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CPEJACTBA HA OCHOBE AHTUTEJIA, HATIPABJIEHHBIE ITPOTUB I'EHA
3 AKTUBAIINU JINMM®OIMTOB (LAG-3) 1 ITYTU UX TIPUMEHEHU A

INEPEKPECTHASA CCBUIKA HA POJICTBEHHBIE 3ASIBKU

[0001] Hacrosamas 3asBka HcCOpamiMBacT NPHOPUTET MO MPEABAPUTEITBHOM
3asBke Ha mateHT CIA Ne 62/491221, mopannou 27 anpens 2017 r.; mpenBapuTeIbHON
3asBke Ha mateHT CIIA Ne 62/578215, noganHoi 27 oktaopsa 2017 r.; mpeaBapUTeIbHON
3asBke Ha mateHT CIA Ne 62/614998, nomannoit 8 suBaps 2018 r.; mpenBapHTEIbHOM
3asBke Ha mateHT CHIA Ne 62/625276, mogannoii 1 ¢pespansa 2018 r.; u npeaBapuTreabHON
3asBke Ha mateHT CIA Ne 62/657384, nomanno#t 13 ampens 2018 r., kakaas U3 KOTOPBIX

BKJIFOYEHA MOCPEACTBOM CCBUIKH BO BCEU CBOEH MOITHOTE.
INEPEYEHDb NOCJTEAOBATEJIBHOCT EN

[0002] Hacrosmee onucanue cChlIaeTCs HA MEPEYEHb MOCIEA0BATEIBHOCTEN,
NpeACTaBICHHBIN B dekTpoHHOM popme B BHae ¢aiina ASCILtxt mox HazBanuem «TSR-

007WO_ST25.txt», koTopbIii 06T co3aan 23 ampens 2018 r. u umeeT pasmep 39964 Oaiita.
OBJIACTDb U30OBPETEHMUS

[0003] Hacrosmiee n300peTeHrne OTHOCHTCSA K CPEACTBAM HA OCHOBE aHTHTEJIA,

KOTOPBIE CBA3BIBAIOTCS C MOJMTIENTHAOM TeHa 3 akrtuarmn tuMporutos (LAG-3).
HNPEANNOCBIJIKU CO3JAHUA N30PETEHUSA

[0004] Pak mnpeacraBisier coOOH CEPhE3HYIO TPOOIIEMY OOMIECTBEHHOTO
3IPAaBOOXPAHEHHSA, TIPH 3TOM OJKHAACTCA, YTO MPUOMH3UTETbHO 600920 YenoBek yMpyT OT
paka B CoemuueHHbix [lltatax Amepuku Tonmpko B 2017 1. 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). Crne noBaTeIBHO,
COXpaHseTcsa MOTPEOHOCTh B 3(P(EKTHBHBIX CPEACTBAX TEPAIUU JJIsl JICUCHHS TAIIMECHTOB,

HUMEIOIINX PaK.
KPATKOE OIINCAHUE U30BPETEHUSA

[0005] B HacTosmem n300pe TeHUH TIpe Ty CMOTPEHBI, CPEIH TTPOYETO, CPEICTBA
Ha OCHOBE aHTHUTENA, KOTOPBIE CBA3BIBAIOTCS C SMUTOINOM IMOJIUIECNTH/IA TEHA 3 aKTUBALIMU

mamormros (LAG-3), 1 pa3audHbIe KOMIIO3UIIUH H CTIOCOOBI, CBSI3aHHBIE ¢ HUMH, BKITIOYAs,



HAMmpuMep, MOMHUIICTITUAbI, HYKIICHHOBBIC KHCJIOTHI, KIICTKH, & TAKXKC PA3JIMIHBIC MCTOAHWKHU U

T. .

[0006] B HEKOTOpBIX BapHaHTaxX OCYINECTBICHUSA IIOJMIENTHI, KOTOPBIM
criocoOeH cBA3BIBaTh TeH 3 akTuBanuu TuMpormTos (LAG-3), comep>kut 0aHY, 1BE WK TPU
AMHHOKUCJIOTHBIE  TIOCIIEAOBATENIbHOCTH,  BbIOpaHHBIE W3 (a) AMUHOKHCIOTHOM
nocneaoBarepbHoCcTH TIo SEQ ID NO: 5, (b) aMHHOKHCTIOTHOM TOCIEIOBATEIBHOCTH IO

SEQ ID NO: 6 u (¢) amunokucnoTHou nociegosarensaoctd moa SEQ ID NO: 7.

[0007] B HekoTOpBIX BapuaHTax OCYIIECTBIICHUA IMOJMIECITHI MPEACTABISET
coOOoM BapuaOeNbHBIM JOMEH TDHKEIOM Wenu, coiepxamui oaHy, ase wnmu 1pu CDR,
BbIOpanHbIe U3 (a) CDR-H1, cogepxaimeit aMUHOKHCIOTHYIO MOCTIEI0BATENBHOCTH MO SEQ
ID NO: 5, (b) CDR-H2, conepkaieii aMUHOKUCIIOTHYIO TIOCTieA0BaTeIbHOCTD oA SEQ 1D
NO: 6, u (c) CDR-H3, coaepskameit aMHHOKUCTIOTHYIO TociieioBaTeibHOCTh Toa SEQ ID

NO: 7, "5 COAEPIKUT €TO0.

[0008] B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS TMOJMICHTHI, KOTOPBIM
criocoOeH CBI3bIBaTh reH 3 aktuBanuu tuMporuToB (LAG-3), Tae yKa3aHHBIA TOTHIIETI THT
COJEPKHT BapHaOEIbHYIO 00acTh TshKEToH menu, coaepxkamnyro CDR-H1, onpenenennyro
AMUHOKHUCIIOTHOW TIOCJICAOBATENIFHOCThIO, Ha To MeHbmed mepe 80%, 85% wmmu 90%
uaeatmaHoM SEQID NO: 5, w/mmm CDR-H2, omnpeneneHHYyr0 aMHHOKHCIIOTHOW
MOCITIEI0BATEIFHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% umu 90% uaentuunoit SEQ ID NO:
6; w/mmu CDR-H3, ompenencHHyr0 aMHUHOKHCIOTHOH TIOCJIEIOBATEIBHOCTHIO, HA TIO
MenbIen mepe 80%, 85% umu 90% unentuunort SEQ ID NO: 7. B HekoTOphIX BapHaHTax
OCYIIECTBJICHUS TOJAIIETITHA, KOTOPBIA crocoOeH cBs3biBaTh LAG-3, T/e yKa3aHHBINA
TOJTUTICTITHT COACPIKUT BapHaOeIbHYI0 00NacTh TsoKenou 1memw, coaepxkamryto CDR-HI,
OTIPEACICHHYI0) aMHUHOKHCIIOTHOM TMOC/IEI0BAaTeIbHOCTHIO, HA M0 MeHbInel mepe 80%, 85%
umu 90% wupentnuHod SEQ ID NO: 5; CDR-H2, omnpeaeneHHyr0 aMUHOKHCIOTHOM
MOCIIEI0BATEIFHOCTHIO, Ha 110 MeHbIeH mepe 80%, 85% unu 90% uaentuunoit SEQ ID NO:
6; u CDR-H3, onpeaeneHHyr0 aMMHOKHMCIOTHOM MOCIIEAOBATENIBHOCTBIO, HA 10 MEHbINEH

Mmepe 80%, 85% unu 90% unentuunoit SEQ ID NO: 7.

[0009] B HEKOTOpBIX BapHaHTax OCYINECTBICHHA MONMUIENTHA, KOTOPBIA
criocoOeH cBA3BIBaTh TeH 3 akTuBarmu TuMpountos (LAG-3), comepkut 0aHY, 1BE WK TPH

AMHHOKUCJIOTHBIE  TIOCIIEAOBATEIIbHOCTH,  BBIOpaHHBIE W3 (a) AMWUHOKHCIOTHOH



3

nocneaoBarebHOCTH 1o SEQ ID NO: 8, (b) aMHHOKHCIOTHOM TOCIEIOBATEIBHOCTH TIO

SEQ ID NO: 9 u (¢) amunokucnoTHou nocneaosareapbHoctd mox SEQ ID NO: 10.

[0010] B HEKOTOPBIX BapHaHTaX OCYLICCTBJICHUS TOJMIENTHL MPEACTABIACT
coOOM BapWaOENbHBIM JOMEH JIETKOW WENH, coJepkammi ofaHy, ase wid Tpu CDR,
BbIOpanHbIe U3 (a) CDR-L1, comeprkanielt aMAHOKHCIIOTHYO TIOCIIEA0BAaTeIbHOCTD oA SEQ
ID NO: 8, (b) CDR-L2, coaep:karnieit aMUHOKHCIIOTHYIO TIOC/IeI0BaTeMbHOCTD oA SEQ ID
NO: 9, u (c) CDR-L3, coxeprkameii aMHHOKUCIIOTHYIO TOCHIe0BaTeMbHOCTh o SEQ ID

NO: 10, unu coaepKur €ro.

[0011] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUSA IIOJIMIENTHI, KOTOPBIM
ciocoOeH cBaA3bBaTh TeH 3 akrtuBaimu nuMmdorutoB (LAG-3), comepxur CDR-LI,
OTNPEJCICHHY) aMHUHOKHUCIIOTHOM MOCIEI0BAaTEIbHOCTHIO, HA MO MeHbIner mepe 80%, 85%
nmm 90% wmaentrurodt SEQ ID NO: 8; w/mmu CDR-L2, onpenencHHyr0 aMHHOKHCIOTHOM
MOCTIEA0BATENBHOCTHIO, Ha 1O MeHbIIeH Mepe 80%, 85% umu 90% uaentnunoit SEQ ID NO:
9. wmmu CDR-L3, omnpeneneHHYH0 aMHHOKHCIOTHOW TIOCIE€IOBATETPHOCTBIO, HA TIO
MmenbIneit mepe 80%, 85% unmu 90% unentuunoit SEQ ID NO: 10. B HekoTOpBIX BapHaHTax
OCYINECTBIICHHS TOHIENTHI, KOTOPbIA crtocoOeH cBs3biBaTh LAG-3, comepskutr CDR-L1,
OTIPEICIICHHYI0 aMHUHOKHCIIOTHOM TTOCIIEI0BATEIbHOCTHIO, HA M0 MeHbInel mepe 80%, 85%
um 90% wunentnunHot SEQ ID NO: 8; CDR-L2, omnpeaeneHHyr0 aMHUHOKHUCIOTHOM
MOCIIEI0BATEILHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% unu 90% uaentuunoit SEQ ID NO:
9; u CDR-L3, onpeneneHHyr0 aMHUHOKHCIIOTHOM MOCJIEI0BATEIBHOCTBIO, HA MO MEHbINEH

Mmepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 10.

[0012] Hacrosmiee n300peTeHre OTHOCUTCS, CPETH TIPOYETO, K MOJUIICTITHIAM,
KOTOPBIE CITOCOOHBI CBsI3bIBAaTh TeH 3 akTuBaimu JmMporuToB (LAG-3), rae monunenTa
COJIEPKUT AMHUHOKHUCIIOTHYIO TOCTIEI0BATEIBHOCTD, XapaKTEPU3YIOIIYIOCA TI0 MEHBIIEH MEpe
80%, 85%, 90%, 95% umua 98% maeHTHUYHOCTHIO ocieoBaTenbHOCTH ¢ SEQ ID NO: 1, SEQ
ID NO:3 wmun SEQ ID NO:21. B HeKkoTOpPBIX BapHaHTaX OCYIIECTBICHUS MOIUMENTH]
MPEACTABISIET COOOW TIONMTIENTHA TOKENOW TEMH, COACPKANIMA aAMHHOKHCIOTHYIO
noceaoBaTeIbHOCTh, U3nokeHHy o o SEQ ID NO: 1, SEQ ID NO:3 unmu SEQ ID NO: 21,

WITH COAEPIKHT €TO.

[0013] B HEKOTOPBIX BapWaHTaX OCYIIECTBICHUS TOJHMNENTH] (HAMpUMED,

CPEeICTBO HAa OCHOBE AQHTHUTENIA), KOTOPBIM CIIOCOOEH CBA3BIBATH T€H 3 AaKTHUBAIUH
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mampormTos (LAG-3), rae moTUnenTH T COASPKAT AMHHOKHUCIOTHYIO TTOCTICI0BATETHHOCTH,
XapakTepusyroinyrocsa no meHbiiei mepe 80%, 85%, 90%, 95% wunu 98% HUAECHTUUHOCTHIO
nocnenosareabHocTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 unu SEQ ID NO: 22. B HEeKOTOpBIX
BapUAHTAX OCYINECTBJICHUS TPEACTABIIET COOON TOJMIIETITH/L JISTKOW LIETH, COAEP KAl
AMUHOKHCIIOTHYIO TIOCIIEIOBATEIbHOCTh, XapaKTepHU3YIOIIylocs 1o MeHbied mepe 80%,
85%, 90%, 95% umu 98% maeHTHUYHOCTHIO TTocieaoBatebHOCTH ¢ SEQ ID NO: 2, SEQ ID
NO: 4 unmu SEQ ID NO: 22, unu coaep»Kur €ro.

[0014] B BapuaHTax OCYINECTBIEHHUS TOJMIENTHI, KOTOPBIH CHOCOOEH
cBs3piBaTh TeH 3 aktuBaimu JmMporuToB (LAG-3), comaepkuT aMHUHOKHUCIOTHYIO
MOCTIEAOBATENBPHOCTh BapPHAOETPHOW O0JACTH TSDKEIION WEMH, XapaKTePU3YIOUIYIOCS IO
MeHb1en mepe 80%, 85%, 90%, 95% nnu 98% HneHTHUHOCTHIO MOCIeA0BATENBHOCTH ¢ SEQ
ID NO: 3. B BapraHTaXx 0CyIIEeCTBICHUS TOTUTICTITH/I, KOTOPBIH CIIOCOOEH CBsA3bBaTh LAG-
3, CONEPKUT AMHUHOKHCIOTHYIO TIOCIEIOBATEIHHOCTh BapHAaOEIbHOH O00JIaCTH TIKEIOU

uenu, onpeaenennyto noa SEQ ID NO: 3.

[0015] B BapumaHTax OCYIIECTBIIEHHS TOJHIENTHA, KOTOPBIA CHOCOOEH
cBsa3piBaTh TeH 3 aktuBaimu JmMporuToB (LAG-3), comaep)kUT aMHUHOKHCIOTHYIO
MOCJIEIOBATEIPHOCTh BAPHAOCTBHOM O00JACTH JIETKOW TETH, XapaKTePU3YIOIIYIOCS TI0
MeHnbIen mepe 80%, 85%, 90%, 95% unu 98% UaeHTUYHOCTHIO TTOCTeA0OBaTeNbHOCTH ¢ SEQ
ID NO: 4. B BapuaHTax 0CyIIECTBICHUS TTOJANICTITH/I, KOTOPBIH cIIocoOeH cBsi3biBaTh LAG-
3, COIEP’)KUT AMHHOKHCITOTHYIO TTOCIIEIOBATEIIBHOCTh BaPHAOETFHOM 00JTACTH JIETKOMW TIETIH,

onpeaenernyto moa SEQ ID NO: 4.

[0016] B BapumaHTax OCYIIECTBIIEHHS TIOJIMIMENTH, KOTOPBIH CIOCOOEH
cBs3piBaTh TeH 3 akrmBamud JmMdormToB (LAG-3), COOEPKHT MONUIECNITHIHYIO
MOCIIEA0BATEIPHOCTh TSHKENON LIETH, XapaKTEPU3YIOIYIOCA 1Mo MeHbiner mepe 80%, 85%,
90%, 95% unu 98% unenTHuHOCTHIO MocheaoBaTeabHOCTH ¢ SEQ ID NO: 1. B Bapuanrtax
OCYIIECTBJICHUS TOJNIMIENTHA, KOTOPBIM crmocoOeH cBa3piBaTh LAG-3, comepkur

MOJIUTIETI TUTHYEO TIOCJIEI0BATENIbHOCTD TShKeNoM enu, onpeaeneunyto nmog SEQ ID NO: 1.

[0017] B BapuwaHTax OCYIIECTBIIEHHS TIOJIMIMENTH, KOTOPBIH CIOCOOEH
ces3piBaTh TeH 3 aktuBaimu  uM@oruToB (LAG-3), COAEPKHT MONUMENTHIHYIO
MOCIIEA0BATEIbHOCTh TSHKENION LIETH, XapaKTePU3YIOIIYIOca Mo MeHbluei mepe 80%, 85%,

90%, 95% unu 98% unentuuHOCTHIO MocaeaoBaTenbHOCTH ¢ SEQ ID NO: 21. B BapuanTtax
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OCYIIECTBJICHUS TIOJNIUIENTHA, KOTOPBIM crmocoOeH cBsa3bpmBath LAG-3, comepkur

TOJIUTIETI TUTHYEO TIOCJIE0BATENIbHOCTD TSKENOM Lienu, onpeaeiaeHuyo nmog SEQ ID NO: 21.

[0018] B BapumaHTax OCYIIECTBIIEHHS TIOJMIMENTH, KOTOPBIA CHOCOOEH
ces3piBaTh TeH 3 aktuBaimu  uM$poruToB (LAG-3), COAEPKHT MOMHUNENTHIHYIO
MOCJIEA0BATEIbHOCTh JIETKOW LIETH, XapaKTepPHU3yHollyrcsa no MeHbined mepe 80%, 85%,
90%, 95% unu 98% uneHTHUHOCTHIO MochenoBatenbHOCcTH ¢ SEQ ID NO: 2. B Bapuanrax
OCYIIECTBJICHUS TOJNHIENTHA, KOTOPBIM crmocoOeH cBsa3bpmBaTh LAG-3, comepkur

MOJIUTIETI TU/THYIO TIOCJIEI0BATEIbHOCTD JIETKOM 1ienH, onpeaeneHHyto nog SEQ ID NO: 2.

[0019] B BapuaHTax OCYINECTBIEHUS TOJIMMENTHI, KOTOPBIH CHOCOOEH
cBs3piBaTh reH 3 akrtuBaumu JMporuToB (LAG-3), COOEPKHT TMONMHMENTHIHYIO
MOCJIEAOBATEIPHOCTD JIETKOM LIETH, XapaKTepHU3yrlyrca no MeHbied mepe 80%, 85%,
90%, 95% unu 98% unentnaHoCTHIO ocHeaoBaTembHOCTH ¢ SEQ ID NO: 22. B BapuanTax
OCYINECTBIICHHUS TOJUMENTHA, KOTOPBIH cmocoOeH cBsa3piBaTh LAG-3, comepikur

MOJIMTIENI THIHYIO TIOCTIEA0BATEIBLHOCTD JIETKOU 1eTH, onpeaenennyto mox SEQ ID NO: 22.

[0020] B HEKoTOpBIX BapHaHTaX OCYINECTBICHUA IOJMICNTHI, KOTOPBII
criocoOeH cBA3bIBaTh TeH 3 akTuBaimu TuMpormToB (LAG-3), cogepkurt (1) aMAHOKHCIIOTY,
XapakTepusyroimytocs 1mo MeHbimed mepe 80%, 85%, 90%, 95%, 98%, 99% wum 100%
HICHTUIHOCTHIO TTocnenoBarenbHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 mym SEQ ID NO: 21;
u (11) aMHHOKHUCIIOTY, XapaKTEPU3YIOIyIcs Mo MeHbIIer mepe 80%, 85%, 90%, 95%, 98%.,
99% nmu 100% uaeHTHUHOCTRIO MocaeaoBatebHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 niu
SEQ ID NO: 22.

[0021] B HEKOTOpBIX BapHaHTaxX OCYINECTBICHHSA IOJIMICNTHI, KOTOPBIA

CTIOCOOEH CBA3BIBATH TeH 3 akTuBarmu muMpormToB (LAG-3), conepxur:
1) OJIHY, IBE WJIA TPH AMHUHOKHCIIOTHBIE TTOCIIEA0BATEIFHOCTH, BEIOPDAHHBIE W3

(a) aMUHOKHCJIOTHOW TIOCTICOBATEIBHOCTH, KOTOPas HIACHTHYHA TIO
MOCJICAOBATENPHOCTA WM COJACPKUT OT 1 A0 5 aMHHOKHCIIOTHBIX 3aMEH MO

cpasHenuto ¢ SEQ ID NO: 5,

(b) aMHHOKHCTOTHOM TOCJEIOBATEIBHOCTH, KOTOpas HWACHTHYHA TIO
MOCJICIOBATEIBHOCTH WM COACPKHT OT 1 70 5 aMHHOKHCIOTHBIX 3aMEH IO

cpasHeHuto ¢ SEQ ID NO: 6, u
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(c) aMHUHOKHCJIOTHOW TIOCTEIOBATEIBHOCTH, KOTOPas HIACHTHYHA TIO

MOCJCAOBATENPHOCTA WM COJACPKUT OT 1 A0 5 aMHHOKHCIIOTHBIX 3aMEH MO

cpasHenuto ¢ SEQ ID NO: 7;

11) OJHY, IBE WJIK TPH AMHHOKHCIIOTHBIE TTOCIIEI0OBATEIHOCTH, BEIOPAHHBIE U3

(a) aMUHOKHCJIOTHOW TIOCTEIOBATEIbHOCTH, KOTOpPas HIACHTHYHA TIO

MOCJEAOBATENPHOCTA WIM COJAEPKUT OT 1 A0 5 aMHHOKHCIIOTHBIX 3aMEH MO

cpasHeHuto ¢ SEQ ID NO: 8,

(b) aMHHOKHMCTOTHOM TOCIEIOBATEIBHOCTH, KOTOpas WIECHTHYHA TIO
MOCJICIOBATEIBHOCTH HWIH COACPKHT OT 1 10 5 aMHHOKHCIIOTHBIX 3aME€H TIO0

cpaBHeHuto ¢ SEQ ID NO: 9, u

(C) aAMHHOKHCIIOTHOM TIOCJIEIOBATEIBHOCTH, KOTOpas WACHTHYHA TIO
MOCJIEAOBATEAPHOCTH WM COACPKUT OT 1 10 5 aMHHOKHMCIOTHBIX 3aMEH IIO

cpasaenuro ¢ SEQ ID NO: 10.

[0022] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUA IOJMICHTHI, KOTOPBII
criocoOeH CBA3bIBaTh TeH 3 aktuBaimn TuMpormToB (LAG-3), comepxur (1) 0aHy, ABE WA
TPH AMHUHOKHCIIOTHBIE TOCJIEIOBATEILHOCTH, BBIOPaHHBIE H3 (a) AMHUHOKHCIIOTHOM
nocneaoBarebHOCTH o SEQ ID NO: 5, (b) aMHHOKHCIOTHOM MOC/IEIOBATEIIBHOCTH IO
SEQ ID NO: 6 u (c) amunokucnotHoU nocneaosarenbroctr mog SEQ ID NO: 7; u (i1) oxny,
JIBE WJTH TPU AMHUHOKHCJIOTHBIEC TIOCIIEA0BATEIIFHOCTH, BRIOPAHHbBIE U3 (2) AMHHOKHUCIIOTHOM
nocnenoBareapHocTH ox SEQ ID NO: 8, (b) aMUHOKHCIIOTHOM TIOCIIEA0BATETHHOCTH IO

SEQ ID NO: 9 u (¢) amunokucnoTHOM nocnenoBareabHocTd iox SEQ ID NO: 10.

[0023] B HEKOTOpBIX BapHaHTaX OCYINECTBICHHSA IOJIMIECNTHI, KOTOPBIA
cioco0eH cBsa3bBaTh LAG-3, sgBIAeTCS BBIJENEHHBIM. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUS TOJUTIENITHI, KOTOPBIH CrIOcOOEH CBA3bBaTh LAG-3, MOXKET OBITh OUHIIEH
1o oomee 95% wm 99% 4dnucTOTHL. B HEKOTOPHIX BapHaHTaX OCYHIECTBICHHSA CPEACTBO HA
ocHoBe aHTHTENa K LAG-3 saBnseTcss BbIAENCHHBIM. B HEKOTOpBIX BapHaHTax
OCYIINECTBIICHHS CPEICTBO HA OCHOBE aHTUTENIA MOKET OBITh OUMINEHO A0 Oonee 95% wmm

99% YMCTOTEI.
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[0024] B HEKOTOpBIX BapHaHTaxX OCYINECTBICHUSA IOJMIENTHI, KOTOPBIM
ciocoOeH cBa3pBaTh LAG-3, comep)KUT MO0 MEHBIIEH MEpe OJHY IUCYIb(PHIHYIO CBA3b,
00pa30BaHHYIO TIEPBHIM IIUCTEMHOM U BTOPBIM IIUCTEWHOM; T/I€ TIEPBbIM IUCTEHH BBIOPAH U3
ocratka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a Bropoit
UCTENH BBIOpaH U3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ
ID NO: 1. B HekoTOpBIX BapHaHTaX OCYIIECTBICHHUS TOJHUIENTH, KOTOPBIM CHOCOOEH
cs3biBaTh LAG-3, COTEPIKUT MO MEHBINEH MEPE OAHY AUCYTb(PHIHYIO CBSI3b, 00Pa30BAHHYIO
MIEPBBIM [IUCTEUHOM M BTOPBIM ITUCTEHHOM; TJI€ TIEPBBIN IMCTEWH BhIOpaH U3 octaTka 41, 115,
147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a BTOpO# 1IUCTENH BHIOpaH
n3 ocratka 45, 115, 161, 221 u 241 wu3 SEQ ID NO: 2. B HekoTOpbIX BapuaHTax
OCYIIECTBICHHUS TOJMIENTH, KOTOPBIM crocoOeH cBa3bBaTh LAG-3, comepkur mo
MEHBIIEH Mepe OJHY JUCYIHPUAHYIO CBA3b, 00PA30BAHHYIO TIEPBBIM ITUCTEHHOM U BTOPHIM
IUCTEWHOM; TJI¢ TIEPBBIN [IMCTEUH BBIOpaH U3 octaTtka 45, 115, 161, 221 u 241 u3 SEQ ID
NO:2, a BTOpOU HIUCTEWH BBIOpaH u3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

[0025] B HExOTOpBIX BapHaHTax OCYIIECTBICHHS MOIMIECNTHJ COACPAKHUT IO
MEHBIIEH Mepe OJHY JUCYIb(PUAHYIO CBA3b, 00PA30BAHHYIO IEPBBIM LIUCTEUHOM M BTOPHIM
UCTEWHOM; TJIe TIEPBBIM OCTATOK mpeacTaBisier cooor ocratok 45 w3 SEQ ID NO:2, a
BTOPOH OCTAaTOK TpeacTaBsieT codoi octatok 115 w3 SEQ ID NO: 2. B HekoTOpBIX
BAapPHAHTAX OCYIIECTBIICHHU TOJUTIENTH, COICPKUT TI0 MEHBIIEH MEPe OHY TUCYTb(UITHYIO
CBSI3b, OOPA30BAHHYIO TIEPBBIM IMCTEHHOM W BTOPHIM IIMCTEWHOM; TJIE€ TEPBBIA OCTATOK
npeactassgeT codoit octarok 161 u3 SEQ ID NO:2, a BTOpoi 0CTaTOK peACTaBIIAET COO0H
ocratok 221 u3 SEQ ID NO: 2. B HEKOTOpPHIX BapuUaHTaX OCYLIECTBJICHUS IOJIUIMENTH/
COACPKUT TI0O MEHBIIEH Mepe OAHY AWCYNbUIHYIO CBA3b, OOPA30BAHHYIO TIEPBBIM
IUCTEHHOM M BTOPBIM IMCTEHHOM; TJI€ TEPBBIH OCTATOK MPEACTABISIET COO0M ocTaTok 147
3 SEQ ID NO:1, a Bropo#t ocTaToK TipeacTasisgetr codooi octarok 241 u3z SEQ ID NO: 2. B
HEKOTOPBIX BAapPHAHTAX OCYMICCTBJICHUSA TMOJUMIENTHA COACPKHT MO MEHBINEW MEpe OIHY
IUCYTBUAHYIO CBS3b, OOPAa30BAHHYIO TEPBBIM IMCTEHHOM W BTOPBIM IIHCTEHHOM; T/IE
MEPBBIA 0cTaTOK mpexactaBiser codoi ocratok 41 m3 SEQ ID NO:1, a Bropoi#t octatok
npeactaBiaser cobod ocratok 115 m3 SEQ ID NO: 1. B HeKoTOpBIX BapHaHTax
OCYIINECTBJICHUS TONHIIETITHA COJEPKHT TI0 MEHBIIEH Mepe OJHY IUCYIb(PHUIHYIO CBSI3b,
00pa30BaHHYIO TIEPBBIM LIHCTEMHOM ¥ BTOPBIM ILIMCTEHMHOM; TJ€ TEPBBIH OCTATOK

npeactasisgeT co0oit octatok 160 u3 SEQ ID NO:1, a BTOpo# 0CTaTOK MpeACTaBIAET COO0H
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octatok 216 u3 SEQ ID NO: 1. B HEKOTOpbIX BapHaHTaxX OCYIIECTBIECHUS MOJMIIENTH 1O
HACTOAIIEMY H300PETECHHIO COACPKUT IO MEHBIIEH Mepe OAHY AUCYIb(HIHYIO CBSI3b,
00pa30BaHHYIO0 TEPBBIM LIMUCTEMHOM M BTOPBIM ILIMCTEHMHOM; TJ€ TEPBBIH OCTATOK
npeactasisgeT co0oit octatok 239 3 SEQ ID NO:1, a BTopo# 0cTaTOK IpeACTaBIAET COOOM
ocratok 242 n3 SEQ ID NO: 1. B HEKOTOpHIX BapHaHTaX OCYLIECTBIICHUS IOJIUNENTH/
COACPKUT IO MEHbIIEH Mepe OAHY IUCYNb(PUIHYIO CBA3b, OOPA30BAHHYIO IIEPBHIM
MUCTEHUHOM M BTOPBIM IMCTEUHOM; TJ€ TEPBBIM OCTATOK MPEACTABISIET COO0M OcTaToK 274
3 SEQ ID NO:1, a Bropoii octatok npeactasisieT coooit octatok 334 u3 SEQ ID NO: 1. B
HEKOTOPBIX BApPUAHTAX OCYLICCTBIICHUS IOJMIIECNTHA COAEPKUT IO MEHBIIEH MEpPE OJHY
IUCYIIB(UAHYIO CBSI3b, OOPa30BaHHYIO MEPBBIM IMCTEMHOM U BTOPBIM ILIMCTEHHOM; TJE
MEPBBIM OCTATOK mpeacTaBiser coooi octarok 380 u3 SEQ ID NO:1, a BTopo# octatok

npeacTasiseT coooi ocratok 438 u3 SEQ ID NO: 1.

[0026] B HEKOTOpBIX BapHaHTax OCYINECTBICHHS MOMIIEITU 10 HACTOSALIEMY
W300PETEHUIO COACPKUT IO MEHBIIEH Mepe OJWH aclaparuH, KOTOPBIM SABISAETCA
INIMKO3HIIMPOBAHHBIM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHs MOJMIIENTHJ, KOTOPBIA
crocoOeH CB3bIBaTh reH 3 aktuBaruu TuM@pormToB (LAG-3), COAEp)KHT TT0 MEHBIIEH Mepe

OJHH acCIlaparvH, KOTOpBIIL/'I ABJEACTCA TTTUKO3UITMPOBAHHBIM.

[0027] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUA IOJMICNITHI, KOTOPBII
crocoOeH cBs3bBaTh TeH 3 akTuaimu TuMpormtoB (LAG-3), comepkur (1) BapraOebHYTO
obmacTe TshKemo 1enu, koropas comaepxut CDR-HI1, comepkamryro aMHHOKHUCIIOTHYIO
nocnenosareabHocTh Toa SEQ ID NO: 5, CDR-H2, coaepskainyr0 aMHUHOKHCIOTHYO
nocneaoBarenbHocTh mog SEQ ID NO: 6, u CDR-H3, conep:kamyro aMHHOKHCIOTHYIO
nocnenosarenbHOcTh oA SEQ ID NO: 7; m (i1) BapuabenbHyIO 00NACTh JIETKOW IIETH,
koTopas coaepxkutr CDR-L1, coaepikaiyro aMHHOKHCIIOTHYIO TOCJIEAOBATEIBHOCTD MO/
SEQ ID NO: 8, CDR-L2, coaepkamniyt0 aMUHOKUCIOTHYIO TMOCJEA0BATENBHOCTh moa SEQ
ID NO: 9, u CDR-L3, coaep:xaniyr0 aMHHOKUCIOTHYIO MOCen0BaTebHOCTh moa SEQ ID
NO: 10. B HEexkoTOpBIX BapHaHTaX OCYHICCTBIICHHS TOJHIENTHI, KOTOPHIH CHOCOOCH
cs3bpiBaTh LAG-3, COMEPIKUT MO MEHBINEH MEPE OHY TUCYTb(PHIHYIO CBSI3b, 00Pa30BAHHYIO
MIEPBBIM IIUCTEHHOM M BTOPBIM ITUCTEHHOM; TJI¢ TICPBBIN IIMCTEWH BHIOpaH U3 octatka 41, 115,
147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a Bropoi#i 1iucTenH BHIOpaH
u3 octatka 45, 115, 161, 221 u 241 w3z SEQ ID NO: 2. B HeKOTOpbIX BapHaHTax

OCYIIECTBJICHUS TIONHIIENITAA, KOTOPBIA cmocoOeH cBa3bBarh LAG-3, cOmepKuT 110
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MEHBIIEH MEPE OHY AUCYIB(HUIHYIO CBA3b, 00OPA30BAHHYIO TEPBBHIM IIUCTEHHOM M BTOPBIM
UCTEHHOM; T/IE TIEPBBIN ITUCTEHH BBIOpaH U3 octatka 41, 115, 147, 160, 216, 239, 242, 274,
334, 380 m 438 u3 SEQ ID NO:1, a BTOpO# ITUCTEWH BHIOPAH W3 ocTaTKa 45, 115, 161, 221 n
241 u3 SEQ ID NO: 2. B HEKOTOpBIX BapHaHTaX OCYIIECTBIECHHA MOTUIENTH], KOTOPHIX
ciocoOeH cBa3pBaTh LAG-3, comepkKUT MO MEHBIIEH Mepe OJHY IUCYIb(PHIHYIO CBA3b,
00pa30BaHHYIO NIEPBBIM LIMCTEMHOM U BTOPBIM IMCTEUHOM; T/I€ TIEPBBIN IMCTEUH BHIOPAH H3
ocratka 45, 115, 161, 221 u 241 u3 SEQ ID NO:2, a BTOpo#i UCTEHH BBIOPAH U3 OCTaTKa 45,
115, 161, 221 u 241 u3 SEQ ID NO: 2.

[0028] B HeKOTOpBIX BapHaHTaX OCYINECTBICHHUSA IIOJMIENTHI, KOTOPBIM
crocoOeH cBs3bIBaTh TeH 3 aktuBaiuu TuM@poruToB (LAG-3), conep’KUT aMUHOKHUCTIOTHYTO
TIOCITEI0OBATEIPHOCTh BapHAOETbHOM OOJIACTH TSHKETIOW LETH, XapaKTePH3YIOIIYIOCS TI0
menbmet mepe 80%, 85%, 90%, 95%, 98%, 99% wumu 100% HACHTHYHOCTHIO
nocnenosarenbHocTH ¢ SEQ ID NO:3, w/unmm aMUHOKHCIOTHYIO TOCIIEA0BATEIIBHOCTD
BapuaOeTbHOM 00JIACTH JIETKOW LIETIH, XapaKTePU3YIOLIyIOCsH 110 MeHbIneH mepe 80%, 85%,
90%, 95%, 98%, 99% um 100% uaeHTHYHOCTHIO TIoceaoBaTeabHOCTH ¢ SEQ ID NO: 4. B
HEKOTOPBIX BapHAHTAX OCYIICCTBJICHUS TOJUIIENITH]I, KOTOPBIA CIOcOOeH cBs3biBaTh LAG-
3, COAEPIKUT TSKEYIO LIEMb, XapaKTepU3yIoLlyrocs 1o MeHbinei mepe 80%, 85%, 90%, 95%,
98%, 99% mmu 100% uaeHTHIHOCTHIO TIoceaoBarenbHOCTH ¢ SEQ ID NO: 1, u/vmu nerkyro
LIETTh, XapaKTePHU3YyIOMIyIocs 1o MeHbIIeH Mmepe 80%, 85%, 90%, 95%, 98%, 99% umm 100%
UACHTUYHOCTHI0 TocnenoBaTteabHocTH ¢ SEQ ID NO: 2. B HEKOTOpPBIX BapHaHTax
OCYIIECTBICHUS TIOJNHIIENITAA, KOTOPBIA cmocoOeH cBa3bBath LAG-3, COAEpKHT 10
MEHBIIEH MepPe OHY AUCYIb(HUIHYIO CBA3b, 00OPA30BAHHYIO TEPBBHIM ITUCTEHHOM U BTOPBIM
IUCTEHUHOM; T/I€ TICPBBIN ITUCTEHH BBIOpaH U3 octatka 41, 115, 147, 160, 216, 239, 242, 274,
334, 380 m 438 u3 SEQ ID NO:1, a BTopo# ITMCTEHH BBIOPAH W3 ocTaTKa 45, 115, 161, 221 u
241 u3 SEQ ID NO: 2. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIECHHsA MOTUIENTH], KOTOPHIX
ciocoOeH cBa3pBaTh LAG-3, comep)kKUT IO MEHBIIEH MEpE OJHY AUCYIb(UIHYIO CBSI3b,
00pa30BaHHYIO TIEPBBIM LIUCTEHHOM H BTOPBIM IIICTEWHOM; T/IE TIEPBBIA IUCTEWH BHIOPAH U3
ocratka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a Bropoit
UCTEWH BhIOpaH w3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2. B HekoTopbix
BApPHAHTAX OCYHIECTBIICHHS TOHIIETITH, KOTOPBIH crocoOeH cBia3biBath LAG-3, cogepkut
MO0 MEHBIIEH Mepe OAHY AHMCYIb(HIHYIO CBA3b, OOPA30BAHHYIO TEPBBIM IMCTEHHOM H

BTOPBIM IIMCTEMHOM; T/I€ TIEPBBIM LIUCTEWH BBIOpaH U3 ocTartka 45, 115, 161, 221 u 241 u3
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SEQ ID NO:2, a Bropo#i mucTeuH BoIOpaH U3 octatka 45, 115, 161, 221 u 241 u3z SEQ ID
NO: 2.

[0029] B BapHaHTax OCYIICCTBIICHUSA TOJTHTICTITH/T COACPIKUT
INIMKO3WIMPOBAHHBIM aclaparMH B THKEIOM Lend. B BapuanTax OCYINECTBICHUSA
TIIMKO3WJTUPOBAHHBIN acmiaparuH mpeactassieT cooor N291 tsokemod nenu. B BapuanTax
OCYILECTBICHUS COBOKYIHOCTh N-CBA3aHHBIX onMrocaxapuaos mnpeaycmatpusact GOF. B
BapUaHTax OCYLIECTBIICHHSA COBOKYITHOCTb N-cBsi3aHHBIX OJIUTOCaXapH/IOB
npenycmarpuBaer G1F. B BapuaHTax oOCyIIECTBICHHUS COBOKYMHOCTh N-CBA3aHHBIX
oymurocaxapuaos npexycmarpubaet G2F. B BapuaHTax OoCyIecTBIEHHA COBOKYIMHOCTH N-
CBA3AHHBIX OJIMIOCaxapuaoB IpeaycMmarpusaer Man-5. B BapuaHTax OCYyIIECTBICHUSA
COBOKYIMHOCTb N-CBsi3aHHBIX onurocaxapuaos npeaycmarpusaer GOF u G1F. B BapuanTax
OCYIIECTBIECHHS COBOKYITHOCTh N-CBA3aHHBIX onurocaxapuaos npeaycmarpusaetr GOF, G1F,
G2F u Man-5.

[0030] B HEKOTOPBIX BApHAHTAX OCYINECTBICHUS MOTUIENTH (110 HACTOALIEMY
HU300peTeHUI0 CBA3bIBaeT TreH 3 aktuBammu JmMmdomutoB (LAG-3) wmm mogasiser

B3aumozaeicTeue Mexay LAG-3 u MHC II.

[0031] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUSA IOJMICNTHI, KOTOPBIUA
CTIocOOEH CBA3bIBAaTh T'eH 3 akTHBauu TUMQpornToB (LAG-3), SBaseTcs 4eT0BEYECKUM HITH
IYMAHU3UPOBAHHBIM. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHUSA MOIUIENTHJ, KOTOPBIX
ciocoOeH cBa3piBaTh LAG-3, sBIgeTcs CpEeaCTBOM HAa OCHOBE AQHTHTENA, KOTOPOE
MPEACTABISIET COOOM BapHAOCITbHBIN JOMEH YEIOBEYECKOTO AaHTHTE A HITH COACPIKUT ero. B
HEKOTOPBIX BaApHAHTAX OCYIIECCTBJICHUS TOJUTIENITH]I, KOTOPBIK cIocoOeH cBsa3biBaTh LAG-
3, ABIAETCSA CPEICTBOM HAa OCHOBE aHTHTENA, KOTOPOE TPEACTABIIACT COOOM BapraOeTbHbBIN

AOMCH T'YMAaHHU3WUPOBAHHOTO aHTUTCIIA NI COACPKHUT €Tro.

[0032] B HEKOTOpBIX  BapuWaHTax  OCYINECTBICHHA  AMWHOKHCIOTHAS
MOCIEN0BATENBHOCTE IO CYINECTBY  MIACHTHUYHA  3TAJIOHHOM  AMHHOKHCIIOTHOM
MOCIIEI0BATEIBHOCTH B TOM, YTO OHA JHMOO HJIEHTHYHA IO IOCIEIOBATEIBHOCTH, JHOO
CONEpPKUT OT 1 1[0 5 AaMHHOKHMCIOTHBIX 3aMEH II0 CPAaBHEHHMIO C JTaJOHHOU
MOCJIEA0BATENBLHOCTBIO. B BapUaHTax OCYLIECTBIIEHUS AMHUHOKHCIIOTHAS
MOCIENOBATENBHOCTE MO CYIIECTBY  HMACHTHUYHA  INPEACTABICHHOM  JTAaJOHHOU

nocneaoBarebHOCTH (Hampumep, moood w3 SEQ ID NO: 1-10 u 21-40). B Bapmantax
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OCYIIECTBICHUS AMUHOKHUCJIOTHAsA TMOCJIEAOBATEIbHOCTh MIECHTHYHA TIPE/ICTABICHHON
3TaTIOHHOW TOCTIeIOBATENFHOCTH (Hampumep, mooor u3 SEQ ID NO: 1-10 u 21-40). B
BapUAHTaX OCYIIECTBICHUS AMUHOKHUCIIOTHAsA MOCIEAOBATENBHOCTh COAEPKHUT OT 1 J0 5
AMWHOKMCJIOTHBIX ~ 3aMEH MO  CPaBHEHHIO C  NPEACTABICHHOM  3TaJOHHOMU

MOCTIEA0BATEIPHOCTHIO (HApUMEpP, OT 1 A0 5 aMHUHOKUCIOTHBIX 3aMEH T0 CPABHEHHIO C

mo0o# u3 SEQ ID NO: 1-10 u 21-40).

[0033] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectBy uaeHtnuHa SEQ ID NO: 1. B BapuaHTax OCymIeCTBICHUS aMUHOKHCIOTHAS
nocneaosatenbHOCcTh uacHTHYHA SEQ ID NO: 1. B BapuaHtax OCYyIIECTBICHUA
AMUHOKHCIIOTHAsI MOCIIEJ0BATEIBHOCTh COACPKUT OT 1 10 5 aMHMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 1.

[0034] B BapmaHTax OCYINECTBICHHMA aMHHOKHCIOTHAS IOCIEAOBATEIbHOCTD
no cymectBy uaeHtnya SEQ ID NO: 2. B BapuaHTax OCyLIECTBICHHSI aMUHOKHCIOTHAS
nocnenosarenbHocTh HaeHTHYHa SEQ ID NO: 2. B BapuaHTax oOCYIIECTBICHHUSA
AMUHOKHCJIOTHAS TIOCTIEOBATENIBHOCTh COJNEPKHUT OT 1 10 5 aMHHOKHUCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 2.

[0035] B BapuanTax OCyIIECTBICHHS aMHHOKHCIIOTHAs IOCJIEA0BATEIBHOCTD
no cymectBy uaeHtndyHa SEQ 1D NO: 3. B BapuaHTax OCyHIECTBICHHS aMUHOKHCIOTHAS
nocnenoBarenbHocTh HAaeHTHYHA SEQ ID NO: 3. B BapuaHtax oOCyIIECTBICHUS
AMUHOKHCJIOTHAs MOCJIE0BATEIBHOCTh COACPIKUT OT 1 10 5 aMHUHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 3.

[0036] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectBy uaeHtnuHa SEQ ID NO: 4. B BapuaHTax OCyHIECTBICHHS aMUHOKHCITOTHAS
nocnenoBarenbHocTh HAaeHTHYHA SEQ ID NO: 4. B BapuaHtax oOCYyIIECTBIIEHHUSA
AMUHOKHCIJIOTHAs MOCIIEJ0BATENBHOCTh COAECPIKUT OT 1 10 5 aMHHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 4.

[0037] B BapuanTax OCyIIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 5. B BapuaHTax OCyIIECTBICHHS aMUHOKHCIIOTHAS
nocneaoBarenbHocTh HAaeHTHYHA SEQ ID NO: 5. B BapuaHtax oOCyIIECTBIEHUSA
AMUHOKHCIIOTHAs MOCIIEA0BATENIBHOCTh COAECPKUT OT 1 10 5 aMHUHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 5.
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[0038] B BapuanTax OCyImIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 6. B BapuaHTax OCyHIECTBICHUS aMUHOKHCIOTHAS
nocnenoBarenbHocTh HAaeHTHYHA SEQ ID NO: 6. B BapuaHTtax oOCYyIIECTBIEHUSA

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTL COACPIKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 6.

[0039] B BapuanTax OCyIIECTBICHHS AMHHOKHCIIOTHASA MOCIIEA0BATEIBHOCTD
no cymectBy uaeHtnuHa SEQ ID NO: 7. B BapuaHTax OCyMIECTBICHUS aMUHOKHCIIOTHAS
nocnenoBareabHocTh HAeHTHYHa SEQ ID NO: 7. B BapuaHTax oOCYHIECTBIECHUSA

AMHWHOKHUCJIOTHAA TOCICAOBATCIBPHOCTE COACPIKUT OT 1 10 5 aMHUHOKHCJIOTHBIX 3aMEH II0

cpasHenuro ¢ SEQ ID NO: 7.

[0040] B BapmaHTax OCYINECTBIECHHMA aMHHOKHCIOTHAS IMOCIEAOBATEIbHOCTD
no cymectBy uaeHtuada SEQ ID NO: 8. B BapuaHTax OCyHIECTBICHHS aMUHOKHCIOTHAs
nocnenosarenbHocTh HaeHTHYHa SEQ ID NO: 8. B BapuaHTax oOCYyIIECTBICHHUSA
AMMHOKHUCJIOTHAs MOCJIEA0BATEIBHOCTh COAEPKUT OT 1 10 5 aMMHOKUCIOTHBIX 3aMEH IO

cpasaenuto ¢ SEQ ID NO: 8.

[0041] B BapuaHTax OCyIIECTBICHUS aMHHOKHCIIOTHAs IOCIIEIOBATEIbHOCTD
no cymectBy uaeHtndyHa SEQ ID NO: 9. B BapuaHTax OCyHIECTBICHHS aMUHOKHCIOTHAS
nocnenoBateabHOCTh HAacHTHYHA SEQ ID NO: 9. B Bapuantax oOCYIIECTBICHHUSA

AMHUHOKHCIIOTHAA MOCICAOBATCIBHOCTh COACPKHUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH II0

cpasHenuro ¢ SEQ ID NO: 9.

[0042] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIBHOCTD
no cymectBy uaeHtndHa SEQ ID NO: 10. B BapuanTax oCymecTBIEHHS aMHUHOKHCIOTHAS
nocnenoBateabHOcTh uuaeHTHYHA SEQ ID NO: 10. B BapmanTax oOCyIIECTBICHUS

AMHWHOKHUCIIOTHAA MOCICAOBATCIbBHOCTh COACPKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO:10.

[0043] B BapuanTax OCyIIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIBHOCTD
no cymectBy uaeHTuuHa SEQ ID NO: 21. B BapuanTax oCcyImecTBIEHUS aMUHOKHUCIIOTHAS
nocnenoBateabHOCTh HiaeHTHYHA SEQ ID NO: 21. B BapuadTax oOCyHIECTBICHUS

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTh COACPKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 21.
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[0044] B BapuanTax OCyImIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymecTtBy uaeHtTnuHa SEQ ID NO: 22. B BapuaHTax OCYIIECTBICHHA aMHUHOKHUCIIOTHAS
nocnenoBaTteabHOCTh HiaeHTHYHA SEQ ID NO: 22, B BapuadTax OCYHIECTBICHUS

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTL COACPIKUT OT 1 a0 5 aMHHOKHMCIIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 22.

[0045] B BapuanTax OCyIIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbLHOCTD
no cymecTtBy uaeHTnuHa SEQ ID NO: 23. B BapraHTax OCYIIECTBICHHUS aMUHOKHCIOTHAS
nocnenoBaTeabHOCTh HiaeHTHYHA SEQ ID NO: 23. B BapuaHTax OCYHIECTBICHUSA
AMUHOKHCIIOTHAsI MOCIIEJ0BATEIBHOCTh COACPKUT OT 1 10 5 aMHMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 23.

[0046] B BapmaHTax OCYINECTBIECHHMA aMHHOKHCIOTHAS IMOCIEAOBATEIbHOCTD
no cymectBy uaeHtnaHa SEQ ID NO: 24. B BapuaHTax OCyIIECTBICHUS aMHHOKUCIIOTHAS
nocnenosarenbHocTh uaeHTHUHA SEQ ID NO: 24, B BapuaHTax OCYIIECTBICHMA
AMMHOKHUCIJIOTHAs TMOCJIEN0BATEIPHOCTh COAEPKUT OT | 10 5 aMHUHOKUCIOTHBIX 3aMEH IO

cpasaenuto ¢ SEQ ID NO: 24.

[0047] B BapuaHTax OCyIIECTBICHUS aMHHOKHCIIOTHAs IOCIIEIOBATEIbHOCTD
no cymecTBy uaeHtuuHa SEQ ID NO: 25. B BapuaHnTax oCyIIecTBICHHS aMUHOKHUCIOTHAs
nocnenoBatebHOCTh uuaeHTHYHA SEQ ID NO: 25. B BapmaHTax OCyHICCTBICHUS
AMUHOKHCJIOTHAs MOCJIEA0BATEIBHOCTh COACPIKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 25.

[0048] B BapuanTax OCyIIECTBICHUS aMHHOKHCIIOTHAs IOCIEI0BATEIBHOCTD
no cymecTtBy uaeHtnuHa SEQ ID NO: 26. B BapuaHTax OCyIIECTBICHHUS aMUHOKUCIOTHAS
nocnenoBaTteabHOCTh HuaeHTHYHA SEQ ID NO: 26. B BapuwanTax OCyIIECTBICHUS
AMUHOKHCIIOTHASA TMOCIIEA0BATEIBHOCTh COAEPKHUT OT 1 10 5 aMUHOKHMCIIOTHBIX 3aMEH MO

cpasHenuro ¢ SEQ ID NO: 26.

[0049] B BapuanTax OCymIEeCTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymecTtBy uaeHtnuHa SEQ ID NO: 27. B BapuaHTax OCYIIECTBICHHA aMUHOKHUCIIOTHAs
nocneaoBaTteabHOCTh uiaeHTHYHA SEQ ID NO: 27. B BapuanTax OCYIIECTBICHHUA
AMUHOKHCIIOTHAs MOCIIEA0BATENIBHOCTh COAECPIKUT OT 1 10 5 aMHHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 27.
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[0050] B BapuanTax OCyImIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymecTtBy uaeHtTnuHa SEQ ID NO: 28. B BapraHTax OCYIIECTBICHHUS aMUHOKUCIOTHAS
nocnenoBarenbHOCTy HaeHTHYHa SEQ ID NO: 28. B BapuaHTax OCYIIECTBIICHHA

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTL COACPIKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 28.

[0051] B BapuanTax OCyIIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbLHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 29. B BapuanTax oCcymecTBIEHUS aMUHOKHUCIIOTHAS
nocnenoBateabHOCTh HiaeHTHYHA SEQ ID NO: 29. B BapuanTax OCyHIECTBICHUSA

AMHWHOKHUCJIOTHAA TOCICAOBATCIBPHOCTE COACPIKUT OT 1 10 5 aMHUHOKHCJIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 29.

[0052] B BapmaHTax OCYINECTBIECHHMA aMHHOKHCJIOTHAS MOCJIEI0BATEIBHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 30. B BapuaHTax oCyIIECTBICHUA aMUHOKUCIOTHAS
nocnenosarenbHocTh uaeHTHYHA SEQ ID NO: 30. B BapuaHTax ocCymiecTBICHHA
AMMHOKHUCIJIOTHAs TMOCJIEN0BATEIPHOCTh COAEPKUT OT | 10 5 aMHUHOKUCIOTHBIX 3aMEH IO

cpasaenuto ¢ SEQ ID NO: 30.

[0053] B BapuaHTax OCyIIECTBICHUS aMHHOKHCIIOTHAs IOCIIEIOBATEIbHOCTD
no cymectBy uaeHTudHa SEQ ID NO: 31. B BapuanTax oCcymecTBIEHUS aMUHOKHUCIIOTHAS
nocnenoBateabHOCTh HuaeHTHYHA SEQ ID NO: 31. B BapmadTax oOCyHIECTBICHUS

AMHUHOKHUCJIOTHAA MOCICAOBATCIBHOCTD COACPKUT OT 1 a0 5 aMHHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 31.

[0054] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIBHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 32. B BapuanTax oCyIecTBIEHUS aMUHOKHUCIIOTHAS
nocnenoBateabHOCTh uuaeHTHYHA SEQ ID NO: 32. B BapmaHTax OCYIIECTBICHUS

AMHWHOKHUCIIOTHAA MOCICAOBATCIbBHOCTh COACPKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 32.

[0055] B BapuanTax OCymIEeCTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 33. B BapuaHTax oCyIIECTBIEHUS aMHUHOKUCIOTHAS
nocnenoBateabHOCTh HiaeHTHYHA SEQ ID NO: 33, B BapuadTax oOCyHIECTBICHUS

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTh COACPKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 33.
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[0056] B BapuanTax OCyImIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymectsy uaeHtTHuHa SEQ ID NO: 34. B BapraHTax OCYIIECTBICHHUS aMUHOKUCIOTHAS
nocnenoBateabHOCTh HiaeHTHYHA SEQ ID NO: 34. B BapuaHTax OCYHIECTBICHUS

AMHWHOKHUCJIOTHAA MOCICAOBATCIBHOCTL COACPIKUT OT 1 a0 5 aMHHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 34.

[0057] B BapuanTax OCyILIECTBICHHS AMHUHOKHCIIOTHAs ITOCIIEI0BATEIBHOCTD
no cymecTtBy uaeHTnuHa SEQ ID NO: 35. B BapraHTax OCyIIECTBICHHUS aMUHOKHCIOTHAS
nocnenoBaTeabHOCTh HiaeHTHYHA SEQ ID NO: 35. B BapuanTax OCyHIECTBICHUSA
AMUHOKHCIIOTHAsI MOCJIEA0BATEIBHOCTh COACPKUT OT 1 A0 5 aMUHOKHCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 35.

[00S8] B BapmaHTax OCYINECTBIECHHMA aMHHOKHCIOTHAS IMOCIEAOBATEIbHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 36. B BapuaHTax oCyIIECTBICHUA aMUHOKUCIOTHAS
nocnenosarenbHocTh uaeHTHYHA SEQ ID NO: 36. B BapuaHTax oOCyIIeCTBICHMA
AMMHOKHCIIOTHAs TOCIIEIOBATEIBHOCTh COJAEPKUT OT | 10 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasaenuto ¢ SEQ ID NO: 36.

[0059] B BapuaHTax OCyIIECTBICHUS aMHHOKHCIIOTHAs IOCIIEIOBATEIbHOCTD
no cymecTtBy uaeHtnuHa SEQ ID NO: 37. B BapuanTax OCyIIECTBICHHS aMUHOKUCIIOTHAs
nocnenoBateabHOCTh HuaeHTHYHA SEQ ID NO: 37. B BapuwaHTax OCYIICCTBICHUS
AMUHOKHCJIOTHAs MOCJIEA0BATEIBHOCTh COACPIKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 37.

[0060] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIBHOCTD
no cymecTtBy uaeHtnuHa SEQ ID NO: 38. B BapuaHTax OCyIIECTBICHHUS aMUHOKUCIOTHAS
nocnenoBareabHOCTh uaeHTHYHA SEQ ID NO: 38. B Bapmantax ocCymiecTBICHUS
AMUHOKHCIJIOTHAS MOCJIEJ0BATEIBHOCTh COACPIKUT OT 1 10 5 aMHUHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 38.

[0061] B BapuanTax OCymIECTBICHUS aMHHOKHCIIOTHASA MOCIENOBATEIIBHOCTD
no cymecTtBy uaeHtuuHa SEQ ID NO: 39. B BapuaHTax OCyIIECTBIEHHS aMUHOKHCIOTHAs
nocnenoBateabHOCTh HiaeHTHYHA SEQ ID NO: 39. B BapuanTax oOCyHIECTBICHUS
AMUHOKHCIIOTHAs MOCIIEJ0BATENIBHOCTh COAECPIKUT OT 1 10 5 aMHHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 39.
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[0062] B BapuanTax OCyImIECTBICHUS aMHHOKHCIIOTHAs ITOCIIEIOBATEIbHOCTD
no cymecTtBy uaeHtTnuHa SEQ ID NO: 40. B BapraHTax OCYIIECTBICHHUS aMUHOKUCIOTHAS
nocnenoBateabHOcTh HiaeHTHYHA SEQ ID NO: 40. B BapuaHTax OCYHIECTBICHUSA

AMHWHOKHUCJIOTHAA MOCICAOBATCIIBHOCTDb COACPIKUT OT 1 a0 5 aMHHOKMCJIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 40.

[0063] Taxoke MpeyCMOTPECHBI BBIJICIICHHBIC MOCJICA0BATEIIbHOCTH
HYKJIEMHOBOM KHCJIOTHI, KOJAMPYIOIIUE MOJHUIENTH, KOTOPBIA CTIIOCOOEH CBA3BIBATH TE€H 3
aktuBaimu uM@orutoB (LAG-3). B HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHS BbICTICHHASA
HYKJIEMHOBAasi KHCIIOTA, KOJAUPYIOMIAs TOJHUIIETITHL, KOTOPbIN crocoOeH cBa3biBath LAG-3,
colepKUT HykienHoByro kucinotTy noa SEQ ID NO: 11, SEQ ID NO: 12, SEQ ID NO: 13,
SEQ ID NO: 14, SEQ ID NO: 21 wm SEQ ID NO: 22. B HEKOTOPBIX BapHaHTax
OCYIIECTBICHUS BBIJCTICHHAS HYKICHHOBAs KUCIOTA, KOAUPYIOIIAs MOJIMIENTH I, KOTOPBIN
crmocoOeH cBa3bBaTh LAG-3, COAEpPKHUT OXHY, ABE WM TPH TIOCIEIOBATEIBHOCTH
HYKJICHHOBOM KUCIIOTHI, BRBIOpaHHBIE U3 (@) MOCIe0BATENbHOCTH HYKIIEHHOBOW KHUCIIOTHI IO
SEQ ID NO: 15, (b) mocrenoBatennbHOCTH HyKIeHHOBOM KucaoTh o SEQ ID NO: 16 u (¢)
MOCTIEA0BATENBHOCTH HYKJIEMHOBOU KUcI0ThI o SEQ ID NO: 17. B HekoTOpbIX BapHaHTax
OCYIINECTBIICHHS BBIACIICHHAS HYKICHHOBAS KUCIIOTA, KOMUPYIOMIAs TOJTMIENTH I, KOTOPHIH
ciocodeH cBa3pBaTh LAG-3, CONEPKHT OAHY, OBE WIH TPH TMOCIECIOBATETLHOCTH
HYKJICHHOBOM KHCIIOTBI, BRIOPAHHBIC W3: (a) TOCIIEAOBATEILHOCTH HYKICHHOBOW KHCITOTHI
nox SEQ ID NO: 18, (b) mocnegoBatenbHOCTH HYKIeHHOBOH KucinoTel moa SEQ ID NO: 19

1 (C) OCeIOBATEIPHOCTH HYKIIEMHOBOM KuctoThl o SEQ ID NO: 20.

[0064] [TpexycMmoTpeHbI BEKTOPHI, coaeprKalme BBIICIICHHYIO
MOCNEAOBATENPHOCTh HYKJIEHHOBOM KHCJOTBL, KOJHPYIOUIYIO TIOMUIICNTHA, KOTOPBIA

criocoOeH cBa3biBaTh LAG-3, ¥ BBIICTICHHBIE KIIETKH, COJIEPIKAIIHNE YKa3aHHBIE BEKTOPHI.

[0065] B HexkoTOpBIX  BapuaHTaXx  OCYINECTBICHHA  NPELYCMOTPEHBI
KOMITO3ULIMH, COACPKANINE TIOJIANETITH, KOTOPBIA CITOCOOEH CBA3BIBATH T€H 3 aKTUBALUH
mampormroB (LAG-3). B HekoTOphIX BapHaHTaX OCYMIECTBICHHUS TPEIyCMOTPEHBI
KOMITO3ULIMH, COJEPIKANINE BBIACICHHBIE HYKICHHOBBIE KHCIIOTHI W/WIIA BEKTOPBI IS
MOJMIIENITHIA, KOTOPBIA cmocoOeH cBa3pBarh LAG-3. B HekoToppIX BapHwaHTax
OCYIHECTBIICHHUS CPENCTBO HA OCHOBE aHTUTENA K LAG-3 (Hampumep, CpeACTBO Ha OCHOBE
TOJIMTIENI TH/1A, HYKIIEMHOBOH KUCIIOTHI W/ WM BEKTOPA) ABIIIETCS BBIIETIEHHBIM. B HEKOTOPBIX

BapHuaHTax OCYHICCTBIICHHA CPCACTBO HA OCHOBC aHTHUTCIIA (HaanMep, CpE€aACTBO HA OCHOBC
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MOJTUTICTITH 1A, HYKJIIEMHOBOM KHCIIOTHI H/HITA BEKTOPA) MOXKET OBITh OUHIIEHO 10 OoJiee 95%
unn 99% yrcToThl. B HEKOTOPBIX BapHaHTAX OCYMIECTBIICHUS KOMITO3UIIHS TOTIOTHUTEITHHO

CoAepsKuT (hapMareBTHICCKH MPUEMIIEMBI HOCHTEITb.

[0066] B HexkOTOpBIX  BapuWaHTax  OCYINECTBIECHHA  IPEIYCMOTPEHBI
BBIJICJICHHBIE KIETKH, COJEpKAlIMe HYKICHHOBYIO KHUCIIOTY W/MJIM BEKTOP, KOJUPYIOINHE
MOJMIIENITHI, KOTOPBIM cmocoOeH cBsa3pBarth LAG-3. B HEKOTOpPBIX BapHaHTax
OCYIIECTBICHHUS KOMITO3HLUSA JOTIONHUTENFHO COACPIKUT (PapMAarieBTUUECKH TPUEMIIEMBIN

HOCHUTCIIb.

[0067] Taxke mpeayCMOTPEHBI CPEACTBA HA OCHOBE AHTHUTENA, COACPIKALIMUE
MOJIMIIENITH/I, KOTOPBIM CIOocoOeH cBs3biBaTh reH 3 akrtuBaumu uMmdonutos (LAG-3). B
HEKOTOPBIX BaPHAaHTaX OCYILECTBICHUs CPEACTBO Ha OCHOBE aHTUTENA cBs3biBacTca ¢ LAG-
3 ¢ Kp ot mpudmusurensHo 1 mukomons/m (M) no mpuOmusutebHo 100 MEKPOMOITB/IT
(MkM). B HekOoTOpBHIX BapHaHTaX OCYIIECTBICHHSI CPEACTBO HAa OCHOBE aHTHTENA
cesasbiBaeTcsa ¢ LAG-3 ¢ Kp B quanazone ot npuOIM3UTENnsHO 5 M 10 IPHOIH3UTENBHO 5
MKM. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS CPEACTBO HA OCHOBE AHTHUTEIIA CBA3BIBACTCS
¢ LAG-3 ¢ Kp B auanazone ot nmpuom3uTeapHo 10 mM o npubmmsutebHo 100 HaHOMOITB/ T
(HM). B HEKOTOPBIX BapHAHTAX OCYINECTBICHUS CPEICTBO HA OCHOBE AHTHUTEIA CBI3bIBACTCS
¢ LAG-3 ¢ Kp B quanazone ot npuOmu3uTenbHo S0 mM 10 npuOnu3uteibHo SO HAHOMOJTB/ T
(HM). B HEKOTOPBIX BapHAHTAX OCYINECTBICHUS CPEICTBO HA OCHOBE AHTHTEIA CBI3bIBACTCS
¢ LAG-3 ¢ Kp B quanazone ot npuoausutebao 100 mM 1o mpubmusutenbHo 10 HAHOM OB/ IT

[0068] Taxxe mpexycMOTPEHBI CTIOCOOBI HHAYIUPOBAHUS HMMYHHOTO OTBETA Y
MJIEKOITUTAIOIIETO, Y KOTOPOTO HWMMEETCS HapyIIeHHe, KOTOPOE€ YYBCTBHTENBHO K
nojgapieHu0 TeHa 3 aktuBampu auMmdoruToB (LAG-3). B HekoTopeix BapHmaHTax
OCYIIECTBIICHHUS TAKOW CIOCOO BKITFOYAET BBeJEHHUE 3(PPEKTHBHOTO KOIHYECTBA CPEICTBA,
KOTOPOE CIIOCOOHO TIOJABIATHh TEPeJadyy CHTHAIOB C YyJYacTHEM TE€HAa 3 aKTHBAWH
mampormros (LAG-3) (cpeactra, Bo3aeicTByromero Ha LAG-3). B HekoTOphIX BapraHTax
OCYIHECTBIICHHUS TAKOW CIOCOO BKITOYAET BBeAEHHUE 3(PPEKTHBHOTO KONHYECTBA CPEICTBA,
KOTOPOE CIIOCOOHO TIOABIATH TEPeJady CHTHAIOB C YYacTHEM Te€Ha 3 aKTHBALWH
mampormro (LAG-3) (cpenctBa, Bo3aeictByromero Ha LAG-3), s¢ddextuBHOTO
KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TOIABIIATH MEPEJATy CHUTHAJIOB C yJacTHEM OefKa

1 3anporpammupoBanHOl KieTouHou cmeptu (PD-1) (cpeacTsa, Bo3aeicTByromero Ha PD-
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1), u 3¢¢eKTHBHOTO KOJIWYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TIOMABIIATH TEPeaavy
CHTHAJIOB C YYacTHEM T-KIE€TOYHOTO COJEPIKAIIEro JOMEHBI HMMYHOTTIOOYTMHA U MyLIMHA
oenka 3 (TIM-3) (cpenctsa, BO3melcTByromero Ha TIM-3). B HekoTOphIX BapwaHTax
OCYIIECTBIICHUS TAaKOH CHOCOO0 BKIIOYaeT BBeACHHE JS(P(PEKTUBHOTO KOJIHYECTBA
MOJMIIENITHIA, KOTOPBIA crmocoOeH cBa3pBath LAG-3. B HekoTopeix BapuaHTax
OCYIHECTBICHHS TAKOU CITOCO0 BKITIOYAET BBEACHHUE 3(P(PEKTHBHOTO KOTMYECTBA BBIICTICHHON
HYKJIEMHOBOMW KHUCJIOTHI, KOJUPYIOMEH TTOJUTIETITH, KOTOPBIN criocoOeH cBsa3biBaTh LAG-3.
B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHUS TAKOHM CTIOCOO BKIIIOYAET BBEACHHE 3(PPeKTUBHOTO
KOJIMYECTBA BEKTOPA, KOTOPBIA KOAUPYET MOITHIENTH, CrocoOHBIM cBs3bBarh LAG-3. B
HEKOTOPBIX BapPUAHTAX OCYIIECTBIICHUS TAKOM CIIOCOO BKJIIOYAET BBEJCHHE 3(P(PEKTUBHOTO
KOJIMYECTBA BBIICICHHOM KIIETKH, COAEPKALICH HYKICHMHOBYIO KHCIOTY WM BEKTOP,
KOJIUPYIOIIHE TIOJHITETITHT, KOTOPBIN crtocoOeH cBsa3biBaTh LAG-3. B HEKOTOPBIX BapuaHTax
OCYIIECTBIIEHHS TAKOW CIOCOO BKIIOYAeT BBeACHHE 3(P(PEKTUBHOTO KOIHYECTBA
KOMIIO3ULIMH, COJAEP/KAIIEH MOJUIENTH], HYKICHHOBYIO KHCIIOTY, BEKTOpP MU KIETKY,
ONHCAHHBIE B JAHHOM JOKYMEHTE. B HEKOTOpPBIX BapHaHTax OCYIIECTBICHUS IIOCTE
BBEJICHUU TOJUIENTHA, HYKICHHOBOM KHCIIOTHI, BEKTOPA, KIETKH MM KOMIIO3UIUM I10
HACTOAIIEMY H300PETEHHIO HMHAYLIUPYETCS WMMYHHBIH OTBET Yy MJIEKONUTAOmEro. B
BapHaHTaX OCYINECTBJICHH CPECTBO, Bo3AeHcTBYIomEee Ha PD-1, mpencrasnser coooi TSR-
042. B BapmaHTax OCYIIECTBICHHUS CPEICTBO, Bo3AcHcTByromee Ha TIM-3, mpeacrtasnser
coooir TSR-033. B BapmaHTax OCYHIECTBICHHSA CPEACTBO, Bo3acHcTByromee Ha PD-1,
npeacrasiasger cooor TSR-042, u cpeactBo, Bo3aelcTByromee Ha TIM-3, mpencrasnser

coooit TSR-033.

[0069] Taxoke mpemxycMOTPEHBI CITOCOOBI YCHJICHHS MMMYHHOTO OTBETa WITH
MOBBIIICHUA AKTUBHOCTH MMMYHHOM KIJIETKM Y MIEKOIHTAIOIIET0, Y KOTOPOTrO0 HMMEETCS
HapyIIeHHE, KOTOPOE YyBCTBUTENBHO K MOJABIIEHUIO reHa 3 akruBaruu muMgpormToB (LAG-
3). B HEKOTOpHIX BapWaHTaX OCYIIECTBIEHUS TAaKOW CIOCOO BKIIOYAECT BBEJCHHUE
3¢ PeKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOAABIATH TEPENady CHTHAIIOB C
yuactreM reHa 3 akrusanmn mamdormtos (LAG-3) (cpenctsa, Bo3aeicTByromero Ha LAG-
3). B HEKOTOpHIX BapWaHTAaX OCYIIECTBIEHHUS TAaKOW CMOCOO BKIIOYAET BBEJCHHUE
3¢ PEeKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOAABIATH TMEPENady CHTHAIIOB C
yuactreM reHa 3 akrusanun tamdormtos (LAG-3) (cpeactsa, Bo3aeicTpyromero Ha LAG-

3), 3 ek THBHOTO KOJTUYECTBA CPEICTBA, KOTOPOE CIIOCOOHO TTOAABIIATH MEPEIATy CHIHATIOB
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c ywactuem Oenka | 3amporpammupoBanHOM Kierounou cmeptu (PD-1) (cpenctsa,
Bo3aeHcTByromero Ha PD-1), u 3¢dexTnBHOTO KONMHYECTBAa CPEACTBA, KOTOPOE CIIOCOOHO
MOJABJATh TMEPEAAYy CHTHAIOB C y4YacTHEM T-KIETOYHOTO COJEPKAIIEro JIOMEHBI
UMMYyHOTTIOOyrHA U MynuHaA Oenka 3 (TIM-3) (cpeactsa, Bo3aekcTeyromiero Ha TIM-3). B
HEKOTOPBIX BapPUAHTAX OCYIIECTBIIEHHS TAKOM CIIOCOO BKIIOYAET BBeAeHHUE 3()(PEeKTUBHOTO
KOJIMYECTBA MOJHUMENTHAA, CTIOCOOHOTO CBiA3bIBaTh LAG-3, HH BeIIEIEHHOW HYKIEUHOBON
KHUCIIOTBI, KOJUPYIOIIEH TAaKOW TMONMIENTHA, WJIH BEKTOPA, COAEPKALIETO TAaKYyHO
HYKJICMHOBYIO KHCJIOTY, WJIA BBIJETICHHOMN KIIETKH, COAEPKALICH BEKTOP, WM KOMIIO3HILIHH,
coAeprKaies mo0oe M3 MPEUIECTBYIOMETO, B PE3YlIbTaTe€ YEr0 Yy MIECKOMUTAIOIIETO
MHAYLMPYETCS UMMYHHBIM OTBET. B HEKOTOPBIX BapHaHTaX OCYIUECTBICHHA HMMYHHBIH
OTBET TIPEACTABISAET COOOW TyMOPANbHBIA WA OMOCPEIOBAHHBIM KIETKAMH HMMYHHBIN
OTBET. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS MMMYHHBIH OTBET IPEICTABISET COOOU
CD4 unmu CD8 T-kineTouHsl OTBET. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS UMMYHHBIN
OTBET TpEACTaBIAeT cO00M B-KimeTounsnii oTBeT. B BapmaHTax OCYIIECTBIECHUS CPEACTBO,
Bo3zeHcTByromee Ha PD-1, npeacrasmser co6oii TSR-042. B BapuanTax ocymecTBieHHS
cpeactBo, BozjaedcTByromee Ha TIM-3, mpeacrasmser coboéi TSR-033. B BapmanTax
OCYIIECTBJICHUS CPEACTBO, Bo3aeHcTByromee Ha PD-1, mpeacrasnser codori TSR-042, u

cpencTso, BozaercTRyromee Ha TIM-3, mpencrasnset coooi TSR-033.

[0070] Taxke TpPeayCMOTPEHBI  CIIOCOOBI  JICYCHHS  HAPYIIEHUS Y
MJIEKOITUTAFOIIETO, KOTOPOE YYBCTBUTEIHHO K TOIABIICHHUIO T€HA 3 aKTUBALMH JTUMQPOIUTOB
(LAG-3). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS TAKOH CIMOCOO BKIFOYAET BBEICHHUE
3¢ PEeKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOAABIIATH TEPEady CHTHAIIOB C
yuactueM reHa 3 akruBanun mumbormtos (LAG-3) (cpenctsa, Bo3aeicTByromero Ha LAG-
3). B HeEKOTOpHIX BapWaHTAaX OCYIIECTBIEHUS TAaKOW CIOCOO BKIIOYAET BBEJCHHUE
3¢ PEeKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE COCOOHO TIOAABIATH TEPEady CHTHAIIOB C
ydactueM rera 3 akrusanun maMpormros (LAG-3) (cpeactsa, Bo3aehicTByromero Ha LAG-
3), 3 PeKTHBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TIOAABIIATH MEPETavy CHTHAJIOB
c ywactuem Oenka | 3amporpammupoBanHOM Kierounor cmeptu (PD-1) (cpenctsa,
Bo3aeHcTByromero Ha PD-1), u 3¢dexTnBHOTO KONMHYECTBAa CPEACTBA, KOTOPOE CIIOCOOHO
MOAABIIATh TIEPEJAYy CHTHAJIOB C Yy4YacTHEM |-KIETOYHOTO COAEP)KAIIETO JOMEHBI
HMMYHOTTIOOyHHA 1 MymuHA Oenka 3 (TIM-3) (cpeactsa, Bo3aekcTeyromniero Ha TIM-3). B

HEKOTOPBIX BAPHUAHTAX OCYIIECTBIICHHA TAKOW CIIOCOO BKIFOYAET BBeAeHHE 3()(PEeKTHBHOTO
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KOJIMYECTBA TOJHUIENTHAA, CTTOCOOHOTO CBs3bIBaTh LAG-3, HnH BRIIENEHHOW HYKJICHHOBOM
KHUCJIOTBI, KOJUPYIOIIEH TAaKOW TONMIENTHA, WJIH BEKTOPA, COAEPKALIETO TAaKYyIO
HYKJIEMHOBYIO KUCJIOTY, WJIM BBIACIICHHON KJIETKH, COAEPKAIIeH BEKTOP, WM KOMIIO3HULIMH,
coAepxammed mo00e W3 MPENIIECTBYIOIIETO, MJICKOMHUTAIOMEMY, Y KOTOPOTO HMEETCS
HApyLIEHHUE, KOTOPOE€ YYBCTBUTEIbHO K mogaBieHuto LAG-3, BcleacTBue 4Yero
OCYILECTBISIIOT JICYEHHE HAPYLICHHWsS Yy MIEKONMUTAIOIIEro. B BapuaHTax OCyIIECTBICHUS
cpenctso, BosumeucTByromee Ha PD-1, mpencraBnser coOoit TSR-042. B Bapmantax
OCYIIECTBJICHUS CPEACTBO, Bo3aencTByromee Ha TIM-3, mpeacrasnser coboir TSR-033. B
BapUaHTaX OCYIIECTBJICHHS CPEICTBO, Bo3aencTByromee Ha PD-1, mpencrasnser coooit TSR-

042, u cpeactso, Bo3aeucTByromee Ha TIM-3, nmpencrasnser coooit TSR-033.

[0071] B  BapmanTtax  OCYHIECTBIECHHS  paK  TPEACTABIIET  COOOM
aJICHOKAPLIMHOMY, PaK SHAOMETPHA, pak MOJOYHOHM >KENe3bl, paKk SAMYHHMKA, PaK IICHKHU
MaTKH, pak (pajuTONHeBOW TPYOBL, paK SWUYKA, MEPBUYHBIA PaK OPIOIIWHBI, Pak TOJCTOM
KUIIKH, KOJOPEKTAIBHBIA PaK, pak TOHKOIO KHINEYHUKA, IUIOCKOKIETOUHYIO KapLUHOMY
aHyca, MJIOCKOKIETOYHYI0 KapUMHOMY ITOJIOBOTO YJI€HA, IUIOCKOKIETOYHYIO KapLUUHOMY
HIEMKHA MATKH, TUIOCKOKJIETOUHYIO KapIMHOMY BJIarajiMiia, IMIOCKOKIETOUYHYI0 KapLHOMY
BYJIbBBL, CAPKOMY MATKHX TKaHEH, METAHOMY, TIOYEYHOKIIE TOYHYIO KAPIIUHOMY, PaK JIETKOTO,
HEMEJIKOKJIETOUYHBIM ~ paK JIETKOTO, aJCHOKAPUUHOMY JIETKOTO, IDIOCKOKJIETOYHYFO
KapIMHOMY JIETKOTO, PaK JKEIyAKa, PaK MOYEBOTO MY3BIPSA, PAK KETIHOTO MY3BIPS, PaK
TICYEHH, PAK IUTOBUIHOH JKEJIE3bl, PAK TOPTAHH, PAK CIFOHHOM KEIIE3bl, PaK MHUIIECBOIA, PaK
TOJIOBBI ¥ TIIEH, TUTOCKOKIIETOYHYIO KAPLIIWHOMY TOJIOBHI M IIIE€H, PAK MPEICTATEITBHOH JKETIE3bI,
PaK TIO/DKEITYTOYHOH JKENe3bl, ME30TeIIMOMY, KAPUUHOMY M3 KIETOK MepKens, capKomy,
TIHO0IaCTOMY, TEMATONOTHYECKHHA paK, MHOKECTBEHHYI0 MHEJIOMY, B-KIeTo4Hy¥o
mampomy, T-knerounyro mampomy, muMbpomy XoHKKHHA/TIEPBHYHYIO MEIHACTHHATIHHYFO
B-kmetounyro nmuM@oMy, XPOHHYECKHH MHEIIOTEHHBIH JICHKO3, OCTPBIA MHUEITOUIHBIA
JEeWKO3, OCTPHIM TUM(OOIACTHBIN JIEWKO3, HEXOUKKHHCKYIO TMM(poMy, HeHpoOIacTomy,
omyxonb CNS, muddysayro rmmomy ctsona ronoBaoro mosra (DIPG), capkomy FOwunra,
SMOPHOHANBHYI0 Pa0IOMHOCAPKOMY, OCTEOCAPKOMY HWIIKM OImyXoyib Bumemca. B BapmanTax
ocyiecTBieHusa pak sBmugetcss MSS wnmm MSI-L, xapaktepusyeTcss MHUKpPOCATENIMTHOM
HecTabuimpHOCTRIO, sBisteTcss MSI-H, umeer Beicokyto TMB, mmeer Bbeicokyro TMB u
spisiercs MSS umu MSI-L, umeet Boicokyro TMB u ssnsercs MSI-H, umeer medektryro

cucteMy pemnapamnuu ommoOouHoro crapuBaHus JIHK, umeer nedexr B rene pemapanuu
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oumOouHoro crapuBanusa JIHK, mnpeacraBmser co0oi rumepMyTHPOBAHHBIM pak,
npeactasmsiet cooou pak HRD i HRR, nipemycmaTtpuBaeT MyTaiio B mojiaMepase-aeibTa

(POLD) nmm mpexycMatpuBaeT MyTaiwio B mommmepase-smncuiion (POLE).

[0072] B HEKOTOpHIX BapHaHTaX OCYINECTBIIEHHUS PaK MPEACTAaBIAET co00i B-
KPYITHOKJIETOUHYIO JTUM(POMY, THUMOMY, OCTPBIH MHETOWIHBIA JIEWKO3, OMyXONb SHYKA,
a/ICHOKAPILIMHOMY JIETKOTO, HEMETIKOKIIETOUHBIHM PaK JIETKOT0, CBETIIOKIETOYHBIN PaK MOYKH,
pPaK MOJOYHOHM >KeNe3bl, TPKAbl HEraTUBHBIA pak MmonouHoi kene3sl (TNBC), pax
MOJIOYHOW JK€JIe3bl, OTAMYHBIA OT TPWiapl HeratuBHOro (ormumuHed ot TNBC), pak
JKEMYKA, IIIOCKOKIIETOYHBIN PaK JIETKOT0, ME30TENHOMY, PAK IMOLKETY IO YHOM JKEJIE3bl, pak
HOIEMKW MATKH, paKk rOJIOBBI W IIE€H, MEJIAHOMY, TEMaTOLEIUTIOJPHYIO KapUUHOMY, pak
HOCOIJIOTKHM, PaK IMIIEBOJA, AJCHOKAPLMHOMY TOJCTOM KHIIKH, KOJOPEKTAIBHBIN paK,
KapLUHOMY NPAMOM KHIIKH, XOJAHTHOKAPLUHOMY, PaK 3HIOMETPUA MATKH, CAPKOMY, paK
MOYEBOTO ITy3bIPA, KapLUUHOMY IIMTOBUAHOM JKE€JIE3bl, MNANWULIPHBIM paK IOYKH,
MyJIbTH(GOPMHYIO TITHOOIACTOMY, PAaK IEUYEHH, KAPIMHOCAPKOMY MATKH, ()EOXPOMOLIUTOMY,
BBICOKOAH(P(HEPEHITUPOBAHHYIO TIIHOMY, XPOMO(OOHBIH ITOYEYHOKIIETOYHBIH pakK, pak
HAJAMOYEYHUKA UITH YBEATbHYIO MeNaHOMY. B BapuaHTax ocymecTBieHHs pak sBisieTcss MSS
wnu MSI-L, xapakTepu3yeTcss MUKPOCATEIUTMTHOM HECTaOMIIBHOCTBIO, siBjsieTcss MSI-H,
umeeT Beicokyro TMB, umeeT Boicokyro TMB u saBnsercs MSS unu MSI-L, umeet BbICOKYIO
TMB u asisietcs MSI-H, umeeT ne)eKTHYIO CHCTEMY peniapamyy OIHOOYHOTO CTIAPUBAHUS
JIHK, nmeet nedexr B reHe pemapammu ommoouHoro criapuBanus JJHK, mpeacrasnser coboi
THIIEPMYTHPOBAHHBIA pak, mpeactaBmsieT coboi pak HRD wmm HRR, mpexycmarpusaet
MyTanuio B mommMepase-aenbra (POLD) unm npeaycMaTpuBaeT MyTaIHIO B TOJIMMEpa3e-

sncunoH (POLE).

[0073] B BapmaHTax OCYHIECTBIIEHWS PaK MPEACTABISET COOOH MENaHOMY,
MOYECHYHOKJIETOYHYIO KAapLIMHOMY, PaK JErKOro, pak MOYEBOTO ITy3bIpsA, PaK MOJIOYHOM
JKEJIE3bI, PaK NIEMKU MATKH, PaK TOJICTOM KHIIKH, PaK >KETYHOTO ITy3bIPs, PaK rOPTaHHU, PaK
MICYCHW, PaK MIUTOBUAHOM SKENE3bl, PAaK JKEIyAKa, paK CIIOHHOM JKENE3bl, pPakK
MPEACTATENBHOM JKEJIE3bI, PAK MOKEITYJOYHOM JKENIE3bl, PAK SHAOMETPHSA, PAK SUYHHUKA WU

KapLUUHOMY M3 KIIETOK Mepkens.

[0074] B  BapmaHTax  OCymIECTBIEHHA paKk  MPEACTABIAET  COOOHU

HEMEJIKOKIIETOUYHBIA PaK JIETKOTO, PaK SHAOMETPHs, ITOYEYHOKIECTOYHBIA PAK, PaK IIECHKH
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MATKH, PaK XKEITyKa, KOJTOPEKTAIIbHBIN PAK HIIA TPYOKAbI HETATUBHBIM PAK MOJIOYHOM >KEIIE3BI

(TNBC).

[0075] B BapmaHTax OCYIIECTBICHHS paK HWMEET JAePUIMT penapanuu
MOCPEACTBOM TOMOJIOTHYHON peKOMOUHAIWH/ epuimT romonoruuHou penapanuu («HRD»)
WIA XapakTepu3yeTcs MyTallMed WM JelielMedl TeHa pEemapaluyd TOCPEACTBOM
romoJyioruuHoi pekomOunHaimu (HRR). B BapmanTax ocymiecTBieHHs pak HPENCTaBISACT
co00# pak >HAOMETpHs, HeoOs3arenbHO pak sHAoMerpus MSI-H wm MSS/MSI-L. B
BApHAHTaX OCYIIECTBIICHUS PaK MPEACTABIAET COOOM pak 3HIOMETpHsA (Hampumep, pak
supometpuss MSI-H umu MSS/MSI-L). B BapuanTax OCyIECTBICHHS pPaK MPEACTABIIACT
coooit pak MSI-H, mpenycmarpuBaromuii mytammto B POLE wmmu POLD (mampumep,
HesHAoMeTpHanbHbIM pak MSI-H, npexycmarpusarommit mytaruo B POLE unu POLD).

[0076] B BapuaHTax OCYIIECTBJICHHS PaK MPEACTABIAECT COOOH paK MOJIOYHOU
JKene3bl (HampuMmep, TPWIKABI HETAaTHBHBIM pak MOJIOYHOMW JKelle3bl). B  BapmaHTax
OCYIIECTBIICHHS PaK MPEACTABIIET COOOH pak SMYHWUKA (HAIIPUMEP, STHMTEIIHAIBHBIN paK
AMYHHUKA). B BapuaHTax OCYIMECTBIICHUS PaK MPEACTaBIIACT COO0H pak JIETKOTO (HarmpuMep,
HEMEJIKOKJIETOUHBINA PaK JIETKOr0). B BapuaHTax OCYHIECTBICHHS PaK MPEACTABIIET COOOM
MenaHoMy. B BapHaHTaxX OCYIIECTBIIEHHS PaK TMPEACTABISIET COOOM OCTPHIM MHUETOUIHBIN
JerKko3. B BapuaHTax OCymecTBICHHs paK MPEACTABIAET COOOM OCTPBIH THM(OOIaCTHBIN
Jerko3. B BapuaHTax OCyIIeCTBIEHHS PaK MPEACTABISET COOOH HEXOHKKHHCKYIO TUMGBOMY.
B BapuanTax oCymecTBICHUS paK MpeAcTaBIsaeT cooor mmpomy XomkkuHa. B BapuanTax
OCYIIECTBJICHUS PaK MPEACTABISIET COOOM HelpoOmacTtomy. B BapmaHTax OCYIIECTBICHHS
pak mpeacrasiseT coooi omyxonb CNS. B BapraHTax OCyHIECTBIICHHS pPakK MPEACTABIIIET
co0oit muddy3Hyro rromy cTBona rojoBaoro mosra (DIPG). B BapuaHTax ocymecTBICHUS
pak mpencTaBiseT cooou capkomy FOuHra. B BapranTax ocymiecTBICHHS PaK MPEICTABISCT
c000# SMOPHOHATBHYIO pPabIOMHOCapKOMY. B BapuaHTax OCyIIECTBICHHS PaK MPEICTABIISIET
co0oil ocTeocapkoMy. B BapuaHTax OCYHIECTBIIEHHS pPaK MPEACTABIIET COOOM OITyXOJb
Bunsmca. B BapuaHTax ocymiecTBICHHS pak MPEACTABIAET COOOH CapKOMY MATKHX TKaHEH

(HarmpuMep, TeHOMHOCAPKOMY ).

[0077] B HEKOTOpBIX BapuaHTax OCYINECTBIICHUsA Yy MAlMEHTAa MMEETCA PAK,
TaKOW KakK HeMmeNKokiIeTouHbrd pak jerkoro (NSCLC), me4eHOYHOKIETOYHBIM PaK, pak
MOYKH, METIAHOMA, PaK IIEWKH MATKH, KOJIOPEKTAIBHBIN paK, MIOCKOKIETOYHAs KapLUUHOMA

AHOTCHUTAJIbHOM O6J'IaCTI/I, PaK roJIOBbI K IICH, TPHXKABI HETaTUBHBIN paxk MOJIOYHOM JKCIIC3hI,
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paK SIMYHHMKA WA PaK SHAOMETPHUs. B HEKOTOPHIX BapHaHTAX OCYMICCTBIICHHS Yy TAIMECHTA
AMEETCS PaK C MHKPOCATEINIATHOW HECTAOWIBHOCTHIO. B  HEKOTOPBHIX BapHaHTax
OCYIIECTBJICHUS MHUKPOCATEIUIUTHAS HECTAOWIBHOCTh CUHUTACTCA BBICOKOH, TPH 3TOM
HECTAOMJIbHOCTh 3HAYUTEIIHO BBIMIE, YeM HECTAOWIHHOCTH, HAOMOJaeMast B KOHTPOJIbHON
knetke (Harpumep, ctatyc MSI-H). B HekoTOpBIX BapuaHTaX OCYINECTBIICHHS Y TAIMEHTA
UMEETCS COJTUIHAS OIyXO0JIb. B HEKOTOPHIX BapHaHTAaX OCYIIECTBICHUS Y TAIMEHTa UMEETCS
CONMUAHAA OIMyXOJIb HAa TO3AHEH cTaguu. B HEKOTOPHIX BapuUaHTaX OCYINECTBICHHA Y
MAIMEHTa UMEETCS COTUIHAS OIyXOJIb HA MO3JTHEH CTaJWU, TaKas KaK HEMEITKOKIIEC TOUHBINA
pak nerkoro (NSCLC), meyeHOYHOKIETOUHBIM paK, paKk IMOYKH, METAaHOMA, PaK MMeEHKH
MaTKH, KOJTOPEKTAIBHBINA PaK, TUIOCKOKIETOYHAS KaPIIHHOMA aHOTEHUTAIBHON 00JIaCTH, pak
TOJOBBl M IIEH, TPWXKIAbl HETATUBHBIM pPaK MOJIOUHOM JKENE3bl, PaKk SWYHUKA WK Pak
SHAOMEeTpHs. B HEKOTOpPBIX BapHaHTaX OCYINECTBICHHS y TMAIMEHTa UMEETCS COJHIHAS

OIyXOJIb HAa TIO3AHEN CTAJTUHN C MUKPOCATEIUIMTHON HECTAOMIBHOCTBIO.

[0078] B HEKOTOpBIX BapHaHTAaX OCYIIECCTBICHUS VY TALMEHTa HMMEETCA
reMaToJIOTHYECKUH pakK. B HEKOTOPBIX BapuaHTax OCYIIECTBIICHUS Y MAllUEHTAa HUMeEeTCA
TeMaTOJIOTHIECKHU paK, Takou Kak auddysnas B-kpynmHoknerounas mumpoma («KDLBCLy),
mampoma Xomkkuaa («HLy»), Hexomkkmackas mumdoma («NHL»), dommkynspras
mampoma («FL»), octperit MuenonmgHbIi eiko3 («AMLY), ocTpbiii iuM(oOIac THEIH TeHK03
(«ALL») nnu mHOKkecTBeHHAs MuenoMa («MM»). B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS

y MAIHEHTA UMEETCS TEMATOJIOTHYECKUH Pak ¢ MHKPOCATEINTUTHON HECTAOMITbHOCTHIO.

[0079] B HekoTOphIX BapuaHTax OCYHICCTBIICHHS Yy MAllUEHTa UMEETCA PakK,
xapaktepusyronmiics dSkcnpeccued PD-1 w/mumm PD-L1. B Hekoropeix BapuaHTax
OCYINECTBJICHUS PaK XapaKTepH3yeTcs BBICOKOM skcmpeccued PD-1 w/wmma PD-L1
(Hampumep, BBICOKOM d3kcmpeccued PD-1 w/mmm BbicOKOM skcmpeccued PD-L1). B
OMNPEICIICHHOM BapUaHTE OCYIICCTBIICHHS PaK, XapakTepusyrommuica skcnpeccuerd PD-1
wumn PD-L1, mpexactaBmsser co0OW pak TOJNOBBI M INEH, PaK JIETKOTO (Hampumep,
HeMeNKOKIe TouHbIN pak jgerkoro (NSCLC)), pak mo4kH, pak MOYEBOTO Iy3BIPs, METAHOMY,
KapLUUHOMY U3 KIIETOK MepKkens, pak MEeNKH MaTKH, PaK BIIAarajIvINa, PaK BYJIbBBL, PaAK MATKH,
paK >HIOMETPHS, PaKk SHUYHUKA, PaK (aUIONMUEBOW TPYOBI, pPaK MOJOYHOH IKEIE3bl, pak
MPEACTATEIBHON JKENE3bl, OIMYXOJb CIIOHHOM JKENE3bl, TUMOMY, aJPEHOKOPTHKAIBHYIO
KapUMHOMY, PaK IHMINEBOAA, PaK >KEIyJAKa, KOJOPEKTAJIbHBIM paK, paK anmeHIuKca,

KapIMHOMY YPOTEITHAJIbHBIX KIETOK WM IDIOCKOKIETOYHYIO KapiuHoMy (Hampumep,
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JIETKOTO;, AaHOTEHHUTAIBHOM OOJIACTH, B TOM YHWCIIE aHyCa, MOJIOBOTO YJIEHA, IEWKH MAaTKH,
BJIATAJTMINA WITH BYJIBBBI, WK MHIICBO/A). B HEKOTOPHIX BapHaHTaX OCYMIECTBICHHS PakK,
xapaktepusyronmiics skcnpeccuert PD-1 w/uma PD-L1, mpencrasnset coO0i aHATBHBIH PakK,

pak (ammonreBol TPyOBI, Pak SUYHUKA WK PAK JIETKOTO.

[0080] B HekoTOpBIX BapHaHTaXx OCYLIECTBIICHUS Yy MAlMEHTa MMEETCA PakK
TOJIOBBI M IIEH, PaK JIETKOTO (HampuMmep, HeMeTKoKIeTouHbIH pak jgerkoro (NSCLC)), pak
MOYKH, PAK MOYEBOTO MY3BIPS, MEJIAHOMA, KapIHHOMAa W3 KJIETOK Mepkeys, pak MIeHKH
MAaTK{, PaK BJArajvina, PaK BYJIbBBI, PaK MAaTKH, pak SHAOMETPHS, pak SUYHUKA, PaK
(dannonueBol TPYObI, pak MOJOYHOM >KENe3bl, pak MpPEACTATEIbHOM >KENe3bl, OMyXOIb
CITFOHHOM >KE€JIE3bI, TAMOMA, aJPCHOKOPTHKAIbHASA KapIIHHOMA, PaK MUIIEBOA, PAK KETyIKA,
KOJIOPEKTAJIbHBIM paK, pak anmeHAWKCa, KapIUHOMA YPOTEIHUAJIBHBIX KJIETOK HIH

IUIOCKOKJICTOYHAA KapIUuHOMaA.

[0081] B BapmaHTax OCyIIECTBICHHS PAaK MPEICTABIIAET COOOH paK Ha O3 HEH
cragud. B BapuaHTax OCYIIECTBIIEHHS PaK MPEACTABIIET COOOM MeTACTAaTHYECKUH pak. B
BapHaHTaX OCYIICCTBICHHA PaK mpexacraBiaser coboi pak MSI-H. B BapumanTax
OCYIIECTBJICHUS pak TpeAcTaBisieT coOoi pak MSS. B BapmaHTax OCYINECTBICHHSA PaK
npeacraeiaser cobor POLE-myranTHBI pak. B BapmaHTax OCyINECTBIECHHS pak
npeacrasiaser cob6oi POLD-myranTHBIi pak. B BapmaHTax OCyIIECTBIEHHS pak
npeAcTaBIsgeT coO0M pak ¢ Beicokod TMB. B BapranTax ocymiecTBIEHHS pak acCOLMUPOBAH
C JeHIUTOM permaparyud TOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIHMH/Te(DHITHTOM
romojioruaHoi pemapanuu («HRDy) wnm xapaktepusyeTrcs MyTanmed WM Aeelreld TeHa

permapanmy mocpeacTBOM roMmoaorudHon pekomouHamu (HRR).

[0082] B BapmaHTax OCYIECTBICHHA PaK TMPEACTABIACT COOOW COTHIAHYIO
OImyXxoJb. B BapraHTax OCyIIECTBIECHHS CONM/IHAS OMYXOJIb HAXOJUTCS Ha MO3AHEHN CTaauu.
B BapmaHTax OCYIIECTBIEHHS COJMHIHAS OIyXOJb MPEACTABIAET COOOH METACTATHYECKYIO
COMIHYIO OyXOJb. B BapraHTax OCYIIECTBICHHS CONHIAHAS OITYXOJb MPEICTABIIET COOOH
conmuaHyro omyxojib MSI-H. B BapuanTax ocymiecTBIeHHs COMUAHAS OMyXO0JIb MPEACTABISAET
coboii comumHyro omyxoias MSS. B BapuaHTax OCYIIECTBIEHHS COJIMTHAS OITYXOJIb
npeactasisier coooi POLE-MyTaHTHYIO COTMIHYIO OMyXO0Jb. B BapuaHTax ocymiecTBIICHHS
CONMMOHAS OIMyXOoJib TpencTaBmsier coOo POLD-MyTaHTHYIO CONMHIHYIO ONyXomb. B
BApPHAHTaX OCYIIECTBIICHUS COJUIHASA OIMYyXOJIb MPEICTABIAET COO0H COMIHYIO OIMyXOJb C

BeiIcOKOM TMB. B BapuanTax OCYIIECTBIIEHHS CONMAHAS OMYXOJb AaCCOLMMPOBAaHA C
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aeumuToM  pemapamMH  MOCPEACTBOM — TOMOJIOTHYHOM — peKOMOWHAIUH/Aepuimrom
romosoruaHoi pemnapaunu («HRDy) nnm xapakrepusyercs MyTanmend WM Aelered TeHa

pernapanyy nocpeacTBoM romoiaorudHon pekomomnaanuu (HRR).

[0083] B  BapmaHTax  OCyHIECTBICHHA paKk  MPEACTABIAET  COOOHU
HESHIOMETPHUANBHBIN paKk (HampuUMep, HESHAOMETPUANBHYIO CONMAHYIO OMyXxonb). B
BapHAHTaX OCYHIECTBIICHHUA HEIHIOMETPHATIBHBIA PAK MPEACTABIAECT COOO0HM paK HA MO3AHEN
cragud. B BapuaHTax OCYIIECTBJIECHHUS HEIHAOMETPHAIBHBIM pak MPEACTAaBISET COOOH
METAaCTaTHYECKUM pak. B BapumaHTax OCYINECTBICHHUS HEIHAOMETPHAIBHBIM  pakK
npeactasiseT co0oit pak MSI-H. B BapuanTax ocymiecTBieHHs HEIHAOMETPHATBHBIA PaK
npeacTaBiseT co0od pak MSS. B BapuaHTax OCyIIECTBICHHUS HEIHJAOMETPHAIBHBIN PaK
npeacraeiasier  coboir  POLE-mytanTHbIi pak. B BapumaHTax  OCyIIECTBIIEHUS
HEIHJOMETPHAIIBHBIM PaK MPEJCTABIAET COOOH COMMIHYIO OMYXOIb (HAPUMED, COIHIHYIO
omyxonb MSS, comunnyro omyxoms MSI-H, POLD-MyTaHTHYIO COMMAHYIO OMYXOJb WU
POLE-myTanTHy0 COJIUAHYIO OITyXOJIb). B BapUaHTax OCYHIECTBIICHHA
HESH/IOMETPHANBHBIA PaK TPEACTaBIIET coOoi pak ¢ Beicokod TMB. B BapumanTtax
OCYIIECTBIICHUS HEIHJOMETPHANBHBIM pPAaK AacCCOLMHPOBAH C Je(HUIMTOM perapanuu
MOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIMH/AECPUIMTOM TOMOJIOTHYHOW pemapanyuu
(«<HRD») wmu xapakTepu3yercss MyTallded WK ACJICIHeld TeHa penapandd TOCPEICTBOM

romonoruuHoi pekomOunanmu (HRR).

