOBOW KHCIIOTHI,
KOAUPYIOIUX TONHIETTH]T TsDKETToH 1ermu PD-1-cBsi3piBaromero HMMYHOTIOOYTHHA W/ HITH
TIOJTUTIETITH, JIETKOU Tieru PD-1-CBA3BIBAONIET0 MMMYHOTJIOOYTHHA. BeKkTopoM MoOKeT
ObITh, HAIpPHUMEp, IUTA3MHUAA, OIUCOMA, KOCMHJA, BHPYCHBIM BEKTOp (HAmpumep,

PETPOBUPYCHBIM WM aJCHOBHUPYCHBIN) WmH ¢ar. [logxomdmme BEKTOPHI W CIIOCOOBI HX
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MOJTyYEHUs] XOPOINO H3BECTHBI B yPOBHE TEXHHWKH (CM., Hampumep, Sambrook et al.,
Molecular Cloning, a Laboratory Manual, 3rd edition, Cold Spring Harbor Press, Cold Spring
Harbor, N.Y. (2001), u Ausubel et al, Current Protocols in Molecular Biology, Greene
Publishing Associates u John Wiley & Sons, New York, N.Y. (1994)).

[00287] B HekoTOphIX BapHaHTaX OCYHIECTBICHHS BEKTOP(-bI) ISl SKCTIPECCHH
ceaspBatomux PD-1  cpeacTB  JOMONHUTENBHO COIEPXKHUT(-aT) TOCIEIOBATENHBHOCTH
PEeryIsiliKd  OKCIPECCHH,  TaKWe  KAaK  MPOMOTOPBL,  JHXAHCEPBI,  CHUTHAJIBI
MOJIMA/ICHUIMPOBAHNSA, TEPMHUHATOPHI TPAHCKPHIIUH, YYaCTKH BHYTPEHHEHW TIIOCAJKH
pudocomsr (IRES) ®u T1.1m, KOTOpblE OOECTICYMBAOT OSKCIPECCHIO KOJMPYIOLICH
MOCTIEIOBATEIFBHOCTH B KJIETKE-XO3sIuHE. IIocTpaTHBHBIE — MOCIEAOBATEIBHOCTH
PETyILUN 3KCIPECCHU MU3BECTHBI U3 YPOBHSA TEXHUKU W omMcaHbl, Hanpumep, B Goeddel,
Gene Expression Technology: Methods in Enzymology, Vol. 185, Academic Press, San
Diego, Calif. (1990).

[00288] Bekrop(-b1), conaepkammi(-ue)  HYKICHHOBYIO KHCIOTY(-BI),
Koaupyromymo(-ue) cBs3pBaromue PD-1  cpeacTBa B COOTBETCTBHHM C  HACTOSIIIAM
H300peTeHHEM, MOKET(MOTYT) OBITh BBEIEH(-bI) B KIIETKY-XO3SHMHA, CIIOCOOHYIO
SKCIIPECCUPOBATh KOJAUPYEMBIE 3TOM HYKJICWHOBOW KHCJIOTOM TOJMUIENTHABL, BKIIOYas
MOOYI0 TOAXOMAIIYI0 TPOKAPHOTHYECKYI0 HWIIH 3YKAPHOTHYECKYI KIEeTKy. Hekotopsie
MPEATMOYTHTETFHBIC KAYeCTBA KIIETOK-X035€B BKIFOYAIOT B €0 JIETKUI M CTAOMITBHBIN POCT,
AOCTATOYHO OBICTPYIO CKOPOCTh POCTA, HAMYHE XOPOIIO OXAPAKTEPHU30BAHHBIX CHUCTEM

IKCIIPECCUH W/WITH JIETKYI/3((HEKTHBHYIO TPAHC(HOPMAIIHIO HITH TPAHCHEKITHIO.

[00289] B HEKOTOpBIX BapuaHTax OCYIICCTBICHUSA NPUMEHSIOT KIETKH
MJICKOTIATAOMKX. M3 ypOBHSA TEXHHKH HW3BECTEH PAN TOAXOMAINX KJIETOK-XO35EB,
MPEICTABIIIOMMUX COOOW KIIETKA MJICKOTHMTAIONINX, W MHOTHE W3 HHX JOCTYIHBI W3
AmepukaHckoW KoIDieKuu TUNoBbIX KymbTyp (ATCC, Manaccac, Buprunams). [Ipumeps
MOJXOAAIMNX KJIETOK MIIEKONMHUTAIUX BKIIOYAIOT 0€3 OTpaHWYECHUSA KIETKH SHYHHKA
kurarickoro xomsuka (CHO) (Ne B ATCC CCL61), knetkn CHO DHFR (Urlaub et al., Proc.
Natl. Acad. Sci. USA, 97: 4216-4220 (1980)), k1eTKH 3MOPHOHATBHON TTOYKH YETIOBEKA
(HEK) 293 wmu kmetku 293T (Ne 8 ATCC CRL1573) u xnetku 3T3 (Ne 8 ATCC CCL92).
JIpyTuMu TOAXOJANIMMH JIHHUAMH KJIETOK MIIEKOTIMTAIOIIUX SBJISIOTCS JMHHH KIETOK
00e3pstHBI COS-1 (Ne B ATCC CRL1650) n muaun ketok COS-7 (Ne B ATCC CRL1651), a
taroxe muauA K1eTok CV-1 (Ne 8 ATCC CCL70).
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[00290] JlomOTHUTETbHBIE HITFOCTPAaTUBHBIE KIIETKU-X034€Ba,
MPEACTABIAIONMUE COOON KICTKHA MJICKOTIMTAONINX, BKITFOYAIOT JIMHUHM KJIETOK MPUMATOB U
JUHUM KJIETOK TPBI3YHOB, B TOM UHCJIE JIHHAH TPAHC()OPMHPOBAHHBIX KJIETOK.
[TogxoadmuMu SBIAIOTCA TAKKE HOPMAJIbHbIE IMIUIOMAHBIE KIETKH, IITAMMBI KIIETOK,
MPOUCXOISTITUE U3 KYJTbTYPHI 1N VItro IEPBUYHON TKAHH, & TAK)KE MIEPBUYHBIEC SKCTUTAHTATHI.
Jlpyrue moaxoasmive IMHAA KIETOK MJIEKOTTUTAIONIUX BKIIOYAIOT 0€3 OrPAaHHYCHUS KIIETKH
HerpoOmacrombl Mbiti N2A, Hela, xinetku mpimu L-929 u nunuun knetok xomsiuka BHK
nm HaK, Bce u3 xotopeix moctymusl oT ATCC. Croco6s1 0TO0pa MOAXOIANINX KIIETOK-
X0351€B, MPEACTABISIOMUX COOON KIIETKH MJICKOTUTAIONINX, U CIIOCOOBI TpaHC(hOpPMAIIHH,
KyJIbTUBUPOBAHUSA, aMIUTH(PUKALIMH, CKPUHUHTA U OYHMCTKH KIJIETOK W3BECTHBI M3 YPOBHSA

TCXHHKH.

[00291] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUS KJIETKA MIIEKONMTAOILETO
NpeACTaBIAET cOOON KIIETKY uenoBeka. Hanmpumep, KI€TKOH MIIEKOIUTAIONIET0 MOKET OBITh
MHHUS TAM(OUTHBIX KIIETOK YETIOBEKA HITH JIMHUA KIIETOK, IPOUCXOIAINX U3 JTUM (POUTHBIX
KJIETOK, TaKas KaK JIMHUA KJIETOK, MPOUCXoasamas u3 npe-B-mimdormros. [Ipumeps muHmit
MUM(OUIHBIX KIIETOK YeI0BEKa BKIFOUAOT Oe3 orpanmyeHus kietku RAMOS (CRL-1596),
Daudi (CCL-213), EB-3 (CCL-85), DT40 (CRL-2111), 18-81 (Jack et al., Proc. Natl. Acad.
Sci. USA, 85: 1581-1585 (1988)), xnetku Raji (CCL-86) 1 uX MPOU3BOIHBIE.

[00292] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEACTBO COCTABIIEHO B BHAE (hapMAaIeBTUYECKOW KOMITO3UIIHH, COACPIKAINEH OJHO WITH
KOMOHMHAIIMI0 MOHOKIOHAIBHBIX AHTHTEN WM WX AHTHUTECHCBA3BIBAIOIIECH(-UX) YacTH(-eH),
COCTaBJIIEHHBIX C (hapMAaleBTHYECKH TPUEMIIEMbIM HocuTelmeM. CpencTBO Ha OCHOBE
aatuTrena k PD-1 moxeT OBITH COCTaBIIEHO OTAETBHO WM B KOMOWHAIMH C JPYTHMH
JEKapCTBEHHBIMH  CpEACTBAMHM (HAmpuMep, B KadecTBe ajapioBaHTa). Hampuwmep,
cBsa3biBaroniee PD-1 cpencTBo MokeT OBITh BBEJCHO B KOMOWHAIIMW C JPYTHMH CPEICTBAMHU
U JICYEHUS WM TIPEAYyNPEKICHUS 3a00JIEBAaHUM, PACKPBITBIX B JAHHOM JOKYMEHTE

(Hampumep, paka).

[00293] TepaneBTryeckrue KOMIIO3HIINHN, KaK IPABUIIO, TOJDKHBI OBITH
CTEPUIIBHBIMH U CTAOWITBHBIMH B YCIIOBUIX U3TOTOBJICHUS M XpaHEeHUA. KOMITO3UIHSI MOKET
OBITh COCTABIIEHA B BHJIE PACTBOPA, MHKPO3MYJIbCHH, JIMTTOCOMBI HITH APYTOH
YIOPAJOYEHHOW CTPYKTYPBL, MOAXOASAIIEN I BBICOKOM KOHLIEHTPALMH JIEKAPCTBEHHOTO
cpeacta. Hocurenmem MoskeT OBITH PACTBOPHTENH HITH TUCTIEPCHOHHAS CPeaa,
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cofeprKalas, HapUMeEp, BOAY, 3TAHOJ, OO (HAPUMED, TIMLEPUH, TPOIHIICHIIUKOIb,
KUIKUH IO THIICHTITUKOIG | T. 11.), M UX MOAXOoAAnIe cMecH. Haamesxxkamas Texy4yecTs
MOJKET TIO/IIEP’KUBATHCS, HATIPUMED, ITyTEM MMPUMEHEHHUS TTOKPBITHSA, TAKOTO KaK JICIUTHH,
MyTeM MOAAEPKaHUs TPEOYEMOTO pa3Mepa YacTHIL B CIIy4ae JUCTIEPCHU U ITyTEM
MPUMEHEHUS TIOBEPXHOCTHO-aKTHBHBIX BENIECTB. BO MHOTHX CITy4yasx MOKET OBITh
LeNIecO00Pa3HbIM BKIIIOYAaTh B KOMIIO3HULIUIO H30TOHUYECKUE CPEJCTBA, HATIPUMEP, caxapa,
MHOTOATOMHBIE CTIUPTHI, TAKHE KaAK MAHHHUT, COPOUT WITH XJIOPUJ, HATPHA.
[TpononrupoBanHas a0COPOIUS HHBEIMPYEMBIX KOMIO3HUIIMA MOKET OBITh JOCTUTHYTA C
MOMOIIBIO BKJIIOUEHHS B KOMIIO3HULIMIO CPEACTBA, KOTOPOE 00ECHIEUUBAET 3aACPKKY

abcopOLMH, HATTPUMEP, MOHOCTEAPATHBIX COJIEH U JKEJTaTHHA.

[00294] CTepuIiibHBIE HHBEIIUPYEMBIE PACTBOPHI MOTYT OBITh TIOTYYEHBI Ty TEM
BBEJICHUA aKTUBHOTO COCUHEHUS B HY’KHOM KOJIMYECTBE B COOTBETCTBYIOIIUI
PacTBOPHUTEND C OJJHUM WM KOMOMHAITUEH HHTPEUEHTOB, TIEPEUNUCIICHHBIX BBIIIE, IPH
HEOOXOIUMOCTH, C TIOCIIEYIOMEH CTEPUIIN3ALMOHHON MUKpoubTpanuei. Kak mpasuo,
JHUCIIEPCHH TOJIy4arOT MPH MOMOIIM BBEJICHHUSA aKTHBHOT'O COCTHHECHUS B CTCPHUIIbHYIO
Cpey-HOCHTEIIb, KOTOPas COACPKUT OCHOBHYIO JTHCIIEPCHOHHYIO Cpeay H ApyTrHe
HEOOXOAMMBIE HHTPEIUCHTHI M3 MIEPEUNCIICHHBIX BhIIIE. B cydyae CTepHIbHBIX TOPOIIKOB
IUTSL TIOJTYYSHHS CTEPHIBHBIX HHBEIUPYEMBIX PACTBOPOB TAKUE CITOCOOBI TIOTYUYESHHUS MOTYT
BKITIOYATHh BAKYYMHYIO CYIIKY M CYIIKY BBIMOPOKUBAHHEM (JTHOPUITH3ALHNSA) C TIOTyICHAEM
MOPOINKA AKTUBHOTO WHTPEAMEHTA TUTIOC JTFOO0H TOTIOTHATEIBHBIN TPEOYEMbIH HHTPEIUCHT

W3 €r0 TPEABAPUTENBHO CTEPUIBHO OTPHIBTPOBAHHOTO PACTBOPA.

[00295] B HekoTOphIX BapuaHTax  OCYIIECTBJICHHUA  TEPANECBTHYECKYIO
KOMIIO3ULIMIO COCTABISIIOT B BHJAEC CTEPWIBHOM >KHOKOCTH. B HEKOTOpPBIX BapuaHTax
OCYILIECTBIICHUA KOMIIO3HULUA HE COJACPKUT BUAUMBIX YacTUL. B HEKOTOpPBIX BapHaHTax
OCYIIECTBIICHHUA KOMIIO3HUIUIO COCTABIAIOT B Oydepe (Hampumep, murpaTtHoM Oydepe). B
HEKOTOPBIX BAapUAHTAaX OCYLIECTBICHUA KOMIIO3ULHA COACPKUT CBa3biBatomee PD-1
CPEACTBO | JBa WK O0JIee U3 CIAEIYIOMIETO: IMTPAT, APTHHHH, XJIOPH/ HATPHSA U TOJTMcopOar

80.

[00296] B HEKOTOpBIX  BapuaHTax  OCYLICCTBICHHA  TEPANECBTHYECCKOM
KOMIIO3HIIMEN B COOTBETCTBUH C HACTOAIIUM H300pEeTEHHEM (HapUMeEp, CBI3bIBaromM PD-
1 cpencTBOM) B aCENTHUYECKUX YCIOBHAX 3aMONHAIOT (PIakOH M3 MPO3payHOro crekna. B
HEKOTOPBIX BapHAHTaX OCYIIECTBICHUSA TAaKOW CTEKISTHHBIA (PIIAKOH 3aKyMOPUBAIOT C
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MOMOIIBIO MTPOOKH U3 XJIOPOYTHIIOBOTO 3J1aCTOMEPA, JAMUHUPOBAHHOM (DPTOPIOIUMEPOM, U

rCpMETUYIHO 3aKPBIBAOT C MOMOIIBIO A TFOMHHHUCBOTO KOJITMIAYKA.

[00297] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpeactso xpaHAT npu 2—8°C. B HEKOTOPBIX BapuaHTaX OCYIIECTBIICHUA JIEKAPCTBEHHBIN

MPOAYKT B COOTBETCTBHH C HACTOAIIUM H300PETEHUE HE CONEP’KUT KOHCEPBAHTOB.
Obwuit npomoxon

[00298] Kak ommcano B JaHHOM JOKYMEHTE, TNPEACTABJICHHBIE CIOCOOBI
BKIJIFOYAIOT BBeJECHUE CBsaA3biBaroniero PD-1 cpencTsa mameHTy, CyObeKTY WU MOy JISAIHHA

CYOBEKTOB COTJIACHO CXEME, KOTOpast 00eCIeYMBAET JOCTHKEHHUE KITMHUYECKOU MOJIB3bI.

[00299] [IpexycMOTpeHHBIE CHOCOOBI MOTYT OOECIIEYMBATH  PAa3IUYHbIC
NpEeUMyIIecTBa (HAPUMEP, KIMHUYECKYIO T0JIb3Y). B BapuaHTax oCyIIecTBIIEHHS CIOCOO,
OTMCAHHBIA B JAHHOM JOKYMEHTE, O0OCCIICYMBACT MOCTIKCHHE KIIMHUYCCKOW TMOJIB3bI. B
BapUAHTaX OCYIIECTBICHUSA KIMHWYECKAs TIOJb3a TPEACTABIET COOOH CTAOMIM3ALMIO
3aboneBanus (SD). B BapuaHTax 0CYIIECTBICHHS KITMHAYECKAS TTOJIh3a MPEACTABIAECT COOOM
yactuuHbli 0TBeT (PR). B BapmanTax ocymiecTBIIEHUS KIMHAYECKAs TOJIb3a MPEACTABIISICT

co6oit moyHbIi 0TBeT (CR).

[00300] B BapmaHTax OCymECTBIEHHS KOMOWHHPOBAHHOE CPEICTBO TEPAITHH
00ECTIEYHBAET NOCTIKEHUE KITMHHYECKOM TOJTh3bI B OTHOIIECHUH KAJKIOTO CPEACTBA TEPATIHH,
BBOJAMMOTO TAalMeHTy. Hanmpumep, KOMOMHHPOBAHHOE CPEICTBO TEPATIMH MOYKET YBEITUYHTD
KITHHUYECKYIO TIOJIb3Yy, TOMYUYEHHYIO C MOMOIIbI0 WHruOuTopa PD-1 (Hampumep, moGoro

anTutena k PD-1, onmucanHOTO B TAaHHOM JTOKYMEHTE).

[00301] B BapmaHTax OCYMIECTBICHHS TMALMEHTOM HWIIH CYOBEKTOM SBIIIETCS

’)kuBoTHOE. B BapHaHTaX OCYHICCTBIICHUA MMAIUCHTOM WA CY6’B€KTOM ABJACTCA YCIIOBCK.

[00302] B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHUS CXEMa MPEIyCMaTPUBACT I10
MEHBIIEW MEpe OJHY MapEeHTEPANbHYIO 103y cBaA3biBaromero PD-1 cpeacTea. B HeEKoTOPBIX

BapHuaHTax OCYHICCTBIICHUA CXCMA MMPCAYCMATPHUBACT HCCKOJIBKO MAPCHTCPAIbHBIX 103.

[00303] B HekoTOphIX BapuaHTaxX OCYHIECTBIICHUS TMAapeHTEpanbHasA 1034
MPEICTABIIET COOOM KOMMUYECTBO cBsa3piBaromero PD-1 cpencTsa, KOTOpOe HaXOAHUTCS B
AWAaIa3oHe OT MPUOTU3UTENBHO 5 10 mpuoOau3uTenpHo 5000 Mr (Hanmpumep, MPHOTH3UTETHEHO

5wr, mnpudmmsurenbHo 10 Mr, mpuOmM3uTensHO S50 Mr, TpUOMM3HTENEHO 100 MT,
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npuOmmsureabHo 200 mr,  mpuOmmsuTenmsHOo 300 Mr,  mpuOmmsutensHOo 400 M,
npuOmmsureabHo 500 Mr,  mpuOmmsuTenmsHO 600 Mr,  mpuOmusuTensHO 700 MT,
npuOmmsurenbHo 800 mr,  mpuOmmsuTensHO 900 Mr, mpuOmm3urenpHO 1000 MT,
npuOmmsuTreabHo 1100 mr, mpuOmmsurensro 1200 mr, mnpubmusurensro 1300 wmr,
npuommsutenbHo 1400 mr, mpuOmmsutensHo 1500 mr, mpubmusurensHo 2000 wmr,
npuomsuTenbHo 3000 mr, mpuOmmsutensHo 4000 mr, mpuOmusutensHo 5000 Mr wmm
JMarna3oHe, ONpPeAeIIeMOM MIOOBIMH JBYMs M3 BBIMICYKA3aHHBIX 3HAUYEHUM). B HEKOTOpPHIX
BApHAHTAaX OCYINECTBICHUS IIApeHTepanbHas nAo03a ceaspBaromero PD-1  cpencrsa

coctasigaeT 500 mr wymm 1000 mr.

[00304] B HEKOTOpBIX BapHaHTaX OCYLIECTBIIEHHS /1032 IMPEICTABIAECT COOOM
KOJIMYECTBO OTHOCHUTEIIPHO Beca Tela. B  HEeKOTOpPhIX BapHaHTaX OCYIIECTBICHUA
napeHTepaibHas fA03a cBsa3bBaromero PD-1 cpenctBa HaxoauTcs B JMamnas’oHE OT
mpuomH3uTeIpHO 0,01 Mr/kr 70 100 MI/KT Beca Tea JKHBOTHOTO HITH YEJIOBEKA; OHAKO JTO3bI
BBIIIE WM HIKE JAHHOTO HWJUTIOCTPATHBHOTO JHMANA30HA MOMANAIOT B 00BEM HACTOAIIETO
n3zo0perenusa. EsxenHeBHas mapeHTepaibHas 103a MOKET COCTaBIATH OT MPHOIH3UTENHHO
0,01 mr/kr g0 mpuOMM3uTENbHO 50 MI/Kr 00mIeH Beca Tena (HampuMmep, MPHOIM3HTETHHO
0,1 mr/kr, npubau3uTeapHo 0,5 MI/KT, MPUOTU3UTETHHO 1 MI/KT, TPUOTU3UTEITEHO 2 MI/KT,
MPHONMH3UTEIPHO 3 MI/KI, TPHONMHM3UTETBHO 4 MT/Kr, TPHOMH3UTETBHO S5 MI/KT,
MPHONMH3UTEIPHO 6 MI/Kr, TPHONM3UTEIBHO 7 MT/Kr, TPHONH3UTETBHO 8 MI/KT,
npuOMH3UTEIbHO 9 MT/KT, mpubOmu3uTenbHo 10 Mr/kr, mnpubmu3uTensHO 12 MI/KT,
MPUOTU3HTETPHO 15 MI/KT, TPUOMM3UTETbHO 20 MI/KT WM HAXOJHWTCA B JHAMA30HE,

OTIPEIEIIEMOM JTFOOBIMH ABYMS U3 BBIIICYKA3aHHBIX 3HAYCHUH).

[00305] B HEKOTOpBIX BapuaHTax OCYHIECTBICHUA KOMIIO3ULMIO, KOTOpPas
oOecmieunBaeT AOCTaBKy cBsasbBatomero PD-1 cpeacta (manmpumep, antutena k PD-1),
BBOJAT TAIUEHTY B 03¢ mpuOmmu3uTenbHO 1, 3 mwimu 10 mr/kr. B HEeKOTOPBIX BapuaHTax
ocymecTBieHus cBs3pBaromee PD-1 cpenctso (Hampumep, anTuteno k PD-1) BBomsar
COTJIACHO CXEMe, KOTOpast 00eCIeYnBaET TOCTABKY A03bI MPUOTU3HTENBHO 1, 3 wmn 10 Mr/kr
KaKAple JBE HEACHW. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CBsa3biBaromee PD-1
cpenctso (Hampumep, aHTUTENO K PD-1) BBOAST cOTNTacHO cxeme, KOTopas oOecreunBacT
JOCTaBKYy MTO3bI MpUOMHU3uUTeNnbHO 1, 3 wm 10 MI/Kr Kakapie TPU Hemend. B HEKOTOphIX
BapHaHTaX OCYyIIeCTBIeHHs cBs3bBaromee PD-1 cpeactso (mampumep, antuteno kK PD-1)

BBOJAT COTJIACHO CXEME, KOTOpas 00eCHeunBaeT AOCTABKY A03bI MPUOMU3UTENBHO 1, 3 umu
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10 Mr/Kr Kaskaple YeThIpe HeAend. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHS CBSI3BIBAIOIICE
PD-1 cpeactBo (mampumep, antuteno kK PD-1) BBomAT cormacHo cxeme, KOTOpas
00ECTIEYMBAET TOCTABKY O3Bl MPUOTU3UTENFHO | MI/KT KaKIble TPH HEAETH. B HEKOTOPHIX
BapHaHTaX OCYIIECTBICHHA cBs3bBaromee PD-1 cpenctso (Hampumep, antuteno k PD-1)
BBOJAT COTJIACHO CXEMeE, KOTOpas OOECTEYMBAET AOCTABKY J03bI MPUOIUZUTENHHO 3 MI/KT
KOKAplE TPH HENENW. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHs CBA3bBaromee PD-1
cpenctso (Hampumep, antuteno k PD-1) BBOAAT corjlacHO cxeme, KOTopas oOecreyruBaeT

JOCTaBKY TO3bI MPUOIH3UTENHHO 10 MI/KT Ka)KIble TPH HEIEITH.

[00306] B HEKOTOpBIX BapuaHTax OCYLICCTBICHUA KOMIIO3ULUIO, KOTOpPas
obecrieunBaeT A0cTaBKy cBsasbBatomero PD-1 cpeactsa (Hanmpumep, anturena k PD-1),
BBOJAT MALIUEHTY B J03€ MpHOIM3UTENsHO 400 Mr. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
ceaspBatomee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBoaAT cormacHo cxeme,
KOTOpasi 00ECTIeYHBAECT MOCTABKY J03bI MpHOmM3uTebHO 400 M Kaxkaplie nBe Hemenwn. B
HEKOTOPBIX BAPHaHTaX OCYIIECTBIECHHUA cBs3biBaromee PD-1 cpeacTso (HanpuMep, aHTUTENO
K PD-1) BBOOAT COTTIACHO CXeMe, KOTOpask 0OECTIEYUBAET JOCTABKY J03bI MPHOTU3UTEITHHO
400 Mr Ka)kaple TPU HEJEIU. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHU CBA3bIBarommee PD-1
cpeactBo (Hampumep, aHTUTENO0 K PD-1) BBOIAT cornacHO cxeme, KOTopas 00ecreunBaeT

JOCTaBKY 03I MPUOIH3UTETEHO 400 MT KaXKbIe Y€ ThIPE HECITH.

[00307] B HEKOTOpBIX BapuaHTax OCYHICCTBICHUA KOMIO3ULMIO, KOTOpPas
oOecmieuynBaeT AOCTaBKy cBssbBatomero PD-1 cpeacta (Hanmpumep, anturena k PD-1),
BBOJIAT MANIUEHTY B 03¢ TPHOIH3uTeIpHO S00 Mr. B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHUS
ceaspBaromee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomAT cormacHo cxeme,
KOTOpas 00eCIeuynBaeT JOCTABKY M03bI MPUONMH3UTEbHO 500 Mr Kakasie nBe Heaend. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBs3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
Kk PD-1) BBOZAT coriiacHO cxeme, KOTopas 00ecIeuyrnBaeT JOCTABKY J03bI MIPHUOTUZHTETHHO
500 Mr KakJple TPU HEAECIH. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIEHHUsA CBsA3bIBaromee PD-1
cpenctso (Hanmpumep, aHTUTENO K PD-1) BBOAST corilacHO cxeme, KOTopas oOecreunBacT

JOCTaBKY JTO3bI MPUOH3UTENTFHO 500 MT KaXKbIe Y€ ThIPE HECITH.

[00308] B HEKOTOpBIX BapuaHTax OCYLICCTBICHUA KOMIIO3HULMIO, KOTOpPas
oOecmieunBaeT AOCTaBKy cBsasbBatomero PD-1 cpeactsa (manmpumep, anturena k PD-1),
BBOJIAT MANIUEHTY B 03¢ TpuOIm3uTepHo 800 Mr. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS
ceaspBaromee PD-1 cpeactBo (Hampumep, antuteno k PD-1) BBomAT cormacHo cxeme,
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KOTOpas oOecreynBaeT AOCTABKY 036l MpUOMM3uTeNbHO 800 Mr Kaxkaple Tpu Heaenn. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatoee PD-1 cpeacTso (HampuMep, aHTUTETIO
K PD-1) BBOOAT COTTIaCHO cXeMe, KOTOpas 0OECTIEYMBAET JOCTABKY J03bI MPHUOIU3UTEIEHO
800 Mr Kaskaple YETBIPE HEACIH. B HEKOTOPBIX BapHAaHTAaX OCYIIECTBICHUS CBA3BIBAIOLIECE
PD-1 cpeactBo (mampumep, antuteno k PD-1) BBomaT cormacHo cxeme, KoOTopas
00ECTICYMBAET JOCTABKY O3Bl TPUONMH3UTENbHO 800 Mr Kaxkaple IMEeCTh HEAENHb. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatomee PD-1 cpeacTso (HampuMep, aHTUTETIO
k PD-1) BBOAAT corimacHo cxeme, KOTopas 00eCIeuyrnBaeT JOCTABKY J03bI MIPUOTHUZHTEIHHO

800 MT KakIbple BOCEMb HEJIETTD.

[00309] B HEKOTOpBIX BapuaHTax OCYLICCTBICHUA KOMIIO3HULUIO, KOTOpPas
obecrieunBaeT A0CTaBKy cBsasbBatomero PD-1 cpeactsa (Hampumep, anturena k PD-1),
BBOJMT TAIMEHTY B ng03¢ mnpudmmsurensao 1000 mr. B HekoTophiX BapuaHTax
ocymiecTBieHus cBsasbiBaromee PD-1 cpeacrBo (Hampumep, antuteno k PD-1) Bogsr
COTJIACHO CXE€ME, KOTOpasi 00eCIIeYUBAET JOCTABKY 036l MPHOMM3uTENbHO 1000 MT Kaskapie
TPU HeAeNH. B HEKOTOpPBIX BapHaHTAaX OCYIIECTBICHUA cCBasbBaromiee PD-1 cpeactso
(Hampumep, antuteno kK PD-1) BBOAAT cOTrfTacHO cXeMe, KOTopas 00ECIEYHBAET TOCTABKY
0361 TpuOMHM3UTENbHO 1000 Mr Kakaple 4YeThipe HeOean. B HEKOTOpPHIX BapHaHTaX
ocymecTBieHus cBs3piBaromiee PD-1 cpeactso (Hampumep, anTtuteno k PD-1) BBogsar
COTJIACHO CXEMeE, KOTOopast 00ecreynBaeT JOCTABKY A03bI TpUOIH3HTENpHO 1000 MT Kaskpie
AT HeAeNnb. B HEKOTOPBIX BapuUaHTaX OCYWHIECTBIICHHWs cBA3biBaromee PD-1 cpeactso
(Hanpumep, aHTUTETO K PD-1) BBOAAT COTIIACHO cXeMe, KOTOpas O0OECTICUHBAET JOCTaBKY
0361 mpuoOIM3uTennbHo 1000 MT  Kakaple MIECTh HEJAENb. B HEKOTOPHIX BapHaHTaX
ocymecTBieHus cBs3piBaromiee PD-1 cpenctso (Hampumep, anTuteno k PD-1) BBogsar
COTJIACHO CXEMeE, KOTOopas 00ecreunBaeT JOCTAaBKY A03bI NpUOIH3HTENbHO 1000 MT Kaskape
CEMb HEJNENIb. B HEKOTOpPBIX BapHaHTaxX OCYIIECTBIECHUsA cBsasbiBatomee PD-1 cpeactso
(Hanpumep, anTuTenno kK PD-1) BBOAAT COTIACHO cXeMe, KOTOpask 0OECTICUHBAET JOCTaBKY
10361 TpuOMM3UTENTbHO 1000 MT Kakzmble BOCEMb HEAETb. B HEKOTOPBIX BapHaHTaxX
ocymecTBiIeHusA cBsa3pBaromee PD-1 cpenctso (Hampumep, anTuteno k PD-1) sBomsar
COTJIACHO CXEMeE, KOTOpas 00ecreunBaeT JOCTABKY 036l NpUOMH3HTENbHO 1000 MT Kaskapie

JIEBATH HEJICIIb.

[00310] B HEkOTOpBIX BapHaHTax OCYINECTBICHUA CBs3biBaromee PD-1

cpenctso (Hanmpumep, aHTUTENO K PD-1) BBOAST cOTNTacHO cxeme, KOTopas oOecreunBaeT
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JAOCTaBKY 103kl mpuOmu3uTenbHo 500 MT Kakaple TP Hexenn. B HEKOTOPBIX BapHaHTax
ocymecTBiIeHusa cBs3piBaromee PD-1 cpenctso (Hampumep, anTuteno k PD-1) sBogsar
COTJIACHO CXEMeE, KOTOopas 00ecreunBaeT JOCTABKY A03bI NpUOMU3HTENbHO 1000 MT Kaskabie

IIECTh HEJIETb.

[00311] B HexkOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenctso (Hanmpumep, antuteno k PD-1) BBOAsT corjlacHO cxeme, KOTopas oOecreyruBaeT
JOCTAaBKY NEPBOMU 1038l CBsi3bIBatoIero PD-1 cpencTsa Ha NPOTSHKEHUH MEPBBIX 2—6 LIUKIIOB
BBEJCHHUA J03bl (HAmpUMeEp, TMEPBBIX 3, 4 HMAM 5 LUKIOB BBEACHUA [J03BI), a 3aTeM
o0ecTeunBaeT JOCTaBKYy BTOPOM A03bI cBs3bBatomiero PD-1 cpeactBa Ha MpOTSHKEHUH
MOCTIEAYIOMMX LUKIOB BBEACHUA O3Bl JO TEX MOP, MOKa Tepamus He OyJIeT MpeKpamieHa
(HampuMep, 1O MPUYHHE MPOTPECCHPOBAHMSA 3a00JIEBAHUA, WIIH HEXKEIATETBHOTO Y deKTa,
WIM COIJIACHO YyKAa3aHUIO Bpaya). B HEKOTOPHIX BapuUaHTaX  OCYIIECTBJICHUSA
MPOJOJLKUTENIBHOCTD TEPBOM I'PYNIIBI U3 2—6 IUKJIOB BBEAEHUS 1036l (HAITPUMEP, IMEPBBIX
3, 4 unu 5 UMKIIOB BBEAEHUA J03bI) OTIUYAETCS OT MPOJODKUTEIBHOCTH TMOCIIETYFOIIHX
LUKIOB BBEJACHUS 103bl. B BapumaHTax ocymecTsieHus cpsasbBaromee PD-1 cpeactso
(Hampumep, antuteno kK PD-1) BBOAAT cOTrfTacHO cXeMe, KOTopas 00ECIEYHBAET TOCTABKY
nepBoM 1036l cBA3bIBaromero PD-1 cpencTsa 0auH pa3 B TpU HEACIIH B TEYCHUE MEPBBIX TPEX
IUKJIOB BBEJICHUS J03bI, a 3aT€M 00ECIIEYHBAET JOCTABKY BTOPOH J03BI CBsA3BIBatomero PD-
1 cpeacTBa oaWH pa3 B MIECTh HEACIHb WM OOJBINE HA MPOTSHKEHHH OCTABIIHUXCS IHKIIOB
BBEJICHUSA 103l (HAPUMED, BTOPOM 03bI CBsi3bIBatromero PD-1 cpeacTsa oauH pa3 B meCTh
HEJIeTh HA MPOTSHKEHUH OCTABIINXCS IIMKIIOB BBEIEHUS 103b1). B BapraHTax oCyIIecTBIeHHS
ceaspBaromee PD-1 cpeactBo (mampumep, antuteno k PD-1) BBomaT cormacHo cxeme,
KOTOpas 00eCIeYrnBaeT JOCTaBKY MEePBOM J03bI CBs3bIBaromero PD-1 cpeacrea oauH pas B
TPH HEJENH B T€UCHHE TEPBHIX YETHIPEX IMKJIOB BBEJCHHUS JTO3BI, a 3aTEM OOECIECYHBACT
JOCTAaBKy BTOPOM N03bI cBs3biBaromero PD-1 cpeactsa oavH pa3 B MIECTh HEAETb WU
OoNbIIE HAa TPOTSHKEHUHM OCTABINUXCSA IIMKIIOB BBEACHHA 03Bl (HATIPUMEP, BTOPOH O3B
ceasbiBaromero PD-1 cpeactBa oauH pa3 B IIECTh HEAENb HA MPOTSHKEHUH OCTABIIMXCS
OUKJIOB BBEIEHHWS 103b1). B BapmanTax ocymecTBieHus cBsasbiBaromee PD-1 cpenctso
(Hanpumep, anTUTeNo K PD-1) BBOAAT COTIIACHO cXeMe, KOTOpask 0OECTICUHBAET JOCTaBKY
MEepPBOM 1035l CBA3bIBaromIero PD-1 cpenctsa oiMH pas B TpU HEAETU B TCUCHUE NEPBBIX MATH
LMKJIOB BBEJICHUS J036I, a 3aT€M 00ECTIEYHBAET JOCTABKY BTOPOH A03BI CBA3BIBarOmEero PD-

1 CpcacTBa OAWH pa3 B MICCTh HCACIb HIIM HA NPOTAKCHUHW OCTABIIHUXCA IUKIOB BBCIACHUA
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J03BI (HaTpUMep, BTOPOH 0361 CBsA3biBaromero PD-1 cpemcTBa oauH pa3 B MIECTh HEJETh HA
MPOTSDKEHWH  OCTABINUXCA I[MKIOB BBEIEHUS J03bI). B  HEKOTOPBIX BapHaHTax
ocymecTBiIeHusA cps3piBaromee PD-1 cpeactso (Hampumep, antuteno k PD-1) BBomsar
COTJIACHO CXEM€, KOTOpas OOECTEYMBAET JOCTABKY TMEPBOM 03Bl CBA3bIBaromero PD-1
CpEICTBA OAWH pa3 B TPU HEAEIM HA MPOTKEHHUH NMEPBBIX 2-0 LIMKIOB BBEACHUS J03bI
(Hampumep, epBHIX 3, 4 WK 5 UKIOB BBEJACHHS T03bI), 4 3aTEM O0OECIIEYHUBAET JOCTABKY
BTOPOM 10361 cBs3bIBaroniero PD-1 cpeacTa oauH pa3 B IECTh HEAEIb WU 10 TEX MOP, MOKA
Tepanus He OyJeT MpeKpameHa (HampuMep, 1o MPUYHHE MPOTPECCHPOBAHUS 3a00JIEBAHUSA,
WM HEKETATeIbHOTo 3(eKTa, WM COTIACHO YKA3aHUIO Bpaya). B HEKOTOPHIX BapHaHTax
ocymecTBieHusa cpsspiBaromee PD-1 cpeactso (Hampumep, antureno k PD-1) BBogsar
COTJIACHO CXE€Me€, KOTopas OOEeCHeYMBAEeT JOCTaBKY MEPBOM 03Bl CBA3bIBaromero PD-1
CpPEICTBA OJWH pa3 B TPH HEAEIW HA NMPOTSLKEHMM 3, 4 MM 5 LMKIOB BBEACHHS JO3bI
(HanpuMep, TepBBIX 4 IMKIIOB BBEACHUS JO3bI), a 3aT€M OOECIIEYMBAET JOCTABKY BTOPOM
10361 cBsA3bIBatoniero PD-1 cpencTsa oiMH pa3 B MECTh HEJENb HITH OOJIBIIE 0 TE€X TIOP, TIOKa
Teparmis He OyJeT MpeKpanieHa (Hampumep, Mo MPUYHHE TMPOTPECCHPOBAHUSA 3a00JICBAHHMS,
WK HekenarenbHOTo d(p@dekra, WM COrnacHO YyKa3aHWIO Bpada). B BapmaHTax
OCYHIECTBIICHHS CIOCOO BKITFOYAET JOCTABKY BTOPOM 03Bl CBs3bIBaromero PD-1 cpenctsa

OJIMH pa3 B IMIECTh HEJENb JI0 TEX MOP, MOKA Teparus He OyIeT MpeKparieHa.

[00312] B HEekoTOpHIX BapuWaHTaX OCYINECTBIICHHUS TIEPBAas W/HWIIH BTOpas 103a
ceaszpBatomero PD-1  cpeactBa (mampumep, antmtrena k PD-1) cocraBmser ot
mpuom3uTeasHO 100 Mr 10 pubmH3uTeTsHO 2000 MT (Hampumep, mpuOIu3uTebHO 100 MT,
npuOmmsureabHo 200 mr,  mpuOmmsutenmsHo 300 Mr,  mpuOmusuTensHO 400 MT,
npuOmm3uTeabHo 500 Mr,  mpuOmmsuTenmsHO 600 Mr,  mpuOmMsuTensHO 700 MT,
mpuOmmsuTeabHo 800 Mr,  mpuOnm3uTensHO 900 Mr,  mpuOmm3murenmpHO 1000 MT,
npuOmm3uTeabHo 1100 mr, mpuOmmsutensro 1200 mr, mnpubmmsurensao 1300 M,
npuOmm3uTeabHo 1400 mr, mpuOmmsutensHo 1500 mr, mpubmmsurensHo 1600 M,
npuomm3uTeasHo 1700 mr, mpuOmusutensHo 1800 mMr, mpuOmusurenpro 1900 Mr wim
npuOm3uTeasHO 2000 MT). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS TIEPBas 1032 U BTOPas
1032 ABIAIOTCS OJUHAKOBBIMH. B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHHSA TEpPBas 1033 H
BTOpas [03a paszauyaroTca. B BapHaHTax OCYIIECTBIEHHMsA MEpBas [03a COCTaBILIET

mpubmu3uTeabHo 500 M cBsa3piBaromero PD-1 cpeactsa (Hampumep, antutena k PD-1). B
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BapHaHTaX OCYHICCTBJICHHWS TiepBas J03a COCTaBisgeT mnpuoOmmsutensao 1000 mr

caspBaroiero PD-1 cpencTsa (Hanpumep, anturena k PD-1).

[00313] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
cpenctso (HampumMep, antuteno kK PD-1) BBOAST cormacHo cxeme, KOTopas mpelyCcMaTpUBaeT
BBEJIECHUE I03bI MPUONMHM3UTENbHO 500 MT Kakaple 3 HEJeTd B BHJAE YETHIPEX /03 C
MOCIIEYIOTIMM BBEJICHHEM IO MEHBIIEH Mepe OJHOM M03bl mpuOmmsutTensHo 1000 mr
KaKIple TIECTh HEACNTh TOCIIE YeTBEPTOM A03bI mpuOmmsutenbHo 500 mr. B HekoTOphIX
BapUaHTaX OCYIIECTBICHUS JOTOJNHUTENbHBIE 03bI MpHOMM3uTenbHo 1000 Mr BBOIAT
Ka)KJple MIECTh HEJEb MOCNe ePBOM 1036l puOIu3uTeIbHO 1000 Mr 10 TEX TOP, TOKA HE
MPEKPATUTCA JOCTHKEHHUE NANBHEUINEH KIIMHUYECKOU MOJIb3bl. B HEKOTOPBIX KOHKPETHBIX
BapHaHTaX OCYIIECTBICHUs cBs3biBatomee PD-1 cpenctso (Hampumep, antuteno k PD-1)
BBOJAT COIJIACHO CXEME BBEACHHA T03bI, KOTOpas npeaycMatpusBacT 500 Mr Ha MPOTSKEHUH

4 muknoB Q3W, a 3atem 1000 mr Q6W.

[00314] B HEKOTOpBIX BapHaHTax OCYIIECTBIECHUA CBs3biBatomee PD-1
cpeacTBo (HampuMmep, aHTHTENNo K PD-1) BBOAAT COTTacHO cxeme, KOTOpast MpeIyCMaTPHBAET
BBeJeHHE 10361 400 MT Kaxkabie 3 HEJACTH B BUJIE YETHIPEX 103 C MOCEAYIOIINM BBEACHHEM
M0 MEHBIIEH Mepe OAHOM /10361 800 MT KaXKIbIE IIECTh HEAEIb MOCHE YeTBEPTOM 10361 400 MT.
B HekoTOpBIX BapuaHTaX OCYWMICCTBIICHHS JTOMOTHUTENbHBIE A03bI 800 MT BBOAAT Ka’KIbIE
eCTh HeACHb Tocie nepBor 1036l 800 Mr 10 TEX MOP, MOKA HE MPEKPATHUTCA TOCTHKCHUE
JaTbHEUIIEH KIMHUYECKOW MOJIb3bl. B HEKOTOPBIX KOHKPETHBIX BAPUAHTAX OCYIICCTBIICHUS
ceaspBaromee PD-1 cpeactBo (Hampumep, antutenno k PD-1) BBOmAT cormacHo cxeme
BBEJICHUA J03bl, KoTOpas npeaycmarpusaet 400 Mr Ha npotsbkeHud 4 nukiioB Q3W, a 3atem

800 M Q6W.

[00315] TepaneBTrueckyro win MPOPUIAKTHYECKYIO 3(P(PEKTHBHOCTD MOMKHO
OTCNIEKMBATh IyTEM TMPOBEACHUS MEPUOJUYECKOM OLEHKH MOTYYAIOIUX JICYECHHUE
MAIMeHToB. B ciydyae MOBTOPHBIX BBEJACHHHM B TEUECHHE HECKOJIBKUX JHEH WM Ooliee B
3aBHCHMOCTH OT COCTOSHHS JICUEHHE MOKHO TOBTOPATH 10 TPOSBIIEHUS TPeOyeMOro
MOJIABJICHUA CUMITOMOB 3a00neBanusa. OHAKO MOTYT OBITh PUMEHUMBI B APYTHE CXEMBI

BBEJICHUSA 7103, M TH CXEMBI TIOTTAAI0T B 00hE€M HACTOSIIETO H300PETCHHUS.
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[00316] Tpebyemast m03MpOBKAa MOMKET JOCTABIATHCA 34 CUYET OJHOKPATHOTO
OOFOCHOTO BBEACHHA KOMITO3UIIMH, HECKOJIBKUX OONFOCHBIX BBEIECHHUH KOMIIO3HWIIUH HITH

HENPEPBIBHOTO WH()Y3UOHHOTO BBEJICHUSA KOMITIO3HIIHH.

[00317] B HEkOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
CPEACTBO BBOJAT MALMEHTY WM TIOMYJIMH CYOBEKTOB, KOTOPHIE MPOJEMOHCTPHUPOBAIH
OTBET HA MPEJIIECTBYIOIIYIO TEPANUI0. B HEKOTOPBIX BapuaHTaX OCYLIECTBJICHUS MALUCHT
WIM TOMyJALMA CYOBEKTOB TPOJAEMOHCTPUPOBAIM OTBET Ha TMPEALIECTBYIOLIYIO

MPOTUBOPAKOBYIO TEPAIHIO.

[00318] B HexkoTOpBIX BapHaHTax OCYINECTBIECHHUA CBssbiBaromee PD-1
CPEACTBO BBOJAT MALIMEHTY WM TOMYJIIILMH CYOBEKTOB, KOTOPHIE MPOJEMOHCTPHUPOBAIH
OTCYTCTBHE OTBETa Ha MPEAIIECTBYIOIIYIO Tepanuioo. B HEKOTOPBIX BapHaHTax
OCYHIECTBICHUSA TALMEHT WIH TNONMYyAIUA CyOBEKTOB HE TMONy4Yalld WIH HE

JAEMOHCTPHPOBAIN OTBET HA MPEIIIECTBYIOIYO IPOTHBOPAKOBYIO TEPAITHIO.

[00319] B BapmaHTax OCYyIIECTBIECHHS CYOBEKT SBISAECTCS HETIONJAOIIUMCS
JICYECHUIO ¢ TIOMOIIBIO CpeAcTBa, KoTopoe moaasiseTr PD-1. B BapuanTax ocymecTBICHHUA
CYOBEKT SBISIETCA TPYAHO TOMTAOMIMMCS JICYCHHIO C TOMOIIBIO CPEICTBA, KOTOPOE
noaasisieT PD-1. B BapuaHTax OCymiecTBIIeHHs CIOCO0, ONMMMCAHHBIN B TAHHOM JTOKYMEHTE,
MOBBITIIAET YYBCTBUTEIBHOCTh CYOBEKTAa K JICUEHHIO C TOMOINBIO CPEICTBA, KOTOPOE

nonasnsaet PD-1.

[00320] B BapmanTax OCymIECTBICHUsA CPEACTBO TEPANMH, HAMPABICHHOE
npotuB PD-1, onrcaHHOE B JTAHHOM JTOKYMEHTE, BBOAAT B KOMOWHAIIUH C OJJTHUM HITH O0Jee
JOTIOTHATEITHHBIMH CPEJCTBAMHU TEPANHH (HATIPUMEDP, CPEICTBAMH TEPAITUH, OTIHCAHHBIMH B
JAHHOM JOKyMeHTe). TakuMm oOpa3om, CyOBeKTa JieyaT ¢ MOMOIIBIO CPEACTBA TEPAITHH,
HAIPaBJICHHOTO MPOTHB PD-1, 1 BBOAAT 0JTHO HiTH OOJIEE TOTIOTHATEIHHBIX CPEICTB TEPATTHH

CYOBEKTY, 3@ CUET YETO CYOBEKT MOYyYAET KKI0€ CPEICTBO TEPATTHH.

[00321] B BapmaHTax OCYIIECTBICHHUA IOIMOJHUTENBHOE CPEACTBO TEPANUU
NPEACTaBIAET COOOM XHMPYPrUYeCKOE€ BMEIIATENbCTBO. B BapHaHTax OCYIIECTBICHUS
JOTIOJTHUTENIPHOE CPEACTBO TEPAlUM MNPEACTaBIAeT coOOM paauorepanuio. B BapuanTax
OCYLIECTBJICHUA JOMOTHUTENBHOE CPEJCTBO TEPAIIMH MPEICTABISIET COO0H XUMHOTEPATIHIO.
B BapuaHTax OCYIIECTBIEHHs AOMOIHUTENHHOE CPEACTBO TEPANUU IMPEACTABIIET COOOM

MMMYHOTEPAIHIO.
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[00322] B HekOoTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
CPEACTBO  BBOJAT OJHOBPEMEHHO WIIH  TIOCIEAOBATETBHO C  JOMOJHUTEIBHBIM
TEPANEBTUYECKUM CPEICTBOM, TAKUM KaK, HAIIPUMEP, APYTO€ CPEICTBO HA OCHOBE AHTHUTEINA
(HampuMep, CPEeACTBO HAa OCHOBE AHTHTENA, KOTOPOE CBA3BIBAETCS C OENKOM TeHa-3
aktuBarmu  MporuroB  (LAG-3) wmm  Oenmkom-3, coaepxkammM  T-KJI€TOYHBIN
HMMYHOTJIOOYJTMHOBBIH ~ 1oMeH u  MymuHOBBIA  gaomeH  (TIM-3)) W/unu
XUMHOTEPATIEBTHYECKOE CPEACTBO (Hampumep, HUpamapu0). B HEkoTOphIX BapuaHTax
OCyIEeCTBIICHUs cBA3bIBaromee PD-1 cpeacTtso BBOOAT A0 BBEAECHHS OOIOJHUTEIBHOTO
TEPaneBTUYECKOTO CPEACTBA, BO BpPEMsA WM TOCIEe HEro. B HEKOTOpPBIX BapHaHTax
OCYILECTBIICHUSA CBS3BIBAIOIIEE PD-1 CPEACTBO BBOJAT 10 BBEICHUS

XUMHOTEPANIEBTHYECKOT0 CPeACTBA (HAMpUMEp, HUpanapuoa), BO BpeMs WK TOCJIE HETO.

[00323] CpenctBo Ha ocHOBe aHTUTENA K PD-1 MOXeET ObITh BBEIEHO OTACITHHO
WIH B KOMOWHAIIMM C JOPYTHMH JICKAPCTBEHHBIMH CPEICTBAMHU (HANPUMEP, B KAa4EeCTBE
amptoBaHTa). Hampumep, ceaspiBaromee PD-1 cpeacTBo MOKeT OBITh BBEICHO B KOMOWHAIIHH
C IPYTHMH CPEIACTBAMH JUIA JICUCHHUS WU MPEAYNPEKACHUS 3a00JCBAHUM, PACKPBITHIX B
JaHHOM JOKYMEHTE (Hampumep, paka). B cBs3u ¢ atum csaspBatomiee PD-1 cpecTBo MOKHO
MPUMEHSITh B KOMOWHAIIMH C TT0 MEHBIICH MEPE OTHUM APYTHM MPOTHBOPAKOBBIM CPEACTBOM,
BKITIOYAsI, HANPUMEp, JFO00€ XUMHOTEPATEBTHYECKOE CPEACTBO, HM3BECTHOE M3 YPOBHSA
TEXHUKH, MOHM3UPYIOIIEE HU3IyYEHHUE;, HU3KOMOJEKYIAPHbIE MPOTHBOPAKOBBIE CPEICTBA;
MPOTHBOPAKOBBIE BAKIMHBI; OWOJOTHYECKHE CPEACTBA Tepamuu (HampuMmep, IpyrHe
MOHOKJIOHAJIbHBIE AHTHUTENIA, MPOTHBOPAKOBBIE BHUPYCHI, CPEACTBO TE€HHOW TEpamuu |

AIONTUBHBIN TepeHOC T-KIIETOK) W/HIIH XHPYPTHYECKOE BMEIIATETHCTBO.

[00324] Bsenenue cBaseBaromero PD-1  cpeactsa  OZHOBPEMEHHO WM
MOCJIEA0BATENBHO C JOMOJHUTEIBHBIM TEPANIEBTUYECKUM CPEACTBOM HA3bIBAIOT B JAHHOM
JOKYMEHTE «KOMOWHHUPOBAHHBIM CPEJCTBOM Tepamum». B ciydae KOMOMHHPOBAHHOTO
cpeacTsa Tepanuu csa3biBaromee PD-1 cpecTBo MOYKHO BBOIUTH A0 (HATIPUMED, 33 5 MHHYT,
15 munyT, 30 MunyT, 45 MmunyT, 1 yac, 2 4aca, 4 yaca, 6 yacos, 12 4acos, 24 yaca, 48 4acos,
72 gaca, 96 yacoB, 1 Hexemo, 2 HeaenH, 3 Heaenu, 4 Heaenu, 5 HeAenb, 6 HeAeIb, 8 HEJEb
nnu 12 Heremb), OAHOBPEMEHHO HITH TIOCIIE (HarmpuMep, Yepe3 5 MunyT, 15 MuHyT, 30 MHHYT,
45 muHnyT, 1 yac, 2 yaca, 4 yaca, 6 4yacos, 12 4acosB, 24 4Jaca, 48 yacoB, 72 yaca, 96 yacos, 1
HeAemo, 2 HeAenu, 3 Heaenu, 4 Hemenw, 5 HeAenb, 6 HeAelnb, 8 Heaelms Wi 12 Helenb)

BBEJICHUS JIOTIOJTHATEIHHOTO TEPANEBTHYECKOTO CPEACTBA CYOBEKTY, HYKIAIOIMEMYCS B
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5TOM. B HEKOTOpBIX BapHaHTaxX OCYHIECTBIEHHA cBasbBaromee PD-1 cpenctBo u
JOTONHUTENIPHOE TEPANEBTUYECKOE CPEACTBO BBOJAT C MHTEpPBAaIOM B 1 MHUHYTY, C
uHTEpBAIIOM 10 MUHYT, ¢ uHTEpBanioM 30 MHHYT, C HHTEPBAIIOM MEHEE | Jaca, ¢ MHTEPBAJIOM
ot 1 yaca 10 2 4acoB, ¢ HHTEPBAJIOM OT 2 4acOB 10 3 4acOB, C HHTEPBAJIOM OT 3 4acos 10 4
4acoB, C MHTEPBAIOM OT 4 4acoB J0 5 4acoB, C MHTEPBAJIOM OT 5 4acoB 10 6 4acos, ¢
HHTEPBAJIOM OT 6 4acOB JI0 7 4aCOB, C HHTEPBAJIOM OT 7 4acOB JI0 8 4YaCOB, C HHTEPBAJIOM OT
8 yacos 10 9 yacos, ¢ uaTEpBaANOM OT 9 yacos 10 10 yacos, ¢ uaTEepBasiom 0T 10 yacos g0 11
4yacoB, ¢ uHTEpBanoM oT 11 wyacoB mo 12 yacos, ¢ uHTepBaIOM He Oonee 24 yaca WiH ¢

HWHTEPBAJIOM He Oonee 48 yacos.

Huruduropsr PARP

[00325] B BapuaHTax OCYINECTBICHMs MAONOIHHUTEIBHOE CPEACTBO TEPAIHH

MPEACTAaBIIET COO0M HHTHOUTOP ToNH( A JID-pudo3a)nomumepasst (PARP).

[00326] B Bapmanrtax ocymectsieHus uHruoutop PARP unarudupyer PARP-1
n/umu PARP-2. B HEKOTOpBIX BapHaHTaX OCYMIECTBICHHSA CPEACTBO MPEACTABISET COOOM
MAaJTyl0 MOJIEKYITY, HYKJICHHOBYIO KHCJIOTY, MOJHUIENTH/ (HAIPUMEDP, aHTUTETO), YIIIEBOJ,
JIMIAA, METaJI WIH TOKCHH. B PpOJACTBEHHBIX BapHAHTaX OCYIIECTBICHHSA CPEIACTBO
npezacrasisier codor ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722, DR
2313, E7016, E7449, ¢ay3zomapud (SHR 3162), IMP 4297, INO1001, JPI 289, JPI 547,
KOHBIOTAT MOHOKJIIOHAIbHOE aHTHTENO0 B3-LysPE40, MP 124, nupamapu6 (ZEJULA) (MK-
4827), NU 1025, NU 1064, NU 1076, NU1085, onamapu6 (AZD2281), ONO2231, PD
128763, R 503, R554, pykanapu6 (RUBRACA) (AG-014699, PF-01367338), SBP 101, SC
101914, cummumnapu0, Tamazomapud (BMN-673), senmumapud (ABT-888), WW 46, 2-(4-
(rpudropmerrn)pennn)-7,8-muruapo-SH-truonmupano[4,3-d |mupumuaua-4-01 U €r0 CONMH
WA TPOU3BOJIHBIE. B HEKOTOPBIX CBS3aHHBIX BAapPHAHTAX OCYINECTBICHHSA CPEACTBO
MPEICTABISET COO0M HHUpamapuoO, oamapud, pykamapuo, Tajga3onapuoO, BEIHITAPHO HITH UX
COMM WM TPOU3BOAHBIE. B ompeneneHHBIX BapHaHTaX OCYIIECTBIICHHS CPEACTBO
MPEICTABIIET COOOM HUpANapuoO WK €T0 COJb WIIH MPOU3BOJHOE. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHHSA CPEICTBO MPEACTABIIET COO0H OJTanmapu0d WA €T0 COJb WA MPOU3BOTHOE.
B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHS CPEACTBO NPEACTABIIET COO0H pyKanapuoO WK €To
COJIb WJTH TIPOM3BOIHOE. B HEKOTOPHIX BapHAHTaX OCYIIECTBIIEHUS CPEICTBO TMPEICTABIACT
cOOOM Tamazomapud WM €ro Ccojdb WIM TPOU3BOJAHOE. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHUSA CPEACTBO NMPEACTABIET COOON BETMNAPUO HITH €T0 COJIb HITH MPOU3BOIHOE.
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[00327] Hupamapwuo, (35)-3-[4-{7-(amuuOKApOOHMN)-2H-HHAa307-2-
w1} (peHUN |MUNepUuanH, TPEACTABIIET COOOW JOCTYIHBIM TPH TEPOPAITBHOM TIPHEME
cUIIbHBIM HHTrHOUTOP Tonm(aneHo3uHaupocdar| ADP]-pudoza)nomumepasst (PARP)-1 u -2.
Cm. WO 2008/084261 (omyOmukoBanHyto 17 wmroms 2008 roma), WO 2009/087381
(onyomukoBannyro 16 uroms 2009 romga) u PCT/US17/40039 (momanuyro 29 wmrons 2017
roga), Kaxaas U3 KOTOPBIX BKIIOYEHA B JAHHBIM JTOKYMEHT MOCPEICTBOM CCBUIKHA BO BCEH

noHoTe. Hupamapu® w™MokeTr OBITh TONY4YeH B COOTBETCTBHH CO cxemor 1 U3

WO 2008/084261.

[00328] B HEKOTOpPBIX BapHAHTAaX OCYIIECTBICHHA HHUPANapud MOMKET OBITH
NOJy4€eH B BUAe (papmaleBTUUECKU IpuemieMon comu. CrnenuanucTy B JaHHOM 00nacTH
TEXHUKH OyAEeT TMOHATHO, 4YTO Takue (OPMBI COJM MOTYT CYIIECTBOBATh B BHUJE
COJTbBATUPOBAHHBIX WJIU THAPATUPOBAHHBIX MOTMMOP(PHBIX (popM. B HEKOTOPBIX BapHaHTax

OCYIIECTBIICHUS HUpAapuoO moryyeH B popme ruzpara.

[00329] B ompeneneHHbIX BapHaHTaX OCYHIECTBIICHHS HHUPANapuO IMOTYYEH B
¢dbopMe TO3UIATHON COMM. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUS HUPAMApUO MOTYYEH B
¢dbopme MOHOTHIpaTa To3uIaTa. MoONeKyIsIpHas CTPYKTYpa MOHOTHIPATHON COJIM TO3HMJIATa

HUpanapuoa moka3aHa HUKe:

O
OsNH, o\\(éj,,o
®
_N_ NH, "H0
AVal)

S

CHs (1)
[00330] Hupanapu0 sBisieTcsi CUIIBHBIM U CEIEKTUBHBIM HHTHOUTOPOM PARP-1

u PARP-2 ¢ xonnenrpanuen, odecrieunsaromei 50% nogasnenue ot koHTpoIrst (ICs0) = 3,8
u 2,1 HM COOTBETCTBEHHO, U €TI0 CEJIEKTUBHOCTB ABISAETCS B IO MeHbIIEeH mepe 100 pa3 Bbime
MO0 CPAaBHEHUWIO C JPYrUMH TpeacTaBurersiMu cemeiictBa PARP. Hupamapu6® momasmser
aktuBHOCTh PARP, ctumynupoBanHyro B pesynbTare nospexaecHus JIHK, BbizBanHOrO
A00aBIIEHUEM TIEPEKUCH BOAOPOA, B PA3IHMIHBIX THHHUAX KIETOK MpH [Cso ¥ KOHIICHTpALHH,
obecnieunBatomeit 90% moxasnerue ot KOHTPOIE (ICq0), cOCTaBIAFOIIMMH TPUOTH3UTETHHO

4 1 50 HM COOTBETCTBEHHO.

130



WO 2018/129559 PCT/US2018/013029

[00331] B BapwanTax OCYINECTBICHUA ananapH6 BBOOAT B  J03€,
SKBUBAJICHTHOW NpHOTU3UTENHHO 100 MT cCBOOOAHOTO OCHOBAaHHS HHpamapuOa (Hampumep,
(apManeBTUIECKH TPHEMIIEMYIO COJIb HHpanmapuOa, TaKyl0 Kak MOHOTHAPAT TO3WIIaTa
HUpanapuOa, BBOJIT B J03€, SKBHBAJCHTHOM mpuOmm3utensHo 100 Mr cBOOOIHOTO
OCHOBaHMA HUpamapu0a). B BapmaHTax OCyIIECTBIEHHS HHUpamapuO BBOIAT B J03€,
SKBUBAJICHTHOW NpHOMU3UTENHHO 200 MT cBOOOAHOTO OCHOBAaHHS HHpamapuOa (Hampumep,
(apManeBTUYECKH TPHEMIIEMYIO COJIb HHpamapuOa, TaKkyl0 Kak MOHOTHAPAT TO3WIIaTa
HUpanapu0a, BBOJAT B J03€, SKBHBAJCHTHOM mnpuOmm3urensHo 200 Mr cBOOOJHOTO
OCHOBaHMA HUpamapu0a). B BapmaHTax OCyIIECTBIEHHSA HUpamapuOd BBOIAT B J03€,
SKBUBAJICHTHON NpHOIU3uTeNbHO 300 Mr cBOOOAHOTO OCHOBAaHHSA HHUpamapuOa (Harmpumep,
(apMaLeBTUYECKH TPHUEMIIEMYIO COJIb HHpamapuOa, Takyl Kak MOHOTHAPAT TO3WIaTa
HUpanapu0a, BBOJAT B J03€, SKBHBAJCHTHOW mpuOmM3uTensHo 300 Mr cBOOOJHOTO

OCHOBAHHS HUpAapuoa).

HNHruOUTOpSl KOHTPOJIBHON TOYKH

[00332] B BapmaHTax OCYIIECTBICHUA IOMOJHUTENBHOE CPEACTBO TEPANUU
MPEACTaBIIET COOOW MMMYHOTEpANui0. B BapuWaHTax OCYIIECTBIIEHHS HMMYHOTEPATTHS
MPeIyCMaTPUBAET BBEICHUE OTHOTO HITH O0JIee TOTIOTHUTENbHBIX HHTHOUTOPOB UMMYHHOM
KOHTPOJIbHOW TOYKH (HAmpuUMep, BBEACHHWE OJHOTO, ABYX, TPEX, UYETHIPEX HWIH Oojee

JOTIOJTHUTEITFHBIX HHTHOUTOPOB HMMYHHOU KOHTPOJIBHOU TOYKH).

[00333] WNnnmrocTpaTUBHBIE MHUIIEHHU 1T MOJABICHH UMMYHHOM KOHTPOJIBHOM
TOYKH BKIIOYAIOT B ceOs: PD-1 (Hampumep, mojaBieHHE C MOMONIBIO CPEICTB TEPAIHH,
HarpasjieHHbIX poTuB PD-1, mpotus PD-L1 wmm npotus PD-L2), CTLA-4, TIM-3, TIGIT,
LAG (manpumep, LAG-3), CEACAM (wanpumep, CEACAM-1, -3 wum -5), VISTA,
BTLA, LAIR1, CD160, 2B4, CD80, CD86, B7-H3 (CD276), B7-H4 (VTCNI1), HVEM
(TNFRSF14 umu CD270), KIR, A2aR, MHC xnacca I, MHC knacca II, GALS, aneno3wH,
TGFR (mampumep, TGFR Gera), B7-H1, B7-H4 (VTCN1), 0X-40, CD137, CD40, IDO u
CSF-1R. CnenoBarenspHO, cpecTBa, KOTOPBIE IOAABIIOT TFOOYIO U3 3THX MOJIEKYJII, MOYKHO
MPUMEHATH B KOMOWHAIMH CO CPEICTBOM TEPANUU Ha OCHOBE aHTHTENA K PD-1, ommcanHbiM

B TAHHOM JOKYMCHTE.
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[00334] B BapmaHTax OCYIIECTBICHHA WHTHOWUTOP KOHTPONBHOH TOYKH
NPEACTaBIAET COOON MAIyI0 MOJEKYIy, HYKJIEHHOBYIO KHUCIOTY, MOJUIENTHA (HAIIpUMED,
AHTUTENIO), YIIEBOJ, JIUMHJ, METAJUI, TOKCUH WU CBA3BIBAIOIIEE CPeACTBO. B BapuaHTax
OCYIIECTBICHUA HHTHOUTOPOM KOHTPOJIBHON TOYKH SABIIACTCSA AaHTUTEIO, KOHBIOTAT AHTUTEA

WM €70 AHTUTEHCBA3BIBAIOINNN (PparMeHT.

[00335] B BapumaHTax OCYIIECTBIEHHWS HMHTHOUTOP HMMMYHHOH KOHTPOJBHOM
TOYKH MPEACTABIIET COO0M cpeacTBo, KoTopoe nmoaasisier TIM-3, CTLA-4, LAG-3, TIGIT,
IDO unmu CSFI1R.

[00336] B BapuaHTax OCyIIECTBIEHUS WHTHOMTOPOM UMMYHHOM KOHTPOJBHOM
Touku sAsiercss uHruomTop TIM-3. B BapmanTtax ocymectsineHus uHruouropom TIM-3
apnsieTcs cBsa3biBatoniee TIM-3 cpeacTBo (HampuMmep, aHTUTENO, KOHBIOIaT aHTUTENA WU
€ro aHTHTeHCBA3BIBAIOIIMU (parMeHT). B BapmanTax ocymectsiaeHus uHruoutop TIM-3
npeacraBimier co6oit mHruOmrop TIM-3, ommcannsiii B WO 2016/161270, xortopas
BKIJIFOYEHA B JJAHHBIM JOKYMEHT ¢ IOMOLIBIO CCBIJIKM BO BCEH CBOEH MONHOTE. B BapmanTax
ocymecTieHus uaruouTop TIM-3 mpenctasmser coooir TSR-022. Hampumep, HHTHOHTOP
TIM-3 (manpumep, TSR-022) MOKHO BBOJHTH B 103€, COCTABIAIOMEH IPHOTHU3UTENBHO 1, 3
w10 mr/kr (HanpuMmep, TPHOTUUTETFHO | MI/KT; TPHONH3UTETBHO 3 MI/KT WIIH
mpHOMH3UTEHHO 10 MTI/KT), WM TIOCTOSHHOW 03¢ OT mpuoOmmsutensHo 100 mo 1500 mr
(HampuMep, MOCTOSAHHOM 03¢ MPUOIM3UTENFHO 100 MT; TOCTOSTHHOH /103€ TPUOJTU3UTETHHO
200 MT; TIOCTOSTHHOM 103¢ MpUOMHM3UTENTbHO 300 MT; MOCTOSHHOW 03¢ MPHOIHU3UTEIHHO
400 MT; TIOCTOSSHHOHM 03¢ MPUOIM3UTETbHO 500 MT; MOCTOSHHOW 03¢ TPHOIHU3UTEIHHO
600 MT; TIOCTOSHHOM A03¢ MPUOMM3UTETFHO 700 MT; TMOCTOSHHOW /03¢ MPHOIHU3UTEIHHO
800 MT; MOCTOSIHHOM J03€¢ TPHOMU3HTETHPHO 900 MT; TTOCTOSHHOW 103€ MPHOIH3UTEIIBHO
1000 MT; ocTOSTHHOM 03¢ TPHOMU3HTETHHO 1100 MT; IOCTOSHHON 03¢ MPUOTH3UTEIIHHO
1200 MT; IOCTOSTHHOM 03¢ TIPHOTU3HTETHFHO 1300 MT; IOCTOSHHON 03¢ MPHUOTH3UTEIIHHO

1400 Mr uM TOCTOSHHOM 103€ MpuOIM3nTenbHO 1500 Mr).

[00337] B BapumaHTax OCymecTBIEHHUS WHTHOMTOPOM WMMYHHOW KOHTPOJBHOHU
touku saBisieTcss UHrHOUTOp CTLA-4 (Hampumep, aHTHUTENO, KOHBIOTAT AHTUTENA WA €TO
aHTHTEHCBA3bIBafOMMK (parmeHT). B Bapmantax ocymectreHuss unruomrop CTLA-4
MPEICTABIIET COO0M MAITyI0 MOJIEKYITY, HYKICHHOBYIO KHCJIOTY, TOJHIIENTHA (HAPUMED,
AHTHTEJNO), YTTIEBOJ, JTUMH, METAJUT WM TOKCHH. B BapuaHTax OCyIIeCTBICHHA HHTHOUTOP
CTLA-4 npencraBnseT coO0H Mallyr0 MOJIEKYTy. B BapuaHTax OoCymiecTBIIEHUS HHTHOUTOP
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CTLA-4 mpencrasmsier coboi cesaspBatomee CTLA-4 cpeactBo. B Bapumantax
ocyniectBieHnss HHTHOUTOPpoM CTLA-4 saBisieTcsi aHTHUTENO, KOHBIOTAT AaHTHTEIA WJIH €TO
aHTUTEHCBs3bIBaOIMK (pparment. B Bapmantax ocymectsnenus unruomropom CTLA-4

apnseTcs umuuMmymado (Yervoy), AGEN1884 unmu tpemenumymad.