[0084] B BapuaHTax 0CyHIeCTBIEHUS PaK MPEACTABIISET COOOH PaK YHAOMETPHS
(Hampumep, CONHAHYKO OIMyXO0Jib). B BapWaHTax OCYIIECTBICHHUS paK SHIOMETPHS
MpeACTaBIAET COOOH PaK Ha MO3AHEH cTaauy. B BapuaHTax OCYIIECTBICHHS PaK SHAOMETPHUS
MPEACTABIAET COOOM METACTATHYECKUAN pak. B BapHaHTax OCYIECTBIIEHHUS PaK SHAOMETPHUS
npeacTaBiasgeTr coboi pak sHAomeTpus MSI-H. B BapmanTax ocymiecTBieHHA pak
SHIOMETPHS MPEACTABISIET COO0H pak sHmoMeTprs MSS. B BapraHTax oCyniecTBIIEHHS pak
sHIoMeTpusa mpeactaBmsieT coOot POLE-myranTHBIN pak sHAoOMeTpusa. B BapmanTax
OCYIIECTBJICHHUS PaK YHAOMETpHs npeacTaBisieT codo POLD-MyTaHTHBIN pak SHIOMETPHS.
B BapmaHTax OCymECTBIEHHA PaK SHAOMETPHUSA MPEICTABIAET COOOM pak SHIAOMETPHUS C
BbicOKOM TMB. B BapuaHTax ocymiecTBIeHUS pak SHAOMETPHS aCCOIUUPOBAH C ACPHUITATOM
pemapanyi  IMOCPEJCTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/IE(DHUIIUTOM TOMOJOTHIHON
pemaparuu («HRD») wnm xapakrepusyetrcss MyTallied WM JIEJCIMEH TeHa pernaparyd

MOCPEACTBOM TOMOIOTHYHOU pekomOuHammu (HRR).
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[0085] B BapuaHTax OCyIECTBICHHsA pak MPEICTaBIIET COOOM pak JIETKOTO
(HammpuMep, CONMIHYIO OMYXO0Jb). B BapHaHTax ocymiecTBIEHH paK JETKOTO MPEACTABISAET
coOOM pak JErKoro Ha TO3AHEH cTragui. B BapmaHTax OCYIIECTBIEHHS PAaK JIETKOTO
MPEACTABISAET COOOM METacTATHYECKHH PakK JIErkoro. B BapwaHTax OCyIIECTBIEHHS pak
JIETKOTO TIPEJCTaBIAET COOOM TUTOCKOKIIETOYHYIO KapLHMHOMY JIETKOTo. B BapmaHTax
OCYIIECTBICHHS PAK JIETKOTO MPEICTABIAET COO0M MENKOKIeTOUHbIH pak jerkoro (SCLC).
B BapmaHTax OCYyHIECTBICHHS PAK JIETKOTO TMPEACTABIISIET COOOM HEMETKOKICTOYHBIM PaK
nerkoro (NSCLC). B BapmaHTax OCYIIECTBICHHUS paK JIETKOTO TPEIACTABIAET COOOH pak
nerkoro ¢ Tpancnokanuend ALK (Hanpumep, pak lerkoro ¢ u3BecTHOM TpaHcmokarueit ALK).
B BapuaHTax ocymiecTBIeHHS pak Jierkoro mpeacrtasisier cobo EGFR-myTanTHbIN pak
Jerkoro (Hampumep, pak Jerkoro ¢ wu3BecTtHou wmytampedn EGFR). B Bapuantax
OCYINECTBIICHHUS PaK JIETKOTO TPEACTABIIET coOoi pak jerkoro MSI-H. B BapmanTax
OCYINECTBIICHHUS PaK JIETKOTO TMpeacTaBisieTr coboi pak jerkoro MSS. B BapumanTax
OCYINECTBIICHHUS pPak jerkoro mpexactasiaser cobod POLE-myranTHBIA pak nerxoro. B
BapUAHTAX OCYIIECTBICHHSA PaK JIETKOro mpenactasiser coO0od POLD-myraHTHBIN pak
Jerkoro. B BapmaHTax OCYMIECTBICHHS PaK JIETKOTO MPEICTABIIET COOOH pak JIETKOTO C
BbicOKOM TMB. B BapmaHTax OCYIIECTBICHHS PaK JIETKOTO aCCOIMUPOBAH C Je(HIIMTOM
pemapanyi  MOCPeJCTBOM TOMOJIOTHYHOH PEKOMOHHAITUW/ e (PHUITATOM TOMOJIOTHYHOM
pemaparuu («KHRD») mnm xapakrepusyeTcs MyTallded WM JIeJICIHHEH TeHa perapanud

MOCPEACTBOM TOMOIOTHYHOU pekomOuHammu (HRR).

[0086] B  BapmaHTax  OCyHIECTBICHHA paKk  MPEACTABISET  COOOH
konopekTampabli  (CRC) pak  (HanmpuMep, COJMMIHYIO OMyXOJb). B  BapuaHTax
OCYINECTBIICHUS KOJOPEKTAIBHBIM PaK TPEACTABISIET COOOH KOJOPEKTATBHBIM pakK Ha
Mo3MHEHN cTamuu. B BapuaHTax OCYIIECTBICHHSA KOJOPEKTABHBIM PaK MPEICTABIAECT COO0U
METAaCTaTHYECKUH KONOPEKTAIbHBIN paK. B BapuaHTax 0CyIECTBIECHHA KOJIOPEKTATIbHBIN PaK
MpeacTaBisieT coO0M KonmopektanbHbld pak MSI-H. B BapmanTax ocymiecTBIeHUS
KOJIOPEKTAIbHBIM PaK TIPEACTABIAET COOOM KOJMOpeKTambHbIA pak MSS. B BapmanTax
OCYIIIECTBJICHUS  KOJIOPEKTAJbHBIM pak mpeactaBimsier cobodr  POLE-myTaHTHBIN
KOJIOPEKTAJbHBIA pak. B BapHaHTax OCYINECTBICHUSA KOJOPEKTAIBHBIA PaK MPEACTABIACT
cooori POLD-mMyTaHTHBI KOJMOPEKTAbHBIA pak. B BapmaHTax OCYyIEeCTBIICHUA
KOJIOPEKTATbHBIM PaK TPEACTABISAET COOOM KOJIOPEKTAIbHBIM pak ¢ Bbicokod TMB. B

BApPHAHTAaX OCYIIECTBIICHUS KOJIOPEKTATBHBIA PaK aCCOLMHUPOBAH C AEPHUIMTOM pemnapanuy
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MOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIIMW/ Ie(DUIIUTOM TOMOJIOTHYHOM pemapanuy
(«<HRD») mnmu xapakTepu3yeTcss MyTallied WM AeelHeld T€Ha penapanid TMOCPEICTBOM

romonioruuHol pekomounaarmm (HRR).

[0087] B BapmaHTax ocymiecTBIIEHHsI pakK MPEACTABIIET COOOM MenaHoMmy. B
BapHAHTaX OCYHIECTBIICHHUA METAHOMA MPEACTABIAET COO0M METAHOMY Ha TO3JHEH CTa HH.
B BapuaHTax ocyIiecTBICHHUA METAHOMA MPEACTABIIAET COOO0H METACTATHIECKYIO METAHOMY.
B BapmanTax oCymmecTBICHHS MeJaHOMAa TPEACTaBsieT coOoii Memanomy MSI-H. B
BapUAHTAaX OCYIIECCTBIIECHUS MEJIAHOMA TPEACTaBIsAeT coOor menanomy MSS. B BapuanTax
OCYIIECTBICHU MeNTaHOMa IpeacTaBisieT coooi POLE-myTranTHy0 Menanomy. B BapuanTax
OCYIIECTBICHUS MeJTaHoMa mpeacTaBisier coboir POLD-myrtantHyro wmenaHomy. B
BapHaHTaX OCYINECTBICHHUS MEIAaHOMA MPEACTaBIsAET cO00H MenaHomy ¢ Beicokoi TMB. B
BapHAHTAX OCYIIECTBICHHA MEJAHOMAa AaCCOLMHPOBAaHA C JePHIMTOM penaparyu
MOCPEACTBOM TOMOJIOTHYHOW —PEKOMOWHAIMH/ICPHUIMTOM TOMOJIOTHYHOW penapanyuu
(«<HRD») unmu xapakrepusyercss MyTallMeW WM JENelHed TeHa penapaiyy MOCPEICTBOM

romoJtoruaHoi pekomOunHammu (HRR).

[0088] B  BapmaHTax  OCYINECTBICHHA  paK  TPEACTaBIIET  COOOH
TUTOCKOKJIETOYHYIO KAapIUHOMY AaHOT€HHUTAIbHOW 00JacTH (HampuMmep, aHyca, MOJIOBOTO
yjieHa, INEHKM MAaTKH, Blarajiviia WIM BYJbBbI). B BapuaHTax oOCyIIECTBICHUS
TUTOCKOKJIETOYHAS KAPIUMHOMA AHOTEHUTAIbHOW 001acTH (HAIPHMEpP, aHyca, MOJOBOTO
YJieHa, MIEHKW MATKH, BIIATAJTAIIA UJTH BYJIbBBI) TIPEACTABIIACT COOOM PaK Ha MO3THEH CTaTHH.
B BapmaHTax oOCymiecTBICHHSA IUIOCKOKIETOYHAS KapIMHOMAa AHOTCHHTAIBHOW 001acTh
(HampuMep, aHyca, TMOJIOBOTO YIEHA, IEHKH MATKH, BJIATaJIMINA WA BYJbBbI) PEICTABIIACT
co0OM MeTacTaTHYeCKHH pak. B BapuaHTax OCYIIECTBIIEHUS TUTOCKOKIIETOYHAS KAPIIHHOMA
AHOTCHUTABHOM 007acTH (HampuUMep, aHyca, IMOJIOBOTO WIECHA, MEHKA MATKH, BIarajauina
wim ByJIbBHI) sBisieTcss MSI-H. B BapuanTax ocyniecTBneHHs MIOCKOKIETOYHAS KapIIMHOMA
AHOTCHHUTABHOM 007acTH (HampuMep, aHyca, IMOJIOBOTO YJICHA, MEHKA MAaTKH, BIIAraIHINa
WITH BYJTBbBHI ) siBlisieTcst MSS. B BapraHTax oCymiecTBICHHS Pak JIETKOTO MPEACTABISIET COOOH
POLE-myTaHTHBI pak. B BapumaHTax OCYIIECTBIEHHS IJIOCKOKJIETOYHAA KapLHUHOMA
AHOTCHHUTABHOM 007acTH (HampUMep, aHyca, MOJIOBOTO YWIEHA, MEHKA MATKH, BIarajuina
WA BYJBBBI) aCCOLMMPOBAHA C ACPHUIMTOM pemapanydd MOCPEICTBOM TOMOJIOTHYHON

pekomOuHamu/ nepunmrom romonormyHoM pemnaparuu («HRD») wmmm xapakrepusyercs
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MyTalMENd WA JETICIUEH TeHa penapanydyd MOCPEJACTBOM TOMOJIOTHYHOW PEKOMOWHAITUH

(HRR).

[0089] B BapuanTax ocymiecTBIEHHUS PaK MPEICTABIIET COOOH pak IMYHAKA. B
BapHaHTaX OCYIIECTBJIEHHSA PaK SAWYHWKA TPEIACTABIAET COOOM pak SMYHHKA HA TMO3THEH
cranun. B BapuaHTax OCyImeCTBICHHUS PaK SUYHUKA TPEACTABIIIET COOOM METACTATHIECKUI
pak AMYHKUKA. B BapraHTax OCyIIECTBICHUA PaK AMIHHUKA MIPEACTABIAET COOON paK IMYHUKA
MSI-H. B BapuanTax OCyIECTBIEHHUS paK AMYHUKA MPEACTABIIAET COO0H pak amuHuKa MSS.
B BapuaHTax OCyIIECTBIEHUS pak AWMYHHMKA mpeactaBiieT cooo POLE-myTtanTHeI pak
AWYHUKA. B BapmaHTax OCYIIECTBIEHHS pak sAWYHUKA Npeactasisier coboit POLD-
MYTaHTHBIM paK sSIMYHUKA. B BapuaHTax OCyHIECTBIECHHA paK AUYHHUKA NPEACTABISET COOON
pak sitm4HUKa ¢ BeIcOKOM TMB. B BapmaHTax OCyIIecTBIEHHs pak SSIMYHUKA aCCOLMUPOBAH C
AeUIUTOM ~ pemapalud  TMOCPEACTBOM  TOMOJIOTHYHOH — PEKOMOHMHAIMH/ IEDUITATOM
romoJnoruuHoi penapauuu («HRDy) nnu xapakrepusyercsa MyTauuen wim Aeienuen reHa
pemapammy  mocpeAcTBoM  romoyioruuHoM  pekomoOmHarmmu  (HRR). B BapmanTax
OCYIIECTBIICHHUS PaK SHYHHKA TPEICTABIET COOOW CEPO3HOKIETOYHBIM pak AWYHHKA. B
BapUAHTaX OCYIIECTBIICHHA PaK SUYHUKA TIPEICTABISIET COOOH CBETIIOKIETOYHBIM pPakK

SHYHHUKA.

[0090] B BapmaHTax OCYIIECTBIIEHHS paK MPEACTaBIIET COOOM pak
¢amnonueBol TpyOsl. B BapuaHTax oCcymiecTBICHHS pak (aIOMHeBOH TPYObI PEACTABIIIET
co0oi pak (amionmeBod TPyObl HA TO3JAHEH CTaauH. B BapHaHTaX OCYIIECTBICHUS pPaK
(ammonueBol TPyObI TPEACTABIAET COO0N MeTacTaTHYECKUH pak (amronueBor TpyOsl. B
BapUAHTAX OCYINECTBICHUS pak (ajutonueBo TPyObl TIPEACTaBIsSeT COOOH pak
damnonueBoit Tpyosr MSI-H. B BapmanTax ocymecTBieHHs pak (ammonueBoil TpyOsI
MpeACTaBIsieT coO00M pak damtonmueBo TpyOs MSS. B BapmaHTax OCymIIECTBICHHUS pPaK
damnonueBol TpyOs! nipeacrasiser cooor POLE-myranTHBIN pak dammonueBoit Tpyos:. B
BapUaHTAaX OCYIIECTBIICHUA pak (QautonueBor TPyOsl mpeacrapimsieT codoir POLD-
MYTaHTHBIM pak ¢amronueBoi TpyObl. B BapmaHTax ocymecTBIeHHS pak (amiomAeBOH
TPYOBI TIPEACTaBISET cOOOM pak damronmeBor TpyOsl ¢ Bbicokor TMB. B Bapmantax
OCYIIECTBIICHUS pak (PajUIONHUEBOM TPYObl AacCOIMUPOBAH C ACHHUIIMTOM peraparuu
MOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIMH/AEPUIMTOM TOMOJIOTHYHOW pemapanuu
(«<HRD») mnmu xapakTepu3yeTcss MyTallMed WK JeJeHeld T€Ha penapany MoCPeICTBOM

romosyioruaHoi pekomOnHamu (HRR). B BapmanTax ocymectBinenus pak QauionueBon
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TPpyOBI TPEACTABIAECT COOOW CEPO3HOKIETOUHBIA pak (hammommeBod TpyOsl. B BapmanTax
OCYIIECTBICHHUS PaK (PamIonueBOd TPYyOBI TPEACTABIAECT COOOM CBETIIOKIETOYHBIM pak

(annonueBor TPyOHI.

[0091] B BapuanTax oCymecTBICHUS pak MPeACTaBIAET COO0H MEPBUYHBIN pak
OprommHbL. B BapmaHTax OCYIIECTBICHUS MEPBHYHBIM PAK OPIOIIMHBI MPEACTABIAET COO0H
MIEPBUYHBIN paK OPIOIIWHBI HA TIO3JHEH cTaauu. B BapraHTax OCYIIECTBIICHHUS MEPBHUYHBIN
paK OpIOLIMHBI TMPEACTABIAET COOOH METACTATHYECKUM TEPBHYHBIM pak OprommHel. B
BapHaHTaX OCYIIECTBICHH MIEPBUYHBIN pak OPIOIIUHBI IPEACTABIIAET COOOM MEPBUYHBIN pak
oprommmuel MSI-H. B BapuanTax ocymecTBIEeHUs IEPBUYHBIN PaK OPIOIIUHBI MPEACTABIAECT
coOo¥ mepBUYHBIM pak OpromuHbl MSS. B BapuaHTax OCymecTBIEHUS NMEPBUYHBIA Pak
OpromuHbl  mipeactasisier co0odi POLE-mMyranTHBIN mnepBUYHBIM pak OprommHEL B
BapHaHTaX OCYINECTBJICHUS TEPBUYHBIA pak OpIOMIMHBI TpeAacTaBisieT codor POLD-
MYTaHTHBIH TIEPBHYHBIM pak OprOmMHBL. B BapwaHTax OCYIIECTBICHHSA TNEPBUYHBIA pPak
OPIOIIUHBI MPECTABIIET COOON NMEPBUYHBIN pak OpromuHbI ¢ Beicokod TMB. B BapuanTtax
OCYIIECTBIICHHS TIEPBUYHBIA pak OpPIOMIMHBI ACCOLMUPOBAH C JCPHUIMTOM penapanuu
MOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIMH/ACPUIMTOM TOMOJIOTHYHOW penapanyuu
(«<HRD») wmu xapakTepu3yeTcss MyTallded WITH JEJICIHed TeHa penapalyy MOCPEICTBOM
romojyioruaHoil pekomOuHaimu (HRR). B Bapmantax ocymiecTBIeHHs TEPBUYHBIM pak
OpIOIIMHBI TPEACTABISIET COOOW CEPO3HOKIETOYHBIM TICPBUYHBIA pak OprOmMWHBL B
BAPMAHTAX OCYHICCTBICHHWA TIEPBHYHBIA paKk OPIOMHMHBI  TPEACTABIIET  COOOU

CBETJIOKJIETOYHBIN MTEPBUYHBIA PaK OPIOIIHHBL.

[0092] B BapmaHTax OCymIECTBICHHWS pak TMPEACTABIIET COOOW OCTPBIH
mamdoOaacTaeIN neiko3 («ALLy). B BapuanTax ocymecTBIIeHHsT OCTPHIN THM(OOIaCTHBIN
JIEWKO3 TIPENCTaBIsSET COOOM OCTphId MM(pOOIACTHBIM JIEHKO3 HAa TMO3MHEH craguu. B
BAPMAHTAX OCYIIECTBICHUSA OCTPBIH JUMQOOIACTHBIA JIEWKO3 TPEACTABIAET COOOM
METACTATHYECKAN OCTPBIA THM(pOOTACTHBIN JIeHK03. B BapraHTax OCYIIECTBICHUS OCTPBIN
MG oOTaACTHBIN JIEWKO3 TPEACTABISIET cOO0M ocTphIid uMpoOIacTHeH neiiko3 MSI-H. B
BapUAHTAX OCYIIECTBICHUS OCTPHIH TUM(OOIACTHBINA JIEWKO3 TIPEICTABISIET COOOM OCTPHIN
mampooOmacTHeIM Netiko3 MSS. B BapmaHTax ocymiecTBIEHHA OCTPBIA JTMM(POOIACTHBIN
neriko3 mpexactapnser cooor POLE-myrtanTHBIM ocTphii nuMdoOmacTHeI nerko3. B
BapUAHTAX OCYIIECTBIICHUS OCTPHIH TUM(pOOTACTHBIN JIEWKO3 mpeacTaBisieT codo POLD-

MYTaHTHBIH OCTpBIM JTMM(OOTACTHBIN JeHKo3. B BapmaHTax OCYIMIECTBIEHWS OCTPBIN
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mM(pOOTACTHBIM  JIEWKO3 AaCCOLMHPOBAH C JeUIMTOM pPEMapali TOCPEICTBOM
TOMOJIOTHYHOM pekoMOmHarmu/ nepumrom romonorundHod pemnapaimu («HRD») wmm
XapaKTEPHU3YyEeTCAd MyTalMEN WM ACICUMENd T€HAa penapauydyd NOCPEACTBOM TOMOJIOTHYHOU

pexomOmunaarmu (HRR).

[0093] B BapmanTax OCyHIECTBICHHUS pak TMPEACTABISIET COOOW OCTPBIH
MUETONTHBIN NIeik03 («<AMLY). B BapranTax oCyImecTBIEHUS OCTPHIM MHUETIOUTHBIN KO3
MPEACTABISIET COOOM OCTPBIM MHEIIOWIHBIN JIEMKO3 HAa TO3AHEH crtanuu. B BapuanTax
OCYIIECTBICHUS OCTPHIA MHUEIIOWIHBIN JIEMKO3 TPEACTABIKIET COOOH METacTaTHYECKUH
OCTPBIM MHEJIOUIHBIM JIEMKO3. B BapuaHTax OCYIIECTBICHUSA OCTPBIA MUEIOUIHBIN JICHKO3
MpEeACTaBIAET cOOOM OCTphId MuenouaHsll Neiiko3 MSI-H. B Bapmantax ocymecTBieHus
OCTPBIH MHEIOUIHBIH JIEHKO3 TPEICTABIET COOOM OCTPBIM MHUEIOUIHBIN Jeliko3 MSS. B
BapHaHTaX OCYIICCTBICHUS OCTPHIM MHUEITOMIHBIA JICHKO3 mpeactapisier coooii POLE-
MYTAaHTHBIM OCTpPBIM MHEIIOMIHBIA JIeMKO3. B BapHaHTax OCYINECTBICHUS OCTPBIM
MHETIOUTHBIH JTIEWK03 npeacTaBisieT coooi POLD-MyTaHTHBIN OCTPHIH MHETOUTHBIN JIEHKO3.
B BapmaHTax OCyHIECTBIEHHUS OCTPHIM MUEIOMIHBIN JIEHKO3 aCCOLMUPOBAH C Ae(PHUIUTOM
penapamyy MOCPEJCTBOM TOMOJOTHYHOW PEKOMOMHAIMH/AEPHUIUTOM TOMOJIOTHIHOM
pemapaiun («KHRD») wnm xapakrepusyeTcs MyTallded WM JeJCIHHEH TeHa pernapanud

MOCPEACTBOM TOMOJIOTHYHOH pexomOuHarmu (HRR).

[0094] B  BapmaHTax  OCYyHIECTBICHHA paKk  MPEACTABISET  COOOHU
HexoDKKUHCKYH0 Tumdomy (NHL). B BapraHTax ocyniec TBIeHH HEXOKKHHCKA TAM(pOMa
MpeACcTaBisieT COOOH HEXOMKKHHCKYKO TUMGOMY Ha TO3MHEH cTaamd. B BapuaHTax
OCYIIECTBICHUS HEXOUKKHHCKAs JM(poMa TPEACTaBIIeT CO00H METaCTATHYECKYIO
HEXO/DKKHHCKYI0 JnmMpomy. B BapmaHTax OCYINECTBIIEHHS HEXO/DKKHHCKAs TuUMQoma
MpeAcTaBisieT coO00M HeXOKKHHCKYI numdpomy MSI-H. B BapuanTax ocymiecTBiacHUs
HEXO/DKKHHCKas JM@poMa TPEACTaBIsSeT COOOH HEXO/KKHHCKY0 mumdpomy MSS. B
BApMAaHTaX OCYIIECTBICHHUA HEXO/KKHHCKas muMmpoma mnpencrasmier coboir POLE-
MYTaHTHYIO HEXO/UKKHHCKYI0 nuMpomy. B BapmaHTax OCYMIECTBICHHA HEXOHKKHHCKASL
mampoma mpeacrasnaseT codbo POLD-MyTaHTHYH0O HEXOKKHHCKYHO Jmmbpomy. B
BAPMAHTaX OCYINECTBICHHUA HEXO/HKKHHCKAs JIHUM(pOMa acCOUMUpOBaHA ¢ AedumuTOM
pemapanyi  IMOCPEJCTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/IE(DHUIIUTOM TOMOJOTHIHON
pemaparuu («HRD») wnm xapakrepusyetrcss MyTallied WM JIEJCIMEH TeHa pernaparyd

MOCPEACTBOM TOMOIOTHYHOU pexkomOnHammu (HRR).
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[0095] B BapmaHTax OCyIIECTBICHHS PaK TMPEACTABISICT COOOM TUMpOMY
XomxkkuHa (HL). B BapuanTax ocymectineHus muMpomMa XOMIKKHHA TPEACTABISIET COO0H
mampomy XomKKHHA Ha TO3QHEH cTaauu. B BapuwaHTax ocymecTBiIeHHS JMpoma
XOIDKKHHA TIPEACTABIIAET COOOM MeTacTaTHUecKyro mmdoMmy Xo/KkuHA. B BapmaHTax
ocymmecTBiieHUs muMpoma XoKKUHA TIpeAcTaBiseT codor mumbomy Xomkkuaa MSI-H. B
BapHAHTaX OCYIIECTBIIEHU TUMpoma X0HKKHHA TIPEACTaBIIeT coO0M muMpomMy XOPKKHHA
MSS. B Bapmantax ocymectBieHus numpoma XomkkuHa mpeactasisier coooirt POLE-
MyTaHTHYIO0 JuMpomy XomxkuHa. B Bapuantax ocymectsineHus nuMmpoma XOKKUHA
npeacraeiasier  coboit  POLD-myrtantHyro mumdomy XomxkuHa. B BapuanTax
ocymecTBieHUs: auMpomMa XOKKHHA AacCOLMMPOBaHA C JACPHUUMUTOM penaparuu
MOCPEACTBOM TOMOJIOTMYHOW PEKOMOMHALMH/AEPUIMTOM TOMOJIOTHYHOM penapauuu
(«<HRD») umu xapakrepusyercs MyTalied WM AETCIMEH T'€HA perapanyy IOCPeICTBOM

romosioruyHoi pekomOunanmu (HRR).

[0096] B BapuaHTax OCyIIECTBIICHHS PaK MPEACTABIIET COO0H HEHpOoOIacToOMy
(NB). B BapuaHTax OCyIIeCTBIEHHS HEMPOOIACTOMA MPENCTABIET COOOH HeMpoOmacTomy
Ha TO3HEW CTaguu. B BapuaHTaX OCYINECTBICHHUS HEHPOOIACTOMA TPEICTABIAECT COOOU
METACTATHYECKYIO HeHpoOjgacTtomy. B BapwaHTax OCYINECTBIIEHHS HEHpOOIacTOMA
mpeacTaBisieT cooou Herpoomactomy MSI-H. B BapuaHTax ocymniecTBIIeHHsT HEHpOOIacTOMA
npeacTaBisier cooor Helpoodmactomy MSS. B BapmaHTax OCyIIecTBICHHUS HeWpoOIacToMa
npeactasisier codori POLE-myrtanTHyro HedpoOmacToMy. B BapumaHTax OCYIIECTBIICHHS
HelpoOmacToma mpeacrasiser cobo POLD-myrtanTHyr0 HelipoOmactomy. B BapmanTax
OCYIIECTBJICHUS HEUPOOIacTOMA TIPEACTABIIIET COOOM HelpoonmacTomy ¢ Beicokor TMB. B
BapUAHTaX OCYINECTBICHUS HEWPOOIACTOMA ACCOLMUPOBAHA C JCPUIMTOM peraparuy
MOCPEACTBOM TOMOJIOTHYHOW PEKOMOWHAIMH/ASPUIMTOM TOMOJIOTHYHOW pemapanydu
(«<HRD») unmu xapakTepu3yeTcss MyTallied WK AeeHeld T€Ha penapandy TOCPEICTBOM

romonioruaHol pekomounarmu (HRR).

[0097] B BapmaHTax oCymecTBICHHS paK MPEACTaBIseT co00i omyxoias CNS.
B BapuanTax ocymecteinenus omyxoib CNS HaxoguTcs Ha mo3mHEH ctaaun. B BapuanTax
ocymecTsiaeHus omyxomb CNS mpencraBnseT coboi meTacTaTudeckyro omyxoiib CNS. B
BapuaHTax ocymecTsiaeHus omyxois CNS mpeacrasmser codoi omyxoms CNS MSI-H. B
BapuaHTax ocymecTBiaeHus omyxoiab CNS mpeacrasmser coboi omyxoms CNS MSS. B

BapuaHTax ocymecTeieHus omyxonb CNS mpeacrasmsiet coooit POLE-MmyTanTHYIO 0myX07bH
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CNS. B Bapuanrax ocymectiaeHus omyxomb CNS mpencrapnsiet co6oii POLD-myTanTHYO
omyxonb CNS. B BapuanTax ocymectsinenus omyxoiib CNS mpeacTaBiseT coO0H OIMyXoJb
CNS c Beicokoit TMB. B BapuanTtax ocymecTtBieHusa omyxonb CNS acconuupoBaHa c
aeumuToM  pemapanud  TOCPEACTBOM  TOMOJIOTHYHOW — PEKOMOWHAIMH/ 1e(pUIIHTOM
romoJioruaHoi penapauuu («HRD») nnm xapakrepusyercs: MyTanmend WM AeTeIed reHa

pemnapanmy nocpeacTBoM romoaoruyHon pekomounanuu (HRR).

[0098] B BapmaHTax OCYyIIECTBIEHHS pPaK MPEACTaBISIET coOou muddy3Hyro
rimomy ¢TBOJIa TojoBHOTO Mo3ra (DIPG). B BapuanTax ocymectsnenus DIPG npeacrasnser
coooit DIPG na nmo3nne# ctanuu. B BapuanTtax ocymecrsnenus DIPG npeacrasnser coooit
metactatuueckyro DIPG. B Bapuanrtax ocymectsinenus DIPG npencrasnser codoit DIPG
MSI-H. B BapuanTax ocymectienus DIPG mpeacrasisier codoit DIPG MSS. B BapuanTax
ocymectienuss DIPG mnpencrasmser co6oir POLE-myrantayro DIPG. B BapmanTax
ocymectieHuss DIPG mpencrasnser coboit POLD-myrtastHyto DIPG. B BapumanTtax
ocymectenenust DIPG mnpencrasnser coboir DIPG ¢ Beicokor TMB. B BapmanTax
ocymectnenuss DIPG  accomumpoBana ¢ AepHIMTOM penapanydd  MOCPEACTBOM
TOMOJIOTHYHOM pekoMOuHamuW/ nepurmrom romonorudHod pemnapaimu («KHRD») wmm
XapaKTePU3YeTCAd MyTAIMEeH HWITH JEJICIMed TeHa penapanyd MOCPEICTBOM TOMOJIOTHIYHOW

pexkomOuHarmu (HRR).

[0099] B BapmaHTax OCYHICCTBJIICHHS pakK TMPEICTABIIET COOOM CapKOMY
IOunra. B BapmanTax ocymecTBieHHs capkoma HOWHra mpeactaBiseT COOOM CapKoMy
IOuHra Ha mo3aHe#t craguu. B BapuaHTax ocymecTBieHusa capkoma FOuHra nmpeactaBiseT
coOoi mMetacTarmueckyro capkomy HOmara. B BapmanTax ocymectsinenus capkoma IOunra
npeacTasisiet coooi capkomy Ounrra MSI-H B BapuanTtax ocymecTsienus capkoma FOunra
npeacTasisier cooow capkomy FOurra MSS. B BapuanTtax ocymectsieHus capkoma Ounra
npeactasisier cooo POLE-myrantHyro capkomy lOunra. B BapmanTax ocymiecTBIEHUS
capkoma FOwunra mpencrasmsier coooii POLD-myranTHy0 capkomy lOwunra. B BapmanTax
ocymmecTBieHus capkoma FOuHra nmpeacrasnser co6oit capkomy lOunra ¢ Beicokoii TMB. B
BapHaHTaX OCYHIECTBIEHHA capkoMa lOwHTra accommmpoBaHa ¢ JeQHIMTOM pemapayy
MOCPEACTBOM TOMOJIOTHYHOH PpEKOMOWHAIMH/AEUIMTOM TOMOJIOTHYHOW pemapanyu
(«<HRD») mmm xapaxTepusyercss MyTallded WM AEJIENHEed T€Ha PErapaiyyd MOCPEACTBOM

romonoruuHol pekomounarmu (HRR).
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[00100] B  BapmaHTax  OCymIECTBICHHA paKk  MPEACTABIAET  COOOH
smMOpuoHabHyI0 padaomuocapkomy (ERS). B BapmanTax ocymecTBIeHHS SMOPHOHATTbHAS
padaIoMHOCApKOMa TIPEICTABIISIET COOOM MOPHOHATBHYIO PabIOMHOCAPKOMY HA TO3AHEH
cragun. B BapmaHTax OCyIIECTBICHHS dMOPHOHAIBHAS PAOIOMHOCAPKOMA TIPEACTABIAET
COOOM  METAaCTATHYECKYI0  JSMOPHOHANBHYIO  pabmomuocapkomy. B BapmaHTax
OCYIIECTBICHUS SMOPHUOHAIbHAS PA0JOMHOCAPKOMA TIPEACTABIISET COOOH IMOPHOHATHHYIO
padnommocapkomy ~ MSI-H. B Bapmantax  ocymiecTBieHHS ~ SMOpPHOHAJbHAS
padaoMHOCapKOMa TIPEICTABISIET COOOH SMOpPHOHANIBHYIO padaomuocapkomy MSS. B
BapUAHTAX OCYIIECTBICHHU SMOPHOHAIIbHAS pa0IoMHOCapKoMa mpeacTaBsieT cooo POLE-
MYTaHTHYIO SMOpHOHANBHYIO paOmomuocapkomy. B BapumaHTax  oOCyIIeCTBIIEHUS
SMOpHOHANBHAs ~ paOJOMHOCApKOMA  TMPEACTABIIET  COOOHM POLD-myTaHTHYO
SMOpHOHANBHYI0 padmoMuocapkoMy. B BapwaHTax oOCyIIecTBICHHS SMOPHOHATBHAS
padaoMHOCapKOMa TMPEACTABIET COO0W SMOPHOHATBHYIO PAaOIOMHOCAPKOMY C BBICOKOW
TMB. B BapuaHTax oCcymiecTBICHHS YMOPHOHAIBHAS Pa0IOMHOCAPKOMA aCCOIMMPOBAHA C
AeUIMTOM ~ pemapanMd  TOCPEACTBOM  TOMOJIOTHYHOM — PEKOMOWHAIMH/ IE(HUITUTOM
romojioruaHoi pemapauuu («HRDy) wnm xapakrepusyeTcs MyTanmed WM AejeHed TeHa

permapanmy nocpeacTBOM romooruyHon pekomounaauu (HRR).

[00101] B BapuaHTax OCyImECTBICHHUS PaK NMPEACTABISIET COO0H OCTEOCAPKOMY
(OS). B BapuaHTax OCymHIECTBIEHHS OCTEOCAPKOMA MPEACTABIISIET COOOM 0CTEOCApPKOMY Ha
nmo3mHed craguu. B BapuWaHTaX OCYIIECTBIIEHHS OCTEOCApKOMAa TPEACTABISET COOOH
METACTATHYECKYK0  OCTeocapkoMy. B  BapuaHTax OCYHIECTBIEHHMA  OCTEOCApKOMa
npeacTaBisier codoi ocreocapkomy MSI-H. B BapmaHTax ocymiecTBIEHHS OCTEOCAPKOMA
nmpeacTaBisier cobod ocreocapkomy MSS. B BapwaHTax OCYIIECTBIEHHS OCTEOCAPKOMA
npeacrasiser coboii POLE-myrantHyro octeocapkomy. B BapmaHTax oCyImecTBICHHS
ocTeocapkoMa mpeactaBmsieT cooo POLD-myranTHyr0 octeocapkomy. B BapmanTax
OCYIIECTBJICHUS OCTEOCApKOMa TPEACTABIIET COOOM ocTeocapkoMy ¢ Bbicokod TMB. B
BAPMAHTaX OCYIIECTBIICHUA OCTEOCAPKOMAa AaCCOIMHUPOBAHA C JE(UIIMTOM pETapaLHd
MOCPEACTBOM TOMOJIOTHYHOW PEKOMOHMHAITUW/ACPUIUITOM TOMOJIOTHYHOW penapanud
(«<HRD») mmu xapakTepu3yeTcss MyTalled WM AeelHeld T€Ha permapandy TOCPEACTBOM

romonioruuHol pekomounaarmu (HRR).

[00102] B BapmaHTax OCYIIECTBICHHS paK TMPEACTABIIET COOOW CapKOMY

MATKHX TKaHed. B BapuaHTax ocyniecTBIeHHs cCapkoMa MATKUX TKAHEH TPEICTABIAET COOO0H
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CapKOMy MATKHMX TKaHEW Ha MO3JIHEH CTaauu. B BapuaHTax OCYIIECTBICHUS CAPKOMAa MATKHX
TKaHEH TPEICTABIIET COOOM METACTaTHYECKYI0 CapKOMY MATKHX TKaHeH. B BapmanTax
OCYIIECTBJICHUS CAPKOMAa MSTKHUX TKAaHEH TPEACTABIAET COOOM CAPKOMY MATKHX TKaHEH
MSI-H. B BapmaHTax OCyIIECTBIEHHS CapKOMa MATKHX TKAaHEH NPEACTABISAET COOOH
capkomy MATKUX TkaHed MSS. B BapuaHTax OCyIIECTBIIEHHSA CapKOMa MATKHX TKaHEHU
npeacrasiasier coboii POLE-myranTHyr0 capkoMy MATKMX TKaHed. B BapmanTax
OCYIIECTBIICHHS CapKOMa MATKUX TKaHEH npeacTasisieT coooit POLD-MyTaHTHYIO capkoMy
MATKHX TKaHed. B BapuaHTax ocymiecTBIeHHs cCapKoMa MATKUX TKaHEH MPEICTaBIAET cOO0H
CapkoOMy MATKHX TKaHeH ¢ BbicOkoM TMB. B BapumaHTax OCyIIEeCTBICHUS CapKOMa MIATKUX
TKaHEH accOoIMMpoBaHa C JePUIMTOM pEMapalyyd TOCPEACTBOM T'OMOJOTHYHOM
pekomOuHatmu/aepunmrom romonoruyHor penaparuu («HRD») wmnmm xapaxrepusyercs
MyTalMeH WM JeNelMed TeHa perapaniy MOCPEACTBOM TOMOJIOTHYHOH PEKOMOHMHAINU
(HRR). B BapmaHTax oOCymecTBICHHS CapKOMa MITKHX TKaHEHW NPEACTaBIAET COOOM

JEUOMHOCAPKOMY.

[00103] B BapmaHTax OCYIIECTBICHHS PaK TMPEACTABIICT COOOW OITyXOJTh
Bunbsmca. B BapuaHTax ocymiecTBICHHS OMyXOJb BHibMca mpeacTaBiser coO0# OmyXoib
Bunemca Ha mno3gHed ctaauud. B BapuaHTax OCYHIECTBIICHHS OIyXOJib BumbMmca
MPEACTABISIET COO0M METaCTATHYECKYIO OMyXojb Buiabmca. B BapwaHTax oCyIeCTBIICHUS
omyxoinb BumbMmca mpeactaBmsier coOod omyxomp Bmmemca MSI-H. B BapumanTax
OCYINECTBJICHUS OMyXOJib BuiibMca mpeacraBisier coOou omyxoimbs Bumemca MSS. B
BapUaHTAX OCYINECTBJIICHHUS OMyXoib BmiabMmca mpeactasimsier codooir POLE-myTaHTHYFO
omyxonb Bunbmca. B BapuaHTax ocymecTBieHHs OmyXxonb Buibmca mpeacTaBiseT coOou
POLD-myTanTHyr0 omyxons Bumpmca. B BapmaHTax oCyIIecTBIEHHs OMyXoib Bumbmca
npeAcTaBIsgeT coOoi omyxomp Bumbmca ¢ Beicokor TMB. B Bapmantax ocymiecTBieHus
ormyxoib BumbMca accommupoBaHa ¢ AeQUIMTOM pemapamyy MoCPEeICTBOM TOMOIOTHIHOM
pekomOuHaImu/ nepunmrom romonormyHoM pemnaparuu («HRD») wmmm xapakrepusyercs
MyTalied WM JIeleNHed TeHa pPerapanyd IOCPEACTBOM TOMOJIOTHYHOM PEKOMOWHALNH

(HRR).

[00104] B BapmanTax oCymecTBIEHHUS CyOBEKTa paHee JEUWIIA C TOMOIIBIO
OJHOTO WJIM OOJee pa3NMYHbIX METOIOB JICUCHHA paKa (HapuMep, ¢ MOMOIIBI0 OJHOTO HIIH
0ollee M3 METOJOB XHPYPrHYECKOTO BMEMIATEIHCTBA, PATHOTEPAIHH, XUMHOTEPAITUN HITH

AMMYHOTEPAITHH ).
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[00105] B BapumanTtax ocymiecTBIEHHS CYObEKTa paHEe JICUWIIA C TIOMOIIBIO
OAHOTO JIPYTrOTO0 METOJA JICYECHHWs paka (HampuMep, ¢ MOMOINBI0 OJHOTO WIIH Oojiee U3
METOZOB  XHPYPTHYCCKOT'O  BMEIIATENbCTBA, PAJAHOTCPANIUM, XHMHOTEPANHHd WA
WMMYHOTEpanun). B BapraHTax OCyIIeCTBIIEHUS CyOBEKTa PaHEe JICYHITHA C TIOMOIIBIO IBYX
unH 0oJiee APYruX METOJOB JICUCHHs paka (HalpuMep, ¢ TMOMOMIBIO OJHOTO HITH OOJIee U3
METOZOB  XHPYPTHYECKOTO  BMEIIATENbCTBA, PAJAHOTCPANIUHM, XHMHOTEPANHHd WK
UMMYyHOTEpanuu). B BapwaHTax OCYIIECTBIECHUS CyOBEKTa paHee JEYWIH C ITOMOIIBIO
UTOTOKCHYECKOM Tepanuu. B BapuaHTax OCYINECTBICHHS CYOBEKTa paHEE JICUUIIH C
NMOMOIIPI0 XUMHOTEpPAMU. B BapwaHTax OCYIIECTBICHHS CyObEKTAa paHEe JIEYUITH C
MOMOUIBIO IBYX APYTUX METOJOB JIEUEHHUS paKka (HampuUMep, ¢ MOMOIIBIO OTHOTO WK OoJiee
W3 METOMOB XHPYPTHYECKOTO BMEINATEFCTBA, PAJAUOTEPANHH, XHUMHOTEPAITHH HITH
UMMYHOTEpanuH). B BapraHTax OCyIIecTBICHUSA CyObEKTa paHEe JICUMIIA C TIOMOLIBIO TPEX
APYTUX METOJOB JICUCHHUsA paka (HampuMep, ¢ MOMOIIBIO OJHOTO WM 0O0Jiee M3 METOIOB

XHPYPTHYECKOTO BMEIIATEBCTBA, PAAHOTEPANTUH, XUMHOTEPAITHH HITH HMMYHOTEPATIHH).

[00106] B BapmaHTax OCyIIECTBIIEHHsA CIOCOOOB, OIMCAHHBIX B HACTOSIIEM
JTOKYMEHTE, CIOCOO JIOTIONIHUTENBHO BKIFOYAET BBEJACHHUE OJHOTO WM Oolee U3
XUPYPTHYECKOTO BMEINATENBCTBA, PAJUOTEPANMY, XHUMUOTEPANIUA WM UMMYHOTEPAIIUH,
MPOTUBOAHTMOTEHHOTO CPEACTBA WIM IMPOTHUBOBOCHAIIMTEIBHOTO CPEACTBA. B BapuaHTax

OCYICCTBICHHUA CII0C00 AOTIOJIHUTCIIbHO BKIIIOYACT IMMIPUMCHCHUC XUMHUOTCPAIIHH.

[00107] B HEkOTOpBIX BapuaHTaXx OCYLICCTBICHWS II0 MEHBIIEH Mepe
HEKOTOPBIX MALMEHTOB B MOMYJISILMY MALUEHTOB, UMEIOIIUX PAK, PAHEE JICYUIIH C IIOMOIIBIO
XUMHOTEpANuy (HAPUMEP, XUMHOTEPAIMK HA OCHOBE IUIATHHBI). Hampumep, mammeHT,
KOTOPBIM TONTyYaa JBE JIMHWUU JICYEHHS pPaKa, MOXKET OBITh WACHTH(UIHPOBAH Kak 2L
MareHT, uMmemui pak (Hanpuvep, 2L mamuent, wmerommii NSCLC). B Bapmantax
OCYIIECTBIICHUS TALMEHT TIOyYall IBE JTMHUH WITH OOJiee THHHUK JICYEHUS paka (HarmpuMep,
21+ manmeHT, MMEIOTIMK pakK, TakoW Kak 2L+ mammeHT, IMEOmMA pak >HAOMeTpHst). B
BAPHUAHTAX OCYINECTBIICHHWA MALMEHTA PaHEE JICYWJIM C TMOMOINBIO CPEACTBA TEPaIlMH,
HampasieHHOro npotus PD-1. B BapmanTax ocymiecTBIEHUS MALMEHT paHEE MOIYydall 10
MEHBIIEH MEPE OTHY JIMHHUIO JICUEHHS paka (HanpuMep, MAIUEHT paHee TOTyYajl IO MEHbIIEH
Mepe OJHY JHMHUIO WM 10 MEHBIIEH MEpe JBE JTHHHWM JIeYeHHs paka). B BapmaHTax

OCYHICCTBIICHUA TMAIHUCHT pPAaHCC MOoIaydal Mo MCHBIIEH MCPEC OJHY JIMHUKO JICUCHUA



36

MCTACTaTUYICCKOTO paKa (HaanMep, NaIHUCHT paHCC MoJTyvdal OAHY HUJIK ABC JIMHUHW JICUCHUA

METACTATHYECKOTO PaKa).

[00108] B BapuwanTax ocymniecTBieHUA cy61>eKT ABIICTCI HEIOIJAXOIIHMMCS

JICYECHUIO C IOMOINBIO CPECTBA, KOTOPOE noaasisiet PD-1.

[00109] B BapuanTax ocymecTBIeHUS Cy6’BCKT SABIICTCA TPYIHO IOANAIOIITHMCST

JICYEHHIO C TOMOIIBIO CPEACTBA, KOTOpPoe nmojxasnset PD-1.

[00110] B BapmaHTax OCYIIECTBICHHA CIOCOO, OMUCAHHBIA B HACTOSAIIEM
JOKYMEHTE, MOBBIIIAET YYBCTBUTEIBHOCTh CYOBEKTa K JICUEHUIO C TMOMOINBIO CPEACTBA,

KoTopoe nojasiiet PD-1.

[00111] B BapuaHTax OCYINECTBIEHHA CYOBEKT COACPKUT HUCTOIICHHYIO
HMMYHHYIO KJIETKY (HampuMep, UCTOLICHHYI0 UMMYHHYIO KJIETKY, KOTOpas MPEACTaBIseT

COOOM UCTOIIEHHYIO T-KIIETKY).

[00112] B HEKOTOpBIX BapuaHTaX OCYILECTBIICHHWA HAPYIICHHE, MOAJICIKAIIEE
JEYEHUIO C TIOMOMIBIO CIOCOOOB IO HACTOAMIEMY H300pPETCHHIO, TPEACTABISIET COOOU
nH(pekIroHHoe 3a00eBaHne. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS HWH(EKIIHOHHOE
3a00JIeBAaHHE BBI3BAHO BHPYCOM HJIH OakTepued. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHS
BHPYC MPEACTABISIET cOOOM BUpyc mMMmyHonedwmimrta yenoseka (HIV), pecmuparopho-
cuHimTuaneHbei Bupyc (RSV), Bupyc rpurma, Bupyc aenre, Bupyc dmureiiHa-bapp (EBV),
narmutomasupyc yenoseka (HPV), supyc renatura B (HBV) wmm Bupyc remarura C (HCV),
TJIe HeO 0A3aTEbHO PaK MPEICTABIAET COO0H HHOUIUPOBAHHBIN BUPYCOM PAK TOJIOBHI H LIEH,

pak mIEHKH MATKH, TEMATOLEUTIOISIPHYIO KAPIIUHOMY HUJTH PaK HOCOTJIOTKH.

[00113] B HekoTOpBIX BapHaHTaX OCYINECTBIICHUS HAPYIICHHWE, MOJJICKAIIEE
JICYECHHUIO C TIOMOINBIO CIIOCOOOB IO HACTOSIMIEMY H300PETCHHIO, TPEACTABISACT COOOU
ayTOMMMYHHOE 3a00JieBaHHE. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUS ayTOMMMYHHOE
3a00JI€BaHHAE TIPEACTABISIET COOOM pACCESTHHBIM CKIEpo3, CaxapHbId auader 1 Twma,
PEBMATOMIHBIA apTPHUT, CKIEPOJepMuI0, Oone3nbp KpoHa, mcopuas, CHCTEMHYIO KPacHYIO

BoruaHKy (SLE) wnm s3BeHHBINA KOJHT.

[00114] B BapumanTax OCyIIECTBICHUA CcocoOBl  BBEIECHHUS cpenacTsa,
BozaecicTByromero Ha LAG-3, ONMCaHHOTO B JAaHHOM JOKYMEHTE, JOTOJHHUTEIIbHO

BKIIIOYAOT BBCACHHUC JPYTOTr0 TCPANCBTUUICCKOrO CPCACTBA HWIIM CPEACTBA JICHCHUA. B
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BapuaHTax OCYHICCTBICHHA CII0C00 JOIIOJIHUTCIIbHO BKIIIOYACT BBCACHHUC OAHOT'O HJIA oolee
U3 XUPYPTHUUYCCKOTO BMCHIATCIIbCTBA, PAaAHOTCpAIlMH, XUMHUOTCPAIIWH, HWMMYHOTCpPAIIWU,

MOPOTHBOAHTHOTCHHOTO CPCACTBA WIIH MPOTHBOBOCHAIIUTCIIBHOTO CPEACTBA.

[00115] B BapmanTax ocymecTBiIcHUA Cy6’BCKTy JOIIOJITHHUTEIIPHO BBOJHIIH HIIH
OyAyT BBOJWUTh HWHTHOUTOP HWMMYHHOW KOHTPOJBHOW TOYKH, B PE3yJbTATe YETrO
MJIEKOITUTAOIIEE TTOJTYYaeT CPEACTBO, Bo3aencTByomee Ha LAG-3, 1 HHTHOUTOP UMMYHHON
KOHTPOJIbHOM TOYKH (HATPUMEP, OAWH, JBAa WIH TPU JTOTOJHUTEIBHBIX HWHTHOHUTOpA

UMMYHHOU KOHTPOJIBHOH TOYKH).

[00116] B BapuaHTax OCYIIECTBICHHA HHTHOUTOP MMMYHHOM KOHTPOJIBHOU
TOUYKH mpeacTaBisieT cooor uaruoutop PD-1, TIM-3, CTLA-4, TIGIT, CEACAM, VISTA,
BTLA, LAIR1, CD160, 2B4, CD80, CD86, B7-H3 (CD276), B7-H4 (VTCN1), HVEM, KIR,
A2aR, MHC xnacca [, MHC knacca I, GALS, agenosuna, TGFR, B7-H1, B7-H4 (VTCN1),
0X-40, CD137, CD40, IDO umu CSF1R.

[00117] B BapuaHTax OoCyImecTBICHHS WHTHOUTOPOM MMMYHHOH KOHTPOJIBHOH
TOYKH SBIIIETCA CPEICTBO, KOTOPOE TMOJABIAET MEpPeNady CHrHANa ¢ ydactueM Oenka 1
3aMmporpaMMHPOBaHHON KiteTouHor cMmeptu (PD-1), Oenok 3, comepskamuii aomeHbl T-
KJIETOYHOTO  WMMyHOTJI0OymmHA W MmymmHa  (TIM-3),  accommMMpoBaHHBIH  C
muroTokcnaeckumu T-mmamdormramu 6emok 4 (CTLA-4), 6enok, coxepskamuii qomeHsr T-
kiaerounoro ummyHornoOynuHa u [TIM (TIGIT), uanonamun-2,3-muokcurenasy (IDO) wmm

penentop KonoHuecTumymmpyromero ¢pakropa 1 (CSF1R).

[00118] Hacrosmiee n300peTeHHe Tak:ke OXBATHIBACT MPHU3HAHUE TOTO, CPEIH
MPOYero, 4YTO JFOOOW W3 CIOCOOOB, ONMHCAHHBIX B JAHHOM JIOKYMEHTE, MOKET
JOMOJIHUTENIbHO BKITFOYATh BBEJCHHUE MIICKONUTAKOMIEMY CPEACTBA, KOTOPOE MOJABIAET
nepeaavy curHana ¢ ydactuem PD-1. Cpenctsa, KOTOpbIEe OJABISAIOT MEpeaayy CUTHANIA C
yuactueM PD-1, BKIrO4aroT cpeicTBa, KOTOPBIE CBSI3BIBAIOT U OJIOKHPYIOT perenTopbl PD-1
Ha T-kneTkax Oe3 3amycka TPAHCAYKIMH TIOJABIISIONIETO CUTHAJIA, CPEICTBA, KOTOPHIE
cBaA3bIBatOTCA ¢ JMranaamu PD-1 ¢ mpenorBpamennem ux cesssiBaHusa ¢ PD-1, cpeactsa,
KOTOPBIE 00ECTICYHBAIOT U TO U APYTOE, U CPEACTBA, KOTOPHIE MPEIO0TBPAIIAOT IKCITPECCHIO

T€HOB, KOTOpBIE KOAUPYIOT o0 PD-1, mibo mpupoarsie muranast PD-1.

[00119] B BapmanTax OCymeCTBICHHSA CPEACTBO, KoTopoe moaasnser PD-1,

MPEACTABISIET COOOW MAITyI0 MOJIEKYJTy, HYKIIEHHOBYIO KHCJIOTY, TIOJHUIENTHT (HAITPUMED,
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AHTHUTENIO), VIJICBOJ, JHIHJ, METAUI, TOKCHH WM cBsa3biBaromee PD-1 cpeactso. B
BApHAHTaX OCYINECTBIIEHUS CPEICTBO, KoTtopoe momasisieTr PD-1, mpexacrasmser cobou
ceaspiBatomiee PD-1 cpencTBo (HanpuMep, aHTUTENO, KOHBIOTAT HA OCHOBE AHTHUTEIA WITH €TO
AHTUTEHCBA3BIBAIOIIMK (parmMeHT). B Bapmantax ocymectsineHus csasbpBatomee PD-1
cpeacTBo BRIOpaHO M3 Tpymmbl, cocTosmen u3: BGB-A317, BI 754091, IBI308, INCSHR-
1210, JNJ-63723283, JS-001, MEDI-0680, MGA-012, wnuBomymadba, PDROOI1,
nemoponuzymada, PF-06801591, REGN-2810, TSR-042 u ux mpou3BOIHBIX.

[00120] B HekoTOphIX BapHaHTax OCYLIECTBIIEHUS CPEACTBO, KOTOPOE
MOJIABJISIET TIEpeady CUTHaia ¢ ydactueMm PD-1, mpeacrasiser coO0M cpeaCcTBO HA OCHOBE
anTutena. Cpencrsa Ha OCHOBE aHTUTENA K PD-1 MoryT BKITIOUaTh OO0 MOTUTICTITH, UITH
MOJIMTICTITUIHBIA ~ KOMIUIEKC,  KOTOPBIA  COAEPKUT  CTPYKTYPHBIE  DJIEMEHTHI
WMMYHOTJIOOYJIMHOB, JOCTATOYHBIE I OOECHEYEHUS CHEIU(PHUUSCKOTO CBSI3bIBAHHUA.
WnmrocTpaTUBHBIE CPEICTBA HA OCHOBE AHTHUTENA BKIIOYAIOT 0€3 OTrpaHHYCHHS
MOHOKJIOHAJTbHBIC AHTUTENA, TIOJMKIIOHATBHBIC AHTHTENA, (PPATMEHTHI AHTUTEIL, TAKHE KaK
Fab-dparmentsr, Fab’-¢parmentsi, F(ab’)2-pparmentsr, Fd’-pparmentsy, Fd-gparmentst, u
BbiaenieHHbie CDR wmim wx rpynmel;, oxHouenoyeunele Fv; cimsHus nonunenTtun-Fc;
OJTHOJIOMECHHBIC aHTHTENA (HapUMep, OJHOJOMEHHbBIC aHTHTENA aKyJibl, Takue Kak IgNAR
Wi uX (parMeHThl), BEpOIOKBH AHTUTENIA; MACKHPOBAaHHBIE AHTHTENA (HATPUMED,
Probody"™); Manbie MomynbHble HMMYHO(apMaleBTHUeCKHe mpemapatsl («SMIP™”);
OHOLENOYeYHbIe MM TaHaeMmuble auaTtena (TandAb®); VHH; Anticalin®; mumHmTena
Nanobody®; BiTE"; 6enku ¢ ankupunOBbIM mosTopoM unu DARPIN®; Avimer®; DART;
TCR-nono6uble anturena, Adnectin®; Affilin®; Trans-body®; Affibody®; TrimerX®;
MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HeKOTOpPHIX BapHaHTax
OCYIIECTBJICHUS CPEICTBO HA OCHOBE AHTHUTENA, KOTOPOE TOJABIAET MEpeAady CUTHANIa C
yaactueM PD-1, mpencrasmsetr co00¥ MOHOKIOHAIBHOE aHTUTEIIO WITH €T0 MPOU3BOAHOE. B
HEKOTOPBIX BaPUAHTAX OCYIIECTBICHHUS CPEACTBO Ha OCHOBE aHTHUTEIIA, KOTOPOE TMOAABIIAECT
nepeady curHana ¢ yaactuem PD-1, mpencrasisiet codoi antuteno k PD-1, aatureno k PD-
L1 wnm ero npousBogroe. AntuTena k PD-1 u PD-L1 Bkio4aroT, HanmpuMmep, ate30au3ymMao,
aenmymad, BGB-A317, BI 754091, CX-072, nypsanymad, FAZ053, IBI308, INCSHR-1210,
JNJ-63723283, JS-001, LY3300054, MEDI-0680, MGA-012, HuBoITlyMa0, MHUIIIAMOJICKYITY
k PD-L1, PDROO1, memOGpomusymad, PF-06801591, REGN-2810, TSR-042, moGoe wu3

aHTHTEN, PacKpeIThix B WO02014/179664, u nroOble WX TPOHU3BOJHBIE. B HEKOTOPBIX
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BAPHUAHTaX OCYIIECTBIICHUS CPEACTBO, KOTOPOE MOAABIIAET MEpeady CUTHANIA ¢ YYACTHEM
PD-1, mpencransier co6oii TSR-042. B HEKOTOpHIX ONpEAENIEHHBIX BapHAHTAX
OCYIIECTBIICHHS CPEACTBO BKIIFOYAET KOMOMHALIMK CPEJICTB, KOTOPHIE TIOAABILIIOT TEPEaATY

curnana ¢ ygacruem PD-1.

[00121] B BapunaHTax OCyIECTBIIEHUA CPEACTBO, KOTOPOE MOJABIISET MEpeaaqy
curHana ¢ yaactueMm PD-1, mpencrasiser co0o0i cpecTBO Ha ocHOBE aHTUTeNna kK PD-L1/L2.
B BapuaHTax ocCymiecTBIEeHUs CPeACTBO Ha ocHOBe aHTtuTena k PD-L1/L2 mpexacrasnser
coboit antureno k PD-L1. B BapuanTax ocymiecTBIEHHs CPEACTBO Ha OCHOBE aHTHUTENA K
PD-L1 mpexacraBnsier coOoil arezonmm3ymad, aBenymad, CX-072, mypsamymad, FAZO0S53,
LY3300054, mumnamonekyity k PD-L1 nnum ux npoussBonsie.

[00122] B BapumanTax OCymEeCTBICHHSA CPEACTBO, KOTOpoe moaasmser PD-1,
BBOJAT B JI03€, COCTABILIIOMIEH OT MPHOMU3UTENBHO 500 MI/IAIMEHT A0 MPUOIU3UTEIHHO
1000 mr/manpenT. B BapuaHTax OCYHIECTBICHHS CPEACTBO, KOTOpoe momasisier PD-1,
BBOJAT B JI03€, CoOCTapisronied mnpuoOmusutenbHo 500 mr/mamuwent. B BapmanTax
OCYIIECTBICHUA CPEACTBO, KOTOpoe mojasisieT PD-1, BBOAAT B 103€, COCTaBISAIOLICH
npuonmu3uTenbHo 1000 mr/mammeHT. B BapuaHTax OCYIIECTBICHHS CPEACTBO, KOTOPOE
noaassieT PD-1, BBOAAT naumeHTy OJAWH pa3 B TPU HeJAeau. B BapuaHTax OCyIIECTBICHUA
CpeACTBO, KOoTOpoe noaasisaeT PD-1, BBOAAT B TeUeHHE MHOKECTBA LIUKIOB. B BapuaHTax
OCYIIECTBICHUA CPEACTBO, KoTopoe moaasisieT PD-1, BBomaT B Teuenue 2, 3, 4, 5, 6 wim
Oonbine IUKIOB. B BapuaHTax OCYIIECTBIICHHS CPEACTBO, KOTOpoe moaasisieT PD-1, BBOgAT
B TEUEHHUE TPEX, YETHIPEX WM TMATH IUKIOB. B BapwaHTax OCYHIECTBIEHHUS CPEICTBO,
KoTopoe nogasisaeT PD-1, BBOZAT B TeueHHE YETHIPEX LUKIIOB. B BapuaHTax OCyINECTBICHUSA
MOCJIE TPETHETO, YETBEPTOTO HITH MATOTO LUKIIA CPEACTBO, KOTOpoe nmoaasiser PD-1, BBoasT
B 0oJlee BBICOKOW J03€ OJMH pa3 B 6 Hexenb wiH Ooibiie. B BapuaHTax oCyIIecTBICHUSA
cpencTso, kotopoe noaasisieT PD-1, BBoaAT B OoJtee BRICOKOM 03¢ OJWH pa3 B 6 HeAenb. B
BapPUAHTaX OCYIIECTBICHHS CPEACTBO, KOTOpoe monasmseT PD-1, BBoasaT B mepBou n03e,
cocrasisromed npuomm3uTenpHo 500 Mr/manueHT. B BapuaHTax OCyIIECTBIEHHS CPEICTBO,
KoTopoe nogasysier PD-1, BBOAAT B OoJiee BRICOKOM /103€, COCTABIIIONIEH MPUOTU3UTETBHO
1000 mr. B BapwaHTax OCYHIECTBIICHHS CPEACTBO, KOoTOopoe mopasmsgeT PD-1, BBomAT B
MIEPBOH A03€, COCTABIAIOMIEH MPUOTU3UTENHHO 500 MT, OHH pa3 B 3 HEIEMH Ha IPOTHKCHUH
3,4 unu 5 TUKITOB C TIOCIIEAYIOIEH BTOPOH J030M, COCTABNIAIONICH mpuOm3uTebHo 1000 mr,

OoouH pa3 B 6 Hemenmp wim Oonbine. B BapmaHTax OCYIIECTBICHHA CPEACTBO, KOTOPOE
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nonasysieT PD-1, BBOAAT B IepBOH /103€, COCTABIIIOMEH MpuOIM3uTeTbHO S00 MT, OHH pa3
B 3 HEACIH HA MPOTSDKEHHM 3 LUKIOB C MOCIEAYIOMIEH BTOPOM A030M, COCTABIAIOIIEH
npuonu3uTensHo 1000 Mr, ouH pa3 B 6 Hexenb win OoJbiie. B BapraHTax OCyIIeCTBICHUSA
cpencrBo, koropoe mopasimser PD-1, BBOmAT B mepBoM  103€, COCTABILAIOLICH
npuOm3uTebHo 500 MT, OJTWH pa3 B 3 HEJAETH HA MPOTHKEHUH 4 IHKIIOB C TIOCTICAYIOMEH
BTOPOM 1030, coCcTaBIsAtomen npuommsurensHo 1000 mMr, oauH pa3 B 6 Helenb WK OOJIbLIE.
B BapmaHTax oCymiecTBIEHU CPEACTBO, KOTOpoe noaasiser PD-1, BBoaAT B epBou no3e,
cocTassaromei npudnusutensHo 500 Mr, OMH pa3 B 3 HEAENH HA MPOTHKEHUHU 5 IUKIIOB C
MOCIENYIOMEN BTOPOH J030H, cocTaBisromed npuommusurensHo 1000 mMr, oguH pa3 B 6
HEJeTb WK OoJbile. B BapraHTax OCymIeCTBIIEHHS BTOPYIO 103y, cocTaBisaromyio 1000 wmr,
BBOJAT OZMH pa3 B 6 HeJeNnb. B HEKOTOPBIX BapHAHTaX OCYIIECTBIEHUS CPEACTBO, KOTOPOE

nojasyseT PD-1, BBOOAT BHYyTPUBEHHO.

[00123] B HekoTOprIX BapuWaHTaxX OCYINECTBICHHUA CPEACTBO, KOTOPOE
NOAABIAET Nepenavyy curHaiga ¢ ydactuem PD-1, BBOIAT CyOBEKTY, KOTOPBIM ITONyYaer,
NOJTy4aJt WM OyJeT MOIy4aTh JIEUEHHE C TIOMOIIBIO CPEICTBA HA OCHOBE aHTHTENA K LAG-3
(HampuMep, OTMCAHHOTO B TAHHOM JOKYMEHTE). B HEKOTOPBIX BapHaHTAaX OCYINECTBICHUA
cpeacTBo Ha ocHOBe aHTHTENA K LAG-3 BBOIAT CYOBEKTY, KOTOPBIH MOJTYYaeT, TIOTyYasl HITH
OyZeT Moy4yarh JIEYeHHE C TIOMOIIBIO CPEICTBA, KOTOPOE TMOAABISAET MEpenady CHrHama ¢

yyactueM PD-1.

[00124] B HEKOTOpPBIX POACTBEHHBIX BAapHUAHTaX OCYIIECTBICHUA BBEICHHE
cpeacrtBa Ha ocHoBe aHTHTEeNna K LAG-3 oOecmieunBaeT yiydleHHe OTBETA CYOBEKTa Ha
CPEACTBO, KOTOpPOE TOJABIKIET mepeaady curHaia ¢ ydactuem PD-1. B Hekotophix
POACTBEHHBIX BAapPHAHTAX OCYIIECTBICHHUA CYOBEKT SBISETCS HEBOCIPHHMYHBBIM K
CPEACTBY, KOTOpPOE€ TOAABIAET Tmepenady curHaia ¢ ydyactuem PD-1. B Hekotophix
POACTBEHHBIX BAPUAHTAX OCYIIECTBICHHSA CYOBEKT SABISAETCA pepakTepHBIM K CPEICTBY,
KOTOPOE MOJABJSIET Mepenady curHana ¢ ydacthem PD-1. B HEKOTOpBIX pOaCTBEHHBIX
BAPHAHTaX OCYIIECTBICHHA CYOBEKT IIPEOJI0IEBAET HEBOCHPUUMYHBOCTH K CPEJICTBY,
KOTOPOE MOJABISET Mepeaady curHana ¢ ydactuem PD-1, mocne nedyeHus ¢ MOMOIIBIO
peareHTa, MpeCTaBIIAIONIETO0 CO00M CpeAcTBO HAa ocHOBe aHTHTeNna K LAG-3. B HEKOTOPBIX
POICTBEHHBIX BApUAHTAaX OCYILECTBIECHH BBEICHUE CPEACTBA Ha OCHOBE aHTUTENa K LAG-3
MOBBIIAET YyBCTBHTEIBHOCTD CyOBEKTA K CPEACTBY, KOTOPOE TIOIABIIAET NIEPEAady CUTHATIA

¢ yuactuem PD-1.



41

[00125] Hacrosimiee m300peTeHHe Tak:ke OXBATHIBACT MPHU3HAHUE TOTO, CPEIH
MPOYETO, YTO OO0 W3 BHIIICYMOMSIHYTHIX CIOCOOOB MOMKET JIOTOTHHUTEIBHO BKJHOYATH
BBEJICHHEC MJICKOMHUTAIOIIEMY CPEACTBA, KOTOPOE IOAABIIACT Iepeaady CHIHAJA ¢ Y4aCTHEM

TIM-3.

[00126] B BapmaHTax oCymecTBIEHHA CPEACTBO, KOTOpoe mopasisieT TIM-3,
MPEACTABIAET COO0H MAIIyI0 MOJIEKYY, HYKICHHOBYIO KHCIIOTY, TIOJUIIENTH (HApumep,

AHTHUTENIO), YTIIEBO/I, UK, METAILI, TOKCHH WK cBs3biBaroniee TIM-3 cpeactso.

[00127] B BapumanTtax ocymiecTBIEHUSA CPEACTBO, KOTOpoe moaasisaeT TIM-3,
npeacTasisier cooor cpsspBaromee TIM-3 cpeacTBo (Hampumep, aHTHUTENO, KOHBIOTAT Ha
OCHOBE AQHTUTENIA WIM €r0 AHTUTEHCBSI3BIBAIONMH (parMeHT). B HEKOTOPHIX BapuaHTax
OCYIIECTBIIEHUS cBs3bIBaromee TIM-3 cpeacTBo mpeacTaBisieT cOOOH CPECTBO Ha OCHOBE
aaTutena. CpencTsa Ha ocHOBE aHTHTENA K TIM-3 MOTYT BKIFOUATh JIFOOOH MOTUITENITH HITH
MOJMIENTUAHBIA ~ KOMIUJIEKC,  KOTOPBIH  COAEP)KUT  CTPYKTYPHBIE  DIIEMEHTHI
UMMYHOTJIOOYJIMHOB, JOCTATOYHBIE I OOECTIEYECHHUS CIEHU(PHIECKOTO CBSI3BIBAHMA.
WmmrocTpaTUBHBIE CpPEACTBA HAa OCHOBE AHTUTENA BKIIOYAIOT 0€3 OrpaHHYEHHA
MOHOKJIOHAJTbHBIC AHTUTENA, TIOJMKIIOHATBHBIC AHTHTENA, (PPATMEHTHI AHTUTEIL, TAKHE KaK
Fab-¢parmentsr, Fab’-¢parmentst, F(ab’)2-gparmentsr, Fd’-pparmentsr, Fd-pparmenTsi, u
BeiienieHHbie CDR wmimm wx HAOOpHI, omHOIETOYEeYHbIe Fv; clmsHHa mojunenTua-Fc;
OJTHOJIOMCHHBIE aHTHTENA (HampuMep, OJHOJOMEHHBIC aHTHTENA aKyibl, Takue Kak [gNAR
Wi uX (parMeHThl), BEpOIOKBH AHTUTENA; MACKHPOBAHHBIE AHTHUTENA (HATPUMED,
Probody"™); Manbie MomynbHblE HMMyHO(AapMaleBTHUeCKHe mpenapatsl («SMIP™);
OHOLENOYEYHbIe MM TaHaeMmHble auatena (TandAb®); VHH; Anticalin®; muumTena
Nanobody®; BiTE"; Genku ¢ ankupuHOBEIM mosTopoM unu DARPIN®; Avimer®; DART;
TCR-nono6uble anturena, Adnectin®; Affilin®; Trans-body®; Affibody®; TrimerX®;
MicroProtein; Fynomer®, Centyrin® m KALBITOR®. B HeKOTOPHIX BapHaHTax
OCYIINECTBIICHHUS CPEACTBO Ha OCHOBE AHTHTENA, KOTOPOE TOAABISAET TEpedady CHUTHAIA C
yaactuem TIM-3, nmpeacraBnsgeT coOO0M MOHOKIIOHATTBHOE aHTHUTETIO HITH €TO TPOU3BOAHOE. B
HEKOTOPBIX BAPHAHTaX OCYHIECTBIICHHUA CPEACTBO HA OCHOBE AHTHTENA, KOTOPOE TIOABIIIET
nepenady curHana ¢ ydactuem TIM-3, mpeactaBmsier coOou antuteno Kk TIM-3 unm ero
npousBoaHoe. Anturena k TIM-3 pxkmouator, Hanpumep, MBG453, LY3321367, Sym023,
moboe w3 aHTuTen, packpeitbix B WO02016/161270, u nrobOble WX MpOH3BOAHBIE. B

HCKOTOPBIX BaApHAHTAX OCYHMICCTBICHUA CPEACTBO HA OCHOBC AHTHUTC/IA, KOTOPOC MOAABIIACT
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nepenady curHanma ¢ ydactwem TIM-3, mpencraBnser co6oir TSR-022. B HekoTophix
OTIPEJICIEHHBIX BAPHAHTAX OCYIIECTBIEHUS CPEACTBO BKIIOYAET KOMOWHALIMU CPEACTB,

KOTOPBIE MOJABILIOT MEpeiady CUrHana ¢ yyactueM TIM-3.

[00128] B BapmnaHTax OCyIIECTBIICHHS CPEACTBO, KOTOPOE MOAABIACT NEPEAAUY
curHanma ¢ ydactuemM TIM-3, BBOOAT B J03€, COCTABIAIOMIECH MPUOMH3UTENHbHO 1, 3 wmm
10 mr/kr. B BapriaHTax OCYHIECTBIIEHUS CPEACTBO, KOTOPOE MOAABIAET IMEepPeaady CUTHAJA C
yuactuem TIM-3, BBOAT B H03e, coctaBisromed mnpudOmusurensao 100-1500 mr. B
BApPHAHTaX OCYIICCTBIICHUS CPEACTBO, KOTOPOE MOJABILIET MEpPEady CHrHaja C Y4aCTHEM
TIM-3, BBOAAT B 103€, cocTaBistomed npuomusurensHo 100-500 mr. B BapuanTax
OCYLIECTBIIEHUSA CPEACTBO, KOTOPOE MOJABIAET Iepenady Curhaina ¢ ydactueM TIM-3,

BBOJSAT B J103€, cocTaBiisttomed npuonusutenbao 1000-1500 mr.

[00129] B BapuaHTax OCyIIECTBIIEHHs CPEACTBO, KOTOPOE MOAABIACT MEPEaady
curHana ¢ y4dactueM TIM-3, BBOIIT B J03€, COCTABILIHOIMEH mpUOMM3UTENbHO 100 MT;
MOCTOSTHHOM J103¢ MpHOIM3UTeIbHO 200 MT; TOCTOSHHOM 03¢ MPHOIH3UTENbHO 300 MT;
MOCTOSTHHOM 1103¢ mpuoOnusuTensHo 400 Mr; moctosHHOU n03€¢ mpuOmm3urensHO 500 M
MOCTOSTHHOW J103¢ MPHOIM3UTEIbHO 600 MT; TOCTOSHHOM 03¢ TMpHOMM3HTEIbHO 700 MT;
MOCTOSTHHOM 03¢ TpHOM3uTeIbHO 800 MT; MOCTOSHHOH 03¢ MPUOMM3UTENbHO 900 MT;
MOCTOSTHHOM 03¢ MpuOmm3uTebHo 1000 MT; OCTOSTHHOM 03¢ TpuOmu3uTesHo 1100 mr;
MOCTOSTHHOM 03¢ MPpUOMM3uTebHO 1200 MT; IOCTOSTHHOM 03¢ TpuOmM3uTebHo 1300 Mr;
MOCTOSTHHOMW J103¢ TPHOIM3UTEIbHO 1400 MT WM TIOCTOSIHHOW J03€ TPHONH3HUTEIIBHO
1500 mr. B BapuaHTax OCyHIECTBICHHUSA CPEACTBO, KOTOPOE MOAABISET MEpeaavy CHUrHaia ¢
yuactueMm TIM-3, BBOomAT B m03e, cocTasisironiei npubmusutenbiHo 100 mr. B BapuanTax
OCYIIECTBICHUA CPEACTBO, KOTOPOE MOMABISIET IEpeaady curHana ¢ ydactuem TIM-3,
BBOJAT B J103€, COCTaBJsronIeH mpuOmmsutenbHo 200 Mr. B BapmaHTax oCymIecTBIICHHS
CPEACTBO, KOTOPOE MOJAABJISAET Nepenady curHana ¢ ydactuem 1IM-3, BBOASAT B J03€,
cocrapnstomed nmpudmsureasHo 300 Mr. B BapuaHTax OCYIIECTBIEHUS CPEICTBO, KOTOPOE
NOJABIACT TEepeJady curHaia ¢ ydactuem TIM-3, BBOAAT B /103€, COCTaBISIIOLIECH
npuommu3utTennbHo 400 Mr. B BapuwaHTax OCYMIECTBICHHS CPEACTBO, KOTOPOE TOJABIISET
nepenady curHaima ¢ ydactaem TIM-3, BBOIAT B /103€, COCTABISIONMEN TPHONH3HTEIHHO
500 mr. B BapmaHTax OCyHIECTBICHUA CPEACTBO, KOTOPOE MOAABIAET MEpPeAady CHrHaja ¢
yuactuem TIM-3, BBOmAT B m03e, cocTaBisironiedt mpubmusutensao 600 mr. B BapuanTax

OCYHLIECTBIIEHUSA CPEACTBO, KOTOPOE MOJABIAET IMepejady CurHana ¢ ydactueM TIM-3,



43

BBOJST B J03€, COCTaBIBfomer mpuOmm3utenbHo 700 mr. B BapmaHTax ocymiecTBICHUS
CPEACTBO, KOTOPOE MOJABIAET Nepenady curHana ¢ ydactuem 1IM-3, BBOASAT B 103€,
cocrapnstomed mpudmmsuTensHo 800 Mr. B BapuaHTax oCcymiecTBIEHUS CPENACTBO, KOTOPOE
MOJABIAECT TEpeJady curHaia ¢ ydactuemM TIM-3, BBOAAT B /103€, COCTaBISIFOLIEH
npuommu3uTebHo 900 mMr. B BapmaHTax OCYMIECTBICHHS CPEACTBO, KOTOPOE TOJABIISIET
nepenady curHaiga ¢ ydactaem TIM-3, BBOAAT B /103€, COCTaBISIOMECH MPHUOIU3UTEITHHO
1000 Mr. B BapnaHTax OCyIIECTBIECHUSA CPEACTBO, KOTOPOE MOAABIIET NIEPEIAYy CUTHAJIA C
yuactueMm TIM-3, BBOIAT B 103€, cocTaBysroniei nmpuomsureasHo 1100 mr. B BapuanTax
OCYLIECTBIIEHUSA CPEACTBO, KOTOPOE MOJABIAET Iepenady curhaina ¢ ydactueM TIM-3,
BBOJAT B J03€, COCTaBjsAronied mpudmuzureabHo 1200 mr. B Bapuantax ocymiecTBIEHUS
CPeACcTBO, KOTOPOE MOAABIET mepenady curHana ¢ ydactuem TIM-3, BBOAsaT B 103e€,
cocTaBsiroIeH mpuom3uTepHo 1300 Mr. B BapuaHTax OCyIIeCTBICHHS CPEACTBO, KOTOPOE
MOJABIIACT TepeAady curHaiga c¢ ywyactueM TIM-3, BBOZAT B /03€, COCTaBISIOLIEH
npuou3uTebHo 1400 Mr. B BapmaHTax OCYIMECTBIIEHHS CPEICTBO, KOTOPOE TOHABIIIET
nepeaady curHanga ¢ ydactueMm TIM-3, BBOAAT B 103€, COCTABIAIONICH TPHOIU3HTEITBHO
1500 Mr. B BapmaHTax OCYINECTBIEHHsA CPEACTBO, KOoTOpoe monasmsaeT TIM-3, BBOAAT ¢
WHTEPBAJIOM BBEJIEHUS OJMH pa3 B HEJIENIO, OJIMH Pa3 B 2 HEJEIIH, OJIUH pa3 B 3 HEJENH, OJTUH
pa3 B 4 HeAeH, OAWH pa3 B 5 HEAEb WM OAWH pa3 B 6 Heaenp. B BapuaHTax OCyIeC TBICHUS
CpeAcTBO, KoTOpoe nmogasisaeT TIM-3, BBOAAT C MHTEPBAJIOM BBEACHUA OJWH Pa3 B 2 HEJICIIH.
B BapuaHTax OCyIIECTBIECHHA CPEACTBO, KOTOpoe nmojasisier TIM-3, BBOIAT ¢ HHTEPBAIOM
BBEJICHUSA OJUH pa3 B 3 HeJenu. B BapuaHTax oCylIECTBIEHUS CPEACTBO, KOTOPOE MOAABIISAET
TIM-3, BBOAAT Ha MPOTHKEHUHU MEPHO/IA, COCTABIBIIOIIETO O MEHbIIEH Mepe 2, 4, 6, 8, 10,
12, 14, 16, 18 unu 20 Henens. B BapraHTaxX OCYIIECTBICHUS CPEICTBO, KOTOPOE MOJABIIAECT

TIM-3, BBOAAT BHY TPHBEHHO.

[00130] B HekoTOphIX BapHaHTaxX OCYHIECTBIICHUS CPEACTBO, KOTOPOE
MOJIABJISIET TIEpeaady CUTHana ¢ ydactueMm TIM-3, BBOJSAT CyOBEKTY, KOTOPHIH TOITYYaeT,
MOTTy9aJT Wi OyIeT MOTy4aTh JICYSHHE C TIOMOIIBIO CPEACTBA HA OCHOBE aHTUTeNa K LAG-3
(HampuMep, OTIMCAHHOTO B TAHHOM JIOKyMEHTE). B HEKOTOpPBIX BapHaHTaxX OCYIIECTBICHUS
cpeacTBo Ha ocHoBe aHTHTENA K LAG-3 BBOIAT CyOBEKTY, KOTOPBIH MOTYYaET, MOTyYall WITH
OyZeT Moy4arh JeYeHHE C TIOMOIIBIO CPEICTBA, KOTOPOE TOAABISET TEPeNavdy CHUTHANIA C

yuyactueM TIM-3.
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[00131] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
K LAG-3 BBOAAT CyOBEKTYy, KOTOPBIH MOTYYAET, TONYyYald WIH OyJET MOIy4aTh JCUCHHE C
MOMOUIBIO CPEACTBA, KOTOPOE MOAABIHIET NIepeaavyy curHana ¢ yyactueM TIM-3, u nedenue
C MOMOLIBKO CPEACTBA, KOTOPOE MOAABIAECT Iepenady curHaina ¢ ydactuem PD-1. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBICHHS CPEACTBO, KOTOPOE MOJABIAET NEpeady CHrHaia ¢
yaactueM TIM-3, BBOOAT CyOBEKTY, KOTOPHIM MONYyYaeT, MOTy4asl WM OyJeT MOIydaTh
JEYECHHE C TOMOUIBIO CpeAcTBa Ha OCHOBe aHTHTena K LAG-3 u neueHuwe ¢ NMOMOIIBIO
CPEACTBa, KOTOPOE MOAABIAET NEpeaady curnaja ¢ yuactuem PD-1. B HeKOTOpBIX BapuaHTax
OCYILECTBJICHUA CPEACTBO, KOTOPOE MOJABIAET Nepeavy curnana ¢ yuactuem PD-1, BBogaT
CYOBEKTY, KOTOPBIH MMOJTy4YaeT, MOTy4dal WK OyAe T MOTy4YaTh JICYEHHE C TOMOIIBIO CPE/ICTBA,
KOTOPOE TOJAABIAET mepenavy curHana ¢ ydactuem TIM-3, w/wnu neyeHue ¢ NMOMOMIBIO
cpeactsa Ha ocHOBe aHTUTeNna K LAG-3. B BapuaHTax OCyIIECTBIEHHSA CPEICTBO, KOTOPOE

noxasisiet PD-1, w/umu cpeactso, kotopoe mogassier TIM-3, BBOIAT B MOHMKEHHOH J103€.

[00132] B HEKOTOPBIX POACTBEHHBIX BAPHUAHTAX OCYIIECCTBIICHUSA BBEICHUC
cpeactsa Ha ocHoBe aHTUTeNna K LAG-3 u cpeacTsa, KOTOpOe MOAABIIAET Nepeady CUrHasia
¢ yuactueMm TIM-3, ymydmaeT oTBET CyOBEKTa HA CPEACTBO, KOTOPOE TOAABIIET TIEpeaavy
curHana ¢ yqyactueM PD-1. B HeKOTOPBIX pOICTBEHHBIX BAPHAHTAX OCYIIECTBIICHHS CYOBEKT
ABJISETCS HEBOCIIPUUMYHUBBIM K CPEACTBY, KOTOPOE MOJIABIIAET NEPEJavy CUTHANIA C YHACTHEM
PD-1. B HEeKkoTOphIX PpOJCTBEHHBIX BaPHAHTAX OCYIIECTBICHUS CYOBEKT SBIICTCS
pedpakTepHBIM K CPEICTBY, KOTOPOE TOAABIISAET Tepeaady curHaia ¢ ydactuem PD-1. B
HEKOTOPBIX POACTBEHHBIX BAPHAHTAX OCYIIECTBICHUS CYOBEKT MPEOAOIEBAECT YCTOUUHMBOCTh
K CPEACTBY, KOTOPOE MOAABIAET MeEpeaady curHana ¢ ydyactuem PD-1, mocne neuenus c
MOMOUIBIO CpeicTBa Ha ocHOBE aHTUTeNa K LAG-3 u cpeacTsa, KOTOPOE MOJABISIET MEPEavy
curHana ¢ ydactuem TIM-3. B HEKOTOpBIX POACTBEHHBIX BapHaHTaX OCYLICCTBICHUS
BBEJICHUE CpeJIcTBA HA OcHOBE aHTUTENA K LAG-3 U cpeacTBa, KOTOPOE MOJABIIAET MEpEAady
curHana ¢ yyactueMm TIM-3, yaydmiaeT OTBET CyOBEKTa Ha CPEACTBO, KOTOPOE TIOJAABIIAET

nepegavdy curaana ¢ ysactuem PD-1.

[00133] B HeKOTOpBIX BapWaHTaX OCYINECTBICHUS WHTHOWTOP WMMYHHOHU
KOHTPOJBHON TOUYKH mipeacTaBiser co0od marnOuTop CTLA-4. B HekoTOpHIX BapuaHTax
ocymecteieHust ”HruouTop CTLA-4 mpencrasnser co00i Mamyr0 MOJIEKYITY, HYKJICHHOBYTO
KHUCJIOTY, TOJNHIENTHY (HAMpUMEp, AHTUTEJIO), YIJEBOJ, JHIAJI, METAJI, TOKCHH WA

ceaspiBaroiiee CTLA-4 cpencTtBo. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS CBS3BIBAIOIICE
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CTLA-4 cpencTBo npeACTaBISET COOOW aHTUTENO, KOHBIOTAT HA OCHOBE AHTUTEINIA HITH €T0

AHTUTEHCBS3BIBAIOIIHNA (PparMeHT.

[00134] B HeKOTOpBIX BapHMaHTaX OCYINECTBICHUS WHTHOWTOP HMMMYHHOHU
KOHTPOJBHOM TOuYKHM TpeactaBisier coOoi muaruomrop TIGIT. B HexoToprix BapmaHTax
ocymecteineHuss uHruouTop TIGIT mpeactaBmser co00i Mamyr0 MOJIEKYIY, HyKICHHOBYIO
KUCTIOTY, MONUIENTUA (HAIpUMEpP, AHTUTENO), YIJIEBOA, JHIMJ, META, TOKCUH WM
ceasbiBaromiee TIGIT cpeactBo. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIIEHHUSA CBS3bIBAIOILEE
TIGIT cpencTBo mpeacTaBIsIET COOOM AHTUTENO, KOHBIOTAT HA OCHOBE AHTHTENA WU €ro

AHTUTEHCBSA3BIBAIOTIMHA (PparMeHT.

[00135] B HeKOTOpBIX BapHMaHTaX OCYIIECTBICHUS HMHICHOUTOP HMMYHHOM
KOHTPOJIPHOM TOYKH TpencTaBiser coOoi muaruomtop [IDO. B HekoTOphIX BapuaHTax
ocymecTsieHuss uHrHOUTOp IDO mpeactaBiseT cOO0M Manyr0 MOJIEKYITY, HYKICHHOBYIO
KUCTIOTY, TONHNENTHA (HAPUMEpP, AHTHUTENO), YTIJIEBOJ, JUIHZA, METAUl, TOKCHH WA
csasbiBaromiee IDO cpenctBo. B HEKOTOPHIX BapHaHTax ocyniecTBiIeHUs cBs3biBatoinee [IDO
CPEICTBO TPEACTABIIET COOOW AHTUTENO, KOHBIOTAT HA OCHOBE AHTHUTENA WIM €To

AHTUTEHCBS3BIBAIOIINI (pparMeHT.

[00136] B HeKOTOpBIX BapHaHTaX OCYINECTBIICHUS WHTHOWTOP HMMMYHHOHU
KOHTPOJBHON TOYKM TpeactaBisier coboi maruomrop CSF1R. B HexoTopwIx BapmaHTax
ocymecteineHus uHruouTop CSFIR mpeactaBmseT coO0H Mamyr0 MOJIEKYTY, HyKICHHOBYIO
KHUCJIOTY, TOJNHMIENTHY (HApUMEp, AHTUTEJIO), YIJIEBOJ, JHMIHAJI, METAJI, TOKCHH WA
ceaspiBatomee CSFIR cpenctBo. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS CBA3BIBAIOIIEE
CSF1R cpencTBo mpeacTaBsieT COOOM aHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTEIIA WITH €Tr0

AHTUTEHCBS3BIBAIOTIHHA (PParMeHT.

[00137] B BapmaHTax OCYMIECTBIEHHS CIIOCOOOB, ONMCAHHBIX B JAHHOM
JOKYMEHTE, CYOBEKTY JOTOTHHUTEIbHO BBOJWIN WM OyIyT BBOJWUTH CPEICTBO, KOTOPOE
nomasiser momm(AJld-pudoza)mommmepasy (PARP). B BapmanTax ocymiecTBieHUs
cpeactso, koTopoe mogasiser PARP, npeacrasnseT coO0i Manyro MOJIEKYITY, HyKIEHHOBYIO
KUCJIOTY, TIOJUMENTHA (HAPUMEP, aHTHTENO), YIIEBOJ, JHIHJ, METAUT WIH TOKCHH. B
BapUAHTAaX OCYINECTBJICHHUS CPEICTBO, KoTopoe monaasisier PARP, BeiOpaHo w3 Tpymmsl,
cocrosimer u3: ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722, DR 2313,
E7016, E7449, ¢pny3onmapuba (SHR 3162), IMP 4297, INO1001, JPI 289, JPI1 547, xoustorara
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MoHOKITOHATbHOE aHTHTeNO B3-LysPE40, MP 124, nupamaputa (ZEJULA) (MK-4827), NU
1025, NU 1064, NU 1076, NU1085, onanmaputa (AZD2281), ONO2231, PD 128763, R 503,
R554, pykanapu6a (RUBRACA) (AG-014699, PF-01367338), SBP 101, SC 101914,
cummumnapuda, tamazomapudba (BMN-673), semumapuba (ABT-888), WW 46, 2-(4-
(TpudTopmerun)pennn)-7,8-muruapo-SH-truonmmpano[4,3-dmupumuauna-4-ona U Ux conen

WA IMTPOU3BOAHBIX.

[00138] B BapuaHTax oCyIecTBIEHHs CpPeAcTBO, KoTopoe moaasisieT PARP,
npeAcTaBIsgeT coOoN HUpamapuO. B BapuaHTax ocyliecTBICHUS HUpAnapuoO BBOIAT B J03€,
SKBUBAJIEHTHOW TTPUOIU3UTENHHO 100 MT CBOOOTHOTO OCHOBAaHHS HHpamapuOa (Hampumep,
(hapMaLIeBTHUECKH TPUEMIIEMYIO COJIb HHUpamapuOa, TaKyl0 KaK MOHOTHApAT TO3HWiaTa
HHUpamapuba, BBOJAT B J03€, SKBHBAICHTHOH mnpuOmusutensao 100 mMr cBOOOIHOTO
OCHOBaHMA HHpamapuOa). B BapmaHTax OCYIIECTBIICHHS HHpamapuO BBOJAT B J03€,
SKBUBAJICHTHOW MpHOTM3UTENbHO 200 MT CBOOOIHOTO OCHOBAHHS HUparnapuOa (Hampumep,
(apmMaLeBTHYECKH TPUEMIIEMYIO COJIb HHpamapuda, Takyl KaK MOHOTHAPAT TO3WJIAaTa
HUpamapuba, BBOJAT B J03€, SKBHBAJICHTHOH mnpuOmu3utensHo 200 Mr cBoOOJHOTO
OCHOBaHWS HHpamapu0Oa). B BapmaHTax OCYIIECTBICHHA HHUpPAMapuO BBOIAT B JIO3€,
SKBHUBAJICHTHOW TTPHOIH3UTENHHO 300 MT CBOOOHOTO OCHOBAaHHS HHpamapuoOa (Hampumep,
(hapMaICBTHYECKH TPUEMIIEMYIO COJIb HHpamapuOa, TaKyl0 KaK MOHOTHApAT TO3HWJIaTa
HUpamapuOa, BBOMAT B J03€, JKBHUBAJICHTHOW mpHOMM3uTeapbHO 300 MT CBOOOIHOTO

OCHOBAHUs HUparapuoa).

[00139] B BapmaHTax OCYINECTBIEHHA CIIOCOOOB, OTHCAHHBIX B HACTOSIIEM
JOKYMEHTE, CYOBEKTYy (HampuMmep, MJICKOTHUTAIONIEMY) BBOJWIH HIIA OYIyT BBOJHUTH
cpencTBo, koTopoe nogasnsaer TIM-3, u cpeactso, koTopoe nmoxasmnsaer PD-1, B pesynbrare

YEro MIICKOMUTAOIICC MOIYYACT BCC TPU CPEACTBA.

[00140] B BapmanTax OCymEeCTBICHHSA CpPEACTBO, KoTOopoe mopasnseTr PD-1,
npexacrasiser coborr BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283, JS-
001, MEDI-0680, MGA-012, auBomyma0, PDR0O01, memopommzymad, PF-06801591, REGN-
2810, TSR-042, arezommsyma0, asemymad, CX-072, mypsamymad, FAZ053, LY3300054,

MuLmaMonekyiy K PD-L 1 wnu ux npoussBogHeIe.

[00141] B BapmanTax OCyHIECTBIEHUS CPEACTBO, KOTOpoe moaasiaeT TIM-3,

npexactasisgeT coooit MBG453, LY3321367, Sym023, TSR-022 wnu ero mpou3BOIHOE.
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[00142] B BapUaHTax OCYIIECTBIICHUS cyOBeKTy (Hammpumep,
MJIEKOTIUTAIOIIEMY) BBOJWIN WIH OyIyT BBOJAHWTH CPEACTBO, KOTOpoe momasmser TIM-3,

takoe kak TSR-022, u cpenctBo, kotopoe moaasnset PD-1, takoe kak TSR-042.

[00143] B BapmanTax oCymEeCTBIEHUS CPEACTBO, KOoTOopoe moaasisier PD-1,
BBOST B J03€, COCTaBISAIOMICH OT mMpHOMH3uTebHO 500 MT/MaMeHT 10 MPUOIM3HTETHHO
1000 mr/manpienT. B BapmaHTax OCYHIECTBIIEHHS CPEICTBO, KOoTOopoe momasiser PD-1,
BBOAAT B J103€, cocTapisromed mnpuoOmuszutensHo 500 mr/mamment. B BapmanTax
OCYILECTBJICHUA CPEACTBO, KOTOpoe moxaasimsier PD-1, BBOAAT B A03€, COCTaBIAIOLIEH
npuomu3utTenbHo 1000 mr/mament. B BapuaHTax OCYIIECTBIEHHS CPEACTBO, KOTOPOE
noaasisaeT PD-1, BBOAAT maumeHTy OAMH pa3 B TPU HEJAenu. B BapuaHTax OCYIIECTBIECHHUS
cpencTBo, kKotopoe nogasisier PD-1, BBOAAT B TeueHHE MHOXKECTBA LIMKJIOB. B BapuaHTax
OCYHIECTBICHUA CPEACTBO, KoTopoe moaasiseTr PD-1, BBomaT B Teuenue 2, 3, 4, 5, 6 umm
OoJtbIIe MUKIIOB. B BapHaHTax OCYINECTBIIEHUS CPEACTBO, KOTOpoe moaasisseT PD-1, BBomsaT
B TEYCHHE TPEX, YETHIPEX WIU IIATH LUKIOB. B BapuaHTax OCyIIECTBICHH MOCIE TPETHETO,
YETBEPTOTO MITH MATOTO IUKJIA CPEACTBO, KOTOpoe mojasisieT PD-1, BBOAAT B OoJee BRICOKOM
703€ OJWH pa3 B 6 HeIenb WM OoJbIne. B BapHaHTaX OCYIECTBIIEHHS CPEICTBO, KOTOPOE
nogassier PD-1, BBomsT B Oonee BBICOKOW 103¢ OOWH pa3 B 6 Hexenb. B BapmaHTax
OCYIIECTBJIECHUA CPEACTBO, KOTOpoe noAasiisaeT PD-1, BBOAAT B mepBO# 103€, COCTABIIAOMICH
npuOmm3uTenbHo 500 Mr/marpieHT. B BapuwaHTaxX OCYIIECTBICHHS CPEICTBO, KOTOPOE
nogasisieT PD-1, BBOZAT B OoJiee BHICOKOH /103€, COCTABIOMEH mpuOu3uTensao 1000 wmr.
B BapmaHTax OCymiecTBIEHUS CPEACTBO, KOTOpoe noaasiseT PD-1, BBoaAT B nepBoM 103€,
cocTaBiromed mpuomm3uTeapbHo 500 Mr, 0MH pa3 B 3 HEIETH HA MPOTIKEHUH 3, 4 v 5
IUKJIOB C TTOCJIETYFOTICH BTOPOH J030M, COCTABIIIONICH mpuomm3uTeibHo 1000 MT, 0uH pa3
B 6 Helleb Witk OoJTbIne. B BapuaHTax OCYIMECTBICHHS CPEICTBO, KOTOPOe nojasiseT PD-1,
BBOJAT B TIEPBOM J03€, COCTABILIIOMEH MPpuOIU3uTebHO 500 MT, OJMH pa3 B 3 HEIEIH Ha
MPOTSHKEHUH 3 IUKIOB C TOCIEAYIOMEN BTOPOH T030M, COCTABIMIOMIEH MPUOIHU3UTEITEHO
1000 mr, oguH pa3 B 6 Hee b Witk OoJbie. B BapraHTax 0CymIieCTBIEHUS CPEACTBO, KOTOPOE
noasysieT PD-1, BBOAAT B IepBOH /103€, COCTABIIAIOMEH MpHOM3UTETbHO 500 MT, OHH pa3
B 3 HEACIH HA MPOTSLKEHHM 4 LUKIOB C MOCIEAYIOMEH BTOPOM J030H, COCTaBISIOLIEH
npuonu3uTennbHo 1000 Mr, ouH pa3 B 6 Hemenb win OoJbiie. B BapraHTax OCyIIECTBICHUSA
CpeACTBO, KoTopoe mopaemsieT PD-1, BBOgAT B NEPBOM [103€, COCTABIAIOLICH

npuom3uTebHo 500 MT, OMH pa3 B 3 HEAENH HA MPOTSHKEHUH 5 LUKIIOB C TIOCHEIYFOIIEH
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BTOPOM 1030, cocTaBIrsromel mpuonmsuTenbao 1000 M, 0auH pa3 B 6 Helenb WK OOJbLIe.
B BapuanTax ocymecTBICHUS BTOPYIO 403y, cocTaBisronryro 1000 mr, BBOOAT OauH pa3 B 6

HEeb.

[00144] B BapumanTax oCymIeCTBIEHUS CPEACTBO, KOTOpoe moaasiAeT TIM-3,
BBOJAT B /103€, cocTaBistomed mnpuOmmsurensio 1, 3 wimm 10 mr/kr. B BapmanTax
OCYILECTBJIICHUA CPEACTBO, KOTOpoe mojasiser TIM-3, BBOAAT B 103€, COCTaBILIOIIEH
npuommu3uTennbHo 100-1500 Mr. B BapuanTax ocymiecTBIEHUS CPEACTBO, KOTOPOE TTOIABIISET
TIM-3, BBOAAT B IOCTOSTHHOM /103€, COCTABIISIOMEN MPUOIM3UTEbHO 100 MT; MOCTOSTHHOM
103€ mpuOMM3uTeNbHO 200 MT; TOCTOSTHHOM 03¢ MPUOTU3UTETHHO 300 MT; TOCTOSTHHOM /103€
npuonmu3uTenbHo 400 Mr; MOCTOSHHON A03¢ NpuOnm3uTenbHO 500 Mr; MOCTOSIHHOM 103€
npuOH3uTebHO 600 MT; TTOCTOSHHOW J03€ MPHOMM3UTENBHO 700 MT; IMOCTOSIHHOM 03¢
npuOm3uTebHO 800 MT; TTOCTOSHHOW J03€ MPHOMM3UTENBHO 900 MT; MOCTOSIHHOM 03¢
npubm3uTebsHO 1000 Mr; mocTostHHOM 103€e mpuOIM3uTebHO 1100 MT; MOCTOSHHON /103€
npuOu3uTenbHO 1200 MT; MOCTOSHHOM 03¢ MpHOIM3uTebHO 1300 MT; MOCTOSHHON /103€
npuOmm3uTennbHO 1400 Mr Winm mocTOAHHOM n03e nmpudmmsutensHo 1500 mr. B BapuanTtax
OCYIIECTBIICHHS 03a TPEACTABIIET COOON MOCTOSHHYIO J03Y, COCTABJISAIONIYIO HE Oojee
npuom3uTebHo 1200 Mr. B BapmaHTax OCYHIECTBICHHS [103a TPEACTABISIET COOOU
MOCTOSTHHYIO 103y, COCTABIAIONIYI0 He Oojiee mpuOmusutensHo 900 Mmr. B BapuanTax
OCYINECTBIICHHUS J03a TMPEACTABIIET COOOM TOCTOSHHYIO JI03y, COCTaBISIIOIIYIO OT
npuom3uTenbHo 100 mo 500 Mr. B BapmanTax ocymiecTBIEHHS 034 MPEICTABIIET COOOH
MOCTOSTHHYIO JT03Yy, COCTaBISIONMYI0 OT mpuoOmmsurensHo 1000 no 1500 mr. B BapmanTax
OCYIIECTBJIECHUA CPEICTBO, KOTOPOE moAasisieT TIM-3, BBOAAT ¢ MHTEPBAJIOM BBEICHUS OAUH
pa3 B HEJETO, OJUH Pa3 B 2 HEAECTU, OJHMH pa3 B 3 HEACIH, OAUH pa3 B 4 HEAEM, OJMH Pa3 B
5 Hepenmp WM OAMH pa3 B 6 Hemenb. B BapmaHTax OCYIIECTBIEHHS CPEACTBO, KOTOPOE
nogasisieT TIM-3, BBOAAT C MHTEPBAJIOM BBEACHUS OJWH pa3 B 2 HeAenH. B BapuaHTax
OCYIIECTBJIECHUA CPEICTBO, KOTOPOE nmoAaBisieT TIM-3, BBOAAT ¢ UHTEPBAJIOM BBEICHUS OAUH
pa3 B 3 Heaenu. B BapuaHTax OCyIIECTBIEHUS CPEICTBO, KOTOpoe nmoaasmsaer TIM-3, BBoaiT
Ha MPOTSKEHHUU MEPHUO/A, COCTABIHIOIIETO Mo MeHber mepe 2, 4, 6, 8, 10, 12, 14, 16, 18

iy 20 HeIelb.

[00145] B BapmaHTax oCyIIeCTBIEHHsS CPEACTBO, KOTOpoe moxaasnser PD-1,
npeactasisier cooor TSR-042 u BBOAHTCS B KOTUUeCTBE pHOIH3UTENHHO S00 MT OUH pa3

B TPH HEJIENH; U CPeACTBO, KoTopoe momasnser TIM-3, mpencrasmser coooir TSR-022 u
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BBOJIMTCS B KOJMYECTBE HE Oojee mpuOmmsurensHo 1200 mr oamH pa3 B TpH Hexenw. B
BapuaHTtax ocymiecTBieHus TSR-022 BBOAAT B KOMWMYECTBE HE 0OJie€ MPHUOTH3IUTEITHHO

900 MT O1WH pa3 B TPHU HEACIH.

[00146] B BapmanTax OCYyINECTBIEHHA CPEACTBO, KOTOpoe mojasimsier PD-1,

W/UIM CpesicTBO, KoTopoe nmoAasisieT TIM-3, BBOAAT BHYTPUBEHHO.