[00338] B BapuaHTax OCyIECTBIEHUS WHTHOMTOPOM UMMYHHOW KOHTPOJIBHOHU
TOUKU sABIsIeTca MHrHOuTOp LAG-3 (Hanmpumep, aHTHTENO, KOHBIOTAT AHTUTENA WM €To
aHTUTCHCBA3BIBAOIMK (parmeHT). B Bapmantax ocymectBreHuss uHruowrop LAG-3
MPEACTABIAET COO0M MalTyl0 MOJIEKYIY, HYKJICHHOBYIO KHCJIOTY, TOJMIIENTHA (HAPUMED,
AHTUTEJO), YTTIEBOJ, UMK, METAJUT WM TOKCHH. B BapuaHTax OoCyIIecTBICHHUA HHTHOUTOP
LAG-3 npeactaBnser coO0i Mamyr0 MOJEeKyly. B BapuaHTax OCYIIECTBICHUS UHTHOUTOP
LAG-3 nmpencrasmnsier co0oit caspiBatomee LAG-3 cpeactso. B BapuanTax ocymecTBIeHUs
uaruouropom  LAG-3  dABnAeTcs  aHTUTENO, KOHBIOraT  aAHTUTENAa MM €ro
AHTUTEHCBSA3bIBatOIMK (parmMeHT. B BapmanTtax ocymectsieHus HHruOuTopom LAG-3
apisietcst IMP321, BMS-986016, GSK2831781, Novartis LAG525 wmu uaruoutop LAG-3,
omucaHueii B WO 2016/126858, WO 2017/019894 wumu WO 2015/138920, kaxngas wu3

KOTOPBIX BKIIFOYUCHA B JIAHHBIN AOKYMCHT C MOMOIIBbIO CCBHIJIKH BO BCEM CBOEH IOJTHOTE.

[00339] B BapuaHTax OCyImECTBIEHHUS WHTHOUTOPOM WMMYHHOW KOHTPOJBHOH
touku sBisieTcss uHrHOUTOpP TIGIT (Hampumep, aHTHTENO, KOHBIOTAT AHTHTENA WA €TO
aHTHTCHCBs3bIBalOMMK (pparment). B Bapmantax ocymecTBieHus wuaruoutop TIGIT
MPEACTABIIET COO0N MAITyF0 MOJIEKYITY, HYKJICHHOBYIO KHCJIOTY, TOJHIIENTHA (HATPUMED,
AHTHTEJO), YTTIEBOJ, JTUIH, METAJUT WM TOKCHH. B BapuaHTax OCyIIeCTBICHHS HHTHOUTOP
TIGIT npeactaBisieT coO0M Mayr0 MOJIEKYJy. B BapHaHTaxX OCYIIECTBICHUS HHTHOUTOP
TIGIT npenctasnseT codout caspBatromee TIGIT cpeactBo. B BapuaHTax ocymiecTBICHUS
uaruoutopom  TIGIT  saBmgercs  aHTHTENO, KOHBIOTAT  AHTHUTENA WIH  €T0
aHTHTEHCBA3bIBafOMMK (parmeHT. B BapmanTax ocymectBiaerus wuHrHOUTOpoM TIGIT

assaerca MTIG7192A, BMS-986207 unu OMP-31M32.

[00340] B BapmaHTax OCymecTBIEHHUS WHTHOMTOPOM WMMYHHOW KOHTPOJBHOH
toukn seigercs wuHrHOMTOpP IDO. B Bapmantax ocymectBienus wunrnoOuTop IDO
MPEICTABIIET COO0M MAITyI0 MOJIEKYITY, HYKJICHHOBYIO KHCIIOTY, TIOJHIIENTHA (HAPUMED,
AHTHTENO), YTTIEBOJ, UMK, METAJUT WM TOKCHH. B BapuaHTax oCymiecTBICHHA HHTHOUTOP
IDO npencrasnseT coO0l Mamyro Moiekyiy. B BapuanTax ocymectsienus uaruoutop IDO
npeacTaBmieT coOoi  ceaseBatomee IDO cpeactBo. B BapmaHTax ocymiecTBICHHA

133



WO 2018/129559 PCT/US2018/013029
I/IHFI/I6I/ITOpOM IDO sBnsiercs AHTHUTCIIO, KOHBIOIaT aHTUTCIa UK €TI0 aHTI/IFeHCBSISBIBaIOH_[I/Iﬁ

¢parmeHT.

[00341] B BapumaHTax OCymecTBIEHUS WHTHOUTOPOM UMMYHHOW KOHTPOJIBHOH
toukn sBiseTcs uarHOMTOp CSFIR. B Bapmantax ocymectsnenus umaruOutop CSFIR
MPEICTABIET COO0M MAITyl0 MOJIEKYIY, HYKJICHHOBYIO KHCJIOTY, TOJHIIENTHA (HAPUMED,
AHTUTEJNO), YTTIEBOJ, JTUMHJ, METAJUT WM TOKCHH. B BapuaHTax oCyIIecTBICHHA HHTHOUTOP
CSF1R mpencrasnsger coOoil Manyro MOJeKylTy. B BapuaHTax OCyHIECTBICHHS UHTHOMTOP
CSFI1R npeacrasmsieT codoit cesaspiBatomee CSF1R cpencto. B BapranTax ocymiecTBieHus
uaruouropom  CSFIR  aBnsgercs  aHTHTENO, KOHBIOTAT  AHTHUTENA MM €r0

AHTUTECHCBA3BIBAIOIINHI (pparMeHT.

[00342] B Bapuantax OCYyIIECTBICHHS HMHIHOUTOP KOHTPOJBHOW TOYKH
(manpumep, uaruoutop TIM-3, Takoit kak TSR-022) M0OkHO BBOJUTH B J103€, COCTABIAIOICH
npuOIU3uTENbHO 1, 3 wimu 10 Mr/kr (HarmpuMep, TPUOTU3UTENBHO 1 MI/KT; IPHONH3HTEIEHO
3 MI/KT Wik TpHOMH3UTENBHO 10 MI/KT), WIIH MOCTOSTHHOW 03¢ OT mpHOmH3uTeapHo 100 10
1500 Mr (HampuMmep, TOCTOSHHOW 03¢ mNpuUOMM3uTeNnbHO 100 MIr; TOCTOAHHOW [103€
mpuOmH3uTeIbHO 200 MT; TOCTOSTHHOM A03¢ TpHOMH3uTeabHO 300 MT; TOCTOSHHOH H03€
mpuOH3uTeIbHO 400 MT; TIOCTOSTHHOM A03€¢ TpHOMH3UTETbHO 500 MT; TOCTOSHHOH H03€
mpuOIH3UTEeIbHO 600 MT; TOCTOSTHHOM A03¢ TpHOMH3uTEabHO 700 MT; TIOCTOSHHOH H03€
mpuOmH3uTeTbHO 800 MT; TOCTOSHHON A03¢ TpHOMH3UTETbHO 900 MT; TOCTOSHHOH H03€
mpuOm3uTeabHO 1000 MT; TOCTOSHHON /03¢ MPHOMH3UTENHHO 1100 MT; MOCTOSTHHOW 103€
mpuOH3uTebHO 1200 MT; TOCTOSHHON /03¢ MPHOMH3UTENHHO 1300 MT; MOCTOSTHHOU 103€

mpuOI3UTEHHO 1400 MT WM TOCTOSTHHOM 103€ MpUOIM3uTenbHO 1500 Mr).

[00343] B BapuanTax OCyIIECTBICHHs CPEACTBO, HaNpaBleHHOE POTUB PD-1,
BBOJAT B KOMOWHALIMKW C TI0 MEHBIIEH MEpE OJHHUM JOTOJIHUTEIIbHBIM HWHTHOHTOPOM
MMMYHHOU KOHTPOJIbHOM TOYKH, UJIU 110 MEHBIIEH MEPE ABYMS, HIIA IO MEHBLIEH MEPE TpEMs
JOTIOJTHUTEIIFHBIMA HHTHOWTOPAMH KOHTPOJBHOM TOYKHA. B BapmaHTax oOCyIIeCTBICHHSA

JOTIOTHATENTFHO BBOAT HHTHOUTOP PARP.

[00344] B BapuanTax OCyIIECTBIECHHs CPEACTBO, HANMpaBleHHOE MPOTUB PD-1,

BBOJAT B KoMOuHammu ¢ wHrHOWTOpoM TIM-3 u marnOomropom LAG-3. B BapmanTax
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OCYNIECTBIICHHA CPEACTBO, HampaBieHHoe mpotuB PD-1, BBOAAT B KOMOWHAIMH C

uaruouTopoM TIM-3, marudouropom LAG-3 u uaruduropom CTLA-4.

[00345] B BapuanTax OCymECTBIECHHs CPEACTBO, HANpaBlieHHOE IPOTUB PD-1,
BBOJAT B KomOwmHammu ¢ WHruOutopom LAG-3 w wmarubmropom PARP (Hampumep,
HupanapuOoM). B BapmanTax ocCymiecTBIEHHS CPEACTBO, HampasieHHoe npoTuB PD-1,
BBOJAT B KoMOuHaIwu ¢ uHruouropom TIM-3, uaruouropom LAG-3 u uaruoutopom PARP

(HampumMep, HUPamapuooMm ).

[00346] JUId TanuMeHTOK JAETOPOAHOTO BO3pacTa NPEANOYTHTENHHO, YTOOBI
MAIMEHTKA  XapaKTepU30BallaCh  OTPULATENBHBIM  TECTOM Ha  OEPEMEHHOCTh C
HCTOJIb30BAHUEM CBIBOPOTKH KPOBH B TEUEHHUE NIEPUOAA /2 4aCOB A0 JaThl BBEJACHHUS NEPBOM
J03Bl CBS3BIBAIOINETO CpeAcTBa Ha OcHOBe aHTHTena K PD-1. Taxke mpeamodyturensHO,
YTOOBI TALMEHTKHA IETOPOJHOTO BO3PACTAa M TAIMEHTHI MY)KCKOTO II0JIA COTJIAIIAHCH
MPUMEHATH 2 TMOAXOMAIIUX CHOC00a KOHTPALECHIIMA CO CBOMM MAapTHEPOM. B HEKOTOPHIX
BAPHUAHTAX OCYINECTBJICHUS MALMEHT COITIAINACTCA MPUMEHATh 2 MNOAXOAIHUX METOAA
KOHTpPALEMLMK, HAaYMHAsA CO CKPUHUHIOBOTO BHU3WTa 4epe3 150 mHed mocie BBEACHUA

MOCJIETHEH T03BI HCCTICAYEMOTO CPEACTBA TCPAITUH.

Hsmepeﬂue omeéema onyxojiu

[00347] B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHA KIMHHYECKAs MOJb3a
npeacTaBmsieT co0oi momHb 0TBET («CRY»), wacTrunsbiii oTBET («PRY») mnm cTradunmsammro
3a0oneBanus («SD»). B HEKOTOpHIX BapWaHTAaX OCYIICCTBIICHHS KIWHHYECKAs TOJIb3a
COOTBETCTBYET MO MeHbuiell Mepe SD. B HeKOTOpbIX BapHaHTaX OCYIIECTBIICHUA
KIIMHMYECKAasd TOJb3a COOTBETCTBYET MO MeHbmed mepe PR. B Hekotopeix BapuanTax
OCYIIECTBICHHUA KIMHUYEcKas mnonb3a cooTBeTcTByeT CR. B HekoTophIX BapuaHTax
OCYIIECTBIIEHH 10 MeHbIIEH Mepe 1%, 2%, 3%, 4%, 5%, 6%, 7%, 8%, 9%, 10%, 15%, 20%,
25%, 30%, 35%, 40%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90% wumu 95%
MALMEHTOB JOCTUTAIOT KIIMHUYECKOM ONb3bl. B HEKOTOPBIX BapHaHTaxX OCYLIECTBIICHUA 110
MeHbIeH Mepe 5% ManueHTOB JOCTUTAIOT KIIMHUYECKOM T0JIb3bl. B HEKOTOPBIX BapHaHTaX
OCYILECTBICHHUS MO MEHbIEH Mepe 5% naleHToB AocTUratoT SD. B HEKOTOpBIX BapHaHTax

OCYIIECTBIIEHHUS MO MEHbIIEH Mepe 5% MalueHToB MOCTUraroT 1o MeHbied mepe PR. B
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HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHUA IO MeHbIIEN Mepe 5% mauuenToB aocturaroT CR. B
HEKOTOPBIX BapUaHTaX OCYIIECTBICHHMA MO MeHbHied Mepe 20% NanuMeHTOB JOCTHTaKOT
KIIMHUYECKOHM MOINIb3bl. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIEHUA MO MeHbIieH mepe 20%

MALUEHTOB JOCTUraT SD.

[00348] B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHA KIMHHYECKAs MOJIb3a
(manmpumep, SD, PR w/umu CR) ompenensiercss cormacHo KpurepusiMm OLIEHKH OTBETA TPH
comuaubix omyxomsax (RECIST). B HexkoTOpbIX BapHaHTax OCYIIECTBICHUS KIMHHYECKAS

nonib3a (Harpumep, SD, PR w/umu CR) onpenensercs cornacuo pykosoacTsam RECIST.

[00349] B HEKOTOpBIX BapHaHTaX OCYINECTBIIEHHS OTBET OIYXOJIM MOKHO
W3MEPUTH, HaTIpUMep, ¢ momomibio pykoBoacTB RECIST v 1.1. PykoBoacTBa npegocTaBiaeHbI
B E.A. Eisenhauer, et al., «New response evaluation criteria in solid tumors: Revised RECIST
guideline (version 1.1.)», Fur. J. of Cancer, 45: 228-247 (2009), KOTOpPHIH BKIIOYCH
MOCPEACTBOM CCBUIKM BO BCEU CBOEH MOJHOTE. B HEKOTOPBIX BapHAaHTAX OCYINECTBIICHHS
pykoBogactBa RECIST wmoryr ciyXuTh B KauecTBE OCHOBBI ISl BCEX PYKOBOAAIIUX
MOJIO’KEHUH TPOTOKOJIA, CBS3AHHBIX C COCTOSHHEM 3a00JieBaHUSA. B HEKOTOpPHIX BapHaHTaX
ocymectpienus pykoBoactBa RECIST wucmonmp3yroT 1j1si OIEHKH OTBETA OIMYXOJIH Ha

JICUCHHE W/WITH TAThI IPOTPECCHPOBAHUS 3a00JICBAHHS.

[00350] Cornacao pykooactBam RECIST TpeOyercs wW3HavambHas OICHKA
o0mIel OmyXOJeBOW HATrPy3KH HA WCXOJHOM YPOBHE, KOTOPYIO HCIOJB3YIOT B KA4EeCTBE
CPaBHUTENNBHOH TS OCIEAYIOMUX U3MepeHu. OMmyX0JIi MOKHO H3MEPATH C IPUMEHEHHEM
MF000¥ CUCTEMBI BH3YaJIH3AIMH, H3BECTHOH U3 YPOBHA TEXHHUKH, HapuMmep, ¢ momompio CT-
CKaHUpPOBaHUA WK peHTreHorpaduu. [loxnaroneecs u3MepeHUIO 3a00IeBAaHHE OTIPEACTISIOT
0 HAIWYUI0O TIO0 MEHBIIEHM MEpe OAHOr0 MOAJAOIIErOCs HW3MEPEHUI0 ovara. B
HCCIIEAOBAHUAX, TA€ IEPBUYHON KOHEYHOU TOYKOHM ABJIETCSA MPOIPECCUPOBAHUE OIYXOJH
(OO Tepuoa BPEMEHH M0 MPOTPECCHPOBAHWA, JHOO MONSA C MPOTPECCHPOBAHHUEM 34
(UKCUPOBAHHBIA TIEPHOJ BPEMEHH), B MPOTOKOJIE TOJDKHO YKAa3bIBATHCSA, OTPAHUYEH JIH
JOIYCK TAIUEHTOB C TOATAIONTAMCS U3MEPEHHIO 3a00JIEBAHUEM HITH JKE€ TIPUTOIHBI TOIBKO

MAIUEHTHI, Y KOTOPBIX UMEETCS HETIOIIAI0IEECs H3MEPEHHUIO 32001 BAaHHUE.

[00351] Ecnim Ha wWCXOMHOM YypOBHE TIPHCYTCTBYET Oojiee YeM OJHH
TTOIJAOTIANCS H3MEPEHHIO 0Yar, BCE OYard BIUIOTH 0 MAKCHMYM IIATH OYaroB B HEJIOM (H

MAaKCHMYM JBYX O4YaroB Ha opraH), npeacTaBIAOIKUC BCC MOPAKCHHBIC OPraHbl, MTOJLKHbBI
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OBITh HMICHTH(QHUIMPOBAHBI KAK IEJIEBBIE OYard, W OHH OyIyT PETHCTPHPOBATHCA U
W3MEPATHCA HA UCXOTHOM YPOBHE (3TO O3HAYAET, YTO B TEX CIy4asX, KOTJAA y MALMEHTOB
HMMEETCS TOJIBKO OJHMH WM J1Ba MOPAKEHHBIX y4acTKa OpraHa, TO COOTBETCTBEHHO MOTYT

OBITh 3aPETUCTPUPOBAHBI MAKCUMYM JIBAa U YETHIPE 0Yara).

[00352] [leneBpie OuYaru cCjaeayeT BBHIOMPATH C YY4ETOM HX pasMepa (o4ard ¢
HAUOOJIBIIINUM JHAMETPOM), OHH JOJDKHBI OBITh PEMPE3CHTATUBHBIMY JJI1 BCEX MOPA’KEHHBIX
OpPraHoB, HO, KpOME€ TOTO, JOJUKHBI OBITh TAaKOBBIMH, KOTOPbBIE TIOIAFOTCS

BOCIIPOU3BOAUMBIM ITOBTOPHBIM U3MCPCHUAM.

[00353] JlumpaTtryeckue y3abl 3aCTY)KHUBAIOT 0COOOTO BHHMAHUSA, MOCKOJBKY
OHHU TPEACTABIAIOT COOOM HOPMAJIbHBIE AHATOMUYECKHE CTPYKTYPBI, KOTOPbIE MOTYT OBITH
BUIHBI IPU BU3YAIIU3ALIMH, JA’KE €CTIH OHU HE TIOPAYKEHBI OIyX0Jb10. [laTomoruyeckue y3msl,
KOTOPBIE OTIPEIEIIAIOTCS KaK IMOATAOIIHUECT H3MEPEHHIO H MOTYT OBITh HACHTH()UITUPOBAHBI
KakK LIEJEBbIE OYard, JOJDKHBI YIOBIETBOPATh KPUTEPHIO KOpOTKo#M ocu P15 mm mpu CT-
CKaHMPOBAaHWH. TOJBKO KOPOTKAsA OCh J3THUX Y3IIOB OYAET YYUTHIBATECA B CYMMAapHOM
3HAYEHUH HA UCXOJHOM ypoBHE. KopoTkas och y3ma npeacTasiseT co00i AuaMeTp, 0OBIYHO
UCTIONB3YEMbIH PEHTI€HOJIOTAMH, YTOOBI CYyJUTh O TOM, TMOPAKEH M Y3€N CONUIHON
OIyXx0Jbt0. Pazmep y31a 0OBIMHO YKA3hIBAIOT IO IBYM U3MEPEHHUSAM B INTOCKOCTH, B KOTOPOH
nosryueHo u3oopaxkenue (st CT-ckaHUpOBaHUSA STO TIOYTH BCETAA OCEBAs IIOCKOCTb; AJIS
MRI mmockocTs 111 OOHAPYKEHHSI OOBEKTAa MOKET OBITh OCEBOM, CArTHTAIBHOW WITH
dbpoHTaNbHOM). MeHbIIas W3 JTHX HW3MEPIEMBIX TIOKA3aTeNeH TMPEACTABIAET COOOM

KOPOTKYIO OCb.

[00354] Hampumep, y3em OpIOIMHOW TOJNOCTH, KOTOPBIH PETUCTPHPYIOT C
pasmepamu 20 x 30 MM, UMEET KOPOTKYH OChb 20 MM H CUMTAeTCs 3JI0KAYECTBECHHBIM
TTOIJAIOTIAMCST U3MEPEHHUIO y3oM. B 3Tom mpumepe 20 MM JOJDKHO OBITH 3aIHCAHO KakK
n3MepeHue ys3na. Bee npyrue maronoruueckue y3msl (¢ KOPOTKOH ochio P10 Mmm, HO <15 mMm)
JOJDKHBI PAacCMaTpUBATBCS KAaK HELENEBBIE OYaruh. Y37l C KOPOTKOM oOchro <10 mm
paccMaTpUBAIOTCS KAaK HEMATOJOTHYECKHE M HE JOJDKHBI PETUCTPUPOBATBHCS HWIH

OTCJICKHUBATHCA.

[00355] CymMmy muamMeTpoB (HAHOONBIIMX UL HE Y3JIOBBIX 0YaroB, KOPOTKHX
OCel ISl Y370BBIX 0YAroB) JJIA BCEX ILIEJIEBBIX 04aroB OyAyT PacCUUTHIBATH U 3AITUCHIBATH

KaK CyMMy JHAMETPOB Ha HMCXOJHOM ypoBHe. Ecnmu nmumdartwueckue y3iabl TMOAJIEKAT
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BKITFOUEHHIO B CYMMY, TO, KAK OTMEUYEHO BBIIIE, B CYMMY J00aBIITIOT TOJBKO KOPOTKYIO OCh.
CymMMy IuaMeTpoOB Ha MCXOJHOM YPOBHE OYyAyT HCIOJIB30BaTh B KA4YECTBE 3TajJOHA I
JAaTbHEUINETO OMPEEIICHUS XapaKTEPUCTUK JFO00M OOBEKTHBHOM PETPECCHH OMYXOJH B

MOTAIOIIMXCS H3MEPEHHUIO TTAPAMETpPax 3a00JICBaHUS.

[00356] Bce napyrume owarm (WM ydacTku 3a00NI€BaHUSI), B TOM YHCIE
MATOJIOTHYECKHE JTUM(PATHIECCKHE Y3IIbI, HEOOXOAUMO HICHTH(UIMPOBATH KaK HELEJIEBbIC
OYard W TaKKe PETHCTPUPOBATH HA MCXOJHOM YpoBHe. V3mepeHus He TpeOyrOTCA, U ITH
OYard ONMHCHIBAIOT KaK CIIEAYIOIIEE: IIPUCYTCTBYIOIINEY, OTCYTCTBYIOLIHE) WITH, B PEIKUX
CITy4asiX, «IBHOE MPOTPECCHPOBAHHE». Kpome TOro, MHOMKECTBEHHBIE HEIIEJIEBBIE OYard,
BOBJICKAIOIIME OJUH M TOT K€ OPraH, MOJKHO 3alMChIBaTh B BHAE OJHOM TO3UIMH B
WHIWBUAYATbHON PETHCTPAIMOHHON KapTe (HAmpUMep, «MHOYKECTBEHHBIE YBEIHMYCHHBIC

J'II’IM(i)aTI/I‘ICCKI/Ie Y3JIbI Ta3a» UK «KMHOKCCTBCHHBIC MCTACTa3bl B ne%rm»).

[00357] B HEKOTOpBIX BapHMaHTAX OCYIUNECTBICHUSA OTBET OIYXOIM MOKHO
WU3MEPUTH C IOMOIIBIO, HAIPUMEP, CBSI3aHHBIX ¢ MMMYHHOM cucteMol pykoBoacTs RECIST
(irRECIST), koTOpbIe BKITIOYAIOT B CE€OsI CBI3aHHBIE C HIMMYHHOM CHCTEMOW KPUTEPHUH OTBETA
(irRC). B irRC m3MepstoTcss m3mepsieMbie TOPAKEHHUsI, KOTOPBIE XapaKTEPU3YIOTCA TIO
MEHBIIEH MepPEe OJHUM H3MEPEHHEM C MHHHUMAJBHBIM pazMepoM 10 MM (Tpu HaHOOTBIIEM
muametpe ipu CT- mm MRI-ckaHHpOBaHWM) AJTS HEY3JIOBBIX MOPAKCHHM, H TIPEBHIIA0 ITAM
WY paBHBIM 15 MM And y37I0BBIX MHOPAXEHHM, WM MO MeHbmieH Mepe 20 MM 1mpu

PEHTIEHOTPAMME TPYTHOM KIIETKH.

[00358] B HEKOTOpBIX BapHaHTAX OCYINECTBIICHHUA CBSI3aHHBIE C WMMYHHOH
CHUCTEMOM KPHTEPHH OTBETA BKIFOUAIOT B ceOs CR (TomHOE HcUe3HOBEHHE BCEX MOPAKEHUN
(M3MepAEMBIX WM HET M OTCYTCTBHE HOBBIX MopakeHWH)); PR (CHWKeHHE OmMyXOneBOM
Harpy3ku Ha 50% W OOJBbIIE OTHOCHTEIFHO HMCXOMHOTO ypoBH:A); SD (HecooTBeTCcTBHE
kputepusaMm CR wmu PR nipu orcyreTsuu PD) mnmu PD (yBenmuenwne omyxoieBoi Harpy3Kky Ha
25% v OoJTbIIIE OTHOCUTEITFHO CaMOT0o HU3Koro ypoBH:). [TogpooHoe onmcanne irRECIST
MoskHO HaWTh B Bohnsack et al., (2014) ESMO, ABSTRACT 4958, u Nishino et al., (2013)
Clin. Cancer Res. 19(14): 3936-43.

[00359] B HEKOTOPBIX BapHaHTAX OCYIIECTBICHHUSA OTBET OIMYXOIH MOXET OBITH

ouereH 60 ¢ momomsio irRECIST, ma6o ¢ momomsio RECIST Bepcun 1.1. B HexoTOphIX
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BapUAHTAaX OCYHICCTBIICHHUS OTBET OITYyXOJIH MOJKET OBITh OlleHeH Kak ¢ momombio irRECIST,

tak u ¢ nomompio RECIST Bepcuu 1.1.

(DapMakommemuKa

[00360] DapMaKOKMHETHYECKHE JAaHHBIE MOKHO TMOJYYUTh C TOMOUIBIO
METOJMK, HW3BECTHBIX W3 YPOBHA TeXHHKH. M3-3a Heu3OexHOro KojeOaHUA
(dhapMaKOKMHETHYECKUX W (papMaKOAWHAMHUYECKHX  TApaMeTpoB  MeTaboIM3Ma
JICKApCTBEHHBIX  CPEACTB Yy  CYOBCKTOB-TIOACH  COOTBETCTBYIONIHE  KOMITOHEHTBI
(hapMaKOKHHETHYECKOTO U (hapMaKOJHHAMHUYIECCKOTO TTPOQHUIIS, OTIHCHIBAIONIHE KOHKPETHYIO
KOMTIO3HIIMIO, MOTYT BapbHpPOBaThcsa. Kak mpaBuiio, B OCHOBE (hapMaKOKHHETHYCCKHX H
(hapMaKOJMHAMHYECCKUX TIPOPHUIIECH JICKUT OTPEACIICHHE CPEIHUX 3HAYCHHH MapaMeTpoB B
rpymme cyObekToB. ['pynma cyOBEeKTOB BKIIIOYAET JFO00E PasyMHOE YHCIO CYyOBEKTOB,
MOIXOASAINEE IS OMPEACIICHUS] PENPE3CHTATUBHOTO CPEAHETO 3HAYECHHSA, HATNpUMEp, 5
cyOobekToB, 10 cyObekToB, 16 cyOBekTOB, 20 CYyOBEKTOB, 25 cyOBeKTOB, 30 CyOBEKTOB, 35
CyOBeKTOB WK Oosbire. CpeHee 3HAYEHUE OTIPEACIIIIOT MyTEM PacueTa CPeaHETO 3HAYCHHUS

BCEX U3MEPEHHH Y CyOBEKTa I KaXKI0TO H3MEPEHHOTO TIapaMeTpa.

[00361] B HekoTOphIX BapuaHTaX OCYIIECTBIICHHUS TOMYJSIUUA TMAMEHTOB
BKITIIOYAET OJHOTO WM 0O0Jee CYOBEKTOB (IOMyNAmHsA CyOBEKTOB»), CTPAJAIOIIUX

METACTATHYECKHM 3a00JICBAHUEM.

[00362] B HEKOTOpBIX BapuaHTax OCYLICCTBICHUSA IOMYJLMA MAalMEHTOB
BKIIFOYAaeT B C€0sS OJHOTO WU Ooliee CyOBEKTOB, KOTOpPBIE CTPAAAalOT OT paka WA
MOJIBEPKEHBI paKy. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIICHHS PAK MPEACTABIAET COOOH pak
TOJIOBBI W III€H, PAK JIETKOTO (HapuUMep, HEMEIKOKIIeToUHbIN pak jerkoro (NSCLC)), pak
MOYKH, PAK MOYEBOTO Iy3BIPS, METAHOMY, KAPUUHOMY M3 KIETOK MepKels, paK IeHKH
MATKH, BATHHAJTBHBINA PaK, BYJIbBAPHBIN PaK, pak MATKH, PaK YHAOMETPHS, PaK SHYHHUKA, PaK
damutonueBoil TPYOBI, paK MOJIOYHOW >KEJE3bl, PaK MPEJACTATETHHOW JKEIE3bl, OIMyXOJIb
CIIFOHHOM JKEJIE3bl, TUMOMY, aJPEHOKOPTHKAJIBHYI0 KAPLUWHOMY, pak IMHUIIEBOJA, pPak
JKEITy/IKa, KOJIOPEKTANBHBIN PaK, PaK almeHANKCa, KAPIHHOMY YPOTEIHATBHBIX KIETOK HITH
TIOCKOKJIETOYHYIO KapIUHOMA (HAIPUMED, JIETKOTO;, aHOTE€HUTAIBHON 00JIACTH, B TOM YHCIIE
aHyca, TIOJIOBOTO 4YJI€HA, IMEHKW MATKH, BIIATAMINA WA BYJIBBBL, WM TNHOIEBOJA). B

HEKOTOPBIX OIPENEICHHBIX BAPHAHTAX OCYIIECTBICHUSA pak TPEACTABIIET COOOW pak
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supometpusi, NSCLC, pak mouyku, MeIaHOMY, paK INEHKH MATKH, IIOCKOKIETOYHYIO
KapuuHOMY (HAIIpUMeEp, JIETKOTO) HMJIM KOJOPEKTAJIbHBIM pak. B HEKOTOpPBIX BapuaHTax
OCYIIECTBIICHUSA MOMYJISII TAIMEHTOB BKIIFOYAET OHOTO WM 00Jiee CyOBeKTOB (Hampumep,
BKITFOYAET WJIM COCTOMT M3 CYOBEKTOB), CTPAJAalOMMX OT paka. Hampumep, B HEKOTOPHIX
BAPHAHTaX OCYIIECTBICHUS TOMYJALMA TMALMEHTOB, CTPANAIOIIMX OT PaKa, paHee MOTJa
MOJly4aTh JIEYEHHWE C TIOMOINBI0 CPEICTBA TEPaNUH, HANpUMeEp, OOMydYeHHs WHIH

XUMHUOTCPAITUH.

[00363] B HekoTOpBIX BapuaHTaxX OCYHIECTBICHHS (PapMaKOKHHETHUYECCKUM(-HE)
napaMeTp(bl) MOKET(MOTYT) MPEICTABIATH COOOM HOOBIE MapaMeTpbl, MOAXOAAIIUE AJIA
OTMCAHUS KOMITO3HIIMY IO HACTOSIIEMY H300peTeHHt0. HarmpumMep, B HEKOTOPHIX BapHAHTAX
ocymecTBICHUA Cmax COCTABISIET MPUOM3UTEIBHO 1 MKI/MIT; TPHOJIH3UTEIIFHO 5 MKI/MIL,
mpHOMH3UTEIbHO 10 MKI/MJ, TPUONM3HTENBHO 15 MKr/My, mpuOmM3uTenbHO 20 MKI/MII,
NPUOTTU3UTENBHO 25 MKI/MJ, NpHOMH3HTENbHO 30 MKI/MII, TPUOIM3UTENBHO 35 MKI/MII,
mpHOMH3UTETbHO 40 MKI/MJ, TPUOMZHTENBHO 45 MKI/MJI, MPUOTU3HTENbHO 50 MKIr/MII,
MPHOMH3UTEBHO 55 MKI/MJ, TPUONM3HTENBHO 60 MKI/MJI, TPUOIU3HTENBHO 65 MKI/MII,
MPHOMH3UTETPHO 70 MKI/MJI, TIPUOJIM3HTENBHO 75 MKI/MJI, MPUOIM3HTENbHO 80 MKr/MmI,
MPHOMH3UTEBHO 85 MKI/MJ, TPUOMM3HTENBHO 90 MKI/MJI, MPUOIU3HTENBHO 95 MKr/mi,
npuOmH3uTeIbHO 100 MKr/Mit, mpuOmH3uTenbHO 150 MKr/™Mit, mpuOaH3uTensHO 200 MKT/MIT,
mpuOIH3UTEHHO 250 MKT/MIT, puOIU3nTeNbHO 300 MKI/MIT WITH JTFOO0E JPYroe 3HAYCHHE
Cinax, TIOIXOJSTIIEE AT OTHCAHUS (PAPMAKOKHHETHIECKOTO Tpoduiisa cBsa3biBarommero PD-1

Cpe/cTBa.

[00364] B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUS Tmax COCTABIIACT, HAIIPUMED,
He Oojiee yeM mpubm3uTensHo 0,5 yaca, He Ooree yeM nmpuoOIH3uTenbHO 1,0 yaca, He Ooee
yeM TpuOIM3HTeIbHO 1,5 yaca, He Oojiee yem mpuOmM3uTenpbHO 2,0 yaca, He Oojiee YeM
MPUOTU3HTEIHHO 2,5 Yaca Wir He Ooyee YeM nmpuOIu3uTeNnbHO 3,0 Yaca WM JI000e Ipyroe
3HAYCHHE Tmax, TOAXOASINEE IS OMHCAHUS (hapMAKOKHHETHYECKOTO  Tpoduis

ceasbiBaromero PD-1 cpenacrtsa.

[00365] Kak npasuno, AUC, onucaHHas B JaHHOM JOKYMEHTE, TPEACTABIISET
cO00M Mepy TUTOMAAHM TIOJ KPHUBOHM, KOTOPas COOTBETCTBYET KOHLEHTPAIMH AHAINTA B
TE4YEeHHE BRIOPAHHOTO TIEPHUOA BPEMEHH TIOCTIE BBEACHHS J036I TEPATIEBTHYECKOTO CPECTBA.
B HeKOTOpBIX BapuWaHTaxX OCYIMIECTBICHHSA TAKOH IMEPHOJ BPEMEHH HAYWHACTCA C MOMEHTA
BBEJCHHA 03B (T. €. yepe3 0 4acoB Mociie BBEACHHS J03bI) M UTHTCSA MPHONH3UTEIHHO 2,
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MPHONMH3UTENBHO 6, TpHONMH3UTENbHO 12, mpuOmM3uTensHO 36, TPUOMM3HTENBHO 48,
MPHOMH3UTENBHO 72, puOIM3uTensHO 168, mpuOmusutensro 336, mpuOmusuTensHo 514,
MpUOTU3HTEIFHO 682 Mimm OOJee YacoB MOCJEe BBEACHHS T03bl. B HEKOTOPHIX BapHaHTaxX
ocymecTtBieanss AUC mpenctaBmser coO0H TaKOBYHO, KOTOPYIO MONTY4alOT C MOMEHTA
BpemeHn 0 4acoB 10 MOMEHTAa BpeMEHH 336 4acOB MOCJIE BBEICHUA 03bI, OMUCAHHOW B

JAHHOM JIOKYMEHTE.

[00366] AUC0336x) MOXKET COCTaBIIATh, HANPHUMEP, NPUONH3UTENbHO 500
MKreu./mi, npuOmmsutrensHo 1000 Mirew./min, npuOmusutensHo 1500  MKrew./mo,
npuOm3uTeabHO 2000 MKrey./mit, mpuomu3uTenbHo 2500 MKrey./mi, npudausutensHo 3000
MKred./mi, npuOmusutrensHo 3500 Mikreu./mu, npuOmusutensHo 4000 MKrew./mu,
npuOTU3UTENHHO 4500 MKrey./Mi, mpuOIU3UTETHHO 5000 MKrey./MI, IpUOIM3UTENHHO 7500
MKre4./mi, mnpuommsutenbHo 10000 Mirew./mu, npudmmsurensHo 15000 MKrew./mu,
npuomu3uTeabHo 20000 MKrew./mi, mpuOmm3uTensHo 25000 MKrey./min, MPHONH3HTENHEHO
30000 mkreu./mi, mpuOmmu3uTenbHO 35000 MKreu./mi, npuomusuteabHo 40000 MKrew./mo,
npuonu3uTenbHo 45000 MKrew./miu, mpuOmmzuTensHo 50000 MKrey./Mi, MPHONMHU3HTENHHO
65000 Mkrey./mIL, puOH3UTERHO 75000 MKreu./mMit, mpuOu3uTebHO 90000 MKT*y./MJT WITH
moooe apyroe 3HaueHue AUC(0-3364), TOAXOAAINEE I OMHCAHHUA (PapMaKOKHHETHYECKOTO
npouIe TEpameBTHYECKOTO cpeacTsa (Hampumep, cBssbBatomero PD-1 cpeacrra). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIEHUS CBsA3bIBatomee PD-1 cpeacTBo (HampuMep, aHTHTETIO
k PD-1) BBOmAT corjmacHO cxeme, KOTOpas, Kak NPOJACMOHCTPHUPOBAHO, B TOMYJIAIIHH
naueHToB oo0ecnieunBaeT gocTwkeHue cpeaHed AUCo 336« KpUBON KOHIIEHTPALMA-BPEMS B
cimyuae cBsa3pBaromero PD-1 cpemctBa, kotopas coctaBmser oT 2500 w.*mkr/mm a0
50000 u.*mkr/mn. B~ HEKOTOpBIX  BapuWaHTaX  OCYIIECTBJIEHHS  CX€Ma,  Kak
MPOAEMOHCTPUPOBAHO, B TIOTYJIIUH NAIMEHTOB o0ecnieunBaeT noctmwkenne cpeanedt AUC.
336+, KPUBOM KOHLICHTpaLMs-BpeMs B ciydae cBasbBaromero PD-1 cpencrsa, koTopas
cocraBimaer npuOmm3uTenbHO 3400 u.*mkr/mn, npuOmmsuTensHo 11000 u. *Mir/Mm wmn

mpuOH3uTENHHO 36800 u. *MKT/MIT.

[00367] B HekoTopbix BapuaHTax ocymectsiaeHus onpeaeneHa AUC ot 0 yacos
no okoHdaHus mepuoga BBeneHHS 10361 (AUCotan). B HekoTOpsIX BapmaHTax
OCYLIECTBJICHUSA NIEPHUO/T BBEICHHA 1035l COCTABIIIET OJHY HEETIIO, ABE HEJENHU, TPU HEMIETIH,
YETHIPE HEJENH, MATh HEACIb, MECTh HEJENIb, CEMb HEENb, BOCEMb HE/EIb, ICBIATHh HEJENb

Wi ACCATh HCACIID. B HCKOTOPBIX BapHaHTaX OCYHICCTBIICHHA TMNCPHUOA BBCACHUA T03bI
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cocTaBsieT 3 Henelu. B HEKOTOPBIX BapHaHTAX OCYIIECTBICHHS MEPHOJ BBEACHHUS I03BI

COCTABIACT MICCTb HCACIID.

[00368] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
CPEACTBO BBOIAT COTJIACHO CXEME, KOTOpas, Kak MPOAEMOHCTPUPOBAHO, OOECIeYHBAa
JOCTH)KEHHE TAaKOM YacTOThl OTBETa B COOTBETCTBYIOIIEW MNOMYJALMH MALMEHTOB, YTO
MPOTPEeCCHPOBAHUE 3a00JeBaHUs HaOmMomanoch He Oornee yem y 50% — 80% mammeHTOB
uepes 2, 4, 6, 8, 10, 12, 14, 16, 18 nnu 20 Hexenp mocie Havala JeUYeHUS. B HEKOTOPBIX
BApHaHTaX OCYIIECTBJIEHUSA MPOrPECCHpPOBaHHE 3a00NeBaHUA MOKa3aHo y He Oonee 80%

MALMEHTOB Yepe3 1Mo MeHbler Mmepe 10 Henens nocsie Hayana JIeYeHus.

[00369] B HexkoTOpBIX BapHaHTax OCYINECTBICHHUA CBssbiBaromee PD-1
CPEICTBO BBOJAT COIJIACHO CXEME, KOTOpas SBIAECTCS AOCTATOYHOM A JOCTHKEHUA
cpenHel 3aHsaToctu peuentopoB PD-1, cocraBmsaroment mo mensmer mepe 50% — 90%,
yepes 1, 2, 3, 4 unu 5 gHeH nociie OTHOKPAaTHOM A03bI KOMIIO3HUIMHU. B HEKOTOPBIX BapuaHTax
OCYIIECTBIICHUS BBEJACHUE KOMITO3HIIMH, KOTOPAs 00ECIIEYHBAET JOCTABKY CBSI3BIBAIOIIETO
PD-1 cpenctsa, SBASETCA TOCTATOYHBIM T OOCCTICYCHHS TOCTHKCHHUS CPEIHEH 3aHATOCTH
peuenropoB PD-1, cocraBmstomed mo MmeHsield mepe 85%, depe3 3 mHS Toclie mpuema

OJHOKPATHOM JT03bI KOMITO3ULIMH.

[00370] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1
CPEACTBO BBOJAT COTJIACHO CXEMe, SBJSMIOMIEHCA JOCTaTOYHOM s  00ecTieYeHUs
JOCTKEHUSI CPEJHETO MOKA3aTeNsd CTUMYJISILUHU, COCTABIAIOMIEr0 Mo MeHbIeH mepe 1, B
(YHKIIMOHAIBHOM aHAJIM3€ 3aHATOCTH penenTopoB PD-1, wepe3s 3 nmHA mocne mpuema

OJHOKpATHOM 11035l cBsA3bIBaromero PD-1 cpeactsa.

[00371] B HekOTOpBIX BapHaHTax OCYINECTBICHUA CBs3biBaromee PD-1
CPEACTBO BBOJAT COTJIACHO CXEMeE, SBIAIOMICHCA JOCTATOYHOM s 00ecTiedyeHus
JOCTHIKEHUS CpeHEH 3aHATOCTH peuentopos PD-1, cocTaBnstommeii mo MeHbIei mepe 75%,
Ha TIPOTSHKEHHWH TIEPBOTO TIEPHO/IA BPEMEHH, HANPHUMEP, OT MPHUOMU3UTENBbHO 14 mHEH 10
mpubIU3HTEIFHO 60 THEH TTOCTIE TPUEMa OTHOKPATHOM 10361 CBs3biBatomero PD-1 cpenctaa.
B HExOTOpBIX BapuaHTax OCYINECTBIICHMs CBA3bIBaromee PD-1 cpeacTtBo BBOAAT COTnacHO
cXeMe, SABIAIOMENCS OOCTATOYHOW I OOeCTieYeHHs IOCTH)KEHHS CPEOHEH 3aHATOCTH
peuentopoB PD-1, coctaBnsAromeit mo meHpmed mepe 75%, Ha NPOTSKEHUM TEPBOTO

MEPUOa BPEMEHH (HATTPUMED, OT MPUOIM3UTEITFHO 15 mHeH a0 mpubmm3utensHo 60 THEH; B
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HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS TPHONH3UTENHO 29 gHEW) Tmocie MpHeMa

OJHOKPATHOM 11036l cBs3piBaromero PD-1 cpeactsa.

[00372] B HekOTOpBIX BapHaHTax OCYINECTBIECHUA CBs3biBaromee PD-1
CPEACTBO BBOJAT COTJACHO CXE€MeE, SBISAIOMICHCA JOCTaTOYHOM s oOecredeHus
JOCTHKECHUSI CPEJHErO MOKA3aTeNsl CTUMYILILUKM, COCTABIIOMIETO MO MEHbIIEH Mepe 1, B
(YHKIIMOHAIBHOM aHAJIM3€ 3aHATOCTH perenTopoB PD-1 Ha npoTsykeHHH iepBOro mepuoaa
BPEMEHH, HaNpPUMEpP, OT NMPUONM3HUTENBHO 14 mgHE# no mpuOmm3uTenbHO 60 aHEH mocie
npuemMa OJHOKpPaTHOM 103kl cBA3biBaromero PD-1 cpeacTtsa. B HEKOTOpBIX BapuaHTax
OCyIIECTBIICHUS cBsA3bIBaroniee PD-1 cpencTBo BBOAAT COTNIACHO CXEME, SBIAOIIECHUCS
AOCTATOYHOM i1  00€CHedeHus JOCTHKEHHA CPEJHEro IOKa3aTens CTUMYJIILHH,
COCTABJIAIOIIETO 1O MEHbLIEH Mepe 1, B PyHKIMOHATBPHOM aHAJIM3€ 3aHATOCTH PELENTOPOB
PD-1 Ha npoTsHKEHUH MIEPBOTO NIEPHOA BPEMEHH (HATIPHUMED, OT MPUOIH3UTENBHO 15 mHEH
10 MPUONMH3HTENFHO 60 JHEN; B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUS MPHOIU3UTENHHO 29

JHEHN) MocTe MprUeMa OJTHOKPATHOM 103bI ca3biBatoniero PD-1 cpencTsa.

INPUMEPHBI

[00373] Crnenyromuye puMepsl IPUBEAEHBI C LENBI0 WUTFOCTPALMH, a HE JJIA

OrpaHUYCHUA 3aABJIICHHOTO I/I306peTCHI/ISI.

Ipumep 1. CxembI BBeAeHHS 103 AJisl WIJIHOCTPATUBHOTO cBsi3biBatoiero PD-1

cpeacTsa

[00374] B nanHOM nmpumepe onmucaHo0 MHOTOLICHTPOBOE OTKPBITOE UCCIIE0BAHUE
1 (as3e1 mepBOTO MPUMEHEHHS TIPETIApATa Y YE€TIOBEKA, B KOTOPOM OIICHHBAIOT CBA3BIBAIOIIEE
PD-1 cpenctBo (aHTuTeno k PD-1) y manmueHTOB, UMEIOIMUX OMYyXOJdd. B 4acTHOCTH, B
JaHHOM TIpUMEpPE ONHMCaHbI 3PPEKTH JOZHPOBOK MPH JICUCHHH KOHKPETHBIM CBSI3BIBAFOTIIHM
PD-1 cpeacTtBoM y maMEeHTOB, U B YaCTHOCTH Yy MAaLMEHTOB C COJMIHBIMM OITYXOJIIMHM Ha
MO3AHEW CTAIUU WM METACTATHYECKUMH COJMAHBIMH omyXossiMu. CssbiBaromee PD-1
CPEACTBO, ONMHUCAHHOE B HACTOSLIEM HCCIEAOBAHUH, NMPEAYCMATPUBACT I'YMaHU3UPOBAHHOE
MOHOKJIOHaNbHOE aHTUTENO K PD-1. B wactHOCTH, KOHKpeTHOE CBs3bBaroniee PD-1
CPEACTBO, KOTOPOE COAEPKHAT BApHUAOEIBHYIO O00JIaCTh THKEIION LEMH, COACPIKAIIYIO
nocnenosatenpHocTH CDR mox SEQ ID NO: 9, 10 u 11, u BaprabenbHyr0 001aCTh JIETKOH

uenw, coaepxkainyto nocnaeaosatenbHocTd CDR mox SEQ ID NO: 12, 13 u 14. B ganHom
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WLTIOCTPAaTUBHOM aHTUTeNne K PD-1 B kadecTBe KapkacHBIX MOCIEAOBATEIIBHOCTEN
npuMeHsiroTcs TeH Tsoxeson nermm IGHG4*01 yenmoseka u reH nerkoi kanma-merm [GKC*01
yenoseka. KpoMe Toro, iMeercs oHa ToUeYHast MyTalus ¢ 3aMeHOH Ser Ha Pro B mapHUpHOM

obnactu Tsorenon nenu [gG4 o KAHOHUYECKOMY TTOJIOKEHHI0 S228.

[00375] Bxknmrouanu nanMeHTOB € THUCTOJIOTMYECKHM WM LUATOJIOTHYECKH
MOATBEPKACHHONW COJIMIHOM OIyXOJbI0 HA TO3MHEW CTaguH (HEPE3eKTAOEIbHOW) WIIH
METACTATHYECKOW COJIMAHOW OIYXOJIbI0, H Yy KOTOPBIX HUMEJO MECTO MPOTPECCHPOBAHHE
3a00JIeBaHHA TIOCJIE JICYCHHsS] C TOMOINBIO JOCTYIHBIX CPEJCTB TEPANUHU, KOTOPHIE, KakK
W3BECTHO, OOECTIEYMBAIOT KIIMHHYECKYIO TIOJIb3y, WM KOTOPbIE HE TIEPEHOCHIIH JPYyroe

H3BECTHOE CPEJCTBO(-a) JICUEHUS.

[00376] JlaHHO€ HCCIIeIOBAaHUE COCTOUT M3 2 4YacTeH: TOBBIIICHHUE M03bI U
pacmupenue koroptel. Yacth 1 mccrnenoBanus (MOBBIIIEHHWE A03b1) MpEJHA3HAYCHA, infer
alia, ns ouenku 6e3onacHocTH, mpodunst PK u PDy, mepeHOCUMOCTH U TPOTHBOPAKOBOTO
s¢dexra anturena k PD-1. [Tpumensmu MoauuimpoBaHHyo cxemy 3+3 A MOBBIICHUS
o3l mpu 1 mr/kr, 3 mr/kr m 10 mr/kr kaxaeie 2 Hemenu (Q2W). IlosbimmeHme 10361
MPOJOJDKAIH 10 JOCTHXKEHHS MAaKCHMAajbHOM BBOAMMOM 1036l 10 Mr/kr Q2W, u MTD He
uaeHTudumposaau. DLT He HaOmomanock. [IpenBapurenpHbIe pe3yabTaThl B OTHOIICHUH
0€30MacHOCTH YKAa3bIBAIOT HAa TO, YTO HWIUTIOCTPATUBHOE cBs3biBaromee PD-1 cpeactso

ABIIAETCA O€30IACHBIM U X0opomo NCPCHOCUMbBIM.

[00377] Yactp 2 wuccnemoBaHWs TNpeaHA3HA4YeHa, infer alia, st ONEHKH
6e3omacHOCTH U iepeHocuMocTH, ipoduins PK u PDy antuTtena k PD-1 npu ¢pukcupoBaHHBIX
no3ax 400 mr wmm 500 mr, BBoguMbIX Kaxasie 3 Hemend (Q3W), u 800 mr wm 1000 wmr,
BBOJAMMBIX Kaxapie 6 Heaems (Q6W), ¢ mpumMeHeHHEM MOIU(PHUIIMPOBAHHON cxeMbl 6+6. B
YacTH 2 JTaHHOTO HCCJIEAOBAHUS OIEHUBAIM 3()(PEKTH Y MAUEHTOB, Y KOTOPBIX UMEIOTCS
OTIPEJICTICHHBIE THUIBI OIMyXOJIEW, TaKHE KaK PaK SHAOMETPHUS Yy OTACHBHBIX KOTOPT,
cocrosmux u3 onyxoned MSS u omyxoneit MSI-H, Tpwkapl HEraTUBHBIA pak MOJIOYHOM
xenessl, pak sudHuKa, NSCLC # mI0CKOKIIeTOYHAS KapIIHHOMA aHOTEHUTATBHOW 00IacTH
(HampuMep, TUTOCKOKIIETOYHAS KAapIMHOMA aHyca, TOJIOBOTO 4YJIEHA, IIMEWKH MAaTKH,

BJIATAJTATIIA WITA BYJIbBBHI).

[00378] Omnpenensanu ¢papMaKOKHHETUIECKHE TIAPAMETPHI CBsI3bIBaromiero PD-1

Cp€acTBa y ManUCHTOB, KOTOPbIM BBOJHWIIN PA3JIMYHBIC JTO3bI. Kak ommcano B JaHHOM
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JOKYMEHTE, B MCCIICJOBAHWE BKIKOYAIHA IO MEHbIIEM Mepe 18 mMmamueHToB, MpU 3TOM
BKJIFOYAJTH 10 MEHbIEH Mepe 12 CyOBeKTOB B KOTOPTHI OICHKH TO30JTMMHTHPYIOTICH
tokcrmuHocTH (DLT) 1 mo MmeHbImei Mepe 6 cyOpexToB B KOropThl oneHkH PK/PDy. Kimpenc
ceasbBatomero PD-1  cpeacTtsa omnpenensiii  y TNAaUMEHTOB TMOCIE  OJHOKPATHOM
BHYTPpUBCHHOW wuH(]Y3mn. BBeaeHuwe ocymecTBIsamM TOCpeACTBOM  30-MUHYTHOM
BHYTpUBEHHON MH(PY3uH. Kaskprit U3 norapupMuydecKu-TMHEHHBIX TPO(HUIEH 3aBUCHMOCTH
CPEIHEN KOHLECHTPALMU B CBIBOPOTKE KPOBH OTHOCHUTEIIBHO BPEMEHH IIOCIE IIPUEMA
OJTHOKpaTHOMU 1036l aHTUTENA K PD-1 B koHIIeHTpanmsax 1 mr/kr, 3 mr/kr u 10 Mr/Kr mokazaH

Ha ¢urype 1 u manenu A ¢urypsr 2.

[00379] Oto  neuenue  aHturenom Kk PD-1  mpoaemoHcTpHpoBaio
MPONOpPUHUOHATBHYIO 103¢ PK BO BCeX MpOTECTUPOBAHHBIX JO30BBIX I'PYIIAX, CM. Ta0JIULY
5. Cpemnss Cnax cocTaBmsiia npumepro 21, 66 u 224 mxr/mi, u cpemusis AUCo-336x
cocrasysiia puMepHo 3378, 10999 u 39303 u. *Mkr/Ma st ypoBHe# 10361 1, 3 u 10 Mr/kT,
COOTBETCTBEHHO. Bpems NOCTWKEHUS MaKCUMalbHOM KOHIICHTPALMU B CBIBOPOTKE KPOBH
HaxXOJUJIOCHh B auanas3oHe 0,5—3 4acoB s BCEX TPEX IPYIII JI€YeHUs ¢ MmeauaHou 1,5 Jaca.
Cpennue 3HaueHus kmupenca coctasisumi 0,201, 0,117 u 0,152 mn/4./Kr 171 7030BBIX TPYIIT
I, 3 m 10 MI/kr, COOTBETCTBEHHO. KOHEUYHBIH TIEPHOJ TOYBBIBEACHHS HAXOIWJICS B
auamazone ot mpumepHo 201 mo 438 wacos. bomee Toro, kak mokazaHo Ha ¢urype 3,
WJUTIOCTPaTUBHOE aHTUTEeNno0 K PD-1 nmpoaeMOHCTpuUpOBanO BEMWYUHY BO3JACHCTBUS,

OIICHEHHYIO C TOMOTIBI0 Cinax 1 AUC, KOTOpas ABIANACH THHEHHO MPOTIOPIIUOHATIBLHOM JT03€.

Ta6auua 5. Cpegane 3HaYCHHA (APMAKOKHHETHIECKUX TIAPAMETPOB IS TPYTIT
JedeHus cBa3piBaromuM PD-1 cpenctBoM (¢ BapraOeTbHOM 00JTACTHIO TKEJION TIETTH,
conepskamei nocneaoarembHocTH CDR mox SEQ ID NO: 9, 10 u 11, u BapuabenpHOM
00J1acThIO JIETKOM TIeTH, coaepxkanien mocnemnoBarenpbHocT CDR mox SEQ ID NO: 12, 13

u 14) mocne BHYTPUBEHHON HH(Y3WUHU TIALIHEHTAM.

Io3a Cax Cs36u. tmax tin AUCo3364. Vs CL
(Mr/kr) | (mxr/mon) | (Mxr/mon) | () (4.) (4. *MKT/™MIT) (Mi/kr) | (M1/4./KT)
1 mr/kr |21,4 £4,43|599+238| 1,5 [311+149| 3378 £1141 |74,2+23,7| 0,201 +

(n=6) (0,5— 0,121

3,0)
3 mr/kr |66,4 £6,25(23.4+1,52| 1,5 (438 +114| 10999 +841 |71,7+11,4| 0,117 +

(n=3) (1,5— 0,010

3,0)
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Iosa Cmax Cs36u. tmax tin AUCo3364. Vs CL
(mr/kr) | (mxr/mon) | (Mxr/mon) | (1) (1.) (4. *MKr/™MIT) (Mi/kr) | (M/4./KT)
10 mr/kr|244 +£52,7|76,6 £25,1| 1,5 |317 +155| 39303 + 10301 [60,7 +£ 16,6/ 0,152 +
(n=11) (1,5— 0,052

3,0)

Coxpamienns: AUCo-3364. = TUTOTIA TI0/T KPUBOK KOHIICHTPALHA-BPEMS C MOMEHTA
BpemeHu 0 10 336 yacoB; Cs364, = KOHLIEHTpPALUs B MOMEHT BpeMeHu 336 yacoB; CL =
KIMPeHC; Cmax = MAKCUMaJIbHAS KOHIEHTPALU, n = Konu4uecTBo; PD-1 = Genok
3apOrpaMMHUPOBAHHOM CMEPTH KJIIEeTKH 1; SD = cTaHgapTHOE OTKIIOHEHHE; t1/2 = MEPUOL
MOJTYBBIBEACHHUS; tmax = BPEMsI, TTIOTPEOOBABIIECECS IS JOCTHKECHHUS MAKCUMATTbHOM
KOHLEHTPALHH; Vss = 00bEM pacTpeIeiCHHs B PABHOBECHOM COCTOsTHUH. [[pumMeuanue:
JAHHBIE TIPE/ICTABIICHBI Kak cpeaHee 3HaueHue + SD s 3HaueHUM Cmax, C336u4, t12, AUCo-
336w, Vss n CL 1 METHAHHOE 3HAYCHHE (AUAMa30H) UIA 3HAYCHUH tmax.

[00380] [Tocne moBTOpHBIX 403 cBs3bIBaromero PD-1 cpeactsa Ha MPOTAXKEHUU
AByXHeAETbHBIX TUKIOB (Q2W) mpodumu PK nuis 2 marpieHTOB B rpymre ¢ 1030 1 MI/Kr 1
2 NMAaNMEHTOB B TPYMIE C 030U 3 MI/KI JOCTHTAId PABHOBECHOTO COCTOSIHHSA TOCIE 3 1103
Koa¢ppuiment HakomneHHs, OCHOBBIBAIOIIMICSA HA KOHIICHTPAIMM B KOHIIE HHTEpPBaia

BBeaeHUS 1103 (Cirough), HAXOIUIICA B AuanaszoHe ot 1,45 mo 2,93.

[00381] Jlns BeIOOpa (PUKCHPOBAHHBIX 103 MPUMEHSITH JIBYXKOMIIAPTMEHTHYIO
MOJIENb TS OTIUCAHUS HAOM01aeMbIX TaHHBIX PK ¥ MporHO3HpOBaHUS IOXOAAIINX 036l H
cxeMbl. D(pdekT Beca Tena B OTHOIICHHH KIIMPEHca cBsa3biBaromero PD-1 cpemctBa Takke
WCCJIeI0OBaIN. bhITo 0OHAPYXKEHO, YTO BEC Teja, MPEBBINIAIOIIMKA JHANA30H OT 45 Kr 10
146 xr, HE XapaKTePHU3yeTCs 3HAYUTEITFHOW KOBAPHAHTHOCTHIO B OTHOLNICHUH KITUPEHCA (CM.
¢urypy 4). IlonHyro 3aHATOCTH PELETITOPOB JOCTHTAIH TTPH KOHLIEHTPALIMH aHTUTEeNa K PD-
1 B CBHIBOPOTKE KpOBH, cocTaBisifomed 2,43 Mkr/mMa u Bbime. COTIACHO pe3ybTaTaM
MPOTHO3UPOBAHUA HA OCHOBE MOJAENU 3HAYEHUE Cirough NP PABHOBECHOM COCTOSHHUHU JJIA
500 mr Q3W um 1000 mr Q6W coctaBuino 51,1 u 292 mxr/ma ¢ 90% mOBEpUTEITHHBIM
HWHTEPBAJIOM, COCTABIAIOMINM cooTBeTcTBeHHO (13,4, 111,1) m (4,1, 78,5). [IporHosupyemas
cpenusas BenuunHa UM 90% HwxkHAA rpaHuia Cuough mpu 500 Mr Q3W u 1000 mr Q6W
coctaBisty puou3uTensHo 21,0 m 12,0; B 5,5 1 1,7 pas3 Bbliiie, 4eM ypOBEHb, HEOOXOTHMBIN
IUTS TOCTH)KEHHUS TIOJTHOM 3aHATOCTH PELETITOPOB KIETOK nepudepudeckor Kposu. JlaHHbIE,
OLICHUBAIOIIME J03y M CXEMBl B HAyaje PABHOBECHOTO COCTOSHHA, IIPEACTABJICHBI B

TadJ/uLe 6 HIxe.
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Tabauua 6. DapMaKOKMHETHUECKUE TMApaMETPhl AJii Pa3HbIX CXEM JICYEHHUSA C
moMoIeio cBs3biBatromero PD-1 cpeactBa (¢ BapmaOenbHONW OOJIACTHIO TSHKEIIOW IICTIH,
conepkamei nocienosareabHocTH CDR moxy SEQ ID NO: 9, 10 u 11, u BapuabenpHOU

00J1aCcThIO JIETKOU 1ieTH, coaeprkammei mocneaopatembHOCTH CDR mox SEQ ID NO: 12, 13 u

14).

Jlo3a u cxema Cirough 90% noBepuUTE/IbHbIN Cmax AUC (0-

(MKr/muin) UHTepBaJ (MKr/mui) Tau)
(4.*MKr/mi)

400 mr Q3W 40,9 (10,7, 88,9) 142.9 35864

500 mr Q3W 51,1 (13,4, 111,1) 181,7 45445

800 mr Q6W 23,4 (3,3, 62,8) 230,8 66469

1000 mr Q6 W 29,2 (4,1, 78,5) 291,8 90848

[00382] OTH JAaHHbBIE MOJIEPKUBAIOT BBEJICHUE TIOCTOSTHHBIX /103, B TOM YHCIIE

cocrapisromux 400 mr, 500 mr, 800 Mr w/wmm 1000 mr.

[00383] Omnpenensamu kaupeHe ceasbiBatromero PD-1 cpeactsa nocie BBeaeHU
oxHOKpaTHOU 10361 500 Mr 1 1000 mr. Jlorapudmuyuecku-THHEHHBIA TPOPHUITE 3aBUCHMOCTH
CpPEHEH KOHLICHTPAUMU B CBIBOPOTKE KPOBH OTHOCUTEIIBHO BPEMEHH IIOCIE IpHEMA
OJHOKpaTHOM 103kl anTuTENA K PD-1 B koHueHTpammsax 500 mr u 1000 Mr noka3aH Ha MaHEH
B ¢uryps! 2, 1 urorosie papMakKOKHHETHUECKHE TAHHBIC B OTHOIIEHUH OJHOKPATHOM TO3BI
npeacTaBieHbl B TaGauue 7 Hwke. CpeaHsas MakcUMaldbHas KOHLIEHTPALMs COCTaBJIsa
mpuMepHo 174 u 322 mxr/mit s 500 mr Q3W u 1000 mr Q6W, cOOTBETCTBEHHO; CPETHAS
TIOMIAAb IO/ KPHBOM KOHIICHTpanmsa-BpeMs ¢ MoMeHTa BpemeHH 0 10 504 yaca (AUCo-504+.)
n AUCo 1008« COCTaBISITH TipuMepHO 36,424 w 91,376 u.*MKr/mi1, cooTBETCTBEHHO. Bpems
JOCTHKEHUSI MAKCUMAJIbHOM KOHLICHTPALMH B CBIBOPOTKE KPOBH HAXOAWIIOCH B JHAIMA30HE
0,5—3,0 yaca mnsa obemx Tpymnm JiedeHus ¢ meauanod 1,0 m 1,5 waca, COOTBETCTBEHHO.
KoHueHTpaimii B CBHIBOPOTKE KPOBH HIUIKOCTPATUBHOTrO cCBsA3bIBatromero PD-1 cpenctsa,
HAOIOTaeMble Yepe3 3 Heaeau mocie BBeaeHHs 0361 500 MT, OBUTH COTIOCTABHMBI C

TAKOBBIMH, HAOTFOJaeMBIMH Yepe3 6 HeJelb mocie BeeaeHus 10361 1000 mr.

Tad6auua 7. Cpenane 3HaYeHHA (HAPMAKOKHHETHYECKHUX MApPaMETPOB I TPYIII
J€UEHU, TOIy4YaBIIUX (UKCHPOBAHHYHO 103y cBsasbBatomero PD-1  cpeacrBa (c

BapuaOeITbHOM 00JIACTHIO THKEION TIETH, coaepxkaniei mocienosatenbHocTd CDR mox SEQ
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ID NO: 9, 10 w 11, w BapuabempHOH OOJACTHIO JIETKOW IIETH, COJCPKAIICH

nocnenosatenpHocTd CDR mox SEQ ID NO: 12, 13 u 14), mocne BHyTpUBEHHOW HH(Y3UH

MAIUEHTaM.
Ho3a Cinax Clast tmax AUCo-1ast
(Mr/KT) (MKr/MIT) (MKr/MT) (1) (4. *MKr/MIT)
500 mMr 174 £35.2 40,2 +9.31 1,0 36424 + 6674
(n=6) (0,5—3,0)
1000 mr 322+ 101 43,7+18,2% 1,5 91376 + 26808
(n=7) (0,5—3,0)

AUCy.1ast = m01aap moa KpUBOM KOHLIEHTpaLMA-BpeMs ¢ MoMeHTa BpeMmeHu 0 10 504 yaca
(momyuaromas 500 Mr koropTa) wiH ¢/0e3 skcTpanonupoBanus 10 1008 yacos
(momy4aromas 1000 mMr koropta); Ciast = MOCIEIHSS MOAJAIONIASCA U3MEPEHHIO
KOHIOCHTPAUUA B IIJIa3MC KPOBH;, Cmax = MaKCHUMaJIbHAasA KOHICHTPALUA, N = KOJTUYCCTBO,
Q3W = xaxapie 2 Heaenu; Q6W = kaxapie 6 Heaenb; SD = cTaHAapTHOE OTKIIOHEHUE; tmax
= BpeMs, IOTPEOOBABIIEECS I TOCTIXKEHUA MAKCUMATbHOW KOHLEHTPALINH, TAHHbIC
MpeaCTaBIIEHbI Kak cpeanee 3HaueHue + SD st 3HaueHUH Cax, Crast, AUCo-1ast, B
MEANAHHOE 3HaYCHHE (AMANa30H) I 3HAYCHUH tmax. Cmax U3MEPATM B MOMEHT BPEMEHH
504 yaca quia rpymmel, noxydatomeit 500 mr Q3W, u 1008 yacos a1 rpynimsl,
nosryqaromei 1000 mr Q6W. n=5

Ipumep 2. CszpiBanue ¢ PD-1-Mui1eHb10 WILTHOCTPATUBHOTO CBSI3bIBAKOILIETO

PD-1 cpencrBa

[00384] B nmanmHOM mpuMmepe oOmMcaHa CIIOCOOHOCTh HJUTIOCTPATHBHOTO
ceasbiBaroniero PD-1  cpeacTBa, KOTOpPOE TMPEACTABIAET COOOM T'yMaHU3HPOBAHHOE
MOHOKJIOHAJIbHOE aHTHTENN0 K PD-1, CBA3BIBaTBECA CO CBOCH MHINEHBIO (HAIIPUMEp, C
peuentopom PD-1). B wacTHOCTH, MiumocTpaTUBHOTO aHTHTENA K PD-1, KOTOpOE COMEepKUT
BapHaOEIIbHYIO 00JTACTh TSKEJION e , coaepskamyro nocieaosaTerbHocTH CDR mox SEQ
ID NO: 9, 10 mw 11, u BapuaOembHYI0 O00JACTh JIETKOH TWEMH, COACPIKAIIYIO
nocneaoBatenbHocTH CDR moa SEQ ID NO: 12, 13 u 14. Css3bIBaHHE C MUIIEHBIO CPEICTBA
Ha OCHOBe anTutena k PD-1 onpenensnu mytem u3MepeHus 3aHATOCTH peuentopos PD-1 B
nepudepruuecKod KpOBU OT MAIMEHTOB TIOCIIE BBEJACHHSA MEPBOM O3Bl CPEACTBA HA OCHOBE
antutena k PD-1. [Ipumenanu nsa ananu3sa: nepBbIM aHAIW3, HA3BIBAEMBIM TPAIHULIMOHHBIN
aHanm3 3aHATOCTH perentopoB (CRO), odecreynBaeT Mepy HEMTOCPEACTBEHHOTO CBSI3bIBAHUS
cpeactBa Ha ocHoBe aHtutreNa K PD-1 ¢ CD3+ kneTkamu, u BTOPOW aHAlN3, HA3bIBAEMBIN

dyHKIUOHATBHBIN aHamu3 3aHsaTocTH penentopoB (fRO), oOecmeunBaeT wW3MepeHHE
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npoayupoBanus [L-2 cTuMynmupoBaHHBIMU €X Vivo T-KJIeTKaMu Mociie BBEACHHS CPEICTBA

Ha ocHOBe anTureaa K PD-1.

Pesynomamur ananuza cRO

[00385] JIns WM3MepeHHsl HEMOCPEACTBEHHOTO CBs3biBaHUA B aHamu3e cRO,
PBMC Bbiaensinu U3 NaliMeHTOB Ha UCXOJHOM YPOBHE, a TAKKe B IHU 3 U 15 mocne BBeaeHUA
MEPBOH 03BI CpecTBA HAa OCHOBE aHTUTENa K PD-1. Kpome Toro, nomonauTensHbIe 00pasibl
OT HEKOTOPBIX MALMEHTOB COOMpaH B THH 22 1 29 1mocie BBEAEHUS MEPBOM T03bl. 3aHATOCTh
peuenropos PD-1 cpeactBoM Ha ocHOBe aHTHTena K PD-1 m3mepsuin Ha HUPKYIHPYIOINUX

CD3+ T-kneTkax ¢ TOMOIIBIO TPOTOYHON LIMTOMETPHH.

[00386] [Tocne nmpueMa OJHOKPATHOM 103BI CPEACTBA HA OCHOBE aHTUTENa K PD-
1 mpu 1 mr/kr, 3 Mr/kr w10 MI/Kr cpeiHee 3HAYEHHE MPOLIEHTA 3aHATOCTH B JACHD 3 MPH
BCEX YPOBHSAX J03bI COCTABHIIO TPHOMH3UTETHHO 90%. B COOTBETCTBHH C Oy OJITMKOBAHHBIMH
JaHHBIMH B OTHOINEHHH HUBOIyMaOa (Brahmer ef al., 2010) cpenHee 3HaYeHUE 3aHATOCTH,
cocrasiomee nmpumepHo 80%, moaaepKuBaeTcs Ha MPOTKEHUH MEPBBIX 29 nHEH mocie

MpUeMa OJTHOKPATHOM 036l 1 MI/Kr (Tabauua 8; nmpekpamienue coopa JaHHBIX 30 CEHTAOPS

2016 1.)

Tabauua 8. Cpennee 3HaueHUe TIporieHTa 3aHATOCTH PD-1 1151 cpencTBa Ha OCHOBE
antutena k PD-1 8 CD3+ knerkax npu ypoBHAX 0361 1, 3 u 10 Mr/kT

JHo3a [IpouenT 3anaToctu PD-1,
cpennee 3HayeHne + SD (N)
Ucxonnbii Jensb 3 Henp 15 Henp 22 Hens 29
YPOBEHB
1 Mr/kr 323+3,12 | 95,6 +17,1 | 84,3+4,27 | 82,8 +3,67 77,8 +
(6) (6) (6) 3) 0,514
2
3 Mr/kr 575+1,72 | 88,0+5,42 | 859+2,49 H/IT H/ 1
3) 3) ®3)
10 Mr/KT 2,42 +0,898 | 86,9 +4,08 | 85,8+7.45 H/IT H/ 1
) ) ®3)

Coxpamenns: CD = kmactep aupdepeHIMPOBKH; n

= KOJIMYECTBO, H/J = HET

naabbix; PD-1 = Oenmok 3amporpaMMHpOBaHHOM cMepTH KieTkd 1; SD = crammaptHOe

OTKIIOHCHHC.
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[00387] PesynpTatel B OTHOLIEHWM 3aHATOCTH PEUENTOPOB, OLCHEHHOW IS
BBOJAUMBIX /103 ITPU YPOBHAX A03 WLTIOCTPATUBHOTO CcBA3biBaromero PD-1 cpenctBa 1, 3 u

10 mMT/KT, TaKKe TTOKA3aHBI HA TTaHEH A UTYpPHI 5.