[00147] B BapuaHTax OCYIIECTBIEHHUS CPEACTBO, KOoTopoe moaasisieT LAG-3,
cpencTso, kotopoe nmoaasisier PD-1, u/umm cpenctso, koropoe noaasisier TIM-3, BBOAAT B

MOHMKEHHOU JI03€.

[00148] B BapumaHTax OCyIIECTBIIEHHMA MOAXOAANIAs 103a CPEICTBA HA OCHOBE
antutena Kk LAG-3 HaxomuTcs B auamazoHe OT MpHOMu3uTeabHO 240 Mr/mammeHt a0
npubnmu3uTenpHo 720 mr/manmeHT. B BapuaHTax OCYIIECTBICHHA MOJXOAAINAS /1032
cocTaBisier NpUOIHM3UTENBbHO 240 Mr/manueHt, NPHONM3UTENBHO 320 MI/TAIMEHT,
npubOnm3uTennbHo 400 Mr/marmenT, npuOmM3uTenbHO 480 MT/MAIMEHT, TPUOTU3UTEIHHO
560 Mr/manmeHt, TpuOIU3UTENbHO 640 MI/MAIMEHT UM MPHOU3UTENBHO 720 MI/TIAIMEHT.
B BapmaHTax OCYIIECTBIECHHS TOAXOAAMIAs J03a COCTABIAECT TPHONTHU3HTEIHHO
200 mMr/manpeHT, npuOIH3UTebHO 300 Mr/manueHT, mpuOIM3UTeTbHO 400 MI/maIUeHT,
npuOTM3uTeTbHO 500 MT/ManmeHT, MPUOMH3UTETHFHO 600 MI/TAIHEHT HTH TIPUOTU3UTEITHHO
700 mr/manmenT. B apyrux BapuaHTax OCYHIECTBICHHA MOIXOAAINAS J03a COCTABISET
npuoM3uTeNTbHO 250 Mr/marmeHT, mpHOMH3UTETbHO 300 MTI/TMAIMEHT, NTPHOIHU3UTEITHHO
350 mr/manment, mpuoOnmsuTeapHo 400 mMr/manmeHT, TPHOMH3UTENbHO 450 MT/ManueHT,
npuoM3uTenbHOo 500 Mr/marmeHT, TPHOMH3UTETbHO 550 MI/MAIMEHT, NTPHOTU3UTEITHHO

600 mMr/manueHT, TpUOMH3HTENBHO 650 MT/TAIMEHT WK PUOTU3UTETbHO 700 MT/TaIHeHT.

[00149] B HeKOTOpBIX BapHaHTaX OCYHIECTBICHHS CTIOCOOBI 1O HACTOSIIEMY
M300pPETCHUIO BKITIOYAIOT BBEJCHHE CpeAcTBa, Bo3aekctByromero Ha LAG-3, B mose,
COCTaBJISIOMEH OT MPUOIU3UTENBHO 1 10 mpuOmm3uTenbHo 5000 MT, MPUOM3HTENHHO 1 MT,
MPHONHU3UTEITHHO 2 MT, TMPUOM3UTEBHO 2,5 MT, TIPHOJIH3UTEIBHO 3 MT, TMPHOTU3UTEIHHO
4 Mr, TpHOIU3UTENPHO 5 MTI, TPUONUZHTEIBPHO 6 MI, TPUOIUZUTEIBHO 7 MT,
MPUOJM3UTENFHO 8 MT, MPUOMU3UTENBHO 9 MT, TpHOIM3UTENbHO 10 MT, TIPUOTU3UTETEHO
50 mr, npuOmmsutenpHo 100 Mr, TpHOMM3HTEHPHO 200 MT, TPUOIM3UTETFHO 250 MT,
npuonusutensHo 300 mr,  mpuOmmsurenmpHo 400 Mr,  mpuOmHM3UTENHEHO 500 M,

npuonusuTenbHo 600 Mmr,  mpuOmmsutenmpHo 700 Mr,  mpuOmmM3uTENHEHO 800 M,
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npuommusuTembHo 900 mr, mpuOm3uTeneHO 1000 Mr,  mpuOMM3HTenpHO 1100 MT,
npuonusutenbHo 1200 mr, mpubnmusurenmsHo 1300 Mr, mpuOmM3HTENHHO 1400 MT,
npuomm3utTebHo 1500 mr,  mpubmusurenpHo 2000 mr, mpuOmM3uTenpHO 3000 M,
npuomsutensHo 4000 mr i mpubmsuTensHo 5000 Mr. B BapuaHTax ocymiecTBIEHHA
CTIOCOOBI TT0 HACTOSIIEMY H300PETECHHIO BKITFOYAIOT BBEJICHHE CPEICTBA, BO3JECHCTBYIOLIETO
Ha LAG-3, B mo3e, cocraBnsronied npuOnmu3utenbHo 20 mMr, mpuOmsutrensHo 80 wr,
npuomusutenbHo 240 mr,  mpuOmmsurensHo 500 mr,  mpuOmM3HTenbHO 720 M,
npuomzutensHo 900 mr, mpuOmmsuTensHO 1000 Mr, mpuOmm3urensHo 1200 M,
npuomzutensHo 1500 mr,  mpuOnusurensHo 1800 mr, mpuOmm3uTensHO 2100 M,

npuom3uTenbHO 2200 MT uiu npUOIM3UTENHHO 2500 MT.

[00150] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHA CIIOCOOBI 1O HACTOAIIEMY
W300PETEHUIO BKJIFOYAIOT BBEIEHHE CpeacTBa, Bo3aedcTByromero Ha LAG-3, B 103e,
cocrapmsaromet ot mnpuOmmsurensHo 0,01 Mr/kr  mo  mpuOmusutensHO 100 Mr/kr,
npuomu3uTeibHo 0,1 mMr/kr, mnpuOmm3uTenbHo 0,5 Mr/kr, TpHOMHM3UTENBHO | MI/KT,
NPUOJTU3UTEIIFHO 2 MI/KT, TPHONU3HTENBHO 2,5 MT/KT, TPHONMHM3UTENBHO 3 MI/KT,
NPUOJTU3UTEIFHO 4 MI/KT, TPHOMH3UTEIBHO 5 MI/KT, TPUOIM3HTENBHO 6 MI/KT,
MPHONMHM3UTEIIGHO 7 MI/KT, TPHONMH3WUTEIIBHO 8 MI/KI, TPHOIHM3UTEIIBHO 9 MI/KT,
npuOMu3uTeIbHO 10 MI/KT, TOpHOMH3UTETbHO 12 MI/KT, TNPUOMU3HTETBHO 15 Mr/KT,
npuOTU3HTETbHO 20 MI/KT, TPHOMM3UTENBHO 25 MT/KT, mpUOIU3uTebHO 30 MI/KT,
NPUOTTU3HTENTFHO 35 MI/KT, TpHOMM3UTENbHO 40 MT/KT, TPUOTHU3UTENBHO 45 MTI/KT,
MpHONMH3UTETbHO 50 MI/KT, NPHONMH3UTENIHO 55 MI/Kr, mNpUOMM3HTEeTbHO 60 MT/KT,
NPUOTTU3UTENTIFHO 65 MI/KT, TPHOMM3UTENbHO 70 MT/KT, TPUOTHU3ZUTENIHO 75 MI/KT,
npuOMH3uTeTbHO 80 MI/KT, TpHOMM3UTENbHO 85 MI/Kr, mpUOMM3HTEeTbHO 90 MT/KT,
MPUOTTU3HUTENTFHO 95 MI/KT Wit mprHOIM3UTENHHO 100 MI/KT MITeKOTTUTAROIIET0. B HEKOTOPHIX
BAPHAHTaX OCYIIECTBIEHHUA CTIOCOOBI 1O HACTOSIMIEMY M300PETEHHIO BKITFOYAIOT BBEIACHHE
cpencTsa, Bo3aencTByromero Ha LAG-3, B 103€, COCTAaBIIAIONIECH PUOIH3UTENBHO 1 MI/KT,
MPHONMHU3UTEIIFHO 3 MI/KI, TPHOMM3HTENbHO 10 MT/KT, TPUOTU3UTENHHO 12 MI/KT,

MPHONMH3UTEITFHO 15 MT/KT, TpUOIHM3HTENHHO 20 MT/KT HITH IPHOTH3UTEIIBHO 25 MI/KT.

[00151] B HEKOTOpPBIX BapHaHTAX OCYIIECTBIECHHS CIIOCOOBI BKITFOYAIOT
BBEJCHUE CpeacTBa, Bo3aekcTByromero Ha LAG-3, B [03€, COCTaBIAIOMIEH OT
npuoM3uTenbHO | Mr/kr g0 mpubmuuTensHo 10 Mr/kr. B HEKOTOPBIX BapHWaHTax

OCYHICCTBIICHUA CIIOCOOBI 110 HaCcTOAIEMY I/I306pCTCHHIO BKIIIOYAarOT BBCACHHUC CPCACTBA,
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BoznercTByromero Ha LAG-3, B 103€, COCTaBISIONICH OT TMPHONU3UTENHHO 1 MI/KT 1O
npuonmu3nuTenbHOo 30 Mr/kr. B HEKOTOpPBIX BapHWaHTaxX OCYIIECTBIEHHSA CHOCOOBI IO
HACTOSIIIEMY M300PETEHHIO BKITFOUAIOT BBEICHHE CPECTBA, Bo3acHcTByromero Ha LAG-3, B
703€, COCTaBIAIOMIEH OT UPUOMM3HTENBbHO | Mr/kr mo mpubmusutensHo 10 Mr/kr, ot
MPHONMH3UTENHHO | MI/KT 0 MPUOUZUTENHHO 25 MI/KT WM OT MIPHOU3UTENNBHO 1 MT/KT 10

MPHONMH3UTENTFHO 15 MT/KT.

[00132] B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS CITOCOO BKIIFOYAET BBEICHUE
cpenctsa, Bo3aencTByroniero Ha LAG-3, B 103e, cOCTaBIAOMIEH NPHOMH3UTENEHO 20 MT,
npuonusutensHo 80 Mr,  mpuOmm3uTensHO 240 mMr,  mpuOmm3uTENHHO 500 M,
npubnusutensHo 720 mr, mpuOmmsutensHo 900 mr wumm npuOmmsuTensbHo 1000 mr, oT
npubmmsurensHo 240 no 720 wmr, ot mpuOmmsurensHO 240 mo 1000 mMr wimm He Oornee

npuoTU3uTebHO 1000 MT.

[00153] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUA CTOCOOBI MO HACTOSIIEMY
M300pPETEHUIO BKIIFOYAIOT BBEIEHHE CpeacTBa, Bo3aedcTByromero Ha LAG-3, B 103e,
COCTABIAIOMEH NpHOMM3HTENPHO 20 Mr/mammeHT, NpuOMU3UTENbHO 80 MI/TIAIMEHT,
npuOTM3uTeTbHO 240 Mr/maimeHT, npHOMM3HTENbHO 500 Mr WM TPUOTHU3UTETHHO
720 mr/mameHT. B HEKOTOPBIX BapuWaHTaX OCYINECTBIICHHS CIIOCOO BKIIFOYAET BBEICHHUE
cpenctsa, Bo3acHcTByromero Ha LAG-3, B g03e, coctaBisromen 20 mr/manueHTt. B
HEKOTOPBIX BApHAHTAX OCYHIECTBICHHWA CIOCOO BKIFOYAET BBEJACHHE CPEACTBA,
Bo3neHcTRyromero Ha LAG-3, B 103e, cocTaBisronied mpuomsutebHo 80 Mr/manuent. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBICHHWA CIOCOO BKIFOYAET BBEACHHE CPEACTBA,
Bo3nercTByromero Ha LAG-3, B 103€e, cocTaBysroniei npuomsutensao 240 mr/manuent. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBICHHWA CMOCOO BKIFOYAET BBEACHHE CPEACTBA,
Bo3aeicTByromero Ha LAG-3, B 103e, cocTaBysironiei nmpuomsutesao S00 mr/manueHt. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBICHHWA CMOCOO BKIFOYAET BBEACHHE CPEJACTBA,

Bo3nercTRyroMero Ha LAG-3, B 103€, COCTaBISIONIEH MPUOTA3UTETFHO 720 MT/TAIMEHT.

[00154] B BapmaHTax OCYyIIECTBIEHHUS CIOCOO BKIFOYAET BBEJCHHUE CPEICTBA,
BozaecicTByromero Ha LAG-3, oauH pa3 B HeJIeO, OAWH Pa3 B JABE HEJEHU, OJIMH pa3 B TPU
HEJAETHW, OAUH Pa3 B YETBIPE HEJNENH, OJUH pa3 B MATb HEJENb, OAMH pa3 B IIECTh HEJENb,
OJWH pa3 B CEMb HEJENb WM OJUH pa3 B BOCEMb HEAENb. B BapuaHTax OCyILIECTBIICHUA

CTII0CO0 BKIIFOYAET BBEJCHHUE CPECTBA, Bo3AcHCcTBYomEero Ha LAG-3, o1H pas B ABE HEACIH.
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B BapmaHTax OCymIeCTBIEHHUS CITOCOO BKIFOYAET BBEJIEHUE CPEICTBA, BO3ACHUCTBYIOMIETO HA

LAG-3, ogus pa3 B TpU HEJIETH.

[00155] B BapmaHTax OCyIIECTBIEHHUS CIOCOO BKIIFOYAET BBEIEHHE CPEICTBA,
BoznercTRyromero Ha LAG-3 (Hampumep, 103y, COCTABIAIONIYI0 NMPHOMH3UTENBHO 20 MT,
npuOnmu3uTennbHo 80 Mr,  mpuOM3uTeNnbHO 240 mr,  mpuOmM3uTenpHO 500 wmrT,
MpUONMH3UTENTbHO 720 MT OJHMH Pa3 B ABE HEIETH WIH OT NpuOIM3uTenbHO 240 1o 720 mr),
OJIVH pa3 B JIB€ HeAenU. B BapuaHTax 0CyImecTBIEHHS CIIOCO0 BKIIFOUAET BBEJCHHE CPE/ICTBA,
BoznercTByromero Ha LAG-3 (Hampumep, 103y, COCTABIAIOMIYI0 MPHOMH3UTENBHO 20 MT,
npuonmusutenbHo 80 Mr,  mpuOmm3uTenpHO 240 mMr,  mpuOmM3uTENHHO 500 MT,
NpUONTU3UTENPHO 720 MT OJIMH pa3 B TPU HEAETH WM OT MPHOMM3UTENbHO 240 10 720 mr),

OJIMH pa3 B TPH HEJICTIH.

[00156] B BapmaHTax OCYIIECTBIIEHHS CHOCOO BKIFOUAET BBEJCHUE CPEICTBA,
Bo3ackcTByromero Ha LAG-3, B m03e, cocraBisionied mpuOMH3HTENbHO 20 MT,
NPUOTH3UTEIEHO 80 wmr, npuOIU3UTENbHO 240 MT, NPUOTHU3UTEHHO 500 wr,
npuOmm3uTennbHo 720 mr, mpuOmmusurensHo 900 Mr, mpuOmmsuTensHo 1000 Mr MM
npuOM3uTeTbHO 1500 Mr OMH pa3 B IBE HEJENH, WK OT NpuOIm3uTebHo 240 10 720 Mr

WM OT PUOU3nuTETbHO 240 10 1500 Mr oIMH pa3 B IBE HEJCITH.

[00157] B BapmaHTax OCyIIECTBIICHHUS CITOCOO BKIIFOYAECT BBEJCHHUE CPEACTBA,
Bo3nercTByromero Ha LAG-3, B 03¢, COCTABIIOMICH NPHOIHM3HUTEIBHO 3 MI/KT,
MPHONMH3UTETEHO 10 MI/KT, MPHOIU3UTENHHO 12 MI/KT HIH TIPHOJIM3UTEBHO 15 MT/KT OTHH

pa3 B JIB€ HEAECIH.

[00158] B BapmaHTax OCymEecTBIEHHUS CIOCOO BKITIOYAECT BBEJCHHE CPEICTBA,
BosnedcTByromero Ha LAG-3, B g03e, cocraBistomed mnpuOmmsutenbHo 20 M,
npuOnmmu3uTembHo 80 Mr,  mpuOM3UTeNbHO 240 Mr,  TIpUOMM3HTENHHO 720 M,
npuonusuTennbHo 500 Mmr,  mpuOmm3utensHOo 900 mMr,  TpHOMM3UTENsHO 1000 MT,
npuousuTenbHo 1500 mr, mpuOmmsurensHo 1800 mr, mpuOmM3HTENHEHO 2100 MT,
npuom3uTebHo 2200 MT wm npuOMH3UTeNsHO 2500 MT, OMH pa3 B TPH HEAETH, WIIH OT
npuoM3uTenbHO 240 10 720 Mr wnm oT mpuOmM3uTeNnbHO 240 10 2500 Mr oauH pa3 B TpU

HEICITH.

[00139] B BapmaHTax OCyIIECTBIEHHUS CIOCOO BKIIFOYAET BBEICHHE CPEICTBA,

BoznercTByromero Ha LAG-3, B 103e, COCTaBIAONICH NPHOTU3UTENBHO 10 MI/KT,
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NPUONTU3HUTENFHO 12 MT/KT, TpUOMU3UTENBHO 15 MT/KT, TIpHOMM3UTENHHO 20 MI/KT WIH

MPHOH3UTEITHHO 25 MT/KT OJTUH Pa3 B TPH HEJCITH.

[00160] B BapmaHTax OCymecTBIEHHUS CIOCOO BKITIOYAET BBEJCHHE CPEACTBA,
Bo3nercTRyromero Ha LAG-3, B m03e, COCTaBISIFONICH OT mpUOMM3uTeabHO 240 110
720 mr/manmenT. B BapuaHTax OCYIMECTBICHUS /03y BBOJAT OAWH pa3 B ABe Heaenu. B

BapHuaHTax OCyHICCTBICHUA 103y BBOIAT OAWH pa3 B TPH HEACITH.

[00161] B BapmaHTax OCYyIIECTBIEHHS CIIOCOO BKIIFOYAET BBEJICHHE CPEICTBA,
BoznercTByromero Ha LAG-3, B 103e, cocTaBisomed nmpuOmm3uTenbao 20 Mr/maipeHt. B
BApHUAHTaX OCYINECTBICHHUA J03Y BBOJAT OJHMH pa3 B JBe Heaend. B Bapuantax

OCYHICCTBIICHUA 103y BBOAAT OAHWH pPa3 B TPU HCACIIH.

[00162] B BapuaHTax OCYIIECTBIEHHS CIOCOO BKIIIOYAET BBEACHHE CPEICTBA,
Bo3aekcTByromero Ha LAG-3, B 103e, coctaBisromed npuomusutensHo 80 mr/manmeHt. B
BapUAHTAX OCYHICCTBICHUA J03Y BBOJAT OJHMH pa3 B JBE Henenu. B BapuaHtax

OCYHICCTBIICHUA O3y BBOAAT OJUH pa3 B TPH HEACIIHA.

[00163] B BapmaHTax OCYIIECTBIIEHHS CIMOCOO BKIIFOYAET BBEACHHE CPENICTBA,
Bo3nercTByrOmero Ha LAG-3, B 103€, cocTaBJisironies mpuommsuresHo 240 mMr/manueHt. B
BApHUAaHTax OCYIIECTBICHHUA 03y BBOJAT OJMH pa3 B JBE HeAenu. B BapuaHTax

OCYmCCTBIICHUA 103y BBOOAT OAWH Pa3 B TPU HCACIIH.

[00164] B BapmaHTax OCyImECTBIIEHHS CIOCOO BKIIFOYAET BBEJACHHE CPE/ICTBA,
Bo3nercTRyromero Ha LAG-3, B 103e, cocTaBJstronied mpuommsurebao 500 mMr/manueHt. B
BApHUAHTaxX OCYIIECTBICHHUA 03y BBOJAT OJHMH pa3 B JBE HeAenu. B BapuanTtax

OCYIMCCTBIICHUA 103y BBOOAT OAWH pPa3 B TPU HCACIIH.

[00165] B BapmaHTax oCymecTBIEHHS CIOCOO BKIFOYAET BBEACHUE CPEICTBA,
Bo3nercTRyromero Ha LAG-3, B 103€e, cocTaBJsironied mpuommsurebHo 720 mr/manueHT. B
BApHAHTaxX OCYIIECTBICHHUA J03Y BBOJAT OJHMH pa3 B JBE HeAenu. B BapuaHTtax

OCYHMCCTBIICHUA 103y BBOJAT OJHH Pa3 B TPHU HCACIIH.

[00166] B BapmaHTax oCyImecTBIEHHUS CIOCOO BKIFOYAET BBEACHUE CPEICTBA,
BoznercTRyromero Ha LAG-3, B 103e, cocTtaBsironiedt mpuommsurenbao 900 mr/manuenT. B
BAPHAHTaxX OCYIIECTBICHHUA J03Y BBOJAT OJHMH pa3 B JBE HeAend. B BapuanTtax

OCYHCCTBIICHUA 103y BBOJAT OJAHH Pa3 B TPH HCACITH.
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[00167] B BapmaHTax oCymecTBIEHHS CIOCOO BKIFOYAET BBEACHUE CPE/ICTBA,
BoznercTRyromero Ha LAG-3, B mo3e, cocrapmstomel npudmmsurebHo 1000 Mr/maruent. B
BapHAHTaX OCYIIECTBIICHUS [J03y BBOJAT OJMH pa3 B JBE HeEACHW. B BapuaHTax

OCYHICCTBIICHUA 103y BBOAAT OAWH pPa3 B TPU HCACIIH.

[00168] B BapmaHTax OCyIIECTBIEHHUS CIOCOO BKIFOYAET BBEACHUE CPEACTBA,
BoznercTRyromero Ha LAG-3, B 103e, cocrapmstomed npudmmsureabHo 1500 Mr/maruent. B
BApHUAHTaxX OCYINECTBIICHHUA J03Y BBOJAT OJHMH pa3 B JBe Heaend. B Bapuanrtax

OCYHICCTBIICHUA 103y BBOJAAT OJAWH pa3 B TPH HCACIIH.

[00169] B BapmaHTax OCyIIECTBIEHHUS CIOCOO BKIFOYAET BBEICHUE CPEACTBA,
BoznercTByromero Ha LAG-3, B mo3e, cocrapmstomed npudmsureabHo 1800 Mr/maruent. B
BApUAHTAX OCYHICCTBICHHUA J03Y BBOJAT OJMH pa3 B JBe Henenu. B BapuaHtax

OCYHICCTBIICHUA 103y BBOOAT OAWH Pas B TPHU HCACTIH.

[00170] B BapmaHTax OCYIIECTBIIEHHS CHOCOO BKIFOUAET BBEJCHHE CPEICTBA,
Bo3zaeHcTByromero Ha LAG-3, B mo3e, cocTasisromei npuom3uTebHo 2100 mMr/mammenT. B
BApUAHTAX OCYHICCTBICHUA J03y BBOJAT OJHMH pa3 B JBe Henend. B Bapuanrtax

OCYmCCTBICHHUA 03y BBOJAT OOAHUH pa3 B TPH HCACIIH.

[00171] B BapmaHTax OCyIECTBIEHHUsS CIOCOO BKIFOYAET BBEACHUE CPEICTBA,
Bo3nercTRyromero Ha LAG-3, B 03¢, coctapistomed npudimurebHo 2200 Mr/marueHT. B
BApHUAHTaX OCYIIECTBICHHUA /03y BBOJAT OJMH pa3 B JBe Heaenu. B BapuanTax

OCYmMCCTBIICHUA 103y BBOAAT OAWH pa3 B TPU HCACIIH.

[00172] B BapmaHTax oCymecTBIEHHUS CIOCOO BKIFOYAET BBEACHUE CPEICTBA,
Bo3nercTRyromero Ha LAG-3, B 03¢, coctapistomei npudmmsurebHo 2500 Mr/marueHt. B
BApHUAHTaxX OCYIIECTBICHHUA 03y BBOJAT OJMH pa3 B JBe Heaenu. B BapumaHTax

OCYMCCTBIICHUA 103y BBOAAT OAWH pa3 B TPU HCACIIH.

[00173] B BapmaHTax OCyImecTBIEHHUs CIOCOO BKIFOYAET BBEIACHUE CPEICTBA,
BoznercTByromero Ha [LAG-3, B J03€, COCTABIAIONMIEH NPHOIHM3HTENHHO 3 Mr/Kr. B
BApHAHTax OCYIIECTBICHHUA J03Y BBOJAT OJHMH pa3 B JBE HeAenu. B Bapuantax

OCYHMCCTBIICHUA 103y BBOAAT OAWH pPa3 B TPU HCACIIH.

[00174] B BapmaHTax ocCymecTBIEHHS CIOCO0 BKIFOYAET BBEACHUE CPEICTBA,

BosnercTRyromero Ha LAG-3, B mo3e, cocrasistomei mpubmisutenpHo 10 mr/kr. B
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BapUaHTaX OCYIIECTBIICHUA J03Y BBOJAT OJWH pa3 B JBE HeJAenu. B BapuaHTax

OCYHICCTBIICHUA 103y BBOAAT OAWH Pa3 B TPU HCACIIH.

[00175] B BapmaHTax OCyIecTBIEHHUS CIMOCOO BKIFOYAET BBEACHUE CPEACTBA,
BosnercTRyromero Ha LAG-3, B mo3e, cocrasistomei mpuOmisutenpHo 12 mr/kr. B
BApHAHTaX OCYIIECTBIIEHHUA J03y BBOJAT OJHMH pa3 B JBe Heaenu. B Bapuantax

OCYHICCTBIICHUA 103y BBOAAT OAWH pPa3 B TPU HCACIIH.

[00176] B BapmaHTax OCyIIecTBIEHHUS CIOCOO BKIFOYAET BBEACHUE CPEACTBA,
BoznercTByromero Ha LAG-3, B mo3e, cocraBistomei npuOmsutenpHo 15 mr/kr. B
BApHUAHTaX OCYIIECTBIICHHUA J03Y BBOJAT OJMH pa3 B JBe Heaend. B Bapuantax

OCYHICCTBIICHUA 103y BBOAAT OAHWH pPa3 B TPU HCACIIH.

[00177] B BapuaHTax OCYIIECTBIIEHHS CHOCOO BKIFOUAET BBEJCHUE CPEICTBA,
Bo3ackcTByromero Ha LAG-3, B mo3e, cocrapnstomieid mnpuoOmmsutenbHo 20 mr/kr. B
BapUAHTAX OCYHICCTBJICHHUA 103y BBOJAT OJMH pa3 B JBE Henenud. B BapuaHTtax

OCYHICCTBIICHUA O3y BBOAAT OJUH pa3 B TPH HEACIIHA.

[00178] B BapmaHTax OCYyIECTBIEHUS CIOCOO BKIFOYAET BBEACHUE CPEICTBA,
Bo3nercTByromero Ha LAG-3, B 703€, COCTaBISIOMEH NpHOMM3UTENbHO 25 mr/kr. B
BapHUaHTax OCYIIECTBICHHUA 03y BBOJAT OJMH pa3 B JBE HeAenu. B BapuaHtax

OCYmCCTBIICHUA 103y BBOOAT OAWH Pa3 B TPU HCACIIH.

[00179] B BapmaHTax OCyIECTBIECHHS CPEACTBO, Bo3aehcTBytomee Ha LAG-3,
BBOJAT BHYTPH IJj1a3a, OPajbHO, MAPEHTEPATbHO, MECTHO, OPOHXHAIIPHO, TPAHCOYKKAITBHO,
BHYTPHUKOXKHO, HWHTEPACPMANIBHO, TPAaHCACPMAIBHO, JHTEPAIbHO, BHYTPHAPTEPHAIBHO,
BHYTPHUKOKHO, BHYTPIDKEITY0YHO, HHTPAMEAYIUIIPHO, BHYTPUMBIIIIEYHO, HHTPAHA3aJIbHO,
HWHTPATIEPUTOHEATHHO, HHTPATEKATEHO, BHYTPHBEHHO, HHTPABEHTPHUKYIIPHO, B KOHKPE THBHIA
opraH (HarpuMep, BHYTPUIICYEHOYHO), MYKO3aJIbHO, HA3aJIbHO, MEPOPATHHO, PEKTAIBHO,
MOJIKO’KHO, TIOIBSA3BIYHO, MECTHO, TPAXeabHO, BATHHAIIFHO, BUTPEATHHO HIIH C TIOMOTIBIO
Mo00H WX KOMOWHAaIMW. B BapmaHTax OCYIIECTBICHHA CPEICTBO HA OCHOBE AHTHTENA K

LAG-3 BBOAAT BHYTPUBEHHO (HATIPHMED, C TIOMOLIBIO BHY TPUBEHHOW HH(Y3HH).

[00180] B BapuaHTax OCyIeCTBICHHsS CPEACTBO, Bo3jaekcTByomee Ha LAG-3,
npeactasisier codolt IMP321, penatmumad (BMS-986016), BI 754111, GSK2831781 (IMP-
731), Novartis LAG525 (IMP701), REGN3767, MK-4280, MGD-013, GSK-2831781, FS-
118, XmAb22841, INCAGN-2385, FS-18, ENUM-006, AVA-017, AM-0003,
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oncnennprueckuit adppamep Avacta PD-L1/LAG-3, aatuteno k LAG-3 iOnctura, antureno
k LAG-3 Arcus wiu Sym022.

[00181] B BapuaHTax OCyIECTBIECHHs CPEACTBO, Bo3aekcTByromee Ha LAG-3,
MPEACTABIAECT COOOW TOMUNENTHA, OTUCAHHBIA B HACTOAIIEM JOKYMEHTE, BBIICIICHHYIO
HYKJIEMHOBYIO KHCJIOTY, ONMHCAHHYI0 B HACTOSIIEM JOKYMEHTE, BEKTOP, OMHCAHHBIA B
HACTOSAIIEM TOKYMEHTE , BBIICTICHHYIO KIIETKY, OTIMCAHHYIO B HACTOAIIEM IOKYMEHTE; TFO0YIO
KOMITO3ULIMIO, OTMCAHHYIO B HACTOSIIEM AOKYMEHTE, WM CPEACTBO Ha OCHOBE aHTHUTENA,

OIMMCAHHOC B HACTOAIICM JOKYMCHTC.

[00182] B BapuaHTax OCYIECTBIECHHs CPEACTBO, Bo3aencTByromee Ha LAG-3,

MPEACTABIAET COOOM MOUMIENTHA, COASPIKAIIU:
CDR-H1, onpenenennyro noxg SEQ ID NO: 5,
CDR-H2, onpenenennyro nmoa SEQ ID NO: 6,
CDR-H3, onpeaenennyto nog SEQ ID NO: 7;
CDR-L1, onpenenennyro nmog SEQ ID NO: 8;
CDR-L2, onpeaenennyto mox SEQ ID NO: 9; u
CDR-L3, ompeaenennyto mox SEQ ID NO: 10.

[00183] B BapmaHTax OCyIECTBIECHHS CPEACTBO, Bo3aehcTBytomee Ha LAG-3,

MPEACTABIISIET COOOM TOJATIETITHI, COEPIKAITHE:

AMMHOKHCIIOTHYIO TIOCIIEOBATEIBHOCTh BapHAOETBHOM O00NACTH THKEIOU
LENM, Xapakrepusyromyrcs no meHbined mepe 80%, 85%, 90%, 95% wumu 98%

HICHTHYHOCTHIO TToceaoBarebHOCTH ¢ SEQ ID NO: 3; u

AMHHOKHCJIOTHYIO TIOCIIE0BATEIEHOCTD BAPHAOETbHOW 0OJTACTH JIETKOW TIETIH,
xapaktepusyromyrocs 1o MeHpmed Mepe 80%, 85%, 90%, 95% wmu 98%

HICHTHYHOCTRIO mocieaoBaTeabHOCTH ¢ SEQ ID NO: 4.

[00184] B BapuaHTax OCyIECTBIECHHS CPEACTBO, Bo3aehcTByromee Ha LAG-3,

MPEACTABISIET COOOU TTOJATIETITH I, COJIEPIKAITHHI:

MOJIMMENTHAHYIO TIOCJIEI0BATEIBHOCTh TAXKEIION LIETH, XapaKTEPHU3YHOLIYHOCS
nmo MeHbie wMepe 80%, 85%, 90%, 95% wumu 98% HAEHTHUYHOCTHIO

nociegoBaTeabHOCTH ¢ SEQ ID NO: 1 wmu SEQ ID NO: 21; u
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MOJIMNENTHAHYIO TIOCTIEA0BATENBHOCTD JIETKOM LIEMH, XapaKTEPU3YIOINYOCA M0

MeHnb1en mepe 80%, 85%, 90%, 95% unu 98% UaeHTUYHOCTHIO OCTIEA0BATEIBHOCTH

¢ SEQ ID NO: 2 umu SEQ ID NO: 22.

[00185] B BapuaHTax OCYIECTBIEHHs CPEACTBO, Bo3aekcTByromee Ha LAG-3,

npeactassier cooort TSR-033.

[00186] B BapmaHTax OCYINECTBIEHHA CIIOCOOOB, OTMMCAHHBIX B HACTOSAIIEM
JOKYMEHTE, CyOBEKTOM SBIAETCS JKUBOTHOE (HampuMep, MileKomuTaromee). B BapuanTax
OCYIIECTBICHHUS CYOBEKTOM SBISETCA YEJOBEK. B BapHaHTaX OCYIIECTBIECHUSA CYOBEKTOM
ABIIIETCA OTIIMYHOE OT Y€JI0BEKA MIIEKOMUTAOIIEE (HATIPUMEP, MBIIIH, KPBICHI, KPOJIHKH UITH
OTJIMYHBIE OT uelloBeKa mpuMmaTsl). ClegoBaTENbHO, CIIOCOOBI, OMUCAHHBIE B HACTOSLIEM
JOKYMEHTE, MOTYT ObITh MPUMEHUMBI KaK NPU JICUCHUH YEIIOBEKA, TaK U B BETEPUHAPHOMU

MCIUIIUHC.

[00187] B BapmaHTax OCyIIECTBIEHHSA CHOCOOOB, ONMHCAHHBIX B HACTOSIIEM
JTOKYMEHTE, CyObeKTa (HaIpUMep, MIIEKOTIUTAIOIIEE ) PAHEe JIEYHIIH C TIOMOIIBIO OJTHOTO HITH
OoJee pa3MYHBIX METOJOB JICUCHHUs paka (HampuMep, ¢ MOMOIIBI0 OJHOTO WM Oojee W3
XHPYPTHYECKOTO BMEIIATEIBCTBA, PATHOTEPAITHH, XHMHOTEPAITHH W UMMYHOTEpanun). B
BAPUAHTAX OCYIIECTBICHUA MJICKOMMUTAIOIIEE JIEYWIH C IMOMOLIBIO OJHOM, IBYX, TpPEX,
YETBIPEX WUIIW TIATH JIMHUM NPEAIIECTBYIOIEH Tepanuu. B BapuaHTax OCYIIECTBICHHS JIMHUSA

MPEAIMECTBYIOIEH TePaiy NPEACTABIISIET COO0H MUTOTOKCHYECKYIO TEPAITHIO.

[00188] B HeKOTOpBIX BapHWaHTaX OCYIIECTBJICHHS CIOCO0, OMUCAHHBIA B
HACTOAIIEM JOKyMEHTE, 00ECTIEYMBAET KIIMHUYECKYIO TONb3Y Uil CyObekTa. B BapmaHTax
OCYIIECTBIICHHUS KITWHUYECKAs TI0JIb3a TPEACTAaBIsAeT co0oM momHBIH OTBET («CRY»),
yactuuHblii 0TBeT («PR») wmmm craOummsammro 3abomeBanus («SD»). B HexoTophix
BapUAHTaX OCYIIECCTBIICHUS KIMHUYECKas IMOJb3a COOTBETCTBYET MO MeHbUIeH mepe SD. B
HEKOTOPBIX BApHAHTAX OCYILECTBICHUS KIMHUYECKAs TMOJb3a COOTBETCTBYET MO MEHBIIEH
Mmepe PR. B HEkOTOpBIX BapHaHTaxX OCYIIECTBIEHH KIMHUYECKas N0b3a cooTBeTcTBYET CR.
B HekoTOpBIX BapuaHTax OCyIIecTBICHH 10 MeHbInen 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% unu 95% narmeHToB JOCTUTAIOT KITMHUYECKOH MOJIb3bl. B HEKOTOPBIX BapUaHTaX
OCYIIECTBJICHUSA 0 MEHbIIEH Mepe 5% MalMEHTOB JOCTUTAIOT KIMHUYECKOW TOJb3bl. B

HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHU MO MEHbIIEN Mepe 5% nauueHToB gocturaroT SD. B
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HEKOTOPBIX BapUAHTAX OCYIIECTBJICHHS MO MeHbUIEH Mepe 5% MalMEeHTOB JOCTUTAIOT IO
MeHpedl mepe PR. B HEKOTOpPBIX BapuaHTaX OCYILECTBIEHHUS MO MeHbIIeH mepe 5%
nauueHToB AocTuraroT CR. B HEKOTOpPBIX BapHaHTaX OCYHIECTBICHHUS IO MEHBIIEH Mepe
20% mMalMEeHTOB JOCTUTAIOT KJIMHUYECKOW TOJb3bl. B HEKOTOpPBIX BapHaHTax

OCYHIECTBIACHUSA N0 MeHbLIeH Mepe 20% nanuMeHToB JocTHraT SD.

[00189] B HekOoTOpBIX BapuaHTax OCYINECTBICHUA KIMHUYECKAsd II0JIb3a
(mampumep, SD, PR w/umu CR) ompenensiercss cornmacHo Kpurepusam OIIEHKH OTBETa MPHU
comuanbix omyxoiisix (RECIST). B HexkoTOpbIX BapHaHTaX OCYIIECTBIECHUS KIMHUYECKAs
nose3a (Hanpumep, SD, PR w/unu CR) onpenensiercs cormacHo pykooactsam RECIST. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIIECHUA KIIMHUYECKas nonb3a (Harpumep, SD, PR w/um CR)
ompeaensierca cornacHo pykooacTBam RECIST (Bepcus 1.1). B HexoTopsIx BapuaHTax
OCYINECTBICHHUS KIMHHYEeCKas moib3a (Hampumep, SD, PR w/mmm CR) ompenensercs
COTJIACHO CBS3aHHBIM ¢ MMMYHHOH cuctemour pykoBoactBom RECIST (irRECIST). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS OTBET OIMYXOIH MOMKET OBITh OIIEHEH MO0 C
nomotnpio irRECIST, miu6o ¢ momompro RECIST Bepcun 1.1. B HekoTOpBIX BapuaHTax
OCYIIECTBJICHUS OTBET OMYXOJH MOKET ObITh OllcHeH Kak ¢ momombio irRECIST, Tak u ¢
nomouipto RECIST Bepcum 1.1. Ilpu ucronb30BaHMHM B HACTOAIIEM JOKYMEHTE TEPMHUH
«pykoBojactBa RECIST» moryT otHocutbesi kK RECIST 1.0, RECIST 1.1 mwmu irRECIST

B3aUMO3aMCHACMO.

[00190] Taxke mnpeayCMOTPEHBI CHOCOOBI HW3TOTOBIICHHUS ITOJUIICTITHAOB,
criocoOHBIX cBsaA3bIBaTh LAG-3, myTeM oOecTieueHHUs] SKCIPECCHH HYKICHHOBOH KHCITOTBHI,
KOJAMPYIOUIEH TMOJIMIENTHA, B KYJIbTYpE KIETOK-X039€B. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHS CPENCTBO HA OCHOBE aHTHTENa K LAG-3 (Hanmpumep, CpeACTBO Ha OCHOBE
TIOJIMTIETITH/IA) SBIISIETCSA BBIACTICHHBIM. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHHS CPEACTBO
HA OCHOBE aHTHTEIA (HAPUMEP, CPEJACTBO HA OCHOBE TOJIUIICTITHAA) MOKET OBITh OUHIIICHO
no 6onee 95% wmu 99% uncTOTH. B HEKOTOPBIX BapHaHTaX OCYIHECTBIICHHS CITOCOO
W3TOTOBJICHHUA TPEAYCMATPUBAECT KOMITOZUIMIO, COJAECPIKAIIYIO TOJMIENTHA, CIIOCOOHBIN
ceazpiBaTh LAG-3, myrem o0OBeOWHEHHA TOJMIENTHAA (HAMPUMEP, BBIICICHHOTO
MOJIMTIENTH/IA) C (papMaleBTHYECKH PUEMIIEMBIM HOCUTEJIEM M COCTABJICHHS [UTA BBEICHUS
cyOBeKTy. B HEKOTOPBIX BapHaHTAX OCYINECTBIICHUS CTATUs COCTABIICHHUS I BBEICHHS

BKJIFOYAET COCTABIICHUE KOMIIO3ULIMHU I TAPEHTEPATIbHOM TIOCTABKH.
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KPATKOE OITMCAHUE ' PAOUNYECKUX MATEPHAJIOB

[00191] BximoyeHHbIE B TAHHBIA TOKYMEHT rpaUuecKue MaTepHaibl, KOTOPBIE
COCTOSAT M3 CIIEAYIOMMX (PUTYp, MpeIHA3HAUECHBI UCKIFOUUTENBHO I UIUTIOCTPALMY, a HE

JUI1 OTPAHHYECHHA.

[00192] Ha d¢urype 1 wu300pakeHO CXEMAaTHYECKOE TPEACTaBIEHUE, Oe3
COOMOAeHHs MaclITada, MePeaayy CUTHAIA UMMYHHONW KOHTPOJIBHOW TOYKH U UCTOIIECHUSA

T-kneTox.

[00193] Ha ¢urype 2 nokazan rpaduk, n300paskaronuii 3aHATOCTh PELIENITOPOB

Ha PBMC yenoBeka HLUTIOCTPAaTUBHBIM CPEACTBOM Ha OCHOBE aHTHTENa K LAG-3.

[00194] Ha ¢urype 3A nokaszan rpaduk, n3o0pa’karonyii KOHKYPUPOBAHUE
peLenTop-Iuran] Ui HJUFOCTPATMBHOTO CpeAcTBA Ha OcHOBe aHTutena k LAG-3.
WnmocTpaTuBHOE CpeAcTBO HAa OCHOBE aHTHTENAa K LAG-3 MOXKeT OJIOKUPOBATH CBSA3HIBAHUE
meuenHoro DyLight 650 (DyL650) cmutoro 6enka LAG-3 ¢ MHC xnacca I Ha kmeTkax
Haynu. PoMOBl 0003HAYAIOT M30THIMYECKUH KOHTPOJIb, a KPYKKH OO0O03HAYaIOT
WILTFOCTPATHBHOE CPEICTBO Ha OCHOBE aHTUTENAa K LAG-3. ®@urypa 3B npeacrasnseT coOou
cxemaTHueckoe n3oopakenue cxembl anammusa LAG-3 ¢ pemoprepusiM reHoM. Ha ¢urype
3C mnokaszaHoO, 4YTO WIUTIOCTPATHBHOE CPEeACTBO Ha ocHOBe aHTurena k LAG-3 TSR-033

SIBIAETCS MOIHBIM AHTArOHUCTOM CBa3bIBanus LAG-3/MHC-II.

[00195] Ha ¢urype 4 u3oOpakeH aHATW3 PEaKIWH CMEMIAHHOW KYJIbTYPHI
mampormroB (MLR). Makyouposanne CD4+ T-kIieTOK ¢ WILTIOCTPATHBHBIM CPEACTBOM HA
ocHoBe aHTHTeNna K LAG-3 10303aBHCHMBIM 00pa3oM OOECIEYHBATIO YBEIIHYCHHUE
npoxyumpoBanusa IL-2, u 310T 3¢¢deKT ycunuBaicsa C MPUMEHEHHEM KOMOWHAIMH C
WILTFOCTPATHBHBIM CPEJCTBOM Ha OcHoBe aHtuTena kK PD-1. HesakpameHHbie poMOBI
0003HAYAIOT HM30TUIHYECKHH KOHTPOJb, 3aKPAIICHHBIE KPYKKH OO03HAYAIOT CPEICTBO
JEYEHUS C TOMOINBI0 HIUIFOCTPATUBHOIO CpeAcTBAa Ha OcHOBe aHTutena k LAG-3,
HE3aKpalICHHBIE KBaIPaThl 0003HAYAIOT HIUTFOCTPATUBHOE CPEACTBO HA OCHOBE AHTUTENA K
LAG-3 B xoMOHHaImu ¢ 2 HI/MJI CpECTBA HA OCHOBE aHTUTeNA K PD-1, u He3akpameHHbIe
HIECTUYTOTBPHUKH 0003HAYAIOT WILTFOCTPATHBHOE CPEICTBO HAa OcHOBE aHThTena Kk LAG-3 B

koMOmHaImK ¢ 20 HI/MJT CpeJIcTBA HA OCHOBE aHTUTENA K PD-1.

[00196] Ha ¢urype 5 mokaszan rpaduk, nzoopakaromuii nmpoxyumpoBanue [L-2

n3 PBMC 4enoseka (ot 5 q0HOpPOB), cTUMYyIHpoBaHHBIX ¢ momompbio 100 ur/mim SEB B
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teueHue 3 aHel. UmocTpaTuBHOE cpeacTBO HAa OcHOBe aHTUTENA K LAG-3 10303aBUCHMBIM
o0pa3oM obecreynBaIO yBeTHIeHUE npoayrupoBanus [L-2, u 3ot 3¢deKT ycunmpancs ¢
MPUMEHEHHEM KOMOWHALIMH C WUTFOCTPATUBHBIM CPEICTBOM Ha OCHOBE aHTHTENAa K PD-1.
ManeHpkue KpyKKH O003HAYAIOT M30THUIIMYECKUH KOHTPOJb, KBaJIpaThl O00O3HAYAIOT
cpeacTBo Ha ocHoBe aHTHTeNna K LAG-3, 60mpInme Kpy)KKH 0003HAYAFOT CPEACTBO HA OCHOBE
aaturena K PD-1, u TpeyronbHMKH O0OO3HAYAOT WIUTFOCTPATHBHOE CPEICTBO HA OCHOBE

anTutena kK LAG-3 B koMOMHALIMK CO CPEICTBOM HA OCHOBE aHTHTENA K PD-1.

[00197] Ha ¢urype 6 noxasanbl WIUIFOCTPATHUBHBIC JAHHBIE KOIUYECTBEHHOTO
OTIpeJIeNIEHHs] B OTHOLICHUH OMYXOJIEH UCCIIEJOBAHUS KCEHOTPAHCIUIAHTATA Y MBIIIEH, TAE
mpimaMm  Balb/c  wmmmanTupoBamum  knmetku mMmpomsr  A20 u oOpaOareBamuM  MX
WU30TUITMYECKUM KOHTPOJIEM, MIUTIOCTPATUBHBIM CPEACTBOM Ha OCHOBE aHTHUTena k PD-1,
WILTFOCTPATHBHBIM CPEACTBOM Ha ocHOBe aHTHTeNa K LAG-3 1 koMOMHAIHEH cpeacTBa Ha
ocHoBe aHturena k PD-1 u cpeactBa Ha ocHoBe antuTena k LAG-3. V wmbimew,
00pabOTaHHBIX KOMOWHALIMEW CPEACTBA HA OCHOBE aHTHTENA K PD-1 m cpencTsa Ha OCHOBE

anTutena K LAG-3, pocT OIyXo0JIM CHIIBHO IIOJIaBJICH.

[00198] Ha ¢urype 7 mnokazaHsl WIIFOCTPATHUBHBIE JaHHbIC aKTWBaUMHA T-
KJIETOK CEJe3€HKH HCCIICIOBAHHUS KCEHOTPAHCIUIAaHTaTa y MbImel, rae Mmbmmam Balb/c
UMIUTAHTHPOBATH KiIeTKH TMM(poMbI A20 1 00padaThiBaIl WX H30THITHYECKAM KOHTPOJIEM,
WUTFOCTPATUBHBIM CPEACTBOM HAa OCHOBE aHTHTENa K PD-1, mimocTpaTUBHBIM CPEICTBOM HA
ocHoBe anTuTeNa K LAG-3 1 koMOuHaImewn cpeacTsa Ha ocHOBe aHTHTeNa K PD-1 1 cpencTaa
Ha ocHOBe aHTHTeNa K LAG-3. V Mbiei, 00paO0TaHHBIX KOMOWHAIHEH CPECTBA HA OCHOBE
aatutena K PD-1 u cpeactsa Ha ocHoBe aHTHTEna K LAG-3, HaOmoOIanoch 3HAYUTETBHOE
VBEIIMYCHHE TIOKa3aTtened kak mnpoymdepupyromux T-kmetok, Ttak u CD8 T-xmerok

CCJIIC3CHKHM.

[00199] Ha ¢urype 8 nokasansl HIDTFOCTPATUBHBIC JAHHBIE KOTUYECTBEHHOTO
ornpeaeneHus T-KIETOK OIMyXOJH U CENE3EHKH Yy MBILIEH C KCEHOTPAHCIIAHTATOM, KOTOPBIM
MOBTOPHO BBOJWIIH KIIETKH TUM(POMBI A20, B crydae HEOOPaOOTAHHBIX MBIIIEH W MBITIEH,
00paOOTaHHBIX WILTIOCTPATHBHBIM CPEACTBOM Ha OCHOBE aHTHTeNAa K PD-1 n koMOuHarmen
cpenctBa Ha ocHoBe aHTHTeNna K PD-1 u cpenctsa Ha ocHoBe anTutena k LAG-3. Ha neBoi
MaHen W300pakeH Tpaguk oObeMa OIMyXOolM, a HAa TPAaBOW MAHETH H300PAKEHO
KonmuecTBeHHOE onpenenenue T-kinetok (% CD4 T-knetok u % CD8 T-kimeTok, 00pasirst

COOTBETCTBYIOT HEOOPAOOTAHHBIM MBIIIAM, JIEBBIA CTOJOEI, KUBOTHBIM, O0OPaOOTaHHBIM
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aaTutenoM K PD-1, cpemHuii cTonmOen; >KHBOTHBIM, 00pabOTaHHBIM aHTHTENOM K PD-1 u

aaTuteaom Kk LAG-3, ipaBblii CTONIOETT).

[00200] Ha durypax 9A-9B wu300paskeHBI pe3ynabTATHl HWILTIOCTPATHBHOU
Mojenu ucromeHus T-kmetok in vitro. (9A) Lenesas skcopeccust PD-1 u LAG-3 B
YYBCTBUTENIBHBIX (0 CTUMYJISLMH) KIETKAX M UCTOMEHHBIX (KIETKAX MOCTEe CTHMYIIALIUN).
(9B) KonmmuectBenHoe onpeaenenue npoayumposanust [IFNy B ncromeHHbIX KieTKax (mocme
CTHUMYJISIIIUH ), 00Pa0OTaHHBIX ¢ TIOMOIIHI0 KOMOWHAIIMH CPEICTBA HA OCHOBE aHTHTENA K PD-
1 u cpencrBa Ha ocHOBe aHTUTENA K LAG-3 (uepHBIE CTONOIBI) M H30TUITUIECKOTO KOHTPOJIS

(cepbie CTONOIIBI).

[00201] Ha ¢urype 10A nokasana cxema BBeaeHus 103 aHtHTena k LAG-3 B
BHUJIE CPEJCTBA MOHOTEPAITHH U B BHJIE CPEACTBA KOMOMHHUPOBAHHOW TEPAITUH C AHTHTEIIOM K
PD-1. Ha ¢urype 10B npeacrasieHa cxema aHaau3a CTENEHH 3aHATOCTH perentopos (RO),
KOTOPBIM TIO3BOJISIET OOHApY)KHMBaTh Kak cBa3aHHbIM TSR-033, Tak m oOmiee KOIMYECTBO
LAG-3 Ha moBepxHocTH T-KI€TOK B mepudepudeckoii kposu narpienta. Ha ¢urype 10C
MOKa3aHa CTereHb 3aHATOCTH peuentopoB (RO), usmepennas ¢ ucnonb3oBanuem T-kineTok
MALMEHTA, T/Ie CTEMEHb 3aHATOCTH PELENTOPOB MPUONIIKAETCS K HACHIMCHUIO TIPU J03€
240 mr (BepXHWUH HAOOp MaHHBIX) W K mpuMepHO 50% mpu mose 80 mr (cpemnmii HAOOP

JaHHBIX ).

[00202] Ha durype 11 m3o0pakens aseHaguarh (12) BHYTPHIETIOYEUHBIX
IUCY Tb(UAHBIX CBA3EH M YeThIpe (4) MEKIETOYEUHbIe AUCYTb()HUIHBIE CBI3H CPEIACTBAa HA

ocuose anturena k LAG-3.

[00203] Ha ¢urypax 12A-12F noka3zaHo, 4To 3ameTHas kKodkcrpeccus PD-1,
TIM-3 u LAG-3 BbIsiBIIeHa HA HHPUIBTPUPYIONIMX OIMYXOJIb KIIETKaX — 0co0eHHo Ha CD8+
T-kmeTkax — mpu HemenkokimeTouHoMm pake Jerkoro (NSCLC) (¢purypa 12A), pake
sHnoMetpus (purypa 12B), moueunoknerounom pake (RCC) (purypa 12C), pake melku
Mmatku (purypa 12D), pake xemynka (¢purypa 12E) u xonopekrampaom pake (CRC)

(¢urypa 12F).

[00204] Ha ¢urype 13A moka3aH WMMYHHBIH COCTaB WH(HIBTPHPYIOIIUX
OITyX OJIb JIEUKOLIUTOB, ONPEIEICHHBIN METOI0M MPOTOYHOM LIUTOMETPUH C UCITOIb30BAHUEM
obpasuos omyxonei oT mamueHToB ¢ NSCLC u RCC. Ilpu ureHnu mo 4acoBOU CTPENKE C

nonoxerns 12° cexropsl rpaduka mokaspmBaroT komuwdectBo CD8+, Th, Treg, mpyrmx
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CD3+/NKT, NK, monormros, DC, rpanynouuTos u apyrux CD45+ knetok. Ha ¢purype 13B
MOKA3aHbl MCCIEJOBAHHUSA C WCIIONBb30BAaHHWEM TpaH3nMa B B KauecTBe (PyHKIMOHAIBHOTO
mapkepa i T- u NK-kimerok ot maruerToB ¢ NSCLC u RCC. Ha ¢urype 13C nokaszan
anamu3 TIL npu nepsuunom EGFR+ NSCLC u o6Hapyxkeno, uto PD-1"TIM-3"LAG-3"
IUTOTOKCHYECKHE T-KIeTKH ObITH B BBICOKOM CTENIEHH TUC(YHKIMOHATHHBIMH, KaK OLIEHEHO
MO0 CTaTyCcy rpaH3uma B: skcmpeccus ABYX WM TPEX KOHTPOJBHBIX TOYEK OTMEYAET

mucyakipoHanpabie CD8+ T-kmeTku.

[00205] Ha  ¢urypax 14A-14G  wu300pakeHbl  HWCCIIEIOBAHUS  Ha
rymanu3upoBaHHbIX Mplmax NOG-EXL, KOTOpbIM CHayana MOAKOKHO HMHOKYJIHPOBAIIA
HeMmenKkokneTouHbd pak nerkoro (NSCLC) A549, a 3arem 00pabarsBaiy UCCIEAYEMBIMU
AHTUTENIAMHU, KOTOPbIE BBOAMIN HHTPANIEPUTOHEATBHO JIBA Pa3a B HeJEmo B 103¢ 10 Mr/kr.
O6bem onyxomu (Mm?) u3mepsim vepes 0-40 mHel mocne 06paboTku yenoseueckum 1gG4
HU30THITTYECKOTO KOHTPOJIS (¢pur. 14A); anturenom k PD-1 TSR-042 (¢ur. 14B); antutenom
k TIM-3 TSR-022 (¢ur. 14C); komOunanueir TSR-042 u TSR-022 (¢ur. 14D); anTute oM
k LAG-3 TSR-033 (¢ur. 14E); womOmnammenr TSR-042 wm TSR-033 (¢ur. 14F) wu
komOuHarnmed TSR-042, TSR-022 u TSR-033 (¢ur. 14G).

[00206] Ha ¢urypax 15A-15C u3o6paskens uccnemoBanus omyxojei NSCLC
Yy JKHUBOTHBIX, KOTOPBIE OCTAJUCh TMOCJE TMPEKPAIIECHUS HCCIIEI0BAHUA, OMHMCAHHOTO B
npumepe 9. Ha ¢purype 15A nokazana KpaTHOCTh H3MEHEHHUS HH)HIBTPUPYIOTIHX OTTYXOJTh
mamdormros (CD45). Ha ¢urype 15B noka3aHa KpaTHOCTh H3MEHEHHS PETYIISTOPHBIX T -
kinerok (Treg) mpu maenrupukamuu Treg kak CD4+FOXP3+. Ha ¢urype 15C mokazana
KPaTHOCTh W3MeHeHus mnpoimdepupyonmx Treg, m Ki-67 wmcmomp3oBamu B Ka4ecTBE
Mapkepa I PO ePUPYIONIUX KIIETOK. 3BE3I0YKY IPHUMEHSIOT 1151 onpeaencHus p<0,05
B HemapHoM T-tecte CThIOJEHTAa NPU CPAaBHEHHMU CPEACTBA MOHOTEPANMH HA OCHOBE

aaTuTena K PD-1 ¢ 1BOWHOM WITH TPOWHOW KOMOHHAIIHEW KOHTPOJIBHBIX TOYEK.

[00207] Ha ¢urype 16A noka3aHo CHIJKEHHE MOKA3aTENS aCCOLIMUPOBAHHBIX C
omyx onbr0 Makpodaros (TAM) mocie TBOWHOUM WK TPOUHOM OJTOKAIBI KOHTPOJTHHBIX TOYEK.
Ha ¢urype 16B moxazano ysenwdeHue cooTHomeHwid M1/M2, HaOmoOmaeMbIxX mocie
JBOWHOM WJTH TPOWHOM OJIOKAJbI KOHTPOJIBHBIX ToYeK. Ha ¢urypax 16C-D nokazano, 4to
nsoviHas Omokaga LAG-3 u PD-1 ¢ mpumenennem TSR-033 m TSR-042 obGecneunBaet
VIIy4lIeHWE B OTHOIICHHUH TEPANEBTHYECKOW 3(P(PEKTUBHOCTH M MMMYHHOH aKTHBAIIMH B

ryMaHU3UpOBaHHOM MbImHOW Moaemu omyxonu NSCLC. Ha ¢urype 16C nokazano, uTto
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komOuHarmsa TSR-033 ¢ TSR-042 ob6mamaetr agautuBHBIM 3(dexrom (ko3ddummeHT
B3aMMOJICHCTBHS JIeKapcTBeHHBIX cpeacTs, CDI=1,001) B OTHOmEHWH OTpaHUYEHUS POCTa
omyxomu y wmbimedt HuNOG-EXL, wuHOKynupoBaHHBIX KieTkaMu AS549. Mpeimei

3 ¢ TOCIEMYIOIMM BBEICHUEM

PaHIOMHU3HUPOBATM TpU oObemax omyxonu 80-120 mm
ykazaHHbIX cxeM (CriocoOsr). B ckoOKax yka3aHO TIOJABIIEHHE POCTA OMYXOJH TI0 OKOHYAHUH
I KaKA0H rpynmsel 00padotku. Ha ¢urype 16D mokaszano, 4TO MO CpaBHEHHUIO CO
CpeAcTBOM MOHOTepamuu Ha ocHoBe TSR-042 B KOMOMHHMpPOBAHHOM TpyIIie OBLIH
MOBBIIIEHBI TTOKA3aTeNH UHQUIBTPUPYIOIUX OIMYXO0Jb JTUM(OIUTOB, BHYTPHOIYXOJIEBBIX
nponudepupyromux T-xnerok, cootHomenue CDS8/Treg u cHmkenbl mokazatemu TAM
(memapubiii  T-kputepmit  CrhromeHTa). JlaHHBIE TIPEACTABIAIOT JBA HE3aBUCHUMBIX
skcniepuMenTa (n=10 Ha Tpymmy oOpaOOTKHM) M OBUIM HOPMATU30BAaHBI JUIA KPATHOTO
W3MEHEHHA OTHOCHTEJIPHO U30THITMYECKOTO KOHTPOJIS I KOKIOH rpymibl o0padoTku. Ha
¢urypax 16E-16F mokasano nosbimenue mokasarenen 3pdexkropusx T-KIeTOK maMaTa u
NPOAYLUPOBAHUS UTOKUHOB ex vivo T-KieTkaMu cene3eHKH B KOMOMHHUPOBAHHOW T'PYTINE
no cpasHeHH0 ¢ TSR-042 otnensHo. Ha ¢purype 16E nmokazaHo moBblimeHre mokasaTenen
s¢pdexropupx CD4 u CD8 T-k1eTOK MaMsaTH B KOMOHMHHUPOBAHHOMW TPYIITIE IO CPABHEHHIO C
TSR-042 ornensHo. Ha dpurype 16F nokazano 3HaYUTENNBHOE YBETUUECHHE TIPOTYIIHPOBAHUS

[FNy u TNFa B CD4 T-kmeTkax B KOMOHMHHPOBAHHOW Tpymme mo cpaBHeHHI0 ¢ TSR-042

OTACIIbHO ITPH CTUMYJIAIIHHA CIUNICHOIIWUTOB MBIIIH €X Vivo.

[00208] Ha  ¢urypax 17A-17G  w300pakeHbl  WCCIECAOBAHHWA  Ha
rymanusupoBaHHbix Mblmax NOG-EXL, KOTOpbIM CHayajla MHOKYJIMPOBAIU TMOAKOKHO
TPWKIBI HETaTUBHBIN pak MostouHo# xkene3sl (TNBC) MDA-MB436, a 3atem oOpabareiBamm
HCCTIETYEMBIMHU aHTUTEIIAMH, KOTOPBIE BBOIMIN HHTPAIIEPUTOHEATHHO JBa pa3a B HEJIEIIO B
nosze 10 mr/kr. O6wvem omyxomu (Mm’) m3mepsmm uepes 0-40 mHed mocie oOpaGOTKH
yenoseueckuM [gG4 uzorummaeckoro KOHTpoir (¢ur. 17A); aatutenmom k PD-1 TSR-042
(¢ur. 17B); anturenom k TIM-3 TSR-022 (¢ur. 17C); komOunanmeit TSR-042 u TSR-022
(¢ur. 17D); anturenom k LAG-3 TSR-033 (¢pur. 17E); komOunanumeit TSR-042 u TSR-033
(¢ur. 17F) u komOunaammeit TSR-042, TSR-022 u TSR-033 (dur. 17G).

[00209] Ha ¢urypax 18A-18G wu300pakeHBI HWCCIEAOBAHWS HA MBIIIHHOW
MOJIETT CHHTEHHOUW omyxojH, rae mbimmam BALB/c cHadana WHOKYNMHpPOBaIHM TOIKOKHO
KJIETOYHBIE JTMHAH PaKa MOJOYHOH skene3sl EMT-6, a 3atem oOpabateIBaiy ucciie IyeMbIMA

AHTHUTEJIAMH, KOTOPbIE BBOJAWIIM HHTPATIEPUTOHEATHHO JIBA pa3a B HeAET0 B 103¢ 10 Mr/Kr.
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O6bem omyxomu (Mm®) m3mepsm yepes 0-20 maHeH nocne o6paboTku venoseueckum 1gG4
H30THITIYECKOTO KOHTPOIS (¢pur. 18A); anturenom k PD-1 TSR-042 (¢ur. 18B); anTuTemom
k TIM-3 TSR-022 (¢ur. 18C); komOunarmei anturena k PD-1 TSR-042 u anturena k TIM-
3 TSR-022 (¢ur. 18D); anturenom k LAG-3 TSR-033 (¢ur. 18E); komOunHammei aHTuTena
Kk PD-1TSR-042 u anturena k LAG-3 TSR-033 (¢pur. 18F) u komOunarueit anturena k PD-
1 TSR-042, anturena k TIM-3 TSR-022 u antutena k LAG-3 TSR-033 (¢ur. 18G).

[00210] ®@urypa 19 oTHOCUTCA K CXeMe, Pa3padOTaAHHOM JJIS BBISBIICHUS BHIOB
paka, B OTHOIIEHWH KOTOPBIX MOKET OBITH TMOJIE3HO CPEJICTBO TEPAIUHA HA OCHOBE TPOMHOU

ONOKazpbl, M U300paKaeT KPATKOE OMUCAHHE TTPUMEHIEMBIX O TIIMYUTEIBHBIX MPU3HAKOB.
HEKOTOPBIE OITPEAEJIEHUA

[00211] Ecnim He yka3aHO uWHOE, HAay4yHble W TEXHUYECKHE TEPMUHBI,
UCTIONb3YEMBIE B CBA3U C HACTOSIIUM H300pPETEHUEM, TOJDKHBI HMETh 3HAYCHHUS, KOTOPBIE
OOBIMHO TTOHUMAIOTCS CIIEIUATIMCTAMY B JAaHHOM 007acTH TeXHUKU. Kpome Toro, ecimu uHOe
HE TpeOyeTcs Mo KOHTEKCTY, TEPMHHBI €IHHCTBEHHOT'O YHCJIA BKIIOYAIOT MHOKECTBEHHOE
YHUCIO, & TEPMUHBI MHOKECTBEHHOTO YHCJIa BKIIOYAIOT €AMHCTBEHHOE 4MCO. B 1menom,
U(POBBIE HITH CIIOBECHBIE 0003HAYECHHUS H METOIHKH, IIPUMEHIEMBIC B CBSI3H C KIIETOYHOH H
TKAHEBOW KYJIBTYPOH, MOJIEKYISIPHOH OHONOTHEH W XUMHEH W THOpUIM3alueld Oenka W
OJIMTO- WJTH TIOJTUHYKJICOTHIOB, OTIMCAHHBIE B HACTOAIIEM AOKYMEHTE, SBIITIOTCS TAKUMH,
KOTOPBIE XOPOINO W3BECTHBI M OOBIYHO HWCHOJB3YIOTCS B JAHHOW OONACTH TEXHHUKH.
CranmapTHble METONWKH TPHUMEHSIOTCS Ui pekomOwHanTHOM JIHK, cuHTe3a
OJIMTOHYKIICOTHIOB, a TAKXKE I KyJbTHBHPOBAHHA M TpaHCPOpPMALMK TKaHEH (HAaITpUMep,
snekTponopanuy, Jmnodekuun). @DepMeHTATHBHBIE PEAKIMA W METOAWKH OYHCTKH
BBITIOJIHAIOT B COOTBETCTBHH CO CHEIU(PHUKAIMAMHA TPOU3BOIUTENSA, KaK OOBIYHO
OCYIIECTBIISETCA B JAHHOW OONACTH TEXHUKH WM KaK OMHCAHO B HACTOAIIEM JTOKYMEHTE.
Beimeyka3aHHple METOAMKH W TPOLIEAYPHI B LENOM BBITIONHAIOTCA B COOTBETCTBHH C
OOBIYHBIMH CITOCOOAMH, XOPOIIO M3BECTHBIMU B TAHHOW 00J1aCTH TEXHHKH, U KaK OTIMCAHO B
Pa3MYHBIX OONIMX B 00JIee KOHKPETHBIX CCHIIKAX, KOTOPhIE IUTHPYIOTCA U OOCYKIAI0OTCS B
HacTosmeM omucannu. Cwm., Harpumep, Sambrook et al. Molecular Cloning: A Laboratory
Manual (2d ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y. (1989)),
KOTOpas BKIIOYEHA B HACTOSIIMHM JOKYMEHT TOCPEACTBOM CCBHUIKH. LludpoBbie wnmm
CIIOBECHBIE 0003HAYEHUS, UCTIONb3YEMBIE B CBA3H U C ONTUCAHHBIMH B HACTOSLIEM JOKYMEHTE

Ta00paTOPHBIMH TIPOIIEAYPAMH W METOJAMH AHATUTHYECKOM XWUMHUH, CHHTETHUYECKOU
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OPTraHWUYECKOW XHMHH, a TAaKKE MEJUIMHCKOW M (HapMaleBTHYECKOW XHWMHUH, XOPOIIO
W3BECTHBI M IIMPOKO HCTIONB3YIOTCS B TAHHOW 00nacTu TeXHukH. CTaHZapTHBIE METOIUKA
NPUMEHSIOTCA JUIA XHMHYECKOTO CHHTE3a, XUMHUYECKOTO aHalu3a, (papMaLeBTHUECKOTO

nOJIy4CHUA, COCTABJIICHUA U JOCTABKH U JICUCHUA MAIIUCHTOB.

[00212] Ipubnusumensno. TepMuH «IPUOTM3UTEIHHOY» TIPU UCTIONB30BAHUHU B
HACTOAIIEM JOKYMEHTE B OTHOLIEHUHU 3HAYEHHUSI OTHOCHUTCA K 3HAYEHHIO, KOTOPOE ABJISIETCS
CXOJHBIM B KOHTEKCTE YMOMSHYTOrO 3HaueHus. Kak mpaBuiio, crenuManucraMm B JaHHOM
00macTu, 3HAKOMBIM C KOHTEKCTOM, OYAET TOHATHO, YTO B 3TOM KOHTEKCTE TEPMHUH
TPUOJTU3UTEIIFHOY» OXBATHIBAET COOTBETCTBYIONIYIO CTETIEHb OTKIOHEHWs. Hampumep, B
HEKOTOPBIX BAPUAHTAX OCYINECTBICHHUS TEPMHUH «IIPUOTUZUTEIIHLHO» MOMET OXBATHIBATH
auana3oH 3HAYEHUMW, KOTOpble HaxonaTca B mpenaenax 25%, 20%, 19%, 18%, 17%, 16%.,
15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% uIu MEHbIIIE OT

YKa3aHHOT'O 3HAYCHHA.

[00213] Beeoenue. lcnomp3yeMmbplii B HACTOSALIEM JOKYMEHTE TEPMHH
«BBEJICHHE», KAK TMPABUIO, OTHOCUTCS K BBEJACHUIO KOMITO3UIIUH CYOBEKTY MM B CHCTEMY
ISl TOCTHKEHHS JOCTABKU CPEACTBA, KOTOPOE MPEACTABIAET COOOH KOMIIO3MIIUIO HITH
COJEPIKHTCA B HEW. PAMOBBIM CHeIMAaTUCTaM B JaHHOW O0JACTH HM3BECTHO O MHOJKECTBE
MyTEH, KOTOPHIE MOTYT B COOTBETCTBYIOIIMX OOCTOSTETLCTBAX MPHMEHATHCS I BBEACHUS
CyOBEKTy, HampuMep, 4enoBeKy. lIpumepsl myTeld BBEOEHUS BKIIOYAIOT B CeOs
MAPEHTEPATbHOE, HAIPUMEP, BHYTPUBEHHOE, BHYTPHUKOJKHOE, TOIKOXKHOE, TMEPOPATBHOE
(HampuMep, HHTAJSAIMEH), YPeCKOXKHOE (T. €. MECTHOE), YPECCIM3HCTOE W PEKTATBHOE
BBeZieHHe. HampuMep, B HEKOTOPHIX BapHAHTAX OCYHIECTBJIICHHS BBEICHHE MOXKET OBITH
TTIA3HBIM, TIEPOPATHHBIM, TTAPEHTEPATbHBIM, MECTHBIM | T. JI. B BapuaHTax ocymiecTBIeHHSA
BBEJICHHE SBIIIETCS MAPEHTEPATIbHBIM (HaIPUMED, BHY TPHBEHHBIM BBEJCHHEM ). B BapranTax
OCYIIECTBIICHHS BHYTPUBEHHOE BBEJICHHE SABIICTCS BHYTPUBEHHON HH(Y3ueH. B HeKoTOpBIX
KOHKPETHBIX BAPHAHTAX OCYIIECTBIICHHUS BBEJICHHE MOXKET ObITh OPOHXHATHLHBIM (HAIIPUMED,
MyTeM OpOHXHATBHON WHCTHIUIALWH), TPAHCOYKKATBHBIM, KOKHBIM (KOTOPOE MOMKET
MPEACTABIIATh COOOM MIIM BKJIFOYATH, HATIPUMED, OJHO WM 0OOJiee U3 MECTHOTO BBEICHHUS B
AEpMy, BHYTPUKO)KHOE, WHTEPACPMAIBHOE, TPAHCAEPMAIBHOE W T. A.), SHTEPAIbHBIM,
BHYTPHAPTEPHUANBHBIM, BHYTPUKO)KHBIM, BHYTPH)KEIYIOYHBIM, HWHTPaAMEXYIUIIPHBIM,
BHYTPUMBIIICYHBIM,  HMHTPAHA3AJIbHBIM,  HHTPAIICPUTOHEABHBIM,  HWHTPATCKABHBIM,

BHYTPUBEHHBIM, BHYTPIKEITYTOYKOBBIM, BHYTPh KOHKPETHOTO OpraHa (Hampumep,
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BHYTPHUIICYCHOYHBIM),  MYKO3QJbHBIM,  HA3aJIbHBIM,  TEPOPATBHBIM,  PEKTAIBHBIM,
MOJKOKHBIM,  TOABA3BIYHBIM,  MECTHBIM,  TpaxealbHbIM  (HampuMmep,  IyTeM
WHTpATPaxeanbHOM WHCTWUILMH), BAarWMHAIBHBIM, BHUTPEATBHBIM H T. 1. B HEKOTOpPHIX
BapUaHTaX OCYINECTBICHUA BBEJICHUE MOXKET IIPETYCMATPUBATh TOJIBKO OJHOKPATHYIO J03Y.
B HEKOTOPHIX BapuaHTaX OCYIIECTBIIEHUSA BBEJCHHE MOKET MPETyCMATPUBATh IPUMEHEHHUE
(PMKCUPOBAHHOTO YMCNA 103. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHsA BBEIECHHE MOKET
npexycMaTpuBaTh BBEJCHHE 103, KOTOPOE MPEACTABISAET COOOH MPEPHIBUCTOE (HAIIpUMED,
MHOKECTBO 103, Pa3JeNIEHHBIX BO BPEMEHH) W/HIIH MEPUOAMYECKOE (HATIPUMED, OTAETBHbIC
J03bl, pa3felieHHbIE OJWHAKOBBIM TEPHOJOM BPEMEHH) BBEIEHHE /03. B HEKOTOPBIX
BapHaHTaX OCYIIECTBIICHHUS BBEJICHUE MOJKET MPEYyCMATPUBATh HENIPEPBIBHOE BBEJCHHE 103

(HampuMmep, iepy3uro) B TEUCHHE TIO MEHBINCH MEPE BEIOPAHHOTO TIEPHOIA BPEMEHH.

[00214] PactBOpel MM CYCHNEH3WH, HCHONB3YEMBbIE I MAPEHTEPATIBHOTO,
BHYTPHUKO)KHOTO WJIM TIOJKOKHOTO TPHUMEHEHHS, MOTYT BKIIOYAaTh B CeOA CIEIYIOINHE
KOMITOHEHTBI: CTEPHIIbHBIN Pa30aBUTENb, TAKOW KaK BOAA U HHBEKIUH, COJIEBOU PacTBOP,
HENETYy4YHe Macja, MOJUATUICHIIIMKOIY, TIJMLUEPUH, IPOMUICHTIMKOIb WIM JApPYTHe
CHHTETUYECKUE PACTBOPUTEIH;, MPOTHBOOAKTEPHAIIBHBIE CPE/ICTBA, TAKHE KaK OCH3MIOBBIN
CIIUPT WM METHIMAPAaOCHBI, AHTHOKCHIAHTHI, TAKWE KaK ACKOPOWHOBAS KHCIIOTA WITH
OuCyTbUT HATPHUSA, XETATHPYIOIIHUE CPEICTBA, TAKHE KaK ITHICHIMAMHUHTETPAYKCYCHAs
kuciota (EDTA); Oydepsl, Takue Kak aneTartbl, mUTpaThl Wik (ocdarsl, U CpeacTBa s
PETYIUPOBaHHUA TOHWYHOCTH, TAKHE KaK XJIOPHI HATPUSA WK JeKcTposa. 3HaueHwe pH
MOYKHO PETYTHPOBAThH C IOMOTIBIO KHCIIOT WITH OCHOBAHHI, TAKHX KAaK XJIOPUCTOBOIOPOTHAS
KUCJIOTa WM THAPOKCHA HaTpusa. [lapeHTepalbHBIA Mpemapar MOKET OBITh 3aKIIFOYEH B
AMITYJTBI, OJHOPA30BBIEC MMIPHUIBI WX (PITAKOHBI C HECKOJBKAMH 03aMH, COCTAHHBIE H3

CTCKJIa UJIH T1JTaCTHKA.

[00215] Jlns BBEJAEHUA C IOMOINBK) HHTASAIUM COCAMHEHHS MOCTABISIOT B
¢dhopMe a3pO30JBHOTO CTIPEs U3 HAXOIAMIETOCS TIO/T TaBJICHHEM KOHTEHHEpa HMITH J103aTOpa,
KOTOPBIM COACPKHUT TOAXOIAMIMN NPOMEIUICHT, HApUMEp, Ta3, TAaKOM KakK JUOKCH]

yTIepoa, Wi HeOyaisepa.

[00216] CHcTeEMHOE BBEJEHHUE TAKKE MOKHO OCYILECTBIATH YPECCIU3UCTHIMU
WM YPECKOKHBIMU CpeAcTBaMH. [[II1 YpEeCCIM3UCTOrO WM YPECKOKHOTO BBEICHUS B
COCTaBE HCIIONIB3YIOT OOECIEUNBAIOIINE TNPOHUKHOBEHHUE CPEACTBA, MOAXOMASIIUE s

MPOHUKHOBEHU uepe3 Oappep. Takue oOecTieunBarONIfe MPOHUKHOBEHHE CPEICTBA OOBIYHO



67
W3BECTHHI B YPOBHE TEXHUKH W BKITIIOUYAIOT B ce0s, HATPUMEP, CPEACTBA ISl YPECCITU3UCTOTO
BBEJCHUS, TOBEPXHOCTHO-AKTHUBHBIE BEIIECTBA, JKETYHBIE KHUCIOTHI M TPOU3BOJHBIE
Gy3ua0BOM KHCITOTHL. UpEcCNM3WCTOE BBEJCHHE MOXKET OBITh OCYHICCTBIIEHO ITyTEM
MPUMEHEHUS HA3ABHBIX CIOPEEB WM CYNNO3UTOpUEB. JlJiA UYPECKOKHOTO BBEICHUSA
AKTUBHBIC COETUHEHHS COCTABIIIOT B Ma3W, Oanb3ambl, T€IM WM KPEMBI, KaK TPAaBHUIIO,

HU3BCCTHBIC B YPOBHC TCXHHKH.

[00217] CoenuHeHHs TaKke MOTYT OBITh TOJYYEHBI B (DOpME CYNIO3UTOPHUEB
(HampuMep, ¢ MOMOIIBIO TPATUITHOHHBIX OCHOB JIJIsI CYTIIIO3UTOPHEB, TAKUX KaK MAclio KaKkao

U JIpYTHE TIMUEPUADI) UM YAEP>KUBAIOIIHNX KIU3M IS PEKTATbHOM JOCTABKH.

[00218] Apdunnocmes. Kak Hu3BECTHO B YpOBHE TEXHHMKH, «apPUHHOCTH?
ABISIETCS MEPOM MPOYHOCTH, C KOTOPOW KOHKPETHBIM JIMTAHJ CBI3BIBAETCA CO CBOHM
napTHepoM. 3HaueHHSA adPUHHOCTH MOTYT OBITh W3MEPEHBI PA3IWYHBIMH IyTAMH. B
HEKOTOPBIX  BapHaHTaX  OCYIIECTBIEHHWA aQ(UHHOCTD H3MEPSAIOT C  IOMOINBIO
KOJIMYECTBEHHOTO aHaJM3a. B HEKOTOPBIX TAKMX BAPUAHTAX OCYIIECTBICHUS KOHLEHTPALHs
MapTHEpa IO CBA3BIBAHUIO MOXKET OBITh 3a()UKCHpOBAaHA TaK, YTOOBI OHA IPEBHIIIAJIA
KOHLICHTPALIMIO JIUTAH/A C LENbI0 UMHUTHPOBATh (PU3MONOTHMYECKHE YCIOBUA. B kauecTse
aTbTCPHATHUBBI UITH B TOTIOJTHEHHE, B HEKOTOPBIX BAPHAHTAX OCYINECTBICHHS KOHIIEHTPALHSL
MapTHEpPa MO CBSI3BIBAHWIO W/HMJIA KOHLCHTPALWsS JIMTAHIA MOXET BapbUpOBaThCsi. B
HEKOTOPBIX TAKHX BAPHAHTAX OCYHIECTBIICHHUS ah(HUHHOCTH MOKHO CPABHHBATH C ITAJIOHOM

B CPABHHUMBIX YCIIOBHUAX (HAMpPUMEpP, KOHICHTPALHH).

[00219] Aumumeno. Vicnonp3yeMblii B HAcTOSAIIEM JOKYMEHTE TEPMHUH
«AHTHUTENO» OTHOCUTCS K MOJUIENTHIY, KOTOPBIA COACPKUT JJIEMEHTHl KaHOHMYECKOMU
MOCIIE0BATETFHOCTH HMMYHOTJIOOYITHHA, TOCTATOYHBIE 711 00ECTICYEHUS CTIeU()UIECKOTO
CBA3BIBAHHUA C KOHKPETHBIM LIETIEBBIM aHTUreHOM. Kak HM3BECTHO B YPOBHE TEXHHKH,
WHTAKTHBIE AHTHTENA, MPOAYLHPYEMBIE B TIPHUPOJE, TPEACTABIIOT COOOH TEeTpaMepHBIE
cpenctea pasmepom npuOmm3uTenbHO 150 k/la, cocTosmUEe W3 ABYX HWICHTHYHBIX
MOJMTIENI THIOB TSDKENBIX 1ened (mpuomusutenpHo 50 k/la Kaxaprid) ¥ ABYX WIEHTHYHBIX
MOJIMTIETI TH/IOB JIETKUX LieTied (puomm3nuTensHo 25 k/la KaKapli), KOTOPBIE CBI3aHBI APYT C
JAPYyTroM ¢ 0OPa30BaHUEM TOT'O, YTO OOBIYHO HA3BIBAIOT «Y -00pa3HOM» cTpykTypou. Kaxkmas
TSDKENas TENb COCTOMT W3 10 MEHBIIEH Mepe YeThIpeX JOMEHOB (KaKABIA UTHHOW
mpuOmu3uTeTbHO 110 aMHHOKHKCIIOT) — aMHHOKOHIEBOTO BapmadempHoro (VH) momena

(pacTmoIO’KEHHOTO HA KOHIIAX Y-CTPYKTYPHI), 32 KOTOPHIM CJIEAYIOT TPH KOHCTAHTHBIX
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nomena: CH1, CH2 u kap6okcukonnesoit CH3 (pacmonoskeHHbIH y OCHOBaHUS ¢TeOs Y).
KopoTtkas o00nacte, H3BECTHas Kak «IEPEKIIOYATENH», COCAMHAET BapHaOENbHBIE U
KOHCTaHTHbIE oOnacTu Tsokemsix nened. «lllapuup» coemmmser momenst CH2 u CH3 ¢
OCTAJIPHOW YacThIO aHTUTENa. J(Be MuCymb(UIHBIE CBSI3M B 3TOW HIAPHUPHOW 0OIacTH
COETMHAIOT JIBAa TOJMIIETITHAA TSHKENBIX LEMEH APYr ¢ APYrOM B HWHTAKTHOM AHTUTEJIE.
Kaxnas merkas mienmb COCTOMT U3 ABYX AOMEHOB — aMHHOKOHIIEBOTO BapuadenpHOTO (VL)
JOMEHA, 32 KOTOPBIM CIIeAyeT KapOOKCHKOHIIEBOW KOHCTAHTHBIN (CL) momeH, oTAeeHHBIX
ApPYT OT Opyra eme OAHUM «Iepekmodarenem». CHenHaaiucTsl B JAHHOM 00J1aCTH XOPOIIo
3HAKOMBI CO CTPYKTYPOM U DSJEMEHTAaMH TIOCIEIOBATETPHOCTH AHTUTEN, PACIIO3HAIOT
«BapuaOETbHBIE» M «KOHCTAHTHHIE» OOJIACTH B MPEJOCTABICHHBIX MOCIEA0BATENIHOCTAX U
MOHUMAIOT, YTO MOJKET CYIIECTBOBATH HEKOTOPAs THOKOCTh B OMPEACIICHHH «TPAHHULBI)
MEXKJIy TaKMMH JOMEHAaMH, TaK 4YTO Ppa3IUYHbIC TMPEJICTABICHUS OJHOW M TOH K€
MOCJIE0OBATEIBHOCTH 1IETIH aHTUTEIA MOXKET, HAIIPUMEDP, YKA3bIBaTh HAa TAKyI0 I'PAHULYY B
MecTe, KOTOpPOE€ CMEIIEHO Ha OJWH WM Oo0Jieeé OCTATKOB IO OTHOLICHHIO JPYroro
MPEACTABICHUA TOM K€ IOCJIEAOBATEIbHOCTH LEMHM aHTUTena. Terpamepbl WHTAKTHOTO
AHTUTENA COCTOAT M3 JBYX JHMMEPOB TsDKENas LIEMb-JIErKas LENb, B KOTOPHIX TKETas U
Jerkas WEMH CBS3aHbI JPYr C JAPYrOM OJHOW AHCYTb(HIHON CBS3bIO; ABE IPyTHE
IUCY TH(UAHBIE CBSI3H COCTUHSIOT MAPHUPHBIE 00IaCTH TSDKENBIX IETIEH IPyT C IPyroM, 3a
CUET YEeT0 AUMEPHI COSTUHAIOTCSA IPYT C APYroM H oOpasyeTcs terpamep. [Ipoaymumpyemsbie
B MPHPOJE AHTHUTENIA TAKKE SBILIFOTCS TIUKO3WIMPOBAHHBIMH, Kak mpasuio, mo CH2-
nomeHy. Kaxapii TOMEH B IPUPOTHOM AHTHTENIE UMEET CTPYKTYPY, XapaKTePHU3YIOILYOCS
KYKITATKOW HMMYHOTJIOOYJIHHA», 00Pa30BaHHOW U3 IBYX OETa-IMCTOB (HAIIpuMep, 3-, 4- WiH
5-HUTEBBIX JINCTOB), YITAKOBAHHBIX APYT MPOTHB IPYra B CKATYI0 aHTHIIAPAJUIEIBHYIO OeTa-
oouky. Kaxnaprii BapuaOenbHBIH TOMEH COACPKHT TPHU THIEPBAPHAOEITBHBIE TIETIIH,
W3BECTHBIE KaK «ompeaessromue koMmrieMenTapaocts oonacti» (CDR1, CDR2 u CDR3), u
YeThIpe B HEKOTOPOW CTETIEHH HHBAapHaHTHBIE «kapkacHbeie» oomactu (FRI1, FR2, FR3 u
FR4). Korga npupoansie aHTuTeNna cBopaumBaroTcs, FR-o0macTi oOpasyroT OeTa-JHCTHI,
KOTOPBIE 00ECTIEUHBAIOT CTPYKTYPHBINA KapKac i TOMEeHOB, ¥ oomactu et CDR kak w3
TSHKETION, TaK M U3 JIETKOH HEMH 00bEIUHIIOTCA B TPEXMEPHOM MTPOCTPAHCTBE, B PE3YIBTATE
Yero OHH CO3JAIOT ©AWHBIM THUIEPBAPHAOCITGHBIM  AHTHTEHCBA3BIBAIOTIMMA  CAWT,
PacCIONIO’KEHHBIA HAa BEpHIMHE Y -CTPYKTYpbhl. Fc-00macTe BCTpeyarOmuxcs B TPUPOJAEC

AHTUTCIT CBA3BIBACTCA C DJICMCHTAMH CHUCTCMbI KOMILIICMCHTA, a4 TAKXKC € pEUCOTOpaMH Ha
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3¢ eKTOPHBIX KIETKAX, BKIIOYAIONINX, HampuMmep, 3(PQeKTopHbIE KIETKH, KOTOPHIE
OTOCPEYIOT IHUTOTOKCHYHOCTh. Kak HM3BECTHO B YPOBHE TEXHUKH, apPUHHOCTH W/HIH
JIpyTHE XapPaKTEPUCTHKH CBs3bIBaHHA Fc-oOmacteld B oTHOmEHHMH Fc-perentopoB MOTyT
MOJYTHPOBATHCS  TOCPEACTBOM TIIMKO3WIMPOBAHWUA WIH JApyrov wmoaudukammm. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS AHTHUTENA, MPOAYLIUPYEMbIE H/HUIIA UCTIOIb3YEMBIC B
COOTBETCTBUU C HACTOAIIUM M300pETEHHEM, BKIIFOYAIOT TIMKO3UIMPOBaHHbIE Fc-T0MeHbI, B
ToM uucie Fc-goMenbl ¢ mMoguuKanmed WM KOHCTPYHPOBAHHEM C TIOMOINBIO TaKOTO
TTIMKO3UIMPOBaHuA. sl menmed HacTOAMEro HW300pPETEHUS B HEKOTOPBHIX BapHaHTax
OCYIIECTBICHUS JIFOOON TMOJMMIENTHA WM KOMIUIEKC MOJIMIENTHAOB, KOTOPBIA COJEPKUT
JOCTATOUYHBIE TOCTEA0OBATEIPHOCTH JOMEHOB MMMYHOTJIOOYIIMHOB, KOTOPbIE HAXOIATCA B
MPUPOAHBIX AHTUTENIAX, MOTYT YIOMHMHATHCS W/HWIM TPUMEHATHCA KaK «AHTUTEIION,
HE3aBUCHUMO OT TOTO, TMOJyYEH JIM TAKOH IMOJMIIENTH/A €CTECTBEHHBIM IyTeM (Hampumep,
NPOXYLIMPOBAH OPTaHU3MOM, PEATHPYIOIIMM HA AHTUIEH) WIM MOIYy4YE€H C IOMOINBIO
PEKOMOMHAHTHON MH)KEHEPUH, XUMHUYECKOTO CHHTE3a WIIH APYTOH HCKYCCTBEHHOM CHCTEMBI
WIA METOAMKH. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIICHUS AHTUTENO SABIACTCA
MOJMKJIOHATBHBIM;, B HEKOTOPBIX BAapUaHTaX OCYLIECTBICHUA AaHTUTENO SIBIIAETCS
MOHOKJIOHAIbHBIM. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS AHTHTEII0O HMMEET
MOCJIEIOBATEIPHOCTH KOHCTAHTHOM OOJIACTH, KOTOPBIE XaPaKTEPHBI IJISI AHTHTEN MBIIIH,
KPOJIMKA, TIPUMAaTa WM YelOBEKa. B HEKOTOPBIX BapHAHTAX OCYHICCTBICHHSA JJIEMEHTHI
MOCIIEIOBATEIPHOCTH AHTHTENA SIBITIOTCA TYMAHH3HPOBAHHBIMH, TPUMATH3UPOBAHHBIMH,
XUMEPHBIMH | T. 1., KaK U3BECTHO W3 YPOBHA TEXHHUKH. bollee TOTO, TEPMUH «aHTHTEJION,
UCTIONB3YEMBI B HACTOAIIEM JOKYMEHTE, MOKET OTHOCHTBCI B COOTBETCTBYIOIIMX
BApPHAHTAX OCYHICCTBICHHSA (€CIIH HE YKa3aHO WHOE WIIH HE SICHO M3 KOHTEKCTA) K JIFOOOH W3
W3BECTHBIX WM Pa3paOOTAHHBIX B YPOBHE TEXHWKH KOHCTPYKIMH Wi (PopMaToB st
WCTIONb30BAHUS ~ CTPYKTYPHBIX H  (PYHKIMOHAIBHBIX OCOOEHHOCTEH AaHTHTENA B
AT TEPHATUBHOM TIPEICTABIICHHH. HampuMep, B BapHaHTaxX OCYIIECTBICHHS CPEACTBO Ha
OCHOBE AaHTHUTENA, TPUMEHIEMOE B COOTBETCTBHH C HACTOALIMM H300PETEHHEM, HMEET
(dopmar, BEIOpaHHBIH Oe3 OrpaHuYeHUs U3 UHTAKTHBIX aHTHTeN IgA, IgG, IgE nmu IgM; 6u-
WIn MynbTUCTIeIHuYecknx anTuTen (Hanmpumep, Zybody® u 1. 1.); ¢hparMeHTOB aHTHTEN,
takux kKak Fab-parmentsi, Fab’-¢pparmentsr, F(ab’)2-pparments, Fd -¢pparmenTsr, Fd-
¢parmenTsr, u BbAeneHHBIX CDR wnm wmx rpymm; omHouemodeuHsIx Fv; crmsHUi

HOJII/IHGH”H/II[-FC; OJHOAOMCHHBIX aHTHUTCII (HaanMep, AKYJIIbUX OJHOJAOMCHHBIX AHTHUTCII,
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takuX Kak [gNAR wnu ux ¢gparMeHTs); BEpONMIOKBUX aHTUTEN; MACKAPOBAHHBIX AHTUTEI
(Harmpumep, Probody®); MampIX MOAYTBHBIX HMMYHO(APMALEBTHYECKHUX TPEMAPATOB
(«SMIP™”); omnonenoueunsrx umm Tangemubix guaten (TandAb®); VHH; Anticalin®;
muauten Nanobody®; BiTE®; OenkoB ¢ aHkupuHOBBIM TOBTOPpoM Wi DARPIN®;
Avimer®; DART; TCR-nogoOubix anturen; Adnectin®; Affilin®; Trans-body®;
Affibody®; TrimerX®; MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HekoTopbix
BapUAHTaX OCYIIECTBJICHUS Y AHTHTEIA MOXKET OTCYTCTBOBATh KOBAJCHTHAS MOAU(DUKALIHS
(HampuMep, TPUCOETUHEHHE TTIMKAHA), KOTOPYIO OHO UMENO OBI, €cli ObI OBIJIO TOTY4EHO
€CTECTBEHHBIM TIyTEM. B HEKOTOpPBIX BapHaHTaX OCYINECTBICHUA AQHTHTENO MOXKET
COAEPKATh KOBAIIEHTHYIO MOJU(PUKALMIO (HAIPUMEDP, MPUCOEAUHEHUE TIIMKAHA, MOJIE3HYIO
Harpy3Ky (Hampumep, BbUIBIAEMBIM  ()parMeHT,  TEpaneBTHYECKUM  (PparMeHr,
KATAIATHYECKHHA (parMeHT W T.J.) WIM Jpyryl0o OOKOBYIO rpymnmy (Hampumep,

MOJIUA THIIEHTTIUKOJb U T. 1.)).

[00220] AHTHTENA BKIIOYAIOT ()ParMEHTHI AaHTUTEN. AHTUTENA TAKXKE BKITFOYAIOT
0e3 orpaHrYEHUs OMOTHOTEKH SKCIIPECCHH TOTHKIIOHATIHHBIX, MOHOKJIOHAIBHBIX, XHMEPHBIX
dAb (momeHHBIX aHTHTEN), OAHOU TeTH, Fab, Fav', Fav)2-dparmentos, scFv u Fa,. AnTHTEN0

MOKET OBITH IEJIbIM aHTHUTCIIOM, UJIU I/II\/IMYHOFJI06YJIHHOM, HIn (bpaFMCHTOM AHTHUTCIIA.

[00221] Kak moapoOHO OmucaHO BBINIE, LIEIbIC AaHTUTEIA COCTOSAT U3 JABYX Map
«qrerkout nermm» (LC) u «rsprenoit nermm» (HC) (Takue maper nerkas uens (LC)/Tsoxenas menb
B HACTOSIIEM JOKYMEHTe cokpamnieHHO 00o3HaueHbl kak LC/HC). Jlerkue 1ienu u TsKebIe
LHENH TAKUX AHTHTEN TPEACTABIAIOT COOOW TOJIMMENTHABI, COCTOAIIHE W3 HECKOJBKHX
JOMEHOB. B menmoM aHTHTene Kakaas TsHKENNas Melb COACPKHUT BapHaOeIbHYI0 00JIacTh
TSDKEJION TIeTH (COKPAIEHHO 0003HAYEHHYIO B HacTosAmeM AokyMeHTe kak HCVR umn VH)
W KOHCTAHTHYIO 00JacTh TshKeNmo# 1enu. KoHcTaHTHAs 007IacTh TSKENOH LETH CONEPIKUT
koHcTaHTHBIE NoMeHBI Tspkenou e CH1, CH2 u CH3 (kmaccer aatuten [gA, IgD u IgG) u
HEe0Os3aTeNTbHO KOHCTAHTHBIM qoMeH Tspkenou menn CH4 (kmacesr antuten IgE m IgM).
Kaxxmas nerkas 1ermb COAEP’KHAT BapHaOCITbHBIA TOMEH JIeTKOW 1ernmu VL W KOHCTaHTHBIN
nomen gerkor menu CL. Bapuabempnpie nomerst VH mw VL MOXHO JOTIOTHUTEITHHO
MOJPA3EATh Ha OOIACTH THIEPBAPUAOEIIBHOCTH, HA3bIBAEMBIE OTPEACTAIOIIHMHA
koMmIuieMeHTapHOcTh obmactamu (CDR), dyepemyrommecs ¢ 0Oomee KOHCEPBATHBHBIMHU
oOnacTaMHu, Ha3piBaeMbIMH KapkacHbME oomacTamu (FR). Kaxxmas VH u VL coctout u3 tpex

CDR wu 4detpipex FR, pacmomoskeHHBIX OT aMHHOKOHIIA K KAPOOKCHKOHILY B CIICIYIOTIEM
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nopsake: FR1, CDRI1, FR2, CDR2, FR3, CDR3, FR4 (Janeway, C. A., Jr, et al, (2001).
Immunobiology., 5th ed., Garland Publishing; m Woof, J., Burton, D., Nat Rev Immunol 4
(2004) 89-99). [1ee maps! Tsoxeno# uerw u nerkoi uenu (HC/LC) cnocoOHsI criermduyaecku
CBSI3BIBATBCSA C OJJHUM M TCM K€ aHTHTCHOM. TakuMm 00pa3oM, yKa3aHHOE II€JI0€ aHTHTEIIO
MPEACTaBIsieT COO0M OHMBAICHTHOE MOHOCTCIU(PUYECKOE AHTHTENO. Takue «aHTUTEIa»
BKITIOYAIOT, HATIPUMED, MBILIIHHBIC aHTHTEIA, YCIIOBEUCCKUE AaHTHTEIIA, XAMEPHBIC aHTHTEIA,
T'YMaHH3HPOBAHHBIC AHTHUTENIA U TEHETHYECKH CKOHCTPYHPOBAHHBIC aHTUTENA (BapHAHTHBIC
WA MYTaHTHBIC aHTUTENA), TIPH YCIIOBHH, YTO WX XapaKTePHBIC CBOMCTBA COXpaHAIOTCA. B
HCKOTOPBIX BapWAaHTAX OCYINECTBJIICHUS AaHTUTENIA WM CBSI3BIBAIOIIHAE  CPEICTBA
NPEACTABIISMIOT COO0M TYMAaHH3UPOBAHHBIC AHTHTEIA, OCOOCHHO B BHIC PEKOMOWHAHTHBIX

YETOBCUCCKHUX WK TYMAHHU3UPOBAHHBIX aHTHUTCII.

[00222] B HEKOTOpBIX BapHaHTAaX OCYIIECTBIICHUS AHTUTEINIO WU CBA3BIBAIOLIEE
CPECTBO MOMKET OBITh «CHMMETPHYHBIM». TEPMHUH «CHMMETPUYHBIN» O3HAYAET, YTO
AHTUTENIO WM CBA3BIBAIOINEE CPEACTBO HMMEIOT Fv-o0macTu ogHOTO THmHa (HampuMep,
aaTUTENO MMeeT e Fab-o6macti). B HeKOTOPBIX BapHaHTaX OCYIIECTBICHUSI AHTHTENIO WITH
CBSI3BIBAIONIEE CPEJICTBO MOKET OBITh «aCHMMETPHYHBIMY». TEPMUH «aCHMMETPUYHBII)
O3HAYAET, YTO AHTUTEJIO HITH CBS3BIBAIOIIEE CPEJACTBO UMEET IO MEHBIIIEH MEpE JBa Pa3HBIX
tuna Fv-oOnacteit (HanpuMep, aHTUTET0 uMeeT oonactu Fab u scFv, oomactu Fab u scFv2
wm oo6mactu Fab-VHH). Pasznuunbsie CTpyKTyphl aCHMMETPHUYHBIX AHTHUTEN HIIH
CBSI3BIBAIOMINX CPEICTB M3BECTHHI B JaHHOU oOnactu (Brinkman and Kontermann et al. 2017

Mabs (9)(2):182-212).