[00388] Kpome Toro, mokaszarenu 3anATtocTH peuentopos PD-1, ouecHeHHbIE
BBIIIE, MOJACPKUBAIMCh HA MPOTHKEHUH TPEX M LIECTH HEAEINb JJI1 YPOBHEHM BBOIUMBIX
¢ukcupoBaHHBIX 103, cocTaBmaomux S00mMr Q3W (n=6) m 1000 mr QO6W (n=7),
COOTBETCTBEHHO. Pe3ylbTaTel B OTHOLICHWUH 3aHATOCTH PELENTOPOB HIUIHOCTPATUBHBIM
ceaspiBaromiM PD-1 cpenctsom npu yposHAX 10361 500 mr 1 1000 Mr nokasaHsl Ha MaHEIAX

A u C purypsi 6, COOTBETCTBEHHO.

Pesynomamur ananusa fRO

[00389] Jlnst momy4eHust QyHKIMOHATBHBIX MMOKA3aHUH 3aHATOCTH PELIENITOPOB B
anamze RO menpHy0 KpoBb COOMpPAIHM Ha UCXOJXHOM YPOBHE, a TaKkke B AHU 3 U 15 mocie
BBEJICHUS NIEPBOH 103bI. KpoMe TOTro, OT HEKOTOPBIX MALIUEHTOB AOMOTHUTEIEHO COOUPATH
obOpa3upl B aHU 22 ¥ 29 mocie BBEACHHSA IMEPBOM M03bl. 3aHATOCTH perentopoB PD-1
CpPeACTBOM Ha OCHOBE aHTuTena kK PD-1 usmepsanu Ha nupkynupyrommx T-kiaeTkax Kak
GyHKIHIO TIPOayIMpoBanHusa [L-2 mocie CTUMYIIAIHMH €X VIVO ¢ TIOMOIIBIO CYTIepaHTHTEHA,
MPEACTABIIOMETO CO00H CTaHuIOKOKKOBBIM 3HTEepoToKcHH B (SEB), B mpucyTcTBHH
HACBHIMAKIIUX KOHUEHTPALMH CpeacTBA Ha OCHOBE aHTuTena K PD-1 wmu u3otumHOro
koHTpons (Patnaik et al, 2015). B stom aHanu3e mokasatenb cTumysiud [L-2,
COCTaBIAIOMUN 1, OTPAKAET YPOBEHb CTUMYIIILIWH, ONHM3KHH K MAaKCHMATBbHOMY YPOBHIO

CTUMYJIIIHHU, U OTPAKaCT MAaKCUMAJIbHYIO 3aHATOCTD PECUCTITOPOB.

[00390] [Tocne mpueMa OTHOKPATHOM AO3bI CPEACTBA HA OCHOBE aHTUTENA K PD-
1 cpennee 3HaueHUE MOKa3arena cTumynsuuu 1L-2, coctaBmsromee 1, qocturanu B A€Hb 3
P BCEX YPOBHAX A03bl. CpeHee 3HaUEHHUE MOKa3aTens cTuMyisinuu [L-2, coctaBnsromee
MPUMEPHO 1, COXPAHAJIOCHh B T€YCHHH 29 JHEW TMOCTe MpUeMa OJHOKPATHOW J03bI 1 MI/KT

(TaGanua 9).
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Tabauua 9. Cpegnee 3HaueHue mokazatens ctumyrsimn [L-2 B anamuse fRO mpu
YPOBHSX J03BI CPEACTBA HA OCHOBE aHTHUTENA K PD-1, coctaBmsromux 1, 3 u 10 Mr/kr

Ho3za [IpoueHnT 3anaTOoCTH PD-1,
cpennee 3HaueHue + SD (n=)
Ucxoansii Jensb 3 Henp 15 Hensp 22 Hens 29
YPOBEHD
1 Mr/Kr 1,69 + 1,01 £0,073 1,00 +£0,0513 1,32 + 1,08 +
0,241 (6) (6) 0,276 0,064
(6) (2) (2)
3 Mr/Kr 1,62 + 0,927 + 0,977 +£0,0702 H/7 H/II
0,236 0,0473 (3)
3) 3)
10 mr/kr 1,86 + 1,05 £ 0,0603 0,860 H/II H/II
0,547 (3) (1)
“4)
[00391] Pe3ynbTaThl B OTHOIIEHUHU CTUMYJIALMH [L-2 17151 BBEIEHHS 103 MPH

YPOBHAX 103! 1, 3 1 10 MI/KT WIUTIOCTPATHBHOTO cBsA3bIBaromiero PD-1 cpeacrsa Taxke

noKa3aHbl Ha maHenmu B ¢urypsr 5. Kpome Toro, mokasarenu ctumyssanuu [L-2 s

WLTIOCTPATUBHOTO cBs3biBatomiero PD-1 cpeactea mpu 500 mr Q3W (n=6) u 1000 mr Q6W

(n=7) moka3ansl Ha manesiX B u D urypsr 6, COOTBETCTBEHHO.

[00392]

SKCHepI/IMCHTBI B OTHOIMCHWH 3aHATOCTH PCUCIITOPOB U CTUMYJIAITUH

IL-2 nmponeMOHCTpHUpPOBAIH, YTO CPEACTBO HA OCHOBE aHTHUTENA K PD-1 momHOCTBIO

cBas3biBaecT PD-1 Ha mepudepudeckux T-kaeTKax moy4aBIIuX JCUCHHE TTAIHEHTOB MPH

BCEX MPOTECTUPOBAHHBIX YPOBHAX J103bl. Camas HU3Kas KOHLEHTPALUs CPEICTBA HA OCHOBE
antutena k PD-1, koTopas npuBoaniia K MOJTHON 3aHATOCTH PELENITOPOB, COIIACHO
pacueTtam coctasmia 2,43 Mkr/mit. bosiee Toro, JaHHBIE TEMOHCTPUPYIOT, YTO CBSI3BIBAHHE C
PD-1 cpenctBa Ha ocHOBe aHTHUTENA K PD-1 moanepkuBanoce B TEUEHUE 10 MEHBIIEH MEPE
29 nHe# moce mpuemMa OTHOKPATHOM A03bI 1 MI/KT. DTH Pe3ylbTaThl IEMOHCTPHPYIOT

3¢} PEeKTHBHOCTH B CTAOUIIBHOCTH OJTHOKPATHOM JO3BI CPEICTBA HA OCHOBE aHTHTENA K PD-1.

[00393] Bonee Toro, amst cxem BBeAeHUA (PUKCHPOBAHHBIX 103 (500 MT Q3W 1
1000 Q6W) cpennsist Cuin, IPH KOTOPOH HAOTIOATH TTOTHYIO 3aHITOCTh PEIETITOPOB,
cocraBuia ~2 MKr/Mi1. ccmenoBanus 3aHATOCTH PELENTOPOB C YYETOM
(hapMaKOKHHETUYECKHX JAHHBIX JIEMOHCTPUPYIOT IOJIE3HBIE CBOMCTBA, 00ECTIEYHBAEMBbIE
rpaduKkoM BBEACHHUSA 103 cBa3bBaromero PD-1 cpeactsa, mpeaycmatpusaromum 500 mr

Q3W, a 3atem 1000 mr Q6W. OgHUM TIOJIE3HBIM aCTIEKTOM JIAHHOTO TpadrKa BBEACHUS /103
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ABIIIETCS TO, YTO OH 00ECTIEYHBAET OCTATOYHBIE KOHIIEHTPALIMHU, KOTOPHIE TT0O MEHBIIECH
Mepe B 20 pa3 NpeBBIIAOT CaMyH HA3KYI0 KOHLUEHTPALUIO, PH KOTOPBIA JOCTUTAECTCS
MOJTHAS 3aHATOCTh PELIENTOPOB KIETOK nepudepuueckoit kposu (40,2 Mxr/mm) amst 500 mr

Q3W u 43,7 mxr/mi gy 1000 Mmr QO6W).

[00394] 3anarocts penentopos (RO) ansa maHHOM cXeMBbl BBEACHUSA
¢ukcupoBanHo# 10361 500 MT Q3 W/1000 Mr Q6W antuTena k PD-1 Takke uccnenosanu y

MALMEHTOB, UMEIOINUX pak 3HAOMeTpUd MSS, pak sugomerpuss MSI-H u NSCLC.

[00395] JInst u3MepeHHs HEMOCPEICTBEHHOTO CBA3bIBaHUA B aHanu3e RO
Bbiaersiid PBMC oT mariueHTOB Ha UCXOTHOM YPOBHE (I€Hb 1 10 BBEACHHUA T03bI), 4 TAKKE
70 BBEICHUS BTOPOU A03bI (I€HB 22 10 BBEACHUS J103b1) COTJIACHO rpaduKy,
npeaycmatpusatomemy 500 mr Q3W. 3ansarocts peuentopos PD-1 antutenom k PD-1
H3MePsUTH Ha UKy aupyronmx CD3 " T-kieTkax ¢ OMOIIBI0 MPOTOYHOM IATOMETPHH C
MPUMEHEHUEM CITOCO0a, AaHATIOTHYHOTO CTIOCO0Y, paHee OMMMCAHHOMY JIJIsl HUBOTyMa0a
(Brahmer, JCO 2010). PBMC ot nony4aromux jJeueHHE MAIUEHTOB MPEIBAPHTEIHHO
WHKYOMPOBAJIM €X VIVO C HACBHIIIAIOIMEH KOHIEHTpaImen moo HemedeHoro 1gG4 yenoBeka
(M30THUITHOTO KOHTPOJIA), OO anTHUTeNa K PD-1. [Tocie mpoMbIBaHHS B OKPAITHBAHUS C
ucnonb3oBanueM anTuTen kK CD3 u k [gG4 yenoseka 3ausaTocts PD-1 urdy3upoBaHHBIM
arTuTenoM K PD-1 onenuBamu kak cootHomenne CD3™ KIeTOK, OKpaIIeHHBIX C
WCIOJTb30BaHHEM aHTHTeNA K [g(G4 YenoBeka, OCye HACHIIICHHS €X VIVO aHTHTEIIOM
W30THITHOTO KOHTPOJIS (YKA3hIBAET HA iN VIVO CBA3bIBAHHE) M TAKOBBIX TIOCIIC HACHIIICHHS

anTuTenoM kK PD-1 (yka3siBaeT Ha 00mIee KOJTHYECTBO JOCTYITHBIX CAUTOB CBSI3bIBAHHSA ).

[00396] Jlanubie ananuza RO mokaszansl Ha purype 8, mpu 3ToM 4UCIIO
MAIUEHTOB YKa3aHO B KPYTIIBIX CKOOKax. Ha 3Tom rpaduike THHUS B LIEHTPE «SIIIAKA C
ycamMm» 0003HAYAET METHAHHOE 3HAUYCHHUE, TIPH STOM MPOTHKEHHOCTD «SIIHKAa» 0003HAYAET
25-iu 75-" NIpOUEHTUIH. «Y CbD) MPEACTABIAIOT MUHUMAIBHOEC U MAKCUMAJIBHOE 3HAYCHUSA

Y MOKA3bIBAIOT, YTO JOCTHTHYTA BBICOKAsA 3aHATOCTh PELENTOPOB aHTUTENIOM K PD-1.

Ipumep 3. JleyeHne nalMeHTOB ¢ MOMOLIBLI0 MIJIIOCTPATUBHOIO CBSI3bIBAKOLLIET O

PD-1 cpencrBa

[00397] B nanrOM mpumepe onmcaHa KimmHUYECKas 3PPEKTHBHOCTH

HJUTFOCTPATUBHOTO CBs3bIBaromero PD-1 cpeacTsa y manmeHTOB, y KOTOPBIX HMEETCS PaK,
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HAIPUMEP, NALUEHTOB C COIMIHBIMH ONYXOJIAMH HA MO3JHEN CTaAUU. BbUIO yCTaHOBIEHO,
YTO BBeACHHE cBA3bIBatoniero PD-1 cpencTsa ¢ HCMIONBb30BAHUEM CXEMBI BBEJEHUS 10361 B
COOTBETCTBHHU C HACTOSIINM H300PETEHUEM OOECTIEUMBAET KIIMHUYECKYIO TIOTB3Y [T
naiuenToB. MmoctpatuBHoe cBs3biBatromee PD-1 cpeactso, onucaHHOE B HACTOALLEM
WCCIIEIOBAHUH, TIPEICTABIISIET COO0HM T'yMaHU3UPOBAHHOE MOHOKIIOHATTbHOE aHTHTENO K PD-
1. Hanpumep, oneHuBanu KOHKpeTHOE cBsa3biBaromee PD-1 cpeactBo ¢ BapuadenpHOU
00J1aCcThIO TSDKEIIOH 1eTH, coaeprkamein mocienosarenbHocTd CDR mox SEQ ID NO: 9, 10
u 11, u BapuabenbpHOM 007aCThIO TETKOU LIETH, coAepKaei nocienosarenbHoctd CDR
noa SEQ ID NO: 12, 13 u 14. B stom antutene k PD-1 B kauecTBe KapKacHbIX
MOCIIEIOBATEIbHOCTEN pUMeHAt0TCs TeH Tsokenol nenu IGHG4*01 yenoseka u ren
nerkou kamma-uenu IGKC*01 yenoseka. Kpome Toro, umMeeTcst 0jHa TOUSHUHAS MY TAIH C
3ameHoH Ser Ha Pro B mapHupHoO# oomactu Tspkenol nenu [gG4 mo KaHOHHYECKOMY

HOJIOKEHHIO S228.

[00398] Bomee TOro, OBLIO YCTAHOBIEHO, YTO BBEACHHE KOMIIO3HIIUH,
coaeprkamieit antureno k PD-1, mocie BHyTpUBeHHOM HH(Y3HH 00€CTIEUNBACT KIIMHUYECKYIO
MOJIb3Y MAILMEHTaM MPHU KaKAOH U3 MPOTECTHUPOBAHHBIX 103. OTBET OIMyXOJIH Y MAalMEHTOB,

KOTOPBIX OLICHUBAJTH TI0 COCTOSTHHIO HA CEHTAOPH 2016 1., mpeacTasneHs! B Tadaue 10.

Tabaunua 10. OTBET OMyXO0JIK y MAIMEHTOB, KOTOPHIM BBOAUIIU CBs3bIBatomee PD-1

CPEACTBO MPH Pa3IUYHBIX CXEMaxX BBEJACHUS 103

IloBbIIEHUE 103BI AJIS1
Tun onyxomm KoropTa OTtBer UHAUBHUAYAJIbHOTO
OTYX0JIH nanyueHTa, a1a/Her
AJIeHOKapLIMHOMa
MOJIOYHOM JKeJIe35I 1 mr/kr PD
AJIeHOKapLIMHOMA
SIMYHUKA 1 Mr/Kr PD
OKONIOYIITHOW CIFOHHOU
JKEIIe3b1 1 Mr/kr PD Ja
AJIEHOKapLIMHOMA
STMYHUKA 3 Mr/KT PR Her
Pak nmpencrarenpHOM
JKEJIE3hI 3 Mr/kr PD
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IHoBblIlIeHHE T03bI A4

Kapuunoma
(annonueBoi TPyOBI 3 mMr/kr SD Ha
TNBC 1 mr/xr PK/PDy PD
AJIEHOKapLIMHOMA
AUYHUKA 1 mr/xr PK/PDy PD
AHabHBIN pak 1 mr/xr PK/PDy SD Ha
Kapuunoma OpronruHsl 10 Mr/kr PD
AJIEHOKapLIMHOMA
MOJIOYHOM 5KEIIE3bI 10 Mr/kr PD
MenkoKIeTOYHBIN pak
JIETKOTO 10 mr/kr PR
Pak ToncToi Kumku 10 mr/kr PK/PDy PD
TNBC 10 mr/kr PK/PDy PD
AJIEHOKapLMHOMA
SUYHHAKA 10 mr/kr MTD PD
OHIOMETPUOUIHBIN paK
SAUYHHUKA 10 mr/kr MTD PD
Pak numesoxa 10 mr/xr MTD PD
Pak nmomxemyaouHomn
JKEJE3bl 10 mr/xr PK/Pdy PD
AJIeHOKapLIMHOMA
SHYHUKA 10 mr/kr PK/Pdy H/
AJIeHOKapLIMHOMA
AUYHHUKA 10 mr/kr PK/Pdy SD
Pax me¥iku MaTku 10 mr/kr PK/Pdy H/I

[00399]

«PD» = nporpeccupoBanune 3a060neBanus;, «SD» = cTaOumm3arms

3aboneBanus; «PR» = 4acTUYHBIN OTBET, «H/0» = HE OTPEAETICH BO BPEMS OLICHKH

[00400]

Br11o mpoTecTHpoBaHO O60BIIOE Pa3HOOOPA3HE THITOB OIYXOJIEH,

BKJIFOYAIOIIHMX HA JAHHBIM MOMEHT OITYXOJIH aHyCa, IPSIMOM KHILIKH, OKOJIOYITHOW CIIFOHHOU

HKEIIe3bl, AMIHUKOB, MOJIOYHOM JKeIIe3bl, (PamtoniueBou TpyObl, SHAOMETPHUS, MATKH,

154



WO 2018/129559 PCT/US2018/013029
aNMEHINKCA, TPEACTATEITEHOM JKEJIe3bl, JIETKOTO, MEHKH MAaTKH, MAIICBO/IA, OPIOIIHHEI,
MOYKH U TOJICTON KHIIKKU. [10 cocTosamio Ha urosib 2017 r. 19 manueHTOB TPOX0auIH
MOCTIeIyFOIIee CKAHUPOBAHUE B YacTH 1, 1 2 3 19 nmarpeHToB KnacCu(puIMpoBaIn Kak
BocnipurMumBbie. O0a W3 3TUX 2 MarMeHToB qocTuranu PR: ouH manueHT ¢ pakoM
AUYHUKA XaPAKTEPHU30BAJICA MTPOJOLDKUTEIIBHOCTHIO OTBETA, COCTABIAIONIEN 26 HEAECD, U
3aBEepINUI JicueHHne Ha 36-1 Hexene 0e3 MPOTPECCUPOBAHMUS, U OJIUH TIAITUEHT C
MEIKOKJIETOUHBIM PAKOM JIETKOTO, JIEUEHUE KOTOPOTO MPOJIOILKATIOCH, XapaKTepU30BaJICA
MPOAOJDKUTEIBHOCTBIO OTBETA, COCTaBIAOIEH > 31 Henenu. [1aTh manueHTOB
XapaKTEePU30BATUCH CTAOMIM3aMEN 3a001€BaHUs, 1BA U3 KOTOPBIX MPOJODKAIU JICYCHHUE
(pak damnomueBoi TpyOsI, n=1; pak suuHuka, n=1). OTBETHI HA JICUECHHE TIPEICTABIICHBI B
0000menHoM BHEe Ha purype 7. Ha nmanenu A Ha durype 7 u3o0paxeH rpaduk «10poskex
OacceiiHa», ¥ Ha aHe M B moka3aHa JiernecTkoBas [uarpaMMa OTBETOB Ha JICYCHHE

WJUTIOCTPATUBHBIM cBs3biBaroluM PD-1 cpeacteom.

[00401] [TanmenTsl MOTyT Takke noay4dats 500 mr antutena k PD-1 kaxnasie
tpu Heaenu (Q3W) B TeueHHE EPBBIX YETHIPEX IMKIIOB, a 3aTeM 1000 MT Kakple 6 Helenb
(Q6W) B TeueHHe BeceX MOCIEAYIOMUX TUKIOB. D(P(PEKT, OKa3piBaeMBbIH KOMITO3UITUECH HA
OCHOBE JaHHOTO aHTuTeiia K PD-1, BBOATMMOM B COOTBETCTBHH C JAHHOM CXEMOH,
WCCIIE0BATH Y TIAIIMEHTOB, UMEIOMIHX pak sHAoMeTpust MSS (Tabnuua 11). [TarmenTst
MoryT Takxke moirydars 500 mr anTuTena k PD-1 xaxapie Tpu vepenu (Q3W) B TeueHHe
MEPBBIX TPeX IMKJIOB, a 3ateM 1000 Mr kaxasie 6 Heaeas (QO6W) B TeUeHHE BeeX
MOCIEAYIOMIMX [IUKIIOB, HIIH MAaUEeHTHI MOTYT Ttoy4dats 500 Mr antuTena k PD-1 kaxasie
Tpu Hepeau (Q3W) B TeyeHHE TIEPBBIX MATH LUKIIOB, a 3aTeM 1000 MT Kaskapie 6 HEETb

(Q6W) B TeueHHe BCEX MOCIIEIYIONINX IAKIIOB.

Ta6auua 11. Ouenku onyxoJieil B koropte A2 ¢ pakoMm 3HaoMeTpus MSS

Jly4iiuii o01uii 0TBET COrJIacHO Koroprta A2 (N=25) [n (%)]
irRECIST
irCR 0
irPR 6 (24)
1rSD 7 (28)
irPD 11 (44)
Henw34g oneHuTH 0
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Jly4uiuii o01uii 0TBeT COrJIacHO Koropta A2 (N=25) [n (%)]
irRECIST
He npoussoaunace 1 4)
[00402] JIBanuath MATh MALMEHTOB C PAaKOM SHAOMETpHUs MSS Ha mo3aHe

CTaIMH/PETUANBUPYIOIIHM PAKOM SHIAOMETpHs MSS moaBepramu JeYEHHIO ¢ TIOMOTIBIO
antutena k PD-1 u nmpoxoaunu no mensieit mepe oaHo CT-ckaHMpoBaHUE A7 OLEHKH
OITyXOJTH. DTH MAIMEHTHI MPEACTABIAIOT COOOH MAIMEHTOB, Y KOTOPBIX UMEJIOChH
MPOTPECCUPOBAHUE BO BPEMS WIIH MOCJE ABYXKOMIIOHEHTHOM T€panuu npenapaTaMmu
TJIATHHBI, ¥ TTALIMEHTHI, KOTOPBIE TIOTyYaau He 0oJiee ABYX JTHHHUM MPOTUBOPAKOBOU
TEpAIUH IS JICYCHUS PEIUAUBUPYIOIIETO 3a00ICBaHUS HIH 3a00JIEBaHUS HA TTO3THEH
cTamuu. U3 mecT marueHToB, KOTOpbie AOCTUTIH irPR, ObIT moATBEpIKIEH OAHH OTBET.
[14ATh NALMEHTOB MTPOJOIKAIIM JICYEHUE U OJIUH MALMEHT NPEKPATUIT JICUEHUE 110 TPUYHHE
MPOTPECCUPOBAHMSA 3a00JIeBaHUs. TaKkue KITHHHYECKUE HCXObI TIPH UCTIOIH30BAHUH
antutena Kk PD-1 aBiA0TCA HEOXKUIAHHBIMH, B OTJIMYHE OT NPEABIAYIINX PE3YIbTATOB C

MPUMEHEHUEM TAKHX CPEACTB, KaK aTe30/IM3yMald U meMOpoIu3yMao.

[00403] Cxema BBegeHus 10361 500 mr anTHTEeNa K PD-1 kaxkapie Tpu Hegenu
(Q3W) B TeueHHEe MEPBBIX YETHIPEX IUKIIOB, a 3aTeM 1000 mMr kaxapie 6 Henenb (QOW) B
TEYEHHE BCEX MOCIIEAYIOMINX IHKIIOB MOKET TAaKXKe OBITh IPHUMEHUMA JIJIsI TIALIUEHTOB C
HeMENKOKIIETOYHBIM pakoM jierkoro (NSCLC) u maumenToB ¢ ¢popmamu paka MSI-H
(manmpumep, pakom >HoMeTpus MSI-H). Jlpyrue cxemsl BBeaeHUs 103 BKIFOYar0T 500 mMT
antuTena k PD-1 kaxxasie Tpu Henenmn (Q3W) B TeueHHE MEPBBIX TPEX HUKIIOB, a 3aTEM
1000 mr kaxkapie 6 Heaenb (Q6W) B TeyeHHE BCeX TOCIIEAYIOMUX AKIOB Witk 500 MT
antuTena k PD-1 kaxxasie Tpu Henenmn (Q3W) B TeueHHE MEPBBIX MATH HUKJIOB, a 3aTEM

1000 mr xaxapie 6 Henenb (Q6W) B TeueHHE BCEX MOCETYIOIINX [IHKIIOB.

[00404] CnemoBaTenbHO, JAHHBIN MpUMEP MOKA3BIBACT, YTO HIUTFOCTPATHBHOE
cesa3biBaroniee PD-1 cpeacTBo ¢ BapuaOenbHOM 001aCThIO TSHKEIIOH TIETIH, COIeprKaIIeH
nocrienoaTembHOCTH CDR mox SEQ ID NO: 9, 10 u 11, u BapraGeIpHOM 00JTACTHIO JIETKOM
uenw, coaepxxkaiei nocaeaosatenbHoctd CDR mox SEQ ID NO: 12, 13 u 14,
JEMOHCTPUPYET OOHAISKHBAIONIHE PE3YIIHTATH B OTHONICHHH KITHHHYECKOH TIOJTB3bI Y

MAIMEHTOB ¢ PA3HOOOPA3HBIMH THIIAMH PaKa.
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Ipumep 4. JleueHue paka sIMYHUKA € MTOMOLIBI WIITHOCTPATUBHOIO

cBsi3biBamoiero PD-1 cpeacTtea B koMOMHALIUKM ¢ HUpAanNapuoom

[00405] B nmanHOM mpuMepe OMHMCaHO KIMHHUYECKOE HCIIBITAHWE HUpanapuoda B
KoMOMHamu ¢ aHtureaoM kK PD-1 mpu moaaepskuBaroImieM JI€UYE€HHH TEPBOM JHMHHU
MAIMeHTOB C PAaKOM SWYHUKA HAa TO3JHEH CTAaJWH, Y KOTOPBIX HAOMIOJANCS OTBET Ha
WHIYKIMOHHYIO TEPAIIUIO CPEACTBAMU HA OCHOBE IUIaTHHBL. MmocTpaTuBHOE CBA3BIBAIOIIEE
PD-1 cpeacTtBo MOKET NPEACTABIATH COOOM T'YMaHU3UPOBAHHOE MOHOKIOHAIBHOE AHTUTEIIO
k PD-1. Hanpumep, MokeT OBITh OLIEHEHO KOHKpPEeTHOE cBs3biBaromee PD-1 cpenctso ¢
BapuaOeIbHOM 00JIaCThIO TSHKEION LIETH, coaepxkanieit mocienosatenbHocTd CDR mox SEQ
ID NO: 9, 10 m 11, w BapuaOenmpHOW OOJACTHIO JICTKOW WEMH, COJAEPKAIICH

nocnenosatenbHocTd CDR mox SEQ ID NO: 12, 13 u 14, onucanHoe B mpumepe 1.

[004006] MOXHO BKITIOYATh MAILMEHTOB C THCTOJIOTHYECKH WIIM LUTOIOTHYECKHU
HNOATBEPKACHHOM  COJNMIHOM THHEKOJIIOTMYECKOM OIYXOJb0 HAa TO3AHEH CTaauH
(Hepe3eKTabembHOM) MM METACTATHYECKOH COJHMIHOW THHEKOJOTHYECKOH OIMYyXOJIbIO
(HampuMep, pakoM SHYHHKA), H KOTOPBIE TIPOIEMOHCTPHPOBAITA OTBET HA XUMHOTEPAITHIO C

NPUMCHCHHUCM CPEACTB HA OCHOBC IJITATUHBI.

[00407] B yacTtHOCTH, B JaHHOM HCCJICIOBAaHUH 6yz[eT MIPOBOJUTHCS OLCHKA
3¢} PEKTUBHOCTH JICUCHHS TMANMEHTOB C PEIHIMBHPYIONIHM PAKOM SHYHHKA HA TO3THECH
CTAJMH C TIOMOIIBI0 HMJUTFOCTPATHBHOTO CBsA3bIBaromiero PD-1 cpeacTBa B KOMOWHAIIMH C
HupanapuOoM. Haxopgsmieecs B KOMOWHAIIMM ¢ HUPANapuOOM  HIDIFOCTPATHBHOE
cBsa3bBaroniee PD-1 cpeicTBO MOKeT CoAepskaTh BapuaOeTbHYIO 00IaCTh TSHKEIOW TIETH C
nocrenoatenbHOCTIMA CDR o SEQ ID NO: 9, 10 u 11, u BapraOenbHYIO 0071aCTh JIETKOH
nenu ¢ mocnenoBatenbHOocTAMH CDR mox SEQ ID NO: 12, 13 u 14. KomOuHHpOBaHHOE
JIEYECHUE MOXKET TPeayCMaTpuBaTh nepopanbaoe BeeaeHue 100—300 Mr Hupamapuba oauH
pa3 B CyTKH (HAIIPUMEP, MOKHO TIPHHUMATH OT OAHOW J0 TPEX KaICyll ¢ BEJTMYHHOMN JTO3bI
100 mT Tipu KaskoM BBeAeHHUH /103b1). [Ipenmonaraercs, uro ceassBatomee PD-1 cpeactso
MOKHO BBOAUTH B 03¢ 200—1000 mr cpenctBa Ha ocHOBe aHTHTENAa K PD-1 (Hampumep,
MOCPEJICTBOM BHYTPUBEHHOTO BBeneHWs). MmmoctpatusHoe antHTeno k PD-1 MoxHO
BBOJUTH B (PUKCHPOBAHHBIX 033X, Hanmpumep 400 mr wimm 500 MT, BBOAUMBIX KaKABIE 3

veaemm (Q3W), ¢ mocnemyromum BBeAaeHueM 800 mr mmm 1000 MT, BBOAUMBIX KaXKIpie 6
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Heaenb (QO6W). B HekoTOphIX BapHaHTaX OCYMIECTBIICHUS CPEICTBO HA OCHOBE aHTHUTENA K
PD-1 BBomsaT B mo3e 1, 3 u 10 mr/kr. Lluknsl medeHuss MOTYT COCTAaBIATh 14—42 nmHsA,

Hanpumep 21 neHs, 28 THEN U T. 1.

[00408] Ouenky omyxonu cornacHo Kpurepusm OLEHKH OTBETA NMPU COMUIAHBIX
omyxomsax (RECIST) mocpeacTBoOM KIMHHYECKH BATHIAPOBAHHBIX CITIOCOOOB BU3YATH3AI[HH

MOYKHO MMPOBOJHUTH B KOHLE KAKAOT0 1—3 IUKIOB A0 MPOTPECCUPOBAHUS.

[00409] [TarenTer OyAyT MPOAOIDKATH MOMY4YaTh HA3HAYEHHOE MM JIEYEHHE 10
MIPOrPECCUPOBAHMSA 3a00JIEBAHUS, TIOABIICHUS HETTPUEMIIEMOU TOKCUYHOCTH, CMEPTH, OT3bIBA

COTJIaCHs W/HIT yTPAThl KOHTAKTA C TIAIUEHTOM JJIsi HAOTFOACHUS.

IIpumep 5. JleueHune paka J1erkoro ¢ npuMeHeHHeM HUpanapuba

[00410] B nmanHOM TpuMepe ONMUCAHO KIMHUYECKOE HCIBITAHWE HUpamapuoa
OTAETHHO W/WIIH B KOMOMHAIINY C HIUTFOCTPATHBHBIM CPEACTBOM Ha OCHOBE aHTHTENA K PD-1
s nedenus paka jerkoro (Hampumep, NSCLC w/unmu MIOCKOKIIETOYHOM KapLUHOMBI).
NnmoctpatuBHoe  cBsa3bBatomee PD-1  cpeacTBO  MOXKET  MPEACTaBIATh — COOOM
r'YMaHU3UPOBAHHOE MOHOKJIOHAIbHOE aHTHTEN0 K PD-1. Hampumep, MokeT OBITH OLIEHEHO
KOHKpeTHOE cCBs3bIBaromee PD-1 cpencTBo ¢ BapuaOENbHOW OOJIACTHIO TOKEJIOW IICTIH,
comepskamei nocienosareapHocT CDR moxy SEQ ID NO: 9, 10 u 11, u BapuaOenbHOU
00JacThIO JIETKOH 1eTH, coaepskaiei mocmeaopatebHOCTH CDR mox SEQ ID NO: 12, 13 u

14, onucannoe B npumepe 1.

[00411] MoOXHO BKITIOUYATHh MAIUEHTOB C THCTOJIOTHUYECKH WIIH IUTOJIOTHYECKHU
MOATBEPKJACHHBIM PAKOM JIETKOTO HA TO3MHEW CTagud (HEPe3eKTAOCIIbHBIM) WITH
METAaCTATHYECKUM COJIHMIHBIM pakom Jierkoro (Hampumep, NSCLS w/unm miocKoKiIe TouHas
KapuuHOMa). B HEKOTOPBIX BapHaHTAaX OCYINECTBJICHHSA Yy TAIMEHTa OYJET HAOIIOMaThCS
MPOTPECCHPOBAHHUE 3a00JIEBAHUS TTOCIIE JIEYCHUE C TIOMOMIBIO JOCTYITHBIX CPEICTB TEPATIHH,
KOTOPBIE, KaK H3BECTHO, 00ECTICUNBAIOT KITMHUYECKYIO TIOJTh3Y, UITH KOTOPHIH HE TIEPEHOCHIT

JIPYTOE U3BECTHOE(-bIE) CPEACTBO(-a) JICYCHHS.

[00412] B nanHOM mccrmeqoBaHu#M OyIET MPOBOIUTHCS ONEHKA Y(PHEKTHBHOCTH
JICUCHUS TIAIUEHTOB C PAKOM JIETKOTO Ha MO3JHEH CTaJWH C TTOMOIINBI0 HUpanapuoa Wvim

WLTIOCTPATUBHOTO CcBsi3biBaromero PD-1 cpenctra. [laruenTos ¢ hopmamu paka JIerkoro Ha
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MO3AHEW CTaJANH, HATPUMEP TIOCKOKIETOUHOM KapuuHoMOou uiid NSCLC, MOKHO TeUHTh C
MTOMOIIBI0 HApanapuOa OTAEITFHO W/HIIA B KOMOWHAIIWN C WILTIOCTPATHBHBIM CBSI3BIBAIOIIAM
PD-1 cpeactsom. JleueHnue HupamapuoOM MOKET MPEAYCMATPUBATH MEPOPATHHOE BBEICHHE
100—300 Mr HEUpanapuba OAMH pa3 B CYTKH (HaPUMEP, MOYKHO TPHHUMATh OT OJHOU J0
TPEX KarCyJl ¢ BEMYUHOM 10361 100 MT mpu Kaka0M BBEAEHUH 103b1). [IpenmonaraeTcs, uyto
ceasbiBaromee PD-1 cpenctBo MoxxHO BBOOUTH B 103¢ 200—1000 Mr cpeacTBa Ha OCHOBE
antutena kK PD-1 (mampumep, mocpeacTBOM BHYTPUBEHHOTO BBeAeHHMA). MmmrocTpaTtusHoe
anTuteno Kk PD-1 moxHO BBOZUTH B (pukcHpoBaHHBIX 103ax 400 mr mmu 500 Mr, BBOAUMBIX
kaxkaeie 3 Heaemu (Q3W), ¢ mocnenyromum BBeaeHHeM S00 mr mmu 1000 M, BBOAMMBIX
kaxapie 6 veaenb (Q6W). B HexkoTOpBIX BapHaHTaX OCYINECTBIIEHHSA CPEICTBO HAa OCHOBE
antutena k PD-1 BBogar B no3e 1, 3 u 10 Mr/kr. L{lukier nedeHuss MOTYT COCTAaBIATH 14—42

IHs, Hartpumep 21 aeHp, 28 qHeH U T. .

[00413] OnueHky omyxoiu cornacHo KpurepusM OLeHKH OTBETa IIPU COTUTHBIX
omyxomsax (RECIST) mocpeacTBOM KIMHHYECKH BaTHIUPOBAHHBIX CTIOCOOOB BH3YAITU3ALMH

MOKHO MPOBOJUTH B KOHIIE KAKAOTO 1—3 LMKIIOB A0 MPOTPECCHPOBAHMS.

[00414] [TareHTHI Oy IyT MPOIOJIKATH TOJTy4aTh HA3HAYCHHOE MM JICYCHHE IO
MPOTPECCHPOBAHUS 3a00JIEBAHMSA, TTOSIBJICHUS HEIPHEMIIEMOH TOKCHYHOCTH, CMEPTH,

OT3BIBA COTJIACHS W/WJIH YTPATHl KOHTAKTA C MAI[HCHTOM JIJIsl HAOJTFO ICHHS.

IMpumep 6. Jleuenue PD-1-3xcnpeccupyroniero paka jerkoro ¢ noMoubr

WLTHCTPAaTUBHOrO cBsi3biBawoiero PD-1 cpeacrea B koMOMHALMH ¢ HUpanapuoom

[00415] B  nmamHOM  mpuMepe  ONHMCAaHO  KIMHUYECKOE  MCIBITAHUE
WJUTIOCTPATHBHOTO CPEACTBA HA OCHOBE aHTHTENA K PD-1 B KOMOWHAITHY C HUPATTapHOOM ISt
JedeHus paka jierkoro (Hampumep, NSCLS w/vimm TmIoCKOKIE TOUHOH KapIIHHOMBI ), KOTOPBIH
xapakTepuzyercs sxcnpeccuei PD-1 w/umm PD-L1, B ToM yucnie y CyOBEKTOB, YbH YPOBHH
PD-1 nmu PDL-1 cumnrarorcs Beicokumu. Mmmroctpatusroe ceaspiBaromee PD-1 cpenctso
MOJKET TIPEJACTABIATH COOOW TyMaHHU3UPOBAHHOE MOHOKJIOHAIIbHOE aHTUTENno kK PD-1.
Hanpumep, ™MokeT OBITh OIIGHEHO KOHKpeTHOe cBsa3bBatomee PD-1 cpeactso ¢
BapuaOEITbHOM 00JIaCTHIO THKEJION TIETH, coaeprkanien mocieaosatenbHocTd CDR mox SEQ
ID NO: 9, 10 w 11, w BapuabembHOH OOJACTHIO JIETKOW IIETH, COJCPKAIICH

nocneaoBarenbHocth CDR mox SEQ ID NO: 12, 13 u 14, onucanHoe B mipumepe 1.
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O¢dexruBHOCTF KOMOMHHMpOBaHHOTO IeueHusa PD-1/PD-L1-3kcnipeccupyromero paka
JIETKOT'O C TIOMOINBI0 HWJUTFOCTPATHBHOTO CBsi3biBatomero PD-1 cpeacTtsa B KOMOWHAITUHU C
HUPANapruOOM MOKHO CPaBHHUBATH C 3(PPEKTHBHOCTHIO JIEUCHHS C TIOMOIIBIO CBA3BIBAIOIIIETO

PD-1 cpenctsa oTAENBHO.

[00416] MoOXHO BKITFOUATHh MAILUEHTOB C TUCTOJIOTHYECKH WIIH LUATOJIOTHYECKHU
MOATBEPKACHHBIM PAKOM JIETKOTO HA TO3AHEH CTagud (HEPE3eKTAOCIIbHBIM) WITH
METACTATUYECKUM COJTUIHBIM pakoM Jierkoro (Hampumep, NSCLS w/unu miockokaeTouHas
KapiHoMa). B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUA y MalMeHTa OyneT HaOmoaaTbes
MPOrPECCUPOBAHME 3a00JIEBAHUS TIOCTIE JICYEHHE C TIOMOIIBIO JOCTYIHBIX CPEJICTB TEPATIHH,
KOTOpBIE, KAK U3BECTHO, 00ECTIEYMBAIOT KIMHUYECKYIO MOJIb3Y, WM KOTOPBIN HE MEPEHOCHUIT
APyToe U3BECTHOE(-bIE) CPeACTBO(-a) IeueHHUs. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS pPaK

JIETKOTO XapaKTePU3yeTCs BRICOKHM ypoBHEM dkcnipeccuu PD-1 w/umu PD-L1.

[00417] B manHOM MccnenoBaHUM OyAET MPOBOAUTHCS OLEHKA d(HHEKTHBHOCTH
JICYEHHUA MALUEHTOB C PAKOM JIETKOTO HA MO3AHEHM CTaJHUU ¢ MOMOIIBI0 WIUIFOCTPATHBHOTO
cesa3piBatoniero PD-1 cpeacTBa B KOMOMHAIMH C HUPATAPUOOM IO CPABHEHHIO C JICUCHUEM C
MOMOMIBbI0 CBs3bIBatomero PD-1 cpeactBa otaenmpHO ans mamueHtoB ¢ PD-1/PD-L1-
SKCITPECCUPYIOINM PAaKOM JIeTKOTO. [laeHTsI Oy Iy T BKIIFOYATh TAKOBBIX C JOpMaMH paka
JETKOr0 Ha TO3AHEH CTaJauH, HampuMep IUTOCKOKIEeTOYHOM kKapumHomoi umu NSCLC.
[Ipennonaraercs, uto csa3piBaroniee PD-1 cpeactBo MoxkHO BBOAUTH B 103¢ 200—1000 Mr
cpeacTBa Ha OCHOBE aHTHTeNa K PD-1 (Hanmpumep, mOCpPeICTBOM BHY TPUBEHHOTO BBEJICHHS).
Jleyenue HHpamapuOOM MOKET TpeaycMaTpuBaTh mepopambHoe BBeaeHume 100—300 mr
HUpanapuOa OJWH pPa3 B CYTKH (HAIPUMEP, MOXKHO TIPHHUMAThH OT OJIHOM JI0 TPEX KarCyll ¢
BeTUYHHOM 70361 100 MT PH KaXKA0M BBEICHHH J103b1). mmrocTpaTuBHOE aHTHTENTO K PD-1
MOJKHO BBOAUTH B PUKCHPOBAHHBIX J03aX 400 mMr wmu 500 MT, BBOJIHMBIX KaKIbIe 3 HEACITH
(Q3W), ¢ mocnenyromum BBeacHHEM 800 MT mu 1000 MT, BBOAMMBIX KaKIble 6 HEIETh
(Q6W). B HEeKOTOpBIX BapHaHTAaX OCYIIECTBIEHHS CPEICTBO Ha OCHOBE aHTHTEna K PD-1
BBOIAT B 03¢ 1, 3 1 10 mr/kr. Llukmber nedyeHust MOTyT cocTaBnATh 14—42 nus, Harpumep 21

JIcHb, 28 mTHEH U T. .

[00418] Ouenky omyxonu cornacHo Kpurepusim OLEHKH OTBETA MPHU COMUIAHBIX
omyxomsax (RECIST) mocpeacTBOM KIMHHYECKH BATHIAPOBAHHBIX CITIOCOOOB BU3YaTH3AIHH

MOYKHO MMPOBOJHUTH B KOHLE KAKAOT0 1—3 IHUKIOB A0 NPOTrPECCUPOBAHHS.
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[00419] [TarenTs! OyayT MPOAOIDKATE TOMYYaTh HA3HAYEHHOE UM JICUEHHE JI0
MPOTPECCUPOBAHMSA 3a00JIEBAHUS, TIOSIBJICHAA HENPUEMIIEMON TOKCUIHOCTH, CMEPTH,

OT3bIBA COTJIACHS W/WJIM YTPATHI KOHTAKTA C TMAIIHEHTOM JIJIsi HAOITFOICHH.

[00420] Takum 0Opa3zom, MOCe ONMMCAHUS TI0O MEHBIIENW MEPE HEKOTOPHIX
aCTIEKTOB U BAPUAHTOB OCYIIECTBICHHS HACTOSAIIETO H300PETEHUS, TOJKHO OBITh TOHATHO,
YTO Pa3NUYHbIEe U3MEHEHUA, MOTU(PHUKAIINH U YIYUIICHUA OYAyT OUYEBUIHBI I
CHEIMATUCTOB B TAHHOM 0071aCTH TeXHUKH. [1opasymMeBaeTcs, YTO TAKUE H3MEHEHUS,
MOI[I/I(i)I/IKaI_[I/II/I " YIIyHHICHUA ABIIAIOTCA YaCThIO HACTOALIICTO PACKPBITHUA, U
MOTPa3yMEBAETCS, YTO OHH HAXOAATCSA B TIPEJENIaX CYIIHOCTH W 00beMa HACTOSIIETO
n300peTeHnss. COOTBETCTBEHHO, BHIICTIPUBEICHHOE ONTUCAHKE U rpaduuecKue MaTepHaTbI
MTPHUBEEHBI TOJBKO B KAYECTBE MPUMEPA, a HACTOAIIECE H300pETCHHE 00JIee MOAPOOHO

OTIHCAHO B CIEAYIOIEH (GOopMyIie H300PETEHHS.

IKBUBAJIEHTHBI

[00421] Kak ucnosap3yercs B JAHHOM JOKyMeHTe, (POPMBI € THHCTBEHHOTO
YHUCJIa B ONTUCAHUH U B (popMyIie H300peTEHHUS, €CITH YETKO HE YKa3aHO 00paTHOE, CACIyeT
MMOHUMATh KaK BKITFOYAFOIINE CCHITKH HA MHOKECTBEHHOE YHCII0. DopmMyria H300peTeHUs
WJTH OTTMCAHHUE, B KOTOPBIX COACPIKUTCS «HITH) MEKIY OJHUM HITH HECKOJbKAMH
MPEICTABUTEIIIMHU TPYIIIIBL, CYUTAIOTCS YAOBIETBOPECHHBIMH, €CITH OJTHH, 0OOJIEE OJTHOTO HITH
BCE TIPEJICTABUTEIN TPYIIBI MPHCYTCTBYIOT B YKA3aHHOM TPOAYKTE HITH CIIOCO0E,
WCITOJTB3YIOTCS B HEM HJTA HHBIM 00pa30M UMEIOT OTHOMICHUE K HEMY, €CJTH HE YKA3aHO
MTPOTHBOTIOJIO’KHOE MJTH HHOE HE OYEBHIHO M3 KOHTEKcTa. Hacrosimee nzoOpereHue
BKIJTFOYAET BAPHAHTHI OCYIIECTBIICHHS, B KOTOPBHIX POBHO OJHMH MPEACTABUTEND TPYIIITHI
MPUCYTCTBYET B YKa3aHHBIX TMIPOAYKTE HITH CIIOCOOE, HCIIONb3YETCS B HUX WITH HHBIM
00pa3oM UMeeT OTHOIEHHE K HUM. HacTosimee n300peTeHre TakKe BKIFOYACT BAPHAHTHI
OCYHIECTBIICHHS, B KOTOPBIX 00JIe€ OTHOTO HITH BCE TPEICTABUTEITH TPYIIITHI IPHCYTCTBYIOT
B YKa3aHHBIX MPOYKTE WK CTIOCO0E, UCTIONB3YIOTCS B HUX WIIH HHBIM 00Pa30M HMEIOT
oTHOMICHHE K HUM. Kpome TOoro, cleIyeT MOHUMAaTh, 4YTO HACTOAIIEE H300PETEHHE

OXBaTbIBACT BCC BapHUalluu, KOM6I/IHaI_[I/II/I H COYCTAaHHWA, B KOTOPBIX OAHO HUITH oonee
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OTPaHUYCHHM, SJIEMEHTOB, YCIIOBHI, OITUCATEIHBIX TEPMUHOB U T. JI. K3 OJIHOTO WK O0JIee
MEPEYHCIIEHHBIX TYHKTOB (DOPMYITBI H300PETEHHS BBOIATCS B APYTOM MYHKT (POPMYITBI
N300pETeHNs, 3aBUCUMBIN OT TOTO jK€ HE3aBHCHMOTO ITyHKTa (POpMYIIBbI H300peTeHus (MTH
JTFOOO0TO APYTOTO MyHKTA (POPMYITBI H300PETEHHS, B 3aBUCUMOCTH OT TOTO, YTO
NPUMEHHMO), €CJTH HE YKa3aHO MHOE WITH €CITH CPETHEMY CIIEHAITUCTY B JAHHOW 00JIACTH
TEXHHUKH HE OyIET OYE€BUIHO, YTO OyJeT BO3HHKATH MPOTHBOPEYHE HITH HECOOTBETCTBHE.
Ecnu sneMeHTHI IpeIcTaBIeHBI B BUIE TIEpeYHEH (HampuMep, B BUIE TPyIIBl Mapkynia
WA B CXOAHOM (popmarte), cleryeT HOHUMATh, YTO TAKXKE PACKPHIBACTCS KaXKaast
MOJrPYTIA 3JIEMEHTOB, U OOOU(ITF00BIE) TIEMEHT(3IEMEHTHI) MOXKHO YJAIUTh U3 TPYTIIIHL.
B 1ienom, cnieryeT HOHUMATh, YTO €CIIH HACTOSIIEE H300PETEHUE HITH ACTIEKTHI HACTOSIIETO
n300peTeHns 0003Ha4YaeTCsA/0003HAYAIOTCA KaK COIEprKaliee/coiep Kalue KOHKPETHBIE
3JIEMEHTHI, IPU3HAKY H T. J., TO ONPEACTICHHBIC BAPUAHTHI OCYIIECTBICHUS HACTOSIIIETO
M300PETEHHS WK ACTIEKTHI HACTOSIIETO U300PETEHHUS COCTOAT HITH 110 CYTH COCTOAT M3
TAKHX 3JIEMEHTOB, IPU3HAKOB U T. 1. /{14 Henel ynpomeHus, TaKue BApUaHThI
OCYIIECTBICHUA OBLTH HE B KAKJOM CITy4ae TaK MOJPOOHO KOHKPETHO U3JIOKEHBI B JAHHOM
noKyMeHTe. Taxoke cieayeT MOHUMATh, YTO JIF0O0U BAPUAHT OCYIIECTBICHHS HITH aCTIEKT
HACTOSIIETO M300PETEHHUS MOXKET OBITh B AIBHOU (hOPME MCKITFOUEH U3 (POPMYITHI
W300peTeH s, HE3aBHCUMO OT TOT'0, U3JI0KEHO JTH KOHKPETHOE MCKITIOYCHUE B OTIUCAHHH.
[TyOnukaiwn, BeO-CalThl U IPYyTHE CCHUIOYHBIC MATEPHAITBI, IPUBOAMMBIC B JAHHOM
JIOKYMEHTE B KAY€CTBE CCHLIKH JIJIsI OTIMCAHHS YPOBHS TEXHHKH HACTOSIIETO H300PETCHUS
AJISL TIPETOCTABIICHUS TOTIOJTHUTETbHOM HH(POPMALIMK KaCaTEITbHO €0 MPAKTHIECKOM

p€amn3anvi, BKIIFOYCHDLI B I[aHHBIfI AOKYMCHT MMOCPEACTBOM CCBIIIKH.
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POPMYJA N3OBPETEHUA

1. Croco0 nedeHust HAPYIMEHUS Y CYOBEKTa, TIPH 3TOM CIIOCO0 BKITFOYACT
BBEJICHHE TEPANEBTUYECKH 3(h(HEeKTHBHOM T03BI CPEACTBA, KOTOPOE CIIOCOOHO TMOAABIAThH
nepegavy curHaia Oenka 3anporpaMMHpoBaHHOM cMepTH KieTku 1 (PD-1), roe
TepaneBTHYeCKH (P PeKTUBHAS 1032 COCTABIIAET MPHOMU3UTENBHO 1, 3 wmm 10 Mr/KT;
MPEACTABIAET COOOM MOCTOSTHHYIO JI03Y, COCTABISAIONTYI0 puOmu3uTenbHo 100—2000 mr;
MOCTOSHHYIO 103y NpuOmm3uTenbHo 100 Mr; mocTOsSHHYIO 103y npuomu3utensHo 200 mr;
MOCTOSHHYIO 103y NpUOmm3uTenbHo 300 Mr; MOCTOSHHYIO 103y npuomu3utensHo 400 mr;
MOCTOSTHHYIO 103y MpUOIM3UTENbHO 500 MT; MOCTOSHHYIO 103y npuOmu3uTensHo 600 mr;
MOCTOSHHYIO 103y MPHOMHM3UTENFHO 700 MT; HTOCTOSHHYIO /103y pUOIM3uTenbHO 800 MT;
MOCTOSHHYIO 103y MPHOMM3UTENTFHO 900 MT; TOCTOSHHYIO 103y pUOIu3uTenbHo 1000 mr;
MOCTOSHHYIO 103y MpHOMM3nuTebHO 1100 Mr; mOCTOAHHYIO 103y puOmmM3uTenbHO 1200 M
MOCTOSHHYIO 103y MpHOMM3uTeNbHO 1300 MT; MOCTOAHHYIO 103y mpuOmmu3uTenbHO 1400 M
MOCTOSTHHYIO 103y TMPUOM3HTENBHO 1500 MT; IOCTOSHHYTO 103y MPUOIU3uTebHO 1600 MT;
MOCTOSTHHYIO 103y MPUOM3HTENBHO 1700 MT; TOCTOSHHYTO 103y puoOIu3uTebHo 1800 M
MOCTOSTHHYIO 103y MPUOM3HTENbHO 1900 MT; MOCTOSHHYTO 103y puoOIu3uTebHo 2000 M
COCTaBIIAECT MPHOTH3UTEIHHO 1 MI/KT; MPUOTU3ZUTEIIHHO 3 MI/KT HITH IPUOJTH3HTETHHO

10 mr/kr.

2. Crroco6 moBbImeHHs akTHBAIWH T-KieTok wiH 3¢ dexroproit pyrkumu T-
KIIETOK Yy CYOBEKTa, TIPH 3TOM CIIOCO0 BKITFOYAET BBEJICHUE TEPANICBTHUECKH YPPEKTUBHOM
J03bI CPEACTBA, KOTOPOE CIIOCOOHO MOAABIIATH Nepeiady CUrHaja Oenka
3amporpaMmmMupoBaHHoU cmepTu kieTku 1 (PD-1), roe repaneBrrdecku 3¢ dekTrBHAA 1032
cocTaBIsieT MPUOTU3UTEIHHO 1, 3 wmm 10 MI/KT; TIpeICTaBIseT COOO0H TOCTOSTHHYIO JI03Y,
COCTaBIAIOILY0 TPHOM3UTENBHO 100—2000 MT; MOCTOSHHYIO 103y MPHOIH3UTETHHO
100 MT; TOCTOSAHHYIO 103y TPHOMH3UTENBHO 200 MT; OCTOSHHYIO 103y MPHOTH3UTEIHEHO
300 MT; MOCTOSAHHYIO 103y TPHOMH3UTENBHO 400 MT; IOCTOSHHYIO 103y MPHOTH3UTEIHEHO
500 MT; MOCTOSHHYIO 103y TPHOMH3UTENBHO 600 MT; OCTOSHHYIO 103y MPHOTH3UTEIHEHO
700 MT; TOCTOSAHHYIO 103y TPHOMH3UTENBHO 800 MT; MOCTOSHHYIO 103y MPHOTH3UTEIHEHO

900 Mr; TOCTOSHHYIO 103y MPUOIM3HTETFHO 1000 MT; MOCTOSHHYIO 103y MPUOTH3UTEITHHO
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1100 Mr; MOCTOSHHYIO 103y MPUOIM3UTENbHO 1200 MT; MOCTOSHHYIO /103y PHOTU3UTEITEHO
1300 Mr; TOCTOSHHYIO 103y MPUOIM3UTENbHO 1400 MT; MOCTOSHHYIO /103y PHOTHU3ZUTEITEHO
1500 Mr; TOCTOSHHYIO 103y MPUOIM3UTENBHO 1600 MT; MOCTOSHHYIO /103y MPHUOTUZUTEIIEHO
1700 Mr; TOCTOSHHYIO 103y MPUOIM3UTENbHO 1800 MT; MOCTOAHHYIO 103y PHUOTUZUTEITEHO
1900 Mr; mocTosHHYIO 103y NMpuoOIM3nTenbHo 2000 MT; cOCTaBIAET MPUOIUZUTENHHO

1 MI/Kr; TPUOAU3UTENHHO 3 MI/KT WK MPUOTU3UTENBHO 10 MI/KT.

3. Crioco® yMEHBIIEHUS OMYXOJIEH HITH MOIaBIIEHUS POCTA OIyXOJIEBBIX KIIETOK
y CYOBEKTa, IPU 3TOM CTIOCO0 BKIIFOYAET BBEJACHHUE TEPANIEBTUYECKH Y(D(HEKTUBHOM O3B
CpeAcTBa, KOTOPOE CIIOCOOHO MOJABIIATH Mepeady CUTHANA Oellka 3aporpaMMUpPOBAHHOM
cmeptu knetku 1 (PD-1), rae tepaneBrudecku 3¢ pekTrBHAsA 1032 COCTABIAET
mpuOMH3UTEIBHO 1, 3 wu 10 MI/Kr; IpeacTaBiIseT COOOH MOCTOSTHHYIO J03Y,
COCTABIIAIONLYFO MPHOIH3UTENbHO 100—2000 MT; TOCTOSHHYIO 103y NPUOTHU3UTETHHO
100 MT; TOCTOSHHYIO /103y PUOTU3UTENBHO 200 MT; IIOCTOSTHHYIO 103y HPUOIH3UTEIBHO
300 MT; MOCTOSHHYIO 103y TTPHOMH3UTETHHO 400 MT; IIOCTOSHHYIO 103y MPHOITH3UTEITEHO
500 MT; MOCTOSAHHYIO 103y TPHOMH3UTETHEHO 600 MT; TOCTOSHHYIO 103y MPHUOIHU3UTEITEHO
700 MT; IOCTOSHHYIO 103y TTPHOMH3UTETHHO 800 MT; IMOCTOSHHYIO 103y MPHOTH3UTEITHHO
900 MT; MOCTOSHHYIO 103y TPHOMH3UTETBHO 1000 MT; TOCTOSTHHYIO J03Y TPUOTU3HTETHHO
1100 Mr; MOCTOSHHYIO 103y MPUOIU3UTENBHO 1200 MT; MOCTOSHHYIO 103y PUOTU3UTEITEHO
1300 Mr; TOCTOSTHHYIO 103y MPUOIM3UTENBHO 1400 MT; MOCTOSHHYIO 103y PHUOTU3UTEITEHO
1500 Mr; TOCTOSTHHYIO 103y MPUOIM3UTENBHO 1600 MT; MOCTOSHHYIO /103y PHUOTU3UTEITEHO
1700 Mr; TOCTOSHHYIO 103y MPUOIM3UTENBHO 1800 MT; MOCTOSHHYFO /103y PHUOTU3UTEITEHO
1900 Mr; MOCTOSHHYIO 103y MPUOIM3uTeNbHO 2000 MT; COCTABIIAET MPUOITUZHTETHHO

1 MT/Kr; TPUOAU3UTENHHO 3 MI/KT WIIK PUOTM3HTENBHO 10 Mr/KT.

4. Croco6 HHAYIMPOBAHUS UIMMYHHOTO OTBETA Y CyOBEKTA, TIPH 3TOM CIIOCO0
BKITIOYAET BBEJECHUE TE€PATIEBTHYECCKH 3(PPEKTUBHOM 03B CPECTBA, KOTOPOE CIIOCOOHO
MOJIABJIATH TIEPEIavdy CUTHANA OellKa 3armporpaMMupoBaHHon cmeptd kKietku 1 (PD-1), rae
TepaneBTHYECKH (P PeKTUBHAS 1032 COCTaBIIIET MPHOIM3UTENBHO 1, 3 wmm 10 Mr/KT;
MPEICTABIISET COOOH MOCTOSTHHYIO JT03Y, COCTABISAIONTY0 MpHOMH3uTenbHO 100—2000 mrT;

MTOCTOSTHHYTO 103y MPpUOM3uTebHO 100 MT; MOCTOSTHHYIO 103y MPUOMH3UTENbHO 200 MT;
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MOCTOSHHYIO 103y MpUOIM3HTeNbHO 300 MT; MOCTOSHHYIO 103y npuOmm3uTensHo 400 mr;
MOCTOSHHYIO 03y MPUOIM3HTENBHO 500 MT; MOCTOSHHYIO 103y NpuOmm3uTensHo 600 mr;
MOCTOSTHHYIO 103y MPUOIM3uTENbHO 700 MT; MOCTOSHHYIO 103y npuOmm3uTensHo 800 mr;
MOCTOSHHYIO 103y MPUOMM3UTENbHO 900 MT; MOCTOSHHYIO 103y npuOmm3uTensHo 1000 mr;
MOCTOSTHHYIO 103y NpuoOmm3utensHo 1100 Mr; mocTosHHy0 103y npubau3uTensHo 1200 mr;
MOCTOSTHHYIO 103y NpuoOmm3uTensHo 1300 Mr; mocTosHHY0 103y npubau3utensao 1400 mr;
MOCTOSTHHYIO 103y MpUOMM3uTenbHO 1500 Mr; mOCTOAHHYTO 103y npuOIu3uTensHo 1600 mr;
MOCTOSTHHYIO 103y NpuoOmm3uTensHo 1700 Mr; mocTosHHY0 103y npubau3utensHo 1800 mr;
MOCTOSHHYIO 103y NpuoOmm3uTensHo 1900 Mr; mocTosHHy0 103y npudau3utensHo 2000 mr;
COCTaBIIACT MPHONMU3UTENHHO 1 MI/KT; MPUOTU3UTENBHO 3 MI/KI HIIM IPUOIU3UTEIHHO

10 mr/kr.

5. Crnoco0 yCuIIeHHs IMMYHHOT'O OTBETA HITH TIOBBIIIECHUS aKTHBHOCTH
UMMYHHOH KIIETKH Y CyOBEKTa, TIPH 3TOM CIIOCO0 BKITFOYAET BBEIECHUE TEPATIEBTHICCKH
3¢ PEeKTHBHOM JO3BI CPEICTBA, KOTOPOE CIOCOOHO MOAABIIATH MEpeaavy CUrHajia Oenka
3amporpaMmmMupoBaHHoU cmeptH Kietku 1 (PD-1), roe repaneBrryecku 3¢ dekTrBHAA 1032
cocTaBiieT MPUOTU3UTEIbHO 1, 3 wimm 10 MI/KT; IpeIcTaBIseT COOOH MOCTOSTHHYIO JI03Y,
COCTaBIAIONLYI0 TPHOTH3UTENBHO 100—2000 MT; MOCTOSHHYIO 03y MPHOIH3UTETHHO
100 MT; TOCTOSHHYIO 103y TPHOMH3UTENBHO 200 MT; MOCTOSHHYIO 103y MPHOTH3UTEITEHO
300 MT; MOCTOSHHYIO 103y TTPHOMH3UTENBHO 400 MT; IIOCTOSHHYIO 103y MPHOTH3UTEITEHO
500 MT; TOCTOSHHYIO 103y TPHOMH3UTETBHO 600 MT; IIOCTOSHHYIO 103y MPHOTH3UTEITEHO
700 MT; IOCTOSHHYIO 103y TPHOMH3UTENBHO 800 MT; MOCTOSHHYIO 103y MPHOTH3UTEITEHO
900 MT; MOCTOSAHHYIO 103y TPHOMH3UTENBHO 1000 MT; TOCTOSTHHYIO J03Y MPUOIU3HTETHHO
1100 Mr; TOCTOSHHYIO 103y MPUOIM3UTENBHO 1200 MT; MOCTOSHHYIO /103y PHOTU3UTEITEHO
1300 Mr; IOCTOSHHYIO 103y MPUOIM3UTENbHO 1400 MT; MOCTOSHHYIO /103y PHOTU3UTEITEHO
1500 Mr; TOCTOSHHYIO 103y MPUOIM3UTENBHO 1600 MT; MOCTOSHHYIO /103y PHOTU3UTEITEHO
1700 Mr; TOCTOSHHYIO 103y MPUOIM3UTENbHO 1800 MT; MOCTOSHHYIO /103y PHOTU3UTEITEHO
1900 Mr; mocTOSHHYIO 103y MpuOIM3uTeNbHO 2000 MT; COCTaBIIAET MPUOITUZHTETHHO

1 MT/Kr; MPUOTU3UTENEHO 3 MI/KT WIIK PUOTM3HTENBHO 10 Mr/KT.
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6. Crmoco06 1o 1. 5, TIe IMMYHHBINA OTBET MPEACTABIET COOOH TYMOPATbHBIH

WA OMOCPEAOBAHHBIN KIIETKAMH HMMYHHBIN OTBET.

7. Croco0 1o 1. 6, T/Ie UMMYHHBIH OTBET TpeacTaBisieT cooor CD4 wmu CDS8 T-

KJIETOYHBIH OTBET.

8. Croco0 1o 1. 6, T/Ie UMMYHHBIH OTBET MPEACTABISIET COO0M B-KneTouHbIi

OTBCT.

9. Croco6 mo mo6omMy u3 min. 1—S8, rae TepaneBTH4YeckH dpEeKTHBHAS 1032

COCTABJIACT MPHOH3UTEIHHO 1 MI/KT.

10.  Cmoco6 mo mo6omy u3 . 1—8, rae TepaneBTH4YecKH d(HEKTHBHAS 1032

COCTABJIACT MPHOH3UTEIHHO 3 MI/KT.

11.  Cmoco6 no mooomy u3 mmr. 1—38, rae TepaneBTHyeckH d((HEeKTUBHAS 1032

COCTaBIIACT IPUOTU3UTETHHO 10 MI/KT.

12.  Cmoco6 no mrodoMy u3 mmr. 1—38, rae TepaneBTryeckd d(PEeKTUBHAS 1032

MPEICTABIIET COOOH TTOCTOSHHYTO 103y MPUO3uTenbHO 100 MT.

13.  Cmoco6 no modomy u3 . 1—38, rae repaneBTryeckn d(h(PeKTUBHAS 1032

MPEICTABIIET COOON MOCTOSHHYTO 103y MPHOM3nuTebHO 200 MT.

14.  Cmoco6 no modomy u3 mmr. 1—38, rae repaneBTryeckn d(HeKTUBHAS 1032

MPEICTABIET COOON MOCTOSTHHYTO 103y MPHOM3uTenbHO 300 MT.
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15. Cmoco6 no modomy u3 mmr. 1—38, rae repaneBTryeckn d(HeKTUBHAS 1032

MPEICTABIIET COOON MOCTOSHHYTO 103y MPUOIM3nuTenbHO 400 MT.

16.  Cmoco6 no mooomy u3 mr. 1—38, rae repaneBTryuecku dhHeKTUBHAS A03a

MPECTABIIAET COOON MOCTOAHHYIO 103y MPUOIM3UuTeNbHO 500 MT.

17.  Cmoco6 no mooomy u3 mit. 1—38, rae repaneBTryecku 3pPeKTUBHAS 1032

MPEICTABIAET COOON MOCTOAHHYIO 103y MPUOIM3UTENHbHO 600 MT.

18.  Cmoco6 no mooomy u3 mimt. 1—38, rae repaneBTryecku d3pPeKTUBHAS 1032

NPEACTABIIET COO0H MOCTOSHHYIO 103y MPHOIH3UTENbHO 700 MT.

19.  Cmoco6 mo mo6omy u3 . 1—8, rae TepaneBTH4YeckH d(h(HEKTHBHAS 1032

MPEICTABIIET COOOH MOCTOSHHYTO 103y MPUOM3uTeTbHO 800 MT.

20.  Cmoco0 mo mooomy w3 min. 1—38, re TepaneBTHYeckH 3P PeKTHBHAS 1032

MPEICTABIIET COOOH TTOCTOSHHYTO 103y MPHOM3UTETbHO 900 MT.

21.  Cmoco0 mo mooomy w3 min. 1—38, re TepaneBTHUecku dpPexTrBHAS 1032

MPEACTABIIET COOOH MOCTOSHHYTO 103y MpHOm3uTenbHo 1000 wmr.

22.  Cmoco0 mo mooomy w3 min. 1—38, Tie TepaneBTadecku dpPexTrBHAS 1032

MPEICTABIIET COOON MOCTOSHHYTO /103y MpHOMm3uTenbHo 1100 wmr.

23.  Cmoco0 mo mooomy w3 min. 1—38, rie TepaneBTidecku 3 PexTrBHAT 1032

MPEICTABIIET COOON TOCTOSHHYTO 103y MPHOM3uTenbHo 1200 M.

24.  Cmoco0 mo mooomy w3 min. 1—38, rie TepaneBTidecku dpPexTrBHAT 1032

MPEICTABIIET COOON MOCTOSHHYTO /103y MPpUOM3uTenbHo 1300 wmr.
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25. Cmoco6 mo mooomy w3 min. 1—38, rie TepanepTidecku dppexTuBHAT 1032

MPEACTABIET COOON MOCTOSHHYTO /103y MpHOM3uTenbHo 1400 wmr.

26.  Cmoco0 mo mooomy w3 min. 1—38, rie TepaneBTrdecku dpexTuBHAA 1032

MPEACTABIAET COOON MOCTOSHHYIO 103y MPHOMM3uTeNnbHO 1500 Mmr.

27.  Cnoco0 no mooomy w3 mir. 1—38, re TepaneBTruecku dpexTuBHas 1032

MPEACTABIAET COOOM MOCTOAHHYIO 103y MpUOMM3uTensHo 1600 mr.

28.  Cmoco6 mo mobomy u3 mim. 1—38, rae TepaneBTHyecku P PekTHBHAS 1032

NPEACTABIAET COOOM MOCTOSHHYIO 03y MpHOIM3HTENbHO 1700 MT.

29.  Cmoco6 no mobomy u3 nim. 1—38, rae TepaneBTryeckd P PekTHBHAS 1032

MPEACTABIIET COOON TOCTOSTHHYTO /103y MPpHOm3uTebHo 1800 wmr.

30.  Cmoco6 no aooomy u3 mmr. 1—38, rae TepaneBTHyYeckH Y (HEeKTUBHAS 1034

MPEICTABIIET COOON OCTOSTHHYTO /103y MPHOm3uTebHo 1900 wmr.

31.  Cmoco6 no mooomy u3 . 1—38, rae repaneBTryeckn d(HEeKTUBHAS 1032

MPEICTABIIET COOON TOCTOSHHYTO /103y MpHOm3uTebHo 2000 M.

32. Cmoco0 1o moOoMy U3 MPEABIYIHX MMYHKTOB, T/I€ CPEICTBO BBOJIAT C
WHTEPBAJIOM BBEACHHS OJHH Pa3 B HEJCIIO, OJUH pa3 B 2 HEJCIH, OJUH Pa3 B 3 HEJCIH,

OJIMH Pa3 B 4 HEJACH, OJTHH Pa3 B 5 HEJENb, OJWH pa3 B 6 HeIEb WUITH OOJIbIIE.

33. Cmoco0 o 1. 32, Te CpecTBO BBOAAT C HHTEPBAIOM BBEJICHUS OJIMH Pa3 B 3

HEJICJIA WK OJJUH pa3 B 6 HEJEb.
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34. Cmoco6 mo 1ro00My U3 TMPEAbIAYINHX IyHKTOB, TJ€ CPEACTBO BBOJAT HA

mpoTshKeHuu 2, 3, 4, 5, 6 vim 0oltee UKITOB.

35. Cmoco0 1o 1. 34, Te CpeacTBO BBOAAT HA IPOTHKEHUH 3, 4 HITH 5 UKITOB.

36. Croco0 o 1. 34 wnw 1. 35, T/1e CpeaCcTBO BBOAAT HA MPOTHKEHUH 4 LIUKIIOB.

37. Cmoco0 no mo00My U3 MPEAbIAYINUX MyHKTOB, TJ€ CPEACTBO BBOJAT B

TCUYCHHUC TICPpHUOaAA, AOCTATOYHOI'O AJI MOJTYUYCHHA KITMHUYECKOU IT0JIb3BI.