[00223] Cpeocmeéo na ocnoee anmumena: VIcnonb3yemMbpld B JaHHOM
JOKYMEHTE TEPMHH «CPEACTBO HAa OCHOBE AHTHUTENA» OTHOCHTCI K CPEACTBY, KOTOpOE
cielUIECKH CBS3BIBAETCS C KOHKPETHBIM AHTHTEHOM. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHUS JAHHBIA TEPMHUH OXBATHIBAET JIFOOOW TOJIMNENTH] WK TMOJUNETTHIHBIN
KOMITJIEKC, KOTOPBIHM COJIEPYKUT CTPYKTYPHBIE 3JIEMEHTHI HMMYHOTJIOOYJTMHOB, JOCTATOYHBIE
A o0ecreueHHs Crenr(pUIecKoro CBs3bIBaHUs. MIMOCTpaTHBHBIE CpPEeICTBA HA OCHOBE
aHTUTENa TMPEAyCMAaTPUBAIOT ©O€3 OrpaHHYEHHs MOHOKJIOHANIBHBIE AaHTHUTENA WU
MOJIMKJIOHAJIbHBIE aHTHUTENA. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHUSA CPEACTBO HA OCHOBE
AHTUTENAa MOXKET COJEPIKATh OJHY MJIH OONee MOCIeA0BATENBHOCTEN KOHCTAHTHOM 001acTH,
KOTOPBIE XapaKTEPHBI AJI1 AHTUTEII MBIIIHY, KPOJIMKA, IPUMAaTa WM Y€JI0BEKA. B HEKOTOPBIX

BapHuaHTax OCYHICCTBIICHHUA CPEACTBO HA OCHOBC AHTUTCIA MOKCT COACPKATb OAWH HWITH
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Oomee  JMEMEHTOB  TOCIEAOBATENIbHOCTH,  SIBISIIOIMUXCA  T'yMaHW3HPOBAHHBIMH,
NPUMATH3HPOBAHHBIMHU, XUMEPHBIMH H T. JI., KAK U3BECTHO M3 YPOBHS TeXHHKH. Bo MHOTHX
BapHAHTaX OCYIIECCTBIICHHS TEPMHUH «CPEICTBO HA OCHOBE AHTHUTEJA» HCIOIb3YeTCS IS
0003HAYEeHHUA OJHOW HMIIM OOJie€ M3BECTHBIX W3 YPOBHA TEXHUKH WM Pa3pabOTaHHBIX
KOHCTPYKIHMH WM (GOpPMATOB i1 TPHUMEHEHHUS CTPYKTYPHBIX M  (PYHKIMOHATBHBIX
NPU3HAKOB AHTHTENIA B ATBTCPHATHBHOM IIpeJCTaBIeHHH. HampuMep, cormacHo BapHaHTam
OCYIIECTBIECHHS CPEACTBO HA OCHOBE AHTUTEIA, IPUMEHIEMOE B COOTBETCTBUH C HACTOAIIIUM
n300peTeHueM, UMeeT (popmar, BEIOPaHHBIA 0€3 OrpaHHUYEHUS U3 MHTAKTHBIX aHTHTEN IgA,
IgG, IgE wm IgM; 6u- wm mymbTHcienuduIecKkux antute (Hanpumep, Zybodies® u T. 1w.);
(parMeHTOB aHTHUTENA, TakUX Kak Fab-¢parments, Fab’-¢pparmentsi, F(ab”)2-pparmentsr,
Fd’-¢parmentsi, Fd-pparmentsr, u Bergenenapix CDR wmm ux HaOOpOB; OAHOLETIOYEYHBIX
Fv; cnusaamii nomunentua-Fc; 0JHOTOMEHHBIX aHTHTEN (HATIPHUMED, OHOJOMEHHBIX AHTHTEIT
akynbl, Takux Kak I[gNAR wmmu ux ¢parMeHTOB); BEpOMIOKBHX AHTUTEN; MAaCKHPOBAHHBIX
antuTen (Hanpumep, Probody®); MameIX MOAYIBHBIX HMMyHO(ApPMALEBTHYECKHX
npenaparos («SMIP™”): onmomenoueunsx mmu Tangemubix auaten (TandAb®); VHH;
Anticalin®; munuten Nanobody™; BITE®; 6ekoB ¢ aHKUpHHOBBIM TOBTOpoM umi DARPIN®;
Avimer®; DART; TCR-nogo6ubIx anturen;, Adnectin®; Affilin®; Trans-body®; Affibody®;
TrimerX®; MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HeKOTOpBIX BapHaHTax
OCYIIECTBIICHHS y AHTUTEJIA MOKET OTCYTCTBOBATh KOBAJICHTHAS MOTU(HKALMS (HAIPUMED,
MPUCOETHHEHUE TTHKAHA ), KOTOPYIO OHO HMEJTIO OBI, €CITA ObI OBIJIO TIOTYYEHO €CTECTBEHHBIM
nyTeM. B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHUS AHTUTEIIO MOXKET COACPIKATh KOBAIICH THYFO
Moau(UKALMIO (HAMPUMEP, TPUCOCAWHEHUE TIIMKAHA, TIOJIE3HBIM Tpy3 [Hampumep,
BBISIBIIEMBIH (PpAarMeHT, TepParneBTHICCKUHA (PparMeHT, KaTaTUTHISCKHH (parMeHT u T. 1. ]
WA JIPYTyI0 OOKOBYIO TPYHITY [HampuMmep, MONHATHICHIIHKONL W T. A.]). Bo MHOTHX
BApPHAHTaX OCYIIECTBICHHUA CPEJCTBO HAa OCHOBE AHTHTENA TPEACTABIACT COOOH WK
COAEPIKUT TIOJIUTIENTH]], AMHHOKHCIIOTHAS TIOCTIETOBATETPHOCTD KOTOPOTO COAEPIKHUT OJIHH
WM 00Jiee CTPYKTYPHBIX DJIEMEHTOB, U3BECTHBIX CIHEIHAACTAM B JAHHOW OOJIACTH, TAKHX
KaKk Ompeaensiomas KoMmrmuieMeHTapHocTh o0macth (CDR); B HEKOTOpHIX BapuaHTax
OCYIIECTBIICHUS CPEACTBO HA OCHOBE AHTHTENA TPEACTABISAET COOOW WM COJNEPIKUT
TIOJTATICTITH I, AMHHOKHCIIOTHAS TIOCIIEI0OBATETBHOCTD KOTOPOT'O COJCPIKHT MO MEHBIIICH Mepe
omny CDR (Hampumep, mo meHsmie mepe ogay CDR Tspkemo#t ey w/wimm mo MeHbIIeH

mepe omHy CDR nerko mienw), KOTOpas 1Mo CYIIEeCTBY HICHTUYHA TAKOBOH, BCTPEYAIOTIIECHCS
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B STaJOHHOM aHTUTENE. B HEKOTOpPBIX BapuaHTax ocyuiecTBieHus BkmodeHHas CDR mo
cymiecTBy uaeHTH4HA STanoHHOM CDR, B TOM cwmbIcie, 4T0 OHAa JIUOO0 HACHTHYHA IIO
MOCIIE0BATENBHOCTH, JTHOO COAEPKUT OT 1 70 5 aMUHOKHCIOTHBIX 3aMEH TIO0 CPABHEHHIO C
stannoHHoi CDR. B HekoTOphIX BapuaHTax ocymecTBiaeHus BKmovyeHHas CDR 1o cymecTBy
uaeHTHYHA 3TanoHHod CDR, B ToM cMmbIcnie, YTO OHA JEMOHCTPUPYET MO MEHBIIEH Mepe
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%., 95%, 96%, 97%, 98%, 99% unu
100% wmaeHTHYHOCTh mocheaoBaTenbHOCTH ¢ 3TamoHHOW CDR. B HeEKOTOpBIX BapuaHTax
ocymectsiaeHuss BkmodeHHas CDR mo cymectsy umaeHtHuHa 3tanoHHoM CDR, B TOM
CMBICIIE, YTO OHA AEMOHCTPUPYET IO MeHbLIeH Mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, 99% nma 100% HACHTHYHOCTH IOCEAOBATEIFHOCTH ¢ 3TamoHHOM CDR. B
HEKOTOPBIX BapHaHTax ocymecTsiaeHus BkmoueHHas CDR mo cymecTtBy wuaeHTH4YHA
stanioHHor CDR, B TOM cMBICTIE, YTO OHA IEMOHCTPUPYET ITO MeHbIIEH Mepe 95%, 96%, 97%,
98%, 99% nnu 100% HAECHTUYHOCTH MOCTEA0BATENLHOCTH ¢ 3TanoHHOM CDR. B HekoTopbix
BapHaHTax ocymecTsieHusa BkimoyeHHas CDR no cymectBy naenruyna stanonsoit CDR, B
TOM CMBICIIE, YTO MO MEHbBIIEH Mepe 0JHA aMHHOKHUCIIOTAa B Ipeaenax BkmodeHHoW CDR
MOABEPTHYTA JIEJICIIUH, NOOAaBJICHA WM 3aMEHEHA TO CpaBHeHHWIO ¢ dtanoHHOHM CDR, HO
BkmoueHHass CDR umeeT aMUHOKUCIOTHYIO MOCTEA0BATENBHOCTh, KOTOPas B OCTAJIBHOM
WACHTHYHA TakoBoM y dTamoHHOM CDR. B HekoTOphIX BapMaHTaX OCYIIECTBICHHUSA
BmoyeHHass CDR mo cymectBy uaeHTHyHa stamoHHor CDR, B TomM cmbicie, yto 1-5
AMHUHOKHCIIOT B mpeaenax BkmodeHHOW CDR moaseprHyThl nesermu, M00aBICHBI HITA
3aMEHEHBI TI0 cpaBHEHHIO ¢ 3TaoHHOM CDR, Ho BkmoueHHas CDR umeeT aMMHOKHUCIOTHYIO
MOCTIEA0BATENBHOCTh, KOTOPasi B OCTaJbHOM HIEHTHYHA 3TanoHHoM CDR. B HekoTOphIX
BapuaHTax ocymiecTsiieHus BkoueHHas CDR no cymectBy uaenrnyuna 3tanonHon CDR, B
TOM CMBICTIE, UTO MO0 MEHBIIEH MEpPE OJHA aMMHOKUCIIOTA B mpenenax BkmodeHHoH CDR
3aMEHEHa 1o cpaBHEHHUIO ¢ 3TaloHHOM CDR, Ho BkmoueHHas CDR nMeeT aMMHOKHUCTIOTHYIO
MOCTIEA0BATENBHOCTh, KOTOPas B OCTAJIbHOM HACHTUYHA TakoBoW y 3TanoHHodM CDR. B
HEKOTOPBIX BapHaHTax ocymecTsieHus BkmouyeHHas CDR mo cymectBy uaeHTHYHA
stanonHodt CDR, B Tom cmbicie, yTo 1-5 amMuHOKHMCIIOT B mpeaenax BkimoueHHod CDR
MOABEPTHYTHI JACTICIHH, JOOABICHBI WM 3aMEHEHBI 10 CpaBHEHUIO ¢ 3TanoHHOW CDR, HO
BkmoueHHass CDR umeeT aMUHOKUCIOTHYIO MOCTEAOBATENBHOCTh, KOTOPAas B OCTATIBHOM
uaeHTHYHA 3TajJoHHoM CDR. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHUS CPEACTBO HA OCHOBE

AQHTUTEJAa TPEACTABIIAET COOOW WM  COJNEPXKHAT  TIONHIENTHI, AMHWHOKHCIOTHAS
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MOCIIEA0BATEIPHOCTD  KOTOPOTO  COJAEPIKUT  CTPYKTYPHBIE  3JIEMEHTBI, HW3BECTHBIE
CHEIMATACTAM B JAHHOW OOJacTH KaK BapwaOENbHBIA JOMEH HMMMYHOTJIOOynWHa. B
HEKOTOPBIX BAPHAHTAX OCYHICCTBIIEHUS CPEJACTBO HA OCHOBE AHTHTENIA TIPEICTABIAET COOOM
MOJIMNIETITHIHBIN O€OK CO CBSA3BIBAIOIIMM JOMEHOM, KOTOPBIM TOMOJIOTHYEH WM B

3HAYUTEITFHOU CTETIEHH TOMOJIOTHYECH CBSI3BIBAIOIIEMY JOMEHY HMMYHOTJIOOYITHHA.

[00224] Korma «roMOnOTHYHBINY HUCTIONB3YETCS B OTHOMIEHWH OEIIKOB WJIH
NENTUAOB, CUUTACTCS, YTO IOJIOKEHHUS OCTAaTKOB, KOTOPBIE HE SBIAKOTCA WICHTHUYHBIMU,
YacTO OTJIMYAKOTCA KOHCEPBATHUBHBIMM AMHHOKHCIOTHBIMH 3aMeHamu. «KoHcepBaTuBHAs
AMMHOKHUCJIOTHAs 3aMEHA» TPEJICTABIAET COOOM 3aMEHy, NMPH KOTOPOM aMUHOKHCIIOTHBIN
OCTaTOK 3aMEIIEH JAPYTHM AMHUHOKHCIOTHBIM OCTATKOM, HMMEKOIMUM O0KoBYIO wLemb (R-
IpymIy) C AaHAJOTUYHBIMM XHUMHYECKMMH CBOMCTBAMH (HAIpUMEp, 3apsAJoM MU
ruapodoOHOCTEI0). B 0011eM, KOHCEpBAaTHBHAS AMHHOKUCIIOTHAS 3aMEHA 10 CYIIECTBY HE
Oyzmer W3MeHATh (PYHKIMOHAJBHBIE CBOWCTBA Oenka. B ciydasx, ecnu nBe wim Oonee
AMUHOKHMCIIOTHBIX TOCJIEA0BATEIBHOCTEN OTIMYAOTCS APYr OT APYra KOHCEPBATUBHBIMH
3aMEHaMHM, IPOLICHTHAS HIEHTUYHOCTbD ITOCIIEI0BATEIbHOCTH HIIH CTEIIEHD TOMOJIOTHH MOTYT
OBITh YBEJTMUEHBI C IIEJIbI0 KOPPEKIUH B OTHOIIECHHH KOHCEPBATHBHOW TPHPOJBI 3AMEHBI.
Cpenctsa Aj1s1 OCYyIIECTBIICHUS 3TON KOPPEKLUHU XOPOIIO H3BECTHBI CIIEIUATTMCTAM B TAaHHOMU

oomactu. Cm., Hanmpumep, Pearson, 1994, Methods Mol. Biol. 24:307-31 u 25:365-89.

[00225] Hanpumep, B HEKOTOPBIX CITy4asX KaKIas U3 CAEAYIONMX NIECTH TPYIII
COJEP’KUT aMHHOKHCIIOTHI, KOTOPbIE SBIIIFOTCS KOHCEPBATHUBHBIMU 3aMEHAMH JPYT IS
apyra: 1) cepuH, TPEOHHWH, 2) acmapardHOBas KHWCJIOTA, TIIYyTAMHHOBAs KHCIOTa, 3)
acTmapardH, TIyTaMuH, 4) apTHHHH, JTU3WH, S5) HW30JCHIMH, JICWIIHH, METHOHHH, AJIAHWH,
BaJIH U 6) (peHUIaIaHuH, TUPO3uH, TpunTodan. CrienuanucTaMm B TAaHHOH 00JTACTH TEXHHKH
W3BECTHBI IPYTHE MOAXOAAIIME 3aMEHbI B JIOMOJIHEHUE K HEOTPAHMUYMBAIOIIUM MPUMEPAM,

OIMHMCAaHHBIM B HACTOAIICM TJOKYMCHTC.

[00226] Cesazvieanue. Cnenyer yUYUTBIBaTh, 4YTO TEPMHUH «CBA3BIBAHUEY,
WCTIOJIb3yEMBIM B HACTOSIIEM JOKYMEHTE, KaK MPaBUJIO, OTHOCHTCS K HEKOBAJIEHTHOM
accolMany MEXKIy JABYMS WM OoJjiee dYacThIaMu WM B HuX. «HemocpeacTBeHHOE»
CBSI3BIBAHHE TIPEIyCMATPHUBACT (PU3HUUECKHIA KOHTAKT MEXK/Ty YaCTHIIAMH HITH (PparMEeHTaMHU;
OTIOCPEJIOBAHHOE  CBSI3BIBAHHME  TNPEAYCMATpHBAacT  (PU3HWYECKOEe  B3aWMOJICHCTBHE
MOCPEACTBOM (PU3HUYECKOTO KOHTAKTa C OJHOM WM Oojiee TPOMEKYTOYHBIX YACTHII,

Cas3pIBaHHE MEXKAY IBYMS HITH 00JIe€ YaCTUIIAMU OOBIYHO MOKET OTICHHBATHCS B JIFOOOM H3
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psa KOHTEKCTOB, B TOM YHCJIE B TEX CIy4asX, KOT/Ia B3aMMOJEWCTBYIOIIME YACTHUIIBI HITH
(bparMeHTHI H3Y4arOTCA U30JTUPOBAHHO MITH B KOHTEKCTE OOJIeE CIOKHBIX CHCTEM (HAaTpUMep,
MPY KOBAJIEHTHOM WJIM MHOW aCCOLMAINM C YaCTULEH-HOCUTENEM W/WIH B OMOIOTHYECKOU
CHCTEME HMJTH KIIETKE). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS «CBA3BIBAHUE)» OTHOCUTCS K
HEKOBAJICHTHBIM B3aHMMOJECHCTBUSAM TOTO THIA, KOTOPHIE MPOUCXOAAT MEXKAY MOJEKYIOH
WMMYHOTJIOOYJIMHA ¥ AHTHUTEHOM, B OTHOIICHHH KOTOPOTO WMMYHOTJIOOYJIHMH SBIIAETCS
cnetmpryeckum. Cuma wmu  apPUHHOCTDP  UMMYHOJOTHYECKHX  CBA3BIBAIOIIMX
B3aMMOJEUCTBUH MOTYT OBITh BBIP@KEHBI dYepe3 KOHCTaHTy muccormammu (Ka)
B3aUMOJEUCTBUA, Tae MeHbmas Kg  mpeactaBmser  Oonpimyio  ahUHHOCTS.
NMMyHOIOTHYECKHE CBOWCTBA CBA3BIBAHMA BBIOPAHHBIX TOJMIIENITHAOB MOTYT OBITh
OTpeieIeHbl KOJMMYECTBEHHO C NMPUMEHEHHEM CII0COO0B, XOpPOIIO H3BECTHBIX B YPOBHE
texHukd. OIWH TakoH Crmoco0 BKIIOYAET W3MEPEHHE CKOPOCTEH OOpa3oBaHHA W
JHCCOLMALNH KOMIUIEKCA aHTHT' €HCBA3BIBAIOLINNA CAUT/ aHTHTEH, TIPU 3TOM JIaHHBIE CKOPOCTH
3aBUCAT OT KOHIICHTPAIMH MAapTHEPOB KOMIUIEKca, ap(UHHOCTH B3aUMOJEHCTBHA U
reOMETPHYECKHX TAapPAMETPOB, KOTOPhIE B PABHOM CTENEHH BIMAIOT HA CKOPOCTH B 00OWX
HarpasieHUAX. TakuM 00pa3oM, H KKOHCTaHTa CKOPOCTH accoranum» (Kon), M «KOHCTaHTa
ckopoctu aucconmaumy (Koff) MOTYT OBITH OTIpEJETICHBI TyTEM pacdyeTa KOHLIEHTPAIMH U
(dakTHYeCKUX CKOpocTeH accomuanmu U auccommanuu. (Cwm. Nature 361:186-87 (1993)).
Otnomenue Kof/Kon TIO3BOJSIET aHHYIHPOBaTh BCE TMApaMeTPbl, HE CBA3aHHBIC C
apPUHHOCTHIO, W paBHAETCS KOHCTaHTe auccormaruu Kq. (Cau. 6 o6wem, Davies et al. (1990)

Annual Rev Biochem 59:439-473).

[00227] Csasvigarouiee cpeocmeo. Kak TpaBuino, TEPMUH «CBA3BIBAIOIIEE
CPEACTBOY» UCTIOJIb3YETCSA B HACTOSIIEM JOKYMEHTE B OTHOIIEHHH JIFOOOH YaCcTHIIBI, KOTOPas
CBSI3BIBACTCS C TPEICTABIAIOMIECH HHTEPEC MUIIEHBIO, KAK OMMMCAHO B HACTOATIEM JTOKYMEHTE.
Bo MHOrMX BapuaHTax OCYIIECTBICHHS TPEACTABIAIOMNAM HHTEPEC CBA3BIBAIOIIUM
CPEACTBOM SABIIAECTCS CPEACTBO, KOTOPOE CTIEHH(UIECKH CBA3BIBAETCS CO CBOSH MHIICHBIO, B
TOM aCTIEKTE, YTO OHO OTJIMYAET CBOK0 MUINEHBb OT JPYTHX MOTCHIHATBHBIX MAPTHEPOB IO
CBSI3BIBAHMIO B KOHKPETHOM KOHTEKCTE B3aMMOJEWUCTBHA. Kak mpaBwIiO, CBS3BIBAOIIEE
CPEeICTBO MOKET MPECTABIATH COOOH YAaCTHILY U3 JIFOOOTO XUMHUYECKOTO Klacca (Harmpumep,
MONIMMEP, HETIOMMED, MAIYI0 MOJEKYTY, TONHMIENTH, YTIEBOJ, JHIHA, HYKICHHOBYIO
KUCIIOTY | T. J1.) WJIM COJEPKATh €. B HEKOTOPHIX BapHAHTAX OCYIIECTBICHHS CBI3BIBAIOIIEE

CPEACTBO TPEICTABIIET COOOM OJHY XHMHYECKYI0 YacTHIy. B HEKOTOPBIX BapHaHTax
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OCYIHECTBIICHHS CBA3BIBAIOIIEE CPEACTBO MPEICTABIIET COO0M KOMIUIEKC U3 IBYX HITH OoJiee
OTAENBHBIX XUMHUYECKUX YACTHLI, CBA3AHHBIX JAPYT C APYTOM B COOTBETCTBYIOIIHX YCIOBHIX
MOCPEACTBOM HEKOBAJICHTHBIX B3auMoAcHcTBUUA. Hampumep, cnenmanmucrtaM B JaHHOU
obmacti OyneT MOHATHO, YTO B HEKOTOPBIX BapPHAHTAX OCYIIECTBICHHS CBA3BIBAIOIICE
CPEACTBO MOJKET COJAEP)KATh «OOIIWID) CBA3BIBAIOIMK (DparMeHT (HAmpuUMeEp, OJMH H3
OMOTHHA/aBUAMHA/CTPENITABUANHA  W/HIM  KJIacC-CIEUM(UIECKOE  aHTUTENO0) H|
«crieru(pUIeCKuin» CBA3BIBAIOIIMK (parMeHT (HanmpuMmep, AHTUTENO0 WIIM amnTaMepbl C
OTIPEICTICHHOW MOJICKYJASPHOM MHINEHBIO), KOTOPBIM CBA3aH C TAPTHEPOM OOIIETo
CBSI3BIBAIOMIETO (pparMeHTa. B HEKOTOPHIX BApHAHTAX OCYIIECTBICHHS TAKOM MOIX01 MOYKET
MO3BOJMTh MOAYJIBbHYIO COOPKY MHOKECTBA CBA3BIBAIOLIMX CPEACTB IOCPEACTBOM
CBSI3BIBAHMA PA3HBIX CINEHU(PUUYECKUX CBA3BIBAIONIMX (PPArMEHTOB C OJHUM U TEM XK€
MAPTHEPOM OOIIETO CBA3BIBAIOIIET0 (pparMeHTa. B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS
CBSI3BIBAIOMINE CPEJCTBA MPEACTABIAIOT COOOM HITH COAEPIKAT MOTHUIIENTHABI (B TOM YHCIE,
HAIpUMEP, aHTUTENAa WK (parMeHThl aHTHUTEIN). B HEKOTOPBIX BapHAHTAX OCYINECTBICHUSA
CBSI3BIBAIOLIME CPENCTBA TMPEACTABIIIOT COOOM WM COZEp)KaT Maible MOJEKynel. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUS CBA3BIBAIOIINE CPEICTBA MPEACTABIIOT COOOH MK
COJEpIKaT HYKJIEUHOBBIE KUCIIOTHL. B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS CBI3bIBAIOIIUE
CPEACTBa TPEICTABIAIOT COOOH amTamepbl. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
CBSI3BIBAIONIME CPEACTBA TPEACTABISIOT COOOH TOJUMEPBI, B HEKOTOPBIX BapHAHTAX
OCYILECTBJICHUS CBSA3bIBAIOLIME CPEACTBA HE ABIAIOTCA NOTUMEpPaMH. B HEKOTOpBIX
BapUAHTAaX OCYLIECTBJICHUs CBA3BIBAIOLIME CPEACTBA SABJAIOTCA HEMOJIUMEPHBIMH B TOM
OTHOIICHWH, YTO OHH HE HMMEIOT TOJMMEPHBIX (parMeHTOB. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHHS CBA3BIBAIOIIUE CPEACTBA TPEACTABIIIOT COOOM HITH COZIEPKAT YTIeBOAbL B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS CBA3BIBAIOIINE CPEACTBA NPEACTABISIOT COOOH HITH
COJEpKaT JIEKTUHBI. B HEKOTOPBIX BapHUaHTaX OCYIIECTBJICHHs CBS3bIBAIOLIHE CPEACTBA
MPEACTABIAIOT COOOM WM COJEPKAT TENTHIOMHMETHKA. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHHS CBSI3BIBAIOIINE CPEJCTBA MPEACTABIAIOT COOOM WIIH COJEPKAT KapKAacHbIE
Oenku. B HEKOTOPBIX BapHaHTaX OCYINECTBIIEHUS CBA3BIBAIOIINE CPEACTBA NPEACTABIIAIOT
cO0O¥ MK cOaep KaT MUMEOTOTIBI. B HEKOTOPBIX BApHAHTAX OCYIIECTBIICHUS CBSA3BIBAIOIIHUE
CpeacTBa TPEACTABISAIOT COOOH HITH COMEPIKAT HYKJICHHOBBIE KUCIOTHL, Takue kKak JIHK mmm
PHK. B BapmaHTax OCYIIECTBICHHSA CBS3BIBAIOINEE CPEACTBO TMPEACTABIET COOOH

BBII[GJ'IGHHBII\/'I TIOJIMIICIITHU A, OMMMCAHHBIA B HacTOAIMECM JOKYMCHTC. B BapuaHTax
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OCYIIECTBJICHUSA CBA3BIBAIOIIMM CPEACTBOM SBIIETCA AHTUTENO, KOHBIOIaT HAa OCHOBE
AHTUTENIA WKW €ro AaHTHUTEeHCBA3BIBAOMMKA (parmMeHT. B BapmaHTax OCYIIECTBICHUS

CBA3BIBAIOIICC CPEACTBO MPCACTABICT COOOM aHTHUTEJIO.

[00228] Pak. TepMHHBI «pak», «3ITOKAYECTBEHHOCTBH», «HOBOOOPA30BAHHE,
«OTYXOJb» U «KapLUHOMA» MCIIONB3YIOTCS B HACTOSIIEM JOKYMEHTE B OTHOLICHUHU KIIETOK,
KOTOPBIE JEMOHCTPHUPYIOT OTHOCHUTENBHO AaHOMAJIBbHBIM, HEKOHTPOIUPYEMBIA H/WIH
ABTOHOMHBIM POCT, B PE3YyJIbTATE YETO OHHU JEMOHCTPHPYIOT (PEHOTHIT a0EPPAHTHOTO POCTA,
XapaKTEPUBYIOUIMICS CYIIECTBEHHON TOTEPEeH KOHTPOIIA KIETOYHOW mposmdeparmn. B
HEKOTOPBIX BapHUaHTaX OCYIIECTBICHHUA OIMYXOJIb MOMKET TMPEACTaBIATh COOOM WM
COAEPKATh KJIETKH, KOTOPBIE ABISAIOTCS MPEAPAKOBBIMU (HAIIPUMED, JOOPOKAYECTBEHHBIMH),
3710Ka4€CTBEHHBIMH, MPEeIMETACTATHUECKUMH, METACTATUIECKHUMHU w/unm
HEMETACTATHYECKMMH. B HacTosmeMm H300peTeHUM HIACHTU(PHIMPOBAHBI OIpPEICIICHHBIC
BU/IBI Paka, B OTHOIIEHHH KOTOPBIX €r0 HIAEH MOTYT OBITh OCOOEHHO MOAXOIImUMH. B
HEKOTOPBIX BapHAHTaX OCYILIECTBIECHHA COOTBETCTBYIOLIMM PaK MOXKET XapaKTePHU30BaThCA
KaK COJIM/IHAS OMyXOJib. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHA COOTBETCTBYIOIIMH paK
MOXKET XapaKTEPHU30BaThCs KaK reMaToJIorTHyeckas OImyXoJslb. B BapuaHTax OCylIeCTBICHMA
paK TPEACTaBIsIET COOOW AJCHOKAPUUHOMY, aJCHOKAPIMHOMY JIETKOTO, OCTPBIN
MUETTONIHBIH  JIeiko3  («AMLy»), octperiii  mumdpoOmacTaeii  neiko3  («ALL»),
AIPEHOKOPTUKAIBHYIO KapIMHOMY, Pak aHyca (HampuMmep, IUIOCKOKIETOYHAs KapIuHOMA
aHyca), pak amnmeHAuKca, B-kiaeTouHsnd newko3, B-kmeTounyro muMdomy, pak MOYEBOTO
My3BIPSA, PaK TOJIOBHOTO MO3Ta, PAK MOJIOYHOM JKeJIe3bI (HAITPUMED, TPYKIBI HETATHBHBINA PaK
momounor skenme3pl  (TNBC)), pax damnormmeBoi(-bix) TpyOsI(TPYO), paK sSHYKa,
HepeOpabHBIA PaK, PaKk MEWKH MaTKU (HANpHMeEp, TUTOCKOKIIETOYHBIA PaK MIEHKA MATKH),
XOPHUOKAPLIMHOMY, XPOHUYECKUM MUETIOTCHHBIN JIEHK03, ommyXosib CNS, | pak TOICTON KUIITKH
WA KOJIOPEKTAIBHBIN pak (HampuMmep, aAeHOKAPIMHOMY TOJICTOM KUIIKH), MU(PPY3HYIO
rmoMy ctBojia royoBHoro mosra (DIPG), muddysnyro B-kpymHokmeTounyo mambomy
(«DLBCLy»), o>wmOpuonameHyro  padomomuocapkomy (ERMS), pak  sHmomerpwus,
SMUTEINATBHBIA PAaK, PaK THIIEBOAA (HATPUMEP, TUIOCKOKIETOYHBIH PaK THIIEBOJA),
capkomy FOuHTa, pak ria3a (HampuMep, yBeabHYI0 METAHOMY), (QOJUTHKYIAPHYIO THMPOMY
(«FL»), pak »emgHOro my3sIps, PaK jKelyIKa, PaK JKeTYAOYHO-KHIIEYHOTO TPAKTA, TIIHOMY,
paK TONOBBI W TIeW (HampuMmep, IUIOCKOKIETOYHBIH pak ronoBel W men (SCHNQ)),

reMaTOJIOTHYECKUH PaK, MEYEHOYHOKIIETOUHBIH pak, maMpomy Xomkkuaa (HL )/mepsuunyro
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MEIHACTUHATBHYIO B-KieTounyro muMdomy, pak MOYKH, CBETIOKIETOYHBIN PaK MOYKH, PaK
TOPTaHH, JIEHKO3, PaK TICUYEHH, PaK JIETKOTO (HAMPUMEP, HEMEIKOKIETOYHBIH PaK JIETKOTO
(NSCLC), MmenkokIe TOYHBIN PaK JIETKOTO, aACHOKAPIIMHOMY JIETKOTO WITH TIOCKOKJIE TOYHBIN
paK JIeTKoro), nuM(QoMy, MEIaHOMY, KapIUHOMY H3 KIETOK MepKensa, Me30TelnoMy,
MOHOIMTAPHBIN JICHKO3, MHOJKECTBEHHYI0 MHEIIOMY, MHEJIOMY, HEHPOOIACTHYECKYIO
omyxonb CNS (manpumep, Heripoomacromy (NB)), Hexomkkuackyro mumpomy (NHL), pak
POTOBOM MOJIOCTH, OCTEOCAPKOMY, PaK AMUYHUKA, KAPLMHOMY SMYHHUKA, PAK TOKETYI0UHON
JKENe3bl, PaK OpPIOMMUHBI, TEPBHYHBIA paKk OPIOMIMHBI, PaK TPEACTATEIBHOM KENe3bl,
PELIMIMBHYIO WIH pedpakTepHyro Kiaccuueckyro mmpomy XomkkuHa (cHL), pak mouku
(HarpuMep, TOYEYHOKIIETOYHBIM pak), pPaK TMPSIMOH KHIOKH, PaK CIIOHHOM J>KEJe3bl
(HarpuMep, OMyXOJIb CIIOHHOM SKEJEe3bl), CapKOMy, pak KOXH, paK TOHKOMW KHIIKH, PaK
HKEITyIKa, TNIOCKOKIIETOYHBIN PaK, MJIOCKOKIETOUYHBIM PaK IMOJIOBOTO WIEHA, PakK xkemyaka, T-
KIETOYHYIO JIeKkemMuto, T-KIeTouHyro muMQoMy, pak THMyca, THMOMY, PaK IMUTOBHIHOU
JKEIIe3bl, YBEAIbHYI0 MEIAHOMY, YPOTEIHAIbHYIO KapILMHOMY, PaK MAaTKH (HAIpUMeEp, pak
SHIOMETPHS MATKH WJIU CAPKOMY MaTKH), paK Biarajivina (HampuMep, III0CKOKIETOUYHbIH pak
BJIATaJIMIIA), PAaK BYIBBHI (HAPUMEpP, TUIOCKOKIETOYHBIH PAaK BYJBBBI) HIH OIMYXOJIb

BumneMmca.

[00229] Hocumens. 11pu ucnoib30BaHUU B HACTOSIIEM JTOKYMEHTE OTHOCUTCA K
pa30aBUTEITIO, ATBIOBAHTY, BCIIOMOTATEIbHOMY CPECTBY HJIH CPEIC-HOCUTEIIO, C KOTOPBIMH
BBOJIAT KOMITO3ZHIIMIO. B HEKOTOPBIX HILTIOCTPATUBHBIX BAPUAHTAX OCYIIECTBICHUS HOCHTEITH
MOTYT BKJIFOYATh CTEPUIIbHBIC JKHIKOCTH, TAKHUE KaK, HAIIPUMED, BOJA U MAacja, B TOM YHCIIE
Macja u3 He()TH, )KHBOTHOTO, PACTHTEITPHOTO MM CHHTETHYECKOTO TPOUCXOKICHUS, TAKHAE
KaK, HAIIpUMEP, apaxruCcOBOE MACJIO, COEBOE MACJI0, MUHEPAIIbHOE MAC/I0, KYH)KYTHOE Maclio
U T. 1. B HEKOTOPHIX BapuHaHTaX OCYINECTBJICHHS HOCHTEIIH TMPEACTABIIIOT COOOW HITH
BKIIIOYAIOT OJHWH WIW OoJiee TBEPABIX KOMIIOHEHTOB. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBJICHUS HOCHTEJIEM MOKET OBITh PACTBOPUTEIh WA JUCTICPCHOHHAS Cpena,
coaepskaImas, HalrpuMep, BOIY, 3TAHOI, TIOJHON (HApUMeEp, TIIULIEPHH, TPOITHIICHTIIHKOTb,
YKUJKAW TTOJTMATUJICHTJINKOJG W T. 11.), H UX MOAXOAAImue cMecH. Hamneskamas Teky4ecTb
MOYKET MOJAAEPKUBATHCS, HAIIPUMEDP, IIYTEM IIPUMEHEHUS ITOKPBITHS, TAKOIO KaK JICLHUTHH,
MyTeM TOJJCPKaHUS TPeOyeMOTO pa3Mepa 4YacTHI[ B CIlydae JHCIIEPCHH W TYTEM
MPUMEHEHUS MMOBEPXHOCTHO-AKTHUBHBIX BEIMIECTB. [IpenoTrBpamenue JEUCTBUA

MHKPOOPTaHU3MOB MOKET OBITH JOCTUTHYTO  C MOMOIUBK)  PA3IMYHBIX
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MPOTUBOOAKTEPHATBHBIX W TIPOTHBOTPUOKOBBIX CPEJACTB, HANPUMEp, MapadeHOB,
XJIopOyTaHona, peHoJa, ACKOPOMHOBOM KHUCIIOTHI, TAMEPOCAJa U T. Tl. B HEKOTOPBIX CITydasx
MOYKET OBITh JKETATETFHBIM BKIFOUATh B KOMITO3HIIUIO H30TOHHYECKHE CPEJICTBA, HAIIPHUMED,
caxapa, MHOTOATOMHBIE CHOHPTHI, TaKHWE€ KAaK MAaHHUT, COPOHUT, XJIOPUX HATPHUA.
[IpomonrupoBanHass aOCOpPOLMA UHBELUPYEMBIX KOMIIO3HIMH MOXKET OBITh JOCTUTHYTA C
MOMOINBI0 BKIIOUYEHHUA B KOMIIO3HMIMIO CPEACTBA, KOTOPOE OOECTIEYMBAET 3a/EPIKKY

abcopOuuu, HampUMeEp, MOHOCTEAPaTa ATFOMUHUS U JKETIaTHHA.

[00230] CDR. Hcnons3yempld B HactosmeM JaoKymeHTe TepMuH «CDR»
OTHOCUTCA K OIPEJENSIOmENd KOMIUIEMEHTAPHOCTh OOJIACTH B TpeAeNiax BapHaOenbHOU
obmactu antutena. B kaxmol u3 BapuaOENbHBIX O0JIACTEH TSHKENIOW LETH U JIETKOM IeTTH
nmeercst Tpu CDR, koropeie 0603Hauensl kak CDR1, CDR2 u CDR3 mna kaxgod us3
BapuadenbHbIX oonactei. «Habop uz CDR» umn «aadbop CDR» oTHOCHTCS K rpymie u3 Tpex
i mectd CDR, KoTOpble BCTpeyaroTes MO0 B OHOW BapUaOeTbHOM 001aCTH, CIIOCOOHOM
CBSI3bIBATh aHTHTEH, 1100 B CDR poncTBEeHHBIX BapHaOenbHBIX 001aCTeH TSUKEIIOW U JIETKOU
LEMy, CIMOCOOHBIX CBA3bIBaTh aHTHreH. [ panurpr CDR ompeneneHsl mo-pasHOMY B
3aBUCHMOCTH OT CHCTEMBI, HEKOTOPBIE U3 KOTOPBIX H3BECTHBI B JAHHOW 00NIacTH (HaIIpuMeED,

Kabat, Chothia u 1. 11.).

[00231] Kombunuposannoe cpeocmeo mepanuu. Vicnonp3yeMblii B JaHHOM
JIOKYMEHTE TEPMUH «KOMOMHHPOBAHHOE CPEICTBO TEPANMUN» OTHOCHTCS K KITHHHYECKOMY
BMEIIATEIBCTBY, MPH KOTOPOM CYOBEKT OJHOBPEMEHHO IMOJBEPTacTCs BO3ACHCTBHIO JBYX
WH 00JIee TEPANEBTHYCCKUX CXEM (Hanpumep, IBYX UK 0OJIee TePaNeBTUICCKUX CPEACTR).
B HEKOTOpPBIX BapHaHTaX OCYIICCTBIICHHUS OBE WM OOJiee TEPANMEBTHYECKHX CXEM MOTYT
BBOJUTCA OJHOBPEMEHHO. B HEKOTOPBIX BapHAHTAX OCYINECTBICHHSA JBE WK Oojice
TEPANEBTUYECKUX CXEM MOTYT BBOJHMTHCS MOCICAOBATENIBHO (Hanpumep, TMEPBYIO CXEMY
BBOJAT JO BBEJACHHSA KAaKHX-JTHOO /J03 W3 BTOPOM CXEeMbI). B HEKOTOpPBIX BapHaHTaxX
OCYIIECTBIICHHS JBE HJIM OOJiee TEPANEBTHUECKHUX CXEM BBOJAT C TEPEKPHIBAHHUEM CXEM
BBEJICHUS J03bl. B HEKOTOPHIX BapHaHTaX OCYINECTBICHHS BBEICHHUE KOMOHHHPOBAHHOTO
CpPEICTBA TEPAITHH MOJKET IMPETYCMATPUBATh BBEJACHUE OJHOTO HITH 00JIee TEPANIEBTHUECKUX
CPEJCTB WU METOJO0B CyOBEKTY, TOJy4YaromeMy aApyroe(apyrue) cpeacTBo(CpeacTBa) HiTH
MeTox. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS KOMOHHHUPOBAHHOE CPEICTBO TEPAIHH HE
00s3aTeNBHO TPEOYeT, YTOOBI OT/ACTBHBIE CPECTBA BBOIUIUCH BMECTE B OTHOW KOMTIO3HITHH

(mmm maske 00sI3aTEITBHO B OJTHO W TO K€ BpeMsi). B HEKOTOPHIX BapHaHTAaX OCYIIECTBICHUS
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IBa WK O0JIee TEPANIEBTUIECKUX CPEACTB HUIIM METOI0B KOMOWHHUPOBAHHOM TE€PATTUH BBOJAT
CYOBEKTYy TIO OTAENBHOCTH, HANpUMep, B OTAETBHBIX KOMIO3UIUAX, TOCPEACTBOM
pa3IenbHBIX MyTeH BBEACHUA (Hanpumep, OOHO CPEICTBO MEPOPATHHO, a APYTroe CPEICTBO
BHYTPUBEHHO ) W/HJTH B pa3HbIE MOMEHTHI BpEMEHH. B HEKOTOPBIX BApHaHTaX OCYIIEC TBICHUSA
JBa WM OOJIEE TEPANEBTHYECKUX CPEACTB MOTYT OBITh BBEACHBI BMECTE B KOMOMHUPOBAHHON
KOMITO3ULIMM WJIM JTa)Ke B KOMOWHHUPOBAHHOM COEIMHEHHH (Hanpumep, KaK 4acTb OJHOTO
XUMHYECKOTO KOMITJIEKCA MM KOBAJICHTHOM YACTHIIBI), IOCPEACTBOM OJTHOTO M TOTO YK€ My TH

BBEJICHUS W/HWJTH B OJHO U TO K€ BPEMHL.

[00232] Coeounenue u cpeocmeo. TepMHUHBI «COCOUHEHHUE» U «CPEACTBO»
UCTIONB3YIOTCSI B HACTOAILIEM JOKYMEHTE B3auMo3aMeHsieMo. OHH OTHOCATCS K JIHOOOM
BCTPEYAOIIEHCS B MPUPOJIE HIIK HE BCTPEUAIOIIECHCS B MPUPOE (HAIPUMEDP, CHHTETUYECKON
WITH PEKOMOMHAHTHOM) MOJIEKYJIE, TAKOH Kak OHOJIOTHMYECKas MaKpOMOJeKyna (HarmpuMmep,
HYKJIEUHOBAs KHUCIIOTA, TOJMUIENTHA WIH O€NOK), OpraHu4ecKas WM HeOopraHudeckas
MOJIEKYJIa, WM SKCTPAKTy, TOMYYEHHOMY H3 OHONOTHYECKMX MATEpHATIOB, TAKUX Kak
OaKkTepuM, PpACTEHHUS, TpPUOBI WIM KIETKH WIM TKAHH JKUBOTHBIX (HAmpuUMep,
MIIEKOTIMTAIOINUX, BKIIOYas 4enoBeka). COeTMHEHHE MOXKET MPEACTaBIATh COOOM OTHY

MOJIEKYJTY WJIM CMECh MJIM KOMILJIEKC U3 TI0 MEHBIIEH MEpe ABYX MOJIEKYIL

[00233] Conocmagumprit. Vicnionb3yeMblli B HACTOSIIEM JOKYMEHTE TEPMHH
«COTTOCTABUMBIID» OTHOCHUTCS K OMMUCAHHIO JBYX (MM 00JIee€) COBOKYIHOCTECH YCIIOBHH HITH
O0OCTOATENBCTB, KOTOPBIE JOCTATOYHO TOXOKH JAPYr HAa APYyra, YTOOBI MOXHO OBLIO
CPaBHHBATH MOJTyYEHHBIE PE3YIBTATHI WIIH HAOITIOJaeMbIE SBIICHHA. B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHUS ~ COTIOCTABHMBIE  COBOKYITHOCTH  YCIIOBHM  HWJIH  OOCTOATEIBCTB
XapaKTEPU3YIOTCS MHOKECTBOM M0 CYINECTBY HACHTUYHBIX NPU3HAKOB M OJHUM WIH
HeOOJTh MM YHCIIOM OTITHYAIOIIHXCSA MPU3HAKoB. CriermanucTaM B JaHHOH 001aCTH TEXHUKA
JOJDKHO OBITh TIOHATHO, YTO COBOKYITHOCTH YCJIOBHI COITOCTABUMBI IPYT C IPYTOM, €CITH OHH
XapaKTEPU3YIOTCS JOCTATOYHBIM YHCIIOM M TUIIOM IO CYIIECTBY MAEHTHYHBIX NMPU3HAKOB,
YTOOBI CAETIATH 00OCHOBAHHBIN BBIBOJ O TOM, YTO PA3JIMYHSA B ITOTyYEHHBIX PE3YIbTATaAX M
ABIICHUAX, HAOOJAeMbIe IO BIIMSHHEM PA3JIMYHBIX COBOKYITHOCTEH YCIIOBHH WIH
00CTOSATENHCTB, BEI3BAHBI PA3JIMYHEM B 3TUX OTIHYHTENBHBIX IPU3HAKAX UJTH YKA3BIBAIOT HA

HETO.

[00234] Konmpone. Vcnonp3yeMbld B HACTOSILIEM JOKYMEHTE TEPMHUH

«KOHTPOJIBY» MMEET MPHUHATOE B JAHHOW OONACTH 3HAYCHHE, IMOAPA3YMEBAIOIIEE CTAHIAAPT,
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OTHOCHTEIBHO KOTOPOT'O CPAaBHUBAIOT pPe3ybTaThl. Kak nmpaBuio, KOHTPOIb UCTIONB3YIOT I
TOBBIICHUS YHUCTOTHI B SKCIIEPUMEHTAX ITYTEM BBIIETICHHS TEPEMEHHBIX, YTOOBI CHENIATh
BBIBOJL O TAaKUX TIEPEMEHHBIX. B HEKOTOpPHIX BapHaHTAaX OCYHIECTBICHUS KOHTPOJb
MPEACTABIAECT COOOM PEaKIWI0 WIW AaHalli3, KOTOPBIM TPOBOJAT OJHOBPEMEHHO C
WCCIIEyeMON PEaKIUEH WM aHAIM30M IS TOJy4YeHUs OOBbEKTa CpaBHEHHA. B omHOM
SKCTIEPUMEHTE TPUMEHSAIOT KOOBEKT UCCIEAOBAHUD) (T. €. HCCTEIyEMYIO TIepeEMEHHY0). Bo
BTOPOM JKCIIEPUMEHTE, «KOHTPOJIBHOM)», HCCIECAYEMYIO TEPEMEHHYIO HE MPUMEHSIOT. B
HEKOTOPBIX BapHUAHTAX OCYIIECTBIEHUS KOHTPOJIb MPEACTABIIET COOOM HCTOPUYECKUN
KOHTPOJb (T. €. MCCIECIOBAHUE WM AHAJN3, BBITIOJTHEHHBIE PaHee, WM KOJHUYECTBO HIIH
pe3yJIbTaT, KOTOPBIE PAHEE M3BECTHHI). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS KOHTPOIIb
NPEICTABIAECT COOOM WM COACPKUT HANEYATAHHYIO WM WHBIM 00pPa3oM COXPAaHEHHYIO
3armuch. KOHTPOIBP MOKET OBITh TOJOKUTEIBHBIM KOHTPOJIEM WA  OTPHIATSIIBHBIM

KOHTPOJIIEM.

[00235] Anumon. Vicnonb3yeMblil B HACTOAIIEM JOKYMEHTE TEPMHUH «3MUTOID
BKIIFOYAET JHOOOH (hparMeHT, KOTOPBIM CHEeHM(UYECKH PACIO3HAECTCS CBA3BIBAIOIINM
KOMITOHCHTOM WMMYHOTJIOOYIIMHA (HAapUMep, aHTHTENAa WM perentopa). B HekoTopbix
BapUaHTaX OCYINECTBICHUS MUTOI COCTOMT U3 MHOKECTBA XHMHUUYECKHUX aTOMOB HITH TPYTII
HAa aHTHreHe. B HEKOTOPBIX BapHAHTAX OCYINCCTBJICHUS TAKHE XHMHYECKHE aTOMbBI HITH
TPYIIIBl HAXOMATCS HA TMOBEPXHOCTH, KOTJA AHTHICH MPHHHMACT COOTBETCTBYIOILYIO
TPEXMEPHYI KOH(POPMALHIO. B HEKOTOPBIX BapHAHTaX OCYIIECTBICHHS TAKUE XHMHUYECKUE
aTOMBI WJIH TPYIIIBl (PH3HYECKA HAXOMATCA OJHM3KO APYT K JAPYry B MPOCTPAHCTBE, KOTIA
AHTUTEH TPUHUMAET TaKyr0 KoH(opMmammioo. B HEKOTOPHIX BapHAHTAX OCYIICCTBIICHHS TIO
MEHBIIECH MEpPe HEKOTOPHIC TAKHE XUMHUYECKHE ATOMBI WJIH TPYIIIBI (PU3HYECKH OTACIICHBI
APYT OT Apyra, KOT/Ia AHTHICH NMPUHHMACT aJbTCPHATHBHYIO KOHQOpMAIHIO (HAampHMep,

JMHEAPUBYETC ).

[00236] Kaprac wnu kapracnas odracme. [1py UCNIONB30BaHUN B HACTOSIIIEM
JOKYMEHTE TEPMHH OTHOCHUTCS K TTOCIIEA0BATEIFHOCTAM BapuadenpHou oomactu 6e3 CDR.
[Tockompky mocnenoBatembHOCTE CDR MoOkeT OBITH OmpeneseHa COTJIACHO Pa3THYHBIM
cCHCTEMaM, CXOOHBIM  00pa3oM  KapKacHas  IOCIIEAOBATENIPHOCTh  TOABEPraeTcs
COOTBETCTBEHHO pasznuyuHbiM HHTEprpeTammsaM. [llecte CDR gemsaT xapkacHsie 00IacTH Ha
TSDKENBIX U JIETKHX TeTsix Ha yetbipe momoomacta (FR1, FR2, FR3 u FR4) Ha kaxaou niernm,

B KoTtopbix CDR1 pacnonaraetcs mexxny FR1 u FR2, CDR2 mexay FR2 u FR3 u CDR3
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mesxxay FR3 u FR4. bes ykazanus koHKpeTHBIX mogoOaacten kak FR1, FR2, FR3 wmm FR4,
KapKacHas 00JIacTh, HA KOTOPYIO CCHUIAIOTCS APYTHE, 0003Ha4aeT KoMOWHHpoBaHHBIE FR B
BapHa0eIbHOW 00JaCTH OJHOW BCTPEUAIOMIEHCS B MPHUPOAE LENH UMMYHOTI0OyHMHA. [Ipu
WCTIONB30BaHUM B HacTosAmeM nokymMeHTe FR mpencrtaBmser coOol OmHy M3 YETHIpEX
nomoonactei, FR1, HampuMep, MpeAcTaBIsET MEPBYIO KAPKACHYIO 00J1acTh, OMMKANIIYIO K
AMHUHOKOHILy BapHaOETbHOM OOJIACTH M PACTIONIOKEHHYIO B HATIPABIICHHH 5’ OTHOCHUTEIHHO
CDRI1, a FR mpexacrasmstoT aBe WM 0Oojiee€ TMOAO0ONIACTEH, COCTABIIOIUX KAPKACHYIO

00J1aCTh.

[00237] TI'mukan. 1lpy UCHIONB30BAaHMM B HACTOSALIEM JOKYMEHTE «IJIMKAH)
O3HAYAET KOMIIOHEHT, TIPEACTABIISIONINIA COO0M caxapHbIil mommep (pparMent) (Hanpumep,
TaKOH Kak (JparMeHT TITUKONPOTEHHA). TePMHH «TTTHKAH» MOKET OXBATHIBATH CBOOOIHBIC
[JIUKAHBI, BKIOYAs TIIMKAHBL, KOTOpPbIE OBUIM OTIIEIUICHBI WM HHBIM 00pa3oM
BBICBOOOJKIEHBI M3 TJIMKOMPOTEHHA. lcmomb3yeMblii B JaHHOM JOKYMEHTE TEPMHUH
«rmuKOo(OpMay MOKET OTHOCHUTHCA K KOHKPETHOHM (pOopMe TIIMKONpOoTeHHA. 10 ecTh, ecim
[JIMKONIPOTEUH COJEPKUT KOHKPETHBIM MOJUMIENTHN, KOTOPBIM NOTEHIHUAIBHO MOKET
CBSI3BIBATHCA C PA3IMYHBIMU TJIMKAHAMH WM TPYIIIAMH TJIMKAHOB, TO KaXKAas OTAEIbHAas
BEPCHS TIHMKOMPOTEHHA (T. €. KOT/Ia TIOJMIETITHI CBA3aH C KOHKPETHBIM TJIHKAHOM HITH

TPYTIIOH TITIMKAHOB) MOKET 0003HAYATHCS KaK KTITHKO(OPMay.

[00238] I'omonozus. Vicionp3yeMbli B HACTOAIIEM JOKYMEHTE TEPMHH
«TOMOJIOTHS» OTHOCHTCS K 00IEMY POJACTBY MEXKITY IMOTUMEPHBIMHA MOJICKYJIAMH, HAITPUMED,
MEXKIy MOJIEKYIaMHA HYKIIEHHOBOW KHUCIOTHI (Hanpumep, wmonekyiaamu JIHK w/wum
mornekynamMu PHK) w/wmm Mexay MoJieKkylnamMu TOJUIENTHAA. B HEKOTOPHIX BapHaHTax
OCYIIECTBICHUSA TTOJIMMEPHBIE MOJIEKYJIbl CUUTAIOTCA «TOMOJIOTHYHBIMI» JAPYT APYTY, €CIH
WX MOCJIEA0BATEIBHOCTH ABJISIFOTCSA Ha 1O MeHbIIeH mepe 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70 %, 75%, 80%, 85%, 90%, 95% wunu 99% uaeHTHUHBIMU. B HEKOTOPBIX
BApUAHTAX OCYIICCTBICHUSA MOJUMEPHBIE MOJIEKYJIBI CUHUTAIOTCA «TOMOJOTHYHBIMUY JIPYT
JpyTY, €CIIA UX TIOCJIEI0BATENIbHOCTH ABIIAIOTCA Ha MO MeHbInel mepe 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%., 80%, 85%., 90%, 95% wmmu 99% cXomaHBIMH
(Hampumep, COAEp’KaT OCTATKH C POJCTBEHHBIMH XWUMHYECKUMH CBOWCTBAMH B
COOTBETCTBYIONIMX TOJIOKEHWAX). Hampumep, Kak XOpOImO W3BECTHO  PSAJAOBBIM
CHEIUATUCTaM B JAaHHOW OOJACTH, HEKOTOPhIE AMHHOKHCJIOTHL, KaK TMPaBHIIO,

KIacCU(PUIMPYIOT KaK CXOTHBIE APYT C APYTOM, KaK «TUaPOo(HOOHBIEY HITH «THAPODHIHHBIE



83
AMHHOKUCJIOTHI W/HIH KaK WUMEIOIIHE «IOJIIPHBIE» WM «HETMOIAPHBIE» OOKOBBIE IIETIH.
3aMeHa OJTHOM aMMHOKHCTIOTHI Ha APYTYIO TOTO KE THUIA YaCTO MOKET PACCMAaTPUBAThCA KaK
«TOMOJIOTHYHA 3aMeHa. Kak Oy/eT MOHATHO CTIeIHaNMCTaM B JAHHON 00JIaCTH, JOCTYITHO
MHOKECTBO aQJITOPUTMOB, KOTOPBIE MO3BOJISIIOT CPaBHHUBATh IOCJEI0BATENBHOCTH JJIA
OTpEACTICHHS CTENEHU UX TOMOJIOTHH, B TOM YHCJIE Iy TEM Pa3peLICHUs IPOITYCKOB 3aJaHHOM
JUTAHBI B OTHOM MOCIIE0BATENBHOCTH OTHOCHTENBHO APYTrOM MPU PACCMOTPEHUH TOTO, KAKHE
OCTaTKU «COOTBETCTBYIOT» Jpyr APYyry B pa3HbIX MOCIEAOBaTeNbHOCTAX. Hampumep,
BBIYMCIICHUE TPOLEHTA TOMOJIOTHMH MEXKAY ABYMS ITOCIEAOBATEIBHOCTIMH HYKICHHOBBIX
KHUCJIOT MOKHO BBINIOJIHUTH ITYTEM BBIPABHUBAHHUA JIBYX IOCIIEAOBATEIBHOCTEH C LIENBIO
ONITUMAJIBHOTO CPaBHEHMA (HAIIPUMED, MOTYT OBITh BBEJIECHBI MPOIYCKU B OAHY WM 00€ U3
NEPBOM M BTOPOM MOCIIEAOBATEIBHOCTEM HYKJIEHHOBBIX KHMCIOT JAJA ONTHMAJIBHOTO
BBIDABHMBAHUA, W  HECOOTBETCTBYIOINHE  IIOCIIEAOBATEIBHOCTH  MOTYT  OBITH
MPOUTHOPUPOBAHBI C LEIBI0 CPABHEHMA). B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS JJIMHA
MOCTIEA0BATEIBHOCTH, BBIPOBHEHHOM B LIENAX CPABHEHMS, COCTABISACT MO MEHBINEH Mepe
30%, no mensmeit mepe 40%, no mensiei Mmepe 50%, no Mmenpiiel Mmepe 60%, 0 MeHbIIEH
mepe 70%, no mensbineit mepe 80%, nmo menbinei mepe 90%, mo menbei mepe 95% wumu o
cymiectBy 100% JTMHBI 3TAIOHHOM MOCJIE0BATEIbHOCTH. 3aT€M CPABHUBAIOT HYKJICOTH/IbI
B COOTBETCTBYIOLIMX TIOJIOKEHHUAX HYKIeoTHA0B. Korma monoskeHHe B TepBOU
MOCTIEA0BATENBHOCTH 3aHATO TEM KE HYKJICOTHIOM, YTO U COOTBETCTBYIOIIEE MOJIOKEHHE BO
BTOPOM TIOCNEAOBATENIbHOCTH, TO MOJEKYJIbl MO 3STOMY TMOJOKECHHUIO SBISIOTCA
WACHTUYHBIMU;, KOT/Ia TIOJIOKEHUE B MEPBOM IMOCIEIO0BATENBHOCTH 3aHATO HYKJICOTHAOM,
CXO/IHBIM B OTHOIIIEHHH COOTBETCTBYIOILETO MOJI0KEHHS BO BTOPOH MOCIIEA0BATEILHOCTH, TO
MOJIEKYJIBI TIO 3TOMY MOJIOKEHHUIO ABJSIOTCS CXOAHBIMU. [IPOLIEHT TOMOJIOTHH MEXIY ABYMS
MOCIIEOBATENPHOCTAMHE SABIACTCS (PYHKIHMEH YHCTIA HACHTHYHBIX M CXOTHBIX TOJO0KEHUH,
OOIIUX IS TIOCTIE TOBATENLHOCTEH, C YUETOM YHCIIa IPOITYCKOB U JUTHHBI KAYK0TO TIPOITYCKa,
KOTOpBIE ~ HEOOXOIWMO  BBECTH  JUII  ONTHMAJIbHOTO  BBIPABHUBAHHA  JIBYX
MOCIIEA0BATENbHOCTEN. MIITIOCTpAaTHBHBIE AITOPUTMBI M KOMIIBIOTEPHBIE IPOTPaMMBI,
MPUMEHUMBIE JUIA ONPEAEIEHUS MPOLIEHTHON TOMOJOTHH MEXKIY JBYMS HYKJIECOTHIHBIMU
MOCTIEI0OBATEIPHOCTAMH, BKIIFOYAIOT B ce0s, HAMpHWMep, aaroputMm Meiiepca u Muiepa
(CABIOS, 1989, 4: 11-17), xotopsri 0b11 BKIFoueH B mporpammy ALIGN (Bepcus 2.0) ¢
WCTIONB30BaHWEM TaOmuUIBl Beca ocTaTtkoB PAMI120, mrpada 3a nmmHy mpomycka 12 u

mrpada 3a mnpomyck 4. IIpomeHT TOMOJOTHH MEXAY JABYMS HYKJICOTHAHBIMH
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MOCIIEOBATENBHOCTAMH, B KAUYECTBE ABTEPHATHBBI, MOJKET OBITH OTPEICIIEH, HAIPUMED, C
npumeHeHreM Tniporpammbl  GAP B makere mporpammuoro obecmeuenust GCG ¢

npumeHeHreM MaTtpuipl NWSgapdna. CMP.

[00239] IIpn HCIIOJIb30BAHHUH B HACTOAIEM JOKYMEHTE JIBaJALATH
TPAIUIHOHHBIX AMHHOKHCIIOT ¥ X COKPAICHHS CIIEAYIOT OOINETIPHHATOMY HCIIOIb30BAHHMIO.
Cm. Immunology—A Synthesis (2nd Edition, E. S. Golub and D. R. Gren, Eds., Sinauer
Associates, Sunderland, Mass. (1991)), koTtopas BKIIOY€HA B HACTOSIIUH JOKYMEHT
nocpeacTBoM  ccbuikd.  Crepeomszomepsl  (Hampumep, D-aMUHOKHCTIOTHI) JBaALATH
TPAQJAWLIHOHHBIX AMHHOKHCIOT, HENPHUPOJHBIE AMHHOKHCIIOTHI, TaKWe Kak o-, O-
JAM3aMETEHHbIE AMHUHOKHUCIIOTHI, N-aJIKHIIAMHHOKUCIIOTBI, MOJIOYHAS KHCJIOTa W APYrHE
HETPAAUIMOHHBIE AMUHOKUCIIOTHI TAKKE MOTYT OBITh TMOAXOAAIIAMH KOMIOHEHTAMH TS
TIOJIATIETITHIOB 110 HACTOALIEMY H300peTeHHI0. [IpuMephl HETPaJUIIMOHHBIX AMUHOKHCIIOT
BKIIFOYAIOT 4-THIPOKCUNIPONIHH, Y-KapOokcurimyramar, &-N,N,N-rpumeTwmmusus, &-N-
anernumsuH, O-pocdocepun, N-anetunceput, N-pOpMHUIMETHOHHH, 3-METHITHCTHIHH, 5-
THAPOKCUIIM3HH, G-N-METHJIAPTHHUH U IPYTHE MTOTOOHBIE AMUHOKUCIIOTHI 1 HIMUHOKHUCIIOTHI
(HammpuMmep, 4-THIPOKCHUTIPOJIMH). B HCTIOTB3yeMOM B HACTOAIIEM JOKYMEHTE 0003HAYCHHH
MOJIAMNECTITHAA JICBOCTOPOHHEE HAMpPABJICHHE TMPEACTABIIET COOOH AaMHHOKOHIICBOE
HAIMpAaBJICHHE, a MPABOCTOPOHHEE HAMPABICHHE MPEACTABIIET COOOH KapOOKCHKOHIICBOE

HammpaBJICHUEC B COOTBCTCTBUHU CO CTAHAAPTHBIM HCITOJIb30BAHUCM H COTTIAINICHHUCM.

[00240] Yenoseueckoe anmumeno. VIcnonb3yeMbld B HACTOAIEM JOKYMEHTE
TEPMHH BKJIFOYA€T AaHTUTENIA, HWMEIOIUE BapHaOeNbHbIE W KOHCTAHTHBIC OOJACTH,
MONMy4YeHHbIE (MM cOOpaHHBIE) W3 TOCIEAOBATEIPHOCTEH  YEIIOBEYECKOTO
HMMYHOTTIOOYJTHHA. B HEKOTOPHIX BapHaHTaX OCYNICCTBIICHUSA aHTHTENA (MM KOMITOHEHTHI
AHTUTEJI) MOKHO CYHTATh «UYEJIOBEUCCKHUMH», JaK€ €CITM HWX aMHHOKHCIIOTHBIC
MOCIIEAOBATEIPHOCTH  BKJIFOYAIOT  OCTAaTKH WM 3JIEMEHTBL, HE  KOJAUPYEMBIE
MOCTIEIOBATETPHOCTAMH HWMMYHOTTIOOYJTMHA 3apOJBIIIEBOTO THIA YelOBeKa (Hampumep,
BKJTIFOYAIOT BapHAIIUH MTOCIIEIOBATEIFHOCTEH, HATTPUMED, KOTOPbIe (MIEPBOHAYAITBHO) MOTYT
OBITH BBEJICHBI C TIOMOIIBIO CITy9alHOTO HITA CAUT-CIICIIU(PUIECKOT0 MyTareHes3a in Vitro uimm

COMAaTHYECKOHM MYTaIlWH i1 Vivo), HarpuMep, B oaHy i 6onee CDR, u B wactHoctr, CDR3.

[00241] TI'ymanuszuposannoril. Kak W3BECTHO B MaHHOW 00NacTH, TEPMHH
«TYMaHU3UPOBAHHBIIN OOBIYHO UCTIONB3YETCS A1 0003HAYEHUS AHTUTEN (MITH KOMITOHEHTOB

aHTI/ITeJ'I), AMHUHOKHUCJIOTHAA MOCICAOBATCIIBHOCTh KOTOPBIX BKIIIOYACT MMOCICA0BATCIIPHOCTH
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obmacteld Vi U VL 3TaJOHHOTO aHTHUTENA, TIOTYYEHHOTO M3 BU/A, OTIHMYHOTO OT YEJIOBEKA
(HampuMep, MBIIMHK), HO TAKKE BKIIOYAET MOAM(PHKAIMHA B 3THX TOCIEAOBATEIBHOCTAX
OTHOCHTENFHO 3TAJIOHHOT'O AHTHUTENA, PETHA3HAYECHHBIE I TOTO, YTOOBI CAENATh HX 0oJIee
«YETIOBEKOTIOTOOHBIMI, T. €. 00JIe€ CXOAHBIMHU C TOCTIETOBATEIFHOCTIMH 3aPOBIIIEBOTO
THUIIA YETIOBEKAa. B HEKOTOPHIX BapHAaHTaX OCYIIECTBICHHUS «TYMAaHH3UPOBAHHOE » AHTUTETIO
(MITM KOMIIOHEHT aHTUTENA) TPEACTABIIIET COOOM AHTUTEIIO, KOTOPOE UMMYHO CTIEIIU(pHIEC KA
CBSI3BIBACTCSA C TPEACTABISIONIMM HHTEPEC AHTUT€HOM U KOTOPOE HMEET KapKACHYI0 001acTh
(FR), mo cymiecTBy HMEIOIYI0 AMUHOKHUCIOTHYIO MOCIIEA0BATEIEHOCTD KaK Y YEIIOBEYECKOTO
AHTHUTENIA, U OTIPEIETSIONTYI0 KOMITIEMEHTapHOCTh 001acTh (CDR), 1Mo CyImecTBy HMEIOIYIO
AMMHOKHUCJIOTHYIO TIOCJIEAOBATENIBHOCTh KAaK Y AHTUTENA, OTIMYHOTO OT YEIOBEYECKOTO.
['yMaHHU3UPOBAHHOE AHTUTEIIO COAEPKUT MO CYIIECTBY BCE M3 MO MEHBIIEH MEPE OAHOTO U,
Kak MpaBuio, AByX BapuadenbHbix nomeHoB (Fab, Fab', F(ab')2, FabC, Fv), B koTopbIx Bce
nm 1o cymecTBy Bce CDR-001acTi COOTBETCTBYIOT TAKOBBIM M3 HMMYHOTJIOOYTHHA BU/A,
OTJIMYHOTO OT YENIOBEKA (T. €. JOHOPHOTO MMMYHOTJIOOYIIMHA), ¥ BCE HMJIM 10 CYIIECTBY BCE
KapKacHble O0JAaCTH SBIIOTCA TAKOBBIMH C KOHCEHCYCHOH TIOCIIEOBATEINHHOCTHIO
HMMYHOTIIOOYITHHA YeJIOBeKa. B HEKOTOPBIX BapHAHTaX OCYINECTBIICHUS TYMAaHU3HPOBAHHOE
AHTUTEJI0 TaKKe COJNEP)KHT IO MEHBIIEH Mepe dYacTh KoHcTraHTHOM oOmactu (Fc)
HMMYHOTIIOOYITHHA, OOBIYHO YacTh KOHCTAHTHOH 00JacTH MMMYHOTJIOOY/IHHA YenoBeka. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUA TYMAHH3HPOBAHHOE AHTUTEIIO COACPIKHUT KaK JIETKYFO
LeTb, TAK ¥ TI0 MECHBIIEH Mepe BapHAOETbHBIA JOMEH TSIKEIIOW IEmd. AHTHTEIIO TaKKe
MoxeT BrmoudaTh CHi, mapaupryto oomacte, CH2, CHs u HeoOs3arensHo oOmacts CHy
KOHCTAHTHOM 00JacTH TSKETOW 1emd. B HEKOTOPhIX BapHAHTaX OCYINECTBICHUS
TYMAHU3UPOBAHHOE AHTHTENO COACPKHT TOJBKO TYMAaHH3HPOBaHHYIO oOmacte Vi. B
HEKOTOPBIX BAPHAHTAX OCYHICCTBICHHS T'YMAaHHU3UPOBAHHOE AHTHUTENO COACPIKHT TOJIBKO
T'YMaHU3UPOBAHHYIO 001acTh VH. B HEKOTOPBIX ONpeeIeHHBIX BAPUAHTAX OCYIIECTBIICHHUS

T'YMaHH3UPOBAHHOE AHTHTENO COACPKUT T'YMAaHHU3UPOBAHHBIE 00TacTH VH 1 VL.

[00242] Hoenmuunocms. Vicnionp3yemMplii B HACTOSIIIEM JOKYMEHTE TEPMHUH
«HOECHTHYHOCTH» OTHOCHTCA K OOIIEMY POACTBY MEXKIY MOJTHMEPHBIMH MOJEKYJIaMH,
Hanpumep, MEXKIy MOJEKYIaMHU HYKIEHHOBOW KHCIOTHI (nanpumep, monekyiaamu JIHK
wwumu Monekynmamu PHK) w/mmm mekmy MoJleKynaM# TOJMNENTHAA. B HEKOTOPBIX
BAPHUAHTAX OCYLICCTBICHUA TNOJMMEPHBIE MOJIEKYJBI CYHTAKOTCA IO  CYINECTBY

HICHTUYHBIMW» APYT APYTY, €CIIU UX NOCIEN0BATEIbHOCTH SBIIIOTCS HA 10 MEHBIIEH MEpe
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25%, 30%, 35%, 40%, 45%, 50%, 55%, 60%, 65%, 70%, 75%., 80%., 85%., 90%, 95% wumm
99% wuneHTHYHBIMH WM Ha 1o MeHblied mepe 80%, 85%, 90%, 95% wumu 99%
WACHTHYHBIMH. B  HEKOTOpBIX BapHaHTaX OCYILIECTBICHHUA  IOCJEA0BATENBHOCTD
HYKJIEMHOBOM KHCTIOTHI MJIM AMUHOKHCIOTHAS MOCJIE0BATEIEHOCTB MO CYIIECTBY HACHTHYHA
3TaTTIOHHOM TTOCTIETOBATEIFHOCTH B TOM, YTO OHA THOO MAECHTHYHA TI0 TIOCIIEA0BATEIBHOCTH,
b0 CcOAEepP)KUT OT 1 10 5 3aMeH 1O CPAaBHEHHWIO C AITAIOHHOW TOCJIEIOBATEIHHOCTBIO.
Hanpumep, B HEKOTOPBIX BApHAaHTaX OCYIIECTBICHUS AaMUHOKHUCIIOTHAS TIOCTIEA0BATENBHOCTD
O CYIIECTBY HACHTUYHA 3TATIOHHOM aMUHOKHUCIIOTHOM NOCTIEA0BATEIBHOCTH B TOM, YTO OHA
a00 WACHTUYHA TIO TOCIEIOBATEIBHOCTH, JTMOO COAEPKHUT OT 1 10 5 aMHHOKHUCIIOTHBIX
3aME€H 110 CPAaBHEHHWIO C JTaJOHHOM TMOCIENOBATENBHOCTHIO. Hampumep, BbpMUCIECHHE
MPOLEHTA UACHTUYHOCTH MEXKAY ABYMS MOCJIEI0BATENBHOCTAMU HYKJIEUHOBOM KUCIIOTHI MITH
HNOJIMNETITHIHBIMH MOCIIEA0BATEIPHOCTAMH MOKHO BBITIOJIHUTH ITyTEM BBIPABHUBAHHUSA JBYX
MIOCIIE TOBATEIBHOCTEH C LENBI0 ONITUMATIBHOTO CPAaBHEHHMS (Hanpumep, MOTYT OBITh BBEIEHBI
IS0l B OJHY WiIM 00€ M3 MEPBOM W BTOPOH IOCIENOBATENIHOCTEH I ONTHMAJIBHOTO
BBIPABHUBAHUSA, U HEUJCHTHYHBIC IOCIEJOBATEIBHOCTH MOTYT HE YYMTBIBATHCA B LEIAX
cpaBHeHMs). B HEKOTOPBIX BapuaHTaX OCYHIECTBICHHUS [UIMHA TIOCTIEIOBATEIIEHOCTH,
BBIPOBHEHHOM B LIEJIIX CPABHEHUS, COCTABIAET MO MeHbIIeH Mepe 30%, 1o MeHbIIENH Mepe
40%, no mensbinen mepe 50%, no menpmie mepe 60%, mo menpuieit mepe 70%, 1Mo MEHbIIEH
mepe 80%, o meHbmiei mepe 90%, o menpnel mepe 95% wmm no cymectBy 100% nnuHbI
STAJIOHHOM TOCJEI0BATENBHOCTH. 3aTEM CPABHHUBAIOT HYKJIEOTHUIBl B COOTBETCTBYIOIIHUX
nonokeHussx. Korga monoskeHwe B MEpBOM TMOCIIENOBATENIBHOCTH 3aHATO TEM K€
AMHHOKUCJIOTHBIM OCTATKOM (HampuMep, HYKICOTHIOM WM AMHHOKHCIIOTOH), 4YTO H
COOTBETCTBYIOLIEE MOJIOKEHHUE BO BTOPOU MOCIIEA0BATEBHOCTH, TOI/1a MOJIEKYJIBI B TAHHOM
MOJIO’)KEHUM  SIBIIIIOTCA  MACHTHUYHBIMH. [IpOLIEHTHas WAEHTHYHOCTh MEXAY JBYMs
MOCIIEOBATENPHOCTAMH 3aBHCHT OT YHWCIIA WACHTHYHBIX TIOJIOKEHWH, OOHIMX IS
MOCTIEA0BATENBHOCTEN, MPU STOM YYUTHIBAETCS YMCIO I3MOB M JUIMHA KaKJIOTO TI3IIa,
KOTOpBIE ~ HEOOXOIMMO  BBECTH /I ONTHMAJbHOTO  BBIPABHUBAHUSA  JBYX
nocneaoBarenbHocTed. CpaBHEHUE NOCIENOBATENBHOCTEN M OINpPEAEIEHUE NPOLEHTHOM
WACHTUYHOCTA MEXKAY JBYMA TOCIEAOBATEIBHOCTAMM MOXKHO  OCYIIECTBIAITH C
MPUMEHEHUEM MAaTEMATHYECKOrO anroputMa. Hampumep, MpOLEHT MAEHTHYHOCTH MEXKAY
JABYMs HYKJIECOTHAHBIMU TOCJIEJ0BATENIbHOCTIMU MOXKHO OIPEAETUTh C MPUMEHEHUEM

amroputma Meyers and Miller (CABIOS, 1989, 4: 11-17), KOTOpBIH BKIIFOYEH B IPOTPAMMY
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ALIGN (Bepcus 2.0). B HEKOTOPBIX WUIFOCTPATHBHBIX BapHAHTAX OCYHIECTBICHHA
CpPaBHEHMsA HYKIEHMHOBBIX KHCIOT TMpOBOAAT ¢ mnoMompro mporpaMmmbl  ALIGN ¢
MPUMEHEHWEM TaOmMIBl Beca octatkoB PAM120, mrpada 3a mpomomxenue rma 12 u
mrpada 3a oTkpeiTHe 1A 4. [IPOLEHT MAEHTHYHOCTH MEXKAY ABYMS HYKJICOTHIHBIMH
MOCIE0BATENBHOCTAMH, B KAUECTBE aJTBTEPHATHUBBI, MOYKHO OTPEJEIHUTH C TMPUMEHEHHEM

nporpammbl GAP B makere mporpammuoro odecrneueHuss GCG ¢ MpUMEHEHHEM MaTPHIIBI

NWSgapdna.CMP.

[00243] Ynyuwames, yeeruuuseame unu ymenvuiams. lcnonb3yemsble B
HACTOSIIIEM JOKYMEHTE TEPMHHBI «YIy4INATh», «YBEIUYHBATHY HWIIH «YMEHBIIATH» HIH
rpaMMaTHYeCKHUE OJKBHUBAJICHTHl YKa3bIBAIOT HA 3HAYEHHA OTHOCUTEIIBHO HCXOJHOTO
WU3MEPEHUS, TAKOT'O KaK U3MEPEHUE Y OJHOTO U TOTO K€ MHAMBHAYyMa /10 Hayania JICYCHUs,
OIMCAHHOTO B HACTOALIEM JOKYMEHTE, HJIM U3MEPEHHE Y KOHTPOJIBHOTO HHANBHyYMA (UM
HECKOJIBKMX KOHTPOJIBHBIX HWHIWBHAYYMOB) B OTCYTCTBHE JICUEHHs, OIMCAHHOTO B
HAacTosmeM JOoKyMeHTe. «KOHTPOIBHBIM HHIMBHAYYMOM» SIBIIETCS HHIMBHIYYM,
CTpajaromuii Tou ke (OPpMOH H C TPHOIM3UTEIHPHO TAKOH K€ CTENEHBIO THKECTH
3a005IeBaHMs, HAPYIIECHHUA WM COCTOSTHHSA, YTO ¥ HHIAUBUIYYM, TTOJBEPTAIOIIUICS JICUEHHIO,
KOTOPBIM TPHUONH3UTEIHHO TOTO K€ BO3PACTa, YTO W HHIWBUAYYM, TOIBEPTAFOIIUANCS
JCYEHHUI0 (YTOOBI YOETUTHCSA, YTO CTAAWH 3a00JIEBAHHA Y TOABEPraromIETOCS JICUCHHIO
WHIUBHIYYMa W  KOHTPOJBHOTO  HMHAMBHAyYMa (KOHTPOJBHBIX  WHIWBHIYYMOB)

COTTOCTABUMBI).

[00244] Buwioenennoui. 1lpu ucnonb30BaHUM B HACTOSIIIEM JOKYMEHTE TEPMHH
OTHOCHTCS K BEIMECTBY WHWIH OOBEKTY (HAMpUMEp, HYKICHHOBOW KHCIIOTE WJIH
MOJIUTIENITHY), KOTOpble Obutd (1) OTHAENEHBI OT 1O MEHBIIEH MeEpe HEKOTOPBIX
KOMITOHEHTOB, C KOTOPBIMH OHH OBUIH AaCCOLMHPOBAHBI TIPH IEPBOHAYAIILHOM
npoaynupoBanuu (OyIb TO B MPUPOE W/UJIH B YCIOBHAX MPOBEACHHS SKCIIEPUMEHTA), H/HITH
(2) CKOHCTPYHpPOBAHBI, MPOAYLMPOBAHBIL, TIONYYEHBl W/HIA HW3TOTOBIICHBI YEIIOBEKOM.
Briienennsie BemecTsa W/WIM OOBEKTHI MOTYT OBITh OTZEICHBI OT MpUOI3uTeabHO 10%,
npuomm3uTenbHo 20%, mpuommsurensHo 30%, mpuOmmsutensHo 40%, MPHOTH3HUTETHHO
50%, mnpubmuzutrensHo 60%, mnpuObmmutensHO  70%, mpuOmM3uTENHEHO  80%,
npuou3uTenbHO 90%, mpuomusutensHo 91%, npuOmmsuTensao 92%, TMPUONH3UTETBHO
93%, npubmuzutrensHo  94%, mnpubmuzutensHO  95%, mpuOMM3HTENEHO — 96%,

npuoM3uTenbHO  97%, mnpuOmm3uTrensHo 98%, mnpubmusuTensHO 99% WM Oonee
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npuoM3uTeTbHO 99% IpPyrHmX KOMIIOHEHTOB, C KOTOPBIMH OHH OBUIH HW3HAYaJIbHO
aCcCOIMMPOBAHBI. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS BBIICJICHHBIE CPEICTBA ABISAIOTCA
Ha npuommsuTensHo 80%, mpuomsuTensHO 85%, MpubmM3uTENEHO 90%, PHOITM3UTENBHO
91%, npubmuzutensHo 92%, mnpubmmsutensHO  93%, mpuOmM3HTENHEHO  94%,
npuoIU3uTeNbHO 95%, mpubmusuTensHo 96%, npuOMM3HTENEHO 97%, TMPUONMH3UTEIBHO
98%, mpubmusurensHo 99% wnm Ha Oonee yeM MPHOMM3HTENBHO 99% umcteiMu. [lpwm
WCTIONb30BAHUM B HACTOSIIEM JOKYMEHTE BEINECTBO SBIETCS «YUCHMIBIMY», €CIA OHO TIO
CYIIECTBY CBOOOJHO OT APYTHX KOMIIOHEHTOB. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS,
Kak Oy/IeT MOHATHO CIEIHAIMCTaM B JAHHOW OOJIAaCTH TEXHHKH, BEIIECTBO MOJKET BCE €IIE
CUHTATBCS «BbIOCJICHHbIMY) WIH JAXKE «YUCMbIM» TIOCNie OOBETUHEHHS C HEKOTOPBIMH
APYTUMH KOMIIOHEHTAMH, TAKUMH KaK, HalmpuUMep, OAMH WIH OoJiee HOCHUTENEeH WIH
BCITIOMOTATENIbHBIX BEIECTB (Hampumep, Oydep, pacTBOpHTENb, BOAA W T. I.); B TAKUX
BapUaHTaX OCYIIECTBICHUS IPOLICHT BBIAETICHHS HITH YHCTOTHI BELIECTBA PACCUUTHIBAIOT 0€3
y4era TaKMX HOCUTENIEH HIIM BCIOMOTATENbHBIX BEINECTB. B KauecTBe IMIIbL OJHOTO
NpUMeEpa, B HEKOTOPHIX BAPHAHTAX OCYIIECTBIICHHSA OHOIOTHYECKHUH MOJTUMEp, TAKOM Kak
NOJMNENTH WIH TIOJHHYKICOTH ], KOTOPBIM BCTPEYAETCS B TMPHPOAE, CUHTAETCA
«BbIOEICHHBIMY, €CIH a) B CHIIy CBOETO MPOHMCXOKICHHUS HIIH UCTOYHHKA TIONYyYCHHS HE
CBSI3aH C HEKOTOPHIMH HIIH BCEMH M3 KOMIOHEHTOB, KOTOPbIE COMPOBOXKIAIOT €TO B CBOEM
€CTeCTBEHHOM COCTOSHHH B TIPUPOAE; b) OH MO CyHmIECTBY HE COACPKHUT JAPYTHX
MOJIMIIENITHIOB WJIM HYKJIIEHMHOBBIX KHCIIOT TOTO JK€ BHAA W3 BHAOB, KOTOPBIE €TO
MPOXYLMPYIOT B TIPUPOJAE; C) SKCIPECCHPYETCS WM HHBIM 00Pa30oM AacCOLMHPOBAH C
KOMITOHECHTAMH KJIETKH WA APYTOW CHCTEMBI SKCIIPECCHH, KOTOPAas HE OTHOCHTCSA K BUAY,
MPOIYLIMPYIOIEMY €T0 B TPHpPoAe. TakuM 0Opa3oM, HAIPUMEP, B HEKOTOPBIX BapHAHTAaX
OCYIIECTBIICHHS TTOJUTIETITHA, CHHTE3UPYEMBI XUMHUYECKAM TTyTEM WJIH CHHTE3UPYEMBIH B
KIIETOYHOM CHCTEME, OTIMYAIOMICHCS OT TOM, B KOTOPOW OH MPOAYyLHMPYETCS B MPUPOAC,
CUMTACTCA «BblOCNeHHbIMY» TIOJHIIETITUIOM. AJBTEPHATHBHO MWW JOTOJTHHUTEIHHO, B
HEKOTOPBIX BaPHUAHTAX OCYMIECTBIICHUA TIOJIATIENTH, KOTOPHIA OBUT MOJBEPTHYT OJHOMY
i 0oJiee METOaM OYHCTKH, MOYKET PACCMATPUBATBCA KaK «GblOeeH bl TIONUTICTITH, B
TOW CTETIEHH, B KOTOPOH OH OBLI OTHENEH OT APYTHX KOMITOHEHTOB, a) C KOTOPBIMH OH
aCCOIIMMPOBAH B TIPUPOJE, W/HWIH b) C KOTOPBIMH OH OBUT aCCOIMHPOBAH TPH

NEPBOHAYAIbHOM IMOTYUCHUH.
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[00245] Kp, ncrionp3yemas B HACTOSIIEM JTOKYMEHTE, OTHOCHTCS K KOHCTAHTE
JUCCOITHAITMH CBSI3BIBAIOMIETO CPEACTBA (HANPHUMEP, AHTHTENA WJIH €T0 CBI3BIBAIOIICTO
KOMIIOHEHTa) W3 KOMIUIEKCAa C €ro MmapTHEpOM (HampuMep, SIHTOTIOM, C KOTOPBIM

CBA3BIBACTCA aHTHTCIIO HIIM €T0O CB?ISBIBEIIOIIII/II‘/'I KOMHOHCHT).

[00246] K, ucnionb3yeMas B HACTOSIIEM JOKYMEHTE, OTHOCUTCS K KOHCTAHTE
CKOPOCTH JAWCCOLIMALIMK B CIy4ae JUCCOLIMAIMM CBA3BIBAIOINETO CPEACTBA (HAIpHUMED,
AHTUTENA WK €T0 CBA3BIBAIOIIETO KOMIIOHEHTA) U3 KOMILJIEKCA C €T0 apTHEPOM (Hampumep,

OIIMTOIIOM, C KOTOPBIM CBA3BIBACTCA aHTHTCIIO UIIU €TI0 CBSISBIB&IOHH/II‘;I KOMHOHGHT).

[00247] Koy, ucrionb3yeMas B HACTOAIIEM JTOKYMEHTE, OTHOCUTCS K KOHCTAHTE
CKOPOCTH aCCOLIMALIUHU B CITyYae aCCOIUALIUH CBI3bIBAIOIIETO CPEACTBA (HATIPUMED, AHTUTENA
WJTH €TO CBA3BIBAIOIIETO KOMIIOHEHTA) C €r0 MAPTHEPOM (HAPUMEP, SMTUTOIIOM, C KOTOPHIM

CBSI3BIBACTCSI AHTUTEIIO MITH €TI0 CBA3BIBAIOIITHIM KOMHOHGHT).

[00248] Habop. Vicriomp3yeMblii B HACTOALIEM JOKYMEHTE TEPMHH «HAOOp»
OTHOCHUTCS K JIOO0H CHCTEME HOCTaBKH JAJIS OCYILECTBIICHHUS JTOCTABKH MaTepHanoB. Takue
CHCTEMBl JOCTABKH MOTYT BKIIOYAaTh CHCTEMBI, KOTOPBIE TMO3BOJAIOT XPAaHUTB,
TPAHCTIOPTHPOBATH WJIH JIOCTABJATH PA3IMYHBIC THATHOCTUYECKHE WITH TEPATIEBTHYCCKUE
peareHThl (HApUMEp, OJUTOHYKICOTHABI, (EPMEHTHI M T.I. B COOTBETCTBYIOIIHX
KOHTEHWHEpPax) W/HIH BCIIOMOTATENbHBIE MaTepHainbl (Hampumep, Oydepsl, MAChMEHHBIE
WHCTPYKLMH TI0 BBIMOJHEHHIO aHANIW3a W T. I.) U3 OJHOr0 MecTa B apyroe. Hampumep,
HAOOpBI BKITFOYAIOT OJWH WM Oojee KOPIyCOB (HAMpUMeEp, KOPOOOK, KapTPHIKEH,
OyTBUTOYEK, aMITyJ U T. J.), COAEPKAIIUX COOTBETCTBYIOIINE PEAKIIMOHHBIE PEAreHTHI W/UIH
BCITIOMOTATENIbHBIE MaTepHasbl. Vcmomb3yeMblii B HACTOSOIEM JOKYMEHTE TEPMHH
«(pparMeHTHPOBAHHBIH HAOOP)» OTHOCHTCS K CHCTEMAaM JOCTABKH, BKIFOYAIOIINM JBA WA
OoItee OTAEBHBIX KOHTEWHEPOB, KKIBIH M3 KOTOPHIX CONEPKUT YacTh OT OOIIETO YHCHIa
KOMITOHEHTOB HaOopa. KoHTeliHepsl MOTyT OBITh JOCTABIECHBI TPEIITOIATAEMOMY
MOJIy4aTeII0 BMECTE WM IO OTACHBHOCTH. Hampumep, nepBpIli KOHTEMHEP MOMKET
coaep)kath (pePMEHT I TPUMEHEHHS B aHATHU3€E, TOT/Ia KaK BTOPOH KOHTEHHEP COACPIKHT
OJIMTOHYKIEOTHABL. TepMHUH «(PparMeHTHPOBAHHBIM HAOOP» TPEAHA3HAYECH i1 OXBaTa
HaOOPOB, COAEPKALIMX CIELUATBHBIE PEareHThl sl aHanu3upyemoro semecTBa (ASR),
peryaupyemMbie 0e3 OTpaHUYEHHS B COOTBETCTBHH ¢ pa3aenom 520(e) deaepabHOTO 3aKOHA
O TIUMIEBBIX MPOIYKTAaX, JTEKAPCTBEHHBIX CPEJICTBAX U KOCMETHKE. JleHCTBUTEIIbHO, TFO0as

CHCTEMAa JOCTAaBKH, COJEp:Kammias JABa WK OoJiee OTACIHbHBIX KOHTEHHEPOB, KAKIBIA W3
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KOTOPBIX COACPKUT YacTh OT OOIIETO YHCIIA KOMIOHEHTOB HA0Opa, BKIIOUEHA B TEPMHH
«(pparmenTHpOBaHHBIH HaOOp». HampoTws, BBIpa)keHHME «KOMOWHUPOBAHHBIM HAOOP»
OTHOCHUTCA K CHCTEME JOCTAaBKH, COJAEPKANIEH BCE KOMIIOHEHTHI B OJHOM KOHTEHHEpE
(Hampumep, B OJTHOM KOPOOKE, COAEPKAMIEH KK ABINA U3 TPEOYyEMbIX KOMITOHEHTOB). TepMuH

«HAOOP» BKIIFOYAET KaK (PparMeHTUPOBAHHBIE, TAK U KOMOWHHUPOBAHHBIE HAOOPHI.

[00249] Hopmanenoui. Vicrions3yeMbli B HACTOSAIIEM JOKYMEHTE TEPMHH
«HOPMAJBHBIY TPU HUCIOIB30BAHMU Ui MOAU(PHUKAIMH TEPMHUHA «UHANUBHIYYM» HIIH
«CYOBEKT» OTHOCUTCA K HHAMBUAYYMY WM TPYIIE UHAUBUIYYMOB, Y KOTOPBIX HE UMEETCA
KOHKPETHOE 3a00JIEBAHUE WIIM COCTOSIHUE, U OHU TAKKE HE SBJIAIOTCS HOCUTEIIMU IAHHOTO
3a00JI€BaHUA WM COCTOSIHUA. T€PMUH «HOPMAIbHBIID) TaKKe UCIOIB3YETCA B HACTOSIIEM
JTOKYMEHTE I KBaaM(UKAIMU OHOIOTHYECKOTO 00pasla Mnu 00pasiia, BBIIEIEHHOTO Yy
HOPMAJIBHOTO WHAMBUAYYMA WM CyOBEKTa WM JUKOTO THIIA, HATIPUMEP, «HOPMAJIBHBIH

OHONOTHYECKHI 00pa3erp.

[00250] Hykneunosasn xucioma. Vcnonb3yeMbIl B HACTOSIIEM JOKYMEHTE
TEPMHH «HYKJICHUHOBAs KHCJIOTa» OTHOCUTCSI K NOJIUMEPY M3 IO MEHBINEH MeEpe Tpex
HYKJICOTUAOB. B HEKOTOPBIX BapHAaHTAaX OCYHICCTBIICHUS HYKICHUHOBAs KUCJIOTA BKIFOYAET
JIHK. B HekoTopsix BapuanTax ocymectsieHus BkmoyaeT PHK. B HekoTopbeix BapuanTax
OCYILECTBICHUS HYKJIEUHOBAas KHUCIIOTA SIBJISETCS OJHOHUTEBOM. B HEKOTOpPBIX BapHaHTax
OCYILECTBICHUS HYKJIEUHOBAas KHUCIIOTAa SABIIAETCA JABYXHUTEBOM. B HEKOTOpBIX BapuaHTax
OCYILECTBICHUS HYKJIEMHOBAsA KHUCIIOTa MOKET COJAEP’KATh HEMPUPOIHbIE HIIH U3MEHEHHBIE
HYKJI€OTUABL Vcronb3yeMble B HACTOAIIEM TOKYMEHTE TEPMHUHBI KHYKIEHHOBAsA KUCIOTa» U
«TIOJTMHYKJIEOTH» MOTYT OTHOCHTHCS K TIOJTUMEPHOH (popMe HYKIIEOTHIOB C OO0 JUTHHOM,
moo pudonykieotnaoB (PHK), mubo mesokcupubonykneotunos ([AHK). Otu Tepmunst
MOTYT OTHOCHTBCS K TIEPBHYHOM CTPYKTYPE MOJIEKYIIBI M, TAKAM 00Pa30M, TPeyCMaTPHBAIOT
nByx- u ogHoHuteByro JIHK, a takke nByx- u ogHoHuteByro PHK. Otu Tepmunsl moryt
BKJIIOYATh B KauecTBe SkBUBAJICHTOB aHanory wim PHK, nnu JIHK, mony4yennsie u3 ananoros
HYKJIEOTHJOB, ¥ MOAU(HUIMPOBAHHBIE TOTWHYKICOTHIBI, TaKHE Kak 03 OTrpaHHYCHUSA
METHJTUPOBAHHBIE W/WITH K3MUPOBAHHBIE TTOJMHYKICOTHABI. HyKIIeMHOBBIE KHCIOTHI MOTYT
OBITH CBsI3aHBI ()OC(ATHBIMH CBA3IMH C 00pa30BAHHEM TIOCIIEI0BATEIHFHOCTEH HYKIIEHHOBOH
KHUCJIOTBl WM MOJIMHYKJIEOTHAOB, XOTA M3 YPOBHS TEXHUKH HU3BECTHO MHOKECTBO APYTHX

cBs3el (Harmpumep, pocdotuoatst, bopanodocdaTs U T. 10.).
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[00251] Iayuenm unu cyovexkm. Vicnonb3yeMbld B HACTOSIIEM JOKYMEHTE
TEPMHUH «TAIIUCHT» WA «CYOBEKT» OTHOCHTCA K JIFOOOMY OPTaHHW3MY, KOTOPOMY BBOJST
MPEIOCTABIIEHHOE COEIWHEHUE WM COCAUHEHHUSA, OMHCAHHBIE B JAHHOM JOKYMEHTE, B
COOTBETCTBUU C HACTOAIIUM HW300PETEHHEM, HAMPUMEP, IS IKCIEPUMEHTAIbHBIX,
JUArHOCTHYECKUX, NPO(UITAKTHYECKUX W/HTH TEPANEeBTHUECKUX Teaeh. VnmocTpaTuBHbIe
CYOBEKTHl BKJIFOYAIOT JKHUBOTHBIX. [E€PMHH <(OKHBOTHOE» OTHOCHUTCA K JIFOOOMY
MPEICTaBUTEIIIO LIAPCTBA )KUBOTHBIX. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS GKUBOTHOE»
OTHOCHTCS K JIFOJISIM Ha JIFOOOM CTauu pa3BUTHA. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHS
<GKMBOTHO€» OTHOCHUTCS K OTJIMYHBIM OT JIFOJIEH KHBOTHBIM Ha JIFOOOW CTaauu pa3Butus. B
HEKOTOPBIX BapUAHTaX OCYIIECTBIICHHUS OTJIMYHBIM OT YEJIOBEKA >KUBOTHBIM SIBJISIETCS
MJIEKOTTUTAOIIEe (HAMPUMEDP, TPHI3YH, MBI, KPbICA, KPOJUK, 00€3bsiHA, COOAKa, KOIIKA,
OBIIa, KPYIHBIA POTATBIH CKOT, MPHMAT WHWIA CBHHbBSA). B HEKOTOPHIX BapHaHTAX
OCYIIECTBIICHHS )KHBOTHBIC BKIFOYAIOT O€3 OTPAHUYCHHS MIICKOTTHTAIONIINX, TITHIL, PETITHIIAH,
am(puOMii, peIO, HACEKOMBIX W/WIM uepBeH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA
JKUBOTHOE€ MOJKET OBITh TPAHCTCHHBIM >KHBOTHBIM, TE€HETHYECKH CKOHCTPYHPOBAHHBIM
JKUBOTHBIM W/WITH KIIOHOM. B BapuaHTax OCYIIECTBICHHS KHBOTHBIE TPEACTABIIOT COOOM
MJICKOTIUTAOIIHNX, TAKHUX KaK MBIIIH, KPBICHI, KPOJIMKH, TIPUMATHI, OTIIMYHBIE OT YETOBEKA, U
JFOJTH; HACEKOMBIX;, 4YepBed W T. 1. B BapumaHTax OCYHIECTBICHHUSA CYyOBEKTOM SIBIIETCS
YeNOBEK. B  HEKOTOPBIX BapHaHTaX OCYINECTBICHUS CYOBEKT MOMKET CTpaaaTrh oOT
3a00JI€BaHUSA, HAPYIICHUS W/UITA COCTOSHUS (HAIPUMED, paKa) WK OBITh BOCITPHUMYHBBIM K
HUM. lcmonb3yemblii B HACTOAIIEM AOKYMEHTE TEPMUH «IOMYJALMS TMALMEHTOB» HIIH

KOy LA UA Cy6’BeKTOB» OTHOCHUTCA K MHOKCCTBY IMAIITUCHTOB U CY6’L€KTOB.

[00252] Dapmayesmuueckas Komnosuyus. VIcnonp3yeMbli B JaHHOM
JOKYMEHTE TEPMHH «(papMameBTHYECKass KOMIO3WIMSD» OTHOCHTCA K KOMITO3WUIHH, B
KOTOPOH aKTUBHOE CPEJICTBO COCTABJIEHO BMECTE C OAHHUM WM Oonee (hapMaleBTHYECKU
MMPUEMIIEMBIMH HOCUTEIISIMU. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS AKTHBHOE CPEACTBO
HNPUCYTCTBYET B KOJIMYECTBE, COOTBETCTBYIOIIEM E€IMHUYHOM [03€, MOAXOIAIEM IS
BBEICHUS COITIACHO TEPANEBTUYECKOM CXEME, KOTOpas IIOKa3bIBAE€T CTATUCTUYECKH
3HAYUMYIO BEPOATHOCTH JOCTH)KCHUS MPEABAPUTENBHO OIPENEIIEHHOIO TEPANEBTHYECKOTO
>pdexra TPH BBEICHHH COOTBETCTBYIOHICH TOMYJSAIHH. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHS (hapMaIleBTUIECKAsT KOMIIO3HIIUS MOKET OBITh CHIELIMAIBHO COCTABIICHA IS

BBEJICHUS B TBEPIOU WIIH KUIKOH (JOpME, B TOM YHCIIE aJalTHPOBAHHOM JJIS CIIEAYIOIIETO!
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MIEPOPANBHOTO BBEJECHUS, HANPHUMEDP, KHIKUE JIEKAPCTBEHHBIE (POPMBI IS TIEPOPATHHOTO
BBE/ICHUS (BOJHBIE WM HEBOJHBIC PACTBOPHI WIIM CYCIIEH3HWH), TAOJIETKH, HAMPUMED,
MpeIHA3HAYCHHBIE IS OYKKATBHOW, TOMBSA3BIMHOM W CHCTEMHOH aOCOPOIWH, TaONeTKH
OOJNIBIIMX PAa3MEPOB, TOPOIIKH, TPAHYIIBI, TTACTHI 7151 HAHECEHU Ha A3BIK; MAPEHTEPATIEHOTO
BBEJICHUs, HAIIPUMED, MOJKOXKHOM, BHYTPUMBIIIEYHON, BHYTPUBEHHON WIIH 3MHAYPATbHOU
WHBEKLMENH B BUJIE, HAMPHMEDP, CTEPHIIBHOTO PACTBOPA HIIM CYCIECH3WHM, WIH COCTaBa
3aMeIJIEHHOTO BBICBOOOK/IEHUS ; MECTHOTO IPUMEHEHMS, HAPUMED, B BHIE KPEMa, Ma3H UIH
TUTACTHIPA ¢ KOHTPOJIMPYEMBIM BBICBOOOKICHHUEM HIIH a3PO30JIs, IPUMEHIEMOTO Ha KOXKE, B
JETKUX WM POTOBOM MOJOCTH;, BHY TPHBATHHATIBHO WITH BHY TPUPEKTAIIBHO, HAIPUMED, B BHJIE
neccapys, KpeMa Wi MEHKYU; MOAbA3bIYHO; BHYTPb I71a3a; YPECKOKHO MU HA3aJIbHO, BHYTPb

JICTKUX U B OTHOMCHWUH APYIUX CIIU3HUCTBIX HOBerHOCTCﬁ.

[00253] Dapmayeemuyecku npuemiemoti. lcnomb3yeMplii B HacTOALIEM
JTOKYMEHTE TEPMHUH «(papMaleBTHYECKH TNPHEMJIEMBID» NPUMEHHUTETPHO K HOCHTEIIO,
pa30aBUTENI0O MM BCIIOMOTATEJIBHOMY CPEJACTBY, HCIIONB3YEMBIM I COCTABIICHUS
KOMITO3HMIIUM, PACKPBITOM B HACTOSIIEM JOKYMEHTE, O3HAYAET, YTO HOCHTENb, Pa30aBUTEIh
WITH BCIIOMOTATEIBHOE CPEACTBO JOJKHBI OBITH COBMECTUMBIMU C JPYTHMH HHTPEAHEHTAMHU

KOMITO3UITHHA U HC OKa3bIBATh BPCIAHOTO BOSHCﬁCTBHH Ha UX PCIUITUCHTA.

[00254] Ionunenmuo. Vicnonb3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHH
OTHOCUTCA K JIOOOW TIOMMMEPHOH WENMH AMHHOKHCIOT. B HEKOTOPHIX BapHaHTax
OCYIIECTBICHUS TMOIUIECITHI HMEET AMHHOKHMCIIOTHYIO ITOCIEIOBATEIBHOCTh, KOTOPas
BCTPEYACTC B MPHUPOJAE. B HEKOTOPBIX BapHaHTAaX OCYINECTBIICHUA IOJIUIECHTHA HUMEET
AMHUHOKHCIJIOTHYIO MOCJIEI0BATENBHOCTD, KOTOPAs HE BCTPEYAcTCa B IpUpoJe. B HEKOTOpBIX
BAPUAHTAX OCYIICCTBICHUA MOJHUICITHA HMEET AMHHOKHCIOTHYIO IOCIIEIOBATEIbHOCTS,
KOTOpast SIBIISIETCA CKOHCTPYMPOBAHHOM B TOM, YTO OHA CIIPOEKTHPOBAHA W/WJIM IMOTY4YEHA
IyTEM ACUCTBUA YEIOBEKA. B HEKOTOPBIX BapUaHTaX OCYIIECCTBICHUS ITOIUIETITHA MOKET
COJIEPKATh PUPOIHBIE AMUHOKHCIIOTHI, HEIPUPOJHBIE AMHUHOKHUCIIOTEI WIIH U TE€ U JPYyTUe
WM COCTOATh U3 HUX. B HEKOTOPBIX BapHaHTaX OCYIUNECTBICHUS MOJUIICNITHI MOKET
COJIEPKATH TOJIBKO MPHUPOJHBIE AMHUHOKHUCIIOTHI WM TOJIBKO HEMPUPOJHBIE AMUHOKHCIOTHI
WM COCTOATh U3 HUX. B HEKOTOPBIX BapHaHTaX OCYIUNECTBICHUS IOJUIIECNTHI MOKET
coxepxkarh D-aMUHOKHCTIOTHI, L-aMHMHOKMCIOTBI WIM W T€ H JApyrHe. B HEKOTOPBIX
BAPHUAHTAX OCYLICCTBICHUA IOIMUIENTHA MOXET COACPXkKATh TOJBKO D-ammHOKHCTIOTHL. B

HCKOTOPBIX BapHaHTaX OCYHICCTBICHHA TIOMHUICTITUA MOMXKCT COACPKATb TOJIBKO L-
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AMHHOKHUCIIOTHL. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHUS TOJUIMENITHI MOKET COAECPIKAThH
OIHY WITH 00JIee OOKOBBIX TPYIII HITH IPYTHX MOIU(UKALMHN, HAPUMEDP, MOIH(PULIUPYIOIIAX
WA TIPUCOEIMHEHHBIX K OJHOW WM Oojee OOKOBBIM ILIETISIM AMHHOKHCIOT Ha N-KOHIE
noymnenTraa, Ha C-KOHIE TOJMIENTHAA, WK OOV WX KOMOWHAIu0. B HEKOTOpBIX
BAPMAHTaX OCYHICCTBICHUA TaKWe OOKOBBIE TPYIIIBI WIH MOAW(UKAIMHA MOTYT OBITH
BBIOpPAHBI M3 TPYIIIBI, COCTOAIIEH W3 ALCTUIMPOBAHUA, AMHIUPOBAHMSA, JHIHUTUPOBAHHUA,
METHIUPOBAHUS, IETHIIUPOBAHUS  T. J., BKIIFOYas MX KOMOUHAIMH. B HEKOTOPBIX BapHaHTax
OCYIIECTBICHHUS TIOJNUIMENTHA MOXKET OBITh LHMKIMYECKUM WHIH MOXKET COJEPKaTh
LIUKJIMYECKYI0 YacTh. B HEKOTOPHIX BapHAHTaX OCYHIECTBICHUS MOJHUIENTUA HE SBIACTCA
LUKJIMYECKUM WU HE COACPIKUT aKOU-TH00 HUKIMYECKON YacTH. B HEKOTOPHIX BapHaHTax
OCYIIECTBICHHUS  TOJMIENTHI SABISETCA  JHHEWHbIM. B HEKOTOpPBIX  BapuaHTax
OCYIIECTBIICHHS TIOJIMIETITHN MOJKET TPEACTABIATh COOOW CHIMTBHIA TOJMHITENTHI WA
coAepkKaTh €ro. B HEKOTOPHIX BapHAHTAX OCYINECTBICHUS TEPMUH «IOJMIIEIITHD) MOXKET
OBITh JOOABJIEH K HA3BAHHUIO 3TAJIOHHOTO ITOJTUIENITHAA, AKTUBHOCTH WM CTPYKTYPHI; B TAKHX
CIy4asX OH MCIIONIb3YETCS B HACTOAIIEM JOKYMEHTE I O0OO3HAYEHHUS IIOJUIENTH/IOB,
KOTOpBIE 00JIAAl0T COOTBETCTBYIOMIEH aKTUBHOCTBIO MM CTPYKTYPOH M, TAKHM 00pazom,
MOTYT PacCMaTPHBATHCA KAK TMPEACTABHTEIH OAHOTO M TOTO JK€ KJIacca WM CEMEHCTBa
MOJMIIEN THIOB. JJI1 KQK0TO TAKOTO KJTACCa HACTOSIIEE ONMMCAHUE MPEyCMATPHBACT, W/ WK
CICIMAIMCTAM B JAHHOW O0O0JAacTH TEXHHKH OyayT W3BECTHBI HILTFOCTPATHBHBIC
TOJIMTIETITH/IBI B TIPEAEIIaX KJAacca, aMHHOKHUCIOTHBIE TIOCTIEIOBATEIbHOCTH H/HITH (DyHKIHH
KOTOPBIX M3BECTHBI, B HEKOTOPBIX BAaPHAHTAX OCYIICCTBICHUS TAKUE WIDTFOCTPATHBHBIE
MOJIMTIENITHABI  SIBJISIFOTCS  3TAJOHHBIMH TIOJIMIIENTHIAMH I KJIacca WM CEMEHCTBa
MOJMTIENITHIOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS TIPEACTABUTENh Kilacca WA
CEMENCTBA TIOJHIIETITHIOB JEMOHCTPUPYET 3HAYUTEIbHYI0O TOMOJIOTHIO MM HICHTHYHOCTb
MOCIIEN0OBATENPHOCTH, IMEET OOTIMH MOTHB MTOCIIEA0BATEIIFHOCTH (HATIPUMED, XapaKTEPHBIN
3JIEMEHT TOCIIEA0BATENFHOCTH) W/HIIA UMEET OOMIYI0 aKTHBHOCTP (B HEKOTOPHIX BapHAHTAX
OCYIIECTBJICHUS HAa COMOCTABUMOM YPOBHE WM B YKAa3aHHOM [HAIA30HE) C STATIOHHBIM
MOJMIIENITHIOM JTAHHOTO KJIacca, B HEKOTOPBIX BapHAHTAX OCYMIECTBICHHS CO BCEMHU
MIOJIMTIENI THIAMH B TIPeIeNax kiacca). Hampumep, B HEKOTOPBIX BapHAHTAX OCYIIECTBICHUS
MOJUTIENI THA-TTPEACTABUTEND ~ AEMOHCTPHUPYET  OOIMYIH0  CTENMEHb TOMOJIOTHH  WJIH
WIEHTUYHOCTH TIOCJIETOBATETFHOCTH C 3TAJIOHHBIM TOJHUIIETITHIOM, KOTOPask COCTABIISET 110

MeHbIIeH Mepe mpuomm3uTensHo 30-40% 1 yacto mpesprmaeT mpuOIM3UTETHHO 50%, 60%,
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70%, 80% , 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% um Gonpure, WuIH
BKIIIOYAET B ce0s 10 MEHBIIEH Mepe OJHY 001acTh (HampHUMep, KOHCEPBATUBHYIO 00JIACTb,
KOTOpPas MOJKET B HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHUSA MPEICTABIATH COO0HM XapaKTePHBIN
3NIEMEHT TIOCTEIOBATENPHOCTH WM COJEP)KATh €ro), KOTOpas IEMOHCTPUPYET OYEHBb
BBICOKYIO HACHTHYHOCTH MOCJIEI0OBATENPHOCTH, YacTo 0osee 90% umu gaxe 95%, 96%, 97%,
98% wm 99%. Takas KOHCEpBaTUBHAS 00JIACTh OOBIYHO OXBATHIBAET MO MEHBIIEH Mepe 3-4
n 4yacto a0 20 wimm OOJbIe AMUHOKUCIIOT; B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHA
KOHCEPBATHBHAA 00JIACTh OXBATHIBAET M0 MEHBIIEH MEPE OAUH YYACTOK U3 IO MEHBILEH Mepe
2,3,4,5,6,7,8,9,10, 11,12, 13, 14, 15 unm O0JIbIIEe CMEKHBIX AaMUHOKHUCIIOT. B HEKOTOPBIX
BApMAHTaX OCYIIECTBJCHUS TPUTOAHBIA TOJUIENTHA MOXKET COAEP)KaTh (parMeHt
POOUTENBCKOrO MOJUIENTHIA WM COCTOATh M3 HEro. B  HEKOTOpBIX BapuaHTax
OCYIIECTBICHUS MPUTOAHBIA MOJTHUIETITHA MOKET COAEPKaTh MHOKECTBO ()parMEHTOB MU
COCTOATh M3 HUX, KOXKABIH M3 KOTOPHIX HAXOAUTCS B OJHOM M TOM K€ POAMTEIHCKOM
HNOJIMIENITH/IE B APYTOM IPOCTPAHCTBEHHOM PACIIONIOKEHHH OTHOCUTENBHO APYT APYra, YeM
B TPEACTABIIONIEM HWHTEpeC Tonumentuae (Hampumep, (parMeHTbl, KOTOpBIE
HETIOCPEACTBEHHO CBSI3aHBI B POAUTENBCKOM, MOTYT OBITh IPOCTPAHCTBEHHO PA3JIENICHBI B
MPEACTABJISAIONIEM HMHTEPEC TMONUINENTHAES, WIA HA000pPOT, W/HWIH (PparMeHTHl MOTYT
MPUCYTCTBOBATh B APYTOM TOPSAKE B TPEACTABIMIOMEM HWHTEPEC TONHUTICTITHAC, Y€EM B
POAMTENHCKOM), TaK YTO TIPEACTABIIIONINA HHTEPEC TOTUTIETITH/ SBIIIETCS TPOU3BOHBIM

CBOCTO POAUTCIBCKOTO MOJIUIICTITHAA.

[00255] Obpasey. Vicionb3yeMbIid B HACTOSTIEM JTOKYMEHTE TEPMUH «00pa3ein
OXBATBIBACT JOOOM OOpasel, MONTYYEeHHBIH W3 OHOJIOTHYECKOTO HWCTOYHHMKA. TepMHHBI
«OHONIOrHYECKHH 00paseI 1 «00pas3ern HCIOIb3YIOTCS B3aUMO3aMeHsIeMo. bromornaeckuit
o0pasel] MOXKET B KaYeCTBE HEOTPAaHHYHBAOIECTO TIPHMEPA BKITFOYATh KOYKHYIO TKaHb, TKAHb
MCYCHH, TKAHb IMOYKH, JICTOYHYIO TKaHb, CIUHHOMO3TOBYK KHIKOCTH (CSF), KpoBs,
AMHUOTHYECKYIO JKHIKOCTBH, CHIBOPOTKY, MOYY, KaJl, SMHIACPMAIIbHBIA 0Opaser, oOpaselr
KOJKH, OYKKAJTbHBIA Ma30K, CIIEPMY, AMHHOTHYECKYIO JKUIKOCTD, KYJIbTHBHPYEMBIE KIICTKH,
oOpasery KOCTHOTO MO3Ta W/HWIM BOPCHHKH XOpHOHA. KIleTOYHBIE KyIbTYpHI JFOOBIX
OHOTOTHYECKHUX 00PA3I0B TAKKE MOTYT IPHUMEHATHCA B KAYECTBE OHOJIOTHYECKHX 00Pa3IIOB.
buonorudeckuii 00pazer; TakKe MOXKET TMPEACTABIATh COOOM, Hampumep, oOpaser,
MOYYECHHBIM W3 JTFO00TO OpPraHa WM TKaHHW (BKIOUYas oOpasern OMOIICHHU WITH ayTOTICHH),

MOXKET COACPKATh KJICTKH (TIEPBUYHBIE KJIETKH WM KYJIbTHBHPYEMBIE KIETKH), CPEay,
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KOHIUIMOHUPOBAHHYIO JFOOOHM KIIETKOW, TKAHBIO WM OPTaHOM, KyJIbTypoW TKaHH. B
HEKOTOPBIX BAPHAHTAX OCYHICCTBICHUA OHWONOTHYECKHE OOpAa3ibl, TMOAXOAIINE TS
HACTOSIIIIETO M300PETEHHs, MPEACTABILIIOT COO0M 00pa3Ibl, KOTOPhIE ObLIM 0OPAOOTAHBI C
LENBI0 BBICBOOOXKACHUA WM HHBIM 00pa3oM OOECTIEUEHHsS MOCTYIMHOCTH HYKJIEHHOBOH
KUCJIOTBI ISl BBISIBJIICHHS, KAK OMUCAHO B HACTOSIIEM AOKyMeHTe. (DUKCHpPOBAHHBIC WIIH

3aMOPOKCHHDBIC TKAHH TAKIKC MOT'YT IIPUMCHATHCA.

[00256] Conuonasn onyxone. Vicionb3yeMblii B HACTOSIIIEM TOKYMEHTE TEPMHH
«CONUIHAA OIYXOJIbY» OTHOCHTCS K aHOMAJIBHOM Macce TKaHH, KOTOPast 0OBIMHO HE COACPIKUT
KUCT WM O0NIacTed >KUAKOCTH. B HEKOTOPBIX BapHaHTAX COJIUAHAS OIMYyXOJb MOYKET OBITH
JOOPOKAYECTBEHHOM; B HEKOTOPBIX BAapHUAHTAX COJNMIOHAS OIMYXOJb MOXKET OBITH
3n0KkavecTBeHHOU. CrienuanmicTaM B TaHHOM 001acTH OyIeT IOHATHO, YTO PA3JIMYHBIE THITHI
COJIMIHBIX OIyXOJed OOBIMHO HA3BIBAIOT IO THIY KIETOK, KOTOPBIE HX OOpasyrorT.
[lpumepamMu CONMMAHBIX OMYXOJEH SABIAIOTCA KAPLUUHOMBL, JTHMM(POMBI W Ccapkombl. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS COTUIHBIE OMYXOJIH MOTYT IMPEACTABIATH COOOH HITH
BKJIIOYATh OMYyXOJIH HAAIMOYEYHUKA, SKETYHOrO IPOTOKA, MOYEBOTO IIy3BIPsS, KOCTH,
TOJJOBHOTO MO3Ta, MOJOYHOM JKE€Ie3bl, IMEWKH MATKH, TOJCTOM KHIUKH, SHIOMETPHS,
MUINEBO/A, TJ1a3a, KETYHOTO IMy3bIPs, KETyJOYHO-KUIIEYHOTO TPaKTa, MOYKH, TOPTaHH,
MEYEHH, JIETKOTO, MOJOCTH HOCA, HOCOTJIOTKH, MOJOCTU PTa, SMYHHKA, MOJOBOrO YJICHA,
runogu3a, MPOCTaThl, CETYATKH, CITFOHHOM KEIIe3bl, KOKH, TOHKOTO KUIICYHHKA, YKEITy/IKa,

AWYKa, THMYyCa, IJ_[I/ITOBI/II[HOI‘/'I JKCJIE3BI, MATKH, BJIarajJviia W/ Wi BYJIbBBI.

[00257] Cmpaoarowuii om. Y VHIUBUIYYMa, «CTPAJAIOIIETO OT» 3a00JI€BaHH,
HAPYIICHUS W/WIH COCTOSHUS (HANpHUMep, JOOOW BHUIBI Paka, OMHUCAHHOW B HACTOSIIEM
JOKYMEHTE ), UMEETCS JUATHO3 UJTH TPOSABIISAECTCSA OJUH HITH 00JIe€ CHMIITOMOB 3a00JIeBaHUA,

HAPYIICHUS W/ HITH COCTOSHHS.

[00258] Bocnpuumuue k. Y HHIABUAYyMA, KOTOPBIM «BOCHPHUMMYMB K»
3a00JICBAHUIO, HAPYINEHUIO W/HIM COCTOSHHIO, HE WUMEETCS JHAarHo3a W/HIH MOTYT HE
MPOSIBIIATBCS CHUMITTOMBI  3a00JE€BaHWA, HAPYIIECHHS W/HIH COCTOSHHUSA. B HEKOTOpPHIX
BAPMAHTaX OCYIIECTBIICHUS WHAWBHAYYM, KOTOPBIH BOCHPUHUMYHB K 3a00JIEBAHHUIO,
HAPYIICHUIO W/WITA COCTOSHHIO (HATPUMEP, PaKy), MOKET XapaKTEPH30BATHCSA OJHUM HITH
oonee u3 creayromero: (1) reHeTHYeCKass MyTalWs, CBSI3aHHAS C Pa3BUTHEM 3a00JICBAHUS,
HAPYIIEHUA W/HIN COCTOSHUA; (2) TEHETHUECKUN TOTMMOP(U3M, CBI3aHHBIN C Pa3BHTHEM

3a00€BaHMA, HAPYIIEHUS W/HIM COCTOSHUA;, (3) TOBBIMNIEHHAs W/WIA TOHIWKECHHASA
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SKCTIPECCHUS W/HITH aKTHBHOCTH O€NKa, CBA3AHHOTO C 3a00JIEBAHHUEM, HAPYIICHHWEM H/HITH
cocrostHueM; (4) TPUBBIYKHA W/WIH 00pa3 JKU3HHU, CBSA3aHHBIC C PA3BUTHEM 3a00JICBAHUS,
HApyIICHUS W/WIH COCTOSHUS; (5) ceMEWHBIM aHamMHe3 3a00JICBaHUS, HAPYIICHUS W/HITA
cocTosHuA; (6) peakuuss Ha ompeaeNcHHble Oakrepuu WM BHPYCHL, (7) BO3AEHUCTBHUE
ONPEJCICHHBIX XHMHUYECKHX BEIECTB. B HEKOTOPBIX BapHAHTAX OCYINECTBICHUA VY
WHIUBHIYYMa, KOTOPBIA BOCIIPHAMYUB K 3a00JICBAHHIO, HAPYIMICHUIO W/HIH COCTOSIHHIO,
BO3HHKHET 3a00JIcBaHWE, HAPYIICHHE W/WIH COCTOSHHE. B HEKOTOpPBIX BapHaHTaX
OCYIIECTBIICHHS Y WHIWBHIYYMa, KOTOPBIH BOCIPUHUMYHUB K 3200JIEBAHHUIO, HAPYIICHHUIO

W/WITM COCTOSTHUIO, HE BO3HUKHET 3a00JI€BaHNUE, HAPYLICHUE W/ UM COCTOSHHUE.

[00259] Tepaneemuuecku s¢ppexmusnoe roruuecmeo. lIcmonb3yempii B
HACTOAIIEM JOKYMEHTE TEPMHH «TEpaneBTHUYECKH 3(PPEeKTUBHOE KOIMUYECTBO» HIIH
«3(eKTHBHOE KOIUYECTBO» O3HAYAET KOJIHMYECTBO, KOTOPOE O0OecmeyrBaeT TpPeOyeMBbIi
sdderr, mg KOTOPOro ero BBOAAT. B HEKOTOPHIX BapHAHTAX OCYINECTBICHUS JAHHbIA
TEPMHUH OTHOCHTCA K KOJHYECTBY, KOTOPOE€ SBIBIETCS JOCTATOYHBIM TIPH BBEACHHUU
NONYJALUY, CTpajaromel 3a00leBaHWEM, HAPYIICHHEM W/HIM COCTOSHHEM WU
BOCTIPHUMYHBOH K HUM, B COOTBETCTBHH C TEPANIEBTUYECKOM CXEMOM BBEICHHSA O3B IS
JdeyeHUs 3a00NieBaHUWs, HAPYHNICHHS WHWIH COCTOSHHSA. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHUS TepameBTHUYCCKH d3(PPEKTHBHOE KONMHYECTBO TMPEACTABIAET COOOM
KOJIMYECTBO, KOTOPOE OOECTIEYMBAET CHWIKEHHE YACTOTHI BOSHHUKHOBEHWS, W/HIIH CTEIICHU
TSHKECTH, W/WIH 33JEP/KKy Hadana MpOsIBIICHUS, H/HITH 3aJIEPXKKY TPOTPECCHPOBAHUAS OTHOT'O
WJTH 00JIee CHMITTOMOB 3a00JICBaHUS, HAPYIICHHS W/ WK COCTOSTHHSL. PSI0BBIM ClIeITHATHCTAM
B JaHHOW oOmacTh OyaeT TOHATHO, YTO TEPMHH «mepanesmuyecku s¢hgexmusnoe
KOIUYecmeo» B JCUCTBUTEIIPHOCTH HE TPEOYET MOCTIKECHHSA YCIEIMHOTO JICYCHUST Y
KOHKpeTHOTO HHANBHAyyMa. CKopee, TepaneBTUIECKA 3(()EKTUBHBIM KOJTHYECTBOM MOKET
OBITh  TAKOE  KOJMYECTBO, KOTOPOE  OOECTIEYMBAET  KOHKPETHBIM  TpeOyeMbIid
(hapMaKOJIOTHYECKHN OTBET Y 3HAYUTEIBHOTO YHCIIA CYOBEKTOB MPH BBEJACHUH TAITHCHTAM,
HYKTAOIIAMCS B TaKOM JICUEHWH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHA CCHUTKA HA
TEpaneBTHYECKA J(PPEKTHBHOE KOTHUYECTBO MOMKET OBITh CCBHIJIKOM HA KOJTHYECTBO,
W3MEPEHHOE B OJHOM WM Oo0Jiee KOHKPETHBIX TKAHAX (HANPHUMED, TKaHH, TOPAKEHHOU
3a00JI€BaHUEM, HAPYIIEHHUEM HJIH COCTOSHHUEM ) HITH JKHIKOCTAX (HATPUMEP, KPOBH, CITFOHE,
CBIBOPOTKE KPOBH, TIOTY, Ce3aX, MOYe U T. 1.). CpeHUM CcTIelManucTaM B JAHHOW 00JIacTH

TCXHHUKHU 6yz[eT MOHATHO, YTO B HCKOTOPBIX BapHAaHTaX OCYHICCTBIICHHUA TCPAINICBTHYCCKHU
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3(pEeKTHBHOE KOJIHYECTBO KOHKPETHOTO CPEACTBA HMIIA CPEJACTBA TEPAIUHA MOMKET OBITh
COCTABIIEHO W/HMJIM BBEJICHO B OJHOKPATHOM /103€. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS
TeparneBTHYECKH d(PPEeKTUBHOE CPEACTBO MOMKET OBITh COCTABJICHO W/WJIM BBEIACHO B BU/C

MHOKCCTBA J03, HAIMMPHUMCEP, KaK 4aCTh CXEMbI BBCACHUA T03bI.

[00260] Jleuenue. Vicnionb3yeMbI B HACTOAIIEM JTOKYMEHTE TEPMUH «UI€YEHUE)
(Takke «IEYHTH» WIIH «OCYIIECTBIICHHE JICYCHHSI») OTHOCHUTCA K JIFOOOMY BBEICHHIO
TEpPANeBTUYECKOW MOJIEKYJIbI (HAIPHUMED, JTFOO0TO COETUHEHHS, OTIMCAHHOTO B HACTOSAIIEM
JOKYMEHTE), KOTOPOE OOECTICUYMBAET YACTUYHOE WIIM TIOJIHOE OCJIA0JIeHHE, YMEHbIIECHUE
WHTEHCUBHOCTH, YJIYYIICHHUE, TMOJABJICHHWE, 3aJEPXKKY HAuala TPOSBICHUSA, 3aJCPKKY
NPOTPECCUPOBAHUS, CHIDKEHUE TSHKECTH W/HITH CHIDKCHHE YaCTOTHI BOZHUKHOBEHHS OTHOTO
Wi 0ojiee CHMITOMOB WJIM TPU3HAKOB KOHKPETHOTO 3a00JICBAHUS, HAPYIICHWA W/HWIH
COCTOSTHUSA (HampuMep, paka). Takoe neueHHe MOXKET ObITh IPETHA3ZHAYEHO I CyOBEKTa, Y
KOTOPOTO HE TPOSBIAIOTCS MIPU3HAKHA COOTBETCTBYIOIIETO 3a00JIEBAHHSA, HAPYIICHHUS W/ HITH
COCTOSIHMSA, WWIH JUI1 CyOBEKTa, Y KOTOPOTO TPOSABIAIOTCA TOJBKO PAaHHUE TPU3HAKU
3a00/IeBaHMsA, HAPYIICHUS W/WIIKM COCTOSHHUS. AJBTEPHATHBHO WM JOTOIHUTEIBHO TAKOE
JeYeHHe MOKET OBITh MPEIHA3HAYEHO JJI CyOBEKTa, Y KOTOPOTO MPOSBIETCS OJUH WITH
Oonee YCTAHOBJCHHBIX TPH3HAKOB COOTBETCTBYIOIIETO 3a00JICBAHHSA, HAPYHICHUS W/ WIH
COCTOSIHMA. B BapHaHTax OCYIIECTBIICHHS JICUCHHE MPETyCMATPUBAET BBEACHHE CPEICTBA,

BozaeHcTByromeEero Ha LAG-3, onmucaHHOTO B HACTOSAIIEM JTOKYMEHTE.

NOAPOBHOE OIMNCAHHUE OIIPEAEJEHHBIX BAPUAHTOB
OCYHIECTBJIEHUA

[00261] I'en 3 akruBampm muMdormToB (LAG-3), KOTOpPBIH TakKe H3BECTEH KaK
knactep auddepeHuuposku 223 (CD223), saBmsgercs TPEACTaBUTEIEM CEMEHCTBA
CYNIEPTEHOB MMMYHOTJIOOYJTMHOB M CTPYKTYPHO M TE€HETHUYECKH SBIIECTCS POIACTBEHHBIM
CD4. LAG-3 skcnipeccupyetcs Ha T-kneTkax, B-kimeTkax, kKeTkax eCTECTBEHHBIX KUJUIEpax
(NK) u mmasmonmronanbix aeHaputaeix kietkax (pDC). Kak u 'y CD4, sktogomen LAG-3
cocTouT U3 4ersipex Ig-mogobusx nomeHoB (D1-D4), u 6pu10 IPOIEMOHCTPHPOBAHO, YTO
LAG-3 B3ammopeiictByet ¢ monekynamu MHC kmacca Il (Baixeras et al., J. Exp. Med., 176:
327-337(1992)), Ho cBsazpiBacTesa B Apyrom yuactke (Huard et al., Proc. Nail Acad. Sci. USA,
94(11): 5744-5749 (1997)). Hampumep, pacTBOopuMbIi ciutbii  Oenok LAG-3-

nmmyHormoOymuH (sLAG-31g) Hanmpsamyro u cienududeckn cpsaspBaeTcs yepe3 LAG-3 ¢
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MHC kmnacca Il Ha xnetounoi mosepxuoctu (Huard et al., Eur. J. Immunol., 26: 1180-1186

(1996)).

[00262] LAG-3 akTuBUpyeTCs TMOCJIE€ aKTHUBAUMU T-KIETOK W MOAYIUPYET
¢yakmmro T-xmetok, a Taroke T-kmetounsni romeoctas (Sierro et al., Expert Opin. Ther.
Targets, 15(1): 91-101(2011)). Bzaumopneticteue LAG-3/MHC knacca Il MmokeTt urpats ponb
B TOJABICHWHM  aHTUreHzaBucumoun  crumymammu  CD4+  T-numdormros, Kak
MPOJEMOHCTPUPOBAHO B MCCIIENOBAHUAX iM Vilr0 B OTHOLICHWHM AHTUTEHCHEIM(PHUUECKOH
nponudepanuu T-KIeTOK, O0Nee BBICOKONW IKCIPECCHU AKTUBHPYIOIIMX AHTUTEHOB, TAKHX
kak CD25, u 6osee BBICOKMX KOHILIEHTPAIMH HUTOKHHOB, TAKUX Kak WHTEp(depoH-TaMMa H
unrepneiikun-4 (Huard et al., Eur. J Immunol., 24: 3216-3221 (1994)). Tawxe Oblio
nokaszano, uto CD4+CD25+ perymaropusie T-knetku (Treg) sxcnpeccupytor LAG-3 npu
akTuBaumu, U aHTHTeNa K LAG-3 MOAaBIAIOT CyNpeccu0 HHAYIUPOBAHHbIMH Treg-
KJIETKaMH KakK i1 Vitro, Tak | in vivo, 9T0 CBUAETEIBCTBYET 0 ToM, 4YT0 LAG-3 criocoOcTBYyeT
cynpeccopHoi aktuBHOCTH Treg-kmetok (Huang et al., Immunity, 21: 503-513 (2004)).
Kpome toro, 66110 mokazano, uro LAG-3 HeraTuBHO perymupyeT T-KJIeTOUHBIH TOMEOCTa3 ¢
MOMOIIBIO 3aBUCUMBIX U HE3aBUCUMBIX OT T-KIIETOK peryaaTopHbix Mmexanu3mos (Workman,

C.J. and Vignali, D. A., J. Immunol, 174: 688-695 (2005)).

[00263] [Toarpymmbel 0OBMHBIX T-KIIETOK, KOTOPBIE SBIISIOTCS aHEPTHYECKAMU
WA TIPOSABISIIOT HapymeHHble (yHkimH, skcnpeccupyior LAG-3, uw LAG-3+ T-xmetkn
HAKATUTABAIOTCS B MECTaX OMYyXOJeW W BO BPEMsI XPOHHYECKHX BHPYCHBIX HH(EKIIHH.
Onnako, XOTd OBUIIO TOKAa3aHO, YTO MbIIH, HOKayTHble TO LAG-3, DeMOHCTPUPYIOT
HOpMaJjbHbIE BHpYyC-crieipduieckue orBeThl CD4+ u CD8 T-kmetok, Omokaga myta PD-
1/PD-L1 B xomOuHarwu ¢ 6mokamoi LAG-3 yiayumniana KOHTPOITb BUPyCa IO CPABHEHHIO C
omokamol Tompko PD-LI (Blackburn et al., Nat. Immunol., 10: 29-37 (2009) u Riehter et al.,
Int. Immunol.,22: 13-2(2010)). B MpImmHOM MOAETH C ayTOTOJIEPAHTHOCTHIO/ OTTYXO0JIBIO, TE
tparcreHHbie CD8+ T-kneTkH mpeacTaBieHBl KaK HEOTBEYAIOIME/aHEPTHUCCKHE i VIVO,
onokaga LAG-3 wmu mepmmur CD8+ T-kmetok ycwmmBamm mponudeparmio T-KIeTox,
pekpytunr T-Knerok u 3 dexropubie pyHKIMU B yuacTke omyxoiu (Grosso et al., J. Clin.

Invest., 117: 3383-92 (2007)).

[00264] Kpome toro, B3aumoneiictBue mexay LAG-3 U €ro OCHOBHBIM
marangom, MHC kmacca I, Mo>keT urpath posib B MOAYTHPOBAHUH (PYHKIWH ACHIPHTHBIX

knetok (Andreae et al., J Immunol., 168:3874-3880, 2002). HenaBHue MOKITUHHUYECKHE
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uccienopanus noareepanim poib LAG-3 B ucromennn CD8+ T-kmerox (Blackburn et al.,
Nat Immunol., 10: 29-37, 2009), u 6mokaga B3aumonencTeus LAG-3/MHC wmacca II ¢

npuMeHeHrueM ciutoro 6emka LAG-31g MoskeT OBITh TTOJIE3HOM AT TEPATIHH PAKA.

[00265] CymectByeT mnoTpeOHOCT, B aHTaromuctax LAG-3 (Hampumep,
cpeacrBax Ha ocHoBe aHTHTena K LAG-3), xoropeie cBassiBaroT LAG-3 ¢ BBICOKOH
apduaaOCTRIO W/HMHM 3(¢eKTHBHO HEeUTpanmmu3yroT akTuBHOCTh LAG-3. B HacTosmem

M300pETEeHUH MPEeTYyCMOTPEHBI Takue cps3biBaroniue LAG-3 cpeacTaa.
CpenctBa, Bo3aeiicteyromme Ha LAG-3
Cpeocmea na ocnoee anmumena k LAG-3

[00266] B HacTosmem n300pe TeHUH TIPe Ty CMOTPEHBI, CPEIH ITPOUYETO, CPEICTBA
Ha ocHOBe aHTHTena K LAG-3, KOTOpbIe CBA3BIBAIOTCA C AMMTONOM O€Ka, KOAHUPYEMOTO
reaoM 3 akrtmBammu JuMporuToB (LAG-3), W pasIuYHbIC KOMIIO3UIMH H CIIOCOOBI,
CBSA3aHHBIE C HHMMH. Hampumep, B HacToAmeM H300PETEHHUHM TPETYCMOTPEHBI
AMUHOKHCJIOTHBIE TIOCTIEIOBATEIPHOCTA CPEACTB Ha OcHOBe aHtutena k LAG-3,
COOTBETCTBYIOIME IOCIEAOBATEIBHOCTH HYKICEMHOBOM KHCIIOTBL, KOJAUPYIOIIUE TaKHE
AMUHOKHCJIOTHBIE TIOCJIEIOBATEILHOCTH, a TAaKKE€ BapHaHThl TaKUX CPEJICTB HAa OCHOBE
anturena kK LAG-3. B mHacrosmem H300peTeHHH TaKkKe MPEIyCMOTPEHBI CBSI3aHHBIC
BEKTOPBI, KOMITO3HIIHH M CITOCOOBI PUMEHEHHS CPEICTB Ha OCHOBE aHTHTeNna K LAG-3 s
JeYEHUS HAPYIICHUS WA 3a00JIEBaHUA, KOTOPOE YyBCTBHTEIBHO K momasieHui0 LAG-3,

TaKOTO KaK paK Wi HHPEKIIHOHHOE 3a00IeBaHHUE.

[00267] B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS CPEICTBA HA OCHOBE AHTHUTENA
kK LAG-3 (mampumep, antutena k LAG-3 wim ux (parMeHTB) MOTYT CBA3BIBATHCA C
srutonioM LAG-3, uro Oomokupyet cBsizpiBanue LAG-3 ¢ monekymamu MHC kmacca I u
noaasysAeT onocpeaoBannyio LAG-3 nepenauy curHana. Hampumep, cpeacTBo Ha OCHOBE
aatuTenna K LAG-3 MOXKeT CBA3BIBATECA C OJHUM WM OOJee W3 YeThIpex [g-momoOHBIX
BHEKJIETOUHBIX ToMeHOB (D1-D4) 6enka LAG-3 (cm., Hammpumep, Triebel et al., J. Exp. Med.,
171(5): 1393-1405 (1990); u Bruniquei et al., Immunogenetics, 47: 96-98 (1997)). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS CpeacTBa Ha ocHoBe aHTtHTena Kk LAG-3 moryr
cBsaspiBaThea ¢ gomeHoMm 1 (D1) w/mma momenom 2 (D2) Genka LAG-3. B HekoTOpBIX
BApPHAHTaX OCYINECTBIICHUS CPEACTBO Ha OcHOBe aHTUTeNa K LAG-3 MOXET CBA3BIBATH

sruronn LAG-3, uro Omokupyer csaspiBaane LAG-3 ¢ m00bIM OJHHUM WM O0JEe W3 €ro



100
MPEANONaraeMbIX JUTaHA0B. B HEKOTOPBIX BapUAHTAX OCYIIECTBIIEHUS CPEICTBO HA OCHOBE
aaTutena k LAG-3 mosxet cBsa3biBarh smront LAG-3, uro OnokupyeT cpszpBanue LAG-3 ¢

ABYM: WA 0oJIee M3 ero npecamnogaraCMbIX JTMraHa0B.

[00268] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
Kk LAG-3 MoOxkeT MNOJaBIATh WIM HEWTpanu3oBaTh akTHUBHOCTE LAG-3. Tepmunsl
«TONABIATE?» WM «HEHUTPAIHM30BaTh», HCIIONB3YEMBIE B HACTOALIEM JOKYMEHTE B
OTHOIIEHWH aKTHBHOCTH CPEACTBA Ha OCHOBE AHTUTEINA, MOTYT OTHOCHUTHCS K CIIOCOOHOCTH
MO CYHIECTBY TPOTHUBOJAEHUCTBOBATH, TPEMATCTBOBATH, HPEAYNPEKAaTh, OTPAHUYMUBATS,
3aMeMJIATh, HApPyLIaTh, MEHATh, WUCKIIOYATh, OCTAHABIMBATH WM OOpamiaTh, HampuMep,
OMOJIOTHYECKYI0 aKTUBHOCTh MMIIEHH HIIM MPOTPECCHPOBAHUE WM TKECTh 3a00JI€BAHUSA
WIA COCTOSHMA, CBSI3aHHOTO C MHUIIEHBIO. B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA
mutneHpto sBisieTcss LAG-3. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS 3a00JICBAHHE WITH
cocrostaue cBsi3aHo ¢ LAG-3. B HEeKOTOPBIX BapUaHTaX OCYHIECTBIIEHUS CPEICTBO HA OCHOBE
anturena Kk LAG-3 MOXeT MOAaBiATh WM HeWTpanu3oBarh akTuBHOCTh LAG-3 Ha 1o
MeHbIIeH Mepe npudmmsurenbHo 20%, mpubmmsurensHo 30%, mpuOmmsuTensHO 40%,
npuoM3uTebHo 50%, mpuOmusutensHo 60%, npuOmmsuTensHo 70%, TPHONH3HTEITBHO
80%, npuOnmsuTenbHo 90%, mpuOmM3uTensHO 95%, mpubOmM3uTebHO 100% wHIM Ha
3HAYEHUE B JHWAMA30HE, OMPEACTIEMOM JIFOOBIMH JABYMS W3 BBIIICYNOMSHYTHIX 3HAYCHUU

Hanpumep, 20% - 100%, 40% - 100% uma 60% - 95% u 1. 1.).
puMEp

[00269] B HEKOTOPBIX BapruaHTaxX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
k LAG-3 saBnseTcs BbIAEICHHBIM. B HEKOTOPBIX BapHaHTaX OCYIICCTBIECHUA CPEACTBO Ha
OCHOBE AHTHTEIA MOJKET OBITh OYHINEHO a0 Oonee uyeM 95% wmmm 99% YHCTOTHI,
ompeie/IIeMOn, Hampumep, dnekrpodopernueckn (Hampumep, ¢ momompo SDS-PAGE,
m3oaniekTpuueckoro  ¢okycupoBanus (IEF), xamwmmspHoro smekrtpodopesa) wmm
xpoMartorpadpuyecku (HampuMep, ¢ TOMOMIIBI0 HOHOOOMEHHOW WK 0OpameHHO-(a30BOH

HPLC) (cwm., nanpumep, Flatman et al., J. Chromatogr., B 848:79-87 (2007)).

[00270] B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
k LAG-3 coaepxut Fc. Fc-nomeHbl MOTYT B3aUMOIEMCTBOBATH C PELIENTOPAMH KIETOUYHOM
MOBEPXHOCTH, YTO MO3BOJISIET AaHTUTENIAM aKTHUBUPOBATh HMMYHHYIO CHCTEMY. B anTHTenax
m3otunos 1gG, IgA u IgD Fc-00macte cocTouT M3 IBYX WAEHTHYHBIX (PparMeHTOB Oe€Ika,
MOJTyYE€HHBIX U3 BTOPOTO M TPETHETO KOHCTAHTHBIX JOMEHOB JIBYX TSDKEIIBIX LIETICH AaHTUTENIA,;

Fc-o6nactu IgM u IgE coaep:kaT Tpu KOHCTAHTHBIX JIOMEHA THKENIOH 1ienH (momMenbl Ch 2—
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4) B kaxa0% nojmnentuaHou renn. Fc-o0mactu [gG HecyT BRICOKOKOHCEPBATHBHBIN CaluT N-
riuko3umpoBanusa (N297). I'mukosumupoBanue Fe-parmenTa Moxer ObITh HEOOXOAUMO
JUIA OMOCPEAOBAaHHOU Fe-penenTtopoM akTHBHOCTH. N-TIIMKaHbI, PUKPEIUIEHHBIE K 3TOMY
CaTy, MOTYT TPEACTABIATH COOOM NPEUMYINECTBEHHO JHAHTECHHAPHBIE CTPYKTYPHI

CIIO’KHOTO TUTA ¢ (PYKO3HUITUPOBAHHBIM SAIPOM.

[00271] XOTs KOHCTAaHTHBIE OOJIACTH JIETKHX M TOKENBIX IETEeH MOTYT He
y4acTBOBATh B HETMOCPEJACTBCHHOM CBSI3BIBAHUM AHTHTEJA C AHTUTEHOM, KOHCTAHTHBIC
00MacTd MOTYT BIIMSATh Ha OPUECHTAIIMIO BapHaOelbHbIX oOnacted. KoHcTaHTHBIE 00/MacTh
TaKKe MOTYT TPOSBIATH pasnuuHble 3P ¢eKkTopHble (PYHKIMH, HAMPUMEP, YYaCTBYIOT B
AHTUTENI03aBUCUMOM  KOMILJIEMEHT-OTIOCPEYEMOM  JIM3UCE MIIM  AHTUTENIO3aBUCUMOM
KJIETOYHOW TOKCHYHOCTH 3a CUET B3aMMOJCHUCTBHH C 3(PQPEKTOPHBIMH MOJIEKYIaMH H

KIICTKaMH.

[00272] PackpeiThie cpeactBa Ha ocHoBe aHturena k LAG-3  wmoryr
MPEACTABIIATh COOOM aHTHTEA IFOOOTO U30THITA, BKITFoUas H30Tum [gA, uzotun [gD, uzotum
IgE, uzotun IgG umm uzotun IgM. B HekoTOpBIX BapHaHTax OCYINECTBICHHUS CPEACTBO HA
ocHoBe anTtutTena k LAG-3 comepxkutr koHcTaHTHBIM nomeH IgG y1, y2, y3, umu y4. B
WIUTIOCTPATUBHOM BapHaHTE OCYLIECTBIIEHUS CPEACTBO Ha OCHOBe aHTHTena kK LAG-3

COJEP’KUT KOHCTaHTHBIN 1omeH 1gG y4.

[00273] B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
Kk LAG-3 MOXeT coaepkaTh TSKENYIO IIETTh HMMYHOTJIOOYJIHWHA, KOTOpas COJCPKHT
AMUHOKHCIIOTHYIO nocnenoBaTebHOCTh oA SEQ ID NO: 1. B HekOTOPBIX clTyqasx CpeICTBO
Ha ocHoBe aHTUTeNna K LAG-3 MOXkeT comepaTh TDKENYI LEenb WMMYHOTIOOYJIHHA,
XapaKTEPU3YIOIIYIOCA TI0 MeHbIeH mepe 60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%, 97%, 98%, 99% umu 100% HAECHTHYHOCTHIO MOCIIEAOBATEIIHHOCTH C
AMUHOKHCIOTHOW mocnenoBatenbHocThio oa SEQ ID NO: 1. B HekoTOpbIX BapHaHTax
OCYILECTBIIEHUS CPEACTBO Ha OCHOBE aHTUTENa K LAG-3 MOXKET coAepKaTh JETKYIO LIEMb
HMMYHOTJIOOYJIHHA, KOTOPAs COAECPKUT aMHHOKHCIIOTHYIO TOCTIe0BaTebHOCTh Mo SEQ
ID NO: 2. B HEKOTOPBIX clTyyasX CpeACTBO Ha OcHOBe aHTUTENA K LAG-3 MOXKeT coaepKaTh
JIETKYIO TIETTh IMMYHOTJIOOYJIHA, XapaKTEPU3YOIyrocs 1o MeHbIeH mepe 60%, 65%, 70%,
75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wunmu 100%
WACHTUYHOCTBIO MOCIEA0BATENIBHOCTH C AMUHOKHUCIIOTHOU MOCIIEA0BATENBHOCTHIO MoJ SEQ

ID NO: 2. B HeKOTOpBIX BapHaHTaX OCYILECTBICHUS CPEICTBO Ha OCHOBE aHTHUTeNa K LAG-
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3 MOJKET COAEPKATh TSIKENYI0 LEMb UMMYHOTJIOOYIHHA, KOTOPAs COAEPKUT CHTHATbHBIH
nentua (mogaepkuayT B SEQ ID NO: 1). B HekoTOpBIX BapHaHTaxX OCYIIECTBIECHHSI CPEACTBO
Ha ocHOBe aHTHTena kK LAG-3 MokeT conepkaTh TSKETYI0 LEMb MMMYHOTIOOYIIMHA,
KoTopas He coaepxut curHanmpHeid nentua (SEQ ID NO: 21). B HexkoTophix BapuaHTax
OCYIIECTBIICHUS CPEACTBO Ha OCHOBE aHTHTeNa K LAG-3 MOXKET coaepKaTh JETKYHO LEMb
MMMYHOTJIOOYIIMHA, KOTOPasi COACP)KUT CUTHANBHBIN nienTu (moauepkHyT B SEQ ID NO: 2).
B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHA CPEACTBO Ha OCHOBE aHTHTENna K LAG-3 moxer

COZEPIKaTh JIETKYIO ILIETTh UMMYHOTJIOOYJIMHA, KOTOPas HE COJEP’KUT CHTHAIBHBIN TICTITH/T

(SEQ ID NO: 22).

[00274] B HExKOTOpBIX BapHaHTax OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
kK LAG-3 (mampumep, antureno k LAG-3) MOKeT coaepkaTh MOCIENOBATEIBLHOCTh VH,
XapakTepu3yrouryrocs mno Mmensiiei mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%, 99% wumu 100% HIAEHTHYHOCTHIO IIOCICAOBATEILHOCTH C AMHHOKHCIIOTHOM
nocnenosarenbHocThi0 oA SEQ ID NO: 3. B HekoTOpeIX BapHaHTaX OCYIIECTBIICHUS
MOCTIEA0BATENBHOCTh VH, XapakTepusyromasicsa no MeHbuied mepe 80%, 85%, 90%, 91%,
92%, 93%, 94%., 95%, 96%, 97%, 98% wmnnu 99% HIEHTHYHOCTHIO ITOCIIEAOBATEIPHOCTH,
MOXET COJCPKAaTh 3aMEHbI (HaNpUMep, KOHCEPBATHBHBIC 3aMEHBI), BCTABKU WM JICJICIAN
OTHOCHTENTFHO 3TAIOHHOM TOCTIeI0BAaTEIbHOCTH, HO aHTHTENO0 K LAG-3, conmepskaiiee 3Ty
MOCIIEIOBATEIBHOCT, COXPAHAET CHOCOOHOCTh cBaA3biBaThess ¢ LAG-3. B HekoTophix
BApPHAHTAX OCYIICCTBIICHUS B 00IIEH CI0XKHOCTH OT 1 10 10 aMHHOKHUCIIOT OBLITH 3aMETICHBI,
BCTABJICHBI W/WJIH YIAJECHBI B AMHHOKHCTIOTHOM TrocnienoBatensHocTH oa SEQ ID NO: 3. B
HEKOTOPBIX BapHAHTaX OCYIIECTBICHHUSA 3aMEHBI, BCTABKH WM JICJCIIHA WMEIOT MECTO B
obmactax 3a npenenamu CDR (aampumep, B FR). B HekoTOpBIX BapuaHTax OCYIIECTBICHHUS
cpenctso Ha ocHoBe aHtuTena K LAG-3 moxkeTr comep:kaTh MOCIENOBATEILHOCTh VH C
AMHHOKHCJIOTHOM mocaemoBaTeabHOCTRIO Tox SEQ ID NO: 3, B TOM umncie
MOCTTPAHCIIIUOHHBIE MOJU(UKANWA JAHHOW TIOCTIETOBATEPHOCTH. B HEKOTOPBIX
BapHaHTaX OCYHIECTBIICHUS VH MOXET cOaepkaTh oaHy, ae wiu Tpu CDR, BeiOpaHHbIE U3
(a) CDR-H1, coaepxamnieit aMHHOKHCTIOTHYTO TiocnieaoBarensHocTh moa SEQ ID NO: 5, (b)
CDR-H2, conepxameii aMHHOKHCIOTHYIO mocienaoBaTenbHOCTh o SEQ ID NO: 6, u (¢)

CDR-H3, coneprkaineil aMMHOKHCIOTHYIO nocieaoBarenbHOCTh o SEQ ID NO: 7.

[00275] B HEKOTOPBIX BapuaHTax OCYMIECTBICHUA MPEAYCMOTPEHO CPEACTBO HA

ocHoBe aHtutena Kk LAG-3 (manpumep, antuteno k LAG-3), rme cpeacTBO Ha OCHOBE
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AHTHUTENIA COJCPIKUT BapUAOCTbHBIA JOMEH JIeTKOW 1enH (VL), XapakTepu3yIOIUHUCS TI0
menbme mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wumm
100% WAECHTHYHOCTBIO TOCIIEIOBATETPHOCTH C AMUHOKHCIOTHOM MOCJIEA0BATEIBHOCTHIO
nox SEQ ID NO: 4. B HEKOTOpPBIX BapHaHTAaX OCYIIECTBIEHHUS MOCIEI0BATEIbHOCTh VL,
xXapakTepusyromascs 1mo menpmen mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98% wunmu 99% HAEHTUYHOCTHIO TOCIIEAOBATEIPHOCTH, MOKET COJAEP’KAaTh 3aMEHBI
(Hampumep, KOHCEPBATUBHBIE 3aMEHBI), BCTABKH WIIM JICIIEIUHA OTHOCUTEIIFHO 3TAaJIOHHOW
MOCTIEA0BATENBHOCTH, HO CpeAcTBO Ha ocHoBe aHtHTena k LAG-3, coxmepikamee 31y
MOCJIE0BATENBHOCTh, COXPAH’IET CIMOCOOHOCTH CBs3biBaThca ¢ LAG-3. B HekoTophix
BapUAHTaX OCYIIECTBIECHHUS B 00MIEH CI0KHOCTH OT 1 10 10 aMHHOKHCIOT OBLIH 3aMEIIEHBI,
BCTaBJICHBI W/ WK YAAJIEHBI B IFOO0H W3 aMUHOKHCIIOTHBIX TIOceaoBareapHocTer moa SEQ
ID NO: 4. B HeKOTOpBIX BapHaHTaX OCYIIECCTBICHUS 3aMEHBI, BCTABKHU WIIH JEJICLUU UMEIOT
MecTo B oomacTiax 3a npeaenamu CDR (manpumep, B FR). CpeactBo Ha OCHOBE aHTHTENA K
LAG-3 HeoOs3aTenbHO coaepKuT mocieaoBatenbHocTh VL moa SEQ ID NO: 4, B Tom uucne
MOCTTPAHCIIIIUOHHBIE  MOJM(HUKAIMKA  3TOW  TOCJIEIOBATEIBHOCTH. B BapmaHTax
ocymecTBieHus: VL coaepkut oaHy, nse wim Tpu CDR, BweiOpanmbie u3 (a) CDR-LI,
coaepsKamed aMHHOKHCIIOTHYIO mocienoBatenbHocTh o SEQ ID NO: 8, (b) CDR-L2,
CoAepIKAIEH aMHHOKUCIIOTHYIO TioceaoBarenbHocTh moa SEQ ID NO: 9, u (¢) CDR-L3,

coJieprKamiel aMUHOKUCTIOTHYIO mociieoBaTenbHOCTh moa SEQ ID NO: 10.

[00276] B HexkoTOPBIX BapuaHTax OCYMIECTBICHUA MPEIYCMOTPEHO CPEACTBO HA
ocHoBe aHtuTena k LAG-3 (manpumep, antureno Kk LAG-3), rae cpeacTBO Ha OCHOBE
AHTHUTENIA COMCPKHT VH, KaK B JIFOOOM W3 BapHAHTOB OCYIICCTBIICHHWS, IMPEICTABICHHBIX
BbIIE, © VL, KaK B JIIOOOM W3 BapHAHTOB OCYMIIECTBJICHUS, MPEACTABICHHBIX BbImeE. B
HEKOTOPBIX BAapHAHTAX OCYINECTBICHHS CPEACTBO HA OCHOBE AHTHUTENA COACPKHT VH,

COJIep KAl  aMUHOKHUCIOTHYIO mocieaoBatenbHocTh mmoa SEQ ID NO: 3, wu

>

nocnenoBareabHocTh Vi mog SEQ ID NO: 4, B TomM uwHclie MOCTTPAHCISALIMOHHBIE

MOTH(PHUKAIHN STHX TTOCIIET0OBATETBHOCTEH.

[00277] Kpowme Toro, B HacTosmeM w300pe TEHHH TTPETYCMOTPEHBI BBIICTICHHBIC
WX  OYMINEHHBIE  IOCJIEAOBATEIIBHOCTH  HYKIEHHOBBIX  KHCJIOT,  KOJUPYIOIIHE
BBITIICYKA3aHHBIE TIOJUTICNITHABI WMMYHOTTIOOY/THHA. PacKpeiThie CpeiacTBa HAa OCHOBE
aatutema Kk LAG-3 MOTyT COAEp)KaTh TOKEIYIO IEbh HWMMYHOTIIOOYJIMHA, KOTOpas

KOIUPYETCA TMOCIAEAOBATENBHOCTEIO HYKIEMHOBOM kuciotel mog SEQ ID NO: 11. B
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HEKOTOPBIX BapHaHTAaX OCYLIECTBIECHUs CPEACTBO Ha OcHOBe aHTuTena k LAG-3 moxer
COAEPKATh TSHKETYIO LEMb UIMMYHOTTIOOYIHHA, KOTOPas KOJUPYETCA MOCTIET0BATEIbHOCTHIO
HYKJIEMHOBOM KHUCJOTBI, XapaKTepusyromeics no mensmei mepe 60%, 65%, 70%, 75%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wumu 100%
HUACHTUYHOCTBIO MOCIIEA0BATETLHOCTH C MOCIEI0BATENIBHOCTHIO HYKJIIEMHOBOM KHCIIOTHI IO T
SEQ ID NO: 11. PackpsiTeie cpeactsa Ha ocHOBe aHTHTena K LAG-3 MoryT coxep:katsb
JETKYI0 LENb HMMYHOTJIOOYIMHA, KOTOpas KOAHMPYETCS  IOCIEAOBATEIBHOCTHIO
HyKkJIenHOBOM KucioTel moa SEQ ID NO: 12. B HekoTOpBIX cllydasx CpelcTBO HA OCHOBE
auturena k LAG-3 MoxkeT coaepkaTh JErKyl LENb HMMYHOITIOOYIHHA, KOTOpas
KOAMPYETCA TMOCIEJ0OBATEIBHOCTBIO HYKIIEMHOBOM KHCIIOTBI, XapaKTEPU3YIOIIECHCA 10
Menbeit mepe 60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98%., 99% unmu 100% UASHTHYHOCTHIO TTOCIIEIOBATEIFHOCTH C TTOCIIEI0BATEIBHOCTHIO

HykenHOBOM kuciaoTel moa SEQ ID NO: 12.

[00278] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CPEACTBO HA OCHOBE AHTUTE 1A
kK LAG-3 (manpumep, antureno k LAG-3) comepKUT MOCIEAOBATENHHOCTE VH, KOTOpas
KOJMPYETCA TOCIIEOBATENbHOCTEIO HYKJIIEMHOBOM KHCIIOTBI, XapaKTEPU3YIOIIEHCA 10
Mmenbeit mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wumu
100% WAEHTHYHOCTHIO TIOCIEAOBATEIBHOCTH C TOCJEAOBATEIBHOCTHIO HYKJICHHOBOM
kucmotel moa  SEQ ID NO: 13. B HEkOTOphIX BapHaHTaX OCYINECTBJICHUS
MOCTIEA0BATENBHOCTh VH, KOTOpas KOJHUPYETCA TMOCIEJ0BATEIbHOCTRIO HYKJIEHHOBOM
KHUCJIOTBI, XapakTepusyromieics mo Menblei mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% wmu 99% HACHTHYHOCTHIO IOCJICJIOBATECIBHOCTH C
MOCTIEA0BATENBHOCTEIO HYyKJIEMHOBOM kuciaoThl o SEQ ID NO: 13, moxker coaep:kaTh
HYKJICOTUAHBIE  3aMEHbl, BCTABKM WM  JETELUMH  OTHOCHUTENBHO  3TAJOHHOU
MOCIIEOBATENFHOCTH, HO CPEACTBO HAa OcHOBE aHTHTENa K LAG-3 (HampuMep, aHTHTENO K
LAG-3), coxaepxamee VH, KOIAPYEMBIH 3TOH TIOCIIEAOBATEIHHOCTRIO, COXPAHSAET
criocoOHOCTh CBA3BIBaTECA ¢ LAG-3. B HEKOTOPBIX BapHaHTAaX OCYHIECTBICHHSA B OOIIEH
cmoskHocTH 0T 1 10 10 HYKICOTHAOB OBUTH 3aMEIICHBI, BCTABIICHBI WHIIH YAAJICHBI B
MOCTIEA0BATENBHOCTH HyKJIEMHOBOM KUcIO0ThI moa SEQ ID NO: 13. B HekoTOpbIX BapHaHTax
OCYIINECTBIICHHUS 3aMEHBI, BCTABKH HJIH JICNICIMH UMEIOT MECTO B OOJIACTIX 3a TpeaeramMHu
CDR (mampumep, B FR). B HekoTOpBIX BapuaHTaX OCYIIECTBICHUS VH MOXET COJAEP’KAThH

oy, nee win Tpu CDR, BeiOpannsie u3 (a) CDR-H1, kogupyeMoii mocie1oBaTe IbHOC THIO
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HykiaenHoBoM kucmotel mox  SEQ ID NO: 15, (b) CDR-H2, xomupyemoi
MOCIIE0BATENBHOCTEIO HyKIIeMHOBOM kucioTel moa SEQ ID NO: 16, u (c) CDR-H3,
KOIUPYEMOM TIOCNIEA0BATEIbHOCTRIO HYKJIEMHOBOM kuciaotel mox SEQ ID NO: 17. B
HEKOTOPBIX BAPUAHTAX OCYILHECTBICHHUA CPEICTBO Ha OcHOBE aHTHTeNa K LAG-3 (Hanmpuwmep,
aatureno k LAG-3) comepkur BapuaOenpHBIM JOMEH Jerkod uemu (Vi), KOTOPBIH
KOJUPYETCA TOCTEI0BATETPHOCTRIO HYKICHHOBOM KHCIIOTBI, XapaKTEPU3YIOMEHCS TI0
MmeHbIen Mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%, 99% wumm
100% HAEHTUYHOCTBIO TIOCJIEAOBATEIBHOCTA C TIOCJEI0BATEIbHOCTHIO HYKIEHHOBOM
kucnotel oA SEQ ID NO: 14. B HEkOTOpbIX BapHaHTaX OCYINECTBICHUSA
MOCJIEA0BATENBHOCTh VL, KOTOpas KOAUPYETCA TOCIEAOBATENIHOCTRIO HYKJIEHHOBOM
KHCJIOTBI, Xapakrepusyromieiica mo Menbiiend mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%,
95%, 96%, 97%, 98% unu 99% HACHTUYHOCTHIO C TMOCJIECIOBATETBHOCTBIO HYKIEHHOBOM
kuciotel o SEQ ID NO: 14, Mmoxer coaep:kaTh HYKJICOTHAHBIE 3aMEHBI, BCTABKH WJTH
JENIEUN OTHOCUTETIBHO 3TAJIOHHOM MOCIIE0BATEIBHOCTH, HO CPEACTBO HA OCHOBE AHTHUTENA
k LAG-3 (mampumep, antureno k LAG-3), comepxkamee Vi, KOAHPYEMBIH 3TOU
MOCJIEIOBATEIBHOCTRIO, COXPAHAET CIIOCOOHOCTHh CBs3bIBaThes ¢ LAG-3. B HekoTophIX
BapHAHTAX OCYIICCTBIICHUA B O0IIEH CITOKHOCTH OT 1 10 10 HyKICOTHIOB OBLTH 3aMEIIEHBI,
BCTABJICHBI W/WITH YAAJIEHBI B TIOCTIEIOBATEIPHOCTH HYKJIIEMHOBOH kucioTel o SEQ ID NO:
14. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHUSA 3aMEHBI, BCTABKU WIIU JEICLIUU UMEIOT MECTO
B obOmactax 3a mpeaenmamu CDR (wmampumep, B FR). B ompeneneHHsIX BapuaHTax
ocymecTBieHUs VL coaepkut oaHy, nse wimm Tpu CDR, BweiOpanmsie u3 (a) CDR-LI,
KOJHMPYEMOH TOCTIEI0BATETFHOCTHIO HYKIIEHHOBOH kucnoTel moa SEQ ID NO: 18, (b) CDR-
L2, xopupyeMoii mociea0BaTeIbHOCTHI0 HyKIenHOBOH KucnoTel mox SEQ ID NO: 19, u (¢)

CDR-L3, kogupyeMoil ociae10BaTeIbHOCTHIO HYKIEHHOBOM KucinoTel moa SEQ ID NO: 20.

[00279] B HEKOTOPBIX BapHUaHTaX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
kK LAG-3 MokeT conmepkaTh JENEIUI0 Ha KOHIIE JIETKOW LemH. B HEeKOoTOphIX BapuaHTax
OCYIHECTBIICHHS CPEICTBO HAa OcHOBE aHTUTeNa K LAG-3 MOXKET coepikaTh AENEIHI0 3 WITH
0ollee aMUHOKHCIIOT Ha KOHIE JIETKOM Lenmd. B HEKOTOpBIX BapWaHTaX OCYINECTBIICHHUS
cpeactso Ha ocHoBe aHTUTena K LAG-3 MokeT copepskaTh AENELHI0 7 WM MEHBLIE
AMHHOKHUCJIOT Ha KOHIIE JIETKOH LIeTH. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CPEACTBO HA
ocHoBe aHTuTena Kk LAG-3 Moxet coaepkats Aeneuuro 3, 4, 5, 6 unu 7 aMUHOKHUCIIOT Ha

KOHIIE JIETKOM IO CIIn. B HCKOTOPBIX BAPHAHTAX OCYHICCTBIICHUA CPCACTBO HA OCHOBC aHTUTCTIA



106
Kk LAG-3 MoxeT coaepskaTp BCTaBKY B JIETKOM ILeMM. B HEKOTOpPBIX BapHaHTax
OCYIIECTBJICHUA CPEACTBO Ha OCHOBE aHTUTeNna K LAG-3 MokeT coaepkath BCTaBKy 1, 2, 3,

4,5,6,7,8,9 nmu 10 unu 00abIIe AMHHOKHCIIOT B JICTKOM LICTIH.

[00280] B HEKOTOpBIX BapuaHTax OCYIIECTBICHUA MPEAYCMOTPEHHOE CPEICTBO
Ha ocHOBe aHTWUTena K LAG-3 mmeeT CTPyKTypy, KOTOpas BKIIOYACT OJHY HWIIH OOJee
IUCynb(UAHBIX CBA3eH. B HEKOTOPBIX BapHaHTax OCYINECTBICHHS OJHA WM Oolee
IUCYTTB(UAHBIX CBS3€H TPEACTABISAIOT COOOW MM BKIIOYAIOT AUCYIH(HUIHYIO CBI3b B
OXHMJAEMOM  TONOKeHWH uMMmyHornmoOynmmHa [gG4. B HekoTopsIX  BapuaHTax
OCYIIECTBICHHUS TUCYNb(HUIHAS CBA3b TNPHUCYTCTBYET B OJHOM MM OOJee OCTaTKax,
COOTBETCTBYIOIIMX TOJIO’KEHHSAM, BEIOpAaHHBIM U3 ocTatka 41, 115, 147, 160, 216, 239, 242,
274, 334, 380 u 438 u3 SEQ ID NO: 1 (mm octatka 22, 96, 128, 141, 197, 220, 223, 255,
315,361 w419 u3 SEQ ID NO: 21). B HEKOTOPBIX BapHAHTAX OCYIIECCTBICHUS THUCYITh(HUTHAS
CBSI3b TPHCYTCTBYET B OJHOM WM OOJile€ OCTAaTKAaX, COOTBETCTBYIOLIMX MOJOKEHHUAM,
BBIOpaHHBIM U3 ocTaTka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2 (wnmm octaTtka 23, 93, 139,
199 u 219 u3 SEQ ID NO: 22). BapuaGenpHast 007acTh JETKOH LETH MOKET COBIAIATH C
BapHaOCITbHOW 00IAaCThI0 TDKEIOW IETH, a KOHCTAHTHAS O0JIACTh JIETKOM ILIETTH MOJKET
COBMANATh C MEPBOM KOHCTAHTHOH 00NAacThiO Tsokenod mermu. OcTanbHbIE KOHCTAHTHBIC

O0JTACTH TSDKETBIX LEMEH MOTYT COBIAAATh APYT C APYTOM.

[00281] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUA CPEACTBO HA OCHOBE AaHTHUTENA
Kk LAG-3 wmoxer cBsaseiBathcst ¢ Oenkom LAG-3 ¢ Kp, cocraBisromeii Ooiiee 4eM
MPHOMHU3UTEITEHO 1 MHKPOMOJTB/T. B HEKOTOPBIX BapHaHTAaX OCYINECTBIICHHS CPEICTBO HA
ocHoBe antutena kK LAG-3 moxker cBaspBaThes ¢ 0enmkoM LAG-3 ¢ Kp, cocraBnsromei
MEHEE WITH PABHOUM MPUOTU3HUTENFHO | MHKPOMOIB/IT (HarpuMep, MPUOIU3ATENHFHO 1 MKM,
0,9 MmxM, 0,8 mxM, 0,7 MmxM, 0,6 mxM, 0,5 mxM, 0,4 mxM, 0,3 MmxM, 0,2 MxM, 0,1 MKkM,
0,05 mxM, 0,025 mxM, 0,01 MmxM, 0,001 MxM wnmm MeHbme). B HEKOTOPBHIX BapHaHTax
OCYIIECTBJICHHUS CPEJACTBO HAa OCHOBe aHTHTENa K LAG-3 MOXeT CBA3BIBATHCS C OCITKOM
LAG-3 ¢ Kp, cocrapnsromieii MeHee WM paBHOW mpuOmm3uTeabHo 100 HAHOMOJB/IT
(manpumep, mpudmusuTensao 100 HM, 90 1M, 80 HM, 70 HM, 60 M, 50 HM, 40 5M, 30
HM, 20 HM, 10 1M, 5 uM, 2,5 uM, 1 M, 0,1 HM umm Mmenbine). B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHUS CPEJACTBO HAa OCHOBE aHTHUTENa K LAG-3 MOXKET CBA3BIBATHCS C OCITKOM
LAG-3 ¢ Kp, cocraBmsromnieii MeHee WIM PaBHOW NPHONMH3UTENbHO 10 HAHOMOIB/N

(manpumep, mpudusuTenbHo 10 HM, 9 HM, 8 HM, 7 HM, 6 HM, 5 M, 4 1M, 3 M, 2 M, 1
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HM, 0,5 uM, 0,25 M, 0,1 uM, 0,01 M wumu mensme). B HEKOTOpPHIX BapHaHTax
OCYIIECTBIICHHUS CPENCTBO HA OCHOBe aHTHTeNa K LAG-3 MOKeT CBA3BIBATHCA C OEITKOM
LAG-3 ¢ Kp, cocrapnsroniei MeHee WM PaBHOM TPHOMM3HTENHHO 100 THKOMOIB/N
(manpumep, mpudmmsuTensao 100 M, 90 M, 80 M, 70 M, 60 M, 50 M, 40 mM, 30
M, 20 oM, 10 oM, 5 oM, 2,5 oM, 1 oM, 0,1 M unmm menpmie). B HEKOTOPHIX BapHaHTax
OCYIIECTBICHHUS CPENCTBO HA OCHOBEe aHTHTeNa K LAG-3 MOXKeT CBA3BIBATHCA C OEITKOM
LAG-3 ¢ Kp, cocraBmsomeii MeHee WIM PaBHOM mnpuOmmM3uTensHo 10 MHKOMOIB/
(manpumep, mpudusuTenbHo 10 mM, 9 M, 8 M, 7 M, 6 M, 5 oM, 4 M, 3 M, 2 M, 1
oM, 0,5 oM, 0,25 oM, 0,1 oM, 0,01 M wmu mesbime). B HEKOTOpPHIX BapHaHTax
OCYIIECTBICHHS CPENCTBO HA OCHOBE aHTHTeNa K LAG-3 MOXKET CBA3BIBATHCA C OEITKOM
LAG-3 ¢ Kp, cocTaBrnsroniei MEHee UM paBHOM MPUOTU3UTENNBHO | HAHOMOJIB/JT (Harmpumep,
npuonusutensHo 1 HM, 0,9 M, 0,8 uM, 0,7 M, 0,6 uM, 0,5 uM, 0,4 uM, 0,3 uM, 0,2 M,
0,1 M, 0,05 M, 0,025 uM, 0,01 uM, 0,0 1 HM unu MeHbine). B HEKOTOPBIX BapHaHTaX
OCYIIECTBICHUS CpeACcTBO Ha ocHOBE aHTUTeNa K LAG-3 mokeT cBsazbiBaTbes ¢ LAG-3 ¢ Kbp,
cocTaBisIrOIEeH MeHee wi pasHou 200 M (Hampumep, npudm3uTesHo 200, M, 190 M,
175 oM, 150 oM, 125 oM, 110 oM, 100 oM, 90 oM, 80 oM, 75 nM, 60 oM, 50 M, 40 oM,
30 mM, 25 M, 20 oM, 15 oM, 10 M, 5 M, 1 M unu MeHbine). B HEKOTOPBIX BapuaHTax
OCYIIECTBJICHUS CPEJACTBO HAa OCHOBe aHTUTeNa K LAG-3 MOKET CBA3BIBATBHCS C OCITKOM
LAG-3 ¢ Kp B quama3one, onmpeaeasieMoM JTIOOBIMH JBYMS M3 BBINICYKA3aHHBIX 3HAYCHUN
(Hampumep, B auamazone ot 1 M mo 1 MxM). Kp MOKHO H3MEPATH ¢ TIOMOIIBIO JFOOOTO
noaxonAmero aHanusa. Hanmpumep, Kp MOXKHO M3MepATh ¢ MOMOIIBIO aHAIA3a CBS3BIBAHUSA
paguoakTuBHO MeueHoro aHTureHa (RIA) (cm., manpumep, Chen et al., J. Mol. Biol., 293:865-
881 (1999); Presta et al., Cancer Res., 57:4593-4599 (1997)). Hanpumep, Kp MoxHO
WU3MEPATH C TIOMOINBI0 AHAIN3a TOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCa (HAmpuMmep, C
npumeneHneM BIACORE®-2000 wmm BIACORE®-3000). Jlpyrue HeOTpaHWYHBAIOTIHE
MPUMEPBI BKITIOYAIOT B CE0s COPTUPOBKY KIETOK ¢ akTmBaumed (pryopecueHimu (FACS),
OTHENSAEMBbIE TPAaHYNbl (HAPHUMEP, MAarHUTHBIE TPAHYNbI), KOHKYPEHTHOE CBA3BIBAHUE B
xuakon daze (KINEXA™), myuauar antureHa w/mmm ELISA (cm., Hampumep, Janeway et

al. (eds.), Immunobiology, 5th ed., Garland Publishing, New York, NY, 2001).

[00282] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTHUTEIIA
k LAG-3 mpencrasisieT co00i MOHOKITOHAITBHOE aHTHTEN0 K LAG-3 nimn ero parmeHT v

cogepxur ero. Ilpumepsr ¢parMeHTOB aHTHTEN BKIOYAOT Oe3 orpanuueHus (1) Fab-
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(dparMeHT, KOTOPHIA TMPEACTABISAET COOOW MOHOBAJICHTHBIH (PParMEHT, COCTOSIIHHA W3
nomenoB Vi, Vi, Co u Cul, (2) F(ab')2-¢pparmeHT, KOTOPBIH MpeacTaBisieT cOOOU
OWBaneHTHBIN (parMeHT, cocrosAmuid w3 AByX Fab-gparmeHTOB, COEIMHEHHBIX
IUCYTb(UAHBIM MOCTHKOM B ImapHupHoM oOmactu, (3) Fv-dparment, cocrosmmit u3
aoMeHOB VL M VH 0/IHOTO 1ieda aHTuTena (Hampumep, scFv), (4) Fab'-¢pparment, kotopsrii
oOpasyercss B pesyibTare paspyimieHus aucyinbpuaHoro moctuka F(ab')2-¢pparmenta c
MPUMEHEHWEM  MATKHUX  BOCCTAHaBIMBAKOMMX  ycioBui, (5)  aucynbuIHO-
crabunmsupoBannbeid Fv-pparment (dsFv) u (6) ogHonomennoe antureno (sdAb), kotopoe
MpPEeACTABIAECT COOOH MOJUIENITHI OAHOTO JOMEHA BapuadbenbHOU o0macTu anTuTena (Vu uim

VL), KOTOpBIi crierupUIeCKH CBA3BIBACT AHTUTEH.
Jlononnumenvnvie cpeocmea, éoszoeiicmeyiowue na LAG-3.

[00283] Taxoxe npyrue cpeacrtsa, BozaeicTyromue Ha LAG-3, Taroke moaxoaaT
IJIs IPUMEHEHHS B IFOOOM H3 CTI0OCO00B (HAPUMEP, B My TAX TEPATIEBTHIECKOTO IPUMEHEHHUS

H CXCMaX BBCACHHA Z[03BI), OIMUCAHHBIX B HACTOAIIECM JOKYMCHTC.

[00284] B BapuaHTax ocymniecTBI€HHs CPEACTBO, Bo3AeHcTBytomee Ha LAG-3,
npeAcTaBaseT Cco0OM  aHTUTENI0, KOHBIOTAT HA OCHOBE AaHTHUTEJIA WIH  €ro
AHTHUTCHCBsA3BIBAtOTIMIA  (pparmeHT. B BapumaHTax  OCYINECTBICHHS  CPEACTBO,
Bo3ackcTByromee Ha LAG-3, mpeacraBiaser coOOW Mamyl0 MOJIEKYIy, HYKICHHOBYIO
KUCIIOTY, TIOJUMENTHA (HAPUMEP, aHTHTENO), YIJEBOJ, JHIHJ, METaUlT WX TOKCHH. B
BapHAHTaX OCYINECTBIICHUS CPEACTBO, Bo3xaewcTByromee Ha LAG-3, mpeacraBiser coOou
MaJyr0 MOJIeKyny. B BapuaHTax OCymiecTBIEHHUS CPeACTBO, Bo3achcTByromee Ha LAG-3,
npeacTaBisger cobou cwsaspBaromee LAG-3 cpeactBo. B BapumaHTax ocymiecTBICHHS
cpencTso, Bo3aekcTBytomee Ha LAG-3, mpeacrasiseT coOOM aHTHTENO, KOHBIOTAT HA OCHOBE
AHTHTENIA WKW €Tr0 AHTHUTEHCBA3BIBAIOIMUK (parmMeHT. B BapuaHTax OCYyIIECTBIICHHUS
cpenctso, BosaekcTByromee Ha LAG-3, nmpeacrasnser coooir IMP321, penarmumad (BMS-
986016), BI 754111, GSK2831781 (IMP-731), Novartis LAG525 (IMP701), REGN3767,
MK-4280, MGD-013, GSK-2831781, FS-118, XmAb22841, INCAGN-2385, FS-18,
ENUM-006, AVA-017, AM-0003, oucrenuduaeckuii apdamep Avacta PD-L1/LAG-3,
aatutenno Kk LAG-3 iOnctura, antureno k LAG-3 Arcus wm Sym022 wm uaruoutop LAG-
3, omucanabii B WO 2016/126858, WO 2017/019894 mmm WO 2015/138920, kaxmas w3

KOTOPBIX BKJIFOYEHA B HACTOSIIIMI JOKYMEHT OCPEACTBOM CCHUIKH BO BCEH CBOEH MOJIHOTE.
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YacroTa MmyTauuii.

[00285] CpencrBo Ha ocHoBe aHTHTENA K LAG-3 M0 HacTosmieMy H300pETEHUIO
MOJKET COACPIKATH MTOCIIEOBATETFHOCTD TKEION TIETTH, KOTOPAs XapaKTePU3yeTcs YaCTOTON
MYTalllH, COCTABIIAIONIECH 10 MEHBIIEH Mepe pHOIH3uTENbHO 5%, 6%, 7%, 8%, 9%, 10%,
11%, 12%, 13 %, 14%, 15%, 16%, 17%, 18%, 19% wumu 20% WK BBIIIE OTHOCHTEIIHHO
MOCIIEA0BATEIbHOCTH 3apOABIIEBOTO THUMA. CpecTBa HA OCHOBE aHTHUTENA MO HACTOALLEMY
n300peTeHur0 MOTYyT conaepkarb ooOmacte CDR3, koropas mnpexactaBimsieT co0Ooi
MOCJIEA0BATENBHOCTD JIETKOW LEMH C YACTOTOW MyTalMi, COCTABIIIOLICH 110 MEHBINEH MEpe
puOH3uTeNHLHO 5%, 6%, 7%, 8%, 9%, 10%, 11%, 12%, 13 %, 14%, 15%, 16%, 17%, 18%,
19% wumu 20% wnM BbIIE OTHOCHUTEIBHO ITOCNIEIOBATEIBHOCTU 3apOABIIIEBOTO THIIA.
CpeacTBa Ha OCHOBE AaHTHTENAa TIO0 HACTOAMIEMY H300PETCHHIO MOTYT COIEPIKaTh
MOCIIEA0BATEIbHOCTD TSKETIOM LEMH U JIETKOM LEMH C YaCTOTOM MYTAaLMi, COCTABIISIFOLIEH 1O
MEHbIIEH Mepe TPHOMH3UTETBHO 5%, 6%, 7%, 8%, 9%, 10%, 11%, 12%, 13 %, 14%, 15%,
16%, 17%, 18%, 19% wumu 20% wIM BBIIIE OTHOCHTEIIBHO IOCIIEIOBATEIBHOCTH
3apoapImieBoro tuma. CpencTBa Ha OCHOBE aHTHTENIA MO HACTOSIIEMY W300PETEHHIO MOTYT
coaepxKaTh 001acTh VH U3 cemeiicTBa VH, BRIOPAHHOTO M3 TPYIIIBL, COCTOSIIEH U3 FO00TO

u3 cemeicTB Vi 4-59.
®parMeHTbl AHTUTEJI.

[00286] B omnoMm acmekte cpenctBo Ha ocHoBe aHthrena k LAG-3 B
COOTBETCTBUH C JHOOBIM W3 YKA3aHHBIX BHIIE BAPHAHTOB OCYIICCTBICHHS MOMKET
MPEACTABIATh COO0M PparMeHT aHTUTENA. DPParMEHT AHTUTENA BKIFOYAET YACTh HHTAKTHOTO
AHTHUTENNA, TaKyl KaK AHTHTCHCBS3BIBAIOINAS WM BapuaOenmbHAs 007acTb WHTAKTHOTO
anTutena. OparMeHTHI aHTHTEN BKIFOYAIOT Oe3 orpanmdenus Fab, Fab’, Fab’-SH, F(ab’),,
Fv, nmareno, nuHeWHble aHTUTENA, TMONMCTICHM(PHUECKHE aHTUTENa, OOpPa30BAHHBIC W3
¢parmenToB aHTtHTeN, W ScFv-dparmeHTH, M Apyrue QparMeHTHI, ONMUCAHHBIE HIDKE. B
HEKOTOPBIX BAapPHAHTaX OCYHIECTBICHUSA AHTHUTENO TIPEACTABIAECT COOOM TOIHOpPA3MEPHOE
AHTUTEIIO0, HANPHUMEP, HWHTakTHOoe aHTHTeno IgGl wmm Apyroro Kimacca WM HW30THIA
aHTHTEJIa, KaK OMUCaHO B HacTosmeM nokymenTe. (Cwm., Hanpumep, Hudson et al., Nat. Med.,
9:129-134 (2003); Pluckthun, 7he Pharmacology of Monoclonal Antibodies, vol. 113, pp.
269-315 (1994); Hollinger et al., Proc. Natl. Acad. Sci. USA, 90: 6444-6448 (1993);
WO093/01161 wu marenter CIIA NelNe 5571894, 5869046, 6248516 wu 5587458).

HonHopasMepHoe AHTUTCIIO, HHTAKTHOC AHTUTCIIO WA LICTTOC aHTUTCIIO TPCACTABIIACT co0oit
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AHTUTENIO, UMEIOLIEE CTPYKTYPY, MO CYIIECTBY CXOJHYH CO CTPYKTYpOM HAaTUBHOTO
AHTHTENA, HJIM UMEIOIIEE TIKENBIE IEMH, KOTOPBIE coaeprkat Fc-00macTs, Kak ompeaeneHo B
HAcTOAIMEM JOKyMeHTe. DparMeHTHl AHTHUTET MOTYT OBITh TONyYEHBI PA3TAYHBIMH C
MOMOINBIO  PA3IMYHBIX METOAMK, BKIOYass O€3 OrpaHHYCHHA MPOTEOITHTHIECKOE
pacIIeTJieHHe HMHTAKTHOTO AHTHTENA, a TaKkKe MPOAYHUPOBAHHE PEKOMOMHAHTHBIMU

KJIETKaMH-X035€BaMH (HanpuMmep, . coli umm (ar), Kak ©3BECTHO B TaHHOHM OOJIACTH.

[00287] Fv mpeacrasnser co00# MUHUMANBHBIN ()PArMEHT aHTUTENA, KOTOPBIN
COJEPIKHT TIOJTHBINA AHTHUT€HPACTIOZHAIOMIMA ¥ AHTHUTCHCBA3BIBAIOIIUN CAaUT. DTOT (PparMeHT
COJEPKHUT TUMEP U3 JOMEHOB BapHaOETbHON 001aCTH OJHOW TSDKETIOW U OHOM JIETKOM LIETTH
B TECHOM HEKOBAJICHTHOM accolManuu. B pe3ynbrare CBOpauMBaHUA 3THUX JBYX JOMEHOB
00pa3yroTcs mIecTh TUIEpPBapHa0eIbHbIX NETENb (110 TPU METIH U3 KakaoM u3 nene H u L),
KOTOPBIE BHOCAT AMUHOKHUCIIOTHBIE OCTATKH JJIs1 CBA3BIBAHUS AHTUI'€HA U MPUAAIOT AHTUTEITY
AHTUTEHCBS3BIBAIOMIYTO crieruuyHocTh. OMHAKO Jake OJHA BapHaOenbHas 007IacTh (MM
nonosuHa Fv, comepxamas tompko Tpu CDR, crnenmpuvHble B OTHOIICHHH AHTUIEHA)
o0llaaeT CIoCOOHOCTHIO PACIIO3HABATh M CBA3BIBATH AHTHTEH, XOTS W C 0OJee HHU3KOH

apPUHHOCTBIO, YEM TTOJTHBIH CAUT CBA3BIBAHHS.

[00288] Onnouenoueunsii Fv (sFv wmm scFv) nmpeacrasnser codoi ¢pparMeHT
AQHTUTENA, KOTOPBIM COAEPKUT AOMEHBI AHTUTENA VH M VL, COCAUHECHHBIE B OJHY
MOJMIENTHARYI0 — 1enb.  [lomumenTun  sFv MOXeT  IOTONHHTENBHO  COAEPIKATh
MOJITICTITUIHBIA  JIMHKEP MEXAy JOMEeHaMu VH W VL, KOTOpeId mno3BoisieT sKv
copmupoBaTh HEOOXOAMMYIO CTPYKTYPY ISl CBSI3bIBAHWSA AHTHTEHA (CM., HAmpUMeEp,
Pluckthun, 7he Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg and Moore
eds., Springer-Verlag, New York, pp. 269-315 (1994); Borrebaeck 1995, nwxe.

[00289] Jluatemo mpencTaBIsieT CcOOOM HEOONBIIONW (parMeHT aHTHTENA,
MOJYYEHHBIA TTyTEM KOHCTPYHpOBaHUA sFv-pparmeHTa ¢ KOpOTKHM JTHHKEPOM (HATIPHMED,
MPUOTTU3HUTENTFHO 5-10 0CTaTKOB) MEXKAY JOMEHAMH VH H VL, B PE€3y/IbTATE YETO TOCTHTAETCS
MEXKLEMOYEYHOE, a HE BHYTPHULIETIOYEYHOE CMAapUBAaHUE V-AOMEHOB, YTO MPHBOAUT K
MOYYEHHIO0 OWBaneHTHOTO (pparmMeHTa. bucrermduueckne auarena NpeacTaBIAIOT COOOH
reTepOAMMEPHI IBYX MEPEKPeCTHHIX sFv-(hparmMeHToB, B KOTOPBIX JOMEHBI VH U VL H3 IBYX
AHTUTEIT TPUCYTCTBYIOT B PA3HBIX MOJIHMIENTHIHBIX HEMaX (cM., Harpumep, EP 404,097; WO

93/11161 u Hollinger et al, Proc. Natl. Acad. Sci. USA, 90:6444-6448 (1993)).
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[00290] Homennnie antutena (dAb), KOTOpbIE MOJKHO TIOTYYHUTh B TIOJTHOCTHIO
YEeNOBEYECKOW  (popMe,  MPEACTABIIOT  COOOM  HAMMEHBIIHMA W3  W3BECTHBIX
AHTUTEHCBA3BIBAIOINNX ()PArMEHTOB AHTUTEN B AUana3oHe oT nmpuoOmmsurensHo 11 k/la 1o
npuonusutensHo 15 kJla. DAb saBmaroTcs ycTOMYMBBIMEA BapHaOENbHBIMHA O0JACTAMU
TSOKETBIX W JIETKUX 1ernedl uMMyHOTnoOymuaHOB (Vm W VL coorBerctBeHHO). OHH
SKCTIPECCUPYIOTCA HAa BBICOKOM YPOBHE B KYJbTYPE MHKPOOHBIX KIETOK, JEMOHCTPHPYIOT
OnmarompusTHbIE OMO(U3MUECKHE CBOWCTBA, BKIIOYAs, HampuMmep, 0O€3 OrpaHUYEHUS,
PacTBOPUMOCTh U TEPMOCTAOMIIBHOCTh, M XOPOIIO MOAXOMAT JIA 0TOOpa W CO3PEBAaHUA
appUHHOCTH C TOMOIIBIO CUCTEM 0TOOpA i1 Vitro, TAKUX Kak, HAIpuMep, (aroBbIi AUCIUIEH.
dAD sBnsrOTCA OMOIOTHYECKH AKTUBHBIMH B BHJIE MOHOMEPOB H, O1aroaps UX HEOOIBIIOMY
pa3Mepy ¥ IpHUCYIIEH CTAOHIBHOCTH, MOTYT OBITh ()OPMATHPOBAHBI B BHJIE O0JIE€e KPYITHBIX
MOJIEKYJl JUIi CO3JaHHs JIEKaPCTBEHHBIX CPEJICTB C IPOJOHTMPOBAHHBIMH MEPHUOAAMU

NOJY>KU3HHW B CHIBOPOTKEC KPOBHU HWIIM APYTHMH BHAAMH (I)apMaKOHOFH‘{CCKOfI AKTHBHOCTH.

(Cwm., mHanmpumep, W09425591 u US20030130496).

[00291] Fv u sFv sgBmsstoTcs €IUMHCTBEHHBIMH BHJAMH C HWHTAKTHBIMH
KOMOWHHPOBAHHBIMH CaWTaMH, KOTOPbIE JTHUIIEHBI KOHCTAHTHBIX oOnacTer. Takum oOpazom,
OHHW TIPUTOAHBI ISl CHIKEHHUSI HECTIEU(HUIECKOTO CBA3BIBAHUS TPH MPUMEHEHUH i1 Vivo.
Cnutsie Oenku sFv MOXKHO CKOHCTPYHpOBaTh ¢ oOecrieueHHEM CIHSAHHSA S(PEKTOPHOTO
OenKa Ha aMUHO- WITH KapOOKCUKOHIE sFv. DparMeHT aHTHTENA TAKKE MOYKET IIPEACTABIIATH
coOo «mHelHoe aHTtHTeno» (cm., Hampumep, marteHT CIIA Ne 5641870). Takwme
(dparMeHTBI,  TPEACTABIAIONIAE  COOOW  JIMHEWHBIE  aHTHTENA,  MOTYT  OBIThH

MOHOCTIEITU() HUECCKUMH HITH OUCTICITH(UICCKHUMH.
XuMepHbIe 1 T'YMAHU3HPOBAHHbIE AHTUTEJIA.

[00292] B HEKOTOPBIX BapHUaHTaX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
k LAG-3 mpenacraBmsieT CcOOOH MOHOKIIOHAIBHOE AHTHTENO, BKIIOYAss XHMEPHOE,

TYMaHHU3UPOBAHHOC HIITH YCTTOBCYCCKOC AaHTUTCIIO, UJIK COACPIKUT €T0.

[00293] B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
kK LAG-3, mpeaycMOTpeHHOE B HACTOSAOIEM JOKYMEHTE, MOJKET TPEACTABIATH COOOM
XUMEpHOE aHTUTEIO (cM., Hanpumep, mareHT CIIIA No 4816567 u Morrison et al., Proc. Natl.
Acad. Sci. USA, 81:6851-6855 (1984)). XumepHOE aHTUTENO MOMKET MPEICTABIATH COOOU

AHTHUTEJIO, B KOTOPOM YacTh TSKEIIOW W/WITH JIETKOW IIEMH TOJyYeHAa W3 OMPEICIICHHOTO
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WMCTOYHHKA WITH BHJIA, TOTJA KaK OCTAlIbHAs YaCTh TSUKEIIOW M/HWITH JICTKOH 1! TOTy4eHa K3
JAPYrOro UCTOYHHKA MM BHIA. B OTHOM MpHMepe XHMEPHOE aHTHTEJIO MOKET COIEP:KaTh
OTJIMYHYIO OT YEJIOBEYECKOW BapHaOelbHYI0 001acTh (HampuMep, BapHAOCIIbHYIO 00JIacTh,
MOJYYCHHYIO OT MBIIIH, KPBICHI, XOMSIKa, KPOJIMKA MK OTIIMYHOT'O OT 4YeJI0BEKAa MpUMaTa,
TAKOTO KaK 00€3bsTHA) ¥ YETIOBEUYECKYI0 KOHCTAHTHYIO 00J1acTh. B momoHUTE TP HOM TIpHMeEpe
XHMEPHOE AaHTHTEII0 MOKET MPEICTABIIATh COOOH AaHTUTENIO C KIIEPEKITFOYEHHBIM KITaCCOM,
B KOTOPOM KJIACC WITM IOJKIAcC OBUT W3MEHEH 10 CPABHEHHIO C WMCXOJHBIM AHTHTEIIOM.

XI/IMepHBIe AHTHUTCJIa BKIIIOYAIOT HX aHTHUI'CHCBA3bIBAIOIIIHC (bpaFMeHTbI.

[00294] B HEKOTOpBIX BapHaHTaxX OCYIIECTBIICHHA XMMEPHOE AHTUTEIO MOXKET
MPEACTABIATh COO0HM 'YMaHU3UPOBAHHOE aHTUTENO (CM., Harpumep, Almagro and Fransson,
Front. Biosci.,13:1619-1633 (2008); Riechmann et al., Nature, 332:323-329 (1988); Queen
et al., Proc. Nat'l Acad. Sci. USA 86:10029-10033 (1989); matertsr CIIIA NeNe 5821337,
7527791, 6982321 u 7087409, Kashmiri et al., Methods 36:25-34 (2005); Padlan, Mol.
Immunol., 28:489-498 (1991); Dall'Acqua et al., Methods, 36:43-60 (2005); Osbourn et al.,
Methods, 36:61-68 (2005) m Klimka et al., Br. J Cancer, 83:252-260 (2000)).
['yMaHW3HPOBAHHOE AHTHUTEJIO TPEACTABIAECT COOOW XHMEPHOE AHTHUTENIO, COJEpIKaIIee
AMHHOKHUCJIOTHBIE OCTATKH W3 THTIEPBAPHAOCITFHBIX 001aCTEH, O TIIMYHBIX OT YETIOBEUECKHX,
U aMUHOKHUCTIOTHBIE OcTaTKU u3 FR yenoBeka. B onpeneneHHbIX BapuaHTax OCYIIECTBICHUS
T'YMAaHH3UPOBAHHOE AHTHUTENO OyAET COAEp:KaTh MO CYHIECTBY BCE M3 IO MEHBINEH Mepe
OJTHOTO M, KaK TMPABHIIO, ABYX BapHAOEITbHBIX JOMEHOB, B KOTOPBIX BCE HITH 10 CYIIECTBY BCE
runiepapuadenbapie  o0mactu (Hampumep, CDR) coOTBETCTBYIOT 00acTaM aHTHTENA,
OTIIMYHOTO OT YEJIOBEUECKOTO, M BCE HIIH IO CymecTBY Bce FR COOTBETCTBYIOT TaKOBBIM Y
YEJIOBEYECKOTO aHTUTENA. | yMaHW3UPOBAHHOE AHTUTENIO HEOOA3aTEIFHO MOKET COIEPIKATh
MO0 MEHBINEH Mepe 4acTh KOHCTAHTHOM OOJIACTH AHTHTENA, TIONMYIEHHOW M3 YEIOBEYECKOTO

AHTHUTCIIA.

[00295] AHTHTENO, OTIUYHOE OT YEJIOBEUYECKOTO, MOKHO TYMaHHU3UPOBATH C
LENBI0 CHWKEHHS HMMMYHOTE€HHOCTH /ISl YEJIOBEKa C COXPAHEHUEM TMpU 3TOM
cietpuIHOCTH W apPUHHOCTH HCXOTHOTO AHTUTENA, OTIMYHOTO OT YETOBEUYECKOTO.
['yMaHHU3HPOBAHHOE AHTHUTETIO MOYKET COAEPKATh OJUH WU 00Jiee BApHAOEITbHBIX TOMEHOB,
comepskamux oanay wik 6onee CDR wimm ux 4acTed, Oy4eHHBIX U3 aHTHTENA, OTIUYHOTO
OT YEJIOBEYECKOTO. |'yMaHW3MPOBAHHOE AHTUTEII0O MOXET COJEPIKaTh OJWH WK Oojee

BapuaOeTbHBIX TOMEHOB, CoepKamux oaHy wiH 6onee FR wmm ux yacTei, momy4eHHBIX U3
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HMOCJIEJOBATEIBHOCTEH  YEIIOBEYECKOTO  AHTHTENA. | YMaHM3UPOBAHHOE  AHTHUTENO
HE0053aTENIbHO MOKET CO/IEPKATh 110 MEHBIIEH MEPE YaCTh KOHCTAHTHOM 00JIaCTH YEIOBEKA.
B HekoTOpBIX BapHMaHTax OCYIIECTBICHUS OAMH wWiH Oomee octatkoB FR B
FYMAHU3UPOBAHHOM AaHTUTENE 3aMELICHBl COOTBETCTBYIOLIMMHM OCTATKAMU AHTHUTENA,
OTJIMYHOTO OT Y€JIOBEYECKOT0 (HAIpUMED, aHTUTENA, U3 KOTOPOro noiy4eHsl octarku CDR),

A BOCCTAHOBJIICHHUA WK YTYYHICHUA CHGI[I/I(l)I/I‘lHOCTH nim a(l)(l)HHHOCTI/I AHTHUTCJIA.

[00296] KapkacHeie 00macTd 4enoBeka, KOTOPbIE MOXKHO HCIOJIB30BATH IS
TYMaHU3alWH, BKIOYAIOT 03 OrPaHWYCHHS KapKacHble OOJIACTH, BBIOPAHHBIE C
NPUMEHEHHEM CII0C00a «HAMITYYIIETO COOTBETCTBHDY, KAPKACHBIE OOJIACTH, ITOTyYCHHBIE U3
KOHCEHCYCHOM TMOCJIEOBATEIbHOCTH YEJIOBEYECKUX AHTUTEN ONPENEICHHON TOATPYIIIbI
BapHaOCITbHBIX 00J1aCTEH JIETKOH HITH TSKEJIOH LETTH; 3peiTbie (COMAaTHYECKH My THPOBAHHBIC )
KapKacHbIE O0JIACTH YETIOBEKA WM KapKAacHbIE OOJACTH 3apOJBIIIEBOTO THIIA YEIIOBEKA; U
KapKacHbBIC 00J1aCTH, TTOJyYEHHbIE TTpH CKpHHHHTE OnOmoTek FR (cMm., Hampumep, Sims et
al., J. Immunol., 151:2296 (1993); Carter et al., Proc. Natl. Acad. Sci. USA, 89:4285 (1992);
Presta et al., J Immunol ]151:2623 (1993); Baca et al., J Biol. Chem., 272:10678-10684
(1997) u Rosok et al., J. Biol. Chem.,271:22611-22618 (1996)).

YenoBeuyecKHe aHTUTEA.

[00297] B HEKOTOPBIX BapuaHTaxX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
k LAG-3, npe1ycMOTpEHHOE B HACTOSAIIEM JTOKYMEHTE, SBIISETCSA YETOBEUECKHM aHTHTEIOM.
YenoBeveckne aHTUTENIA MOYKHO TIOTYYaTh C IPUMEHEHHUEM PA3IMYHBIX METO/IUK, HU3BECTHBIX
B AaHHOU 00jacTH (cM., Hampumep, van Dijk and van de Winkel, Curr. Opin. Pharmacol., 5:
368-74 (2001) m Lonberg, Curr. Opin. Immunol., 20:450-459 (2008)). Uemoseueckoe
AHTHTEII0 MOKET TIPEACTABIATH COOOH AHTHTENO, OOJANAIONIee AMHHOKHCIOTHOW
MOCIIEOBATENPHOCTRIO, ~ KOTOPas  COOTBETCTBYET  TOCJIEIOBATEHHOCTH  AHTHTENA,
MPOIYLIMPYEMOTO YEIOBEKOM HITH YEIOBEYECKON KIETKOW MM TIOTYYEHHOTO M3 UCTOYHHUKA,
OTIIMYHOTO OT YEJIOBEYECKOTO0, B KOTOPOM TIPHMEHSIOTCS PENEPTyaphl YEIIOBEUYECKHX
AHTHUTENl WA JPyTHe TIOCIEIOBATEIHHOCTH, KOJUPYIOUIME YEIOBEYECKHE AHTHTENA. JTO
OTIpPEJICIEHNE YEIOBEYECKOTO AHTHTENAa KOHKPETHO WCKIIFOYAeT TYMAHU3HPOBAHHOE
AHTHUTENO, COJEPIKAIEE AHTHTCHCBI3BIBAIOIINE OCTATKH, OTJIMYHBIE OT YEIOBEYECKHUX.
YenoBedyeckne aHTUTENIA MOTYT OBITh TIOTYYEHBI TIyTEM BBEACHHUA HMMYHOTE€HA (HANpUMep,
oenka LAG-3) TpaHCTEHHOMY JKHBOTHOMY, KOTOpO€ OBUI0O MOZH(PHUIMPOBAHO C

obOecIieueHHEM npoayuupoBaHUd HWHTAKTHBIX YCTOBCUCCKHUX AHTUTCII HIIM HWHTAKTHBIX
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AHTHUTEJT C BAPHAOEThHBIMH O0JTACTAMH YEIIOBEKA B OTBET HA AHTUTCHHYIO CTUMYJISTIHIO (CM.,
Hanpumep, Lonberg, Nat. Biotech., 23:1117-1125 (2005); marenter CIIIA NoNe 6075181,
6150584, 5770429 u 7041870 u myOnmkaruro 3asBku Ha mateHT CILIA Ne US 2007/0061900).
BapuabGenpHbie 005IacTH 4eIOBEKAa W3 HWHTAKTHBIX AHTHTEN, BBHIPAOATHIBAEMBIX TAKUMHU
YKUBOTHBIMHU, MOKHO JOTIOJTHUTEITFHO MOIU(MDHIIMPOBATH, HATIPUMED, TTyTEM O0ObEITUHEHUS C

APYroil KOHCTAHTHOM 0ONACTBIO YETIOBEKA.

[00298] UenoBeyecKHe AaHTHUTENA TAKKE MOXKHO TMOJNYyYUTh C TOMOINBIO
croco0OB Ha OCHOBE THOpuAOM. Hampumep, uenoBedeckre aHTHTENIA MOXKHO TOIYy4aTh U3
KJIETOYHBIX JIWHAW MHEJIOMBI Y€JIOBEKA U TETEPOMHUETIOMBI MBILIIH-YEI0BEKA C IPUMEHEHHUEM
TEXHOJIOTUH B-KIIeTOYHOW THOPUIOMBI YEIOBEKA M JIPYTHUX CHOCO00B (CM., HampuMep,
Kozbor, J. Immunol., 133: 3001 (1984); Brodeur et al., Monoclonal Antibody Production
Techniques and Applications, pp. 51-63 (1987); Boerner et al., J. Immunol., 147: 86 (1991);
Li et al., Proc. Natl. Acad. Sci. USA, 103:3557-3562 (2006); matent CIITA Ne 7189826; Ni,
Xiandai Mianyixue, 26(4). 265-268 (2006); Vollmers and Brandlein, Histology and
Histopathology, 20(3): 927-937 (2005) u Vollmers and Brandlein, Methods and Findings in
Experimental and Clinical Pharmacology, 27(3): 185-91 (2005)). UenmoBeuecknue aHTUTENA
TAKKEe MOYKHO TIOJTy4YaTh MyTEM BBIACIICHHS TOCIIEA0BATEIFHOCTEH BapHAOETHPHOTO TOMEHA
ki0Ha Fv, BEIOpaHHBIX W3 OHOTHOTEK (haroBOTO JAMUCIUIES, TTOJYYEHHBIX OT YeloBeKa. Takue
MOCJIEOBATEIPHOCTH BAapPHAOCIBPHOTO JOMEHA 3aT€M MOKHO OOBEAUHATH C JKEIAeMOU

KOHCTAHTHOHM 00JIaCTHIO YEITOBEKA.
Monyuenue u3z 6UdIHOTEK.

[00299] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
k LAG-3, mpemxycMOTpeHHOE B HACTOSIIEM JOKYMEHTE, MOXKET OBITh BBIIEJICHO TIPH
CKPUHUHTE KOMOWHATOPHBIX OMOMMOTEK HAa HATTMYHE AHTHTE C KEITAEMON aKTHBHOCTHIO HITH
BUJAMH aKTUBHOCTH (cM., HarpumMep, B Hoogenboom et al., Methods in Molecular Biology
178: 1-37 (2001); McCafterty et al., Nature, 348:552-554; Clackson et al., Nature, 352: 624-
628 (1991); Marks et al., J. Mol. Biol., 222: 581-597 (1992); Marks and Bradbury, Methods
in Molecular Biology, 248: 161-175 (2003); Sidhu et al., J. Mol. Biol., 338(2): 299-310
(2004); Lee et al., J. Mol. Biol., 340(5): 1073-1093 (2004); Fellouse, Proc. Natl. Acad. Sci.
USA, 101(34): 12467-12472 (2004) u Lee et al., J. Immunol. Methods, 284(1-2): 119-132
(2004)). Penieptyapsi reHoB VH U VL MOKHO KIIOHHPOBATH OTAEIBHO (HAPUMEP, C TIOMOIIBIO

[1LIP) u cnmyuaiiHeiM 00pa3oM PEeKOMOWHHPOBATH B OMOMMOTEKax (Hampumep, B (aroBbIX
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OMOTMOTEKAX) U TTOJIBEPTaTh CKPUHHUHTY (cM., HarpuMmep, Winter et al., Ann. Rev. Immunol.,
12: 433-455 (1994)). AnbTepHATHBHO, HE TIOABEPTHYTHIH BO3JECHCTBHIO PEMIEPTYAP MOKHO
KJIOHHUPOBATh (HAMpUMeEp, OT YENIOBEKa) C TMOMYYCHHEM €IWHOTO HMCTOYHHKA AHTHTEN K
HIMPOKOMY CTIEKTPY UYXKEPOJIHBIX, 4 TAKKE ayTOAHTHTCHOB 0€3 KaKOU-IIMO0 MMMYHHU3AIUH
(cm., Hampumep, Griffiths et al., EMBO J., 12: 725-734 (1993)). AnpTepHATUBHO, HE
MOJBEPTHYTHIE BO3ACHCTBUIO OHONMOTEKM MOYKHO TIONY4aTh CHHTETHYECKH ITyTEM
KIOHHPOBAHKA HETEPETPYNITUPOBAHHBIX CETMEHTOB V-T€HAa M3 CTBOJOBBIX KIIETOK H
konupoBaHus ooOmacter CDR3 ¢ mnpumeneHumem cioydalHBIX TpaMEpPOB WM IyTEM
MEPErPYIIUPOBKU CErMEHTOB V-TeHa in vitro (cMm., Hapumep, Hoogenboom and Winter, J.
Mol. Biol.,227: 381-388 (1992); marent CILIA Ne 5750373 u myOnuKaiyu 3a1BOK Ha TATCHT
CIIIA NeNe US 2005/0079574, US 2005/0119455, US 2005/0266000, US 2007/0117126, US
2007/0160598, US 2007/0237764, US 2007/0292936 u US 2009/0002360). AHTHTENA HIH
(parMeHTBI ~AHTUTEN, BBIACICHHBIE W3 OHWONMOTEK AHTHUTENI YENIOBEKa, MOTYT
paccMaTpuUBaThCA B HACTOAIIEM JOKYMEHTE KaK UYEIIOBEYECKHE AHTHTENIA WM (PParMeHTHI

YCJIIOBCUCCKUX aHTHUTCII.
Bapl/laHTbI AMHHOKHMCJIOTHBIX MOC/1€A0BATEJIbHOCTEM.