38.  Cmoco6 mo m. 37, rae KIIMHUYECKas T0JTb3a MPEICTABIIET COOOH

cTabumm3armto 3adomeBanus («SDy), yactuunbii oTBeT («PRY») W/vmm moaHbIH OTBET

(«CR»).

39.  Cmoco6 mo m. 38, rae PR mimu CR onpepensirot cornmacHo Kputepusim oneHKH

otBeTa mpu comuanbix omyxonsax (RECIST).

40.  Cmoco6 mo mooomy u3 . 37—39, Tae cpeIcTBO BBOJAT B TEUCHHE OOJIee

JUTUTETBHOTO NEPUOAA IS OAACPKaHUA KITMHHUYECKOM MOJTb3bI.

41.  Cmoco0 1o mro0oMYy W3 MPEABIAYIHX TyHKTOB, TJIE€ CPEICTBO BBOJAT B
TEUECHHUE NIEPUOAA, COCTABIIIONIETO IO MEHbINEN Mepe 2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13,

14, 15, 16, 17, 18, 19, 20 Heaenap uan OObIIE.

42. Croco0 1o mo0oMy W3 MPEABIYIUX MYHKTOB, T/I€ CPEICTBO IEPHOTUICCKH

BBOJAT CYOBEKTY B 103€ mpudmm3uTeabHo 500 Mt mmm 1000 mr.
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43. Crmoco0 1o 1. 42, T1e CpecTBO MEPUOANIECKH BBOIAT CYOBEKTY B 03¢

mpuOIH3UTETHHO S00 MT.

44.  Cnoco6 mo 1. 42 unu 1. 43, T1Ie CpeACTBO BBOIAT CYOBEKTY OJUH pa3 B 3

HEJCITH.

45.  Cnoco0 no mooomy u3 mir. 42—44, rie CpeACTBO BBOAAT HA MPOTHKCHHAH 2,

3,4, 5, 6 uu 00J1ee LHUKJIIOB.

46. Cnoco0 1o 1. 45, Te cpeacTBO BBOAAT HA IPOTHKEHUU 3, 4 UK 5 IUKIIOB.

47.  Cnoco6 mo moodomy u3 mir. 44—46, rae cpeacTBO BBOAAT HA MPOTIKEHUH 4

IIHUKIIOB.

48. Cmoco0 1o 1. 42, Tae CpecTBO MEPHOAHUIECKH BBOIAT CYOBEKTY B 03¢

npuOH3uTeIsHO 1000 MT.

49.  Cnoco6 mo 1. 42 wmm 1. 48, T11e CpeACcTBO BBOIAT CYOBEKTY OJUH pas B 6

HEJIEb WA OOJIBIIIE.

50.  Cmoco6 mo 1. 42, rae cpeaCcTBO BBOAT B TIEPBOH /103€ MIPHOTHUZUTETHHO
500 Mr oauH pa3 B 3 HEJAETU HA MPOTHKEHUH 3, 4 WK 5 LUKIIOB ¢ MOCJIEAYOIIEN BTOPOU

no3o nmpudmzuTensHo 1000 MT 0TMH pa3 B 6 HEJEh HITH OOJIBIIIE.

51. Crmoco0 1o . 50, rae BBemeHue 10361 1000 MT 01MH pa3 B 6 HEEIb UITH

OO0JIBIIIE TIPOIOIDKAIOT SIS TIOAICPIKAHUS KITHHHYECKOW TIOJTB3HI.
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52. Cmoco6 1o m. 50 wnwm 1. 51, T/1e CPeCTBO BBOAAT B MIEPBOH /103€
mpubu3uTeIbHO 500 MT OMH pa3 B 3 HeIETH Ha MPOTSHKEHHUH 3 IIUKJIOB ¢ TTOCIIETYFOTIECH

BTOPOH 1030 nipuOmu3uTeabHo 1000 MT OTHH pa3 B 6 HeJEb WITA OOJIBIIIE.

53. Cmoco6 1o 1. 50 wnwm 1. 51, T/1Ie CPeCTBO BBOAAT B MIEPBOH /103€
npubu3uTeIbHO 500 MT OMH pa3 B 3 HEEH HA MPOTSHKEHUH 4 IIUKJIOB C TTOCIIETYFOTIEeH

BTOPO# 10308 npuOmm3uTensHo 1000 Mr oguH pa3 B 6 Heiemb WK OOJIbIIE.

54. Cmoco0 mo m. 50 unwm 1. 51, T/1Ie CPeCTBO BBOAAT B MIEPBOH /103€
npuOmM3uTeabHO 500 Mr oAMH pa3 B 3 HEEIH HA MPOTSHKEHUH S5 IUKIIOB C MOCIEAYIOMEH

BTOPOH 10301 npuOmm3uTensao 1000 Mr oguH pa3 B 6 Hetenb WK OOJIbIIE.

55. Croco6 mo mo6omy u3 . 50—54, rae BTopas 103a COCTaBIISET

npuonu3uTeabHo 1000 Mr ouH pa3 B 6 HelENb.

56.  Cmoco6 mo moOoMy U3 TIPEABIAYIINX MYHKTOB, TI€ HAPYIICHHUE TIPEACTABIIET

co0oi auc(HyHKIMOHATPHOE HApyIIeHHe T-KIeTOK.

57.  Cmoco6 mo moOoMy U3 TPEABIAYIINX MYHKTOB, TI€ HAPYIICHHUE TIPEACTABIIET

cO0O0M pak.

58.  Cmoco6 mo 1. 57, rae pak mpeacTaBisieT COOOM:

1) PaK, aCCOUMUPOBAHHBIN C BBICOKOM MYTallMOHHOMN Harpy3KoH OIyXOJIH

(TMB);
1) PaK, KOTOPBIH ABIAETCI MHKPOCATEIUTUTHO-CTAOMIBHBIM (MSS),

111)  paK, KOTOPHIH XapaKTEPHU3yETCs MHUKPOCATEIUTUTHOM

HECTAOUIIbHOCTEIO,
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1v) PaK, KOTOPBIM UMEET CTATYC BRICOKOM MHUKPOCATEINIUTHOM

HecTabunpaOCTH (MSI-H),

V) PaK, KOTOPBIM UMEET CTATYC HU3KOW MUKPOCATEIUTMTHOU

HecTabunpaOCTH (MSI-L),
vi)  pak, acconuupoBaHHbBIN ¢ BBICOKOH TMB u MSI-H,
vil)  pak, acconuupoBaHHbId ¢ BBICOKOH TMB 1 MSI-L umm MSS,

vill)  pak, KOTOPbIM XapakTepu3yercs Ae(PeKTHON CUCTEMON penapanuu

omubOouHoro cnapuBanus JJHK,

1X)  pak, KOTOPBIM XapakrepusyeTcs Ae(heKTOM B IeHE pernapanuu

omrrbouyHoro ciapusanus J[HK,
X) THITIEPMYTHPOBAHHBIH PaK,
xi)  pak, mpeayCcMaTPUBAIOINHI MyTAIMIO B ojumepase-aensta (POLD),
Xil)  pak, mpeayCMaTPUBAOIINN MyTaI|iO B ioaumepase-3ncuiod (POLE),

xiil)  pak, KOTOPBIH XapaKTepU3yeTcs AePHIIMTOM penapariu mocpecTBOM

TOMOJIOTHYHOHM pekoMOHHAIWH/ AepurmToM romostornyHol penapanuu («KHRDy);

X1V)  aJACHOKAPUIUHOMY, PaK dHAOMETPHS, PAK MOJOYHOM KEJIe3bl, PAK STHYHHKA,
PaK mMeHKH MaTKH, pak (autonueBoi TPYObI, PaK SHUYKA, TIEPBUYHBIN pak OPIOLIHHEI, Pak
TOJICTON KUIIKH, KOJOPEKTABHBINA PaK, PaK JKEIyAKa, PAK TOHKOTO KHIICYHUKA,
TIOCKOKJIETOYHYIO KapPIIMHOMY aHyCa, MIIOCKOKIETOYHYIO KapIHHOMY TTOJIOBOTO YJIEHA,
TIOCKOKJIETOYHYO KapIMHOMY IIEHKH MATKH, TUIOCKOKJIETOYHYIO KapIIMHOMY BJIarajIHIna,
TIOCKOKJIETOYHYFO KaPIMHOMY BYJIBBBI, CAPKOMY MATKHX TKaHEH, METAHOMY,
MOYEYHOKJIETOYHYIO KAPIIMHOMY, PaK JIETKOTO, HEMEIKOKIETOUHBIA PAK JIETKOTO,
a/ICHOKAPIMHOMY JIETKOTO, TUIOCKOKJIETOYHYIO KaPIIMHOMY JIETKOTO, PAK JKETYIKA, paK
MOYEBOTO ITy3bIPS, PAK JKEITYHOTO MY3bIPA, PAK TIEYEHH, PAK IIUTOBHIHOM JKEIIE3bI, PaK
TOPTaHH, PaK CIFOHHOH JKeJIe3bl, PaK MUIIEBOAA, PAK TOJIOBBI U IIEH, TIIOCKOKIETOYHYIO
KapIMHOMY TOJIOBBI M IIEH, PAK MPEACTATENFHOM HKEIJIE3bl, PaK TOHKETYJOUHOU SKEIIE3bl,

ME30TENHOMY, KapLIMHOMY M3 KIIETOK Mepkens, capkoMy, TITHOOIacToMY,
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TeMAaTOJIOTHYECKHH PaK, MHO)KECTBEHHYIO MHETIOMY, B-kieTounyro mumdomy, T-
KIIETOUHYIO0 TuMbomy, muMbpoMy X0KKHHA/TIEPBHYHYIO MEIHACTHHATBHYIO B-KIeTOUHYT0
muM¢pOoMy, XPOHHYECKHUH MUEIIOT€HHBIN JIEWKO3, OCTPHIA MUCIIOUAHBIN JIEHKO3, OCTPHIN

UM (pOOTACTHBIN JIEMKO3, HEXODKKHUHCKYIO TUM$oMy, HelpoomacTomy, omyxoiib CNS,
mudy3HyI0 TIIHOMY ¢TBOJIa rosioBHOTO Mo3Ta (DIPG), capkomy IOuHTa, SMOpHOHATBHYIO

padIoMHOCAPKOMY, OCTEOCAPKOMY HITH OITyX0JIb BrbmMca, Hiam

XV)  pak u3 Xiv), rae pak ssiugercs MSS umu MSI-L, xapakrepusyercs
MUKPOCATEITIMTHON HECTAOMIBHOCTEIO, sBigeTcsa MSI-H, umeer Beicokyro TMB, umeer
BbICOKYIO TMB u aBnsaerca MSS unu MSI-L, umeer Beicokyro TMB u asnserca MSI-H,
uMeeT AeexTHyro cucTeMy penapanuu omuoounoro cnapusanus [IHK, umeer nedekr B
reHe pernapanmu ommoouyHoro criapusanusa JIHK, npexcrasiser coboi
THIIEPMYTHPOBAHHBIN pak, mpeacTasisieT coool pak HRD, npexycmarpuBaeT MyTanuro B

noyumepase-aenbra (POLD) wiu comepkut myTaruio B mouMepase-3ncuion (POLE).

59.  Cmoco06 mo m. 58, rae pak mpeACcTaBIsET COOOH paK, KOTOPHIH
XapakTepU3yeTcs APHUIIMTOM perapaliu MOCPEACTBOM rOMOJIOTHYHOM

pexoMOuHarww/ neuIuToM romoaoruanon pemaparmn («KHRDy).

60.  Cmoco6 mo m. 58, rae pak mpeACTaBIIET COOOU pPaK SHAOMETPHS,

Heo0s3aTebHO pak 3HaoMeTpus MSI-H wmm MSS/MSI-L.

61.  Cmoco6 no 1. 58, rae pak npeacTasnset codooi pak MSI-H,
npeaycmatpuBaronui mytamuio B POLE wnu POLD, HeoOs13aTeIbHO HEIHAOMETPHAITHHBIN

pak MSI-H, npenycmatpusarommii mytaiuio B POLE unu POLD.

62.  Cmoco0 mo 1. 58, rae pak npeAcTaBiIsIeT COO0M PaKk MOJIOYHOH JKEIIE3HI,

HEOO0sM3aTeNbHO TPHKIBI HETATUBHBIA pak Mono4uHOH skene3sl (TNBC).
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63.  Cmoco6 mo 1. 58, rae pak nmpeAcTaBisgeT COO0U PaK SIMYHUKA, HEOOA3aTEITHHO

SIHUTEITHATbHBIN PaK sUYIHHKA.

64.  Cmoco6 mo 1. 58, rae pak nmpeAcTaBiIsIeT COOOM PaK JIETKOTO, HEOOA3ATEITHHO

HEMETKOKJIETOYHBIA PaK JETKOTO.

65.  Cmoco6 mo 1. 58, rae pak nmpeAcTaBiIsIeT COO0M METAHOMY.

66.  Cnoco6 mo m. 58, rae pak NpeAcTaBIAET COOON KOJIOPEKTATBHBIN pak.

67.  Cmoco6 mo m. 58, rae pak npeACcTaBIIET COOOM TUTOCKOKIIETOUHYIO
KapLUUHOMY aHYCa, TNIOCKOKJIETOUYHYIO KAPIIHHOMY MOJIOBOTO YWIEHA, TNIOCKOKIETOUHYIO
KapIMHOMY [ICHKH MATKH, TUTOCKOKJIETOYHYO KapPIMHOMY BIIarajIHiia Wiin

MJIOCKOKJIETOYHYHO KAPLIMHOMY BYJIbBBIL.

68.  Cmoco6 mo m. 58, rae pak mpeACcTaBIIET COOOH OCTPBIH MHETOUIHBIN JIEHKO3.

69.  Cmoco6 mo m. 58, rae pak mpeACcTaBIET COOOH OCTPbIH TUM(POOTACTHBIH

JIEUKO3.

70.  Cmoco6 mo 1. 58, e pak nmpeacTaBisieT COO0H HEXOKKHHCKYIO JTAM(POMY.

71.  Cmoco6 mo 1. 58, rae pak npeacTaBisieT codoi muM¢poMy X0 KKHHA.

72.  Cmoco6 mo 1. 58, rae pak npeacTaBisieT cOO0M HEHPOOIacTOMY.

73.  Cmoco6 mo 1. 58, rae pak npeacTasiseT codoi omyxoib CNS.
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74.  Cmoco6 mo 1. 58, rae pak npeacTasisgeT codbou audy3HyIO TITMOMY CTBOJIA

ronosHoro mo3sra (DIPG).

75.  Cmoco6 mo 1. 58, rae pak npeacTaBiseT cooou capkomy HOwurTa.

76.  Cmoco6 mo 1. 58, rae pak nmpeacTaBisieT coO0M IMOPHOHAITBHYIO

padbIoOMHOCAPKOMY.

77.  Cmoco6 mo 1. 58, rae pak nmpeacTaBiIsieT COO0U 0CTEOCAPKOMY.

78.  Cmoco06 mo m. 58, rae pak mpeAcTaBIseT cOO0H OMmyxoJib BunbmMca.

79.  Cmoco06 mo 1. 58, rae pak mpeacTaBisieT COO0H CAapKOMY MATKUX TKAHEH.

80.  Cmoco6 mo 1. 79, rje pak mpeacTaBisieT COO0M TEHOMHOCAPKOMY.

81.  Cmocob mo moOoMy 3 MPEABIAYIIUX ITyHKTOB, T/I€ CYOBEKTY JOTIOTHUTEITHHO
BBOJIMJTH WJTH OyIyT BBOJUTh HHTHOUTOP HMMYHHOW KOHTPOJIBHOW TOYKH, B PE3YIIHTATE

YeTo MJICKOTIMTAIOIIEE TIOTYYIaeT CPEACTBO U HHTHOUTOP UIMMYHHOW KOHTPOJIBHOW TOYKH.

82.  Cmoco6 mo m. 81, BKIIFOYAIONINI BBEICHUE OJHOTO, IBYX HITH TPEX

WHTHOUTOPOB UMMYHHOUM KOHTPOJIBHON TOYKH.

83.  Cmoco6 mo m. 81 wmu m. 82, rae HHrHOUTOP UIMMYHHON KOHTPOJTBHOHW TOUKH
MPEICTABIIAET COOOM CPEACTBO, KOTOPOE MOAABISAET OEJOK 3, comepkamuid T-KIeTOYHBIN
WMMYHOTJIOOYTHHOBBIN 1 MyIHHOBBIN JoMeHBI (TIM-3), 6emoxk 4, accorMMpoBaHHBIH C
mutoTokcuueckumMu T-mumdormramu (CTLA-4), ren 3 akruBanmu mumgormros (LAG-3),
T-knetounstit ummyHOTI00YHH U 1omeH [ TIM (TIGIT), nanonamun-2,3-THOKCUTEHA3Y
(IDO) unm penentop kononuectumymmpyroniero pakropa 1 (CSFIR).
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84.  Cmoco6 mo mooomy u3 mir. 81—83, rae HHrHOUTOP HIMMYHHON KOHTPOIBHOU

TOYKH TPEACTABIET c000¥ uarudourop TIM-3.

85.  Cmoco6 mo m. 84, rae uarunoutop TIM-3 mpencrasnser co0oi MaIyro
MOJIEKYJTY, HyKJIEHHOBYIO KHCJIOTY, MOJUNENTH (HaIPUMED, AHTUTENIO), YTJIEBO, UL,

METAJUL, TOKCUH WiH cBaspiBaronee PD-1 cpenctso.

86.  Cmoco06 mo m. 85, rae uaruoutop TIM-3 npencrasnseT coO0i CBA3BIBAOIIEE

TIM-3 cpencTso.

87.  Cmoco6 mo m. 86, rae ceaswBaromee TIM-3 cpeacTBo nmpeacTasisieT coO0kH

AHTHUTCJI0, KOHBIOIaT aHTUTCIIA HIJIA €T0 AHTHUTCHCBA3BIBAIO I q)paFMCHT.

88.  Cmoco6 mo mooomy u3 mir. 81—83, rae HHrHOUTOP HMMYHHON KOHTPOJIBHOU

TOYKH TIpeAcTaBisieT cooor uarnouTop CTLA-4.

89.  Cmoco6 mo m. 88, rae uarnouTop CTLA-4 mpeacrasnsgeT coO0H MaTyro
MOJIEKYTTY, HyKJIEHHOBYIO KHCIIOTY, MOJUNENTH (HaIPUMED, AHTUTENIO), YIIEBO, JTUIIHU,

METaJUL, TOKCUH Wi cBsa3biBaroniee PD-1 cpeactso.

90.  Cmoco6 no 1. 89, rae maruouTop CTLA-4 ipeacrapseT coO0H

ceasbiBaromee CTLA-4 cpeactso.

91.  Cmoco6 no 1. 90, rae cesa3piBatomee CTLA-4 cpeactBo mpencTapisieT coOO0H

AHTHUTCJIO, KOHBIOIraT aHTHUTCJIA UIH €TI0 aHTI/IFCHCBSISBIBaIOIJ.[I/Iﬁ (1)paFMeHT.

176



WO 2018/129559 PCT/US2018/013029
92.  Cmoco6 mo mo6omy u3 mimn. 81—83, rae HHrHOUTOP HIMMYHHON KOHTPOIBHOU

TOYKH TPeACTaBIET c000¥ naruouTrop LAG-3.

93.  Cmoco6 mo m. 92, rae uarunoutop LAG-3 mpeacrasiser coO0H MaIyio
MOJIEKYJTY, HyKJIEHHOBYIO KHCJIOTY, MOJUNENTH (HaIpUMEp, AHTUTENIO), YTJIEBO, UL,

METAJUL, TOKCUH WiH cBaspiBaronee PD-1 cpenctso.

94.  Cmoco6 no 1. 93, rae uaruoutop LAG-3 npeacrasisieT coO0M CBA3bIBAIOMICE

LAG-3 cpenctso.

95.  Cmoco06 mo m. 94, rae ceassBaromee LAG-3 cpeIcTBO MpeacTaBisieT CoOO0H

AHTHUTCJI0, KOHBIOIaT aHTUTCIIa HIIA €T0 AHTHUTCHCBA3BIBAIO I (bpal"MCHT.

96.  Cmoco6 mo mooomy u3 min. 81—83, rae HHrHOUTOP HMMYHHON KOHTPOJIBHOU

TOYKH TIpeAcTaBisieT cooor uarnoutop TIGIT.

97.  Cmoco06 mo 1. 96, rae uaruouTop TIGIT npeacTasmseT co60H MaTy¥O
MOJIEKYTTY, HyKJIEHHOBYIO KHCTIOTY, MIOJIUNENTH (HaTIPUMED, AHTUTENIO), YTIEBO, JTUIH,

METaJUL, TOKCUH Wi cBsas3biBaroniee PD-1 cpenctso.

98.  Cmoco6 mo m. 97, rae uaruouTop TIGIT mpeacrassieT coO0¥ CBA3BIBAIOLICE

TIGIT cpenctso.

99.  Cmoco6 no 1. 98, rae ceaspiBatomee TIGIT cpemcTBo mpeacTaBaseT coO0H

AHTHUTCJIO, KOHBIOIraT aHTHUTCJIA UIH €TI0 aHTI/IFCHCBSISBIBaIOIJ.[I/Iﬁ (bpaFMeHT.

100. Cmoco6 mo mo6omy u3 mir. 81—83, rae HHrHOUTOP HIMMYHHON KOHTPOIBHON

TOYKH TPEACTABIET c000H uHrnouTOp IDO.
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101.  Cmoco6 mo 1. 100, rae uarHOuTOp IDO MpeacTaBmsieT coO0M MaTyro
MOJIEKYITY, HyKJIEHHOBYIO KHCIIOTY, TIOJIANIENTH T (HATIPUMED, aHTUTEIIO), YTIIEBOJ, JTUITH/,

METAJUL, TOKCUH WiH cBaspiBaroniee PD-1 cpenctso.

102.  Cmoco6 no 1. 101, rae uarudurop IDO npeacraBmsieT coO0M MaTyro

MOJIEKYITY.

103.  Cmoco6 no 1. 100, rae uarudurop IDO npencrapmser co0o0it CBsA3bIBAOIIEE
IDO cpenctso, HeobOs3aTeabHO cBsaA3biBaromee IDO cpencTBo, KOTOPOE MpeAcTaBIsieT COO0H

AHTHUTCJIO, KOHBIOIaT aHTHTCJIa UIH CTO aHTI/IreHCBH?)BIBaIOHIHﬁ (l)pal"MeHT.

104. Cnoco6 mo moOomy u3 mir. §1—83, rae HHrHOUTOP UMMYHHOM KOHTPOJIbHOU

TOYKH mpeacTasisier cooor uaruoutop CSF1R.

105. Cmoco6 mo m. 104, rae uarnourop CSF1R mpencrasnser coOoi Mamyro
MOJIEKYITY, HyKJIIEHHOBYIO KHCJIOTY, TIOJIMIETITH/T (HATIPUMED, AaHTHTEIIO), YIIIEBO, JTUITH],

METAaJUJI, TOKCUH Wi cBsa3biBaroniee PD-1 cpeactso.

106. Cmoco6 no 1. 105, rae maruourop CSF1R mpeacrapmser coO0# MaTyro

MOJIEKYITY.

107.  Cmoco6 mo m. 105, rne uaruomurop CSF1R mpencrasnser coboi
cesasbiBaroniee CSF1R cpenctBo, HeoOs3aremsHO cpsizbBatomee CSF1R cpeacTso, koTopoe
MPEICTABIIET COOON AaHTHTENO, KOHBIOTAT AHTUTEIIA WITH €TO AHTUT €HCBA3BIBAIOTIIUH

(dparmeHT.

108. Cmoco6 no mooomy u3 . 81—107, BKIFOYAONIHI BBEACHHUE 110 MEHBIICH

Mepe ABYX HHTHOUTOPOB HIMMYHHOU KOHTPOJIEHOW TOYKH.
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109. Cmoco6 no 1. 108, AOTIOTHUTETFHO BKIFOYAIONIHIH BBEACHHE TPETHETO

WHTHOUTOPA KOHTPOJIBHOH TOYKH.

110. Cmoco6 mo m. 108 wnmm 1. 109, rae cyOBeKT MOMyYaeT JeUeHHE ¢ TOMOIIBIO
KaXa0T0 U3 cpeactsa, uaruouropa TIM-3 u uarnouropa LAG-3, B pe3ynpTaTe 4ero

CYOBEKT TMOITy4aeT BCE TPH U3 YKA3AHHBIX.

111.  Cmoco6 no 1. 110, AOTIOMHATENTHFHO BKIFOYAIOIIHH MOTYyYEHHE CYOBEKTOM
nedenus ¢ nomoinpio uaruouropa CTLA-4, B pe3ynbTaTe 4yero CyObEKT MOJIy4aeT BCe

YETBIPE U3 YKA3aHHBIX.

112.  Cmoco6 mo moOoMy U3 MPEABIAYIIMX MYHKTOB, TI€ CYOBEKTY JOMOTHUTEITEHO
BBOJIMJTH WJTH OYIyT BBOJUTH CPEACTBO, KOTOPOE moaaBysieT mom(A J{D-

pubo3za)nonumepasy (PARP).

113.  Cmoco6 no 1. 112, e cpeactBo, kotopoe noaasisier PARP, npeacrasiser
CO00¥ MaITYI0 MOJIEKYJTY, HYKJIEHHOBYIO KHCJIOTY, TIOJTUNENTA (HATPHMED, AaHTUTETIO),

YIIaeBOA, JMTUIMKWA, MCTAJT UIIA TOKCHUH.

114. Cmoco6 mo 1. 112 wymm . 113, rae cpeacTso, kotopoe nogasisetr PARP,
BBIOpAHO W3 TPymIbl, cocrosmien u3 ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983,
CEP 9722, DR 2313, E7016, E7449, ¢pmy3omapuda (SHR 3162), IMP 4297, INO1001, JPI
289, JPI 547, koHbtoraTa MOHOKIOHATRHOE aHTHTEIO0 B3-LysPE40, MP 124, nupanaputa
(ZEJULA) (MK-4827), NU 1025, NU 1064, NU 1076, NU 1085, omanmaputa (AZD2281),
ONO2231, PD 128763, R 503, R554, pykamapuoa (RUBRACA) (AG-014699, PF-
01367338), SBP 101, SC 101914, cummumnapu0a, Tanazonapuda (BMN-673), Bemumnapuda
(ABT-888), WW 46, 2-(4-(tpudropmerrn)pennn)-7,8- nuruapo-5SH-truomupano[4,3-

d]mapumuana-4-071a ¥ UX COJIEH WITH TTPOU3BO/THBIX.
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115. Cmoco6 no mo6omy u3 . 112—114, re cyObeKT moyqaeT JeUeHHe ¢
MTOMOIIBIO0 KAKIOTO U3 cpencTsa, uHruouTopa TIM-3 u cpeacTsa, KOTOPOE TOIABIISIET

PARP, B pe3ynbTare 4ero cyOBbEKT MOTy4YaeT BCE TPH U3 YKA3aHHBIX.

116. Cmoco6 no 1. 115, 7OTIOMTHATETFHO BKIFOYAIONIHH MOTYyYEHHE CYOBEKTOM
JedeHus ¢ moMoinpio uaruouTropa LAG-3, B pe3ynbrare 4ero CyObeKT MOJTydaeT BCe

YETBIPE U3 YKA3aHHBIX.

117.  Cmnoco6 no mooomy u3 . 112—114, rie cyOBbeKT Mory4aeT JeYeHHe ¢
MOMOIIBIO KKAOTO U3 cpeacTsa, HHruouTopa LAG-3 u cpencTsa, KOTOpOe MOAABIET

PARP, B pe3ynbTaTe 4yero cyObeKT MOTY4aeT BCE TPH U3 YKA3AHHBIX.

118. Cmoco6 mo m. 117, A0TOTHUTEITFHO BKITFOYAIONIHH MOTyYE€HHE CYOBEKTOM
neueHus ¢ moMonibro mHrHouTopa TIM-3, B pe3ynmpraTe 4ero CyOBbeKT MOTY4YaeT BCE YEThIPE

H3 YKa3aHHbIX.

119. Cmoco6 no ar000My U3 TIPEABLAYIHX MyHKTOB, TAE CYOBEKT SBISETCS

HEMOJAF0IIAMCS JICYEHUIO C TIOMOIIBIO CPEACTBA, KOTOpoe nojaasisier PD-1.

120. Cmoco6 mo Jr000My U3 TIPEABLAYIHX MMyHKTOB, TJE CYOBEKT SBISETCS TPYIHO

MOAJAONIUMCS JICYEHUIO ¢ IOMOINBIO CPEACTBA, KOTOPOoe nogasisiet PD-1.

121.  Cmoco6 mo r000My U3 TIPEIbIYIINX MTyHKTOB, TAE CTIOCO0 MOBHIMAET

YYBCTBHTEIBHOCTH CYOBEKTA K JICUEHHIO C TIOMOMIIBIO CPEICTBA, KOTOpoe moaasisieT PD-1.

122.  Cmoco6 mo r000My U3 TPEAbIAYIHX MyHKTOB, TAE Y CYOBEKTa COACPKUTCS

HUCTOMICHHAA UMMYHHAA KJICTKA.
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123.  Cmoco6 mo m. 122, rie UCTOmEHHAs HMMYHHAsI KIIETKA MPEACTABIAET COO0H

HCTOIIECHHYIO T-KIETKY.

124.  Cmoco6 mo 1r000My U3 TIPEAbIAYINX MyHKTOB, TAE CYOBEKT MPEIACTABISIET

c00011 yeIoBeKa.

125.  Cmoco6 no 1000My U3 TPEAbIAYINX MyHKTOB, TAE CYOBEKT paHee MoTyqat

JCUCHHUC C TOMOIIBIO OAHOTO HUJIU ooiee Pa3iIiIHbIX METOA0B JICUCHHUA pPaKa.

126. Cmoco6 mo m. 125, rae cyObeKT paHee MoTydal JeUeHHE ¢ TTOMOIIBIO OJTHOTO
WiH 00JIe€ U3 XHPYPTrHUECKOTO BMEIIATEIIbCTBA, PAAHOTEPAITHH, XUMHOTEPATTHH HITH

HMMYHOTCPAIIUH.

127.  Cmoco6 mo m. 125 wnm . 126, rae cyObeKT paHee TOoTyvalt JICUYCHHE C

MOMOIIBI) LIUTOTOKCUYECKOMN TEPATTHH.

128.  Cmoco6 no modomMy u3 . 125—127, e cyObeKT paHee moayda JCUCHHE C

NOMOIMbIO XUMHOTCPAITHH.

129.  Cmoco6 no ar000My U3 TIPEABLAYIHX MMyHKTOB, TAE CIIOCO0 JOTIOTHUTEITBHO

BKIIIOYAaCT BBCACHUC APYroro TCparncBTUICCKOrO CPEACTBA UK CPCACTBA JICUCHUA.

130. Cmoco6 mo 1. 129, re crmoco0 AOTOTHATETFHO BKIFOYACT MPUMEHEHHUE
OJTHOT'O WJTH 00JIEE U3 XUPYPrHUECKOTO BMEIIATEIILCTBA, PATHOTEPATHH, XHMHOTCPAITHH,
HMMYHOTEPAIHH, TPOTHBOAHTHOTCHHOTO CPEICTBA HITH MTPOTHBOBOCTIAIUTEIBHOTO

CpescTBa.
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131.  Cmoco6 mo 1. 130, re crmoco0 AOTOTHATETHHO BKIFOYACT MPUMEHEHHUE

XUMHUOTCpAITUH.

132.  Cmoco6 mo a000My U3 TPEABIAYIHX MyHKTOB, TJE CPEACTBO MPEACTABISICT

coboi ceazeBatomiee PD-1 cpencTso.

133.  Cmoco6 no 1. 132, rue ceaspiBaromee PD-1 cpenctBo mpeacTasisieT co0oi

AHTHUTCJIO, KOHBIOIaT aHTHTCJIa UIH CT'0 aHTHFeHCBHSBIBaIOH[Hﬁ (l)pal"MeHT.

134.  Crnoco6 no 1000My U3 MPEAbIAYINX IMyHKTOB, TAE cBsa3biBaromee PD-1

CPEACTBO MPEACTABIAECT COOOH aHTHTEIO.

135.  Cmoco6 mo m. 133 wnm 1. 134, rae ceassiBaromee PD-1 cpeacTBo cogepkut
BapHaOeIbHYI0 00JIACTh TSHKEJION IETH ¢ OJHOW Wik Oosee mocneaoBatenpHoCcTsME CDR,
XapaKTEPU3YIOIUMHUCS 10 MEHbINEH Mepe mpuodmu3uTeibio 80%, 85%, 90%, 91%, 92%,
93%., 94%, 95%, 96%, 97%, 98% i 99% HACHTHYHOCTHIO MOCIEAOBATEIFHOCTH ¢ SEQ

IDNO: 9, 10 unu 11.

136. Cmoco6 no 1. 135, rae ceaspiBatomee PD-1 cpeacTBo comepskut
BapHaOeIIbHY 0 00J1aCTh TSUKEIIOH IIETH C ABYMsI WA TpeMs mocnenoBareapbHocTsMu CDR

mox SEQ ID NO: 9, 10 wym 11.

137.  Cmoco6 no mooomy u3 mmr. 133—136, rae ceassBaroniee PD-1 cpeactso
COJIEP’KHUT BapHAOEITbHYIO 00JIaCTh JIETKOH IETIH ¢ OJTHOM HITH OOJiee
nocieoBaTembHOCTIMUA CDR, XapakTepu3yronmMucs 10 MEHbIICH Mepe TPHOTH3UTETHHO
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%., 96%, 97%, 98% nm 99% HACHTHYHOCTHIO
nocneaoBarenbHocTH ¢ SEQ ID NO: 12, 13 u 14.
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138. Cmoco6 no mooomy u3 m. 133—137, rae ceassBaroniee PD-1 cpeactso

COJIEP’KHUT BaPHAOEITbHYIO 00JIACTH JIETKOW IIETTH C IBYMS HUIJTH TPEMS

nocneaoBarensHOoCcTAMHA CDR mox SEQ ID NO: 12, 13 u 14.

139.  Cmoco6 no 1. 133 wmm n. 134, rae csa3piBatromee PD-1 cpeacTBo coaepkuT
BapuaOEIbHYI0 00J1aCTh TSKEIION LIETH ¢ OJTHOM Witk OoJiee mocienoBarenbHoCcTAME CDR,
Bb1OpanHbiME 13 SEQ ID NO: 9, 10 u 11, u/unu BapraOeabHy0 00IaCTh JETKOU LETH C

onHOM nim 6onee nmocieaopareabHocTAMH CDR, BeiOpanubivu u3 SEQ ID NO: 12, 13 u 14.

140. Cmoco6 no 1. 139, rae ceaspiBatomee PD-1 cpeacTBo comepskur
BapuadeIbHyI0 001acTh Tsokenoi nenu ¢ Tpems CDR, koTopeie umeror
nocnenoBarenbHOCTH o SEQ ID NO: 9, 10 u 11, w/unu BapuadeapHy 0 007acTh JIETKOU

uernu ¢ Tpemsa CDR, koTopsie umerot nocnenosatenbHocTd o SEQ ID NO: 12, 13 u 14.

141.  Cmoco6 mo m. 133 wnm 1. 134, rae ceassBaromee PD-1 cpeactBo cogepkut
BapHaOETbHBIN JOMEH TSDKEIIOW HETTH HMMYHOTJIOOYITHHA, COAEPIKAIMUN AMUHOKUCIIOTHYIO
MOCTIEIOBATEIIFHOCTD, XaPAKTEPU3YIOIIYIOCS TI0 MEHBIIEH Mepe puOH3uTebHO 80%0,
85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% i 99% HACHTHYHOCTHIO
nocieaoBarensHocTH ¢ SEQ ID NO: 1 mmu SEQ ID NO:7.