[00300] B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS PACCMATPUBAIOTCS BAPUAHTHI
AMUHOKHCIIOTHBIX TIOCTICAOBATEIbBHOCTEH CPEACTB HAa OCHOBe aHthrena k LAG-3,
MPEAYCMOTPEHHBIX B HACTOAIIEM JOKYMEHTe. BapHaHT, Kak MpaBUIio, MOYKET OTIIMYATHCS OT
MOJIMIIETITH/IA, KOHKPETHO PACKPHITOTO B HACTOAINEM MOKYMEHTE, OJHOW WU Oolee
3aMEHAMH, JCTCIHUAMH, T00ABICHUAMH WWIM BCTaBKaMH. Takue BapHaHTBI MOTYT
BCTPEYATHCA B MPHPOJE WM MOTYT OBITh TOJYYEHBI CHHTETHYECKH, HAIIPUMEp, ITyTEM
MOIU(UKALINH OJHOW MK OOJIee BBIMICYKA3aHHBIX TTOJMITETITHAHBIX TIOCIIEA0BATEIEHOCTEN
MO0 HACTOSIIEMY HM300PETCHHIO W OIICHKHA OJHOTO WM OOJiee BHUIOB OHOIOTHYECKOU
AKTUBHOCTH TIOJIMTIENTH/IA, KAK OMMUCAHO B HACTOAIIEM JOKYMEHTE, WHIH C IPUMEHEHHUEM
M000H U3 psAa METOAHUK, XOPOIIO M3BECTHBIX B JJAHHOM oOnactu. Hanpumep, MokeT OBITH
YKENATeIbHBIM yITyqimeHue appUHHOCTH CBA3BIBAHUS W/ UK JPYTUX OHOJIOTHIECKHX CBOWCTB
aHTHTENa. BapuaHThl aMHHOKHCTIOTHOW TIOCJIEOBATENFHOCTA AHTUTENIA MOYKHO TOJTyYHTh
MTyTEM BBEACHHSA COOTBETCTBYIOLIMX MOTU(PUKAIINI B HYKICOTHAHYIO TIOCIE0BATETHHOCTD,
KOJUPYIOIIYIO aHTUTEIIO, WITH ITyTEM NIENTHIHOTO CHHTE3a. Takue MoIu(UKaH BKIFOYAOT,
HATNpUMEp, JAENECIMH, WHIM BCTaBKH, WHIA 3aMEHBl OCTATKOB B AMHWHOKHCIIOTHBIX

MOCJIEI0OBATEIPHOCTIX aHTUTENA. JIFo0as KOMOHHALMS JEICIIHH, BCTABKA M 3aMEHBI MOYKET
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OBITh OCYIIECTBIICHA [T TIOTYYECHH KOHEYHOW KOHCTPYKLMH TIPH YCJIOBHH, YTO KOHEYHAs
KOHCTPYKIIHSA obmagaer KENAEMbIMU XapaKTEPUCTUKAMH, HaIpuMep,

AHTHUI'CHCBA3bIBAIOIIIUMU.

[00301] B HEKOTOPBIX BapHaHTaX OCYHICCTBIICHHUS MPEAYCMOTPEHBI BapUAHTHI
AHTUTENI C OJHOW WM 0OOJlee aMHUHOKHUCIOTHBIMU 3amMeHaMu. CalThl, MPEICTaBIAIOIINE
HMHTEPEC B OTHOIIEHUHU MyTareHesa myreMm 3ameHsl, BKmo4aroT CDR u FR. AMuHOKUCIOTHBIE
3aMEHBI MOKHO BBOJMTH B MPEICTABIIOIIEE UHTEPEC AHTUTENO, a NPOILYKTHI IIOJBEPraTh
CKPUHUHTY B OTHOIICHHUH JKETAEMOM aKTUBHOCTH, HATIPUMEP, COXPAHEHHOTO/YITy4IIEHHOTO

CBA3BIBAHHA AHTUT€HA, TOHWKEHHOW UMMYHOTeHHOCTH MK yirydmeHHo ADCC wmm CDC.

[00302] Hanpumep, ogHy wumu Oojiee aMUHOKHMCIOT MOXKHO VAQIMTh WU
BCTaBHTh B BBHIMCYNOMSIHYTBIE BapHaOeTIbHbBIE OONACTH TDKEIOW W jerkod meru. Jlrodoe
KOJIMYECTBO JFOOBIX TOAXOMAIIMX AMHHOKHCIOT MOXKHO YAAJIUTh WIM BCTABHTH B
AMUHOKHCJIOTHYFO TIOCJIE0BATEIPHOCTD BAPHAOETBHBIX 00IacTeH TKEIIOW U JIETKOW ILIETIH.
B 3TOM OTHOIIEHWH MO MEHBIIECH MEPE OJAHY AMHHOKHCIIOTY (Hampumep, 2 Wi OOJbIIe, 5
wim Oospnre, Win 10 |t 0OJTbIIIe AMHHOKHUCIIOT), HO He Oosiee 20 aMHHOKHUCIIOT (Harmpumep,
18 unu menpine, 15 unmm MeHbIne, Wik 12 WX MEHbBIIIE AMUHOKHUCIIOT), MOYKHO YIaJTUTh UITH
BCTABUTh B AMUHOKHCIIOTHYIO TIOCIIEIOBATEIIFHOCTh BAPHAOCIIBHBIX OOJIACTEH TSHKETIOW W
JIETKOW TETH TIOJIMITETITHIA, OTMMCAHHOTO B HACTOSHIEM JOKYMEHTE (HAmpuMmep, TH000To
cpeacTsa Ha ocHOBe aHTUTENa K LAG-3, mro0oro cpeicTBa Ha OcHOBE aHTHTeNa K PD-1 mmn
M000TO CpeACcTBa HA OCHOBE aHTHTENA K TIM-3, OMUCAaHHOTO B HACTOAIIEM JOKyMeHTe). B
HEKOTOPBIX BapHAaHTaxX ocymiecTBieHus 1-10 amuHOKHCTIOT (Hampumep, 1, 2, 3,4, 5,6, 7, 8,
9 i 10 aMUHOKHCTIOT) YAATSIOT WM BCTABIISIOT B AMHHOKHCIIOTHYIO TIOCTIETOBATETHHOCTh
BapHAOETHbHBIX 00JIACTEW THKENOW IETH W/WIH BapHaOENbHBIX O0NACTEH JIETKOH IETH.
AMUHOKHCTIOTY(-bI) MOXKHO YJAIHTh WM BCTABUTh B JHOOYI0 M3 BBIIICYIIOMSHYTHIX
BapHaOEIIbHBIX 00MACTEH THKENON IEeNH W/HWIIKH BapHaOETbHBIX OOJIACTEH JIETKOH LIETH B
moOoM moaxoaAmeM Mecte. Hampumep, aMHHOKHUCIIOTY(-bI) MOYKHO YJAJTUTh WJIA BCTABHUTH
B CDR (nampumep, CDR 1, CDR2 umn CDR3) BapuaOenbHbIX 007acTEN TSHKETON HETTH WHIH

BapUaOETFHBIX 00JIACTEH JIETKON TICTIH.

[00303] B HEKOTOpBIX BapHaHTAX OCYHICCTBICHUSA 3aMEHBI, BCTABKH WU
AETIEIMHA MOTYT IPOUCXOAUTh B 0aHOU Min 0onee CDR, rae 3amMeHbl, BCTABKH WITH JICTCIHAN
IO CYIIECTBY HE CHIDKAIOT CBS3BIBAHUE AHTUTENA C AHTUTEHOM. Harnpumep, KOHCEpBaTUBHBIE

3aMCHBI, KOTOpPBIC TII0 CYHIECCTBY HC CHHWKAKOT a(i)(i)I/IHHOCTB CBA3bIBAHHUA, MOXKHO
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ocymecTBuTh B CDR. Takue U3MEHEHUs MOTYT UMETh MECTO 3a ITPEJIETIAMU KTOPSTYUX TOUEK»
CDR wmnu SDR. B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHUA BAPHAHTOB MOCIEI0BATENILHOCTEN
Vi u VL kaxgas CDR mu60 He m3MeHeHa, MO0 COAECPKUT He 00Jiee OMHOM, ABYX HIIH TPEX

AMHWHOKHCJIOTHBIX 3aMCH.

[00304] W3menennss (Hanpumep, 3amenel) B CDR MOXHO OCymHIeCTBIATS,
HanpuMep, At yaydmeHus appuaHocTr anTuTena. Takue H3MEHEHHS] MOJKHO OCYIIECTBHTD
B koaupyromux CDR komoHax ¢ BBICOKOW 4YaCTOTOM MyTalMid BO BpPEMS COMATHYECKOTO
co3peBanus (cm., Hampumep, Chowdhury, Methods Mol. Biol., 207:179-196 (2008)), a
MOJTyYEHHBIH BapHAHT MOYKHO TIPOBEPUTh B OTHOMCHHH Aa(pHUHHOCTH CBSI3bIBAHUA.
Cospesanue addunHoctn (Hampumep, ¢ ucnoibzoBanuem [P ¢ BHeceHWeM OMHOOK,
neperacoBku  uened, panaomMusammu  CDR  wWnM  ONMIOHYKIIEOTH]I-HAIIPABICHHOTO
MyTareHe3a) MOYKHO HCIIONIb30BATh I YITydeHus apQUHHOCTH aHTUTEN (CM., HAIIPUMEp,
Hoogenboom et al., Methods in Molecular Biology, 178:1-37 (2001)). Octatku CDR,
YYaCTBYIOIIME B CBA3BIBAHHU AHTUTEHA, MOYKHO KOHKPETHO WACHTH(PHUIMPOBATD, HAITPUMED,
C IPUMEHEHHUEM aJIAaHUH-CKAHUPYIOLIEr0 MyTareHe3a WM MOACTUPOBaHU (CM., HALIpUMeEp,
Cunningham and Wells, Science, 244: 1081-1085 (1989)). Ha CDR-H3 u CDR-L3 wyacTo
MOYKHO HAIIETHBATHCS. AJTbTEPHATHBHO WIJTH JOTOJTHUTEITFHO, KPUCTAIUTHYECKYIO CTPYKTYPY
KOMILJICKCA AHTHUTECH-AHTHTEJIO0 TPUMEHSIOT IS HACHTH()HUKAIMHA TOYEK KOHTAKTA MEXKTY
AHTHTEIIOM M aHTUTEHOM. Ha Takue KOHTAaKTHPYIOTIHE OCTATKH M COCETHUE OCTATKH MOYKHO
HAIIEJTMBATHCS, WK OHU MOTYT OBITh HCKITFOUEHBI U3 KAHAWJATOB Ha 3aMeHy. BapwaHThI

MOYKHO TIOABEPTaTh CKPUHUHTY, YTOOBI OTIPEAEITATD, COACPIKAT JIH OHHU TPEOyeMBbIE CBOMCTBA.

[00305] BcTraBku u aenenuy aMUHOKHUCIIOTHOM MOCIEA0BATEIbHOCTH BKITFOYAIOT
aAMHHO- W/HIH KapOOKCUKOHIIEBBIE CITUSHHA, BAPUPYIOMIHME B JUTHHY OT OJHOTO OCTATKa JI0
MOJIMTIETITHIOB, COJEPIKAIMX CTO WM OOJBINE OCTATKOB, a TAaK)KE€ BCTABKH BHYTPH
MOCJIEOBATENFHOCTH | JICTIEIMA OJHOTO WM HECKOJBKHUX AMHHOKHCIIOTHBIX OCTATKOB.
[IpuMepsl KOHIEBBIX BCTABOK BKIOYAIOT AHTUTENO C N-KOHIEBBIM METHOHHIBHBIM
OCTaTKOM. J[pyrue MHCEpLHMOHHBIE BAPHAHTHI MOJIEKYIIBI AHTHTEIA BKIIOYAIOT CITUSHUE N-
wm C-KOHIIA aHTUTENA ¢ epMEHTOM (HAMPUMEp, IS AHTUTEIIOHAMPABIEHHOTO CPEICTBA
TEpanuH Ha OCHOBE (pepMEHTA U POJIEKAPCTBA) WITH MOJUIETITHAOM, KOTOPBIH 00ECTIeYHBAET
YBEIIMYCHUE TIEPUOJA TIOTYKH3HH aHTUTENA B CBIBOPOTKE KPOBHU. [Ipumepsl BapHaHTOB CO

BCTaBKOM BHYTPH TOCICAOBATCIIPHOCTH MOJICKYJI AHTUTCIA BKIHOYAKOT BCTAaBKY 3



118

AMUHOKHCIIOT B JIETKYHO Lenb. [IpuMeppl KOHUEBBIX JEICUMH BKIIOYAKOT AHTUTEIO C

JIenenred 7 Ui MEHBIIIEe aMHHOKHUCIIOT Ha KOHIIE JIETKOM IISTIH.
Bapuantel Fc-o6n1actu.

[00306] B HeKOTOpPBIX BapWaHTax OCYHIECTBICHUS OJHA WIH Oolee
AMHHOKHCJIOTHBIX MOJU(HKAMHA MOTYT BBOAHMTHCA B Fc-00MacTh cpencTsa Ha OCHOBE
AHTUTENA, TMPEIYCMOTPEHHOTO B HACTOSIIEM JOKYMEHTE, C MOIyYeHHEM TEM CaMbIM
Bapuanta Fc-o6mactu. Fc-o0macTe B HacTosmeM AOKyMEHTEe mpeacTaBisier cobou C-
KOHIIEBYIO 00JIACTh TSHKENIOW IIETTH WUMMYHOTJIOOYIIMHA, KOTOpas COACPIKHT 1O MEHBIIEH
MEpe YacTh KOHCTAHTHOM oOmacTH. Fc-o0macTe BkimouaeT B ceOs Fc-o0mactu ¢ HATUBHOU
MOCJIE0BATENBHOCTIO U BapuaHThl Fc-o0macteit. Bapuant Fc-obmactu MmoxkeT comepkarp
nociepoBarenbHOCTh Fe-00mactu yenoseka (Hanpumep, Fe-o6macts 1gG1, IgG2, IgG3 nnm
[gG4 uenoseka), coaepiKamlyt0 aMUHOKHCIOTHYIO MOAH(HKAIMIO (HATPUMEP, 3aMEHY) B

OJHOM HJIA 00JIee AaMHHOKHCJIOTHBIX ITOJIOKECHHUSX.

[00307] B HEKOTOPBIX BapHaHTaX OCYHIECTBIICHHUA B HACTOSIIEM H300PETEHUH
MOKET TPEIYyCMATPUBATHCA BAPHAHT AHTHTEJA, KOTOPBIA 00JAAaeT HEKOTOPHIMH, HO HE
BceMH 3P dekTopHbIMH (DYHKITUAMH, YTO JEIACT €0 KEIATeTbHBIM KaHIUIATOM T MyTeH
MPUMEHEHUS, TIPU KOTOPBIX BAKEH TEPHOM TONYKH3HH aHTHTENA in Vivo, HO TIPH ITOM
onpeaenacHabie dPdexTopHpie (yHKIMU (Takue Kak kKomruieMeHT3aBucumbie H ADCC)
SBIIAFOTCS HEHY)KHBIMHU WJTH BPETHBIMH. AHATH3bI IUTOTOKCUYHOCTH in Vitro WWIA in vivo
MOYKHO TIPOBOAMTH JJIA TOATBEP)KACHHUS CHIDKCHHSA/HCTOHICHHUA BHAOB aktuBHOCcTH CDC
w/umn ADCC. Hanpumep, ananmussl cszbiBaams ¢ Fe-penenropom (FcR) mokHO ipoBOIUTS
JUTS TOTO, YTOOBI YAOCTOBEPHUTHCS, YTO AaHTUTENIO HE cBs3biBaeTcsa ¢ FcyR (crnemoBaTensHo,
BeposATHO, He oOnamaeT akTuBHOCTEIO ADCC), HO cOXpaHsSeT CIMOCOOHOCTh CBSI3BIBAHHUS C
FcRn. HeorpanuuuBaroiue nmpuMepsl aHAIM30B i1 Vifro s oueHKH akTuBHOCTH ADCC
MPEICTABIISIONICH HHTEpEC MOJIeKyITbl onucanbl B mareHTax CIIIA NeNo 5500362 u 5821337.
ANBTEPHATHBHO, MOXXHO TIPUMEHATH AHAJM3bI, HE OCHOBAHHBIE HA PATHOAKTHBHOCTH
(HampuMep, aHAMM3bl, HE OCHOBAaHHBIE HA PAJUOAKTUBHOCTH, B  OTHOIICHHH
muroTokcnaHOCTH ACTI™ 11 CytoTox 96®). [Ipumennmble 3 eKTOpHBIE KIETKH IS TAKHX
AHAIIM30B MOTYT BKIIOYAaTh B CeOS MOHOHYKIICAPHBIE KIETKH NEepUPEPUUECKOW KPOBH
(PBMC) u kmetkn ectectBeHHbIe KHUIEpsl (NK). AMbTepHATHBHO WM JOMOHUTEIHHO,
aktuBHOCTh ADCC mnpeacTaBisromiel HHTEPEC MOJEKYJIBI MOXKHO OLIEHHUTh N Vivo,

HamnpUMep, Ha >KUBOTHOW MoaenH (cM., Hanpumep, Clynes et al., Proc. Nat'l Acad. Sci. USA,
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95:652-656 (1998)). Taxxke MOXHO TIPOBOAWTH aHamHM3bl cBa3bBanma Clq, YTOOBI
MOATBEPAUTH, YTO AHTUTEIIO CIIOCOOHO MM HECTIOCOOHO cBs3bBaTh Clq U, Clie10BaTENbHO,
obmamaer wmm He o6Omamaer akruBHOCTRIO CDC (cm., nHampumep, WO06/029879,
W099/51642 1 WO05/100402; matent CIIIA No 6194551 u Idusogie et al. J. Immunol. 164:
4178-4184 (2000)). [1na OLIEHKH aKTHBALIMHA KOMIUIEMEHTA MOXHO TTpoBoauTh aHamu3 CDC
(cm., Hanpumep, Gazzano-Santoro et al., J. Immunol. Methods, 202:163 (1996); Cragg, M. S.
et al,, Blood, 101:1045-1052 (2003) u Cragg et al., Blood, 103:2738-2743 (2004)).
Onpenenenus cBsa3bpiBanus FCRn v BeIBeneHMsA/TIEpHOAa TIOMYKU3HH i1 ViVO TaKKE MOMKHO
OCYIIECTBIATh C TOMOLIBIO CIIOCOOOB, M3BECTHBIX B JAHHOW 0OJacTU (CM., HaIpUMED,
Petkova, S. B. et al., Int'l. Immunol., 18(12):1759-1769 (2006)). AHTUTENA C TOHUKECHHOM
s dexTopHON (PyHKIHEH MOTYT BKIIIOYATh AHTHTENA C 3aMEHOH OIHOTO WM 0ojiee W3
octatkoB 238, 265, 269, 270, 297, 327 u 329 Fc-o0mactu, Wid Mo ABYM WU Oolee
AMUHOKHCIIOTHBIM TIOJIOKEHUAM 265, 269, 270, 297 u 327, Takue kak Fc-myTaHT ¢ 3aMeHOU
ocTaTkoB 265 u 297 Ha ananuH (cM., HanpuMep, mateHTsl CIIA NeNe 6737056 u 7332581).
Taxke MOryT OBITH BKIIFOYEHBI BAPHAHTBHI AHTHTEN C YIYYIIECHHBIM HIM YMEHBIICHHBIM
csa3piBanueM ¢ FcR (cm., Hanpumep, mareHt CIIA Ne 6737056; W0O04/056312 u Shields et
al., J. Biol. Chem., 9(2): 6591-6604 (2001)). B HekOTOpHIX BapHaHTAX OCYIICCTBICHHS
BApPHAHT AHTHTENIA MOMKET CoAep:kaTh Fc-00macTe ¢ 0HOM wiu 00jiee aMUHOKHCIIOTHBIMHA
3aMeHamu, kotopeie ynyumaor ADCC, Hanpumep, 3aMeHaMu TI0 TMOJjokeHusM 298, 333

w/vunu 334 Fc-o0nacru.

[00308] AHTUTENA MOTYT XapaKTE€PHU30BAThCS YBEIMYEHHBIM IIEPUOJIOM
MONMYKU3HU M YJIyYIIEHHBIM CBS3bIBAHHEM ¢ HeoHaranbHbIM Fc-penenropom (FcRn) (om.,
Hanpumep, US 2005/0014934). Takue anTuTema MOTYT coAepkaTh Fc-00/1acTh ¢ OTHOM HITH
Oonee 3aMEHaAMH B HEH, KOTOPBIEC YIy4dlIaroT cBsa3biBaHue Fc-o0mactu ¢ FcRn, u BkmovaroT
AHTHTEJIA C 3aMEHAMH OJHOTO HIIH Oosiee ocTtaTkoB Fc-o0mactu: 238, 256, 265, 272, 286, 303,
305, 307, 311, 312, 317, 340, 356, 360, 362, 376, 378, 380, 382, 413, 424 nmm 434 (cm.,
Hanpumep, mateHT CIIIA Ne 7371826). Tarxke paccMaTpHBAIOTCS JAPYTHE MPUMEPHI
BapuaHToB Fc-oOmactu (cm., Hampumep, Duncan & Winter, Nature, 322:738-40 (1988);
mateHTsI CIITA NeNo 5648260 u 5624821 u W094/29351).

BapI/IaHTbI ITUKO3UJINPOBAHUSI.

[00309] B HACTOSIIECM M300peTEHHH TaKKe PeayCMOTPCHBI

TIIAKO3UITUPOBAHHBIC BAPHWAHTbI AHTHTCIL. B HCKOTOPBIX BapHAHTAX OCYIICCTBIICHUA
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MPEeIyCMOTPEHHBIE TsDKENas IIeMb, JIeTKas IeMb W/HWIM AHTUTEI0 MOTYT  OBITh
TJTUKO3WIMPOBAHHBIMM TI0 OJHOMY WM Oollee caditamM. B HEKOTOpPHIX BapHaHTaxX
OCYIIECTBICHHS TIMKAH MOXET ObITh cBsizaH ¢ Fc-o0macteio mocpeactsom atoma N. B
HEKOTOPBIX BAapPHAHTAaX OCYIIECTBICHUS CpPEACTBO Ha OCHOBe aHTHTena kK LAG-3

TIUKO3WTUPOBaHO 10 Asn297 (Hymeparus coriacHo Kabat).

[00310] B HEKOTOpPHIX BapHaHTaX OCYIIECTBIEHHA B HACTOSIMIEM H300pETEHUU
MPeAYCMOTPEHA KOMIIO3ULMA, COIEPIKAINas OHY WK OoJiee TITMKO(OPM CpeICTBA HA OCHOBE
TSDKEJIOW TIETTH, JIETKOW LIETA W/WJIM aHTHUTENA, OMHUCAHHOTO B HACTOSIMIEM IOKyMeHTe. B
HEKOTOPBIX BApPUAHTAX OCYIICCTBICHHUA MNPEAYCMOTPEHHAs KOMIIO3ULHUS COJEPIKUT
HECKOJIBKO  TTUKO(OpPM, TPHUCYTCTBYIONIUX B  YKAa3aHHBIX  AOCOMIOTHBIX  W/HIH
OTHOCUTENBHBIX KOJIMUECTBAX. B HEKOTOPBIX BapHaHTaX OCYIICCTBICHUSA B HACTOSILEM
M300PETEHUH TPEAYCMOTPEHBI KOMITO3HIIUH, KOTOPhIE MOTYT IO CYHIECTBY HE COAEPIKaTh
OJHOW Wi 00JIee KOHKPETHBIX TITHKO(OPM TSDKEIOH IIETH, JISTKOW LETH H/HWITH aHTUTeNa,
ONMMCAHHOTO B HACTOAIIEM JOKYMEHTE. B HEKOTOpPBIX BapHaHTax OCYIICCTBICHUS
KOJIMYECTBO TIIMKO(OPMBI MOKET BBIPAKAThCA B BHIE «IPOLEHTa». B ciaydyae moOoro
3aJaHHOTO IMapaMeTPa IPOUEHT» OTHOCHUTCS K YHUCITy MOJIEH KOHKPETHOTO TJIMKaHa (TJTHKaHA
X) OTHOCHTEITPHO OOMIETO YHCJIa MOJIEH TJIMKAHOB B Mpemnapare. B HEKOTOpPBIX BapuaHTaX
OCYIIECTBJICHUS «ITPOIEHT» OTHOCUTCS K YHCITy MOJIEH TITHKaHa X, BRICBOOOKIeHHOTO U3 Fe
nox aericteueM PNGassl F, oTHOCHTENBFHO OOIIETO YHMCIIa MOJIEH BBIABIECHHBIX INIHKAHOB,

BBICBOOOKIeHHBIX U3 Fc mox nericteuem PNGaser F.

[00311] B HEKOTOpBIX BapuaHTaX OCYINECCTBICHUSA AHTUTENIA H3MEHAIOT A
VBEIMYCHUS UM YMEHBIIEHUS YPOBHS WX TITHKO3WIHPOBAHUS (HATIPUMED, ITyTEM H3MEHEHHS
AMHHOKHCJIOTHOH TTOCTIETOBATETFHOCTH TAKAM 00Pa30M, UTO CO3JAETCS HITH YAAIAETCS OIHH
WK 00JIee CAWTOB TTIMKO3MITUPOBAHNSA). Y TIIEBOI, TPUCOETUHEHHBIHN K Fc-00macTu anTuTena,
MOYXHO M3MEHHUTh. HaTHBHBIE aHTHTENa M3 KIETOK MIIEKOMUTAIOIMUX OOBIMHO COAEpIKaT
Pa3BETBICHHBIM JBYXAHTCHHBIM OJMIOCaXapyl, MPUCOECIUHEHHBIA OCPEACTBOM N-CBI3H K
Asn297 nomena Cu2 Fc-obmactu (cm., Hanmpumep, Wright et al., 7IBTECH, 15:26-32 (1997)).
Omurocaxapua MOKET TIPEACTABIATh COOOH Pa3NHYHBIEC YTIEBOABI, HAIIPUMED, MAHHO3Y, N-
areTrnrmoko3amMuH (GlcNAc), ramakro3y, CHaIOBYIO KUCIIOTY, PyKO3Y, MPUCOETUHEHHYTO K
GlcNAc B crebme  JABYXaHTEHHOHM CTPYKTYpBl onmrocaxapuaa. Moaupukanuu

omvrocaxapuiaa B aHTUTCIIC MOYXHO OCYHICCTBIIATH, HANMPHUMCP, AJIA CO3JaHUA BapUAHTOB
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AHTUTCIIA C ONMPCACICHHBIMHA YITyUIICHHBIMHA CBOMCTBAMH. FJ'II/IKOSI/IJII/IPOB&HHBIG BapHaHTbI

aHTHUTEN MOTYT UMETh ynyumeHHyo pyakauo ADCC w/um CDC.

[00312] B HeKoTOpBIX BapHaHTaxX OCYINECTBIICHHA BAapHAHTHI AHTUTEIL,
MPEAYCMOTPEHHBIE B HACTOAIIEM JOKYMEHTE, MOTYT HUMETh YITIEBOJHYIO CTPYKTYPY, B
KOTOPOH OTCYTCTBYET (PyKO3a, MPUCOECTUHEHHAS (TIPSMO HIIH OTIOCPETOBAHHO) K Fc-o0macTw.
Hanpumep, komuuecTBO (PyKO3bI B TAKOM aHTUTETIE MOYKET COCTaBIATH OT 1% 10 80%, ot 1%
10 65%, o1 5% 10 65% wunmu ot 20% 10 40%. KonmuecTBo (hyK036I MOYKHO OIIPEIETUTH Ty TEM
pacueTa cpeTHero Kojm4ecTBa (PyKo3bl B IETH caxapa Ha Asn297 OTHOCHUTEIIBHO CyMMBI BCEX
TTIMKOCTPYKTYP, MpHCOeAUHEHHBIX K Asn297 (cm., Hampumep, WO 08/077546). Asn297
OTHOCHTCSI K OCTaTKy acTiaparuHa, pacroyio)KeHHOMY TIPUOH3UTENBHO B TIOJIOXKEHUU 297 B
Fc-o0mactu (Hymeparusi octatkoB B Fc-oOmactu cormacHo Eu); omHako Asn297 Takke
MOKET PACcIOaraTbCs Ha MPUOTU3UTENBHO +3 aMUHOKHUCIIOTHI BBIIIE WM HIPKE TIOJIOKEHHS
297, 1.e. mexay nonoxkeHusasMH 294 u 300, BcneACTBHE HE3HAYMUTENBHBIX BapHALMH
MOCJIEJOBATEIBHOCTY B aHTUTENaX. DB HEKOTOPBIX BapHaHTaX  OCYINECTBIICHUS
SKBUBAJICHTHBIH OCTATOK Asn297 Tarke MOMKET PacIoNiaraTtbCs Ha MPHOTU3ZUTEIBHO +7
AMHHOKHUCJIOT BBITIE WITH HIDKE TIoT0keHus 297. Takue pyKO3HITUPOBAHHBIE BAPHAHTHI MOTYT
xapakTepusoBarbcs yayummenHon Gyaknuedt ADCC (cMm., Hanpumep, myOIHKaI|H 3a9BOK Ha
mateHT CIIA NeNe US 2003/0157108; US 2004/0093621; US 2003/0157108; WO00/61739;
WO001/29246; US 2003/0115614; US 2002/0164328; 2004/0093621; US 2004/0132140; US
2004/0110704; US 2004/0110282; US 2004/0109865; WO03/085119; WO03/084570;
WO05/035586; WO05/035778; WO05/053742; W0O02/031140; Okazaki et al., J. Mol. Biol.,
336:1239-1249 (2004) w Yamane-Ohnuki et al., Biotech. Bioeng., 87. 614 (2004)).
Knerounsie nmuanMM (HanmpuMmep, HOKAYTHBIE KICTOYHbBIC JTUHHH) MOJKHO TIPUMEHATH IS
nojy4ueHus 1e(pyKO3HITHPOBAHHBIX aHTHTEI, Hanmpumep, kietku CHO Lecl3, medumutHbie
mo ¢ykosmwmupoBanuto Oenka, u kietku CHO, HokaytHBIE TO TeHy ambda-1,6-
¢dykozuntpancdepassr (FUT8) (cm., manpumep, Ripka et al., Arch. Biochem. Biophys.,
249:533-545 (1986); Yamane-Ohnuki et al., Biotech. Bioeng., 87: 614 (2004); Kanda, Y. et
al., Biotechnol. Bioeng., 94(4):680-688 (2006); WOO03/085107; EP 1176195Al,
WO004/056312;  WO04/057002;  WO03/084570;  WO03/085119; WO03/05691;4
WO004/024927 n nyOnukamum 3asBok Ha mateHT CLHA NeNe US 2003/0157108; US
2003/0115614, US 2004/093621, US 2004/110282, US 2004/110704 u US 2004/132140).

Taxcke MOT'YyT OBITh BKIIFOUCHBI APYTU€ TIIHKO3UIIMPOBAHHBLIC BAapHUAaHTbI AHTHTCII (CM.,
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Hanpumep, mareHT CIIIA Ne 6602684; myOmukarus 3asBku Ha mareHT CIIIA No US
2005/0123546; WO03/011878; WO97/30087; W(O98/58964 u W(099/22764).

[00313] CoOOTBETCTBEHHO, B HEKOTOPBIX BAPUAHTAX OCYIIECTBIECHUA CPE/ICTBA HA
ocHoBe aHTuTena k LAG-3 o HacTosAmeMy H300peTEHHIO MOTY T POy LIMPOBATHCS KIETKOM -
XO3AHHOM C OJHHMM WIH OOJlee BHIAMH DK30IN€HHOM W/HIIM BBICOKOM JHIOI€HHOM
TTIMKO3UNITPaHC(Eepa3sHOW AaKTUBHOCTH. [€HBI ¢ TIMKO3UITpaHC(HEPa3HOH AKTUBHOCTHIO
BkmovaroT [B(1,4)-N-anerunrmokozamuamntpancgepaszy Il (GnTII), a-mannozummazy II
(ManlI), B(1,4)-ranakrozunrpancdepasy (GalT), B(1,2)-N-
anetunrmoko3amuHunTpancdepasy I (GnTI) u B(1,2)-N-auerunrmokozamMmuHUITpaHchepazy
II (GnTIl). I'mukoTtpangepassl MOTYT MpeayCMaTpUBATh CIUAHHUE, COJAEPIKAIIEe TOMEH
nokamuzauuu [onsmku (cMm., Hanpumep, Lifely et al., Glycobiology, 318:813-22 (1995);
Schachter, Biochem. Cell Biol., 64:163-81 (1986); npensapuTelbHble 3asSBKH HA TATCHT
CIITA NeNe 60/495,142 u 60/441,307; myOmukamuu 3asBok Ha mateHT CIIIA NeNoe US
2003/0175884 mu US 2004/0241817 um WO04/065540). B HEKOTOpHIX BapHaHTaxX
OCYILECTBICHUS CPeACTBO Ha ocHoBe aHTHTeNna K LAG-3 MOXeT 3KcmpeccHpoBaThCA B
KIIETKE-XO34MHE,  COJACpKalmled  pa3pylUICHHBIM WM JE3aKTUBUPOBAHHBIM  I'E€H
riako3unTpancdepassl.  COOTBETCTBEHHO, B HEKOTOPBIX BAapHAHTAX OCYIIECTBIICHHUS
HACTOSICE W300PETEHHE MOKET OBITHh HAIMIPABJICHO HA KJICTKY-XO3fHHA, COACpIKaIlyro (a)
BBIICTIEHHYI0 HYKJIEMHOBYIO KHCJIOTY, COAEP’KALYI0 IMOCIEI0BATEIbHOCTh, KOJUPYIOIIYIO
MOJIMTIETITH/T, OONAJAIONIMK TIUKO3UITPaHC(hEpa3HOH akTUBHOCTHIO, W (b) BBIIEICHHBIH
TOJIMHYKJIEOTH, KOIUPYIOIIHUH CPeAcTBO Ha OocHOBe aHTuUTena K LAG-3 mo HacTosmeMmy
n300peTeHuro, kKoropoe cBia3pmBaer LAG-3 uemoBeka. B HeKOTOpPBHIX BapHaHTax
OCYIIECTBICHUS MOMHU(HUIMPOBAHHOE CpPEICTBO HA OCHOBe aHtuTena k LAG-3,
MPOIYLIMPYEMOE KIIETKOM-XO3IWHOM, UMEET KOHCTAaHTHYIO oOnacts [gG nmm ee ¢parMeHr,
comepskamuii Fc-00macte. B HEKOTOPHIX BapWaHTAaX OCYMIECTBIICHHS CPEICTBO HA OCHOBE
aatuTea K LAG-3 MOXET mpeAcTaBIsATh COOOW T'YMaHH3HPOBAHHOE AHTHUTENO WA €T0
dbparmeHT, coxepxkammii Fc-o0nmacTe. BeimeneHHas HyKICHHOBAas KHCIIOTA MOMXKET
MPEACTABIATh COOOW MOJIEKYITy HYKIIEMHOBOW KHCIIOTBL, KOTOpas ObLTa OTIENECHAa OT
KOMIIOHEHTA €€ €CTECTBEHHOM cpe/ibl. BriieneHHas HyKJIEMHOBas KUCIIOTa MOKET BKITOYATh
MOJIEKYITy HYKJIIEHHOBOH KHCJIOTBI, COJEPKALIYIOCS B KIETKAaX, KOTOPBIE OOBIMHO COAEPIKAT

MOJIEKYJly HYKIEMHOBOM KHMCIIOTBI, HO MOJIEKYJa HYKIEHMHOBOM KHCIOTHI MPUCYTCTBYET
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BHCXPOMOCOMHO HWJIM B XPOMOCOMHOM MCCTOITOJIOKCHHH, KOTOPOC OTIHYACTCA OT €C

CCTCCTBCHHOT'O XPOMOCOMHOI'0O MCCTOITOIOKCHUA.

[00314] B omgHOM acmiekTe B HACTOSIIEM H300PETEHHH TIPETYCMOTPEHBI CHCTEMBI
9KCTIPECCHH B KIIETKAX-X031€BaX A MOJYYEHUS aHTUTE MO HACTOSINEMY H300PETEHHIO,
UMEFOIUX MOJU(PHUIMPOBAHHBIE PO(HITH TTIMKO3WIMPOBAHUA. B 4acTHOCTH, B HACTOSAIIEM
N300pPETEHUH TIPEAYCMOTPEHBI CUCTEMBI KIIETOK-X035€B U IOTYYECHHS TITHKO()OPM aHTUTET
MO HACTOSIEMY H300PETCHUIO, XAPAKTEPU3YIOIUXCA YIYUYIIEHHBIM TEPANeBTHUECKUM
aericteueM. CriefoBaTeNbHO, B HACTOALIEM H300PETECHHU TIPEAYyCMOTPEHBI CHUCTEMBI
SKCTIPECCUM B KIIETKAX-X035€BaX, BEIOPAHHBIE UM CKOHCTPYHPOBAHHBIE I 00€CTICYeHUs

SKCITPECCHUH TIOJUIIENTHAA, 00IATAF0TIETO TIIHKO3UITPaHC(EPa3HON aKTHBHOCTBHIO.

[00315] Kak mpaBuiio, KyIbTHBHPYEMYIO KIETOYHYIO JHHHIO JTFOOOTO THIIA,
BKJIFOYAs KJIETOYHBIE JIMHUH, 00CYKJAEMbIE BBIIIE, MOJKHO MIPUMEHATH B KauecTBe (oHA 1A
KOHCTPYHUPOBAHHA JIMHUH KIETOK-XO35€B 0 HACTOSIIEMY H300peTeHHIO. B HEKOTOpPHIX
BapuanTtax ocymectsienus ketku CHO, knetkn BHK, knetkn NSO, knetku SP2/0, ke Tku
mueaombl YO, kiaeTku Mmuenombl MbimH P3X63, knetku PER, knetku PER.C6 unu kieTku
THOPHIOMBI, JPyTHE KICTKH MJICKONUTAIOIINX, KICTKH JPOAOKEH, KIETKH HACEKOMBIX WITH
KJIETKH PACTEHHH NPUMEHSIOT B KauyecTBE (DOHOBOM KIETOYHOW JIMHUHW T TIOTYYCHHS

CKOHCTPYHPOBAHHBIX KIIETOK-XO035€B M0 HACTOAIIEMY H300PETEHHIO.

[00316] Knerku-xo3seBa, KOTOpBIE coaepkart KOJUPYIOIIYIO
MOCJIEIOBATEIPHOCTh CPEJACTBA HA OCHOBE AHTHTENA MO HACTOAMIEMY HM300PETCHHIO W
KOTOPBIE  JKCIPECCHPYIOT  OHOIOTMYECKH  aKTHBHBIE MPOAYKTBI  T'€Ha, MOKHO
WACHTH(HUIMPOBATh C TIOMOMIBIO IO MEHBIIEH Mepe YEeTHIPEX OOMMX IOAX0JI0B; (a)
ruopuauzarus  JIHK-JIHK wmm JIHK-PHK; (b) mHanmuwme wnu orcyrcTBue (QyHKOHN
«MapKEepHOTro» TeHa;, (C) OLECHKA YPOBHSA TPAHCKPHUIIIMH, H3MEPEHHOTO MO IKCIPECCHH
COOTBETCTBYIOIIMX TpaHCKpUNToB MRNA B kneTke-xo3sune; u (d) oOHapykeHHE TPOTYKTA
T€Ha, U3MEPAEMOTO C TIOMOIIBI0 UMMYHOJIOTHYECKOTO aHAJN3a, WITH TI0 €T0 OMOIOTHIECKON

AKTUBHOCTH.

[00317] Hanpumep, momydenne mpoduneit N-rmHKaHOB CpeAcTBa HA OCHOBE
aututena kK LAG-3 c¢ 3aHATbIM calTOM N-TJIMKO3WIMPOBAHUS MOKHO TNPUMEHATH A

WICHTH(PUKAIMH TIPUCYTCTBYIOIIHUX BHAOB TTHKAHOB.
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[00318] B BapmanTax OCyHmIECTBICHUSA CAWT TNIMKO3WIMPOBAHUA HAXOJUTCA HA
TSPKETION 1LIENU cpeAcTBa Ha OcHOBe aHTuTena K LAG-3. B BapuaHTax OCyIIECTBICHUS CAUT

[IIMKO3WIMPOBaHUs pacnionaraetesa B N291 Tsokenon nenm.

[00319] WnmrocTpaTUBHBIE BHABI  OJMTOCAaXapHIOB, IPHCYTCTBYIOIIHE B
CpeICTBE Ha OCHOBE TJIMKO3WIMPOBAHHOTO aHTHTENAa K LAG-3, BkmouaroT moooit u3 GOF,
GI1F, G2F, Man-5, GO0-GN, GOF-GN, GO, GOF+GN u GI1F+GN, a taxke apyrue BUIBI
ONUTOCAXapUA0B (HAITpUMeEP, APYTHE BUJIBI OJIUTOCAXAPHIOB, 00OBIMHO Habmoaembie Ha [gG,

SKCITPECCUPYEMBIX B KYJITYPE KIETOK MIIEKOTTATAFOITHX ).

[00320] B BapuanTax = OCYINECTBIEHHMS  COBOKYIHOCTb  N-CBA3AHHBIX

onurocaxapuaos npeaycmarpusaet GOF.

[00321] B  BapuaHTax  OCYIIECTBIEHHS  COBOKYIIHOCTh  N-CBA3aHHBIX

onurocaxapuaos npeaycmarpusaer G1F.

[00322] B  BapmanHTax  OCYIIECTBIEHUS  COBOKYIHOCTh  N-CBA3aHHBIX

onMrocaxapuaos npeaycmarpusaet G2F.

[00323] B BapuaHTax = OCYIIECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX

OJIMT0Ccaxapua0B npeaycmarpusaet Man-5.

[00324] B BapuanTax = OCYIIECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos mnpenycmatrpuBaer GOF u GIF. B BapuaHtax ocCymiecTBICHUS
COBOKYITHOCTh N-CBSI3aHHBIX OJIUTOCAXapuA0B JAOMOMHUTENBHO mpeaycmaTpusBaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN wnmm mro0yro 1X KOMOWHAITHIO.

[00325] B BapuanTax = OCYIIECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos mnpenycmatpuBaeT GOF wu  G2F. B BapuaHtax OCymIeCTBICHUS
COBOKYITHOCTb N-CBSI3aHHBIX OJIUTOCaXapuaA0B JAOMONHUTENBHO mpeaycmaTpusBaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro uX KOMOWHAITHIO.

[00326] B BapuanTax = OCYINECTBIEHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos mnpeaycmarpuBaer GOF uw Man-5. B BapuanTax oCyniecTBICHUS
COBOKYITHOCTb N-CBSI3aHHBIX OJIMTOCaXapuaA0B AOMONHUTENBHO mpeaycmaTpusaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro WX KOMOWHAITHIO.

[00327] B BapuanTax = OCYINECTBIEHHMS  COBOKYNHOCTb  N-CBA3aHHBIX

omurocaxapuaos mnpeaycmarpuBaeT GIF u G2F. B BapuaHtax oOCymIeCTBICHUS
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COBOKYITHOCTh N-CBA3aHHBIX OJIMTOCAXapuUa0B JOMONHUTENBbHO mpexycmatpuBaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro uX KOMOWHAITHIO.

[00328] B BapmanTax = OCYINECTBIEHHMS  COBOKYIHOCTb  N-CBA3aHHBIX
omurocaxapuaos mnpeaycmarpuBaeT GIF u Man-5. B BapuanTax OCyHIECTBICHUS
COBOKYTTHOCTh N-CBA3aHHBIX OJIMTOCaXapuao0B AOMOJHUTENbHO mpexycmatpuBaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yio uX KOMOWHAITHIO.

[00329] B BapuanTax = OCYINECTBIEHHMS  COBOKYIHOCTb  N-CBA3aHHBIX
omurocaxapuaos mnpeaycmarpuBaeT G2F u Man-5. B BapuanHTax OCyHIECTBICHUSA
COBOKYITHOCTb N-CBSI3aHHBIX OJIMTOCAaXapuA0B AONMONHUTENBHO mpeaycmatpusBacT GO-GN,

GOF-GN, GO0, GOF+GN w/unu G1F+GN nmum mo0yio uX KOMOWHAITHIO.

[00330] B  BapuaHTax  OCYIIECTBIEHHS  COBOKYIIHOCTh  N-CBA3aHHBIX
omurocaxapuaoB mnpeaycmatpuBaer GOF, GIF u G2F. B BapuaHTax OCYIIECTBICHHA
COBOKYMHOCTb N-CBA3aHHBIX OJMI'OCAXapHI0B JOMOTHUTENbHO mpexycMarpusaeT GO-GN,

GOF-GN, GO, GOF+GN w/wnmu G1F+GN nmu mro0yro uX KOMOWHAITHIO.

[00331] B BapuanTax = OCYINECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuioB mnpexycmarpuBaeT GOF, G1F u Man-5. B BapuaHTax OCyIIECTBIECHUA
COBOKYITHOCTbh N-CBSI3aHHBIX OJIUTOCAXapuA0B JOMOMHUTENBHO mpeaycmaTpusaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN umm mro0yro uX KOMOWHAITHIO.

[00332] B BapuanTax = OCYIIECTBICHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos npexycmarpuaetr GOF, G2F u Man-5. B BapmanTax OCyIIECTBICHUS
COBOKYITHOCTb N-CBSI3aHHBIX OJIUTOCAXapuA0B JAOMONHUTENBHO mpeaycmaTpusBaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro uX KOMOWHAITHIO.

[00333] B BapuanTax = OCYIIECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos npeaycmarpuBaer G1F, G2F u Man-5. B BapuaHTax OCyIIeCTBICHUS
COBOKYITHOCTb N-CBSI3aHHBIX OJIMTOCAXapuA0B JAONMONHUTENBHO mpeaycmatpusaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro uX KOMOWHAITHIO.

[00334] B BapuaHTax = OCYINECTBIECHHMS  COBOKYNHOCTb  N-CBA3aHHBIX
omurocaxapuaos npexycmarpusaeT GOF, G1F, G2F u Man-5. B BapuanTax ocyniecTBICHUS
COBOKYIHOCTb N-CBSI3aHHBIX OJIUTOCaXapuA0B AOMONHUTENBHO mpeaycmaTpusaeT GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN nmm mro0yro uX KOMOWHAITHIO.
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CKOHCprI/IpOBaHHbIe o OCTaTKaM HNUCTEHMHA BAPDUAHTBLI AaHTUTEJ.

[00335] B HEKOTOpPBIX BapHaHTaX OCYHIECTBICHHUA MOXKET OBITh JKETaTeTbHBIM
CO31aTh CKOHCTPYHPOBAHHBIE TIO OCTATKAM ITUCTEHHA aHTUTENA, Hampumep, «thioMAby, B
KOTOPBIX OJIMH WIIA 00JIE€ OCTATKOB AHTHUTENA MOTYT OBITh 3aMEHEHBI OCTATKAMH LIUCTEHHA.
B HEKOTOpBIX BapuaHTaX OCYLIECTBICHUS 3aMEHEHHBIE OCTATKA MOTYT BCTPEYaThCA B
JOCTYIHBIX CAHTaX MPEAYCMOTPEHHBIX aHTUTEN. PeakIMOHHOCTIOCOOHBIE THOTBHBIE TPYTITIBI
MOTYT PacrojaraTeCs B CaliTax il KOHBIOTAIMU C APYTUMH (pparMeHTaMu, TAKUMH Kak
(bparMeHThI IEKAPCTBEHHBIX CPEACTB HIIH (PparMeHTHI TMHKEP-IeKAPCTBEHHOE CPEACTBO, I
MOTY4YECHHUS MMMYHOKOHBIOTAaTa. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA JTFO00M OJUH UITH
Oonee U3 CIEAYIOMMUX OCTATKOB MOXKHO 3aMEHATH HUCTEHMHOM: V205 WM SKBUBAJICHTHBIN
ocraTok (Hymeparus cornacHo Kabat) nmerkoit nenm; A118 umm 3KBHBAJIEHTHBIM OCTATOK
(mymeppanmst cormacHo Eu) toxemod menuw w S400 WM OKBUBAJIEHTHBIH OCTATOK
(aymeppanms coriacao Eu) Fc-obnmactu Tsoxemoi mermd. CKOHCTPYHPOBAHHBIE TTO OCTATKAM
LUCTEUHA AHTUTENIa MOXKHO IOJIy4aTh, Kak omucaHo (cM., Hampumep, mateHt CIIIA

Ne 7522541).

IIpousBoaHbIe aHTHUTEJI.

[00336] B HEKOTOpBIX BapuaHTax OCYIIECTBICHHS CPEACTBO HA OCHOBE
aHTUTENA, TPEIYCMOTPEHHOE B HACTOAIIEM JOKYMEHTE, MOXKHO B JaJbHEHUIIEM
MOIU(UITUPOBATD C  BO3MOKHOCTBIO  COJEPKAHUS  JIOTIONTHHUTEIIBHBIX  HEOEITKOBBIX
(parMeHTOB, KOTOpPBIE HM3BECTHBI B JAHHOW OOJACTH W JIETKO JOCTYNHBL (DparMeHTHI,
MOAXOMAIIHE JJIS1  JIEPUBATH3ALMH AHTHTENA, MOTYT BKJIIOYATh 0€3 OrpaHHYCHHS
BOJOPACTBOPUMBIE  TONMMEpPHL.  HeorpaHuuuBarommye MNpPUMEPHl  BOAOPACTBOPHUMBIX
MOJMMEPOB MOTYT BKITFOUATh 0€3 orpaHudeHus mommdyTaieHrKoab (PEG), comommmepst
STHJICHT KOS/ TIP OTTHIIEHT TUKOJIS, KApOOKCHUMETHITLEILTION03Y, IEKCTPAH, TIOJIMBH HUJIOBBIH
CIUPT, MOJUBUHWIIMPPOIHIOH, MOJH-1,3-I1HOKCOoNaH, Moau-1,3,6-TpHOKCaH, COMOIUMED
STHJICHA/MAJICMHOBOTO AHTHAPH/IA, MOJTHAMHHOKHCIIOTH (TOMOTIONTUMEPHI WITH CITyYalHBIE
COMOJIMMEPBI) H  ACKCTPAaH WIH  TOJMH(H-BUHIITHPPOIHIOH )TOJTHU3 TUIICHTIHKOJI,
TFOMOTNIOJTUMEPHI MOJIMITPOTNUIEHTITUKOJIA, COMOMMEPHI
MOJUTIPOTTAIICHOKCH/IA/STHJICHOKCHAA, TIOJTHMOKCHITHIIMPOBAHHBIE TIOJIHOJBI  (HampUMep,
TIULEPHH), TIOJIMBHHUIIOBBIA CIIUPT M WX CMECH. [lOMU3THICHTIIMKONBIIPOTTHOHAIHACTHT

MOKCT UMCTb MPCUMYIICCTBA TTPH U3TOTOBJICHUM T10 IIPUYHUHE €T'O CTaOMIILHOCTH B BOAC.
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[00337] [Tomumep MOKET UMETH JTFOOOW MOJEKYJSPHBIA BEC M MOXKET OBITH
Pa3BETBICHHBIM WIIM HEPA3BETBICHHBIM. KOIMYECTBO MOIMMEPOB, IMPUCOCIMHEHHBIX K
AHTHUTEITY, MOKET BAPHHUPOBATHCS, W, €CIIH MPHUCOECIUHEHBI /IBA WM 00JIee TOTMMEPOB, OHU

MOTYT OBITh OAHWHAKOBBIMU WU PA3HbBIMH MOJICKYJIAMH.

[00338] B HEKOTOPBIX BapHaHTaxX OCYILECTBIICHUA MPEIYCMOTPEHBI KOHBIOTATHI
aHTHUTENA ¥ HEOETKOBOTO (PparMeHTa, KOTOPhIE MOTYT OBITh U30MPATETHHO HATPETHI MyTEM
oOnmyueHus. B HEKOTOpBIX BapuHaHTaX OCYIIECTBIECHUS HEOENKOBBIM (PPArMEHT MOKET
MPEACTABIIATH COOOM YTIepOIHYI0 HAHOTPYOKY (cM., Hartpumep, Kam et al., Proc. Natl. Acad.
Sci. USA, 102: 11600-11605 (2005)). U3nydeHue MOKET XapaKTEpU30BaThC TFOO0H ITHHOM
BOJIHBI M MOKET TIPEAyCMAaTpUBaTh O€3 OrpPAaHHMYEHHUS JJIMHBI BOJH, KOTOPHIE HE HAHOCAT
BpeJa OOBIYHBIM KJIETKAaM, HO KOTOPBIE 00ECTIEYMBAIOT HATPEBAHUE HEOEIKOBOTO (hparMeHTa
10 TEMTIEPATYPBL, IPH KOTOPOH KIETKH, OJTU3KO PACTIOIOKEHHBIEC K AHTHTEITY/ HEOCITKOBBIMY

(parMeHTy, YyHHYTOKAIOTCA.
PexoMOHHAHTHBIE CIOCO0OBI 1 KOMITO3ULIUH.

[00339] CpenacTBa Ha OCHOBE AHTHUTEN, AHTHTENA M HX (PPAarMEHTBI MOXKHO
MOJY4aTh C TIOMOIIBI0 PEKOMOMHAHTHBIX CIIOCOOOB M KOMIIO3HIHI (CM., HAIPHUMEP, TTATEHT
CIHIA Ne 4816567). B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS MOYKET OBITh MPETyCMOTPEHA
BBIICTIEHHAS HYKJIEUHOBAas KUCJIOTA, KOJAUPYIOIAs CPEACTBO Ha OcHOBE aHTUTeNa K LAG-3,
OMHUCAHHOE B HACTOSAIIEM JOKyMEHTE. Takas HYKJIEHMHOBAass KUCJIOTA MOXKET KOJUPOBATH
AMHHOKUCJIOTHYIO TIOCJIEIOBATEIPHOCTD, COJACPIKAIIYI0 VL, HW/HWIK aMHHOKHCIIOTHYIO
MOCIEAOBATEIPHOCTh, COACPKAIMYK VH aHTUTEeNna. B JONONHUTENIPHOM BapHUaHTE
OCYIINECTBIICHUS MOTYT OBITH TPETYCMOTPEHBI OJWH WK 0O0JIe€ BEKTOPOB, COJECPKAIMUX
TaKyI0 HYKJICHHOBYIO KUCJIOTY. BEKTOp MOJKET IPeACTABIATh COOOM MOJIEKYITy HYKJICHHOBOM
KHCJIOTBI, CIIOCOOHYIO OOECTIEUYMBATh PA3MHOKEHHE IPYTOH HYKJICHHOBOW KHCJIOTBI, C
KOTOPOH OHa CBA3aHa. TepMHH MOXKET BKIIOYaTb B ce0d BEKTOpP  Kak
CaMOPETUTMLIMPYIOIIYIOCA CTPYKTYPY HAa OCHOBE HYKJIEMHOBOM KHCIIOTBI, a TAKXKE BEKTOP,
BCTPOCHHBIN B TEHOM KIIETKH-XO035IMHA, B KOTOPYIO OH 0BT BBeZeH. OMpeaeieHHbIE BEKTOPHI
CIIOCOOHBI ~ HATIPABIATH JKCIPECCHIO HYKIEHHOBBIX KHCJIOT, C KOTOPBIMH OHH

(YHKIIMOHATTFHO CBS3aHBL

[00340] B ngomomHWUTETPHOM ~ BapWaHTE OCYMIECTBIEHHS MOKET  OBITh

MPEAYCMOTPEHA KIIETKAa-XO35MH, COAEpKallasd TaKyl HYKIEHMHOBYIO Kucioty. Kietkamu-
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X035€BAMHU MOT'YT OBITh KIIETKH, B KOTOpPbIE OblJIa BBEJCHA SK30TCHHAS HYKICHHOBAS KUCIIOTA,
BKIIFOYAast TIOTOMCTBO TaKWX KIeTOK. KieTku-xo3seBa MOTyT BKIOYaTh B ceOs
«TpaHcOPMAHTBDY H «TPAHC(POPMUPOBAHHBIE KIETKHW», KOTOPhIE MOTYT BKIIOYAThH
MEPBUYHYIO TPAHC(HOPMUPOBAHHYIO KIETKY M MOJTYYEHHOE OT HEE TIOTOMCTBO, HE3ABUCHMO
oT yncna maccaxei. [loToMcTBO MOKET HE OBITh TOTHOCTHIO HUACHTUYHBIM IO COCTABY
HYKJICHHOBOM KHUCJIOTBI POAUTEIIBCKOM KIIETKE, HO MOKET COAEPKATh MyTalluy. B HacToAmmi
JOKYMEHT BKIFOUEHO MYTAHTHOE TMOTOMCTBO, KOTOPOE 00JagaeT TOH ke (PyHKIMeH Win
OMOTIOTHYECKON aKTUBHOCTHIO, B OTHOIIEHHH KOTOPOU ObLIA MOABEPTHYTA CKPUHUHTY WIIH
BbIOpaHa TEPBOHAYAIBHO TpPaHC(POPMHPOBAHHAA KiIeTKa. B OZHOM TakoM BapHaHTe
OCYIIECTBICHHS KIETKA-XO3IMH MOXKET COJIEPKaTh (HarpuMep, Obuta TpaHC(OPMHUPOBAHA C
€ro TMOMOUIBIO) BEKTOP, COJAEPKALIMA HYKIECHHOBYIO KHCIIOTY, KOTOpas KOAHMPYET
AMMHOKHUCJIOTHYIO TOCIIE0BATENBHOCTD, COJAEPKALIYI0 VL aHTHTENIAa, ¥ AMHHOKHUCIOTHYIO
MOCJIE0BATEIBHOCTh, COAEPKAILYI0 VH aHTHUTENA, WIM TEPBBIH BEKTOP, COJAEP KAIIUN
HYKJIEUHOBYIO KHCJIOTY, KOTOpas KOJUPYET aMHHOKHUCIOTHYIO IIOCJIEI0BATEIBHOCTS,
COJIep KAy 0 VL aHTUTENA, U BTOPOM BEKTOP, COAEPKAIIMNI HYKIIEUHOBYIO KHCIIOTY, KOTOPast
KOJAMPYET AaMUHOKHCIIOTHYKO TIOCJIE€IOBATEIbHOCTh, COJAEpKAIMyl0 VH aHTHTENa. B
HEKOTOPBIX BapHAHTAX OCYIIECTBICHHSA KIIETKA-XO3IUH MOXET OBITh JSYKAPHOTHYECKOM,
HATNpUMeEp, KIETKOH suuHuKa kutadickoro xomsyka (CHO) wmm mamdoumaHON KieTKOH
(Hampumep, knetkor YO0, NSO, Sp20). B HeKOTOpPBIX BapHAHTaX OCYIICCTBIICHUAS MOKET OBITh
MPeyCMOTPEH CcrocoO monyueHus: aHtuteaa kK LAG-3, rae cmoco0 MOKET BKIHOYATh
KyJIbTUBUPOBAHUE KIETKH-XO03WHA, COACPIKAIMEH HYKICHHOBYIO KHCIIOTY, KOTHUPYIOIIYIO
AHTHUTEII0, KAK YKA3aHO BBIIE, B YCIOBHAX, MOAXOMININX JUIA SKCIIPECCHH AHTUTENA, W
HEO0OsI3aTeNTbHO U3BJICUECHUE AHTHTENA U3 KIIETKH-X03WHA WITH CPEIBI IS KYJTb THBHPOBAHUS

KIICTKHU-XO03dHUHaA.

[00341] JIng peKOMOWHAHTHOTO TIOJYYECHHs CPEACTBA HA OCHOBE AHTHTENA K
LAG-3 BBIAEICHHYI0 HYKJICHHOBYHO KHCIIOTY, KOJUPYIOIIYIO AHTUTENIO, HAaMpPUMED,
OTMCAHHYIO BHITIE, MOKHO BCTaBUTh B OJIMH WK 0OJie€ BEKTOPOB IS JAbHEHUINETO
KJIOHMPOBAHHUS WU/HJTH SKCTIPECCHH B KIIETKE-X035WHE. TaKyr0 HYKICHHOBYIO KACIOTY MOKHO

JICTKO BBIJACITUTDL U CCKBCHUPOBATD C MPUMCHCHHUCM OOBIYHBIX npoueayp.

[00342] [Toagxoasmue KIETKH-X03d€Ba AJ KJIOHHUPOBAHUA WM SKCIPECCHHU
KOJUPYIOIIMX  AHTUTEII0O BEKTOPOB  MOIYT  BKIIIOYATh  IPOKAPHOTHYECKHE  HIIH

OYKAPHUOTHYICCKHUC KIICTKH, OMUMCAHHBIC B HACTOAIICM OTOKYMCHTC. Hanpm\aep, cpcacTtea Ha
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OCHOBE AaHTUTENA MOTYT TPOAYLUPOBATECA B  OaKkTepwsAX, HANMpPUMEpP, €CIU
TTIMKO3UIMPOBaHue | 3(ekropHas GyHkuusa Fc He ABIAIOTCS HY)KHBIMHU (CM., HAIIPHMED,
nateHThl CIIIA NeNe 5648237, 5789199 u 5840523 ; Charlton, Methods in Molecular Biology,
Vol. 248, pp. 245-254 (2003)). Tlocme sKCcpeccHu CPEICTBO HA OCHOBE AHTUTENA MOXKHO
BBIIETATh W3 MAacchl OaKTEPHATIbHBIX KIETOK B PACTBOPUMOM (Ppakuud U MOXKHO

JOIIOJIHUTCIIbHO OYHMINIATD.

[00343] B nomonHeHue kK MpOKapHoOTaM SYKapHOTHYECKHE MUKPOOBI, TAKHE KaK
HUTYATble TPUOBI WK JPOAOKH, MOTYT OBITh TMOAXOJIIIMMU KIOHUPYIOIIMMHU HIIH
SKCTIPECCUPYIOIIUMHU X034€BaMHU I KOAMPYIOIIHUX AHTUTENA BEKTOPOB (CM., HampuMep,
Gerngross, Nat. Biotech.,22:1409-1414 (2004) u L1 et al., Nat. Biotech.,24:210-215 (2006)).
[lopxondimue KIETKU-X03i€Ba U1 SKCIPECCUU TIUKO3ZWIUPOBAHHOTO AHTHUTENA TAaKKE
MOKHO TIOy4aTh M3 MHOTOKJIETOYHBIX OPTAaHU3MOB, BKIIOYAas OECHO3BOHOYHBIX H
MO3BOHOYHBIX. [I[pUMepBI OeCITO3BOHOYHBIX MOT'YT BKIIFOUATh KIIETKH PACTECHUH U HACEKOMBIX
(cm., mHanpumep, mareHThl CIIA Ne 5959177, 6040498, 6420548, 7125978 u 6417429).
[IpuMeps! KIETOK MO3BOHOYHBIX MOTYT BKIIIOUYATh JIMHUM KJIETOK MJICKOTUTAOLIMUX, JIMHUIO
CV1 mnouku o6e3wstHBI, TpaHCchopmupoBaHHyto ¢ momompbo SV40 (COS-7); nuHHIO
SMOPHOHATBHOM MTOYKH YeoBeKa (KieTku 293 wmu 293 T, kak onmcano, Hanpumep, B Graham
et al., J Gen Virol., 36:59 (1977));, xnetku mouku aeteHpnma xomska (BHK); kmetkwm
Cepromu wmbmm  (kaetku TM4); kmetkn moukd 00e3bsHbl (CV1); KIETKH TOYKH
appuxanckoii senenoit Mmapteiuku (VERO-76); ke TkA KapII@HOMBI IIEHKH MATKH YEJIOBEKa
(HELA); xnetku mouku cobaku (MDCK); kimeTku nedeHun cepoil Kpwickl imanu byddano
(BRL 3A); kneTku nerkoro uenoBeka (W138); knetku neuenn yenoseka (Hep G2); omyxomb
MOJTo4HOM skee3sl Mbimm (MMT 060562); kmetku TR 1; kmetku MRC 5; knetku FS4; ke Tku
sugHuKa kutaiickoro xomsauka (CHO), skmouas xretkn DHFR-CHO, u xneTounsie muHUHA
muenoMbl, Takue kak YO, NSO u Sp2/0. (Cm., manpumep, Yazaki and Wu, Methods in
Molecular Biology, Vol. 248, pp. 255-268 (2003)).

AHAIN3bI,

[00344] CpencrBa Ha ocHoBe aHTHTena K LAG-3, npeaycMOTpEeHHBIE B
HACTOAIIEM JOKYMEHTE, MOKHO HWACHTH(UIUPOBATH, TOABEPTHYTh CKPHHHUHTY WU
OXapaKTepU30BaTh B OTHONICHHH WX (PU3HYECKUX/XUMHUYECKHX CBOUCTB  W/WJIH
OMOJIOTUYECKON AKTUBHOCTH C TIOMOIIBIO PA3IMYHBIX AHATM30B, W3BECTHBIX B JAHHOU

001aCcTH.
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[00345] B omHOM acmekTe aHTHTENO TO HACTOAMEMY H300PETEHHIO MOKHO
WCCJIEI0BATh B OTHOLIEHUHU €r0 AHTUTEHCBA3BIBAIOIIEN AKTUBHOCTH, HATIPUMED, C TIOMOTIBIO
ELISA, BectepH-OnmoTTHHTa ¥ T.1. B OIHOM acrekTe KOHKYPEHTHBIC AHAU3BI MOMKHO
MPUMEHATH JIJI1 HACHTH(DUKALIMN aHTUTENA, KOTOPOE KOHKYPHUPYET CO CPEACTBAMHU Ha OCHOBE
antutena Kk LAG-3, onucaHHBIMH B HACTOAIIEM AOKYMEHTE, 3a cBsa3biBaHue ¢ LAG-3. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIIEHUS TAKOE KOHKYPUPYIOIIEE AHTUTENO CBSI3BIBAETCS C TEM
KE STHUTOTIOM (HampuMep, THHEHHBIM WITH KOH(POPMAITHOHHBIM SITHTOTIOM ), KOTOPBIH CBSI3aH
cpeacteamMu Ha ocHoBe aHTuTena K LAG-3, onmucaHHBIMM B HAcTOAIIEM JOKYMEHTE.
WnnmrocTpaTiBHBIE CIIOCOOBI KapTUPOBAHHUS SMHUTONOB M3BECTHHI (CM., Hampumep, Morris

«Epitope Mapping Protocols», Methods in Molecular Biology, vol. 66 (1996)).

[00346] B omHOM W3 pUMEPOB KOHKYPEHTHOTO aHAIM3a HMMOOHMIH30BAHHBIN
LAG-3 MO:XHO HHKYOHPOBAaTh B PACTBOPE, COAEPIKAIIEM IIEPBOE MEUEHOE AHTUTETIO, KOTOPOE
cszbiBaercsa ¢ LAG-3, 1 BTOpoe HEMEUEHOE aHTUTENO, KOTOPOE UCCIIENYeTCA B OTHOIEHUU
€ro CIOoCOOHOCTH KOHKYPHPOBATh C TEPBBIM aHTHTENOM 3a cBia3biBanue ¢ LAG-3. Bropoe
AHTUTENI0 MOKET IMPHCYTCTBOBATh B CyNEPHATAHTE THOPUIOMBL B KauecTBe KOHTPOIA
nmmoOmm3oBaHHbIl LAG-3 MOXXHO HWHKyOHPOBAaTH B PAacTBOPE, COACPIKAMIEM TMEPBOE
MEUEHOE AaHTHTEN0, HO HE BTOPOE HEMEUEHOEe aHTUTENO. [1oce HHKyOHpOBaHUS B YCIIOBHSAX,
00ECTICUMBAIOTIMX CBA3bIBaHHWE mepBoro aHturena ¢ LAG-3, MOKHO yaamaTh H30BITOK
HECBSI3aHHOTO AHTHTENIA M H3MEPHUTH KOJIMYECTBO METKH, CBI3aHHOW C HMMOOHMITH30BAHHBIM
LAG-3. Eciti KOJTH4eCcTBO METKH, CBSI3aHHOW ¢ MMOOMIH30BaHHBIM LAG-3, cyniecTBeHHO
CHIDKAETCA B UCCIIEAyEMOM 00Pas3Iie 0 CPABHEHHUIO C KOHTPOJBHBIM 00PA3IIOM, TO 3TO MOMKET
YKa3bIBaTh HA TO, YTO BTOPOE AHTUTEIO KOHKYPHUPYET C MEPBBIM AHTUTEIIOM 34 CBSI3BIBAHHC
¢ LAG-3 (cm., Hanpumep, Harlow and Lane, Antibodies: A Laboratory Manual, ch. 14
(1996)).

[00347] B omHoM acnmekte MoOryT OBIThP TPEAYCMOTPEHBI AHATW3BI IS
WACHTH(PUKAIMKA cpeAcTB Ha ocHoBe aHTHTENna K LAG-3, oOmamaromux OHOIOTHYECKOU
AKTUBHOCTHIO. B HEKOTOPBIX BapHaHTaX OCYIIECTBIECHHS MOTYT OBITh TPETYCMOTPEHBI
aHAIM3bl I WICHTH(QHKAIMHA CpPeACTB Ha ocHOBe aHTuTena K LAG-3, oOmamaromumx
HEUTpanu3yroIed akTUBHOCThIO B oTHomeHWHM LAG-3. CpencrtBa Ha OCHOBE AaHTHTEDN,
00NTaAaroIHe TAKOH OMOJIOTHYECKONW aKTUBHOCTBIO 772 ViVO W/WIH i Vilro, TAKKe MOTYT OBITH
MPENYyCMOTPEHBL. B HEKOTOpPBIX BapHaHTaX OCYLIECTBIECHHUA AHTUTENIO IO HACTOALIEMY

M300PETCHUIO MOKHO MCCIIEI0OBATh B OTHOIICHHH TaKOW OMOJIOTHYECKOW aKTHBHOCTH.
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[00348] «buonoruyeckas akTHBHOCTB» CPEJCTBA Ha OCHOBE aHTUTena kK LAG-3
Win (parMeHTa MOJKET OTHOCHUTHCS, HapuUMep, K ad()UHHOCTH CBA3BIBAHUS KOHKPETHOTO
stmurona LAG-3, HeWTpanu3aiuy uim nogasBieHuto csaspiBannsa LAG-3 ¢ ero penentopom(-
aMH), HEUTpaNW3alMH WKW ToAaBieHUI0 aktmBHOCTH LAG-3 in vivo (manpuwmep, 1Cso),
(hapMaKOKMHETHIECKUM TIOKA3aTesIM W TIEPEKPECTHOW PEAKTHBHOCTH (HAmpuMep, C
roOMOJIOTaMU UM opTojoramu O0enka LAG-3, OTIMYHBIMH OT YETIOBEUECKHUX, HITH C JPYTUMHU
OemkaMyd WKW TKaHAMH). [[pyrue OHONOTHYECKHE CBOWCTBA WM XapPaKTEPUCTHKH
AHTUICHCBA3BIBAIOIIECTO CPEACTBA, NPU3HAHHBIE B YPOBHE TEXHHUKH, HAPUMEpP, MOTYT
BKITIOYATh aBUAHOCTH, CENEKTUBHOCTD, PACTBOPUMOCTb, CBEPHYTOCTh, HIMMYHOTOKCHYHOCTB,
SKCIIPECCUIO M COCTAaBJICHHE. BBIMIEYyNOMSIHYTbIE CBOMCTBA MM XAPAKTEPUCTHKU MO)KHO
HaOJIO1aTh, U3MEPSTH W/UIIA OLEHUBATH C IPUMEHEHHUEM CTAHJAPTHBIX METOAUK, BKITFOYAs
0e3 orpanuuenus ELISA, xonkypenTtHoiii ELISA, aHamu3 moBepXHOCTHOTO TJIA3MOHHOTO
pesonanca (BIACORE™) umm ananu3 kuHetndeckoro uckmoueHus (KINEXAT™) anamussi
HEWUTpAIM3ALUY i1 Vilro WU iN Vivo, aHAIIA3bI CBA3BIBAHUS PELIENITOPA C TUTaHAOM, aHATIU3bI
NPOAYLUPOBAHUS W/HIIM CEKPELHMHM LUTOKWHOB WM (PaKTOPOB POCTA, a TAKKE AHAIIH3

CUTHAJIbHOM TPAHCIYKLIUU U HMMYHOTHCTOXHMHYECKUE AHAIIHA3HI.
NMmyHOKOHBIOTATBI.

[00349] B HACTOSIIEM HU300pEeTEHUH TaKIKE PEeTyCMOTPEHBI
WMMYHOKOHBIOTATBL, COJAEP:KAIIHE CPEACTBO Ha OcHOBe aHturenra k LAG-3,
MPEIYCMOTPEHHOE B HACTOALIEM AOKyMEHTE. VIMMYHOKOHBIOTaT MOXKET IPEACTABIATH
COOOM aHTHUTENO, KOHBIOTHPOBAHHOE C OJHOHN WM 0O0Jiee TETCPOTIOTHYHBIMH MOJICKYJTaMH.
Hanpumep, IMMYyHOKOHBIOTAT MOKET coAepkaTh aHTUTeNO0 K LAG-3, KOHbIOTHPOBAHHOE C
OJHUM WK 00JIe€ IMTOTOKCUYECKHMH CPEJICTBAMH, TAKMMH KaK XHMHOTEPATICBTHUECKHE
CpPEICTBA MWW JIEKAPCTBEHHBIC CPEACTBA, CPEACTBA, NOJABIIIOIIUE POCT, TOKCHHBI
(HarpuMep, O€NKOBBIE TOKCHHBI, ()EPMEHTATHBHO AKTHUBHBIE TOKCHHBI OaKTE€PHAIHHOTO,
TPUOKOBOTO, PACTHUTEIBHOTO WIIH JKUBOTHOTO TIPOHCXOXICHUS WM MX (PParMeHTHI) WA

PaAHOAKTUBHBIC H30TOIIbI.

[00350] B HEKOTOpBIX BapHAHTAX OCYINECTBICHHA HMMYHOKOHBIOTAT MOMKET
MPEACTABIATh COOOM KOHBIOTAT aHTUTENO-ekapcTBeHHOoe cpeactBo (ADC), B koropom
AHTUTENO KOHBIOTUPOBAHO C OJJHUM HIIH O0JIe€ JIEKapCTBEHHBIMM CPEACTBAMHU, BKIIIOUas 0e3
OTPaHMYEHHUS MAaWTAH3UHOMI, AaypUCTaTHH, TAaKOM KaK MOHOMETHIIAypUCTATHHOBBIE

nekapctBeHnbie ¢pparments DE u DF (MMAE u MMAF); monactaTvH; KaTMXeaMHUITAH HITA
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€r0 TPOU3BOTHOE; AHTPALIMKIIMH, TAKOW KaK JayHOMHIIHH WA JOKCOPYOHUIMH;, METOTPEKCAT;
BUH/IC3WH, TAKCaH, TAKOW KaK JOLETAKCEN, MAKIUTAKCEN, JIAPOTAKCEN, TE3E€TaKCENn H
oprarakcer, tpuxoremeH u CC1065 (cm., Hampumep, mateHTel CIITA NeNe 5208020,
5416064, 5635483, 5780588, 7498298, 5712374, 5714586, 5739116, 5767285, 5770701,
5770710, 5773001, 6630579 u 5877296, EP0425235B1; Hinman et al., Cancer Res.,
53:3336-3342 (1993); Lode et al., Cancer Res., 58:2925-2928 (1998); Kratz et al., Current
Med. Chem., 13:477-523 (2006); Jeffrey et al., Bioorganic & Med. Chem. Letters, 16:358-
362 (2006); Torgov et al., Bioconj. Chem., 16:717-721 (2005); Nagy et al., Proc. Natl. Acad.
Sci. USA, 97:829-834 (2000); Dubowchik et al., Bioorg. & Med. Chem. Letters, 12:1529-
1532 (2002) u King et al., J. Med. Chem., 45:4336-4343 (2002)).

[00351] B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHUS HMMYHOKOHBIOTAT MOKET
COJEPIKATh AHTUTENO, OIHMCAHHOE B HACTOAIIEM JOKYMEHTE, KOHBIOTHPOBAHHOE C
(pepMEHTATUBHO AKTUBHBIM TOKCHHOM HIIM €r0 ()parMeHTOM, BKIFOUas O€3 OrpaHHYCHUSA
TA(PTEPUIHYIO LeTb A, HECBA3BIBAIOINUE AKTHBHBIE (PparMEHTHI TU(PTEPUHHOTO TOKCHHA,
nenb A 3k30TokcHHA (W3 Pseudomonas aeruginosa), nemp A punmHa, nenb A aOpuHa, 1eTh
A MoxekimHa, anbda-capius, oenku Aleurites fordii, Oemkm nuanTuHa, O6enku Phytolaca
americana (PAPIL, PAPII u PAP-S), uaru6urop u3 Momordica charantia, KypimH, KpOTHH,
HHTHOMTOP W3 Sapaonaria officinalis, reJTOHWH, MUTOTCIUTHH , PECTPUKTHH, (DEHOMHMIIHH,

OHOMHIHWH U TPUXOTCIHCHDI.

[00352] B HEKOTOpBIX BapHaHTAX OCYINECTBICHHUA HMMYHOKOHBIOTAT MOMKET
COJIEPKATh AHTUTENO, OIMCAHHOE B HACTOAMIEM JOKYMEHTE, KOHBIOTHPOBAHHOE C
PaTHOAKTHBHBIM ~ aTOMOM C  OOpa3OBaHHEM pPaauOKOHBIOTaTa. MImmocTparuBHBIE
PaaNOAKTUBHBIE U30TOIBL, JOCTYIHBIE A MOJYYCHH PAAUOKOHBIOIATOB, MOTYT BKIIFOYAaTh
At211, 1131, 1125, Y90, Rel86, Rel88, Sm153, Bi212, P32, Pb212 u paamoakTUBHBIE
m3oronbl  Lu. PaguokoHbrOraT MOXKET COAEp)KaTh  PAJAUMOAKTHBHBIA  aTOM  JJIA
CLMHTUTPAPUIECKOTO OOHAPYKEHUS (HarpuMep, tc99m wmm 1123, unn CIHHOBYIO METKY JUTS
AnepHOM MarHuTHO-pe3oHaHcHOM (NMR) Ttomorpadmm, takyro kak #ox-123, #oxm-131,
maanii-111, ¢rop-19, yraepox -13, azor-15, xucnopon-17, ragoNWHWNA, MapraHell WA
KENe30).

[00333] Konbrorarel Ha OCHOBE aHTUTENA U TUTOTOKCHYECKOTO CPEACTBA MOKHO

nojay4aTrb ¢ MPpUMCHCHHUCM 6I/I(1)yHI(I_[I/IOHaJ'IBHBIX OEIKOBBIX CBA3ZYHOIIUX CPCACTB, TAKUX KaK

N-CyKUMHUMUAAHI-3-(2-TIAPHAUITIUTAO )IIPOITHOHAT (SPDP), CyKumHAMHTHAT-4-(N-
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MaJIEMMHUIOMETHII ) [IMKIIOTEKCaH- | -KapOokcHnar (SMCC), WMUHOTHOJIAH IT),
On(yHKIIMOHAIBHBIE TTPOU3BOAHBIE HMHI03(UPOB (Takue Kak aumetwnaaunumunat HCI),
AKTUBHBIE CTIOXKHBIE (PHUPHI (HATPUMED, TUCYKIMHAMUAHIICYOepaT), allbACTH/ABI (HaIpuMep,
TITyTapajabAeTH ), OUC-a3uI0COe TUHEHH (HampuMep, Ouc(Im-a3ua00eH30MT)reKCaHTHAMIH ),
MPOU3BOAHBIE OWC-aua3oHus  (Hampumep, Ouc(T-THa30HUHOEH30M)-3THIICHAHAMIH),
JTUHA30IMAHATHI (TaKUE KaK TOTYO0J-2,0-TUH30IMAaHAT) U OWC-aKTHBHBIE COCTUHEHUs (Topa
(mammpumep, 1,5-mudTop-2,4-muHuTpoOeH30m). Hanpumep, MOKHO MONTyYaTh PULIMHOBBIHA
UMMYHOTOKCHH (cM., Hampumep, Vitetta et al., Science, 238:1098 (1987)). Meuennas
yriepoaom-14 1-n30THOIIMaHATOOEH3UIT-3 -METUII U TUTICH TPUAMUHIICHTAY KCY CHast
kuciora (MX-DTPA) npeacrasnseT coO0M MILTIOCTPATHBHOE XEIATUPYIOMIEE CPEICTBO IS
KOHBIOTALIMKA PAJMOHYKIEOTHAAa ¢ aHTturenoMm (cm., Hampumep, WO94/11026). Jlunkep
MOKET  OBITh  PaCHICIUIAEMBIM,  OOJler4ass  BBICBOOOXKIECHHE  IIMTOTOKCHYECKOTO
JIEKapCTBEHHOTO CPEJICTBA B KIETKe. MmmocTpaTuBHbIE pacileruiieMble JTMHKEPHI MOTYT
BKIIFOYATh B CE0S KHUCIOTOHEYCTOMYMBBIN JIMHKEP, MENTHIA30YYBCTBHUTEIBHBIA JIHHKEP,
(OTONAOUIBHBIN TUHKEP, TUMETHIOBBIH JIMHKEP M TUCYIb(UACOIEPKAMIMHA JIMHKEP (CM.,

Hanpumep, Chari et al., Cancer Res., 52:127-131 (1992); marent CILIA Ne 5208020).

[00354] B Hactosmem nokymeHTe HMMMyHOKOHBrOraTtel wimu ADC  aBHO
MPEAYCMATPUBAIOT KOHBIOTATHI, TMOJNYYCHHBIE C MPUMEHEHHEM CINUBAIONINX PEAreHTOB.
NnmrocTpaTuBHBIE CHIMBarOIKe peareHThl MoryT BKmouate BMPS, EMCS, GMBS, HBVS,
LC-SMCC, MBS, MPBH, SBAP, SIA, SIAB, SMCC, SMPB, SMPH, cyms¢po-EMCS,
cynbo-GMBS, cynppo-KMUS, cympho-MBS cymedo-SIAB, cynedo-SMCC u cymbdo-
SMPB u SVSB (cykumaumunnn-(4-BUHAICYTb()OH)OEH30aT).

Cnoco0bI M1 KOMNO3ULIMHU AJIS1 IUATHOCTUKHU U 00HAPYsKEeHMsl.

[00355] B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHUS JIFOOO0E U3 CPEICTB HA OCHOBE
aaturena K LAG-3, TpeayCMOTPEHHBIX B HACTOSMIEM JOKYMEHTE, MOMKET OBITh
MPUMEHUMBIM JUIi  OOHapykeHuss npucytctBus LAG-3 B OmomormueckoMm oOpasiie.

O6Hapy)I(GHI/IC MOZKCT BKIIIOYATh KOJTHYCCTBCHHOC UM KAYCCTBCHHOC O6Hﬂpy>I(eHI/Ie.

[00356] CpeI[CTBa Ha OCHOBE AaHTUTEJIA H KOMIIO3HIIMHM, PACKPBITBIE B
HACTOSLIEM JOKYMEHTE, MOKHO MIPUMEHATD JUTSl PA3IMYHBIX LIEJEH, TAKMX KaK OTCIIC;KUBAHUE
yposHsa Oenka LAG-3 y cyObekTa, HCCIIEAyeMOro Ha MPEAMET HATHYHUA 3a00JI€BaHUSA WITH

HapPYIIEHHS, KOTOPOE YyBCTBUTEIIBHO K ToaBieHu0 LAG-3. DT criocoOBI MOTYT BKJIFOYATh
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NPUBEACHHE B KOHTAKT 00pasla OT CyObeKTa, y KOTOPOTO IHATHOCTHPOBAHO TAKOE
3a00JIeBAHHE WM HAPYIICHHE, C AHTHTEIIOM, OIMMCAHHBIM B HACTOAINEM IOKYMEHTE, W
OOHapy)KEHHUE CBA3BIBAHUA aHTHUTENA C 00Pa3oM. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHA
CIIOCOOBI MOTYT JOMOJHHUTEIIFHO BKIIOYATh IPHBEJICHHE B KOHTAKT BTOPOTO AHTHUTEJA,
koTopoe cBa3biBaeT LAG-3, ¢ 00pa3nom, u 00HapyKEHHE CBA3BIBAHUS BTOPOTO aHTUTENA. B
HEKOTOPBIX BapHAHTAX OCYHIECTBIICHUS CIIOCOOBI MOTYT JOTIOJIHHUTEIFPHO BKITOYATh
NPUBEIECHUE B KOHTAKT BTOPOTO CPEACTBA HA OCHOBE AHTHTENA, KOTOPOE CHEIU(HUECKH
pacriosHaeT cpeAcTBo Ha ocHoBe aHtutena k LAG-3, ¢ oOpa3umom u OOHapyKeHHe

CBA3BIBAHHA BTOPOTO CPEACTBA HA OCHOBC AHTUTCIIA.

[00357] B cooTBeTcTBHU € IpYrMM BapHaHTOM OCYILECTBIICHUSA B HACTOSIIEM
HU300PETEHUH TIPEAYCMOTPEHBI CIOCOOBI THATHOCTHKH. CriocOoOBI JTHATHOCTHKH OOBIMHO
BKIIFOYAIOT B CE0S NMPHBEJACHHWE B KOHTAKT MOJYYEHHOTO OT TAIMEHTa OHOIOTHYECKOTO
00pasiia, TAKOTo KaK, HAIpUMep, KPOBb, CBIBOPOTKA KPOBH, CITFOHA, MOYa, MOKPOTA, 00pa3ery
KJIETOK OYKKaJIbHOTO Ma3Ka MM OMOTICHS TKaHH, CO CPEACTBOM Ha OcHOBE aHTuTena kK LAG-
3 u ompeneneHUE, CBA3BIBACTCA JIM CPEACTBO HA OCHOBE AaHTHUTENA MPEUMYILIECTBEHHO C
00pasoM IO CPaBHEHHIO C KOHTPOJBHBIM OOpa3sOM HIH C 33aJaHHBIM IIOPOTOBBIM
3HAYEHUEM, YTO YKA3bIBAET TAKKUM 00pa3om Ha npucyTctere LAG-3. B cBsI3u ¢ 3TH CpeIcTBO
Ha ocHoBe aHTUTENA K LAG-3 MOKHO IPUMEHATH B CIIOCOOE JTHATHOCTHKH HAPYIICHHS WITH
3a00JI€BaHUsA, TIPH KOTOPBIX HEAJCKBATHASA YKCIPECCHUs (HATIPUMED, CBEPXIKCIIPECCHS) HITH
MOBBIIIEHHAss aKTUBHOCTH L AG-3 BBI3BIBAET MM BHOCUT BKJIAJ B MATOJOTHYECKHE d(PdeKThI
3a00JI€BaHUSA WM HApYIICHWS. AHAJIOTHYHBIM 0Opa3oM, CPEACTBO HA OCHOBE AHTHUTENIA K
LAG-3 MO’KHO IPUMEHSATH B aHAITH3E JJIS OTCIICKUBaHUA YpoBHew Oenmka LAG-3 y cyObekTa,
HCCTIEAYEMOTO Ha TIPEAMET HAJTMYWSA 3a00JIEBAHUS WITH HAPYIICHHUS, KOTOPOE YyBCTBHTEIBHO
k nojasiaeHutro LAG-3. Ilytu wuccregoBaTeNbCKOro MNPUMEHEHHUS NPEAyCMaTpPHUBALOT,
HATIPUMEP, CIIOCOOBI, B KOTOPBIX HMCIIONIB3YETCS CPEICTBO HA ocHOBE aHTUTENa K LAG-3 n
MeTKa i BeiiBneHus Oemka LAG-3 B oOpasue, Hampumep, KpOBH, CBIBOPOTKH KPOBH,
CIFOHBI, MOYH, MOKPOTBI, 00pa3na KIETOK OyKKATBHOTO Ma3Ka WIH OHOTICHH TKAaHHM.
CpenctBo Ha ocHoBe aHTHUTENA K LAG-3 MOKHO TPHUMEHATh B HEMOIH(DULIUPOBAHHOM HITH
MOIU(UITUPOBAHHOM BHJIE, HATIPUMEP, TPH KOBAJIEHTHOM HWIJIH HEKOBAJICHTHOM MEYECHHHU
BBIBIIEMBIM  (pparmeHTOM. Hampumep, BbIIBIsIEMBIM (parMeHTOM MOKET OBITH
paguomsoron (mampmmep, -H, “C, 3P, 3°S, I wm BY), ¢nyopecuentnoe wm

XEMUJFOMHUHECLIEHTHOE COeNUWHEHHE (HampuMep, (IIyopeclenH-U30THOMAHAT, POAAMHH
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wnu mronudepun), pepmeHT (Harmpumep, menmouHas (ocdaraza, OeTa-rajJakTo3uaa3a WM
MEPOKCHA3a XPEHA) HITK MPOCTETUIECKHUE TPYyNIBL. B KOHTEKCTE HACTOSIIETO N300PETEHUS
MOYXHO TIPUMEHATH JIFOOOHW W3BECTHBIM M3 YPOBHA TEXHHKH CIOCOO OTAEIBHOTO
KOHBIOTHPOBAHUS AHTUTCHCBI3BIBAIOIIETO CPEACTBA (HATIPUMEDP, AHTUTENA) C BBIABISIEMBIM
¢dparmenTom (cMm., Hampumep, Hunter et al., Nature, 194: 495-496 (1962); David et al,
Biochemistry, 13: 10144021 (1974); Pain et al, J Immunol. Metk, 40: 219-230 (1981) u
Nygren, J, Histochem. and Cytochem., 30: 407-412 (1982)).

[00358] Vposuu Oenka LAG-3 MOXHO M3MEPATh C IPUMEHEHHUEM PACKPBITHIX
cpeacts Ha ocHOBe aHTHTena K LAG-3 ¢ moMompio JOOOT0 MOAXOMAAIIETO CIoco0a,
W3BECTHOIO B JaHHOM oOmactu. Takme cmocoOBl MOTYT BKIIHOYAaTh, HAmpUMeEp,
panuonmmyHonoruueckuii ananus (RIA) u FACS. HopmanbHbie Wiy cTaHAapTHBIE 3HAYECHUSA
skcnpeccur LAG-3 MOXHO YCTAHOBUTH C MPHMEHEHHEM JTFOOOW TMOAXOMAMICH METOIHKH,
HANpUMeEp, MyTeM OOBEAMHEHHA o00pasia, COJECPIKAlIEer0 WM TPEIIOTI0KUTETHHO
coaepxamero LAG-3, co cpecTBOM Ha OCHOBE aHTHTENA, CHCHHU(YUUYECKOTO B OTHOIICHUH
LAG-3, B yCcloBHAX, TOAXOMAINMX JJIT OOPAa30BaHUS KOMILUIEKCA AHTHTCH-CPEICTBO Ha
ocHoBe aHTHTeNa. CpeaCcTBO HA OCHOBE AHTUTEJIA MOYKHO TIPSIMBIM HMIJTH KOCBEHHBIM CITOCOO0M
MOMETHTh BBIABIIEMBIM BEHIECTBOM Ui OOJIETYCHHS BBIABJIICHUS CBA3aBIICTOCS WA
HECBsI3aBOIErOCs aHTUTeNna. [loaxoasimue BBIIBIAEMbIC BEIIECTBA BKIIOYAIOT PA3TAYHBIC
(epMEHTHI, TTPOCTETUYECKHE TPYMIBIL, (ITyOPECICHTHBIE MATEPHAIBI, JFOMUHECIICHTHBIE
MaTepHAITBl H PaTMOAKTHBHBIE MaTepHaibl (cM., Hampumep, Zola. Monoclonal Antibodies: A
Manual of Techniques, CRC Press, inc. (1987)). KomuuectBo mommmentuaa LAG-3,

IKCTIPECCHPYEMOTO B 00pa3sIie, 3aTeM CPABHUBAIOT CO CTAHAAPTHBIM 3HAYECHUEM.

[00359] CpencrBa Ha ocHoBe aHTUTeNna K LAG-3 mMoryr oOecmieunBaThCsS B
HaOOpe, T.€. YMaKOBAHHOW KOMOWHALIMK PEAreHTOB B TIPEIBAPUTEIHHO OTIPEIETICHHBIX
KOJIMYECTBAX C HHCTPYKIMAMHU TI0 TIPOBEICHHUIO THATHOCTHYECKOTO aHamm3a. Ecimu cpeacTso
Ha ocHoBe aHTHTena kK LAG-3 momedeHO ()epMEHTOM, TO HAOOP MPEATIOYTATENHEHO MOYKET
comep:kath CyOcTparbl W Ko(akTOpel, HeoOXxomumbie it (epmeHTa (HampuMep,
MPEINIECTBEHHHK CyOCTpaTa, KOTOPBIA OOECIIEYMBAET BBIABIIEMBIH XpOMOQOp HITH
dnyopodop). Kpome Toro, B Ha6Op MOTYT OBITh BKIIFOUEHBI U JPYTHE JOOABKH, TAKHE KaK
crabunmuzaTopsl, Oydepsl (Hampumep, Onokupyromwi Oydep umu Oydep At TU3uca) U T. 1L
OTHOCHTETBHBIE KOTMIECTBA PA3TTUYHBIX PEATEHTOB MOTYT BAPhUPOBATHCS I 00ECTICUEHUS

B PacTBOPE KOHLIEHTPALIMM PEAreHTOB, KOTOPHIE B 3HAYUTEIBHOM CTEEHU ONTHMU3ZHPYIOT
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YYBCTBUTENILHOCTh aHajK3a. PeareHThl MOTYT OOECIICYHBATHCS B BHJC CYXHX IMOPOIIKOB
(00BIYHO TMO(UITH30OBAHHBIX ), © HAOOPHI BKITFOYAOT BCIIOMOTATEIIbHBIE BEMIECTBA, KOTOPHIE
TIOCITE PACTBOPEHHUS MOTYT OOECTICYHBATH PACTBOP PEATEHTA, HMEIOIUI COOTBETCTBYIOIIYIO

KOHLIEHTPALIHUIO.
®dapmaneBTHYECKHE COCTABbIL.

[00360] B Hacrosimiem u300peTEHUH TaKKe TIPETyCMOTPEHBI (DapMaIleBTHUECKHE
cocTaBbl (Harpumep, (apMarieBTHUECKH MPUEMIIEMast KOMITO3UIIHSA ), COACPIKATIIHE OJTHO HITH
0oJee MPeTyCMOTPEHHBIX CPEACTB Ha OCHOBE aHTHTENA K LAG-3, OMUCaHHBIX B HACTOSTIEM

JOKYMEHTE.

[00361] B BapHaHTaX OCYIIECTBICHUSA HacTosAIICe n300peTeHne
npexycMaTpUBacT JHOOOE CPEACTBO, OIMCAHHOE B HACTOSIIEM JOKyMEHTE. Takue
(apmaneBTHYECKHE KOMIIO3UIMM HEOOA3aTETbHO MOTYT BKIIOYATh W/WIIA BBOJUTHCA B
KOMOMHAIIMM C OJHUM WM Oo0Jieeé JOMOJTHUTEIBHBIMH TEPANEBTHUECKH AKTHBHBIMHU
BEIIECTBAMU (HATIPUMEP, HHTHOMTOPOM KOHTPOJIBHOH TOYKH WA TPOTHBOPAKOBBIM
CPEACTBOM, TaKWM Kak Hupamapu0). B HEKOTOpBIX BapHaHTaX OCYIICCTBICHUS
npeTyCMOTPEHHBIE (hapMAIIEBTUYECCKHE KOMITO3UIIMK TMMOJIC3HBI B MEJUIIHHE. B HEKOTOPBIX
BApHAHTAX  OCYMIICCTBIICHHA  MPEAYCMOTPEHHbIE  (DapMAICBTUYCCKAE  KOMIO3HIIUH
NPUMEHUMBI B KAa4eCTBE MPOQPHUIAKTHYCCKHX CPEACTB (T. €. BAKIWH) TPH JICUCHUU WIH
npoHUITaKTHKE 3a00J1e BAHUH U HAPYIICHHWH, TAKKX KaK OMTUCAHHBIC B HACTOSAIEM JOKYMEHTE.
B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS MPEAYyCMOTPEHHbIE (hapMaleBTHUYCCKHE
KOMITO3HMIIMH TIPUMEHHUMBI B IMyTAX TEPAMEBTHYECKOTO MPUMEHECHHUS, HAIPUMEP, Y JTOJCH,
CTPAJAOIIUX OT 3a00JICBAHWH W HAPYIICHHH, TAaKUX KAk OMHCAHHBIC B HACTOSLICM

AOKYMCHTC, HJTH BOCIIPHUMYKBBIX K HUM.

[00362] B  HekoTOphIX BapuWaHTaX OCYHICCTBIICHHS (hapMAaICeBTHYCCKHE
KOMITO3ULIMHA COCTABJIEHBI )i BBEJICHHS JIOAIM. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHUS
(dhapMareBTHYECKHE KOMITO3UITUH COCTABIICHBI /I BBEJACHUS MJICKOITHUTAIOIINAM, OTIIHYHBIM

OT YeJIOBEeKa (HaITpUMep, TTOIXOIAT A IPUMEHEHHS B BETEPHHAPHH).

[00363] dapmMalieBTUIECKHUE COCTaBbI CPECTBA HA OCHOBE aHTHTeNna K LAG-3,
OIIMCAHHOI'0 B HACTOSAINEM JOKYMEHTE, MOKHO IIOJIYYUTH IIYTEM CMEMIMBAHHUS TaKOIro
AHTHUTEJIA, UMEIOMIETO JKEJTAEMYIO CTETICHb YHCTOTHI, C OJTHAM HJTH 00Jiee He0Os3aTe b HIMU

(apMaleBTHYECKH  TNPUEMJIEMBIMH ~ HOCHUTENIIMH  (CM.,  Hampumep, Remington's
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Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)) B popme muodunusupoBaHHBIX

COCTaBOB WK BOJAHBIX PAaCTBOPOB.

[00364] dapmaneBTHIECKH TPHEMIIEMbIE HOCHUTENTA OOBIYHO HETOKCHYHBI IS
PELIMITMEHTOB TIPH HCIONB3yEeMbIX JO3HPOBKAX M KOHLEHTparmsax. WmmocTpaTuBHBIE
(apMaleBTHYECKH TIPHEMIIEMBIE HOCHTEIM MOTYT BKIOYAaTh Oydepsl (Hampumep,
¢dochaTHBIN, IMTPATHRIM W APYTHX OPTAaHHYECKUX KHUCIIOT), aHTHOKCHIAHTHI (HAIpPHUMED,
aCKOpOMHOBYIO  KHUCJIOTY M  METHOHHMH); KOHCEPBAaHTHI  (HampuMep,  XJIOPHI
OKTaJACLIMITUMETHIIOCH3MITAMMOHUS ); XJIOPH/T TEKCAMETOHUS, XJIOPU/I OEH3AIKOHUS ; XJIOPU/T
OeH3eTOHMA;, (peHoN, OyTHIIOBBIM WM OEH3HWIIOBBIM CIHPT, aNKUIMapaOeHbl (Hampumep,
METHJI- WK PONMIINIAPA0CH ); KATEXHH; PE30PLIMH; IUKIOTEKCAHOI; 3 -TIEHTAHOI U M-KPE30JT;
HU3KOMOJIEKYJIAPHBIE (MEHEee 4YeM MPHOMM3HTENHHO 10 OCTATKOB) TOJMIENTHABI, OCNKH,
(HanpuMep, CHIBOPOTOYHBINA ABOYMHH, JKE€JIATHH WM UMM YHOTJIOOYIIUHBI); THAPO(DUITbHBIE
NOJMMEPHI  (HAIpUMEpP, TOJIUBUHWINUPPOIUIOH); AMHHOKHCIOTHI (HANPUMEP, TIIHLMH,
IIyTaMUH, acTlaparuH, TUCTHIMH, aprMHMH WJIM JIM3HMH); MOHOCAaXapHIbl, AUcaxapuibl U
ApyTHE YIIeBOABl (HAMpUMEpP, TIIOKO3Y, MAaHHO3y WIH JEKCTPHHBI); XENATHPYIOIIHE
cpeacrBa (mampumep, EDTA); caxapa (Hampumep, caxapo3y, MaHHHUT, TPErajioly WIIH
copOHT); COICOOPa3yIOIHe MPOTHBOUOHBI (HATIPUMEP, HATPUH); KOMILIEKCHI METAUIOB
(Hampumep, 7Zn-OeJKOBBIE KOMILICKCHI) W/HWIA HEHOHHBIE TOBEPXHOCTHO-aKTHBHBIC
BemiecTsa (Hanpumep, nommdTHeHT KOs (PEG)). MmmoctpatuBHble (hapManeBTHYECKH
MPUEMIIEMBIE HOCHTEIH B HACTOAIIEM JOKYMEHTE MOTYT JOIMOJIHUTEIFHO BKITFOYAThH
CPeACTBa TUCTIEPTHPOBAHUS JIEKAPCTBEHHOTO CPEACTBA B MEKKIETOYHOM TPOCTPAHCTBE
(HampuMep, PacCTBOPUMBIE TIIMKOTPOTEWHBI THATYPOHHUIA3bl C HEUTPATbHOW AKTHBHOCTHIO
(SHASEGP)) (cm., wanpumep, 3asBku Ha mateHT CIIA NoNe US 2005/0260186 wu
US 2006/0104968). B ogaom acnekte SHASEGP moxHO 00BenHHATE ¢ OTHON WK Ooee

JOIIOJIHUTCIIbHBIMH I'THKO3aMHHOI'TITHKAHA3aMH (HaanMep, XOHI[pOI/ITI/IHaSaMI/I).

[00365] B HekoTOphIX BapHaHTaX OCYIIECTBICHUA MPEAYCMOTPEHHBIE
(dapManieBTHUECKHE KOMITO3WIIMK  COJEPKAT OMHO WM Ooiee  (hapMarieBTHUECKH
MPHUEMIIEMBIX BCIIOMOTATEIbHBIX BEIIECTB (HAIPUMEP, KOHCEPBAHT, HHEPTHBIN Pa30aBUTEIb,
JAUCTIEPTUPYIOIIEE CPEJCTBO, IOBEPXHOCTHO-aKTHBHOE CPEICTBO WHIIH 3MYIIBraTop,
OydepHOE CPeCTBO U T. /1.). B HEKOTOPHIX BapHaHTAX OCYIECTBICHUS (PapMaICBTHIECKHUE
KOMITO3UIIMK COJEPXKAT OJMH MK O0O0Jice KOHCEPBAHTOB. B HEKOTOPHIX BapUaHTax

OCYyIIecTBICHUS (hapMaleBTHUECKHE KOMITO3WIIMH HE COJEpKar KOHCepBaHTa. B
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Remington’s The Science and Practice of Pharmacy, 21st Edition, A. R. Gennaro, (Lippincott,
Williams & Wilkins, Baltimore, MD, 2006) packpbIBarOTCsI pa3lTUYHBIE BCIOMOTATEIBHBIE
BEIIECTBA, PUMEHAEMBIE TIPH COCTABIICHUH ()apMaIICBTHYECKAX KOMITO3HIHHA, H H3BECTHHIC
METOABl WX TONyYEHHUS. 3a HMCKIIOUYEHHEM TEX CIy4YaeB, KOT/A Kakas-THO0 OOBIMHAS
BCIIOMOTATENIbHAS CPeaa HECOBMECTUMA C BEIIECTBOM HIIM €T0 MPOH3BOJIHBIMH, HATIPHMED,
M3-32 KaKOTO-IMOO HEXENaTeNbHOrO Ouojoruueckoro 3¢dexra wmu HHBIM 00pa3oMm
BPEIHOTO  B3aUMOJECHCTBHUA C JIHOOBIM JAPYTHM  KOMIIOHEHTOM (KOMIIOHEHTAMH)
(papMaLeBTHYECKONH KOMIIO3HIIMH, TPEAIIONIATAETCA, YTO €€ INPHMEHEHHWE HAXOJHUTCS B

npeaenax 00beMa HaCTOSIIETO H300PETEHUS.