142.  Cmoco6 mo mm. 133, 134 wmm 1. 141, tae cea3siBaroniee PD-1 cpeacTso
COACPKUT BapraOeIbHBIN JOMEH JIETKOH IIeTTH HMMYHOTJIOOYJIHHA, COAEPKAIIHAN
AMHUHOKHCIIOTHYIO MOCJIEA0BATENBHOCTD, XaPaKTEPU3YIOLIYIOCS [0 MEHBIIEH MEpe
mpudu3uTeIbHO 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% nmu 99%

HACHTHYHOCTHIO TTociiegoBaTenbHOCTH ¢ SEQ ID NO: 2 mym SEQ ID NO: 8.

143.  Cmoco6 mo 1. 133 wmm n. 134, rae csa3piBaromee PD-1 cpeacTBo comepkuT
BapUaOEITbHBIN TOMEH TSDKEIIOH eI HIMMYHOTJIOOYITHHA, aMUHOKUCIOTHAS
nocaeaoBatenbHOCTh KOTOporo coaepkut SEQ ID NO: 1 unu SEQ ID NO:7, u
BapuaOEITbHBIN TOMEH JIETKOH IIETTH HIMMYHOTJIOOYITHHA, aMUHOKHCIOTHAS

nocaeaoBatenbHOCTh KOTOporo coaepkut SEQ ID NO: 2 unu SEQ ID NO: 8.
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144.  Cmoco6 no 1. 133 wmm n. 134, rae csa3eiBatomee PD-1 cpeacTBo coaepkuT
TSDKETYIO LIETTh UMMYHOTJIOOYJIHHA, COACPIKAITYI0 AMHHOKHUCIOTHYIO TTOCIIEA0BATEIEHOCTS,
XapaKTEPHU3YIONIYIOCS 10 MEHBIIEH Mepe mpuOmu3uTenbHO 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98% nmm 99% HACHTHIHOCTHIO MOCIEAOBATEIFHOCTH ¢ SEQ

ID NO: 3.

145.  Cnoco6 no mm. 133, 134 wmum 1. 144, te ceas3siBaroniee PD-1 cpeactso
COAEPIKHUT JIETKYIO LETTb MMMYHOTJIOOYIIMHA, COAEPIKAITYI0 AMUHOKUCIIOTHYIO
MOCTIEI0OBATENILHOCTD, XapAKTEPU3YIOIIYIOCS MO0 MEHBIIEH Mepe mpuomu3uTensHo 80%,
85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% umu 99% HACHTHIHOCTHIO

nocnenaoBareabHOCTH ¢ SEQ ID NO: 4.

146. Cmoco6 mo m. 133 wnm 1. 134, rae ceassBaromee PD-1 cpeactBo cogepkut
TSDKEITYIO IIETTh UMMYHOTJIOOYJIHHA, aMUHOKHCIIOTHAS TIOCJIEIOBATEIHHOCTD KOTOPOH
coaepsxut SEQ ID NO: 3, 1 erkyro merns HMMYHOTIO0YTHHA, aMUHOKHCIOTHAS

MOCJIeI0BAaTENHbHOCTH KOTOPOoH comepxkut SEQ ID NO: 4.

147.  Cnoco6 no mooomy u3 . 132—146, rae ceassiBaroniee PD-1 cpeactso
BBOJIAT B KOJIMYECTBE, KOTOPOE COCTABIISIET MPUOTH3UTEITbHO 500 MT W/WiH

mpuO3uTeasHO 1000 Mr.

148. Cmoco6 no 1. 147, e cea3piBatomee PD-1 cpeacTBO BBOAAT B TIEPBOM 03¢
mpuOH3uTENHHO 500 MT OIMH pa3 B 3 HEJEH HA MPOTHKEHUH 3, 4 WITH 5 IIUKIIOB C

MOCIIEYFOTIECH BTOPOH A030 mpudu3uTeapHo 1000 MT oTHH pa3 B 6 HEE b WITH OOJIBIIIE.

149. Cmoco6 no 1. 148, re cea3piBatomee PD-1 cpeacTBO BBOAAT B IEPBOM 03¢
mpubu3uTeIbHO 500 MT OIMH pa3 B 3 HEIETH HAa MPOTSUKEHHUH 3 IIUKJIOB C TTOCIIE Y FOTIECH

BTOPOH 10304 nipuOu3uTebHo 1000 MT 0/THH pa3 B 6 HeJEb HITA OOJIBIIIE.
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150. Cmoco6 no 1. 148, re ceaspiBatomee PD-1 cpeacTBO BBOAAT B IEPBOM 03¢
mpubu3uTeIbHO 500 MT OMH pa3 B 3 HeETH Ha MPOTSHKEHUH 4 IIUKJIOB ¢ TTOCIIE Y FOTIECH

BTOPOH 1030 nipuOmu3uTeabHo 1000 MT OTHH pa3 B 6 HeJEb WITA OOJIBIIIE.

151.  Cmoco6 no 1. 148, re ceaspiBatomee PD-1 cpeacTBo BBOAAT B IEPBOM 03¢
npuOm3uTeasHO 500 MT OIMH pa3 B 3 HEEH HA MPOTSHKEHUH S5 IUKIIOB C IMOCIIEAYIOIEH

BTOPO# 10308 npuOmm3uTensHo 1000 Mr oguH pa3 B 6 Heiemb WK OOJIbIIE.

152.  Cmoco6 no mooomy u3 . 148—151, rme Bropas 103a COCTaBIISIET

npubu3uTeabHo 1000 Mr Kaxkapie 6 HEETb.

153.  Cmoco6 mo moOoMy U3 MPEABIAYIIHX MyHKTOB, T/I€ CPEACTBO BBOAAT

BHYTPUBEHHO.

154.  Cmoco6 mo m. 153, re cpeAcTBO BBOIAT C MOMOIIBIO BHYTPUBEHHOW

HHQY3HH.

155. Cnoco6 meueHust paka, Py 3TOM CIIOCOO BKITIOYACT:

BBEJICHHE TAITUCHTY, HYKJAIOMIEMYCS B JICYCHHH, AHTUTENA K OCIIKY
3arporpaMMupoBaHHON cmepTH kKiaeTku 1 (PD-1) B TepanesTruecku 3¢ peKTHBHON 103€ C
HEKOTOPHIM HHTEPBAJIOM BBEJICHHUS B TEUECHHE TEPHOAA, JOCTATOYHOTO /IS TIOTYYCHHUS

KJIHMHAYECKOM IMOJIb3HI,

rae anTuTenno k PD-1 cogepxut BapraOebHY0 001aCTh TSHKEIOU LT ,
coaepsxamyro nocienosareabHOoCcTH CDR moa SEQ ID NO: 9, 10 u 11, u BaprabenbHyTO
00acTh JIeTKoH 1enw, coaepskamyro nocieaosarembHOCTH CDR mox SEQ ID NO: 12, 13 u

14.
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156. Cmoco6 eueHust paka, Py 3TOM CIIOCOO BKITIOYACT:

BBEJICHHE TALMEHTY, HY>KJAIOMIEMYCs B JICYCHHH, AHTUTENA K OCIIKY
3arporpaMmMupoBaHHOU cmepTH KiaeTku 1 (PD-1) B TepanesTruecku 3¢ ek THBHON 103€ C
HEKOTOPHIM MHTEPBAJIOM BBEJIEHHUS B TEUECHHE MEPHOAA, JOCTATOYHOTO /IS TIOTYYCHUSA

KJIMHAYECKOH MOJIb3BI,

rze antuteno k PD-1 copep:xut BapuaOenbHBIN TOMEH TSHKEIION LEenn
HMMYHOTJIOOYJTHHA, AMUHOKHCIIOTHAS TIOCIIEA0BATENLHOCTE KOTOPOro coaepskut SEQ ID
NO:1 uwmu SEQ ID NO:7, w/unu BapuaOenpHbIA JOMEH JIETKOW HEMH UMMYHOTTIOOYIINHA,
AMUHOKHCIIOTHAS MOCIEA0BATENBHOCTh KOTOPOro coaepkut SEQ ID NO:2 wim SEQ ID
NO:8.

157. Cmoco0 nedyeHus paka, pH TOM CIIOCO0 BKITIOYAET:

BBE/ICHHUE MAITUECHTY, HY)KJAIOIIEMYCs B JICYCHUH, AHTUTEIA K OENKY
3anporpaMMupoBaHHoi cmepTH kieTku 1 (PD-1) B TepaneBruuecku 3ppekTuBHOM 103€ C
HEKOTOPBIM UHTEPBAJIOM BBEJICHUS B TEUCHHUE NMEPHOAA, JOCTATOYHOTO AT MOTY4YECHHUA

KJIWHAYECKOM TOJIb3BI,

rae aHTUTeNno K PD-1 coaepKuUT MOMUTIENTH TSHKEIOH e HMMYHOTJIO0YITHHA,
AMUHOKHUCJIOTHAS TIOCTIEA0BATEIEHOCTh KOTOpPOoro coaepkuT SEQ ID NO:3, w/unm
TTOJTHTICTITH/L, JIETKOH IIETTH HMMYHOTJIO0YJTMHA, aMUHOKHUCIIOTHAS TIOCIIEA0BATEITEHOCTh

koToporo coaepxkut SEQ ID NO:4.

158. Cmoco6 no aroooMy u3 mi. 155—157, rie KIMHWYECKas TOJTb3a MPECTaBIISICT
cobo cTabunmm3anmto 3a0omeBanus («SDy), actuunsrii otBeT («PR») w/umm momHbIi oTBET

(«CR»).

159. Cmoco6 no 1. 158, rie KIMHWYeCcKas MmoJib3a MPeACcTaBisieT coooi SD.

160. Cmoco6 mo 1. 158, rie KIMHUYeCKas ToJTb3a MpeAcTaBiIseT coooi PR.
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161. Cmoco6 no 1. 158, rie KIMHWYeCKas MmoJTb3a mpeacTasisieT coooi CR.

162. Cmoco6 no mooomy u3 . 160 wmm . 161, rae PR wnm CR onpenenstor

cornacHo Kputepusim ouenku orBeta pu conuanbix omyxomax (RECIST).

163. Cmoco6 no mo60oMy u3 . 155, r/1e y manueHTa uMeeTcs pax,
accoruuposanubii ¢ myraumeit POLE (JJHK-momumepassi-ancunon) unu POLD (JIHK-

MOJTUMEPA3bI-JIENbTA).

164. Cnoco6 mo m. 163, rae mytauwst POLE unu POLD Haxogutcs B

OK30HYKJIICa3HOM JOMCHC.

165. Cmnoco6 mo m. 163 wmm 1. 164, rae myranus POLE wim POLD npeacrasnser
CO0O¥ TEHEPATHBHYIO MYTAIHIO.

166. Cmoco6 no 1. 163 wiu . 164, rae mytanus POLE wimm POLD npeacrasniser

cO00# CIOPATHYECKYIO MYTAITHIO.

167. Cmoco6 no aoooMy u3 . 163—166, Te crmocod AOMOTHATETFHO BKITFOYAET
CTauI0, HA KOTOPOM CHAaYaja HACHTH(DHIMPYIOT MAllMEHTa, HMEIOIIETO PaK ¢ MyTaI[HEH

POLE wumu POLD.

168. Cmoco6 no 1. 167, rae mytarpro POLE wmmm POLD unenTudgumupyior ¢

NPUMCHCHHUCM CCKBCHHUPOBAHUA.

169. Cmoco6 mo modomMy u3 . 155—168, rie y manmeHTa UMEeTCs Pak ¢

MHKPOCATEIJIMTHON HECTAOUIBHOCTHIO.
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170. Cmoco6 no 1. 169, rue y manmenTa umeercs pak MSI-H.

171.  Cmoco6 no 1. 170, re pak mpeactaBisieT cooou pak MSI-H,
npexycmarpusaronuii mytanuio B POLE wnu POLD, HeoOs13aTeIbHO HEAHAOMETPHAITHHBIN

pak MSI-H, npenycmatpuBaromumii mytaiuio B POLE unu POLD.

172.  Cnoco6 mo 1. 169, rne y manmenta umeercs pak MSI-L.

173.  Cnoco6 no mooomy u3 . 155—168, rae y manmenTa umeetcs

MHUKPOCATEILTUTHO-CTaOMTbHBIH (MSS) pak.

174.  Cnoco6 mo mobomy u3 mir. 155—173, rae y maumeHTa UIMeeTCs paK, KOTOPbIH
XapakTepusyeTcs AeHUIMTOM pernmapaliy OCPEICTBOM FOMOIOTHYHON

pexoMOuHaIwH/ nepuIuToM romoaoruaaon pemaparpn («KHRDy).

175.  Cmoco6 no aro0oMy u3 . 155—174, rae y maiueHTa HMeeTCs COJTUTHAS

OITyXOJIb.

176. Cmoco6 mo 1. 175, Tie y marnmeHTa UMEeeTCsl COJTUAHAS OIMyXO0JIb Ha O3 THEN

CTaauH.

177. Cmoco6 mo 1. 175, r/ie y marnueHTa UMeeTCs METACTAaTHYECKAs COJTHTHAS

OIyXOJIb.

178. Cmoco6 mo mobomy u3 . 155—177, rae y manueHTa UMEETCs Pak TOJOBBI U
HIEH, PAK JIETKOTO, PaK MOYKH, PAK MOYEBOTO My3bIPs, METAHOMA, KaPIMHOMA H3 KIETOK
Mepkens, pak IEUKU MAaTKH, BATHHAJIBHBIA PaK, BYJIbBAPHBIN PAaK, PaK MaTKH, PaK
SHAOMETPHS, paK ANIHHUKA, PaK (PAIIONMUEBOH TPYOBI, IEPBUYHBIN pPaKk OPIOLINHEI, PaK

MOJIOYHOM KEJI€3bl, paK NMPEACTATEIbHOM KEIE3bI, OMYXOJIb CIIFOHHOM JKEJIE3bl, TUMOMA,
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aPEHOKOPTHKAJIbHAS KapIIMHOMA, PAaK MUIIEBO/IA, PAK JKEITY/IKA, KOJIOPEKTATBHBIHN PaK, paKk
aNIMeHINKCa, KAPIMHOMA YPOTETHATBHBIX KIIETOK, ITIOCKOKIETOYHAS KapILHHOMA,
KapIMHOMA MATKHUX TKAHEH, OCTPBIH MHETOUIHBIN JTeHK03 (AML), ocTpsrii
mum¢poOaacTHeIN Jeiko3 (ALL), HexomkkuHCKas muMdoma, mumdpoma X0 HKKHUHA,
HenpoOmacroma, omyxoiab CNS, muddysnas rimmoma ctBoja ronosaoro mosra (DIPG),
capkoma lOunra, smOpuonaneras padmomuocapkoma (ERS), octeocapkoma mmu omyxob

Bumnmca.

179.  Cnoco6 mo mobomy u3 nm. 155—178, rae pak xapaktepusyeTcs Ae(pUIUTOM
penapanmu mocpeCTBOM rOMOJIOTHYHON PEKOMOUHAIINH/ AE(PUITUTOM TOMOJIOTHIHON

penaparmu («HRD»).

180. Cmoco6 mo m. 178, rae y maipeHTa IMeeTCs paKk SHAOMETPHS.

181. Cmoco6 mo m. 180, rae y marpenTa IMeeTCs PaKk SHAOMETPHS C

MHKPOCATEITATHOW HECTAOUIBHOCTHIO.

182. Cmoco6 no 1. 180, rue y mamnmeHTa umeeTcs pak sumpometpus MSI-H.

183. Cmoco6 no 1. 80, rae y marueHTa uMeeTcs pak sugomerpus MSS/MSI-L.

184. Cmoco6 mo m. 178, rie y marpenTa IMEeeTCs PaK MOJIOYHOH JKENE3HI.

185. Cmoco6 mo m. 184, r1e y marpenTa IMeeTCs TPHK/IbI HETATHBHBIN pak

monouroH kere3sl (TNBC).

186. Cmoco6 mo 1. 178, r/ie y manueHTa UMeeTcs PaK SHIHHUKA.

187. Cmoco6 mo m. 186, Tae pak sMYHHUKA MPEACTABISIET COOOH SMUTETHATbHBIH
pPaK AMYHUKA.
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188. Cmoco6 mo 1. 178, r1e pak SHYHUKA TPEACTABIISET COOOM CEPO3HBIA paK

SIMYHUKA WITHA CBETIOKICTOYHBIN PaK AsUIHHKA.

189. Cmoco6 mo m. 178, re y marpieHTa IMeeTcs PaK JIETKOTO.

190. Cmoco6 no 1. 189, re pak JerKoro MpeAcTaBisieT COO0H HEMETKOKIETOYHBIN

pak nerkoro (NSCLC).

191. Cnoco6 mo m. 178, rae y naieHTa MMeeTcss MeTaHOMa.

192.  Cmoco6 mo m. 178, re y mareHTa IMeeTCss KOJOPEKTATbHBIN PaK.

193.  Cmoco6 mo m. 178, rie y marpeHTa IMeeTcs TUIOCKOKIIETOYHAS KapIIHHOMA.

194.  Cmoco6 no 1. 193, rie MIOCKOKIETOYHAs KapIIHHOMA TIPEACTABIISET COOOH
MJIOCKOKJIETOYHYIO KAPLIMHOMY aHyca, MIOCKOKIETOUHY0 KapLIMHOMY MOJIOBOTO YJIEHA,
MJIOCKOKIIETOYHYIO KaPLIMHOMY MICHKH MATKH, THIOCKOKJIETOYHYIO KapIIMHOMY BJIaraiuiia

WJY TUIOCKOKJIETOYHYIO KAPLIUHOMY BYIIBBBI.

195. Cmoco6 no 1. 178, rie y marmeHTa uMeeTcs pak (pautomueBOH TPYOHI.

196. Cmoco6 mo m. 195, re y marenTa IMeeTCs CEPO3HBIM WM CBETIIOKICTOYHBIN

pax ¢arIonueBo TPyOBI.

197. Cmoco6 no 1. 178, T/ie y manueHTa UMeeTCss IEPBUYHBIA PaK OPIOTIHHBI.

198. Cmoco6 mo m. 197, rre y marieHTa IMeeTCs CEPO3HBIM WM CBETIOKIETOYHBIN

MEPBUYHBINA PAK OPFOIIHHBIL.
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199. Cmoco6 no 1. 178, r/ie y manueHTa UMeeTcs CapKoMa MITKUX TKaHEH.

200. Cmoco6 mo 1. 199, rae y manueHTa UMeETCs TeHOMHUOCAPKOMA.

201. Cmoco6 mo mobomy u3 nim. 155—174, rae y manmeHTa uMeeTcst

TEMAaTOJIOTHYECKUH PaK.

202. Cmnoco0 mo m. 201, rae reMaToIOTHYECKHH pak mipeactasiser coooit DLBCL,

HL, NHL, FL, AML, ALL s MM.

203. Cmnoco6 mo modomy u3 mm. 155—202, rae manueHT paHee He ToTyvat

JICUCHHUEC C TIOMOIIBbIO METOAA JICUCHUA PaKa.

204. Cmoco0 mo mrooomy w3 min. 155—202, rae manueHT paHee MmoTyvalt JeUeHUe

TIIOMOIIIbIO OJHOT'O HITH ooJtee PaA3THIHBIX MCTOAOB JICUCHHA paKa.

205. Cmoco6 mo . 204, rjae oauH Wiy 00JIee Pa3IMIHBIX METOJOB JICYCHHUS paKa
MPeIyCMaTPHBAIOT XHPYPrHUECKOE BMEIIATEIBCTBO, PAAHOTEPAITHIO, XHMHOTEPAITHIO HITH

MMMYHOTEPAIHIO.

206. Cmoco6 mo mooomy u3 mm. 155—205, rae BapuadenpHas 00IacTh THKEIIOH

nerm cogepsxkut SEQ ID NO: 1, u BapuadenpHas 001acTh ierko# memnu coaepxut SEQ ID

NO: 2.

207. Cmoco6 mo mooomy u3 nm. 155—205, rae BapuadenbHas 00JIacTh THKEIIOH
nermm cogepxkut SEQ ID NO:7, u BapuadensHas o61acTh Jierkol nemu coaepxut SEQ ID

NO:8.
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208. Cmoco6 mo mooomy u3 nm. 155—205, rae BapuabenpHas 00IacTh THKEITOH
ner coaepxkut SEQ ID NO: 3, u BapuadGenpHas o0acTh Jierkoi nemnu coaepxut SEQ 1D

NO: 4.

209. Cmnoco6 no mooomy u3 nm. 155—208, rae repanesruyecku 3ppexTuBHAA

no03a coctasisget 1, 3 umu 10 mMr/kr.

210. Cnoco6 no mooomy u3 nm. 155—208, rae repanesruyecku 3ppexTuBHA
1032 MPEACTABIET COOOH MOCTOSTHHYIO 103y, HAXOMAIIYIOCS B JHANIA30HE OT

npuou3uTenbHO 100 Mr 10 mpubmm3uTensHO 2000 Mr.

211.  Cmnoco6 mo 1. 210, rae TepaneBTH4YeCKH (P EKTHBHAS 1032 TIPEACTABIIIET
cO00¥ TTOCTOSTHHYIO /103y, HAXOSIIYIOCS B THATIA30HE OT MpHOIM3uTensHO 100 Mr 10

npuOH3uTeIbHO 1200 MT.

212.  Cmoco6 mo m. 210, rae TepaneBTHYecKH YPPEeKTHBHAS 1032 COCTABIIACT

puOH3UTEeTHHO 100 MT.

213.  Cmoco6 mo m. 210, rae TepaneBTHYecKH YPPEeKTHBHAS 1032 COCTABIIACT

mpuOIH3UTETHHO 200 MT.

214. Cmoco6 o . 210, rae TepaneBTHYecKH YPEeKTHBHAS 1032 COCTABIIACT

puOIH3UTETHHO 300 MT.

215. Cmoco6 mo . 210, rae TepaneBTHYecKH Y EeKTHBHAS 1032 COCTABIIACT

npuOmH3UTETHHO 400 MT.
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216. Cmoco6 mo . 210, rae TepaneBTHYecKH Y EKTHBHAS 1032 COCTABIIACT

mpuOIH3UTETHHO S00 MT.

217. Cmnoco6 mo . 210, rae TepaneBTHdYeckd dGEeKTHBHAS 1032 COCTABIIACT

npuOIM3UTETHHO 600 MT.

218. Cmoco6 mo m. 210, rae TrepaneBTHdYecKu YPPEeKTHUBHAS 1032 COCTABIIACT

npuOmM3uTETHHO 700 MT.

219. Cmnoco0 no 1. 210, rae repaneBTUdYecku 3QEeKTHUBHAS 1032 COCTABIACT

mpuOIH3UTETHHO 800 MT.

220. Cmoco6 mo 1. 210, e TepaneBTHYECKH YPPEKTUBHAS 1032 COCTABIIACT

mpuOTH3UTETHHO 900 MT.

221.  Cmoco6 mo m. 210, rae TepaneBTHYeCKH YPPEeKTHBHAS 1033 COCTABIIACT

npuO3uTeasHO 1000 Mr.

222,  Cmoco6 o . 210, rae TepaneBTHYecKH YPPEKTHBHAS 1032 COCTABIIACT

npuO3uTeasHO 1100 Mr.

223.  Cmoco6 mo . 210, rae TepaneBTHYeCKH YPPEKTHBHAS 1032 COCTABIIACT

npuO3uTeasHO 1200 Mr.

224. Cmoco6 mo . 210, rae TepaneBTHYeCKH YPPEKTHBHAS 1032 COCTABIIACT

npuOm3uTeasHO 1300 Mr.
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225.  Cmoco6 mo . 210, rae TepaneBTHYecKH YPEKTHBHAS 1032 COCTABIIACT

npuOm3uTensHO 1400 Mr.

226. Cmoco6 mo 1. 210, rae TepaneBTHdYeckd YGEeKTHBHAS 1032 COCTABIIACT

npuOm3uTeasHO 1500 Mmr.

227. Cmnoco6 mo . 210, rae TrepaneBTHdYecku YGEeKTHBHAS 1032 COCTABIIACT

npuomu3uTeabHo 1600 mr.

228. Cmnoco0 mo m. 210, rae TrepaneBTUdecku 3QeKTHUBHAS 1032 COCTABIIACT

mpuOIH3UTEIHHO 1700 Mr.

229.  Cmoco6 mo 1. 210, e TepaneBTHYECKH YPPEKTUBHAS 1032 COCTABIIACT

npuOH3uTeIpHO 1800 MT.

230. Cmoco6 mo m. 210, rae TepaneBTHYeCKH YPPEKTHBHAS 1032 COCTABIIACT

npuOH3UTEIHHO 1900 MT.

231.  Cmoco6 mo m. 210, rae TepaneBTHYecKH YPEKTHBHAS 1032 COCTABIISIET

npuOm3uTeasHO 2000 MT.

232.  Cmoco6 no mrooomy u3 min. 155—231, rae aatuteno k PD-1 BBogAT ¢

WHTEPBAJIOM BBEJCHHS OJIMH Pa3 B HEACIIO, OJUH Pa3 B 2 HEJEIU, OJUH Pa3 B 3 HEJENH,

OJWH pa3 B 4 HEJECH, OJIMH Pa3 B 5 HEJIENIb WIIK OJIMH pa3 B 6 HENIETIb.

233.  Cmoco6 mo 1. 232, mpexycMaTPUBAIOIIAN HHTEPBAJ BBEACHHS, KOTOPBIH

MPEICTABIIET COOOU OJIWH pa3 B 3 HEACIH.
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234.  Cmoco6 mo 1. 232 umu 1. 233, mpeayCcMaTpUBAOIIWK HHTEPBAIT BBEACHHUS,

KOTOPBIN TPEACTABISIET COO0H OAMH pa3 B O HENETb.

235.  Cmoco6 mo mrooomy u3 mn. 155—234, rae antuteno k PD-1 BBogdaT Ha
MPOTSKEHUU TIEPUOA, COCTABIIAIONMIETO 10 MeHbIIEN Mepe 2, 4, 6, 8, 10, 12, 14, 16, 18 unn

20 Heneb.

236. Cnoco6 no mooomy u3 nm. 155—210, rae antuteno k PD-1 BBoasaT B mepBoi
n03€ mpuou3uTeNbHO 500 MT OJTMH pa3 B 3 HEJENH HA IPOTHKEHUH 3, 4 UITH 5 LUKITOB C

MOCTIEIYFOTIEH BTOPOH 1030M puOmm3uTebHo 1000 Mr oguH pa3 B 6 HeIe b HTH OOJIbIIE.

237.  Cmnoco6 mo 1. 236, rue antuteao k PD-1 BBoAAT B IepBO# 103¢€
npuOIU3uTeNbHO 500 MT OIMH pa3 B 3 HEENH HAa MPOTIKEHHUHN 3 IMKIIOB € TIOCIEAYIOMIeH

BTOPOH 10301 npuOmu3uTensao 1000 Mr oguH pa3 B 6 Heenb WK OOJIbLIE.

238. Cmoco0 mo m. 236, rae antuteso k PD-1 BBOAST B mepBOi 103€
npuou3uTeIbHO 500 MT OIMH pa3 B 3 HEJETH Ha MPOTSLKEHUH 4 IIUKJIOB ¢ TTOCIIE Y FOTICH

BTOPOU 10301 nipuOu3uTebHO 1000 MT OJTHH pa3 B 6 HEJEb HITA OOJIBIIIE,

239.  Cmoco0 o m. 236, rae antuteso Kk PD-1 BBOAST B mepBoO 103€
npubu3uTeIbHO 500 MT OIMH pa3 B 3 HEJETH HAa MPOTSUKEHHH 5 IIUKJIOB ¢ TTOCIIETYFOTIECH

BTOPOU 10301 nipuOIu3uTebHO 1000 MT OJTHH pa3 B 6 HEJEb HITA OOJIBIIIE.

240. Cmoco6 mo mooomy u3 . 236—239, Tae BTopas 103a COCTABISIET

npubu3uTepHO 1000 Mr 0THH pa3 B 6 HEJENb.

241. Cmoco6 mo mooomy w3 min. 155—240, rae sBeaeHue anTUTeNa K PD-1
MPUBOJIAT B PE3YJIbTATE K JOCTIKEHUIO B OpTaHU3Me ManueHTa cpeaaen Cmax,

coctasisiromed ot 10 Mxr/mn 1o 500 Mxr/mut.
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242,  Cmoco6 o 1. 241, rae cpeass Cpax B OPTAaHH3ME TAIHEHTA COCTABIISIET
MPHOMH3UTENHHO 20 MKI/MIL, MPUOTU3UTENBHO 65 MKI/MJI HITH IPHUOTHU3UTEITEHO

200 MKr/m.

243.  Cmnoco0 mo mooomy w3 min. 155—242, rae BeaeHue antutena k PD-1
MPUBOAUT B PE3YNBTATE K JOCTHKEHUIO B opranusme naiueHTa cpeaHeit AUCo-336x4,

coctasisronied ot 2500 u. *mir/mit ;o 50000 u. *MKr/mot.

244.  Cnoco6 mo 1. 243, rae cpeasis AUCo-3364 COCTaBISAET MPUOITU3UTETHHO
3400 u.*mxr/m, npudmsuTeasHo 11000 9. *MKr/MIT HiIH IPUOTU3UTETHHO

36800 4. *MKr/m.

245.  Cmnoco6 mo mooomy u3 . 155—244, rae antuteno k PD-1 BBogsT

BHYTPHUBCHHO.

246. Cmoco0 o 1. 245, rae antuteso k PD-1 BBOAAT ¢ MOMOIIBIO BHYTPUBEHHOM

HHQY3HH.

247. Cnoco0 mo mooomy w3 min. 155—246, rae antureno k PD-1 BBogsT B

COUCTaHUH C JOTIOTHUTCIbHBIM CPCACTBOM TCPAITUH.

248. Cmoco6 mo 1. 247, Tie AOTIOTHUTETBHOE CPEACTBO TEPAITHH TPEICTABIIAET
CO00M XHPYPTHIECKOE BMEMIATEIHCTBO, PAJHOTEPAITHIO, XUMHUOTEPATIHIO HITH

MMMYHOTEPAIHIO.

249. Cmoco0 1o 1. 248, r/ie TOTIOJTHUTEIIFHOE CPEJCTBO TEPAITUH TPETyCMaTPHBAET

CPEICTBO JIeueHus ¢ moMonibio anTutena kK LAG-3 w/unu antutena k TIM-3.
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250. Cmoco0 1o 1. 247, r/ie TOTIOTHUTEIIBHOE CPEJCTBO TEPAITUU TIPEyCMATPHBAET

CPEACTBO JIeUEHHA ¢ TOMOMIBI0 nHrHOnTOpa PARP.

251.  Cmoco6 o . 250, rae uaruoutop PARP npeacrasmser coboit Hupamapuo,

onanapuo, pyKamapuo, TanazonapuO W/ W BeTUapuo.

252.  Cmoco6 o . 251, rae uaruoutop PARP nipeacrasiser coboit Hupamapuo.

253.  Cmnoco0 no mooomy U3 min. 155—252, rae cnoco0 JOTOTHATETFHO BKIFOYACT
CTaJIUI0 KOPPEKTUPOBKH TePANICBTHUECKH Y PEKTUBHOM N03bI aHTHTENA K PD-1 w/nnm

HHTCPBaJIa BBEACHHA MTOCJIC TOCTHKCHHA KJIMHHUYCCKOH TIOJIB3BI.

254. Cnoco0 eYeHus paka, MPH STOM CIIOCO0 BKITFOYAET

BBEJICHHUE MALUEHTY, HY)KJAIOIIEMYCs B JICUEHUH, AHTUTEINA K OENKY
3anmporpaMMupoBaHHOM cMepTH KieTku 1 (PD-1) B mepBoi#i 103¢ B epBbIi HHTEPBAI B

TCUCHHUC TICPBOTO NMEPUOIA,

BBEJICHHE NAaUMEHTYy aHTuTena Kk PD-1 Bo BTOpoit 103€ BO BTOPOM UHTEPBAI B

TCUYCHUC BTOPOIrO mepuoaa,

rae anTuTenno k PD-1 cogepxut BapraOeIbHYy0 001aCTh TSHKEIOW TIETH,
coaepsxamyto niocienosareabHOocTH CDR moa SEQ ID NO: 9, 10 u 11, u BaprabenbHyTO
00acTh JIeTKoH 1enw, coaepskamyro nocieaoparembHOCTH CDR mox SEQ ID NO: 12, 13 u

14.

255.  Cmoco0 1o 1. 254, e nepsas 103a U BTOpas J103a Pa3TA4ar0TCs.

256. Cmoco6 mo 1. 255, e nmepas n03a cocrasiseT S00 mMr, ¥ BTOpas 103a

cocrasmaer 1000 mr.
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257.  Cmoco6 mo mooomy u3 . 254—256, Tae mepBbIid HHTEPBAI U BTOPOH

HMHTEPBaJ Pa3IH4arOTCs.

258. Cmoco0 mo 1. 257, rie mepBbId HHTEPBAJ MPEACTABISIET COOOH OJTHH pa3 B
TPH HEJIENH, U BTOPOH MHTEPBAJ IPECTABISAET COOOM OJMH Pa3 B MECTh HEIETh WUITH

OoJIBIIIE.

259. Cnoco6 no mooomy u3 nm. 254—258, rae antuteno k PD-1 BBoasT B mepBoi
o3¢ 500 Mr oIMH pa3 B TPH HEAEIU B TEUEHUE NIEPBOTO NMEPUOAA U3 2—06 LUKIIOB BBEICHUSA
J03bI K BO BTOpOoH 103¢ 1000 Mr oauH pa3 B MIECTh HEAEIB A0 TEX MOP, ITOKA HE

HAOJFOTaeTCA IPOTPECCUPOBAHUE 3a00ICBAHHUS.

260. Cmoco0 eyeHHs paKka SSIMYHUKA, paka (ajuiomHeBON TPYOBI WITH IEPBHYHOTO

paKa OpPIOLIMHBL, TIPH 3TOM CTIOCO0 BKITIOYAET

BBCACHHUC MMAOUCHTY, HYKAAOIMEMYCA B JICUHCHUH, aHTUTCJIA K 6€JIKy

3anmporpaMMupoBaHHOM cmepTH kietku 1 (PD-1) u

BBEJICHHUE HUpamapuoa.

261. Cmoco0 mo m. 260, rje pak mpeacTaBisieT COO0M PaK SUYHHKA.

262.  Cmoco0 JleueHus paKa JIETKOTO, TIPH 3TOM CITOCOO BKITFOYAET

BBEJICHUE TIAIUEHTY, HYKJAIOMEMYCS B JICUCHUH, AaHTHUTENA K OCITIKY

3arporpaMmMupoBaHHon cmept kiaetku 1 (PD-1) u

BBEJICHHUE HUpAmnapuoa.

263. Cmoco0 o 1. 262, rae pak nerkoro npeactasisietr coboir NSCLC unmn

MJIOCKOKJIETOYHYHO KApLIMHOMY.
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264. Cnoco6 mo 1. 262 unu 1. 263, T/1e paK JeTKOT0 XapaKTePU3yeTCs

skcnpeccuelt PD-1 w/umu PD-L1.

265. Cmoco0 mo mooomy w3 min. 254—264, rae pak npeacTaBisieT cOO0H pak Ha

MO3THEHN CTaIHM.

266. Cnocob no moOomy u3 nm. 254—265, rae antuteno k PD-1 cogepxur
BapHaOeNbHBIN JOMEH TSDKETION e UMMYHOTTIOOYTMHA, AMUHOKHUCIIOTHAS
nocneoBaTenbHOCTh KoToporo coaepkut SEQ ID NO:1 wmu SEQ ID NO:7, w/unmu
BapHaOeNbHbIN JOMEH JIETKOM e UMMYHOTJIOOYJIMHA, AMHUHOKUCIIOTHAS

MOCAeA0BAaTENBHOCT KOTOPOTo coaepkut SEQ ID NO:2 wnmu SEQ ID NO:8.

267. Cnoco6 mo mobdomy u3 mir. 254—265, rae aatuteno k PD-1 coxepxur
BapuadeTbHYI0 00NacTh TsoKeNoH nenu, kotopas coaepkut SEQ ID NO: 3, u

BapHaOebHYIO 00JIACTh JIETKOH menH, kotopas coaepskut SEQ ID NO: 4.
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