[00366] B  HEKOoTOphIX BapHaHTaX OCYHIECTBICHHA (hapMalleBTHYECKHE
KOMITO3HMIIMM TIPEAYCMOTPEHBI B (opMme, KOTOpas MOKET OBITh OXJIAKIACHA W/WIH
3aMOpO’keHa. B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHSA (hapMAIEBTHUECKHE KOMIIO3HULIHU
NpexycMOTPEeHbI B (hOpMe, KOTOpas HE MOKET OBITh OXJAKJACHA W/HIM 3aMOpOoXeHa. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUSA COCTAB CPEACTBA HA OCHOBE AHTHUTENIA MOKET OBITh
modunmusuposat (cM., Hanpumep, mateHT CIITA Ne 6267958). CocTaBbl cpeicTBa Ha OCHOBE
AQHTHTENIAa MOTYT OBITh BOAHBIMH (cM., Hampumep, mareHT CIIA Ne6171586 wu
WO006/044908). B HEKOTOpBIX BapWaHTaX OCYIIECTBICHHS BOCCTAHOBIICHHBIE PACTBOPHI
W/WITH KUJKUE JIEKAPCTBEHHBIE ()OPMBI MOYKHO XPAHHUTh B TEUECHUE OTIPEACTICHHOTO TIEPHOIA
BPEMEHH MOCJIe BOCCTAHOBJICHHA (Hampumep, 2 vaca, 12 dacos, 24 4vaca, 2 mHA, 5 aHEH, 7
aHer, 10 mgHEH, 2 Hemeaw, MecsIl, JBa MECAIa WIXA JI0Jbiie). B HEKOTOPHIX BapHaHTaX
OCYIIECTBIICHHS XpaHEHHE KOMTIO3HUIIMK Ha OCHOBE AHTUTEIIA B TEUECHHE OOJIEE JTUTETBHOTO

BPEMEHH, YEM YKA3aHO, TPUBOAUT K Pa3PYLHICHHUIO MOJIEKYL.

[00367] XKunkne nexapcTBeHHBIE ()OPMBI H/HIM BOCCTAHOBJIEHHBIE PACTBOPHI
MOTYT TIPEAYCMATPUBATh TBEPIBIC YACTHIBI W/HIIM 00ECIBEYMBAHUE TIEPEN BBeJACHHEM. B
HEKOTOPBIX BapHUAHTaX OCYIIECTBICHHS PAcTBOP HE CIEIYeT HCIONIb30BaTh, €CIU OH

00eCIBEYECH WJIM MYTHBIN W/WITK €CITH TIOCIE (DPUIThTPALIMH OCTAFOTCA TBEP/IbIC YACTHIIBL.

[00368] CocraB B HACTOAIIEM JOKYMEHTE TAaKXKE MOMKET COACpXkKaTh Oolee
OJTHOTO AaKTUBHOTO WHIPEAMEHTA, €CIH HEOOXOAWUMO [JIsi KOHKPETHOTO TIOKAa3aHWS,

TIOJIJICKAIIETO JICUEHHUTO (HaMPUMED, paKa).

[00369] AKTHBHBIE WHTPEIHUECHTHI MOTYT OBITh 3aKITFOUYEHBI B MHKPOKATICYJIBI

(HaHpI/IM cp, THAPOKCUMECTHUIICILTIOIIO3HBIC WUk  KCIIATHHOBBIC MHUKPOKAIICYIIbI H
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MONMM(METHIIMETAKPUAT)). AKTHBHBIE HMHTPEAMEHTHI MOTYT OBITh 3aKIIFOYEHBI B
MHUKPOKAIICYJBl B KOJUTOMIHBIX CHCTEMAaX JOCTABKH JIEKAPCTBEHHBIX CPEACTB (HAmpumep,
JUTIOCOMBI, ATbOYMHHOBBIE MUKPOC(EPHI, MUKPO3MYIIBCHH, HAHOYACTHUIIBI U HAHOKATICYJIIBI)
WA B MaKpOAMYJIbCHH. MOYKHO TIONTy4YaTh MPEMApaThl C 3aMEJICHHBIM BBICBOOOKICHHEM.
[loaxonsimue mpuMepsl MPENapaToB ¢ 3aMeIJICHHBIM BBICBOOOKJIEHHEM MOTYT BKIIFOYATh
MOMYNPOHUIIAEMbIE MATPHUIBI W3 TBEPABIX THAPOGOOHBIX TMOJUMEPOB, COACPIKALIUX
AHTUTEIO, IPUIEM 3TH MATPHUILIBI UIMEIOT (PopMy (HOPMOBAHHBIX H3AETUH (HATPUMED, TUIEHOK
nunu MEKpokaricyn). CocTaBbl, IPUMEHAEMbIE I BBEACHUS 71 Vivo, OOBIYHO MOTYT OBITh
CTEPWJIbHBIMU (HAampuUMep, MyTeM (QUIbTPALMU Yepe3 MEeMOpaHbl JUId CTEPUIH3YIOIIEH

(bunbTpaImm).

[00370] Hanpumep, QapmaneBruyeckue KOMMIO3ZHMLMH, HPEIYCMOTPEHHBIE B
HACTOSIEM JOKYMEHTE, MOTYT OBITh MPEACTABICHBI B CTEPHIIBHON (HOpME I HHBEKIMN
(Hanpumep, B (opme, KOTOPAs MOAXOUT JUIA TOJKOKHOW MHBEKIMU WA BHYTPHUBEHHOU
uH(py3un). Hampumep, B HEKOTOPHIX BAapHAHTaX OCYIIECTBICHUSA (hapMaLEBTHYECKHUE
KOMITO3HMIIMM TIPEAYCMOTPEHBI B JKHIKOM JIEKAPCTBEHHOH (hOpMe, KOTOpas MOAXOIUT IS
UHBEKIMH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIECHHUS (hapMAIEBTUYECKUE KOMITO3HULIMU
NPEeAYCMOTPEHBI B BHIAE TMOPOIIKOB  (HAMpUMep, JTHOQWUIM3HPOBAHHBIX  H/HITH
CTEPUIIM30BAHHBIX), HEOOA3ATEITFHO TMOJ BAKYyMOM, KOTOPBIE BOCCTAHABIMBAIOT BOIHBIM
pasOaBuTeneM (HarpuMep, BOJOH, Oy(dhepoM, COIEBBIM PACTBOPOM H T. JI.) IEPET HHBEKIHCH.
B HeKOTOpBIX BapHaHTaX OCYIIECTBICHHUS (HapMAIEBTHYECCKHE KOMITO3HIIUH Pa30aBIIOT
W/WITM BOCCTAHABIIMBAIOT B BOJE, PACTBOPE XJIOPWIA HATPHUs, PACTBOPE alleTara HATpPHA,
pactBope OcH3uioBOTO crmpTa, ¢GochaTHO-OyPepHOM COlEBOM pacTBOpe W T. 1. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUA TIOPOIIOK CIIETYET OCTOPOKHO CMEMIUBATH C BOTHBIM

pasOaBuTENIEM (HATIPUMED, HE B30AITHIBATH).

[00371] CocraBbl (papMareBTHYECKUX KOMIIO3HIIHM, OMTUCAHHBIX B HACTOSIIEM
JTOKYMEHTE, MOYKHO IOJIyYHUTh JIFOOBIM CIIOCOOOM, HW3BECTHBIM HMIIM B JallbHEHIIIEM
pa3paboTaHHBIM B 00JTacTH (hapMaKOJIOTHH. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHS TaKHE
COCOOBI TIONYYEHHUS BKIIOYAOT CTATHUI0 OOBEAMHECHHS aKTHBHOTO WHIPEIUCHTA C OJHHUM
nmi  Oonee BCIOMOTATEIbHBIMH BEHIECTBAMH W/HIM OJHHUM WIH 0OOJee ApyTHMHU
BCIIOMOTATCIIbHBIMH WHTPEAMCHTAMH, a 3aT€M, €CJH HEOOXOTUMO W/HIIH KENaTeIbHO,
(OopMOBaHUS W/WITH YIIAKOBKH MPOYKTA B )KEJIACMYIO € THHHUILY 03Bl JJIs1 OTHOKPATHOTO HITH

MHOT'OKPATHOI'O0 MPUMCHCHUA.
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[00372] @apMaLeBTHYECKYI0 KOMIIO3HIIMIO B COOTBETCTBHM C HACTOSIIMM
M300pETEHHUEM MOKHO TIOJTyYHTh, YITAKOBATHh W/HIIH MPOJATh 0€3 YINAKOBKH B BHJIEC OJHOU
EIMHUYHON CTAHIAPTHOW J03bI W/WIHM B BHJE MHOKECTBA €IUHHYHBIX CTAHAAPTHBIX J03.
Hcnonbs3yeMbril B HACTOSINEM JOKYMEHTE TEPMUH «CTAHAAPTHAS 1032 MPEACTABISET COOOH
JUCKPETHOE KOJTMYECTBO (PapMameBTUYECKOW KOMIIO3HMLIMH, COJEPJKAIlee 3aJaHHOE
KOJIMYECTBO AKTHBHOTO HWHIpeAMeHTa. KOMWYeCTBO AaKTHBHOTO HWHIPEIUEHTa OOBIYHO
paBHAETCS [03€, KOTOPYIO BBOAAT CYOBEKTY, WHIHM yAOOHOW [OJI€ TaKOM J03BI, Kak,

HAIMpUMeEp, MOJOBUHA WM OJHA TPETh TAKOM JO3BL.

[00373] OTHOCHUTEIIBHBIC KOJIMYECTBA AKTUBHOTO HHI'PEIHUCHTA,
(dapMalCBTHYECKH  TPHEMJIEMOTO  BCIIOMOTATCIIBHOTO — BEINECTBA  W/WIH  JIFOOBIX
JOTIOJTHUTEIIbHBIX WHTPEAUEHTOB B (PapMalleBTHYECKOW KOMIIO3HIIMH B COOTBETCTBHH C
HACTOSIIAM H300PETEHHEM MOTYT BAapbUPOBATHCS B 3aBUCHMOCTH OT HHIUBHIYaTbHBIX
OCOOEHHOCTEH, pa3Mepa W/WJIH COCTOSHHUS CyObEKTa, MOJBEPracMoro JICYCHHUIO, W/ B
3aBUCUMOCTH OT TIyTH, KOTOPBIM TO/JICKHT BBEACHHIO KoMmo3umms. Hampumep,

KOMITO3HIUS MOJKET coaepkath oT 0,1% 10 100% (Bec./Bec.) aKTUBHOTO WHTPEIUEHTA.

[00374] @apMaLeBTHYECKYI0 KOMITO3HLIMIO MOKHO BBOJUTH MIICKOITUTAIOIIEMY
C IPUMEHEHUEM CTAHAAPTHBIX METOJMK BBEICHHUA, BKIIFOYas NEPOPAIBHOE, BHYTPUBEHHOE,
HHTPANIEPUTOHEAIBHOE, IIOAKOKHOE, JIEFOYHOE, TPAaHCAEPMAIBHOE, BHYTPUMBIIIEYHOE,
WHTpaHa3aJIbHOE, OYKKaTbHOE, TOIBSI3BIYHOC BBEJACHHE WM BBEACHHE C TOMOIIBIO
Cymmo3uTopusa. KoOMIO3uImss MOKET MNOAXOAUTh M IAPEHTEPAIBHOIO BBEICHUS.
Hcnone3yeMbIii B HACTOAIIEM TOKYMEHTE TEPMHUH «IIAPECHTEPAIBHOE» NPEAYCMaTPUBACT
BHYTPUBEHHOE,  BHYTPUMBIIIEYHOE,  IMOJKOKHOE,  PEKTAJIBHOE, BarMHAJIBHOE U
MHTPANICPUTOHEATIPHOEC BBEACHUE. B BapmaHTax OCYINECTBICHHA KOMIO3HLMIO BBOAAT
MJIEKOITUTAIOIEMY C TIPUMEHEHHEM Tepru(epHyecKOr CHCTEMHOH JMJOCTaBKH 3a CYET

BHYTPUBECHHOM, HHTPANICPUTOHEATTBHON WIIH IMOAKOKHOW HHBEKLUH.
TepaneBTHUYeCKHUE CIOCOOBI.

[00375] B mHacrosmieM H300peTEeHHH TaKKe TMPEAYCMOTPEHBI CIOCOOBI W
KOMIIO3HITUHA TIPUMEHEHHST CPEICTBA, Bo3AeHcTByromero Ha LAG-3 (Hanpumep, cpeacTsa,
KOTOPOE CTIIOCOOHO TOIABIIATh Iepenavy curHamna ¢ yaactuem LA G-3, Takoro Kak pacKpbITBIE
CpeACTBAa HA OCHOBE AHTHTEN), JAJIA JICUCHHs 3a00JIEBAaHUA WM HapyHmieHus. B HacTosmem

W300pPETEHUH TPEAYCMOTPEHa KOMMO3HIMSA, cojepxamas 3((eKkTHBHOE KOIHYECTBO
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cpenctea, BosaeHcTByromero Ha LAG-3 (Hampumep, CpeacTBa, KOTOPOE CIIOCOOHO
MOJIABTIATH Tiepeaady curHaja ¢ yaactuem LAG-3). B BapuaHTax oCymecTBICHHS CPEACTBO,
BozzaecTByromee Ha LAG-3, mpencraBisier co00# pacKPBITHIA MONUTIENITH/T TSHKEIIOHN 1ETTH
MMMYHOTJIOOYJIMHA, PACKPBITHIA TOUTIENTH, JIETKOHM LETTH UMMYHOTTIOOYJTHHA, PACKPBITHIE
cpeactsa Ha ocHOBe aHTHTeNna K LAG-3, pacKphITyr0 MOCIEA0BATENBHOCTh HYKICUHOBOM
KHCIIOTHI, KOJUPYIOIIYO JIF000€ U3 YKA3aHHOTO BBILIE, UM PACKPBITHIA BEKTOP, COAEPKAIINN

PACKPBITYIO MOCNEI0BATENBHOCTh HYKIIEMHOBOM KHUCIIOTHI.

[00376] Kak ommcaHo B HacTosdmeM JOKYMEHTE, KOMIIO3ULUA MOXKET
MPEACTABNIATh COO0M (papManeBTUYECKH mNpUeMJIeMy0 (Hanmpumep, (HPU3HOTOTHUYECKH
MPHEMJIEMYIO ) KOMTIO3HUIMIO, KOTOPAsi COAEPKUT HOCUTEIb, HAPUMeEp, (hapMaleBTUIECKU
MpUeMJIEMBIA  (HarpuMmep, (PU3HOTOTHYECKH TPHUEMIIEMBIM) HOCUTENb, M PACKPBITHIC
AMUHOKHCJIOTHBIE TIOCIIEAOBATEIbHOCTH, AHTHUTEHCBA3BIBAIOIIEE CPEACTBO MM BEKTOP.
Jro00¥M mOAXOmAIIMH HOCHTEIh MOMKHO HMCIOJIB30BaTh B KOHTEKCTE HACTOSIIETO
WU300PETEHUs, U TAaKUE HOCHUTEIH XOPOIIO W3BECTHHI B JAHHOW 00JaCTH TEXHUKH. BHIOOp
HOCHTEIIS YACTHYHO MOKET OMPEIEIATHCS KOHKPETHBIM YYACTKOM, B KOTOPBIH MOKET OBITH
BBEJICHA KOMITO3HIUS, W KOHKPETHBIM CITOCOOOM BBEIEHHUS KOMMO3WImH. HeoOs3aTempHO
KOMITIO3HITUS MOKET OBITh CTEPHIbHOW. KOMIIO3WIUS MOKET OBITh 3aMOPOKEHA WITH
mo(HIM30BaHa T XPAHEHHUS W BOCCTAHOBJICHA C TIOMOIIBIO TOAXOSIIECTO CTEPUIBHOTO
HOCHTEJIS Tiepe]] MpUMEHEHHeM. KOMITO3HIIMA MOTYT OBITh TOJyY€HBI B COOTBETCTBHH C
TPATHITMOHHBIMH METOJHUKAMH, ONMMCAHHBIMH, Hampumep, B Remington; 7he Science and

Practice of Pharmacy. 21st Edition, Lippincott Williams & Wilkins, Philadelphia, PA (2001).

[00377] B BapuaHTax OCYIIECTBIICHHS BBEACHUE CPEJCTBA, OIMHCAHHOIO B
HACTOSAIIEM JTOKYMEHTE, TMTPUBOAMT K TepaneBTHUecKoMy 3(ddekry (Hampumep, jxeraeMomy
(apmakosoruueckoMmy Wuim ¢uznonorudaeckomy 3¢pdexry). TepaneBruueckuii 3¢peKr
MOYKET BKITFOUATh YACTHYHOE I TIOJTHOE HU3JICUECHHE 3a00IEBaHHA, OCTA0NCHHE OTHOTO HITH
Ooree HEOMATOTIPHATHBIX CHMIITOMOB, CBSI3aHHBIX C 3a00JE€BaHHEM, W/HIH 3aJCPIKKY
MPOTPECCUPOBAHUA 3a00eBaHusA. B CBsI3M ¢ 3THM, CIOCOO O HACTOAMIEMY H300PETCHHIO
MPEAYCMATPUBAET BBEJICHUE «TEPATIEBTHUYECKH () (PEKTHUBHOTO KOIMYECTBA» CBA3BIBAFOIIETO
LAG-3 cpenctBa. «TepaneBtruecku 3((HeKTHBHOE KOIMHYECTBO» MOKET TIPEICTABIATH
CO00¥ KOMIECTBO, 3P (EKTUBHOE B 033X M B TEUCHHE HEOOXOUMBIX TIEPHOIOB BPEMEHH B
JOCTIKEHUH TPEOyeMOTo TEepPaneBTHUYECKOTO pe3yibTara. lepaneBTudecku 3((eKTuBHOE

KOIIMYCCTBO MOMKCT BapbHUPOBATHBCA B 3aBUCHUMOCTHU OT TaKHUX q)aKTOpOB, Kak CTaauida
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3a00JIeBaHMsA, BO3PACT, TIOJI H Macca HHAMBHAYYMA, a TAK)KE CIIOCOOHOCTH CBSI3BIBAIOLIETO
CpeACTBa BBI3BIBATH TPEOYEeMBbI OTBET y HHAMBHAyyMa. Hampumep, TepaneBTHYECKH
3pdeKTHBHOE KOJIUYECTBO CBA3BIBAIOIIETO CPEACTBA IO HACTOSIIEMY HW300PETCHHIO
MPEACTABISIET COOOM KOJTMYECTBO, KOTOPOE 00ECTIeunBaeT CHIKeHIE OnoaktuBHOCTH LAG-

3 y 4enoBekKa.

[00378] AnbpTepHaTHBHO, (DAPMAKOTOTHUYECKHA WHIH  (PU3HOIOTHYECKHUM
spdekr MOxKeT OBbITh NPOPHUIAKTHYECKHM, T.€. S(PPEKT MOIHOCTHIO WM YaCTHYHO
NpeAynpexaaeT 3a0071€BaHUE WM €T0 CUMITOM (HAaIpUMeEp, 3aACP)KKY Havaja MpOsBICHHUS
WA 3aMEeAJIEHUE TPOrPECCHUPOBAaHMA 3a00JI€BAHUA MM €r0 CUMITOMA). B cBiA3M ¢ 3TUM
Coco0 MO HACTOSALIEMY HM300PETEHMIO TPEAyCMAaTPUBAET BBEACHHE «TPOPHIAKTHUECKU
3¢ PeKTUBHOTO KOIUYECTBa» CBs3bIBatomero cpeactea. «llpodunakruuecku 3¢ dexTuBHOE
KOJIMYECTBO» OTHOCHUTCS K KOJMYECTBY, 3P (PEeKTUBHOMY B 103aX U B T€UEHHUE HEOOXOIUMBIX

MIEPHOIOB BPEMEHH B JOCTHKEHHH TPEOYeMOT0 MPOPUIAKTHIECKOTO PE3YIIbTATA.

[00379] Takum oOpa3oM, B HACTOAIMEM H300PETCHHH JIOTOTHUTEIHHO
MPEAYCMOTPEH CIIOCO0 JICUEHHUs] HAPYIIEHUS Y MJIICKOTUTAOIET0, KOTOPOE YyBCTBHUTEIBHO K
nogaBiacHuo LAG-3. Criocod MOKeT BKITHOYATh BBEJACHHE BBIMICYTIOMSIHYTOM KOMITO3HITHH
MJIEKOTIMTAIOIIEMY, HMCIOIIIEMY HapyIICHHE, KOTOPOE YyBCTBUTEIBHO K moaasicHmo LAG-
3, 3a CYET Yero OCYINECTBJIETCSA JICUCHUE HAPYIIEeHWs y MIIEKomuTaromero. HapyrieHwue,
KOTOpOe «pearupyeT Ha moaasiieHre LAG-3» MOKET OTHOCHTBCS K JTFOOOMY 3a00JIEBAHHIO
WK HApYIICHUIO, TIPH KOTOPOM CHWKEHHUE YPOBHEH umu aktTuBHOCTH LAG-3 mpuBoAUT K
TEPANeBTHYECKON TOJIb3€ Yy MIICKOTIMUTAIONINX, HAMPUMEP, YEITOBEKA, WM HeaJcKBaTHAS
IKCITpeccHs (HampuMep, CBEPXIKCIIPECCHS) HITH TIOBBITIEHHAss aKTUBHOCTh LAG-3 BBI3BIBAaET

WJTH BHOCHUT BKJIaJT B TATOJIOTHYECKHE (P PEKTHI 3a00ICBAHUS HITH HAPYIICHHS.

[00380] B BapmanTe 0CynIeCTBIEHUS B HACTOSIIEM H300PETCHHH TIPEyCMOTPEH
Coco0 YCHICHHUA WMMYHHOTO OTBETA Y MJICKOTIMTAIOMIETO WA JICYCHUA WK
MPEAOTBPALICHU 3a00JIeBAaHUA WM HAPYIIEHUS Y  MIEKONMHUTAIOMETO, KOTOPOE
YyBCTBUTEIIbHO K TIOJABICHUIO WK HerTpanuzaunu LAG-3, mpudeM 3TOT croco0 BKITFOYAET
BBEJICHUE MJIEKOMUTAIO IEMY, HY>KAAIOLIEMYCS B 3TOM, cBs3biBatoniero LAG-3 cpeactsa unu
(hapMaTIeBTHYECKOW KOMITO3HUIINH, OTIMCAHHOW B HACTOAIIEM JOKYMEHTE, BCIEACTBHE YETO
AMMYHHBI OTBET y MIICKONMTAONIETO YCHIIMBACTCS WM OCYIIECTBIACTCA JICUYCHUE
3a00JICBAHUS WM HAPYIIEHWS Y MIIEKOMHTAIOMETO. VIMMYHHBIH OTBET YCHIIMBACTCA,

HaNpUMep, MyTeM yCHJICHUS aHTUTeHcnermduaeckor T->¢dexTopHolt PyHKIMH. AHTHTEH
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MOYKET TIPEJCTABIATE cO00M BUpYyCcHBIN (Hanpumep, HIV), 6akrepuansHbIil, mapasuTapHbIi
WA OIYXOJICBBIA AHTHIeH (HAmpUMep, MF0O00W AHTHTEH, ONKMCAHHBIA B HACTOSIIEM
IOKyMEHTEe). B BapmaHTax OCyIIECTBIEHHS HWMMYHHBIH OTBET MPEACTABIIET COOOH
MPUPOAHBIM UMMYHHBIM OTBET. [10J NMPUPOAHBIM MMMYHHBIM OTBETOM ITOAPAa3yMEBAECTCS
WMMYHHBIH ~OTBET, KOTOPBIA sBIA€TCA pe3yiabTatoM uWHekmmu. B  BapmanTax
OCYINECTBICHHUS WH(PEKIUA TPEACTABIAECT COO0M XpOHHUYECKYI0 MH(peKumio. B BapuaHTax

OCYIIECTBICHUS HHPEKIUSA PEACTABIAECT COO0M OCTPYIO HH(EKITHIO.

[00381] IToBbIIIEHME WITH YCUIIEHUE HIMMYHHOTO OTBETA B OTHOIIEHUHU AHTUI€HA
MOKHO M3MEPSATH C MOMOIIBIO Psiia CIOcOO0B, U3BECTHBIX B JaHHOM oOmactu. Hampumep,
UMMYHHBIH OTBET MOKHO U3MEPHUTH ITyTEM U3MEPEHUA JTFO00TO U3 CIEAYIONINX: aKTUBHOCTb
T-knetok, npomugepanns T-kneTok, akTuBauus T-KkIeTok, mpoayupoBaHue 3(h¢GeKTOpHbIX
IUTOKWHOB M MPOQHIh TpaHCKpHIIUH T-KineTok. B BapuaHTax OCYIECTBIICHUS UMMYHHBIN
OTBET TPEACTABIACT COOOW OTBET, MWHIYLUPOBAHHBIA BCIIEACTBUE BAKIMHALHH.
CoOTBETCTBEHHO, B APYrOM aCIEKTE B HACTOALIEM H300PETEHHH IIPEIXYCMOTPEH CIIOCO0
NOBBIIICHUS (P (PEKTUBHOCTH BAKLIWHBI IyTEM BBEJACHUSA CYOBEKTY MOHOKIIOHAIBHOTO
aHTUTEeNa WM scFv-aHTUTENna MO HACTOAIEMY H300pPETEHHI0O M BAKIUHBL AHTHUTEIO H
BaKIIMHY BBOJT TIOCIIEIOBATEIFHO WM OXHOBPEMEHHO. BakimHa mpeacTtaBisieT coOOU

MPOTHBOOITYXOJIEBYO BAKIMHY, OAKTEPHATBHYIO BAKIIUHY WA BUPYCHYIO BAKIIHHY.

[00382] B BapmaHTax OCYIIECTBIIEHHS CIIOCOOBI, OIMMCAHHBIE B HACTOSIIEM
JOKYMEHTE, TPUMEHUMBI 711 TOBBIICHHUS aKTUBAIHH T -Ki1eToK uim > ekTopHoH GyHKIHH

T-kneTok y cyOBeKTA.

[00383] B BapmaHTax OCYIIECTBIIEHHS CIIOCOOBI, OIMMCAHHBIE B HACTOSIIEM

AOKYMCHTC, MPUMCHHUMBI AJI1 HHAYIMUPOBAHUA UMMYHHOT'O OTBETA Y Cy6’B€KTa.

[00384] B BapmaHTax OCYIIECTBIIEHHS CIIOCOOBI, OIMMCAHHBIE B HACTOSIIEM
JIOKYMEHTE, MPUMEHHUMBI JJIs1 YCHJICHHSI UMMYHHOIO OTBETA WJIHM ITOBBIIMICHHS AKTHBHOCTH

AMMYHHOH KJIETKH Y CyOBEKTA.

[00385] B BapmaHTax OCYyIIECTBIIEHHS CIIOCOOBI, OIMMCAHHBIE B HACTOALIEM
JOKYMEHTE, TIPUMEHHUMBI JUIA JIeYeHUs T-KIeTOUHBIX IUCHYHKIMOHAIBHBIX HAPYIICHHH

(Hampumep, paka).
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[00386] B BapmaHTax OCYyIIECTBIIEHHS CIOCOOBI, OIMMCAHHBIE B HACTOSIIEM
JOKYMEHTE, IPUMEHHUMBI JJI1 YMEHBINEHUS OIMYXOJIEW MM MOAABICHUSA POCTA OIMYXOJIEBBIX

KJIIETOK Y CYOBEKTA.

[00387] Takum o0Opa3oM, crmoco0 MO HACTOAMEMY H300PETEHHIO MOXKHO
MPUMEHSATH JIJIS JICYEHUS JTF0OO0TO THUTIA WH(EKIIHOHHOTO 3a00JIeBaHus (T. €. 3a00JIeBaHUS UITH
HApPYLICHUs, BBI3BIBAEMOT0 OaKTEpPHEW, BHPYCOM, TPUOKOM MM mapasutom). [Ipumepsr
WH(PEKIMOHHBIX 3a00J€BaHUH, KOTOPBIE MOJKHO JIEYHTh TIOCPEACTBOM CIocoba 1o
HACTOSIIIEMY HM300PETEHUIO, BKIOYAIOT O€3 OrpaHHYCHHUsS 3a00JCBAaHUs, BBI3BIBAEMBIC
BUpycoM uMMYyHojeduimra uenoseka (HIV), pecrmmpaTopHO-CHHIMTHANBHBIM BHPYCOM
(RSV), Bupycom rpumnma, BupycoMm aeHre, Bupycom rematura B (HBV) wmmu Bupycom
rematura C (HCV). Ecm cioco6 mo HacTosmeMy W300pETCHHIO TIPHUMEHSIOT TS JICYCHHUS
WH(EKIUOHHOTO 3a00JIEBaHMA, TO CPEACTBO HA OCHOBE AHTUTENIA MOJKHO BBOJHTH B
KOMOMHAIIMM C TI0 MEHBIIEH Mepe OJHUM INPOTHBOOAKTEPHAIBHBIM CPEICTBOM WM IO
MEHBIIEH MEpPe OJHUM IPOTHBOBUPYCHBIM cpeAcTBOM. [IpH 3TOM MpOTHBOOAKTEPHATBHBIM
CPENCTBOM MOKET OBITh IFOOOM IMOIXOAANIMN AHTHOMOTHK, U3BECTHBIM U3 YPOBHS TEXHUKH.
[IpOTHBOBHUPYCHBIM CPEACTBOM MOXET OBITH JIFOOAs BAKIMHA JIOOOTO MOIXOISINETO THIIA,
KOTOpas Creuu(HuYecKH HAIEIMBACTCS HAa KOHKPETHBIM BHPYC (HAmpuMmep, >KHBbIC
ATTEHYUPOBAHHBIC BAaKIMHBI, CYOBCIHMHHYHBIC BAKIWHBI, PEKOMOHHAHTHBIC BEKTOPHBIC
BaKIMHBI) W HHU3KOMOJICKYJIAPHBIC TMPOTHBOBUPYCHBIC TEPANIEBTUYECKHE CPEACTBA

(HampuMep, HHTHOUTOPHI BUPYCHOH PETUTHKAIIMN U AHAJIOTH HYKJICO3HIOB).

[00388] B BapmaHTax OCymiecTBICHHS CIIOCOOBI TIO HACTOSIEMY H300pPETCHHIO
MOKHO TPHUMEHATH IS JICYCHHS JHOOOTO THIA AayTOMMMYHHOTO 3a0ojieBaHus (T. €.
3a00JIEBAaHHS WJTH HAPYNICHUS, BEI3BAHHOTO YPE3MEPHOMN aKTHBHOCTHIO HMMYHHOH CHCTEMBI,
NPU KOTOPOM OPTaHW3M aTaKyeT W MOBPEXKIAET CBOW COOCTBCHHBIC TKAHH), TAKOTO KAk
3a0oneBaHus, onrcannbie, Hanpumep, B MacKay [.R. and Rose N.R., eds., The Autoimmune
Diseases, Fifth Edition, Academic Press, Waltham, MA (2014). IIpumepsl ay TOWMMYHHBIX
3a00JIeBaHHM, KOTOPBIE MOKHO JIEYHTh TMOCPEACTBOM CIOCO0A TO HACTOSIIEMY
W300PETEHUIO, BKITIOYAIOT 0€3 OTPaHUYCHHUS PACCETHHBIN CKIIEPO3, CaXapHbIi quadet 1 Trma,
PEBMATOUIHBIA APTPHUT, CKIIEPOAepMUI0, Ooe3Hb KpoHa, mcopuas, CHCTEMHYIO KPacHYIO
BomyaHky (SLE) w ss3sennsrii komut. Korma cmoco® mo HacTosmemy HW300PETEHHIO
NPUMEHSIOT JIIS JICYEHUs ayTOMMMYHHOTO 3a00JICBaHUS, TO CPEJCTBO HA OCHOBE AHTUTEJIA,

OIMMCAHHOC B  HACTOAMICM  JOKYMCHTC, MOXHO JTIPUMCHATL B KOM6I/IHaI_[I/II/I C
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MPOTHBOBOCTIAJTUTEITFHBIM CPEICTBOM, BKIIFOUAS, HAIPUMEDP, KOPTUKOCTEPOUABI (HATTPUMED,
MPETHU30H U (DITyTHKA30H) W HECTEPOUAHBIE IPOTHBOBOCTIATUTENBHBIE cpencTBa (NSAID)

(HampuMep, acIUPUH, HOYTTPOoeH U HATIPOKCEH).

[00389] Jlpyrue WUIFOCTPATHBHBIE HApYLICHUWs, KOTOPBIE YYBCTBUTCIBHBI K

noaasieHni0 LAG-3, MOT'yT BKITIOUATh, HAIPUMED, PaK.

[00390] CoOTBETCTBEHHO, B OJHOM aCIEKT€ B HACTOSIIEM H300PETCHUH
MPEAYCMOTPEHBI  CIOCOOBI TPEAOTBPAINCHHS, JICUCHHS WM OOJIErYeHUs] KJIETOYHO-
nponudepaTUBHOTO 3a00JICBAHUS WITH HAPYIIEHHUS WITH CUMIITOMA YKa3aHHOTO 3a0071eBaHH
WM HAPYIICHHA y CyObeKTa (Hampumep, CyObeKTa, CTPAAIOIIETO PAKOM HIIA KJIETOYHO-
npou(epaTUBHBIM 3a00JIEBAHUEM WITH HAPYIICHHEM, WJIH CYObEKTa, MTOABEPIKEHHOTO PUCKY
Pa3BUTHA paka WIH KICTOYHO-TIPOM(PEPATHBHOTO 3a00JIEBAHUS WIIH HAPYIICHUS ).
CyObeKTaMu, TTOIBEP’KEHHBIMU PHCKY Pa3BUTHA 3a00JIEBAHUH HITH HAPYIICHUH, CBI3aHHBIX
¢ mponudeparment KIeTOK, SBSIOTCS MAIHEHTHI, Y KOTOPBIX B CEMEHHOM aHaMHe3e ObLT pax,
WA CYOBEKT, TOJABEPTIIMHCS BO3JCHCTBHIO W3BECTHOTO WIIH TPEAONIOKHUTEITHHO
BBI3BIBAIOIIETO PAaK CpeAcTBa. DBpemeHWe NPOPHIAKTHYECKOTO CPEIACTBA  MOKHO
OCYIIECTBIATh JO TPOSIBICHUS 3a00JE€BaHHMA WIM HAPYHNICHWs, 3a CYET YEero OHO
NpeAOTBpaIaeTCss WK,  albTePHATHBHO,  OOECICUYHBAETCA  3aACpKKa B €ro

MPOrPECCHPOBAHUH.

[00391] Crmoco0 B COOTBETCTBHH C HACTOAIMUM HM300PETEHHEM MOKHO

OPUMCHATD AJIA JICHCHUA 0000 THIIA PaKa, H3BCCTHOI'O0 B YPOBHC TCXHHKH.

[00392] B BapuaHTax oCymiecTBIECHHUS PaK MPEACTABIIET COOOM PaK HA TTO3JHEH
cragui. B HEKOTOPHIX BapHaHTAaX OCYIIECTBICHHS PakK MpeacTaBisaeT cooo pak I cragum,
III ctagum wmu [V craguu. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUSA PaK MPEACTABIACT
co0Ooti pak II ctannu. B HEKOTOPHIX BapHaHTaX OCYMIECTBIICHUS PaK MPEACTABIIAET COO0H pak
I crammu. B HeKOTOPHIX BapuaHTaX OCYMIECTBJICHHS PaK MPEACTABIIET COOOM pak IV

CTaaHH.

[00393] B  BapmaHTax  OCymIeCTBICHHA  paKk  MPEACTABIAET  COOOHU

METACTATUYECKUU PaK.

[00394] B BapmaHTax OCYyIIECTBIIEHHS CIOCOOBI, OIMMCAHHBIE B HACTOSIIEM
JOKYMEHTE, MPUMEHHUMBI JJI1 YMEHBINEHUS OIMYyXOJIEW WM MOAABICHUSA POCTA OIMYXOJIEBBIX

KJIETOK Y CYOBEKTA.
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[00395] B  BapmaHTax  OCyHIECTBIEHHS  pak  MPEACTABIAET  COOOU
PELUANBUAPYIOIINH PaK.
[00396] Buiet paka, KOTOpBIE MOJKHO JIEUUTH C TIOMOIIBEO CTIOCOOOB, OTIMCAHHBIX

B JAHHOM JIOKYMEHTE, BKJIIOYAKOT PaK, CBA3aHHBIM C BBICOKOM MYTALMOHHOW HArpy3KOH
omyxonu (TMB), Buas! paka, KOTOpBIE SBIAIOTCA MHKPOCATEIUTUTHO -CTAOMIBHBIME (MSS),
BUIBI paKka, KOTOPbIE XapaKTEPHU3YIOTCS MUKPOCATEITUTHOW HECTAOMIbHOCTBIO, BUABI PAKa,
KOTOPBIE UMEIOT CTATyC BBICOKOW MUKPOCATEIITUTHON HecTaOunbHOCTH (MSI-H), Bump! paka,
KOTOpPBIE UMEIOT CTATyC HU3KOW MHUKPOCATEITUTHON HecTabunpHOCTH (MSI-L), Buab! paka,
cBsi3aHHbIE ¢ BbIcOKOH TMB u MSI-H (manpumep, BubI paka, cBA3aHHbIe ¢ BIcOKoH TMB
u spmsronruecs MSI-L wmm MSS), BUasl paka, XapaKTepU3YIOIIHECS HEIO0CTATOYHOCTHIO
CHCTEMBI pernapanuu npu omuoodHoMm cnapusBanuu [IHK, Bune! paka, umeromue neexr B
reHe penapaimu omudouHoro cnapuBaausa [{HK, runmepMyTHpoBaHHBIE BUIBI paka, BHIBI
paka, uMeronIre IeUIUT perapalyu MoCPEACTBOM TOMOJIOTHYHOM PEKOMOUHAIIH/ NeUIHT
romosornyHoi penapaimu («HRD») nnm xapakrepusyroTcs MyTalied WM JeIenuel reHa
penaparmu nocpencTsoM romonorudyHor pekomOmuarmu (HRR), Buasl paka, comeprkamue
MyTaipo B mommmepase-aenbra (POLD), a takke BHABI paka, COACP)KANIHNE MYTAIlUIO B
noymmepase-3ncuiion (POLE). B BapuaHTax ocyniecTBICHHS pak MPEACTABIsIET COO0M pak,
XapaKTePU3YIOIIHUICA MyTalMe WM JCJICUHEed TeHa penapauuu  MOCPEACTBOM
romojoruuHor pexomOuHaimu (HRR), myranumedt B mytn pemaparmm nospexaennid JTHK
(DDR), nedummmrom BRCA, wmyramumeit wusommrparaeruaporeHassl  (IDH)  w/wmm
XPOMOCOMHOM TPaHCIOKaUer. B HEKOTOPBIX BapHaHTaX OCYHIECTBICHUSA PaK MPEACTABIACT
co0oil rumepmytupoBaHHyto (opmy paka, pak MSI-H, pak MSI-L wmm pak MSS. B

BapUAHTAX OCYIIECTBIICHUS PAaK XapaKTEPU3YETCA OTHOM HITH OO0JIee M3 ITHX XapaKTCPUCTHK.

[00397] B HEKOTOpPBIX BapHAHTAX OCYINECTBICHHA OMNYyXOJlb, MOJIECKAIIASL
JEUEHUI0, XAPAKTEPU3YEeTCAd MHKPOCATEIUTHTHOW HECTAOWIBHOCTRIO. B HEKOTOpBIX
BApUAHTAX  OCYILECTBICHHUS  ONYXOJIb  XapaKTepU3yeTcsi  CTaTyCcOM  BBICOKOM
MUKpocaTeumuTHOW HectadmimpHOCcTH (MSI-H). MukpocatennuTHas HecTaOMIBHOCTh
(«MSI») mpencrasnser cobor wim npexycmarpuBaeT m3MmeneHue B JIHK ompenenennbpix
KJIETOK (TaKUX KaK OIyXOJIEBbIE KIETKH), IPU KOTOPOM YHCIIO TIOBTOPOB MHKPOCATE ITUTOB
(kopoTKHX TIOBTOpsAOIUXCA mocnenosarenpHocTer [JHK) otmryaercs ot uncna moBTopos,
koTopeie conepkammuck B JIHK, w3 kotopoit ona mpowusomuia. [IpuOmusurensro 15%

CIIOPaAMYECKUX KOJOPEKTanbHbIX pasHoBuaHocTe paka (CRC) comepkar mupoxo
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pacpoCcTpaHEHHBIE W3MEHEHHUS JJIMHBI MHKpocaTeUUTHRIX (MS) mocnemnoBaTenbpHOCTEH,
W3BECTHBIE Kak MuKpocareumrTHas HectaOmmbHOCTh (MSI) (Boland and Goel, 2010).
Cnopaguueckue onmyxomu CRC  MSI  1eMOHCTpHUPYIOT  YHUKAJIbHBIE  KIIMHUKO-
MATOJIOTUYECKHE OCOOCHHOCTH, B TOM YHUCIIE TIOYTH AUTUIONIHBIA KapHUOTHII, O0JIee BBICOKAS
4acTOTa B MOIMYIHAIMAX OOJiee CTAPHIETO BO3pPACTa W Yy *KEHIIMH M Jayumui mporHo3 (de la
Chapelle and Hampel, 2010; Popat et al., 2005). MSI takke mpuUCyTCTBYeT B APYTHX
OMyXoJsiX, Takux Kak pak osHAometrpusa (EC) wmarkm, HamOomee pacmpocTpaHEHHASA
THHEKOJIOTHYECKOE 3JI0Ka4eCTBEHHOE HOBoOOpa3osanue (Duggan et al., 1994). Onna u Ta xe
sTamoHHas maHenb Bethesda, mnepBoHauansHO paszpaboTaHHas AN CKPUHHUHTA
HACTIEICTBEHHOTO TeHEeTHYeCKoro Hapymenusa (cuHapoma Jluxua) (Umar et al., 2004), B
HacTosamee Bpemsa npumensercs ana tectuposanuss MSI npu CRC u EC. Tem He meHee,
TEHBI, KOTOpbIe YacTo ciy:kaT mumeHpt0 MSI B renomax CRC, peako mpeaycMaTpuBarOT

coObiTus npockamb3biBanus JIHK B renomax EC (Gurin et al., 1999).

[00398] MukpocarennurHas HECTAOUTBHOCTh BO3HHUKAET BCJIEICTBUE
HECMOCOOHOCTH MCTIPABHUTH OIIUOKH, CBA3aHHBIE C PEIUTHKALIUEH, H3-3a Ae(PEKTHONU CHCTEMBI
pemaparmu omubounoro crmapuBanus (MMR) JIHK. Takas HecrmocoOHOCT oOecreunBaeT
BO3MOKHOCTh COXPAHEHHs MYyTAHA OIMHOOYHOTO CHAPHBAHUSA MO BCEMY TE€HOMY, HO
ocobeHHO B oOmactax mnoptopsitomeics JIHK, W3BeCTHBIX Kak MHKPOCATEIUIMTHI, YTO
MPUBOJUT K YBEIWYCHUID MYTAallHOHHOM HAarpy3ku. bBpuio MpOaeMOHCTPHUPOBAHO, YTO IO
MEHBIIEH Mepe HEKOTOpble OIMyXOJiH, i KOTOphIX XapaktepHa MSI-H, npossmstor
VIIy4YIIeHHbIE OTBETHI Ha OTMpPEICIIEHHBIE CPeacTBa, Bo3aeicTBytomero Ha 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 HeKOTOpBIX BapUaHTAaX OCYIIECTBICHUA paK
XapaKTePU3yeTCd MHUKPOCATEINIATHOM  HECTAOMIIBHOCTBIO, TPEACTABIAIOMEH  COOOU
BBICOKYI0O MHKPOCATEJUTMTHYI0 HECTaOWIbHOCTh (Hampumep, crtatycom MSI-H). B
HEKOTOPBIX BapHAHTAaX OCYIIECTBIEHHS PaK MMEET CTaTyC MHKPOCATEILUTUTHOU
HECTAOMILHOCTH, TIPEACTABIISAIONMEH COOOW HH3KYI0 MHKPOCATEJUTUTHYIO HECTAOMITbHOCTH
(mammpumep, MSI-Low). B HeKOTOpBIX BapHaHTaX OCYINECTBJICHHA PAaK HMEET CTaTycC
MHUKPOCATEJUTMTHOW HECTAOMIIPHOCTH KAaK MHKPOCATEINTUTHO-CTAOWIBHOTO (HAIIPUMED,
cratyc MSS). B HeKOTOpHIX BapHaHTaX OCYIIECTBICHHUA CTATYyC MHKPOCATEUTATHOU
HECTAOWIIPHOCTH OIICHWBAIOT C TIOMOINBIO aHAIM3a HA OCHOBE CEKBEHHPOBAHUS HOBOTO

nokonenus (NGS), ananmm3sa Ha ocHoBe mMMyHorucToxuMuH (IHC) w/vmm aHanw3a Ha OCHOBE
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[IIIP. B HekoTOpHIX BapHAHTAX OCYMIECTBIECHUS MHKPOCATEIUIUTHYIO HECTAOMITBHOCTH
BBIABJLIIOT ¢ oMouIpto NGS. B HEKOTOPBIX BApHaHTaX OCYLIECTBICHUA MUKPOCATEILIUTHYIO
HECTAOWILHOCTH BBISBILIOT ¢ ToMomipio [HC. B HekoTOphIX BapWaHTax OCYIIECTBICHUS

MHUKPOCATEIUTUTHYIO HECTAOMIBHOCTH BBISBIIIOT ¢ TIoMotsio [11[P.
[00399] B BapuaHTax ocyniecTBIECHHUA Y MalUeHTa umeeTcsa pak MSI-L.

[00400] B BapuaHTax ocymecTBieHHMs Yy nanumeHTa umeerca pak MSI-H. B
HEKOTOPBIX BapHaHTAaX OCYINECTBIECHUs y MAlMEHTa UMeeTCs conuaHas omyxoap MSI-H. B
BapuaHTax ocymectsieHuss pak MSI-H npencrasnser codoit pak >umometpus MSI-H. B
BapuaHTax ocymiectBieHuss pak MSI—H mnpencraBmser coOoit comuanyro omyxoib. B
BapuaHTax ocyuiectiienus pak MSI-H npeacrasnsier co60i MeTacTaTHUECKYIO OMyX0Jib. B
BapHaHTax ocyuiecTBieHus pak MSI-H npeacTtasnseTr coboi pak sHmomMeTpus. B BapuanTax
ocymecTsieHus pak MSI-H mpeacrasnser co00i HedIHIOMETpUANBHBIN pak. B BapuanTax

ocymecteieHus pak MSI-H npeacrasnsier co00# KOIOPEKTAIBHBIN pak.

[00401] B BapuaHTax ocymiecTBICHHs Yy maimueHTta umeerca pak MSS. B

BapHaHTaX OCYMIECTBICHUSA pak MSS npeactaBnser coOoi pak sHmoMeTpUs MSS.

[00402] B BapmaHTax ocymecTBIeHHA pak accouumupoBaH ¢ mytarmed POLE
(JIHK-momumepassi-3ticuiion) (T. €. pak mpeactasisger cooor POLE-myranTHBIH pak). B
BapuaHTax ocymecTBiacHus wMytamus POLE mpencrasiaser co0od  MyTanui B
SK30HYyKIIea3HOM aoMeHe. B BapumanTax ocymectsrnenuss myrtauus POLE mpencrasnser
coOOM TEHEpaTHBHYI0 MyTanuoo. B Bapmantax ocymectenenus wmytammss POLE
MPEACTABISIET COOOM CIOPATUYECKYI0 MyTammio. B BapuaHTax ocymecTBieHHS pak MSI
Takke accoumuposad ¢ mytaiped POLE. B Bapuantax ocymecTtBiaeHus pak MSS Taxxke
accounupoan ¢ wmyrauued POLE. B BapuanTax ocymectsienus wmyrauuto POLE
WACHTH(HUIMPYIOT C TPUMEHEHHEM CEKBEHUPOBaHUsA. B BapuanTax ocymectsienus POLE-
MYTaHTHBIH PaK MPEICTABIIAET COOO0M pak sHAoMeTpHs. B BapuanTax ocymecteinenus POLE-
MYTaHTHBIM PaK MPEACTABIsIET COOOM paK TOJICTOM KWIIKH. B BapuaHTax OCYyIIECTBIICHUS
POLE-myTaHTHBIH pak MPEACTABIAET COOOU PaK MO HKEITYI0THOM JKETIE€3bl, PaK SHYHUKA WITH

PaK TOHKOTO KHIICYHHKA.

[00403] B BapuaHTax OCymIIeCTBJICHHUS paK accoOUMHpPOBaH ¢ mytaimeit POLD
(AHK-nommmepaspi-genpta) (T. €. pak mpexacrasuser cobor POLD-myrantHbBIN pak). B

BapHaHTaX oOcCymecTBIeHUs Mytamms POLD mpencrasmsier coOoM  MyTammio B
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3K30HYKJI€a3HOM jaoMeHe. B Bapuantax ocymecteiieHusa myrtauus POLD mnpencrasniset
co0OM cOMATHYECKYI0 MyTanuio. B BapmaHtax ocymecTsiaeHus wyTtamus POLD
MPEACTABISsIET COOOM TeHEpaTWBHYIO MyTainuio. B Bapmantax ocymectsienus POLD-
MYTaHTHBIM paK HICHTHQHUIUPYIOT C TPHUMEHEHHEM CEKBEHHPOBaHWA. B BapmaHTax
ocymectsieHust POLD-MyTaHTHBIN pak mpeacTaBiseT coO0H pak sHnomMeTpus. B BapuanTax
ocymectsiaeHuss POLD-MyTaHTHBIN pak mpeacTaBiseT COOOM KOJIOPEKTAbHBIM pak. B
BapuaHTax ocymniectBiieHHss POLD-myTaHTHBIN pak mpencTaBisieT coOOM pak TOJOBHOTO

MoO3ra.

[00404] B BapmanTtax ocCymecTBIeHUS pak UMeeT Ae(PEKTHYI0 CHCTEMY
penapauuu omuOouyHoro cmapuBanusa J[HK (manmpumep, mpeacraBnseTr coOoil pak ¢
aeduuToM penapauuu omudboyHoro cnapusanus (MMRA)). B BapuanTax ocymiecTBieHUs
pak xapakrepusyetcs naedekToM B TeHe pemnapaiuu ommuoOo4Horo cmapuBanms JHK. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS Y MALIMEHTa HMEETCS PaK ¢ AePUIUTOM penaparmu

OIIMOOYHOTO CTIAPUBAHUSL.

[00405] B Bapmantax ocymectBienus pak MMRdA mpencraBmser coOou

KOJIOPEKTATbHBIA PaK.

[00406] B  BapmaHTax  OCyHIECTBICHHA paKk  MPEACTABISET  COOOHU

TUIIEPMYTHPOBAHHBIN PaK.

[00407] B BapumaHTax OCYIIECTBICHHS paK HMEET JAePHUIMT penapanud
MOCPEACTBOM TOMOJIOTHYHOU peKOMOUHAImH/ ieuImT romosoruuHou penapanud («KHRD»)
WM XapaKTEepU3yeTCsl MyTalMed WM Jelelued TeHa penapalud IOCPEICTBOM

romonioruuHol pekomounarmu (HRR).

[00408] B Bapmantax ocymecTtBieHus pak (Hampumep, pak MMRA)
XapaKTePU3YeTCAd BBICOKOW MYTAMOHHOW HATPY3KOW OMyXOJu (T. €. PakK MPEICTaBISAET
co00ii pak ¢ Beicokor TMB). B HekOTOpBIX BapHaHTaX OCYIIECTBIICHHUS PAK ACCOIUHUPOBAH C
BoicOkOM TMB u MSI-H. B HekoTOpbIX BapHaHTaX OCYIIECTBJICHHS PaK aCCOLMUPOBAH C
BoicokoMH TMB u MSI-L unu MSS. B HEKOTOpBIX BapuaHTaX OCYIIECTBICHHUSA pakK
MPECTABISIET COOOM paK YHAOMETPHS, aCCONMUPOBAHHBIN ¢ Bbhicokor TMB. B HekoTOphIX
POACTBEHHBIX BApHUAHTAX OCYIIECTBIICHUS PaK SHAOMETPHUA aCCOUMUPOBaH ¢ BeiIcOKoW TMB
u MSI-H. B HeKoTOpbIX pPOJCTBEHHBIX BAapHUAHTaX OCYLIECTBIECHHUA PaK >SHIAOMETPHUSA

accouuupoBaH ¢ Bbicokod TMB u MSI-L unu MSS. B Bapuantax ocymecTBIEHHs pak C
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BbicokoM TMB mpencrasisieT coO0# KONMOPEKTANbHBIN pak. B BapmaHTax OCymIeCTBIICHUS
pak ¢ Beicokoi TMB mpencraBmser co00# pak Jerkoro (HarmpuMep, METKOKIETOUYHBIA PaK
nerkoro (SCLC) wmm Hemenkoxmetounsid pak Jerkoro (NSCLC), Takod Kak
mrockokneTouHbii  NSCLC  wmum memmockokmerounsid  NSCLC). B BapmanTax
OCyImecTBiICHUs pak ¢ Bbicokod TMB mpexacraBmser coboit menanomy. B BapuanTax

ocyIecTBIeHH pak ¢ BbicokodH TMB mpeacTasmseT co00# ypoTeTuanTbHbIA Pak.

[00409] B BapraHTax OCYIIECTBICHHA Y MALMEHTa UMEECTCA PaK ¢ MOBBIIICHHON
SKCTIpeccuer HHPUIBbTPYOmUX omyxonb mM@onuTos (TIL), T. . y manueHTa uMeeTcs pak
C BBICOKUM coep:kanreM TIL. B BapraHTax OCyIIECTBICHUS PAK C BBICOKUM COACPKAHUEM
TIL mpenctaBisier coOOH pak MOJOYHOM »Kene3bl (HampuMep, TPUKIbl HETaTUBHBIM pak
monouHo# sxene3bl (TNBC) unmu HER2-no3uTHBHBIN pak MOIOYHOM Kkene3sl). B BapuanTax
OCYIINECTBIICHHS PaK ¢ BBICOKHM conxepkanueM TIL mpenctaBmseT coO0# MeTacTaTHYECKUH

pak (HanmpuMep, METACTATHYECKHH PAK MOJIOYHOM JKETIE3BI).

[00410] Heorpannumsaromuye npuMmepsl BUAOB PaKa, MOUIEKAIIMX JICUYCHHUIO C
MOMOIIBEO CITOCOOOB 10 HACTOSNIEMY H300PETEHHIO, MOTYT BKIFOYATh METAHOMY (HaITpuMep,
METACTATHYECKYIO 3]I0KAY€CTBEHHYIO MEITAHOMY), PaK ITOYKH (HAITPUMEP, CBETIIOKIIETOYHBIH
paK), pak MpeaCcTaTelIbHOM sKejie3bl (HarpuMep, TOPMOHOPE3HCTCHTHYIO aJCHOKAPIIMHOMY
MPEACTATEIBHOM KEJIe3bl), aJCHOKAPIUHOMY ITOKEITYIOYHOM JKEIe3bl, PaK MOJIOYHOM
JKEIIe3bl, PaK TOJICTOM KHIIKH, PaK JIETKOTO (HApHUMEp, HEMEIKOKIIETOUHBIA PaK JIETKOTO),
paK IHUINEBO/IA, PaK TOJOBHI M IIEH, TUIOCKOKICTOYHBIN PaK, paK MEYCHH, PaK SHYHHKA, PaK
NIEHKA MATKH, pPaK TIUTOBHIHOW >KEJE3bl, TIHOOJACTOMY, TIHOMY, JICHKO3, TUMGOMY,
ME30TEJHOMY, CapKOMY M JPYIHE 3JI0Ka4eCTBEHHbIE HOBOOOpa3oBaHus. Kpome Toro,
HACTOSAIEE  M300peTeHHE  BKOYaeT  pedpakTepHbie  WIIH  PEIHIABUPYIOIIHE
37I0KaY€CTBEHHBIC HOBOOOPA30BaHHS, POCT KOTOPHIX MOKHO MOJABIIATH C MPUMCHEHHEM
Croco0OB MO0 HACTOSMIEMY H300PETCHHIO. B HEKOTOPHIX BapHaHTaX OCYINCCTBIICHHS Pak,
MOJTE/KAIMUH JICYCHHIO ¢ TIOMOIIBIO CIIOCOOOB MO HACTOSIIEMY H300PETECHHIO, BKIFOYACT,
HaMpUMep, KApIUHOMY, TUTOCKOKIICTOYHYIO KapIIMHOMY (HampuMep, [EPBHKAIBHOTO KaHAa,
BEKa, COCIMHUTEILHOW OOOJIOYKH, BarajMing, JIETKOTO, TMOJOCTH PTa, KOXKH, MOYEBOTO
My3bIPsi, TOJOBBI W IICH, SA3bIKA, TOPTAHH M THINEBOJA) W aJCHOKAPIUHOMY (HAmpUMeD,
MPEACTATCIBHOM JKEJE3bl, TOHKOTO KHINCYHHKA, JHIOMETPHS, ICPBHKAJIBHOTO KaHala,
TOJICTOTO KHMIICYHHKA, JIETKOTO, MOKETYA0YHOH JKeJIe3bl, MUIIECBOA, KUIIICYHUKA, TPSIMOM

KHIIIKKW, MAaTKH, KCITYIKA, MOJIOUYHOM 3KEJIe3bl U 5[H‘II-II/IK3). B HCKOTOPBIX BapHaHTax
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OCYIIECTBIICHHUS PaK, TOUICKAIMUN JICYEHHUIO C TIOMOINBIO CMOCOOOB MO HACTOSLIEMY
W300PETEHHUIO, JOMOTHUTEIBHO BKIFOYAET CAPKOMBI (HAPUMEP, MHOTCHHYIO CapKOMY),
JEeWKO3, HEBPOMY, METaHOMY M JuM(pomy. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIIEHHS Pak
MPEACTABIsAET COOOM METaHOMY, MOYEYHOKIETOYHYI0 KApIHUHOMY, PaK JErKOro, PpakK
MOYEBOTO IYy3bIPA, PaK MOJIOYHOM JKEIIE3Bl, PAK IIEHKHM MATKH, PAK TOJCTOM KHUIIKH, PaK
JKETYHOTO My3BIpsi, PaK TOPTAHM, PaK MEUEHH, PAK IIMUTOBUAHOM JKENE3BL, PaK JKENyIKa, PaK
CIFOHHOM JKEJIE3bl, PaK IPEACTATEIbHOM JKENIE3bl, PAK NOKEIIYAOYHOU JKEJIE3bl WU
KapLMHOMY M3 KI1eTok Mepkens (cm., Hanpumep, Bhatia et al, Curr. Oncol. Rep., 13(6): 488-
497 (2011)).

[00411] B BapmaHTax OCYIIECTBIECHHA pPaK TMpPEACTaBIAET COOOH OCTPBIN
MHETIOUAHBIH  JIeko3 («AML»), octpeii  mumdoOmacTaeii  ne#ko3  («ALL»),
aJICHOKAPLIUHOMY, a/ICHOKApLIUHOMY JIETKOTO, aIPEHOKOPTUKAIBHYIO KAPLIMHOMY, PaK aHyca
(HampuMep, TUIOCKOKJIETOYHBIA paK aHyca), paK armeHIuKca, B-KIeTOuYHBIN Jeiko3, B-
KJIETOYHYIO THM(OMY, paK MOUYEBOTO ITy3BIPS, PAK TOJIOBHOTO MO3Ta, PaK MOJIOYHOH KeJIe3bI
(HampuMep, TPWXKIBI HETATUBHBIM pak MonouHOH sxene3sl (INBC) mnmm pak MomouHOMU
JKEIIe3bl, OTJMYHBIA OT TPWKIBI HETATHBHOTO), pak (amionueBol TpyOsI(TPyO), paK sIUUEK,
HepeOpaTbHBIA PaK, PaK MEHKH MAaTKU (HApHMEP, TUTOCKOKIIETOYHBIA PaK MIEHKA MATKH),
XOJIAaHTHOKAPIIMHOMY, XOPHOKAPIMHOMY, XPOHHYECKHH MHEITOTEHHBIH JIEHKO3, OIyXOJb
CNS, pak TOJICTOW KAIIKH WITH KOJIOPEKTAIBHBIN paK (HAapUMeEp, aICHOKAPIITHOMY TOJICTON
kunikn), aug@dysHyro oMy ctBona rojoBHoro wmosra (DIPG), auddysayro B-
kpynHOKIeTouHyi0 JMpomy («DLBCLy), smOpuonansayro padmommuocapkomy (ERMS),
paK SHAOMETPHS, STMUTEIUATBHBIN PaK, PaKk MHUINEBOAA (HAIPUMED, TUIOCKOKIETOYHBIN pak
maimeBoaa), capkomy lOwHra, pak Tmasa (HanpuMmep, YBEANbHYIO MEIIAHOMY),
dommkymapayio mumMpomy («FL»), pak >KeTuHOTO My3bIps, PaK JKETYAKA, PaK JKEITYIOTHO -
KAMIEYHOTO  TPaKTa,  MYyJbTH(OPMHYIO  TIHOOMAcTOMy,  rimoMmy  (Hampumep,
BBICOKOIH(D(hepEeHIIMPOBAHHYIO TIIMOMY ), PAK TOJIOBHI M TIEH (HATIPUMED, TUTOCKOKIIE TOUHBIN
pak tomoeel m mien (SCHNC)), reMaTomorHYecKWd pak, TMEYCHOYHOKIIETOYHBIM paK,
mampomy XomxkuHa (HL)/mepBuunyro MenuacTHHAIBHYIO B-knerounyro mumdomy, pak
MOYKH (HAITPUMEP, CBETIOKICTOUYHBIM PaK TMOYKH, MAMWUTIIPHBIN PaK MOYKH, XPOMO(OOHbIH
MOYEYHOKIIETOUHBIA PaK), B-KpynmHOKIETOUHYIO auM(OMy, pak TOPTaHH, JIEMKO3, PaK
MEYEHW, PaK JEerkoro (HampuMmep, HeMenkokiaeTounsii pak Jerkoro (NSCLC),

MEJIKOKJIC TOUHBIH paK JCTKOro, aaCHOKAPIHUHOMY JICTKOTO WA MJIOCKOKJIC TOUHBIH paxk
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JEeTKOTO), JMM(OMYy, MEITaHOMY, KApUUHOMY U3 KIETOK MepKemsa, Me30TeTHOMY,
MOHOIUTAPHBIN JICHKO3, MHOJKECTBEHHYI0 MHEIIOMY, MHEJIOMY, HEHPOOIACTHYECKYIO
omyxons CNS (manpumep, HenpoOmactomy (NB)), HexomkkuHckyio mmdomy (NHL),
HeMmenkokiieTouHblii pak Jerkoro (NSCLC), pak poTOBOW TMOJOCTH, OCTEOCAPKOMY, pak
AWYHUKA, KapIMHOMY SWYHUKA, PAaK TOMKENYyA0OYHOW JKENE3bl, paK OPIOIIUHEI,
(eoXpOMOIMTOMY, TIEPBHYHBIN PaK OPIOIIUHBI, PAK MPEACTATEILHON JKENE3bl, PELUIUBHYIO
unmu pedpakTepHyr0 Kinaccudeckyro nmuMpomy XomkkuHa (cHL), pak mouku (Hampumep,
MOYEYHOKIIETOYHBIN paK), KapUMHOMY MPAMOM KHUIIKH (KapLMHOMY MPSIMOW KHUIIKH), pak
CIIIOHHOW JKeJe3bl (HampuMep, OIyXONlb CIFOHHOM JKENe3bl), CapKOMY, PaK KOXH,
MEJIKOKJIETOYHBIN PaK JIETKOTO, PAK TOHKOM KHIIKH, TUIOCKOKIJIETOYHBIN PaK MOJIOBOTO YJICHA,
CapKOMY MATKHX TKaHEH, IIIOCKOKIETOYHBIHM PaK MUIIEBO/IA, TNIOCKOKJIETOYHBIN PaK rOJIOBbI
u meu (SCHNC), mI0CKOKIETOUHBIM PaK JIETKOTO, PaK >KeIyaKka, T -KieToqHbId Jeiikos, T-
KIETOYHYI0 JTHM(OMY, OMyXOJlb SWYKA, PaK THMYCa, THMOMY, KapUHHOMY LIMTOBHIHOU
Kene3pl (KapIMHOMY UIIMTOBHIHOM JKENE3bl), YBEATbHYI0 MENAHOMY, YPOTEIHAIBHYIO
KapLUHOMY, PAK MaTKH (HAIIpUMEp, paK SHIOMETPUS MATKU WITH CAPKOMY MATKH, TAKYIO Kak
KapIUHOCAPKOMA MATKH), paK BIIaraauina (HampuMmep, MIOCKOKICTOYHBIN PaK BIIarajidina),

PaK BYJBBHI (HAITPHMED, TUIOCKOKIIE TOUYHBIN PaK BYJIbBHI) HJIH OITyXO0JIb BuibMca.

[00412] B  BapmaHTax  OCYHIECTBIEHHS paKk  MPEACTABIAET  COOOH
aJCHOKAPLIMHOMY, PaK SHAOMETPHA, PaK MOJOYHOM SKENE3bl, pPaK SAHUYHUKA, PaK HICHKHU
MaTKH, pak (aIONUeBOW TPYOBI, PaK SWYKA, TEPBUYHBIA PaK OPIOMIMHBI, PaK TOJCTOW
KUIIKH, KOJIOPEKTATBHBIN PaK, PaK JKEIyAKa, PAK TOHKOTO KHIICYHHKA, TIOCKOKIETOYHYFO
KapIUHOMY aHyCa, TUIOCKOKJIETOYHYIO KAPIHHOMY IIOJIOBOTO YIIEHA, INIOCKOKJIETOYHYFO
KapLUHOMY IIE€WKHA MATKH, TNIOCKOKJIETOYHYIO KAPIIMHOMY BJIAraJIAMIA, THIOCKOKIETOYHYIO
KapLUHOMY BYJBBBI, CAPKOMY MATKHUX TKaHEH, METTAHOMY, TIOUYEYHOKIETOYHYIO KapLIUHOMY,
paK  JIETKOTO, HEMETKOKIETOYHBIM  paK  JIETKOTO,  aJ€HOKAPIUHOMY  JIETKOTO,
TUTOCKOKJIETOUHYIO KAPIHUHOMY JIETKOTO, PAK JKEITyIKa, PAK MOYEBOTO MY3bIPS, PAK KEITTHOTO
My3BIPs, PaK TICUYCHH, PAK IMUTOBUIAHOM JKENIE3bl, PAK TOPTAHHU, PAK CIFOHHOM JKEJe3bl, pak
MMUIIEBO/IA, PAK TONOBBI M WICH, IUIOCKOKIETOYHYIO KAPIMHOMY TOJIOBBI H INEH, pak
MPEACTATEIBHOW JKENE3bl, PaK TOKETYAOYHOU JKENE3bl, ME30TEIHOMY, KAPIHHOMY W3
KIeTOK MepKens, capkoMy, TIHOOIACTOMY, T€MAaTOJIOTHYECKHHA pakK, MHOYKECTBEHHYFO
MUEJIOMY, B-kneTounyro mM@pomy, T-kneTouHyr0O mMQpomy, mampomy

XOIUKKAHA/TICPBUYHYIO  MEAHACTHHAIIBHYI0 B-kneTounyio mmmdoMy, XPOHHYECKHH
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MUEOTCHHBIA JIEWKO3, OCTPBIA MHUEJIOWUIHBIA JIEWKO3, OCTPhIA THM(OOTACTHBIN JIEHKO3,
HEXO/DKKHHCKYIO uMpoMy, Helpoodmactomy, omyxois CNS, muddysHyro rmmomy cTBOjIa
rogopHoro wmosra (DIPG), capkomy IOwunra, sMOpuoHampHYIO pPadbIOMHOCAPKOMY,
0CTE0CapKOMY WU OITyX0Jb Bunbmca. B BapuaHTax ocyniecTBieHus pak apisetcss MSS vnu
MSI-L, xapakTepu3yeTcss MUKPOCATEIUIUTHOW HECTAOUIBHOCTHIO, ABsieTcs MSI-H, umeer
BbICOKYI0O TMB, nmeet Boicokyro TMB u sasnserca MSS nnu MSI-L, umeer Boicokyro TMB
u asisetca MSI-H, nmeer nedextHyro cuctemy penapaiuu ommoouHoro cnapusanus JHK,
nmeer aedext B reHe pemapaimu ommbOouHoro cmapusanus JIHK, mpeacrasmser coOoit
THIIEPMYTHPOBAHHBIN pak, mpeactaBisier coboit pak HRD wmmum HRR, mpemycmarpusaet
MyTauuio B nommMepase-aensra (POLD) unm npegycMaTpuBaeT MyTaIMiO B TIOJTHMMEpase-

sncusoH (POLE).

[00413] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS PaK MPeICTaBIsieT co0oi B-
KPYITHOKJIETOYHYIO JTUM(POMY, THMOMY, OCTPBIH MHEIOHIHBIM JIEHKO3, OIMYyXOJlb SHYKA,
aICHOKAPLIMHOMY JIETKOTO, HEMEJIKOKIIETOYHBIHM PAK JIETKOT0, CBETJIOKIETOYHBIN PAaK IMOYKH,
pPaK MOJIOYHOHM JKE€Ne3bl, TPWKIbl HEraTHBHBIM pak momouHod sxenessl (TNBC), pak
MOJIOYHOM JKEJI€3bl, OTJAMYHBIA OT TPWiAbl HeratuBHOro (orTmuunbnd ot TNBC), paxk
HKEMYKA, TUTIOCKOKJIETOYHBIN PaK JIETKOTO, ME30TEHOMY, PAK IMOPKETY IO YHOM JKeJIe3bl, pak
HOIEMKKW MATKH, paKk TOJIOBBI M IIIE€H, MEJIAHOMY, TEMaTOLEIUTIOJIAPHYIO KapLUHOMY, pak
HOCOTJIOTKHM, PaK NHIIEBOJA, aJCHOKAPIMHOMY TOJCTOW KHUIIKH, KOJOPEKTAIbHBIN pakK,
KapILUHOMY TPAMON KHIIKH, XOJAHTHOKAPLMHOMY, PaK 3HIOMETPUA MATKH, CAPKOMY, paK
MOYEBOTO ITy3bIpsA, KapLUHOMY IIUTOBUAHOW JKE€JNe3bl, MNaNMWUIAPHBIM pak IOYKH,
MyJTbTH(OPMHYIO TIIHOOIACTOMY, PAK IEYECHH, KAPIIMHOCAPKOMY MATKH, (P€OXPOMOITUTOMY,
BBICOKOIU(D(DEPEHIIMPOBAHHYIO TIHOMY, XPOMO(OOHBIH TOYEYHOKIETOUYHBIA paK, pak

HAATTOYCYHUKA WITH YBCAJIIbHYIO MCIIAHOMY.

[00414] B npyrux BapmaHTax OCYMIECTBICHHSA PaK MPEACTABISIET COOOM pak
TOJIOBBI M TIEH, PaK JIETKOTO (HampuMep, HeMeNKOKIeTouHbId pak jerkoro (NSCLC)), pak
MOYKH, PaK MOYEBOIO IMy3bIps, MENAHOMY, KapLMHOMY M3 KIETOK Mepkens, pak HIeHKH
MaTK{, PaK BJarajiuila, paKk BYIbBbI, PaK MAaTKH, PaK SHIOMETPHUs, PaK SAUYHHKA, pak
dammoneBol TPYOBI, pak MOJIOYHOW >KEJIE3bl, PaK NPEACTATEIHHOU JKEIe3bl, OMyXOJb
CIIFOHHOM JKE€Ne3bl, TUMOMY, AJPECHOKOPTUKAJIBHYIO KApLMHOMY, PaK NHUIIEBOJA, PpakK

JKEJTyIKa, KOJOPEKTAIIBHBIM PaK, PaK alNeHANKCA, KAPLUUHOMY YPOTEIHAIBHBIX KIIETOK WIIH
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TIOCKOKJICTOUHYIO KapIIUHOMY (HAIPpUMEDP, JIETKOTO; AHOT€HUTATLHOM 00IACTH, B TOM YHCTIC

aHyca, TIOJIOBOTO YJIeHAa, IEWKN MATKH, BJIaraTiINa WK BYJIbBbBI, WIIH MAIICBOIA).

[00415] B HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS PAK AJIA JICYECHUS B KOHTEKCTE
HACTOAMIET0 H300pETEHUA MPEACTABIISIET COOOM MENAHOMY, TOYEYHOKIIETOUHYIO KapIMHOMY,
Pax JIETKOro, pak MOYEBOTO ITy3bIPs, PAK MOJIOYHOM JKEJIE3BI, PaK MIEHUKU MATKH, PAK TOJICTON
KHMIOKH, PaK >KEIMMHOTO ITy3bIPsA, PAK TOPTaHH, PaK MEYECHH, PAK MIMTOBUIHOM JKEJIE3bI, PaK
JKEJTyIKA, PAK CIIFOHHOM JKEJIE3BL, PAK MPEACTATEIbHOM JKEIIE3BL, PAK IIOKETYTOYHOM JKETIE3bI

WM KapLUUHOMY U3 KIETOK Mepkerns.

[00416] B BapuaHTax OCyIIECTBIEHHS pak NPEACTaBISIET coO0H JmMpoMmy,
TaKyl0 KakK OOJe3Hb XOJKKHHA, HEXODKKHHCKAs JIMM(POMA, MHOKECTBCHHYIO MHEJIOMY,
MaKporio0yIMHEMUIO BampaeHcTpema, OONE3HP THKENBIX LENeH W HCTHHHYIO

TTOJIMITU TCMHIO.

[00417] B  BapmaHTtax = OCYIIECTBIECHHS  paKk  NPEACTABIIET  COOOMU
TUTOCKOKJIETOYHYIO KapIMHOMY. B BapwaHTax OCYIIECTBICHHS Pak IPEACTaBIAECT COOOM
IUTOCKOKJIETOUHYIO KapLIMHOMY JIETKOTO. B BapuaHTax OCYIIECTBICHHs pak MPeICTaBIsIET
COOOM TUTOCKOKIIETOUHYIO KapIMHOMY THMINEBOJAA. B BapumaHTax OCYHIECTBICHHS paK
MPEACTABISIET COOOH MIOCKOKIIETOUYHYIO KapIIMHOMY aHOTCHHTAIBHOM 001acTH (HAIpuMep,
aHyca, TIOJOBOTO 4YJICHA, INEHKHM MATKH, BJAarajiMiida WIA BYJIbBbI). B BapmaHTax

OCYINECTBIICHHUS PaK TPEACTABIAECT COOOH TUIOCKOKIIETOYHYIO KAPIIMHOMY TOJIOBBI M INEH

(HNSCC).

[00418] B BapuaHTax OCymIeCTBIIEHHS PaK MPEACTABISIET COOOH paK MOYEBOTO
My3BIPs, PAK MOJIOYHOH JKeNe3bl (HalpuMep, TPHKAbl HETATHBHBIN PaK MOJIOYHOH JKEJIE3bI
(TNBC)), pak danmnonueBoit TpyOsI(TpyO ), XOIAHTHOKAPIIAHOMY, aICHOKAPIIHHOMY TOJICTOM
KULIKH, paK 3HAOMETPHS, PaK MUIIEBOAA, capkoMy FOuHra, pak sKeiryiKa, CBE TIIOKIETOUHBIN
PaK TIOYKH, paK JETKOTO (HaIpuMep, aJ€HOKAPIIMHOMY JIETKOTO WITH TIOCKOKJIETOUYHBIH PaK
JIETKOTO), ME30TETHOMY, PaK SUYHHKA, PAK TOLKETYAOYHOH JKETIe3bl, PaK OPIOIIMHEL, paK
MPEACTATENBHOM KEJE3bl, pAK MATKH 3HIOMETPHUS WM YBEaTbHYIO MENaHOMY. B BapuaHTax
OCYIIECTBIIEHHUS PaK MPEACTABIAECT COOOH PaKk AMUHHUKA, PaK (HaIoNMueBOH TPyObI(TPYyO) HitH
pak OprommHBL. B BapmaHTax OCYIIECTBIEHHS PaK TMPEACTABIET COOOM pak MOJOYHOM

xene3bl (Hanmpumep, TNBC). B BapmaHTax OCymECTBICHHS PaK MPEACTABIIET COOOM pak
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JETKOTO (HApUMEP, HEMETKOKIETOUYHBIM PaK JIETKOro). B BapuaHTax OCyIIecTBIEHUS pak

MPEACTABISIET COOOM PaK MPEACTATETHHOM JKEJIe3bl.

[00419] B BapuanTax ocymiecTBIeHHS pak mpeactasisier coooi pak CNS wmm
TOJIOBHOTO MO3ra, TakoM Kak HewpoOmacroma (NB), rmmoma, nuddysHas BHyTpeHHA
moctoBast riuoma (DIPG), mmnompHas actponmToMa, acTpOLMTOMA, AaHAIIIACTHYECKAS
acTpoIMTOMa, MYIbTH(GOPMHAS TINHOONIACTOMA, MEAYJUIOONIACTOMA, KpPaHHO(apUHTHOMA,
SMEHANMOMA, MHHEAIOMA, reMaHTHOOIACTOMA, aKyCTHYECKAs OIBAHHOMA,
OJIUTOACHAPOTIIOMA, MEHHHI'HOMA, BECTHOYIIIPHAS IIBAHHOMA, aJICHOMA, METACTATHYECKAs
OIyXOJIb TOJIOBHOTO MO3Ta, MEHHHT HOMA, OTYXOJIb CIIMHHOTO MO3Ta WM MEAYIUI00IacTOMA.

B BapuaHTax ocymiecTBIEHUS pPaK MPeACTaBIsieT co00# omyxomb CNS.

[00420] B npyrux BapHaHTaX OCYIIECTBICHHS paK TPEICTABIAET COOOM
MENaHOMY, ITOYEYHOKIIETOYHYIO KapLUUHOMY, PaK JIETKOrO, Pak MOYEBOrO Iy3bIps, pPak
MOJIOYHOM JKENE3bl, paK MIEMKH MATKH, PaK TOJCTOM KHUIIKH, PAK >KEIMHOIO Iy3BIPs, Pak
TOPTaHH, paK MCUYECHH, PAK MUTOBUIAHOM JKEJIE3bl, PAK JKEITyAKA, PaK CIFOHHOM JKEIIE3bl, pak
MPEACTATETBHOM JKEIIE3bl, PaK MOIKEITy TOYHOH JKEJIE3bl NI KAPLIMHOMY U3 KIETOK Mepkerst

(cm., mammpumep, Bhatia et al., Curr. Oncol. Rep., 13(6): 488-497 (2011)).

[00421] B HEKOTOpPBIX BapHaHTaX OCYHICCTBICHUS Y MALMEHTA WU MOIYJIALUU
MAIMEHTOB UMEETCS TEMATOJIOTHYECKHH pak. B HEKOTOPHIX BapHAHTAX OCYINECTBICHUS Y
MAIMEHTa UMEETCS TEeMATOJOTHUYECKHH pak, TakoW kak auddysHas B-kpymHOKIETOUHAS
mampoma («KDLBCLy), numpoma Xomkkuna («HL»), HexomkkuHckas mumdpoma («NHL),
dommkymapras muMmpoma («FL»), octpeiii muenmommHbid Nelko3 («AMLy), octperit
mampoomacTHeId merko3 («ALL») wmu mHOXKecTBeHHAs muenoma («MMy). B BapmanTax
OCYINECTBIICHHUS PaK TPEACTABIAECT COOOH MPOUCXOMINIMA W3 KPOBETBOPHOW TKAHU PAK,
TaKOW Kak ocCTpeid nuMpoOmacTaeii JeWKko3(«ALL»), ocTtperii numdobmacTaeii B-
KICTOUHBIA  JICHKO3, OCTPhI  JM(poOmacTHeid  T-KIIETOYHBIH  JIEWKO3,  OCTPHIA
MUenoOnacTHeI eiko3 («AMLY), octperii mumpooOmacTaeii neiko3 («ALLy»), octpsii
MPOMHENTOUMTAPHBIA  JIeWKko3 («APL»), ocTpelii MOHOONACTHBIA JIEWKO3, OCTPBIN
SPUTPOJIEHKO3, OCTPBIN METAKAPHOOIACTHBIN JIEWKO3, OCTPHIH MUETIOMOHOIIMTAPHBIN JICHKO3,
OoCTpeid  HenMM(pOOTACTHBIM  JEHKO03, OCTPeId  Heau(pepEeHIUPOBAHHBI  JIEWKO3,
XPOHUYECKUH MHUETOUHTAPHBIN JIeiko3 («CMLy), xpoHudeckuit TUM(OIUTAPHBINA JIEHKO3
(«CLL»), BOmoCaToOKIe TOUYHBIH JEWKO3 U MHO’KECTBEHHAS MUEIIOMA;, OCTPBIE M XPOHHUYECKHUE

JIEWKO3BI, TaKWe Kak TUM(OOIACTHRIE, MUETIOTCHHBIE, TUM(OIUTAPHBIE ¥ MHUETIOIIUTAPHBIC
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7erko3bl. B BapmaHTax OCYIIECTBICHHS, T€MATOJOTHYECKHE PaK TPEICTABIIET COOOH
mampomy (Hampumep, numMpoMy XOMKKHHA (HATPHUMEDP, PEUHIMBUPYIOMIYIO WA
pedpakrepuyro knaccuueckyro mumpomy XomkkuHa (CHL), HexomKKHHCKYIO nuM$poMy,
mupdysayro  B-kpymHokierounyro gumbomy wim  mMpomy  T-mam¢poOmacTHBIX
MPEAIMECTBEHHUKOB),  JTUM(POIMUTETHATBPHYI0  KAapUUHOMY  HMJIM  3JIOKQYECTBEHHBIN

THCTHOILIUTO3.

[00422] B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHUS Y MALMEHTA U MOIYJIALUU
NAalMEHTOB UMEETCA COJMAHAA OMyXOsb. B BapuaHTax OCyIIECTBIEHUS pak MPEACTABIAET
CO00M CONMMIHYIO OIMyXOJb TaKyl0 Kak (puOpocapkomMa, MHKCOCAPKOMA, JIMIIOCAPKOMA,
XOHAPOCAPKOMA, OCTEOT€HHAs CAapKOMa, XOPJIOMAa, AaHTHMOCapKOMa, 3HAOTEIMOCAPKOMA,
muMpaHruocapkomMa, JTUM(PaHTHOIHAOTETUOCAPKOMa, CHHOBHOMA, ME30TEIMOMA, OIyXOJIb
FOunra, nmefiommocapkoma, pabIOMHOCAPKOMa, OCTEOCAPKOMA, PAaK TOJCTOM KHIIKH,
KOJIOPEKTAJIbHBIN paK, paKk MOYKHU, PaK MOLKEITYJOYHOM KENE3bl, PaK KOCTH, PaK MOJIOYHOM
JKENe3bl, paK SIMYHUKA, paKk MPEACTATEIbHOM JKEeNe3bl, pak MHUINEBOJA, PaK >KEIyIKa, pak
POTOBOM MOJNOCTH, Ha3albHBIM paK, pak Tropia, IJIOCKOKIETOYHAs KapLMHOMA,
0a3aIbHOKIIETOYHAS ~ KAapIMHOMA, AaJCHOKAPIIMHOMA, KapIWHOMA IOTOBOW JKEJIE3HI,
KapIUHOMA CaJbHOM JKENe3bl, MAMMUIPHAS KaPIUHOMA, TMAUUIIPHBIE aJCHOKAPIIMHOMBI,
MUCTAACHOKAPIIMHOMa,  MEIy/UIpHAas  KapIUHOMa,  OpPOHXOTCHHAas  KapLHHOMA,
MOYEYHOKJIETOYHA ~ KapIMHOMA,  TeNeToMa,  KapiHHOMa  JKEITYHOTO  MPOTOKA,
XOPHOKAPIIMHOMA, CEMHHOMA, SMOPHOHATIbHAS KapIMHOMA, OIyXO0Jib BuibMca, pak meiku
MATKH, paK MATKH, PaK SUYKA, HEMETKOKIeTOUHBIN pak jerkoro (NSCLC), MmenKkokieToYHas
KapIUHOMA JIETKOTO, KapIMHOMAa MOYEBOTO TY3BIPs, PaK JIETKOTO, SHHUTETHATbHAS
KapIMHOMA, pak KOXKH, MenaHoma, HedpooOmacroma (NB) wmm permnobOmacroma. B
HEKOTOPBIX BApHAHTAX OCYIIECTBIIEHUS OITYyXO0JIb ABISAETCS COJMIHON OMyXOJIBbIO HA MO3JHEN
cragud. B HEKOTOPHIX BapHaHTaX OCYIIECTBIIEHHS OMYXOJb SBISAETCA METACTATHYECKOM
CONMIHOW OIMyXOJbl0. B HEKOTOPHIX BapHAaHTAX OCYMIECTBICHHS Y TAIMEHTA HMEETCS
conmuaHas omyxoias MSI-H. B BapuanTax ocymiecTBIEHUS CONMAHASA OITyXOJb MIPEACTABIISECT
coboii comumHyro omyxoias MSS. B BapuaHTax OCYIIECTBIEHHS COJIMTHAS OITYXOJb
npeactasisier coooir POLE-MyTaHTHYIO COMMAHYIO OTyX0b. B BapuaHTax oCymiecTBICHUS
CONMUAHAS OIyXOlbh TPEACTABIIET COOOM commaHyro omyxoias MSS. B BapumanTax

OCYIIECTBJICHUS COJHMIHASA OMyXOJb mpeactaBisier coboit POLD-myTaHTHYIO CONMHIHYFO

OITyXOJb.
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[00423] B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS Y MALMEHTA HUIIW MOIYJIALUN
MAIMEHTOB, MOUICKAMINX JICUEHHIO C TTOMOIIBI0 CIIOCOOOB B COOTBETCTBHH C HACTOSIIAM
N300pETEHHEM, UMEETCS PaK, TAKOH KaK paKk TOJIOBBI M IIEH, PaK JIETKOTO (Hampumep,
HeMeNKOKIeTouHbIN pak serkoro (NSCLC)), pak moukH, pak MOYEBOTO My3bIPs, METAHOMA,
KapLMHOMA U3 KJIeTOK Mepkens, pak IMeHKH MaTKH, PaK BIAralHINg, PaK ByJbBbL, paK MAaTKH,
paK >HIOMETPHS, Pak SHUYHUKA, PaK (alIomMUeBOW TPyOBI, paKk MOJIOYHOM SKENE3bl, pak
MPEACTATENIBHOW JKETIE3bl, OIMyXOJb CIIOHHOW JKENe3bl, TUMOMA, aJPEHOKOPTHKAJIbHAS
KapLMHOMA, PaK TMHINECBOAA, PaK >KENMyJKa, KOJOPEKTAIbHBIM paK, paK ammeHAHKCa,
KapLIMHOMA YPOTEIHAIBHBIX KJIETOK WM TUIOCKOKIIETOYHASA KapLMHOMA (HApUMeEp, JIETKOTO;
AHOTCHUTAIBHOM 00JIACTH, B TOM YHCIIE aHyCa, MOJIOBOTO YJI€HA, MEeHKH MAaTKH, BIIarajauina
WA BYJIbBBI, WM MUIIEBOJAA), WK OHU BOCIIPUMMYHUBBEI K HEMY. B HEKOTOpBIX BapuaHTax
OCYIIECTBIICHUS Yy TNALMEHTAa WIM TOMYJLSIMM TAlUEHTOB, MOJJIECKAIIUX JICYEHUIO C
MOMOMIBIO CITOCOOOB B COOTBETCTBUHU C HACTOAIIMM H300pPETCHHEM, HMEETCA PaK JIETKOTO
(mammpumep, NSCLC), pak mo4KH, MEJTAHOMA, PaK MEHKA MATKU, KOJOPEKTATbHBIN PaK WA
pak s>HaoMeTpusa (HampuMmep, pak SHAoOMeTpus MSS wm pak sapomerpus MSI-H) wnm

BOCIIPUHUMYHUBOCTD K HUM.

[00424] B HEKOTOpPBIX BapHaHTaX OCYHICCTBICHUS Y MALMEHTA WU MOIMYJIALUN
MAIMEHTOB, TOICKAIINX JICYCHHIO C TIOMOIIBIO CITIOCOO0OB B COOTBETCTBHH C HACTOSIIAM
HU300pETEHUEM, UMEETCS HEMETKOKIeTOUHBIN pak jierkoro (NSCLC), meyeHOYHOKIIE TOUHbIH
pak, pak IOYKH, MEINAHOMA, paK IICHKH MAaTKH, KOJOPEKTAIBHBIA PaK, INIOCKOKJIETOYHAS
KapIMHOMA aHOTEHHTAIbHOM 00nacTH (HAmpuUMep, TUIOCKOKIETOYHAs KapIWHOMA aHyca,
MOJIOBOTO YJIEHA, IMEHKA MATKW, BJIATAJIAINA WM BYJIBBBI), PaK TOJIOBBI M IIEH, TP KB
HETaTUBHBIM pPaK MOJIOYHOM JKENE3bl, paKk SAWYHHMKA WIH PaK JHIAOMETPHUS, WIH OHU
BOCIIPUMMYHMBEI K HEMY. B HEKOTOPBIX BapHaHTaxX OCYINECTBICHHA Yy IMAaLMEHTA UMEETCS
COJIUJHAA OITyXOJb HA MO3JHEH CTaguu, Takas KaK HEMEIKOKIETOYHBIM PaK JIETKOTO
(NSCLC), mne4eHOYHOKIIETOYHBIM paK, pak TIOYKH, MEJIAHOMa, paK IIeWKH MAaTKH,
KOJIOPEKTATbHBIA PaK, TUIOCKOKIIETOYHAS KApLIWHOMA aHOT€HHUTAIBHOM 00JIacTH (Harmpumep,
IUIOCKOKJIETOYHAs KapUMHOMA aHyca, MOJOBOTO0 YIECHA, IIEWKW MAaTKW, BIarajvina Wi
BYJIbBBI), PAK TOJIOBBI U IIEH, TPHIKIBI HETATUBHBIA PAK MOJIOYHOM JKETIE3bl, PAK SHYHUKA UITH
pak dHOOMETpHsA. B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS Y NMALIMEHTa UMEETCS CONUIAHAS

OIyXOJIb Ha TIO3HEH CTAAUH C MUKPOCATEINTUTHON HECTAOUIIBHOCTBIO.
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[00425] B HekoTOphIX BapuaHTaX OCYHICCTBIICHHS PaK TPEACTABISET COOOM
THHEKOJIOTHYECKHH paK (T. €. paK KEHCKOW PEMPOAYKTHBHOM CHCTEMBI, TAKOM KaK pak
AWYHHUKA, paK (pajsonueBoi TPyObl, paK IIEHKHA MATKH, PaK BIArajuing, pak BYJbBBI, pak
MaTKH, WIA TIEPBHYHBIH paK OPIONIMHBL, WM PaK MOJIOYHOM >Kene3bl). B HekoTopshIx
BAPHUAHTAX OCYINECTBICHHUS PA3HOBHIHOCTH PAaKa >KEHCKOM PENPOJYKTHBHOM CHCTEMBI
BKIIFOYAIOT 0€3 OrpaHUYEHHS PaK AMYHUKA, PaK (pamionueBod TpyOsI(TpyO), pak OprOIIUHBI

Y PAaK MOJIOYHOM KEJIE3BL

[00426] B BapmaHTax OCymecTBICHHS PaK MPEACTABIAET COOOW PaK SHYHUKA
(Hampumep, CepO3HBIN WM CBETIIOKJICTOYHBIN PaK SIMYHUKA). B BapuaHTax OCyIIeCTBIICHUS
paK TpeACTaBIsIET COOOM pak (QamnonueBod TPyObl (HAmpUMEpP, CEPO3HBIM WK
CBETJIOKJIETOUHBIH pak ¢amonueBod TpyObl). B BapmaHTax OCYIIECTBIEHHUS pak
NPENCTaBIAET COOOH TEPBUYHBIM pak OpromMHBI  (HAPUMEP, CEPO3HBIM WK

CBETJIOKJIETOYHBIN MIEPBUYHBIA PaK OPIOIINHBI).

[00427] B HEKOTOpPBIX BapHaHTaX OCYILECTBICHHS PaK SUYHHUKA MPEICTABIISACT
COOOM ATTUTETHATBHYIO KAPIUHOMY. JTUTETHATbHAS KAPIIHHOMA COCTABIIET 0T 85% 1m0 90%
CIy4yaeB pakKa SAWYHUKA. XOTA HMCTOPHUYECKH CUMTAETCS, YTO JaHHOE 3a00NeBaHME
pa3BUBAETCA HAa MOBEPXHOCTH SIMYHHUKA, HOBBIE JAHHBIE JAFOT OCHOBAHHUE MPETIOI0KHUTh, UTO
MO0 MEHBINEH Mepe HEKOTOPhIE PA3HOBHAHOCTH pPaKa SUYHHMKA OEpPyT CBOE HAYaIO0 OT
KOHKPETHBIX KJIETOK B YacTH (amtonueBor TpyOsl. DammonueBsl TPYyObl NPEACTABISIOT
COOOW MAaJlEHPKHE TPOTOKH, KOTOPHIE CBA3BIBAIOT SUYHHUKH JKCHIMUHBI C €€ MATKOW, H
ABJSIOTCS YaCThIO PENPOJYKTUBHOM CHCTEMBI JKCHIIMHBL B HOpPMaTbHOM >KEHCKOM
PETIPOAYKTHBHOM CHCTEME HMEIOTCS JBE (PaymomueBs! TPyObI, IO OTHOHM ¢ KayKJIOH CTOPOHBI
MaTKh. PakoBbIe KIETKH, KOTOpbIE OEpyT CBOE Hadajio B (pautonmueBou TpyOe, MOTYT
BBIXOJUTh HAa TOBEPXHOCTh SIMYHMKA HA PaHHEW CTaauu. TepMHH «pak SAUYHUKA» 4YacTo
WCTIONB3YIOT I ONMUCAHUA PA3HOBHIHOCTEH STHMTEIHAIBHOTO paka, KOTOPBIE OEPYT CBOE
HAYaja0 B SHUYHHKE, B (pauionmueBOd TPyOe W CIM3HCTOM 000J0YKe OPIOMIHOW TOIOCTH,
HA3bIBAEMOM OPIOIMHON. B HEKOTOPBIX BApHAHTAX OCYINECTBIICHHSA PaK MPEACTABIIET COOOH
WITA COJEPIKUT OTMYXOJTb IMOJOBBIX KIETOK. OMyXOJIH MOIOBBIX KIETOK MPEACTABIIIOT COOOH
TUN paka SMYHHUKA, KOTOPBIA Ppa3BUBACTCS B KIETKAX SUYHUKOB, MPOIYLIMPYIOIIMX
AWLEKICTKH. B HEKOTOPBIX BapHaHTAX OCYHIECTBICHHSA PaK MPEACTABIET cOOOH WM
COIEPKUT CTPOMANIBHYIO OMNMyXoyib. CTpOMalbHBIE OMYXOJIM PAa3BUBAIOTCA B KIETKaX

COCI[I/IHI/ITCJ'IBHOI‘/'I TKAaHH, yz[epmmsa}omeﬁ AAYHUKA BMCCTC, KOTOpasd HHOTAA ABIACTCA
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TKAaHBIO, KOTOpass BHIPAOATHIBAET JKEHCKHE TOPMOHBI, HA3BIBAEMBIE JCTpOoreHaMH. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIECHUS PaK TPEACTABIAET COOOW WM COACPIKHT
TPaHyJIe30KIETOYHYIO OIMyXO0Jb. [ paHyne30KIETOYHBIE OMyXOMH MOTYT CEKPETHPOBAThH
3CTPOTEH, YTO TPHUBOJUT K HEOOBIMHOMY BJATAIMOIHOMY KPOBOTEYEHHIO BO BpeMs
IUArHOCTHKH. B HEKOTOPBIX BapuWaHTaX OCYHIECTBICHHA THHEKOJOTHYECKHH paK
aCCOIMMPOBAH C aedumTom penaparmu MOCPEICTBOM TOMOJIOTHYHOHN
pexoMOuHAIH/ AePUITUTOM TOMOIOTHYHOH permapauuu («HRDy), mytanme nm aenenume
reHa penapaudyd MocpeAcTBOM  romonoruyHod  pexomOmHammu (HRR)  w/mmm
myraiper(mytarusima)  BRCA1/2. B HEKOTOpBIX — BapuaHTaXx  OCYIIECTBIICHUA
TMHEKOJIOTUYECKHHM PaK SBIAETCS YyBCTBUTEIBHBIM K CPEICTBAM Ha OCHOBE IUIATUHBL. B
HEKOTOPBIX BapHUaHTAaX OCYINECTBIEHUS TMHEKOJIOTMYECKHMM pak OTBEYal Ha CPEACTBO
TEpanuy Ha OCHOBE IJIATHHBL. B HEKOTOPBIX BApUAHTAX OCYINECTBICHUS THHEKOIOTHYECKUN
paKk TpUOOpeN YCTOMYHMBOCTh K CPEACTBY TEPAllMM HA OCHOBE IUIATHHBL B HEKOTOPBIX
BAPUAHTaX OCYIIECTBJICHUS T'MHEKOJIOTHMYECKMM pak OJHAXKABI IPOAEMOHCTPUPOBAI
YACTUYHBIM WIIM TOJHBIM OTBET HA CPEJACTBO TEpaMM HAa OCHOBE IUIATHHBI (Hampumep,
YaCTUYHBIN WK TIOJTHBIN OTBET HA MOCIIEHEE CPEICTBO TEPAITMH HA OCHOBE TUIATHHBI HITH HA
MpeATIoCcIieTHEE CPEICTBO TEPAallMA HAa OCHOBE IUIATHHBI). B HEKOTOPHIX BapHaHTax
OCYIIECTBIICHUS B HACTOSMIICE BPEMS THHEKOJOTHYECKHHM PaK SBISETCS YCTOWYHUBBIM K

CPEIICTBY TEPANTUK HA OCHOBE TJIATUHBI.

[00428] B BapmaHTax OCyIIECTBICHHSA PaK MPEACTABISET COOOM paK MOJIOYHOH
xene3bl. OOBIMHO paK MOJIOYHOM JKEJe3bl HAUMHACTCA JTHOO B KIIETKAX MOJIOYHBIX JKEJe3,
W3BECTHBIX KaK JOJBKH, JTHOO B TIPOTOKAX. Peke pak MOJOYHOM KEJNe3bI MOKET HAUMHATHCS
B CTPOMAJIbHBIX TKaHAX. K HUM OTHOCSTCS JKHPOBBIE U BOJIOKHUCTHIE COEAUHUTENBHBIE TKAHU
MOJIOUHOM skene3bl. Co BpEMEHEM KIIETKM paka MOJOYHOM >Kele3bl MOTYT MPOHUKATH B
OJU3JIe)KAIHE TKAHU, TAKHE KaK MOAMBIIIEYHBIE TAM(ATHICCKUE Y3ITbI WM JIETKHE, B XOJIE
MpoLecca, U3BECTHOTO KakK MeracTazupoBaHue. CTaaus paka MOJOYHOM >KENe3bl, pa3Mep
OITyXOJIH M CKOPOCTh €€ POCTa MPEACTABIAIOT cOO0H (PaKTOPHI, KOTOPBIE OMPEACISIOT THIT
MpEeIaracMoro JeueHus. BapuaHTsl IeueHUs BKIIOYAIOT XUPYPrUUECKOE BMEIIATENBCTBO T10
VIAIEHUIO OTTYXOJIH, MEAMKAMEHTO3HOE JIEYEHHE, KOTOPOE BKIIFOYAET B CE0OS XHMHUOTEPATTHIO
W TOPMOHAJBHYIO TEPANMIO, PAJUALMOHHYIO TEpamuil0 M HUMMyHOTepamuio. [IporHos u
YPOBEHb BBIKMBAEMOCTH CHIIBHO BAapbUPYIOTCS; YPOBHH TATUJIIETHEW OTHOCUTENBHOM

BBLKUBAEMOCTU BapbupyroTcsa oT 98% 10 23% B 3aBUCUMOCTH OT THNA paka MOJOYHOM
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JKEJE3bl, KOTOPBIM MMEET MECTO. Pak MOIOYHOM JKENe3bl SABIAECTCA BTOPBIM IO
PacpoOCTPaHEHHOCTH BUIOM paka B MUpe, B 2012 roxy ObITO 3apeTHCTPUPOBAHO TIPUMEPHO
1,7 MWTHOHA HOBBIX CJIy4aeB 3a00JIEBAHUS, U OH SBIICTCA IATOU IO PACTIPOCTPAHEHHOCTH
NPUYHHOU CMEPTH OT paka, ¢ mpuMepHo 521000 cmywaeB cmeptu. M3 smmx ciydaes
npuMepHO 15% SABAAIOTCS TPWKABI HETATUBHBIMU, MPU KOTOPBIX HE SKCIPECCUPYETCS
penentop 3ctporeHa, peuentop nporectepona (PR) mmu HER2. B mekoTopsix BapuanTax
OCYIIECTBIECHHS TPWK/IbI HETATUBHBIN pak MosouHoM kene3sl (INBC) xapakrepusyeTcs kak
PaKoOBBIC KJICTKA MOJIOYHOHM JKEJIE3bl, KOTOPBIC SBISIOTCA HETAaTUBHBIMU IO JKCIPECCHHU
peuenTopa o3ctporeHa (<% KIE€TOK), HETaTHMBHBIMH TII0 3KCIPECCHH PELENTOpa

nporecrepona (<1% knerok) u HER2-HeraTuBHbIMHU.

[00429] B BapmaHTax OCYIIECTBIEHHS PakK TmpeAcTaBiuseT coboi ER-
MO3UTUBHBIM PAaK MOJIOYHOHM >kene3bl, ER-HeratmBHBIM pak MONIOYHOM kenes3sl, PR-
MO3UTUBHBIM pPaKk MOJOYHOM >kene3bl, PR-HeratuBHbIM pak MomouHOM >kene3pl, HER2-
TO3UTHUBHBINA pak MOJIOuHOM kesie3br, HER2-HeraTuBHbIH pak MoinouHOM xenme3bl, BRCA1/2-
MO3UTHBHBIA pak MOJIOYHOH skene3bl, BRCA 1/2-HeraTHBHBIN pak WIH TPYKIbI HETATHBHBIN
pak mojyouHow >kene3sl (TNBC). B BapuaHTax OCymIeCTBICHHS PaK MPEACTABIAECT COOOM
TPWKIbl HEraTuBHBIM pak wmonouHo skene3sl (TNBC). B HekoTOphIX BapHaHTax
OCYIIECTBJICHUS PAaK MOJIOYHOM JKENIe3bl MPEACTABISICT COOOM METAaCTaTHYEeCKHH pak
MOJIOYHOM Keje3bl. B HEKOTOpPhIX BapHaHTAaX OCYINECTBICHHS PaKk MOJOYHOM >KeJie3bl
MPEACTABIAET COOON PaK MOJIOYHOM JKEJIe3bl Ha MO3THEH CTaaun. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHHUS PaK MPEACTABIIET COO0H pak MotouHOM skene3bl 11 cragum, [11 craguu wnm
IV cragun. B HEKOTOpPBIX BapHaHTAX OCYINECTBJICHHS PaK TPEICTABISAET COOOM pak
MOJIOYHOM »kene3nl IV crtagun. B HEKOTOpPBIX BapHaHTaxX OCYINECTBIICHHS PAaK MOJIOYHOM
JKEJIE3bl TIPEACTABIAET COOOU TPIHKABI HETATUBHBIM PaK MOJIOYHOM jKene3bl. B BapmaHTax
OCYIIECTBJICHUS PAaK MOJIOYHOM JKENIe3bl TPEACTABISIET COOOM METAaCTAaTHYECCKHH pak
MOJIOYHOM >Kele3bl. B BapmaHTax OCYHIECTBICHHA PAaK MOJOYHOM JKENE3bI MPEACTABISAECT
co0o pak mosouHoM xene3bl MSI-H. B BapuanTax ocymecTBIEeHHS PaK MOJOYHOH JKEIE3bI
MpeACTaBIAET COOOM pak MONOYHOHM jkene3bl MSS. B BapmaHTax OCymIECTBICHHSA pak
MOJIOYHOW >kene3bl mpeactaBisaer co0o POLE-mMyTaHTHBIH pak MOMOYHOHM xeme3bl. B
BapHAHTAX OCYMICCTBIICHUS PAK MOJIOYHOM KeJe3bl mpeacTaBisier coooi POLD-myTaHTHBIH
PaKk MOJIOUHOM >keJie3bl. B BapHaHTax OCyIIECTBICHHUA PAK MOJIOYHOM sKEJE3bI MTPEACTABIIACT

co00M paK MOJIOYHOM Kene3bl ¢ BeicokoH TMB. B BapraHTax oCymecTBIEHHS paKk MOJTOYHOM
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XKENe3bl acCOLMMPOBAH C  JePULMTOM pEemapalyyd IOCPEJCTBOM  T'OMOJIOTHYHOM
pekomOuHaImu/ nepunmrom romonormyHoM pemnaparuu («HRD») wmmm xapakrepusyercs

MyTallMENd WA JETICIUEH TeHa penapanuyd MOCPEACTBOM TOMOJIOTHYHOW PEKOMOHWHAITUH

(HRR).

[00430] B HEKOTOPBIX BapHAHTAX OCYLIECTBICHUS Y MALMEHTA HIIH NOYIISLAH
MAIMEHTOB, MOUICKAIINX JIEYCHHIO C TIOMOIIBI0 CIIOCOOOB B COOTBETCTBHH C HACTOAIIUM
n3o0pereHueM, mmeerca pak sHAomeTpus («EC»), unu OHM BOCIIPUUMYHUBBI K HEMY.
KapumnHoma sHIOMETpHUS ABIAETCS HaUOOJEE PACTIPOCTPAHEHHBIM BHAOM paKa >KEHCKOTO
MOJIOBOTO Tpakra, HacuuThiBaromuM 10-20 cimydaes Ha 100000 genmoseko-neT. ExkeronHoe
YHUCIIO HOBBIX ciy4yaeB paka sHaomerpus (EC) oneHuBaeTcs B mpuUOMM3HTETBHO 325 ThICIY
B0 BceM Mmupe. Kpome Toro, EC aBmsiercs HanOomee 4acTo BCTPEYAIOIUMCS PAKOM Y YKESHITHH
¢ moctMeHonay3ou. [lpubmusurensro 53% ciyyaeB paka SHAOMETPHA MPHUXOAMUTCS Ha
pazsuteie cTpasbl. B 2015 roxy B CILA 6puto quarHocTrpoBaHo npumepHo 55000 cioydaes
EC, u B Hacrosmee BpeMsS OTCYTCTBYIOT OJOOpPEHHBIE HAIEIICHHBIE TEPAIIEBTHUECKHUE
cpencrBa a1 npumenenus npu EC. CymecTByeT moTpeOHOCTh B CPEACTBAX M CXEMaX,
KOTOpbIE 00ECTIEUMBAIOT YIy4ylIeHHEe BbDKHBacMocTd mnpu EC Ha mosgHed cragum u
permauBupyromem EC npu naznauenun 1L u 2L. Cornmacao nporuozam B 2016 roay B CIIIA
or EC ymper mpumepro 10170 denosek. Hambonee pacnpocTpaHeHHOW THCTOIOTHYECKON
(GopMOU ABISAETCA SHAOMETPHOHMIHAS AJCHOKAPIIMHOMA, COCTABJSIONIAS MPHOIH3UTEIHHO
75-80% AuarHOCTUPOBAHHBIX CITydaeB. [[pyrue ructonorudeckue GOpMBI BKIFOYAIOT B CEOS
MaTOYHbBIE TMAMWUIAPHBIE cepos3Hble (MeHee 10%), cBeTmoknerounsie 4%, camsucteie 1%,

IIOCKOKJIETOUHBIE MeHee 1% u cmemaHHbie TprOm3uTebHO 10%.

[00431] C maroreHeTnueckoil Touku 3penus EC moxapasmensercs Ha JBa
pa3NMUYHBIX THMA, Tak HazbpBaembix Tuma | m II. Onmyxomu tuma | mpeacraBmsoT coOoi
supomeTpuouaHbie KapimHoMbl (EEC) HU3KOUM cTereHH W CBA3aHHBIE C 3CTPOTCHOM, MPH
stoMm omyxomu trma I mpeactasmsor co6oit HesHmomerpuonnusie (NEEC) (B ocHOBHOM
CEPO3HBIE M CBETIOKIETOYHBIE) KAPIMHOMBI. BCceMHpHas OpraHU3aiys 31paBOOXPAHEHUS
HEABHO OOHOBHJIA TMATOJOTHYECKYH0 Krmaccudukaimio EC, mpu3HaB 1eBATH pPa3IHYHBIX
moarunioB EC, wHo EEC wu cepo3nas xapmmaoma (SC) COCTaBISIOT TIOMABIISIOIIEE
oompmmHCTBO cimydaeB. EEC SBIArOTCSA CBA3aHHBIMH C 3CTPOTEHOM KapIITHOMAMH, KOTOPBIE
BO3ZHMKAIOT y MALIMEHTOB C IEPUMEHONAY30M, U UM IIPEILIECTBYIOT NPEAPAKOBBIE MOPAKEHUS

(rumeprutazus  SHAOMETPHA/SHAOMETPHOHMIHAS  HHTPASIUTENHAIIbHAA  HEOIUIa3Hs).
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Muxpockormmuecku nipu EEC wusko#t crenenu (EEC 1-2) conmeprkarcs TpyOUaThie sKemessl,
HECKOJIPKO ~ HATIOMHHAIOIIHME  TMPONMH(EpPaTHBHBIA  SHAOMETPHH, C  aApPXHUTEKTYPHOU
CIIO’)KHOCTBIO CO CITUSTHUEM jKelie3 W KpHOpo3HbM xapaktepom. EEC BbicOKko# cTemeHuU
JEMOHCTPUPYET CONUIHBIN Xapaktep pocta. Hampotus, SC BO3HMKAeT y MAaLMEHTOB C
MOCTMEHONAY30M B OTCYTCTBHUE runepactporenusma. [lox mukpockonom SC neMOHCTPUPYET
TOJICTHIE, (PUOPO3HBIE WM OTEUHBIE MAMMIUIBI C 3aMETHOM CTpaTU(HUKAIIUEH OITyXOJIEBBIX
KJIETOK, KJIETOYHBIM [OYKOBAHHMEM M AHAIUIACTUYECKUMHU KIETKAMH C KPYIHBIMH
303uHOpUIBHBIMU 1MTOTIA3Mamu. [logasmsatomee 6onpmmHcTBO EEC npeacrasnsaroT codoi
OITyXOJIM HU3KOM cTereHu (1 ¥ 2 CTEemeHu) U CBSA3aHbI C XOPOIIUM MPOTHO30M, KOTJa OHU
orpanuuunBarotcss mMatkoi. EEC 3 crenenn (EEC3) saBnmsercs arpeccHBHOM OITyXOJBIO C
MOBBIIIEHHON YaCTOTON METAacTa3upOBaHUA B muMpaTrueckue y3ibl. SC 04EeHb arpecCHUBHBI,
HE CBA3aHBI CO CTUMYJIALIMEN 3CTPOT€HAMHU, B OCHOBHOM BO3HUKAIOT Y MOKHJIBIX JKECHIIUH.
EEC 3 u SC cuuTaroTcst OmyxoJssMU BBICOKOM cTemneHH 3inokadecTBeHHOcTH. SC u EEC3
CPaBHHUBAJIH C IPUMEHEHUEM JAHHBIX MPOTPAMMBI 0030PHOTO HAOIFOACHHUS, STTHIEMHOJIOTHA
n kKoHeuHbIX pe3ynbTaToB (SEER) ¢ 1988 mo 2001 roapr. Onu mpeactasmsmm 10% u 15% EC
COOTBETCTBEHHO, HO cOCTABIIIU 39% 1 27% ciy4aeB CMEPTH OT paka COOTBETCTBEHHO. Pak
SHIOMETPHA TAKKE MOXKHO PA3JIEIHTh HA YETHIPE MOJEKYIIpHbIe moarpymnmsl: (1)
yipTpaMmyTupoBaHHbl/ POLE-MyTanTHenA; (2) rumepmyTtrpoBanHbid MSI+  (Hampumep,
MSI-H wmu MSI-L); (3) ¢ MampiM YHCTIOM KOTIHH/MUKPOCATEUTATHO-CTAOMITBHBIN (MSS); 1
(4) c¢ OompmmM YWCTIOM  Komwi/cepo3ononoOHsid. [Ipumepro 28%  ciydaes
xapakTepusyroTes Boicokod MSI. (Murali, Lancet Oncol. (2014). B HEeKOTOPBIX BapHaHTaX
OCYIIECTBIICHHUS Yy TAMEHTA UMEETCA pak >HAoMeTpusa 2L w3 moarpymmsl ¢ aeummuroM
pemapanuy OMHMOOYHOTO CHapWBaHUA. B BapuaHTax OCYINECTBICHHA PaK SHAOMETPHUS
MPEACTABIAET COOOH METACTATHYECKHU PaK SHAOMETpUsA. B BapmaHTax OCYIIECTBICHHA Y
ManMeHTa uMmeeTcsa pak 3HAoMmeTpus MSS. B BapuaHTax OCyIIeCTBIEHUS Yy MallMEHTa
umeeTca pak sHaomerpus MSI-H. B BapmanTax oOCyIIECTBIEHUS paK >SHIOMETPHUSA
npeacTaBisgeT co0oi pak sHHoMeTpus MSI-L. B BapuanTax ocymec TBIICHHUS pak SHAOMETPHS
npeAcTaBIsaeT co00H pak sHAOMeTpUs MSS. B BapuaHTax OCYIECTBIIEHUS PaK SHAOMETPHUS
npeactasisgeT coooi POLE-myTanTHbIH pak sH10METpH (HapuMep, pak sHaoMetTpus MSI-
H, mpemycmarpusaronuii mytaruio B POLE). B BapuanTax ocymiecTBiieHUS pak SHIOMETPHS
npeactasiseT coooi POLD-myTaHTHBIN pak SHAOMETpHS (Hampumep, pak sHxomeTpus MSI-

H, mpe mycmaTpuBaromuii mytaruio B POLD). B BapuanTax ocyniecTBIeHHS pak SHIOME TPUS
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MPEeACTaBIAET COO0M pak ¢ Beicoko TMB sumomerpus. B BapraHTax OCymecTBIEHHS pak
SHIOMETPHUA AaCCOLMUPOBAH C JEUIMTOM pemapaldd IOCPEACTBOM T'OMOJIOTHYHOM
pekomOuHamu/ nepunmrom romonormyHoM pemnaparuu («HRDy») wmmm xapakrepusyercs

MyTalMENd WA JENICIUEH TeHa penapanuyd MOCPEACTBOM TOMOJIOTHYHOW PEKOMOHMHAITUH

(HRR).

[00432] B BapuaHTax OCYHIECTBIECHHS pak TMPEACTABISET COOOH OIMyXOJb
TOHA/bI.
[00433] B  BapmaHTax  OCyHIECTBICHHMA paKk  MPEACTABIAET  COOOHU

HESHJOMETPHANBHBIM pak (HAMpUMEp, HEIHAOMETPUAIBHYIO COJMAHYIO OMyXojb). B
BapHAHTaX OCYHIECTBIICHHUA HEIHIOMETPHATIBHBINA PAK MPEACTABIAECT COOOHM pak HA MO3AHEN
cranud. B BapmaHTax OCYIIECTBICHHS HEIHAOMETPHAIBHBIM PaK MPEACTABIAET COOOMU
METAaCTATMYECKMM pak. B BapuaHTax OCYIIECTBICHUS HEIHIAOMETPHAIBHBIM pak
npencrasnger cobor pak MSI-H. B BapuaHTax ocymecTBIeHHS HEIHIOMETPUAIBHBIN PaK
npeacTaBiaser cobo  pak sHAometpus MSI-L. B BapmanTtax ocymniecTBICHHS
HESH/IOMETPHAIBHBIM PaK TMpeacTaBisier coOoi pak MSS. B BapuanTax ocymecTBIeHHA
HEOHAOMETPHAIBHBIM pak mipeactaBmsieT cobor POLE-myTaHTHBIH pak (Hampumep,
HesHAOMETpHANBHBIM pak MSI-H, npexycmarpusatrommii mytarmro B POLE). B BapmanTax
OCYINECTBICHHUS HEYHAOMETPHANBHBIH pak mpeactaBisier cobor POLD-myraHTHBIN pak
(HampuMmep, HedHIOMeTpHATBHBIN pak M SI-H, npexycmatpusatronmii myrammo 8 POLD). B
BAPHAHTAX OCYIICCTBICHHUA HEIHIOMETPHAIIBHBIA PAaK TPEACTABIAECT COOOM COUIAHYIO
OnmyXxoNb (HampuMep, COMMAHYI omyxonmb MSS, comumnayio omyxoms MSI-H, POLD-
MYTaHTHYIO COJTUAHYFO Omyx0Jib uiid POLE-myTanTHYIO COMUIHYI0 Onyxob). B BapranTax
OCYIIECTBICHUS HEIHIOMETPHAIBHBIN paK MPEICTaBIsIeT coOoM pak ¢ Beicokor TMB. B
BApHAHTaX OCYIIECTBIICHUS HE3HIOMETPHAIBHBIM PaK AacCOMUUPOBAH C AeuImTOM
pemapanyi  MOCPEJCTBOM TOMOJIOTHYHOH PEKOMOWHAINH/AePUITUTOM TOMOJIOTHYHON
pemaparuu («HRD») wnm xapakrepusyercs MyTallued WM JIECIHEH TeHa pernapanyd

MOCPEACTBOM TOMOIOTHYHOU perkomOuHammu (HRR).

[00434] B BapuanTax oCymecTBICHUs paK MPEACTABIAET COOOM pak jerkoro. B
BAPMAHTaX OCYIIECTBICHHA PAaK JIETKOTO TPEACTABIAET COOOH IUTOCKOKIIETOYHYIO
KapUUHOMY JIETKOTO. B BapmaHTax OCYHIECTBIEHHSA PaK JIETKOTO TPEACTABIAET COOOH
MmenkokneTounbld pak serkoro (SCLC). B BapmanTax ocymiecTBICHHS PaK JIETKOTO

MpeAcTaBIsAeT CcoO0oM  Hemenkokiaerounbli pak Jserkoro (NSCLC), Takodi Kak
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mrockokneTouHbid NSCLC. B BapuanTax ocymecTBICHHS PaK JIETKOTO TPEACTABIISIET COOOH
pak nerkoro ¢ tpanciokammed ALK (mampumep, NSCLC c tpancrmokamumein ALK). B
BapuaHTax ocymiecTBieHus pak mpeactaBisier coboir NSCLC ¢ uaeHTHHUIIMPOBAHHON
tpancnokaimedn ALK. B BapmaHTax ocymiecTBiIeHHA pPaK JIETKOTO TPEACTABISIET COOOH
EGFR-myTanTHbii pak nerkoro (Hanpumep, EGFR-myrantaeiit NSCLC). B BapmanTax
ocymecTBieHus pak npeactaBimsier cobor NSCLC ¢ uaeHTH(HUIMPOBAHHOH MyTalleH

EGFR.

[00435] B  BapmaHTax  OCyHIECTBICHHMA pak  MPEACTABIAET  COOOH
konopektambabli  (CRC) pak (Hampumep, CONMHAHYIO OIMyXoib). B BapuaHTax
OCYIIECTBIICHUS KOJIOPEKTAIbHBIM PaK MPEACTABISIET COOOM KOJOPEKTATbHBIM pak Ha
MO3MHEH cTamuu. B BapuaHTax OCYIIECTBICHHSA KOJOPEKTAIBHBIM PaK MPEICTaBIAECT COO0M
METACTATHYECKHUH KOJTOPEKTAIbHBIM pak. B BapHaHTax OCYyIIECTBICHUA KOIOPEKTAIbHBIN PaK
NpeACTaBIsAeT CcOOOW KoJopekTambHbId pak MSI-H. B Bapuantax oCyIIecTBICHHS
KOJIOPEKTAIBHBIA pPak MPEICTAaBIsIET cOOOHM KolopekTanbHbli pak MSS. B BapumanTtax
OCYIIECTBIICHUS  KOJOPEKTAIbHBIM pak mpexactaBmsier coboi  POLE-myraHTHBIN
KOJIOPEKTAIIbHBIA pak. B BapuaHTax OCYIIECTBICHUS KOJIOPEKTAJIbHBIM PaK MPEACTaBIACT
coooii POLD-myTaHTHBIH KOJOPEKTAIbHBIM pak. B BapwaHTax OCYyIIECTBIICHUS

KOJIOPEKTATbHBIN PaK MPEJACTABISET COOOH KOJOPEKTAIBHBINA pak ¢ BeIcOKoH TMB.

[00436] B BapmaHTax OCyIIECTBIIEHHS paK MPEACTABIIET COOOM MenaHomy. B
BapHAHTAX OCYHIECTBIICHHUA MEJTAHOMA MPEACTABIISIET COO0M METaHOMY Ha TIO3JHEH CTaHH.
B BapuaHTax oCcymiecTBICHHAA METAHOMA TIPEICTABIIAET COOOH METACTATHIECKYIO METAHOMY.
B BapmaHTax OCYImECTBJICHHS MeJaHOMAa NPEACTABIsLeT coOoii Memanomy MSI-H. B
BapHAHTAaX OCYIMECTBIICHHUS MEJIaHOMA MpeacTaBisieT cobor memanomy MSS. B BapuanTax
OCYIIECTBIICHUS MeTTaHOMa TIpeacTaBisieT coooi POLE-myranTHy0 Menanomy. B BapmanTax
OCYIIECTBIICHUS MeJTaHoOMa mpeacTaBiser cobooir POLD-myrtanTHyro wmenanomy. B

BapUaHTaX OCYNICCTBIICHUS METAHOMA TIPEACTABIIET COOOH MelTaHOMY ¢ Bbicokoi TMB.

[00437] B  BapmaHTax  OCymIeCTBICHHA  paKk  MPEACTABIAET  COOOHU
PEIUMIUBHPYIOIHHA paK (HaTPUMEDP, PEIUIUBUPYIOMHAN THHEKOJIOTHYECKHIM PaK, TAKOW KAk
PELHANBUPYIOIUN STUTEHATBHBIA PaK SMYHUKA, PEUHIUBHPYIOMUN pak (automueBon
TPyOBbl, PELUIVBHUPYIOIIWK TEPBUYHBIA pak OpPIOMIWHBI WM PEUUAMBUPYIOIMHA pPaK

SHIOMETPHA).
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[00438] B BapmanTax OCYINECTBIICHHMsA CHUTHATYPBl 3KCIPECCHU TEHOB,
CBSI3aHHBIX C MUMMYHHUTETOM, MOTYT OBITh MPEIUKTOPAMH OTBETA HA CPEACTBO TEPAIHH,
HampaBlicHHOe TipotuB PD-1, B ciydae paka, Kak ONMMCAHO B HACTOSIIEM JOKYMECHTE.
Hanpumep, reHHas manenb, KOTOpas BKIIFOYAET B C€Os TEHBI, CBA3AHHBIE C Tepenave
curHana [FN-y, MmoxeT ObITh MpUMEHNMA MPH WACHTU(UKALMH TALMEHTOB, HMEIOIIUX PaK,
KOTOPBIE TIOMy4YaT TIOAB3y OT CPEACTBA TEPANHUH, HAMpaBlIeHHOTO npotus PD-1.
WnnrocTpaTuBHbIE TeHHbIE TaHeH onucanbl B Ayers etal., J. Clin. Invest., 127(8):2930-2940,
2017. B BapuaHTax OCYHIECTBIICHUSA TMALMEHT, UMCIOMMN PaK, XAPAKTEPHU3YETCA PAKOM,
KOTOPBIM NPEACTABIAET COOON paK MOJIOUHOM skene3sl (Hanpumep, TNBC) unm pak ssuuHuKa.
B BapmaHTax OCylIECTBICHUS NALUEHT, UMCIOIIUN PAK, XapaKTEPHU3YETCAd PAKOM, KOTOPBIH
MpPEeACTABIAECT COOOM paKk MOYEBOTO My3bIPA, PAK JKEIyAKA, PAK JKETUYHOTO TMPOTOKA, PaK
MUINEBOJA WM TJIOCKOKIETOUHYI0 KapuuHomy ronosbl u meu (HNSCC). B Bapuantax
OCYILIECTBICHUS NMALMEHT, MMEIOIIHMH PaK, XapaKTEPU3YETCs PaKOM, KOTOPBIN MPEACTABIAET

COOOH aHATTBHBIN PaK UITH KOJOPEKTATbHBIHN PaK.

[00439] B HEKOTOpBIX BapHaHTAaX OCYIIECCTBICHUS VY TALMEHTa HMMEETCA
OIyXO0J1b, KOTOpas 3kcnpeccupyet PD-L1. B HEKOTOpBIX BapuaHTax OCYHIECTBICHUS CTATyC
PD-L1 saBnseTcs NOBBIIEHHBIM Yy MAlMEHTAa WIM MOMYJSLUUU NAUUMEHTOB. B HEKOTOPBIX
BapHaHTaX OCYMICCTBJICHUSA MPOPHUIIA MyTAIIHOHHON HArPy3KH U 0a30BOM YKCTIPECCHH TCHOB
B APXWUBHBIX WJIM CBE)KUX OHOTICHAX, TOJYYECHHBIX A0 JICUCHHS, OLEHUBAIOT J0, BO BPEMS
W/WITK TIOCTIE JICUEHHs C TMOMOIIBI0 CPeACTBa Ha OCHOBE aHTHTena kK PD-1. B HekoTophix
BapUAHTAX OCYMICCTBJICHUS Y TAIMEHTOB OIEHUBAIOT CTATYC W/HWIW dKcrpeccuro TIM-3

w/umu LAG-3.

[00440] B HEKOTOpBIX BapuaHTax OCYLICCTBICHUS NMALMEHTA PaHEE JICYMIIU C
MOMOIIBIO OJTHOTO HJTH OOJiee pa3THYHBIX METOIOB JICYCHHS paka. B HEKOTOPBIX BapHaHTax
OCYIINECTBIICHHUS IO MEHBIIEH MEpe HEKOTOPHIX TMAIMEHTOB B TMOMYJIHUW ITAUEHTOB,
WMEIOIIUX paK, paHee JIEYHIH C TIOMOIIBI0 OJHOTO WM Ooliee W3 XHPYPTrHUECKOTO
BMEIIATENbCTBA, PAAHOTEPANTHH, XUMHOTEPANIMH WIH HWMMYHOTEpanmud. B HEKOTOPHIX
BAPMAHTaX OCYINECTBIIEHUA MO MEHBOIEH MEpPe HEKOTOPHIX TAIMEHTOB B TMOMYILHA
MAIMEHTOB, WMEIOIIUX paK, paHee JIEYMIM C TOMOINBI0 XHUMHOTEpamuu (Hampumep,
XUMHOTEPAIMKA HA OCHOBE IUIATHHBI). Hampumep, MammeHT, KOTOPBIM MOTyYan JBE JTHHHH
JICUYECHUS PaKa, MOKET ObITh HACHTH(HUITUPOBAH Kak 2| ManueHT, IMEIOIIHH Pak (HapuMmep,

2L mamuent, mmerommii NSCLC). B BapmaHTax OCYHIECTBIIEHHS TAIIUEHT TOTyYan IBE
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JIMHUH WK OOJIee JIMHUH JICYeHH paka (Hanpumep, 2L+ marmeHT, IMEIONIHIA PaK, TAKOH Kak
2L+ marueHT, IMEIONINHM PaK SHAOMETpHsA). B BapuaHTax OCyHIeCTBICHHS MALIMEHTA PAHEE
JEYWIM ¢ TIOMOINBIO CPEACTBA Tepanuy, HampasieHHOro nporus PD-1. B Bapuantax
OCYLIECCTBIICHUS NMALMEHT PAaHEE IOJy4as M0 MEHBIIEH MEpEe OJHY JIMHUIO JICYECHUs paka
(HampuMep, TIAIMEHT paHee MOoJTyYall IO MEHbBIIEH MEpe OHY JIMHHUIO WITH 110 MEHBIIEH Mepe
JBe JTUHHWM JICUYCHHWA paka). B BapmaHTax OCYIIECTBICHHSA MAIMEHT pPaHEe MOIy4al IO
MEHBIIEH MEPE OJHY JTUHUIO JICYCHHUS METACTATHUECKOTO paka (HampuMmep, MalUeHT PaHee

nojryvala OAHY WA ABC JIMHUH JICUCHUA METACTATHICCKOTO paKa).

[00441] B BapmaHTax OCYINECTBIICHHS MALMEHT PAHEEC HE IOIIyYall JICYEHUE C
MOMOIIBIO CPENCTBA UMMYHOTEPANTUH (HANPUMEP, MALMEHT PaHee HE IMOJydYall JICYEHUE C
MPUMEHEHUEM CPEACTBA TEpPAlMM, HAnpaBleHHOro npotus PD-1, HampaBneHHOro NMpoTHB
PD-L1, wnanpasnenHoro mnporuB CTLA-4, wnanpasnenHoro mnpotus TIM-3 wum
HanpasieHHOro TipoTHB LAG-3). B BapuaHTax OCyIIeCTBICHHS MALIUEHT PAHEE HE TOTydall
JCYECHHE ¢ MPUMECHEHHEM CPEACTBA MMMYHOTEpanuy, HampasieHHoro npotus PD-1. B
BAPUAHTAX OCYIUECTBICHUS MAUEHT PaHEE HE MOJy4al JICYECHUE ¢ MPUMEHEHUEM CPEJICTBA
MMMYHOTEpanuy, HanpasiaeHHOro npotus PD-L1. B BapuanTax oCyImEeCTBICHUS MALUCHT
paHee He TOoJTydall JICUEHUE C MPUMEHEHUEM CPEJICTBA MMMYHOTEPAIHUH, HAIPABJICHHOTO
npotuB CTLA-4. B BapuaHTax OCYIIECTBJIEHHS MALMEHT PAHEE HE MOIy4Yall JICYEHHUE C
MPUMEHEHUEM CPEICTBA MMMYHOTEpanuM, HampasiacHHoro npotus TIM-3. B BapuanTax
OCYILECTBICHUS TMALMEHT paHEE He TMOoIy4yan JIEYEHHEe C TIPUMEHEHHUEM CpEACTBa
MMMYHOTEparnuu, HanpasieHHoro npotuB LAG-3. B BapuaHTax OCYINECTBIEHUS MALUEHT,
KOTOPBIA paHEE HE MOMyYall JIEYEHHE C MPUMEHEHUEM CPEICTBA UMMYHOTEPAIIUH, TTOTYYHIT
Mo MeHbImeW mepe oaHy apyryio ymuHu0 neuenus (LOT), ommcanHyro B HacTosAmem
JOKyMEHTE. B BapuaHTax OCyIIECTBIEHUS NALMEHT, KOTOPHIH paHee HE MOydan JIEYEHUE C
MPUMEHEHUEM CPEJACTBA MMMYHOTEpANMH, TMOJYYHUJI MO MEHbINEH Mepe OAHY, JIBE, TPH,
yerblpe Wi 1Atk npeamectByromux LOT (wampumep, moOyro LOT, ommcannyio B

HACTOSIIEM JTOKYMEHTE).

[00442] B BapmaHTax OCYHIECTBICHHA NALMEHT PAHEE IONYYWI JICYEHHUE C
MPUMEHEHUEM TI0 MEHBIIEH MEpPEe OJHOTO CPEACTBA HMMYHOTEPAIHH (HANpPUMEp, TMAUEHT
paHee MOJTyYuII JICUCHUE ¢ MPUMEHEHHEM CPECTBA TEPAIUH, HAPABIECHHOTO NPoTUB PD-1,
HanpasieHHoro npotus PD-L1, HanpasnenHoro npotus CTLA-4, HarpaBlIeHHOTO NPOTUB

TIM-3 w/unm manpasnenHoro mpotus LAG-3). B BapuanTax ocymiecTBIEHHS MAMEHT PAHEE
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MOJTyYHII JICYEHUE ¢ MPUMEHEHHEM CPEICTBA UIMMYHOTEPAIHMH, HAPABICHHOrO MpoTHB PD-
1. B BapnaHTax 0CyINECTBICHUA NALMEHT PAHEE TIOJTyYHII JICYEHHE C IPUMEHEHUEM CPEACTBA
MMMYHOTEpanuy, HanpasiaeHHOro npotus PD-L1. B BapuanTax OCyIIECTBICHUSA MALACHT
paHee MONMY4YWI JICYEHHE C INPUMEHEHHEM CPEACTBA HMMMYHOTEPAIMH, HAIIPABJIIEHHOTO
npotus CTLA-4. B BapuaHTax OCYIIECTBIICHMS MNALMEHT PaHEE MOIYYHI JIEUYEHHUE C
MPUMEHEHUEM CPEICTBA MMMYHOTEpanuu, HampasiieHHOro npotus TIM-3. B BapuanTax
OCYIIECTBICHUSA MALMEHT paHee IONyYHI JIEYEHHME C IPUMEHEHUEM CPEICTBa
MMMYHOTEpanuy, HanpasieHHOro npotuB LAG-3. B BapraHTax OCyIIECTBICHUs MALUEHT,
KOTOPBIM paHee IOTyYHII JIEYEHUE ¢ IIPUMEHEHUEM CPEACTBA UMMYHOTEPAIIMH, TIOTYYHII TI0
MEHbIIEH Mepe OAHy Apyryro muHuKo edenus (LOT), onucanHyto B HACTOSIEM JOKYMEHTE.
B BapuaHrax OCYHIECTBJIICHHMA IIALIMEHT, KOTOPBIM paHee HE IMOJydal JICYEHHE C
MPUMEHEHUEM CpPEACTBA MMMYHOTEpANMH, IOTYYHII MO MEHBINEH MEpe OAHY, JBE, TPH,
yersipe Wik ATk Apyrux LOT (wanpumep, moOyro LOT, omucaHHyl0 B HacTOALIEM

JOKYMEHTE).

[00443] B BapmaHTax OCYyIIECTBICHHA CYOBEKT SBIAETCS HEMOAMAFOIIUMCS
JICUCHUIO ¢ TIOMOLIBIO CpeAcTBa, kKoTopoe nmoaasiaeT PD-1. B BapuanTax ocymecTBineHus
CYOBEKT SBIETCS TPYAHO MOJNAFOMIMMCS JICUEHHIO C TOMOIIBIO CPEICTBA, KOTOPOE
nomasiasier PD-1. B BapuaHTax OCYINECTBICHHS CHOCOO, OMHUCAHHBIM B HACTOSAINECM
JOKYMEHTE, TOBBIIIAET YyBCTBHTEIBHOCTh CYOBEKTAa K JICUEHHIO C TOMOINBIO CPEACTBA,

KoTopoe nojasiiet PD-1.

[00444] B HekoTOphIX BapHaHTaX OCYHIECTBIICHUS HApYIICHWE, MOAJIC)KAIICE
JICYCHUIO C TIOMOINBIO CIIOCOOOB IO HACTOSIIEMY HM300PETEHHIO, TPEACTABISACT COOOMU
nHpekImonHoe 3aboeBanrne. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUS HH()EKIMOHHOE
3a00JI€BaHHE BBI3BAHO BUPYCOM WM OaKTepHe. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS
BHPYC TPEACTABISIET COOOM BUpyc mMMyHonedummra yenoseka (HIV), pecmmpatopho-
cuHmmTuaneHbe Bupyc (RSV), Bupyc rpurma, Bupyc aerre, Bupyc dmureiiHa-bapp (EBV),
narmutoMasupyc yenoseka (HPV), supyc renatura B (HBV) wmm Bupyc renarura C (HCV),
T7Ie HeO0A3aTENbHO PaK MPEICTABIET COO0H HHOUIUPOBAHHBIM BUPYCOM PaK TOJIOBHI U IIEH,
PaK MEUKN MATKH, TEMATOLEIUTFOIAPHYIO KapIIUHOMY WA PaK HOCOTJIOTKH. Ecnm croco0 mo
HACTOAIIEMY HW300PETEHHIO TPUMEHSAIOT IS JICYeHUs WH(PEKIMOHHOTO 3a00JE€BAHUA, TO
cpencTso Ha ocHOBe aHTHTENA K LA G-3 MOKHO BBOJIUTH B KOMOWHAITHAH C TIO MEHBIIIEH Mepe

OJHHUM map OTI/IBO6aKTepI/IaJ'IBHBIM CpeacTBOM 401041 110 MEHBIIICH MCEpE OJHHUM
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MPOTUBOBUPYCHBIM CPeACTBOM. [Ipu 3TOM MPOTHBOOAKTEPHATTBHBIM CPEACTBOM MOKET OBITH
OO0 TOIXONIMNNA AHTHOMOTHK, W3BECTHBIM W3 YPOBHA TEXHHUKH. [IpOTHBOBHUpPYCHBIM
CPEACTBOM MOKET OBITh J00As BaKIMHA JFOOOTO TOAXOAIIETO THIA, KOTOpas
cienr MIeCKH HALIEIMBACTCA HA KOHKPE THBIN BUPYC (HAIIPUMED, JKUBBIE ATTCHYHPOBAHHBIE
BaKIMHBI, CYOBEAMHUYHBIE BAaKIHMHBI, PEKOMOWHAHTHBIE BEKTOPHBIE BAKLUWHBI) U
HU3KOMOJIEKYJIAPHbIE ~ TPOTHBOBHUPYCHBIE  TEPANEBTHYECKHE CPEACTBA  (Hampumep,

WHTUOUTOPBI BUPYCHOU PETIIIMKALIMU M aHAIIOTH HYKJICO3H/IOB).

[00445] PackpeiTbie CIOCOOBI MOKHO TIPUMEHATH JJI  JICYEHHUS JIFOOOTO
MOJXOMAIIET0 THUMA AyTOMMMYHHOTO 3a0oieBaHusA (T. €. 3a00T€BaHHUA WM HapYyLICHHUS,
BBI3BAHHOTO YPE3MEPHOH AKTUBHOCTHIO HMMMYHHOM CHCTEMBI, NPH KOTOPOM OPTaHH3M
aTaKkyeT W MOBPEXTAET CBOM COOCTBEHHbBIE TKAHH), TAKOTO KaK 3a00JI€BAHUS, ONMHCAHHBIC,
Hanpumep, B MacKay [.R. and Rose N.R., eds., 7The Autoimmune Diseases, Fifth Edition,
Academic Press, Waltham, MA (2014). [Ipumepsr ayTOUMMYHHBIX 3a00JI€BAHUN, KOTOPHIE
MOKHO JIEYMTh TOCPEACTBOM PACKPBITBIX CHOCOOOB, BKIFOYAIOT 0€3 OrpaHHYCHUA
PacCesTHHBIA CKJIEPO3, CaxapHbIM auadeT 1 THIa, peBMATOWIHBIN aPTPHUT, CKIEPOJICPMHUIO,
oome3up KpoHa, mcopuas, CHCTEMHYIO KpacHy0 BoiaHKy (SLE) u si3Bennbri konmut. Korma
CHOCOO TO0 HACTOAIIEMY HW300PETEHUI0 TPHUMEHAIOT JUIA JICYCHHS ayTOUMMYHHOTO
3a00JI€BaHUsA, TO CPEACTBO HA OCHOBE aHTUTENA K LAG-3 MOXXHO MPHUMEHATH B KOMOHHAIINH
C TPOTHBOBOCTAJMTEIBHBIM  CPEJACTBOM, BKJIIOYas, HAMPHUMEP, KOPTHKOCTEPOHIBI
(HampuMep, PETHU30H U (DY THKA30H) H HECTEPOUTHBIE POTHBOBOCTIATUTEIIEHBIE CPEJICTBA

(NSAID) (manpumep, actiupus, HOynpo(deH 1 HAPOKCEH).

[00446] BeeneHne KOMMNO3WLMM, COACP/KAMICH PACKPBITBIA  MOJMIECHTH
TSOKETIOW  [eNH  MMMYHOTTIOOYJTWHA,  PACKPBITBIM  TOJNIMIENTHT  JIETKOW  [IEMH
WMMYHOTJIOOYIIMHA, PACKPBITBIE CpeAcTBa Ha OcHOBe aHTHTena K LAG-3, pacKkphITyio
MOCTIEA0BATETFHOCTh HYKIIEMHOBOW KHCIIOTHL, KOJHUPYIONIYIO TFOO0E U3 BRIIICYMTOMSHYTOTO,
WM PACKPBITBIA BEKTOP, COACPKAIIMM PACKPBITYIO IMOCIEAOBATENBHOCTh HYKICHHOBOM
KHCJIOTBI, HHAYIIMPYET UIMMYHHBIH OTBET MPOTHB PaKa WITH HHMEKIIMOHHOTO 3a00JIEBAHHS Y
MIeKonUTaomero.  «VMIMMyHHBII ~ OTBET»  MOXKET  INOJpPA3yMEBaTh,  HAIPUMED,
MPOXYLIMPOBAHNE AHTHUTEIT W/HIIA AKTUBALIMIO HMMYHHBIX 3(Q(eKTOPHBIX KIIETOK (Harmpumep,

T-kreTox).
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Hnniocmpamuenvie 0036l U cxemul 66e0eHUst 003 CPeOCmSs, 030€UCMEYIOUUX HA

LAG-3.

[00447] Hcnonp3yeMple B JTaHHOM  JOKYMEHTE TEPMHHBI  «JICYCHHED,
«OCYIIECTBIICHHE JIEYEHUS» M T.T. MOTYT OTHOCHUTBCSI K JOCTH)KEHHIO TPeOyeMoro
(apmakosoruueckoro wWumaM ¢usnonoruueckoro 3¢dexra. B HekoTOpHIX BapuaHTax
ocymecTBieHUs 3p(PeKT nmpeacTasiseT coOoi TepaneBTHUECKUU 3pdekT, T. €. 3pdexTom
ABIISIETCA YAaCTUYHOE WM TOJTHOE H3JICUCHHE 3a00J€BaHUA WHIM HEOIArOmpUsATHOTO
CHUMIITOMA, TIPUCYIIETO 3a00JIEBAHUIO. B CBA3M C 3TUM PaCKpPBITHIN CITOCOO MOKET BKITIOYATh
BBEJICHHE «TepaneBTHYECKU 3PPEKTUBHOTO KOIMYECTBA» CPEACTBA, BO3JEHCTBYIOIIETO HA
LAG-3. «Tepanepruuecku 3(pPEeKTHBHOE KOITHYECTBO» MOKET OTHOCUTHCA K KOJIMYECTBY,
spdexTuBHOMY B 033X M B TE€YECHHE HEOOXOIUMBIX MEPHUOJOB BPEMEHH B JOCTHKEHHUH
TpeOyeMOro TepameBTUYECKOTO pe3yibTata. TepaneBTHYeCKH >()(PEKTHBHOE KOITHYECTBO
MOKET BapbHPOBAThCA B 3aBHCUMOCTH OT TakuX (PakTopoB, Kak cTamus 3a00IeBaHWA,
BO3PAacT, TOJI K MacCca HHAWBUIYYMA, & TAKKE CIIOCOOHOCTh CPEICTBA HA OCHOBE AHTHTENA K
LAG-3 Bb3biBaTh TpeOyeMbId OTBET y HWHIUBHUAyyMa. Hampumep, TepaneBTHYECKH
3¢ PEeKTUBHOE KOIHYECTBO CPEACTBA, Bo3aeHCcTByomero Ha LAG-3, MOKeT mpencTaBisaTh

COOOM KOJIMYECTBO, KOTOPOE 0OECTICYMBACT CHIDKeHHE OnoakTHBHOCTH LAG-3 y uenoBexka.

[00448] B amprepHatmBBl  (papMaKOIOTHYECKHH W/HWIH (PU3HOJOTHUECKHAN
apdekr MoxkeT OBITh NPOoPHIAKTHYECCKHM, T. €. I(PPEKT MOIHOCTHIO WM YACTHYHO
peaynpeskaaeT 3a00JIeBAHHE UITH €T0 CUMITTOM. B CBSI3U ¢ 3THM, paCKPBITHIH CTIOCO0 MOJKET
BKJIIOYATh BBEACHUE  «IPOQHIAKTHYECKH J(P(PEKTHBHOTO  KOJHUYECTBA»  CPEJCTBA,
BozaercTByromero Ha LAG-3. «lIpodunaktudeckn >3QdexTHBHOE KOTHYECTBO» MOMKET
OTHOCHUTBCA K KOJTHYECTBY, 3PPEKTHBHOMY B 033X U B T€UCHHE HEOOXOIHUMBIX TIEPHOIOB
BPEMEHH B JIOCTIKECHHH TpPeOyeMOro NPOPHIAKTHYECKOTO pe3ylibrata (Hampumep,

MPEaYNPEKICHAS HAYaIa IPOSBIICHUS 3a00JICBAHUA).

[00449] TunmdHas 71032 MOKET HAXOUTHCS, HAMPUMED, B TUANa3oHe OT 1 mr/Kr
10 20 MTI/KT Macchl TeJla >KUBOTHOTO HITH YEIIOBEKA; OJJHAKO JIO3bI BHIIIE WA HIDKE JTaHHOTO
WILTFOCTPATHBHOTO THAMA30HA TMOMANAI0T B 00BEM HacTosmiero m3oopereHus. CyTodyHas
MapeHTepaibHas 70324 MOXET COCTaBsITh OT mnpuoOmusureapHo 0,00001 MKI/kr 1o
npuoIM3nuTeNTbHO 20 MT/KT 00mIel Macchl Tena (Hampumep, nmpuomsutensHo 0,001 MKI/KT,
npuou3uTenbHo 0,1 MKr/Kr , TpHOMM3HTENbHO | MKI/Kr, TIPUOM3HTENBHO 5 MKI/KT,

nmpuOu3uTeTbHO 10 MKrkr, mpuoOmmsutrensHo 100 Mir/kr, nmpuOmmsutTenbHo 500 MKI/KT,
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MPHONMH3UTENTFHO | MI/KT, TIPHOMM3UTENBHO S5 MI/Kr, TpUONH3UTENbHO 10 MT/Kr WM B
AWana3zoHe, ONPENeIsIeMOM JIEOOBIMH JBYMS W3 BBIIMICYKA3aHHBIX 3HAYCHHWH), OT
npuomu3uTenbHo 0,1 MKI/Kr 10 mpubm3uTeabHO 10 MI/KT 00IIeH Macchl Tenna (Hampumep,
npuOmmu3uTeNbHO 0,5 MKI/Kr, mpUOMM3UTENHbHO 1 MKI/KT, TPUOMU3UTETbHO S50 MKI/KT,
npuomu3uTenbHo 150 Mkr/kr, mpuOmusuTenbHO 300 MKI/Kr, TpHOMU3UTENBHO 750 MKI/KT,
NpUONTU3UTENBHO 1,5 MI/KT, TPUOIM3UTENBHO 5 MI/KI WM B JWAMNAa30HE, OMPEACTHIEMOM
MOOBIMHM JBYMS M3 BBIIIECYKA3aHHBIX 3HAYEHHUH), OT MPUOIU3UTENBHO 1 MKI/KT 10 5 MI/KT
o0mIeit Maccel Teja (HarmpuMmep, NPUOIU3UTENIEHO 3 MKI/KT, TIPHOIU3UTENBHO 15 MKI/KT,
NPUONTU3UTENBHO 75 MKI/Kr, mpuoOmu3utensHo 300 Mir/kr, mpuOmmsurensHo 900 MKr/kr,
NPUOTTU3UTENIBHO 2 MI/KT, TPUOMU3UTENBHO 4 MI/KI WM B JHAIa30HE, OMPEAETAeMOM
MOOBIMH TByMsI M3 BBIMICYKA3aHHBIX 3HAYCHHH) WM OT MPHOIH3UTETBHO 0,5 1m0 15 mMr/kr
Macchl TeNa B JIeHb (HAMPUMEpP, MPUOTU3UTEIHHO | MI/KT, MPUOTU3UTEIIBHO 2,5 MI/KT,
NPUOJTU3UTEIIFHO 3 MI/KT, TPHOMH3UTEIBHO O MI/KT, TPUOIM3HTENBHO 9 MI/KT,
npuOu3uTeNnbHO 11 MI/KT, MpUOIHM3UTENBbHO 13 MI/KT WM B JHANa3oOHE, ONMpPEACTIIeMOM
mMOOBIMH  JABYMA W3  BBIIEYKA3aHHBIX  3Ha4eHUH).  TepameBTHUECKYI0 WM
npodunakTuaeckyro  3PPEKTHBHOCTP MOKHO  OTCIACKHBATH TYyTEM  TPOBEICHHUS
MEPHOANYECCKON OLIEHKH MOYYAIONINX JICYCHHE MAIMEHTOB. B clyyae mOBTOPHBIX BBEACHHIHA
B TEUEHHE HECKOJBKUX THEH WM JOJIbIIC B 3aBUCHMOCTH OT COCTOSHHUS JICYCHHE MOKHO
MOBTOPATH 10 TMOSBICHUSA TPEOYeMOTO TMOAABICHUS CHUMIITOMOB 3a00JICBAHUS, WIH B
KA4eCTBE aJIbTCPHATUBBI JICUCHUE MOKET MPOIOJDKATHCS B TEYCHUE BCECH JKHM3HHU MAIIHEHTA.
OnHako MOTYT OBITh IPUMEHHUMBI M IPYTHE CXEMbI BBEICHHS J03bI, W 3TH CXEMBbI MTOMAIAI0T
B 00BEM HACTOSATIETO M300peTeHus. Tpedyemas TO3HPOBKA MOXKET TOCTABISATHCSA 3a CUET
OAHOKPATHOTO OOJIFOCHOTO BBEACHHS KOMITO3UIIMH, HECKOIBKAX OOJFOCHBIX BBEICHHI

KOMITO3UTIUH HITH HCTIPCPBIBHOT'O I/IH(1)y31/IOHHOI‘0 BBCACHUA KOMIIO3HIIHUH.

[00450] B HEKOTOpPBIX BapHaHTaX OCYHIECTBIICHUS CPEACTBO, BO3JICUCTBYIONICE
Ha LAG-3, BBOOAT CyOBEKTY B KAa4ECTBE CPEIACTBA MOHOTEPANHH IS WHIYIUPOBAHHS
WMMYHHOTO OTBETa. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS CPEICTBO HA OCHOBE aHTHUTENA
Kk LAG-3 BBOJAT B KQ4e€CTBE CPEACTBA MOHOTEPAIIUH TTALIUEHTY, Y KOTOPOTO UMEETCS paK. Y
MAIMEHTa MOKET OBITh JOOOH BHJ paka. B HEKOTOPHIX BapHWaHTaX OCYIECTBICHHS Pak
BKIJTIOYAET JIF0OO0E OJTHO HMITH O0Jiee M3 CISAYIONIETo: dMUTeMHanbHbiid pak suaanka (EOC),

TPYKIBI HETATHBHBIA pak MonouHo skene3sl (TNBC), yporemmampnas kapuuaoma (UC)



171

MOCIIE JICYCHUS CpeAcTBaMu, HanpasieHHbIME poTHB PD-1/PD-L 1, u UC, He moaBeprHyTas

JICYEHUIO CPEJICTBAMH, HAIpaBlieHHbIMH TTpoTHB PD-1/L1.

[00451] B HexkoTOpBIX BapHaHTaX OCYLIECTBIICHUA NALMEHTY BBOJAT A03Y
cpeactea, BosaeucTByromero Ha LAG-3. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS
noaxoAfImue 10361 BKmovarot 10, 20, 30, 40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150,
160, 170, 180, 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340,
350,360, 370, 380, 390, 400, 410, 420, 430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530,
540, 550, 560, 570, 580, 590, 600, 610, 620, 630, 640, 650, 660, 670, 680, 690, 700, 710, 720,
730, 740, 750, 760, 770, 780, 790 wmmu 800 mr/maumeHT. B HEKOTOPHIX BapHaHTaX
ocyIecTBiaeHUs g03a BbiOpaHa u3 20, 80, 240 wm 720 mr/mamument. B BapuanTax
OCYIIECTBIICHHUS TOAXOAAINAs 032 HAXOJWUTCA B JHANA30HE OT TPHOIUZUTEITBHO
240 Mr/manueHT 10 TPUOMM3UTEeNbHO 720 Mr/mampeHT. B BapuaHTax OCyIIeCTBICHHS
NOAXOAAINAS 1032 COCTaBIIET NPHOMU3UTENbHO 240 MI/MAIMEHT, TPUOTUIUTEIBHO
320 mr/mamment, npuOmmM3uTenbHO 400 Mr/mampeHT npUOMM3UTENHHO 480 MI/IAIMEHT,
npuOmm3urennbHo 500 Mr,  mpuOMmM3uTENBEHO 560 MI/mMAIMEHT,  MPUOJU3UTENBHO
640 Mr/mManyMeHT WM NPUOTU3UTENHbHO 720 Mr/mammeHT. B BapmaHTax OCYyIIECTBIICHUS
MOAXOMAINAs 71034 COCTaBIAeT NpHOMU3HTENbHO 200 MI/MAIMEHT, TPUOTUZUTEITHHO
300 mr/marenT, npuOnH3uTebHO 400 Mr/manueHT, NpuOIM3uTeIbHO 500 MT/MaIUeHT,
npuOM3uTeTbHO 600 Mr/marmeHT wim npuomu3uTenbHo 700 Mr/mamment. B apyrux
BAPMAHTAX  OCYHICCTBICHHSA  MOAXOMASIMIAS 7032  COCTABIACT  NMPHUOIM3UTEIHHO
250 mMr/manmeHT, npuOMH3UTEbHO 300 Mr/manueHT, MPUOMU3UTETFHO 350 MI/MaIueHT,
npuou3uTennbHo 400 Mr/marmenT, npHOMH3HTENbHO 450 MT/TIAIMEHT, TPHOIU3UTEITHHO
500 Mr/manueHT, npUONMH3UTENbHO 550 Mr/manmueHT, npuOIM3uTeabHO 600 MT/MAIUeHT,

TMPUOTTU3HUTENTFHO 650 MT/MarmenT uim npuodmM3uTenbHO 700 MT/TaIeHT.

[00452] B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS CITOCOO BKIFOYAET BBEICHUE
cpenctsa, Bo3aeWcTByromero Ha LAG-3, B mo3e, coctaBisromen 20 mr/manueHTt. B
HEKOTOPBIX BApPHAHTAaX OCYIIECTBICHHUS CMOCOO BKJIIFOYAET BBEJECHHE CPEJICTBA,
BoznercTByrommero Ha LAG-3, B mo3e, cocraBmsaromed 80 mr/manmeHT. B HEKOTOpHIX
BapUAHTAX OCYMIECTBIICHUS CIOCOO BKITFOYAET BBEJACHHUE CPEACTBA, BO3JIEHCTBYIOIIETO HA
LAG-3, B no3e, cocrapsronien 240 Mr/maueHT. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS
CTII0CO0 BKITIOUACT BBEJICHUE CPeICTBA, Bo3aercTByronero Ha LAG-3, B 103e, cocTaBsromei

720 Mr/mIalAEHT.
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[00433] B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHHS CITOCOO BKIIFOYAET BBEICHHUE
cpenctsa, BozaewcTBytomero Ha LAG-3, B 103, COCTaBIAIOMIEH A0 TPHONH3UTEIIHHO

3000 Mr wmu 1o mpuOIM3UTENHHO 2500 MT.

[00454] B BapmaHTax oCymiecTBIEHHS CIOCOOBI IO HACTOAIIEMY H300PETEHHIO
BKJIIOYAIOT BBEJEHHE CpPeACTBa, BozaehcTByromero Ha LAG-3, B m03e, cOCTaBIAOLICH
npubu3uTenbHO 20 Mr, mpuOIU3uTeNsHO 80 MT, mpuOIM3UTENBbHO 240 MT, TPUOTUZUTENBHO
500 mr, mpuOmuzuTensHo 720 mr, mpudmuzurenbHo 900 mr, mpuOmm3uTenpHO 1000 M,
npuonusutensHo 1200 mr, nmpubOnusurensHo 1500 mr, mpuOmmsuTensHO 1800 M,
npuommsuTenbHo 2100 mr, nmpubmmusutensHo 2200 Mr wim npuOmmsutensHo 2500 mr. B
BapHaHTaX OCYIIECTBIEHHUSA CIOCOOBI MO HACTOSIIEMY M300PETEHHIO BKIIIOYAIOT BBEICHUE
cpeactsa, Bo3aekcTByromero Ha LAG-3, B m1o3e, coctaBistonied mpuOmu3uTenbHo 500 mr,
npuomu3uTebHo 900 mr, mpuOmmM3uTeabHO 1000 Mr, mpHOMH3UTENTBEHO 1200 MT,
npuOnmsurennbHo 1500 mr, mpuOmusutensHO 1800 Mr, mpuOmmsuTensHO 2100 M,
npuommsuTensHo 2200 Mr wim npuOmmsuTenbHO 2500 Mr. B BapmaHTax ocymecTBICHHA
CITIOCOOBI TI0 HACTOALIEMY H300PETEHHUIO BKITFOYAIOT BBEJICHHUE CPEICTBA, BO3JAECHC TBYIOIIETO
Ha LAG-3, B mo3e, cocraBsmomed mpuOmmsurensao 500 mr. B HekoTOphIX BapmaHTax
OCYIIECTBIICHHUS CITOCOOBI TI0 HACTOSIIEMY HM300PETEHHIO BKIIFOYAIOT BBEJACHHE CPEICTBA,
BosnercTByromero Ha LAG-3, B g03e, cocraBisromed npuOmmsuTenbHo 900 mr. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBIIEHHS CTIOCOOBI IO HACTOSIIEMY H300PETEHHIO BKIIFOYAIOT
BBEJICHHE CPEACTBA, BO3AeHcTBYIoNEero Ha LAG-3, B 103€, COCTaBISIFONICH TPHOTU3HTETHHO
1000 Mr. B HEKOTOPBIX BapHAHTAX OCYMIECTBIEHHUS CITOCOOBI 0 HACTOSIEMY H300PETCHHIO
BKJIFOYAIOT BBEJECHHE CpPeACTBa, Bo3aehcTByromero Ha LAG-3, B m03e, cocTaBustomen
npuou3uTenbHo 1200 Mmr. B HEKOTOpPBIX BapWaHTaxX OCYMIECTBIEHHS CIOCOOBI 110
HACTOSIEMY M300PETEHUIO BKITFOYAIOT BBEICHHE CPECTBA, Bo3ackcTRyromero Ha LAG-3, B
103€, coCcTaplsAronie mpuomu3uTebHo 1500 MT. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CTIOCOOBI TI0 HACTOSIIEMY W300PETCHHIO BKIIFOYAIOT BBEJICHHE CPEICTBA, BO3ICHC TBYIOIIETO
Ha LAG-3, B mo3e, cocrapismomei npuomusuteabHo 1800 mr. B HekoTOpHIX BapHaHTax
OCYIIECTBIICHHS CITOCOOBI TI0 HACTOAIMIEMY HM300PETEHHIO BKIIFOYAIOT BBEJACHHE CPEICTBA,
BoznercTByrommero Ha LAG-3, B m03e, cocraBismomed npuOnmmsurensao 2100 mr. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBJICHHS CIIOCOOBI TI0 HACTOALIEMY W300PETEHUIO BKITFOYAIOT
BBEJICHUE CPEACTBA, Bo3aAeHcTBYyIomero Ha LAG-3, B 103€, COCTaBNSIONICH TPHUOTH3UTEITHHO

2200 mr. B HEKOTOPBIX BapHaHTAX OCYMIECTBIIEHUS CIIOCOOBI TI0 HACTOSIIEMY H300PETEHHIO
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BKJIFOYAIOT BBEJEHHE CpPeACTBa, Bo3aehcTByromero Ha LAG-3, B A03€, cocTaBistomen

puOH3uTeTbHO 2500 MT.

[00455] B HEKOTOpBIX BapHaHTaX OCYHIECTBICHHA CTIOCOOBI 1O HACTOSLIEMY
M300pPETCHUIO BKITIOYAIOT BBEJCHHWE CPeAcTBa, Bo3aekctByromero Ha LAG-3, B mose,
COCTABIIOIEN NPUONUZUTENBHO | MI/KT, TPHOMM3UTETBHO 3 MI/KT, TPHOTHU3UTEIIHHO
10 Mr/kr, npuOMM3UTENHEHO 12 MT/KT, MPUOIU3UTENHHO 15 MI/Kr, mpuOIM3UTENHHO 20 MT/KT
WA TPUOTU3UTENBHO 25 MT/Kr. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHA CIOCOOBI TI0
HACTOSIIIEMY M300PETEHHIO BKITFOUAIOT BBEICHHE CPECTBA, Bo3AeHcTByromero Ha LAG-3, B
703€, COCTABIIAIOMEH MPUOMU3UTENPHO 1 MI/Kr. B HEKOTOPBIX BapuaHTAaX OCYIIECTBIICHUS
CIOCOOBI IO HACTOSIIEMY H300PETEHHIO BKIIOYAIOT BBEJCHHUE CPEICTBA, BO3IECHCTBYIOIIETO
Ha LAG-3, B mo3e, COCTaBJSIOIEH MPUOIM3UTEIBHO 3 MI/KT. B HEKOTOPHIX BapHaHTax
OCYIIECTBIIEHHS CIIOCOOBI 10 HACTOSIIEMY H300PETEHHUIO BKIIIOYAIOT BBEJCHHE CPEICTBA,
BozackcTByromero Ha LAG-3, B mo3e, cocrapnstomieid mnpuoOmmsutenbHo 10 mr/kr. B
HEKOTOPBIX BapHAHTAX OCYIIECTBICHHSA CIIOCOOBI IO HACTOSIIEMY H300PETEHHIO BKIIFOYAIOT
BBEJICHHE CPEACTBa, Bo3AeUcTBYomero Ha LAG-3, B 103€, COCTaBIAIOMEH MPHOTH3UTETHHO
12 Mr/kr. B HEKOTOPBIX BapHAHTAX OCYMECTBICHHUS CITOCOOBI IO HACTOATIEMY H300PETCHHIO
BKJIFOYAIOT BBEJEHHE CpPeACTBa, Bo3aehcTByromero Ha LAG-3, B m03e, COCTaBIAIOMEH
NpUOIM3HUTENNBHO 15 Mr/kr. B HEKOTOpPBIX BapHWaHTaX OCYINECTBICHHS CIOCOOBI 10
HACTOSTIEMY H300PETEHHIO BKITFOYAIOT BBEICHHE CPECTBA, Bo3ackHcTBYromero Ha LAG-3, B
703€, COCTABIIIOMEH MPHOIM3UTENbHO 20 MI/Kr. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUS
CTIOCOOBI TT0 HACTOSIIEMY H300PETCHHUIO BKITIOYAIOT BBEJICHHE CPEACTBA, BO3ACHCTBYOIIETO

Ha LAG-3, B 103€, COCTABIIAIONICH MPUOTUIUTETHHO 25 MI/KT.

[00456] WNutepBan BBeneHUs NpU BBeAeHMHM aHTHTena kK LAG-3 Moxker
MPEACTABIISTH COOOM JTIFOO0M HHTEpBaL. Hanmpumep, B HEKOTOPBIX BApHAHTAX OCYIIECTBICHUS
WHTEPBAJ BBEJCHUS COCTABIIET OAWH pa3 B Heaemo (Q1W), oaun pas B e Heaenu (Q2W),
omuH pa3 B Tpu Hexenu (Q3W), oquH pas B uetsipe Hexemu (Q4W), ouH pa3 B ATh HEJEITh
(Q5W), omun pa3 B mecte Heaenb (QO6W), onun pa3 B cemb Heaeab (Q7W), oguH pa3 B
Bocemb Henenb (Q8W), oguH pa3 B meBsaTh Henmenb (QOW) wii OuH pa3 B ACCITh HEEb
(Q10W). B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUSA HHTEPBAJI BBEACHHS COCTABISIET OHH Pa3

B aABe Hemenu (Q2W).

[00457] Hanpumep, B HEKOTOpPBIX BapHaHTaX OCYLICCTBICHUS HHTEPBAI

BBEJICHUS COCTABIIAET OJIUH pa3 B 1Be Heaenn (Q2W).
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[00458] B HekoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBA,

Bo3nercTRyromero Ha LAG-3, cocTaBnsronyto mpuoOIM3nTeIbHO 240 MT, BBOAST OJTUH Pa3 B

nse Henenmn (Q2W).

[00459] B HexkoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBa,
Bo3zaeHcTByromero Ha LAG-3, coctasmsaromntyro npuomu3utensHo 500 Mr, BBOJAT OJHH Pa3 B

ase Hepenmn (Q2W).

[00460] B HexkoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBA,
Bo3zeHcTByromero Ha LAG-3, cocTaisromnyo npuoIu3uTensHo 720 Mr, BBOJAT OAMH Pa3 B

nse Henenu (Q2W).

[00461] B HexkoTOpRIX  BapuaHTax  OCYIIECTBICHUA 103y  CPEACTBA,
Bo3aecTByromero Ha LAG-3, coctaBisromyro nmpuomsuteasao 900 Mr, BBOIAT OJMH pa3 B

ase Hemenu (Q2W).

[00462] B HeKkoTOpBIX BapuaHTax  OCYIIECTBIICHHA J03y  CPEACTBA,
Bo3zaecTByromero Ha LAG-3, cocrasmsromyro npubmusutensao 1000 Mr, BBOAAT OJHMH pa3

B aABe Hexenu (Q2W).

[00463] B HekoTOphIX BapuaHTax  OCYIIECTBICHUA  [JI03y  CPEACTBA,
Bo3aeHcTByomero Ha LAG-3, cocTaBisrolny o npuomu3uTeibHo 1500 Mr, BBOIAT OJUH pa3

B aBe Hemenu (Q2W).

[00464] B HekoTOphIX  BapuaHTaX  OCYIIECTBICHUA /103y  CPEJCTBa,
Bo3AeHcTByomero Ha LAG-3, cOCTaBIAIONIYI0 PUOTM3UTEITFHO 3 MI/KT, BBOAAT OAUH Pa3 B

nse Henenmn (Q2W).

[00465] B HekoTOppIX BapwaHTax OCYHIECTBIICHMA 103y  CPEICTBA,
Bo3nercTRyoMero Ha LAG-3, cocTapisionly o mpuOm3uTebHo 10 MI/KT, BBOAAT OAUH pa3

B ABe Hemenu (Q2W).

[00466] B HekoTOphIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBA,
Bo3nercTRyrOMEro Ha LAG-3, COCTaBISIONIY O MPUOM3UTENTFHO 12 MT/KT, BBOAAT OAWH pa3

B aBe Hemenu (Q2W).

[00467] B HekoTOpeIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBa,
Bo3nercTBYIOMmETO HA LAG-3, COCTAaBIAIONIY O MPUOM3UTEITFHO 15 MI/KT, BBOAAT OWH pa3

B aBe Hemenu (Q2W).
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[00468] Hanpumep, B HEKOTOpPBIX BapHaHTaX OCYLICCTBICHUS HHTEPBAI

BBEJICHUS COCTABIIECT OJMH pa3 B Tpu Hexenu (Q3W).

[00469] B HEkoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBa,
Bo3aercTByromero Ha LAG-3, coctasmsaroniyro nmpudmusutensHo S00 Mr, BBOJAT OAHH Pa3 B

Tpu Heaenu (Q3W).

[00470] B HexkoTOpBIX  BapuaHTax  OCYIIECTBICHHUA /103y  CPEICTBa,
Bo3zeicTByromero Ha LAG-3, cocTaBisromny o npuomu3uTensHo 720 Mr, BBOJAT OAMH Pa3 B

Tpu Heaenu (Q3W).

[00471] B HexkoTOpRIX  BapuaHTax  OCYLIECTBICHHMS 103y  CPEACTBA,
Bo3zeicTByromero Ha LAG-3, coctasmsromntyto npudbmusutenbHo 900 Mr, BBOJAT OAMH pas B

Tpu Hegenu (Q3W).

[00472] B HekoTOprIX BapuaHTaxX  OCYIIECTBIICEHHA  J03y  CPEACTBA,
Bo3aeHcTByromero Ha LAG-3, cocrasmsromyto npubmusutensao 1000 Mr, BBOIAT OAMH pa3

B TpH Hepenn (Q3W).

[00473] B HEKOTOpPBIX BapuaHTax  OCYIIECTBICHHMA  J03y  CPEACTBA,
Bo3aeHcTByOmero Ha LAG-3, cocTaBisroImy o npuoIu3uTeibHo 1500 Mr, BBOIAT OUH pa3

B Tpu Hexemn (Q3W).

[00474] B  HekoTOphIX  BapuaHTaX  OCYIIECTBICHUA /103y  CPEJICTBA,
Bo3aeHcTByromero Ha LAG-3, cocTaBmsrotnyro npuomusutensHo 1800 Mr, BBOIAT OJUH pa3

B Tpu Hexenn (Q3W).

[00475] B HekoTOphIX  BapuaHTaXx  OCYIIECTBICHHUA /103y  CPEICTBA,
BoznercTByromero Ha LAG-3, coctaBisronnyto npuomm3uTenbHo 2100 M, BBOIAT OJHH pa3

B Tpu Heaemn (Q3W).

[00476] B HekoTOppIX  BapuaHTax  OCYWMIECTBICHHS 03y  CPEACTBA,
Bo3nercTRyromero Ha LAG-3, cocTaBisronny o npuomm3uTenbHo 2200 MT, BBOIAT OJHH pa3

B Tpu Hexenn (Q3W).

[00477] B HekoTOpeIX  BapuaHTax  OCYIIECTBICHHUA /103y  CPEICTBa,
Bo3aeHcTByromero Ha LAG-3, cocTaBmsroy o npuomu3nTesHo 2500 MT, BBOIAT OJUH pa3

B Tpu Hexenmn (Q3W).
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[00478] B HekoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBA,
BoznercTRyromero Ha LAG-3, coctapisrontyro mpuomm3uTesHo 10 Mr/Kr, BBOAAT OAWH pa3

B Tpu Henemn (Q3W).

[00479] B HexkoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBa,
BoznercTRyromero Ha LAG-3, cOCTaBNSAIONIY 0 TPHOMH3UTEIBHO 12 MTI/KT, BBOAST OAWH pa3

B Tpu Henemu (Q3W).

[00480] B HexkoTOpBIX  BapuaHTax  OCYIIECTBICHHA /103y  CPEICTBA,
BoznercTByrOmero Ha LAG-3, cCOCTaBIAIONIY 0 MPUOU3UTENHHO 15 MI/KT, BBOAST OAUH pa3

B Tpu Henemu (Q3W).

[00481] B HexkoTOpBIX  BapuaHTax  OCYINECTBICHHA  J03y  CPEJACTBA,
Bo3eHcTBYIOMIET0 HA LAG-3, COCTAaBISIONIY 0 TPHOIM3HTENBHO 20 MI/KT, BBOIST OJTHH Pa3

B Tpu Hexenmu (Q3W).

[00482] B HeKkoTOpBIX BapuaHTax  OCYIIECTBIICHHA J03y  CPEACTBA,

Bo3AeHcTBYOMETr0 Ha LAG-3, COCTABIAIONIY 0 IPHOIM3HTETBHO 25 MI/KT, BBOASAT OJIHH Pa3
B Tpu Henemn (Q3W).

[00483] B BapmaHTax OCyIECTBIECHHS CPEACTBO, Bo3aelcTBytomee Ha LAG-3,
npeacTaBisieT cooo# mommmentua, coaepskanmuii CDR-H1, onpeaenennyro moa SEQ ID NO:
5; CDR-H2, onpenenennyro noa SEQ ID NO: 6; CDR-H3, onpenenennyro nmoa SEQ ID NO:
7, CDR-L1, onpeaenennyro nox SEQ ID NO: 8; CDR-L2, onpeaenennyro nog SEQ ID NO:
9; u CDR-L3, onpeaenennyro moa SEQ ID NO: 10. B BapuanTax oCymiecTBICHUS CPEICTBO,
BosnmercTByromee Ha LAG-3, mpenctaBiseT COOOH TOJNWIENTHA, COAEPKAIIUAN
AMHUHOKHCJIOTHYIO  TIOCIIEIOBATEIPHOCTh  BAapHAOEITbHOW  OOJACTH  TSDKEJIOH  IICTIH,
xapaktepusyrouryroca no menbmei Mmepe 80%, 85%, 90%, 95% unu 98% uaeHTHUHOCTHIO
nocneaoBarenbHocTd ¢ SEQ ID NO: 3; ¥ aMHUHOKHUCIOTHYIO MOCIEIOBATEILHOCTD
BapuaOeTbHOW OOJIACTH JIETKOM IIETIH, XapaKTePU3YIOIyrocs Mo MeHbimed Mepe 80%, 85%,
90%, 95% unu 98% unenTu4HOCTHIO TIOCHeAOBaTeNbHOCTH ¢ SEQ ID NO: 4. B Bapuanrax
OCYIIECTBJICHUS CPEACTBO, Bo3aekcTRyronee HA LAG-3, mpeacTaBisieT coO0M MOTUTICTITHI,
COZIEPIKAIMUH TTOHIIETITHAHYIO TIOCTIE0BATETFHOCTD TSDKEJIOH TIETTH, XapaKTePU3YIOTIYIOCS
no meHbiIeH mepe 80%, 85%, 90%, 95% unu 98% HUIEHTUIHOCTHIO MOCTEA0BATEIBHOCTH C
SEQ ID NO: 1 unu SEQ ID NO: 21; ¥ noJUnenTHIHy 0 MOCiae10BaTeIbHOCTh JIETKOM LIETIH,

xapaktepusyronryroca no menpimei Mmepe 80%, 85%, 90%, 95% wunu 98% wuaeHTHUHOCTHIO
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nocneaosarenbHocTd ¢ SEQ ID NO: 2 umm SEQ ID NO: 22. B BapuaHTax 0OCyIIECTBIECHUA

cpenctso, BoznekcTByromee Ha LAG-3, mpeacrasnser co6oit TSR-033.

[00484] B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHUS CPEACTBO, BO3JICUCTBYIONICE
Ha LAG-3, BBOOAT CyOBEKTY B KayeCTBE KOMOMHHPOBAHHOTO CPEACTBA TEPANHH, KaK
JOTIOJTHUTENIEHO OTMCAHO B HACTOSAIIEM AOKYMEHTE (Hampumep, ¢ aHTHTENOM K PD-1 mms
WHIYLIMPOBAHUSA UIMMYHHOTO OTBETA). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS CPEACTBO HA
ocHoBe aHTHTeNa K LAG-3 BBOJAT MAaLMEHTY, Y KOTOPOTO UMEETCA paK. Y MAllUEHTa MOXKET
OBITH OO0 BHJ paka. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS PaK BKIIOYAET JIF000E OHO
Wiy 00JIee U3 CIeIYIOIIEro: 3nMUTenuanbHbii pak suunuka (EOC), Tpwk bl HeraTUBHBIN pak
mosouHou sxenessl (TNBC), yporemuanshas kapuuHoma (UC) mocre iedyeHus: CpeicTBAMH,
HanpasneHHbiMH TipoTuB PD-1/PD-L1, u UC, He moaBeprHyTas JI€YEHHMIO CPEICTBAMHU,
HarpaslIeHHBIMH TIPOTHB PD-1/L1. B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS NAIUCHT,
KOTOPBIH MOJTy4yaeT CPeACTBO Ha ocHOBE aHTUTeNa K LAG-3 u cpeacTBO HAa OCHOBE aHTUTENA
Kk PD-1, cHayana momyyaetr uH(}Y3UIO cpenctBa Ha ocHoBe aHtuTena k LAG-3, a 3zatem
nH(}py3uro cpepcTBa Ha ocHOBE aHTHTeNAa K PD-1. B HeKOTOpBIX BapHaHTaX OCYINECTBICHUS
MAIMEHT, KOTOPBIN MOJTy4aeT CPEACTBO HA OcHOBE aHTHTeNa K LAG-3 ¥ cpeicTBO HAa OCHOBE
antutena Kk PD-1, cHavana monmydaet mH(Y3HIO cpelcTBa Ha OCHOBe aHTHTena Kk PD-1, a
3areM WH(QY3UIO CpeacTBa Ha ocHOBe aHTHTena K LAG-3. B HekoTOphIX BapHaHTax
OCYIIECTBJICHUS MAIMEHT ToTy4daeT uH}py3uro antutena k LAG-3 npu 10, 20, 30, 40, 50, 60,
70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230, 240, 250,
260,270, 280, 290, 300, 310, 320, 330, 340, 350, 360, 370, 380, 390, 400, 410, 420, 430, 440,
450, 460, 470, 480, 490, 500, 510, 520, 530, 540, 550, 560, 570, 580, 590, 600, 610, 620, 630,
640, 650, 660, 670, 680, 690, 700, 710, 720, 730, 740, 750, 760, 770, 780, 790 wunu
800 mr/maruent, a 3atem uHpy3uro anturena k PD-1 npu 100, 110, 120, 130, 140, 150, 160,
170, 180, 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340, 350,
360, 370, 380, 390, 400, 410, 420, 430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530, 540,
550, 560, 570, 580, 590, 600 Mr/marueHT. B HEKOTOPBIX BapHAHTAX OCYIICCTBIICHHUS MAIIHECHT
nonyqaetr uHpy3mo antutena kK LAG-3 mpu 20, 80, 240 wim 720 Mr/maimeHT, a 3ateMm
nH}py3uro anTuTena k PD-1 npu 500 Mr/narpieHT. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
MAIMeHT moTyyaeT uadys3uro antutena k PD-1 mpu 100, 110, 120, 130, 140, 150, 160, 170,
180, 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340, 350, 360,
370, 380, 390, 400, 410, 420, 430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530, 540, 550,
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560, 570, 580, 590, 600 mr/maruenT, a 3arem uHpy3Hur0 antutena k LAG-3 npu 10, 20, 30,
40, 50, 60, 70, 80, 90, 100, 110, 120, 130, 140, 150, 160, 170, 180, 190, 200, 210, 220, 230,
240, 250, 260, 270, 280, 290, 300, 310, 320, 330, 340, 350, 360, 370, 380, 390, 400, 410, 420,
430, 440, 450, 460, 470, 480, 490, 500, 510, 520, 530, 540, 550, 560, 570, 580, 590, 600, 610,
620, 630, 640, 650, 660, 670, 680, 690, 700, 710, 720, 730, 740, 750, 760, 770, 780, 790 umu
800 mr/marueHT. B HEKOTOPHIX BapHaHTAaX OCYIIECTBICHHUS MAIMEHT MOJMy4YaeT MHQPY3HIO
aatutena k PD-1 mpm 500 mr/mamment, a 3atem 20, 80, 240 wmu 720 mr/manuent. B
HEKOTOPBIX BapHAaHTaX OCYIICCTBICHUS HWHTEPBAN BBEACHHUA U1 KOMOWHHPOBAHHOTO
CpeacTBa TEpPANHMK COCTABIAET OAMH pa3 B Henemo (Q1W), onun pa3 B ase Heaemu (Q2W),
onuH pa3 B Tpu Henenu (Q3W), oqud pas B uetsipe Henemu (Q4W), ouH pas B AT HEJEIb
(Q5W), omun pa3 B mectb Henenb (QO6W), onun pa3 B cempb Henenab (Q7W), ogun pa3 B
Bocemb Henenb (Q8W), ogun pa3 B AeBaTh Henenb (QOW) unmu onuH pa3 B JECATh HEACND
(QIOW). B HeKkoTOpPBIX BapHaHTaX OCYIIECTBICHWUS HMHTEPBAl BBEACHUS  JUIA

KOMOWHHPOBAHHOTO CPEICTBA TEPATIMH COCTABIIAECT OUH pa3 B Tpu Hexemu (Q3W).

[00485] B HEKOTOpBIX BapuaHTax OCYHIECTBIICHHS MALUCHT CHA4ala MoJIy4acT
CXEMy JICYEHHS C TPUMEHEHHEM CpPEICTBA MOHOTEPANMH, KAaK OIMKMCAHO BBIIE, C
MOCIIEAYIOIUM KOMOWHHPOBAHHBIM CPEACTBOM Tepamuu. Hampumep, B HEKOTOPBIX
BapUAHTAX OCYINCCTBIICHHUS TMAIHCHT MOKET TOJy4YaTh CPEICTBO MOHOTEPAITHH HA OCHOBE
aatutena Kk LAG-3 nipu 20, 80, 240 uimu 720 Mr/manueHT ¢ HHTEPBAJIaMHU OJUH Pa3 B HEJIETIO
(Q1W), onus pa3 B ae Heaemn (Q2W), omun pa3 B Tpu Heaeau (Q3W), ouH pa3 B YeThIpE
Heaenu (Q4W), onuH pa3 B math Hexeab (QSW), oguH pa3 B mecTth Heaens (Q6W), onuH pas
B cemb Henenb (Q7W), oauH pa3 B BoceMb Hexenb (Q8W), oauH pa3 B neBaTh Hemenb (QOW)
WA OJMH pa3 B jaeciaTh Heaenb (Q10W) ¢ mocmeayronmmM KOMOWHHPOBAHHBIM CPEICTBOM

Tepanuu Ha ocHoBe aHTuTena Kk LAG-3 u antutena k PD-1, kak onucaHo BbILIe.

[00486] B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS BO BPEMsI KOMOWHHP OBAHHOU
TEpaIHH MAIUEeHTY BBOAAT 103y aHTHTena K LAG-3 ¢ mocienyronmM uaruouropom PD-1. B
HEKOTOPBIX BapHAaHTaX oOCymeCTBIeHUs wHruOWTOp PD-1 BBOmAT B mepBOW 03¢
npuOu3uTeTbHO 500 MT OTMH pa3 B 3 HEAETH B TEUYCHHE MHOJKECTBA IMKIIOB, HATTPUMED, 3,
4 iy 5 TUKIIOB, C TOCTIEAYIOMEH BTOPOU m030M mpudmmsurensHo 1000 MT onmH pa3 B 6
Heslenb. B HEKOTOPBIX BapHaHTax ocymiecTBIeHUs uHruonTop PD-1 BBOOAT B mepBoi 103€
npuonu3uTeTbHO 500 MT 0IWH pa3 B 3 HEJENH B TEUCHHE 3 IUKIIOB C MOCTIETYFOIIEH BTOPOU

10301 mpudmM3uTeasHo 1000 MT 0MH pa3 B 6 Hele b Wik Oolbine. B HEKOTOPHIX BapraHTax
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ocymecTsiieHus nHruouTop PD-1 BBOAAT B IepBo# H03€ mpuOmm3uTenbHo S00 Mr ouH pas
B 3 HEJECNH B TEUEHHE 5 IHKIIOB C MOCIIEAYIOTIEH BTOPOH A030U mpuOm3uTebHo 1000 mr
OZMH pa3 B 6 HeAeTb WiH Oonblie. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHUS BTOPYIO O3Y

uaruouTopa PD-1 BBOAST O/TMH pa3 B 6 HEETb.

[00487] Kommnozuimro, coaepskanryto 3 (PeKTHBHOE KOITHYECTBO PACKPHITOTO
MOJMIIENI TH/IA TSHKETION LIEMM MMMYHOTJIOOYIIHHA, PACKPBITOTO MOJMIENTHAA JIETKOW LEMH
UMMYHOTJIOOYIIMHA, PACKPBITOTO CPeACTBa Ha OCHOBe aHTHTena K LAG-3, packpbITod
MOCJIE0BATENBHOCTH HYKJIEHHOBOM KHUCIIOTHI, KOJHUPYIOLIEH IF000€ M3 BHIMLEYTIOMIHYTOTO,
WJIN PACKPBITOTO BEKTOPA, COAEPIKAILETO PACKPBITYIO IIOCIIEIOBATEILHOCTD HYKICUHOBOM
KHUCJIOTBI, MOKHO BBOJMTH MJICKONMTAIOIIEMY C NPUMEHEHHEM CTaHAAPTHBIX METOJOB
BBEJICHUs, BKIXOYAs IIEPOPAIbHOE, BHYTPUBEHHOE, HMHTPAIIEPUTOHEAIBHOE, IIOAKOMKHOE,
JETOYHOE,  TPAHCAEPMANbHOE, BHYTPUMBIIIEYHOE, HWHTPAHA3AIbHOE, OYKKAJIbHOE,
MOJBbSA3BIYHOEC BBEJCHUE WIIM BBEJCHHUE C MOMOINBIO CyNmIo3uTopusa. Kommosuuus Moxker
HOJXOAUTh AJI1 MAapeHTEPANbHOrO BBEACHMs. lCIONb3yeMbIi B HACTOAIIEM JOKYMEHTE
TEPMHH  «IIAPEHTEPAIIBHOE» MOKET BKIKOYAaTh BHYTPUBEHHOE, BHYTPHMBIIIECYHOE,
MOJKOKHOE, PEKTAIBHOE, BATMHAIBHOE M MHTPANEPUTOHEAIBHOE BBeAcHHE. Kommosuiuio
MOTYT BBOAMTH MJICKOITHTAIOIIEMY C IPUMEHEHHEM TIepH(EPHUIECKON CHCTEMHON JOCTABKA

3a CYeT BHYTPUBECHHOW, HHTPANIEPUTOHEATbHOW WU MOAKOKHOW HHbEKLIUH.

[00488] [Tocne  BBemeHWS  MIIEKOMHUTAOIMEMY  (HAmpUMep,  YEIIOBEKY)
OHMOJIOTHYECKYI0 aKTHBHOCTH CPEACTBA HA OCHOBE aHTHTENA K LAG-3 MOXHO HU3MEPSTH C
MOMOIIBIO JTFOO0TO TOIXOMAMIETO CITOC00a, W3BECTHOTO M3 YPOBHS TeXHUKH. Hampumep,
OHOJTOTHYECKYI0 AKTUBHOCTh MO)KHO OLIEHHTH TOCPEICTBOM OMPEICIICHHUS CTAOHITBHOCTH
KOHKPETHOT'O cpeicTBa Ha ocHOBe aHTUTENa K LAG-3. B ogHOM BapuaHTe OCYIIECTBIEHUS
cpeactBo Ha ocHoBe aHTUTENa K LAG-3 xapakrepusyercs in vivo BpeMEHEM TOTYKHU3HH OT
npuonusuTenbHo 30 MuHYT A0 45 nmHeW (Hanmpumep, npuOTM3HTENbHO 30 MHHYT,
MPHONMHU3UTETFHO 45 MHHYT, NPUOMU3HTETbHO 1 4Yac, NPUONM3HTETPHO 2 dYaca,
MpUONMH3UTETIbHO 4 4aca, TPHONMH3UTEIBHO 6 4acoB, NpHOMH3UTENbHO 10 4Yacos,
NPUONTU3HUTENTFHO 12 4YacoB, NPUOMM3HTENBHO | CYTKH, NPUOIM3HTENBHO S5 JHEH,
npuOnmu3uTenbHo 10 gHEHW, npuOMM3UTEbHO 15 1mHeW, TPUOTU3HWTENbHO 25 THEH,
MPHONMHU3UTENTbHO 35 nHew, mpuOmmsutenbHo 40 AHEH, MPUOTU3UTENTBPHO 45 NHeW, Win
HAXOJUTCA B JUAITa30HE, OMPEAEIIEMOM JIFOOBIMU ABYMS M3 BBIIICYTTOMSHYTHIX 3HAYCHHH).

B onxHOM BapuaHTE OCYIIECTBIIEHHS CpPEACTBO Ha OcHOBe aHTtutena k LAG-3
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XapaKTEePU3YeTCs in Vivo BPEMEHEM TIOMYKHU3HH OT NMPHONMH3UTENBHO 2 YacoB A0 20 mHen
(Hampumep, TMPUONU3UTENBHO 5 4acoB, MpHOMM3UTENbHO 10 YacoB, MpUOTU3UTETHHO 15
4acoB, NMPUOMM3UTENNbHO 20 YacoB, MPHONH3WUTENNBHO 2 JHEW, MPHUONH3UTEFHO 3 JHEH,
MPHONMHU3UTEIIFHO 7 JHEW, TPUOMM3UTENbHO 12 jgHEW, npuOMM3UTENbHO 14 1HEH,
npuOnMu3uTeNNbHO 17 aHEeH, npuOmm3uTeabHO 19 AHEW, WM HAXOAHWTCA B JHANa30HE,
OTIpeICTSIEMOM JTIOOBIMH JIBYMSI W3 BBITICYIIOMSHYTHIX 3HaueHWi). B omHOM BapuanTe
OCYIIECTBICHHS CPEACTBO Ha ocHOBE aHTUTENAa K LAG-3 xapakrepusyeTcs in vivo BpeMEHEM
MOMY’KU3HH OT mpuoOmusurensHo 10 muedt no mpuOmusurensHo 40 mHel (Hampumep,
npuOnmu3uTenbHo 10 gHe#, npubmusutensHo 13 nmHEW, TPHOTU3UTENBHO 16 1HEH,
npuOnu3uTenbHo 18  gHe#, npuOmusutensHo 20 AHEW, TPUOMU3UTENBHO 23 JIHEW,
NPUOJTU3HUTENTFHO 20 JTHEHW, TpUONM3HTENbHO 29 1HEeH, npuoOIM3uTeabHO 30 JTHEH,
NPHUOTU3HUTENIFHO 33  JHEHW, TpUONM3HTENbHO 37 [HEH, NPHOIH3UTEIbHO 38 JIHEH,
npuOnm3uTenbHo 39 nmHeH, npuOmmsurensHo 40 JHEH, WM HAXOAHWTCS B IHAIMA30HE,

OTpeACIAEMOM JFOOBIMHU BYMS M3 BBIICYTIOMSTHY TBIX 3HAYCHUH ).

[00489] CtaOWIbHOCTH CpeAcTBa Ha OCHOBe aHTUTena K LAG-3 MOKHO
HU3MEPATH C IPUMEHEHUEM JFOOOTO APYToro MOIXOAAINETO aHAIM3a, H3BECTHOTO U3 YPOBHS
TEXHHUKH, TAKOTO KaK, HAITPHUMEpP, W3MEPCHHE BPEMEHH ITONIY;KH3HH B CHIBOPOTKE KPOBH,
muddepenmmanpias ckanupyromas kamopumerpus (DSC), aHamHu3bl HA TETUIOBOW CIBHT W
aHAJTM3bI BRITCCHEHHUA METKH. JI[pyrue criocoObl M3MEpPEHUs CTAOUIBHOCTH O€ITKa i1 Vivo W in
Vilro, KOTOpbIE MOKHO TNPHMEHSATh B KOHTEKCTE HACTOSAINETO H300PETCHHs, OIHCAHBI,
Hanpumep, B Protein Stability and Folding, B.A. Shirley (ed.), Human Press, Totowa, New
Jersey (1995); «Protein Structure, Stability, and Interactions», Methods in Molecular Biology,
Shiver J.W. (ed.), Humana Press, New York, NY (2010) u Ignatova, Microb. Cell Fact., 4:
23 (2005).

[00490] CtabumbHOCTH CpencTBa Ha OcHOBe aHtHTena K LAG-3 MOXKHO
M3MEPATh TIO0 3HAYCHHIO cpeaHer Touku mepexona (Tm), TPEacTaBsIONIeH COOOM
TEMIIEPaTypy, MpU KOTOpoi 50% aMUHOKHCIOTHOM MOC/IEI0BATEILHOCTH MPUCYTCTBYET B
CBOEH HATUBHOW KOoH(pOpMammu, a ocTanbHbie 50% neHaTypupoBaHbl. B menom, yem Bbime
T, TeM O0JIee CTAOHIHHBIM SBJISETCS OSITOK. B 0/THOM BapuaHTe OCYIIECTBIEHUS PACKPBITOE
aatureno k LAG-3 moker mMeTs 3HaueHHe cpemHed touku mepexonma (Tm) in vitro,
cocTasrrommee npuomsnTenbHo 60-100°C. Hanpumep, antuteno k LAG-3 moxkeT umeth T

in vitro, coctaBysironryro npuommu3utenbHo 65-80°C (manpumep, 66°C, 68°C, 70°C, 71°C,



181

75°C nm 79°C), npubmsurensao 80-90°C (wanmpumep, npuommsurensHo 81°C, 85°C wnmm
89°C) mmu mpuOmusurensHO 90-100°C (Hanpumep, mpuOnm3uTENHHO 91°C, IPUOTU3HTENBHO

95°C umu npubmmsurensHo 99°C).
H3mepenue omeema onyxonu

[00491] B BapmaHTax OCYyIIECTBIIEHHS CIOCOOBI, OIMHCAHHBIE B HACTOSIIEM

JOKYMEHTE, 00€CTIEUNBAIOT KIIMHUYECKYIO TOJIB3Y AT CyOBEKTA.

[00492] B HekoTOpBIX BapuaHTax OCYINECTBICHUA KIMHUYECKAsd II0JIb3a
npeacTasiseT coooi momHeid oTBeT («CR»), yactuuneni oteeT («PR») mmu crabunuszaruro
3a0oneBanus («SD»). B HeKOTOpHIX BapuaHTaX OCYINECTBICHHA KIMHHYECKAs TII0Jb3a
COOTBETCTBYET 1O MeHbIIed Mepe SD. B HEkoTOpsIX BapuaHTaxX OCYIIECTBICHUS
KIIMHUYECKas I0Jb3a COOTBETCTBYET mo MeHpmied mepe PR. B HexkoTopsIx BapmaHTax
OCYIIECTBICHUS KIMHMYECKas moib3a cooTBeTcTByeT CR. B HeEkoTOpBIX BapuaHTax
ocyiecTBaeHHs 1Mo MeHbiIel 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% wumm 95%
HNAlMEHTOB JOCTHTAKOT KIMHUYECKOM MOJIb3bl. B HEKOTOPBIX BapHAaHTaX OCYIIECTBIICHUS IO
MeHbIIeH Mepe 5% MaIUeHTOB JOCTUTAIOT KIIMHUYECKOH MOJIb3bl. B HEKOTOPHIX BapHaHTaX
OCYILECTBICHUS 10 MEHbIIEN Mepe 5% maimeHToB AocTUrarT SD. B HeKOTOphIX BapHaHTax
OCYIICCTBJICHUS TI0 MEHbINEH Mepe 5% TManueHTOB JOCTHTAOT Mo MeHbimer mepe PR. B
HEKOTOPBIX BApUAHTAX OCYLIECTBIIEHUS N0 MeHbLIEH Mepe 5% narpeHToB aocturaloT CR. B
HEKOTOPBIX BapHAHTaX OCYIIECTBIEHHA MO MeHbIed mepe 20% NarueHTOB AOCTUTAIOT
KITMHUYECKOM MONb3bl. B HEKOTOPBIX BapHMaHTaX OCYHIECTBIIEHUsA MO MeHbIned mepe 20%

MaUeHToB gocturaroT SD.

[00493] B HEKOTOpBIX BapuaHTax OCYINECTBICHUA KIMHUYECKAasd MOIb3a
(mampumep, SD, PR w/umu CR) ompenensiercs cormacHo Kpurepusm OIEHKH OTBETa MPH
comumubix omyxoiisix (RECIST). B HekoTOphIX BapHaHTaX OCYIIECTBIICHHS KIHMHHYECKAS

noste3a (Hanpumep, SD, PR w/uma CR) onpenensiercs cormacHo pykooactsam RECIST.

[00494] B HEKOTOpBIX BapHaHTaxX OCYINECTBICHUA OTBET OIYXOJIM MOXKHO
W3MEPHUTH, HATIpUMED, ¢ momotIbio pykoBoAcTB RECIST v 1.1. PykoBoacTBa npe10cTaBIEHbI
B E.A. Eisenhauer, ef al., «New response evaluation criteria in solid tumors: Revised RECIST
guideline (version 1.1.),» Eur. J. of Cancer, 45: 228-247 (2009), KOTOPO€ BKIFOYECHO

MOCPEICTBOM CCBUIKH BO BCeM cBoed monHoTe. COTNAacHO PYKOBOACTBAM TpeOyeTcs
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W3HAYallbHAs OICHKA OOINel OIyXOJIEeBOM HArpy3Kd HAa HCXOAHOM YPOBHE, KOTOPYIO
UCTIONB3YFOTCS B KAYECTBE CPABHHUTEITBHOM TSI TOCTIEAYIONIHX H3MepeHHH. OmyX0IH MOKHO
U3MEPATH C MPUMEHEHHUEM JIFOO0H CHCTEMBI BU3YATM3aLMH, W3BECTHON M3 YPOBHS TEXHHKH,
HarpuMmep, ¢ mnomompro CT-ckanupoBammss wid peHTreHorpadum. Ilogmaromeecs
W3MEPEHUIO 3a00JIEBAHHE ONPENESIIIOT 1O HAIWYUI0O TI0 MEHBIIEH Mepe OJHOTO
MOJJIAIOIIEr0CsT U3MEPEHHIO o4ara. B HccnenoBaHMAX, rIe NEPBUYHOM KOHEYHOM TOYKOM
SBIIAETCS TTPOTPECCHPOBAHUE OTYXOJH (JIMOO TIEPUO/ BPEMEHH JI0 TIPOTPECCUPOBAHUS, JTHOO
JOJI C TIPOTPECCHPOBAHUEM 32 (PUKCHPOBAHHBIN TEPHUOJ BPEMEHH), B TIPOTOKOJIE TOJLKHO
YKa3bIBAThCS, OTPAHUYEH JTH JOITYCK MAITHEHTOB C IO JAOIIHUMCS H3MEPEHHIO 3a00JIEBAHHEM
WK JK€ TIPUTOTHBI TOJBKO TAIIUEHTHI, ¥ KOTOPBIX MMEETCS HETOJMAIONICecs H3MEPEHHIO

3a00JIEBaHHE.

[00495] Ecmi Ha WCXOAHOM YpOBHE TMPHCYTCTBYET 0OOjee dYeM OJIHH
MOJIAIOIIUICA H3MEPEHHUIO OYar, BCE OYard BIUIOTH 0 MAKCHMYM IISITH 0YaroB B IEJIOM (U
MaKCHMyM JBYX OYaroB Ha OpPraH), NMPEACTaBIISAIONIAE BCE MOPAKCHHBIC OPTaHbI, JOJDKHBI
OBITh WACHTH(QHUITUPOBAHBI KAK IIEJIEBBIE OYarW, M OHHU OYAyT PETUCTPUPOBATHCI U
MU3MEPATHCS HA UCXOJHOM YPOBHE (3TO O3HAYAET, YTO B TEX CIIy4asX, KOT/IA Y TAIMEHTOB
HWMEETCS TOJIbKO OJHMH HITH JBAa MOPAKCHHBIX ydacTKa OpPraHa, TO COOTBETCTBEHHO MOTYT

OBITh 3aPETUCTPUPOBAHBI MAKCUMYM JIBA ¥ YETHIPE 0Yara).

[00496] [leneBpie oyaru ciieayeT BHIOMPATh C y4ETOM HX pa3Mepa (odardm c
HAHUOOJNBINAM THAMETPOM ), OHH JIOJDKHBI OBITh PEIIPE3CHTATHBHBIMH JJI BCEX MOPAKEHHBIX
OpPraHOB, HO, KpOME€ TOTO, JOJDKHBI OBITh TAaKOBBIMH, KOTOPBIE IOJIAIOTCS

BOCIIPOU3BOAWMBIM IMMOBTOPHBIM H3MCPCHHAM.

[00497] JlumpaTrdeckue y3abl 3aCITy’KHBAIOT 0COOOTO BHUMAHUS, ITOCKOJIBKY
OHH TIPEJICTABIIAIOT COOOM HOPMAJTbHBIE AHATOMHYECKHE CTPYKTYPBI, KOTOPBIE MOTYT OBITH
BUJHBI PH BU3YAIU3ALUH, TaKE €CIIH OHU HE MOPAXKEHBI OMTyX0JbI0. [laTonmornyeckue y3mel,
KOTOPBIE OTIPEAETIAIOTCS KaK MOANAI0IIHECST H3MEPEHHIO U MOTYT OBITh HACHTH(UIUPOBAHBI
KaK LIENEBbIE OYard, JOJDKHBI YAOBIETBOPATH KpUTEpUIO KOpoTkod ocu P15 mm mpu CT-
CKAHUPOBAHHWU. TOJIBKO KOPOTKAs OCh 3THX Y3JI0B OYIAET YYHUTHIBATHCI B CYMMapHOM
3HAYEHUHU HA UCXOTHOM ypoBHe. KopoTkas ock y371a mpeacTaBisieT cOO0H THAMETP, OOBIYHO
WCTIONb3YEMBIA PEHTTEHOJIOTAMH, YTOOBI CYJWUTh O TOM, TMOPAKEH JIM Y3€1 COJMAHOM
omyxoJbi0. Pa3mep y3na 0OBIMHO YKa3bIBAIOT 10 ABYM W3MEPEHHUAM B ITIOCKOCTH, B KOTOPOH

noyueHo uzoopaxenue (s CT-ckaHUPOBaHMA 3TO MOYTH BCETAA OCEBas IMIIOCKOCTD; JIA
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MRI mmockocTs s OOHApYKEHHS OOBEKTA MOMKET OBITh OCEBOW, CATTHUTAILHOW HITH

¢dpoHTanpHOM). MeHpImas W3 OSTHX H3MEPAEMBIX TMOKA3aTeed TpeACTaBIIeT COO0OHU
KOPOTKYIO OCb.

[00498] Hampumep, y3en OprONIHONW TIONOCTH, KOTOPBIM PETHCTPUPYIOT C
pasmepamu 20 x 30 MM, HMMEET KOPOTKYK0 OCh 20 MM M CYMTAETCA 3JI0KAYECTBECHHBIM
MOJ/IAIOIITUMCS U3MEPEHHUIO y31IoM. B 3ToM mpumepe 20 MM JOKHO OBITH 3aIMCaHO Kak
nu3MepeHue y3na. Bee npyrue maronorudeckue y3ibl (C KOpOTKOH ockio P10 mm, HO <15 MMm)
JOJDKHBI PacCMaTPHUBATBCA KAaK HELEIEBBIE O4Yard. Y3Jbl ¢ KOPOTKOW OChr0 <10 mm
paccMaTpUBAalOTCA KAaK HENATOJIOTMYECKHME W HE JOJDKHBI PETHCTPUPOBATECS  WIH

OTCIICKUBATLCA.

[00499] Cymmy nuaMeTpoB (HaHOONBINUX JUIA HE Y3JIOBBIX 04aroB, KOPOTKHX
OCEH JJIs Y3JIOBBIX 0YaroB) JUI BCEX LIENEBBIX 0YaroB OyIyT PacCUUTHIBATH M 3AIHCHIBATH
KaK CyMMYy JMAaMETpOB Ha HCXOJHOM YypoBHE. Ecnmm numdatuueckue y3ibsl MOIIEKAT
BKIIFOUYEHHIO B CYMMY, TO, KAK OTMEUEHO BBIIIE, B CYMMY JOOABISIOT TOJIBKO KOPOTKYIO OCh.
Cymmy AMamMeTpOB Ha HMCXOJHOM YPOBHE OyIyT HCIIONB30BATh B KAUECTBE STATIOHA A
TaTbHEUIIETO OMPENCICHUS XaPaKTEPUCTHK JIFOOOW OOBEKTUBHOM PETPECCHU OIYXOJH B

MOTAIOIITUXC ST H3MEPEHUIO TTapaMeTpax 3a00JICBaHHA.

[00500] Bece nmpyrume ouvarm (wnm y4yacTKH 3a00lieBaHWs), B TOM YHCIIE
MATOJIOTHYECKHE JTUM(ATHUECKHE Y37bI, HEOOXOAMMO HACHTH(PHUIMPOBATH KaK HELEIIEBBIC
OYard M TAKXKE PETHCTPUPOBATH HA MCXOTHOM ypoBHe. V3MepeHust He TPeOYIOTCS, U 3TH
OYard OMUCHIBAIOT KaK CIICAYIOIIEE. «IIPUCYTCTBYIOMIHEY, KOTCYTCTBYIOIIHE) UITH, B PEIKHX
CITy4asix, «IBHOE MPOTPECCHPOBaHHE». Kpome TOro, MHOKECTBCHHBIC HEIICTICBBIC OYArH,
BOBJICKAFOIIME OJWH M TOT K€ OpPraH, MOKHO 3alUCHIBATh B BHUJIC OJHOH TMO3HIMH B
WHIUBHIYATbHOW PETHCTPAMOHHOW KapTe (HAIPHMEP, «MHOKECTBEHHBIC YBEITHYCHHBIC

JII/IM(i)aTI/I"IeCKI/Ie Y3Jbl Ta3a» WA KMHOKCCTBCHHBIC MCTACTAa3bl B HC"IGHI/I))).

[00501] B HEKOTOpBIX BapHaHTaX OCYINECTBICHUA OTBET OMYXOIM MOXKHO
WU3MEPHUTH C MOMOIIBIO, HAPUMED, CBA3AHHBIX C UMMYHHOM cucteMol pykoBoacTs RECIST
(irRECIST), koTOpBIe BKITIOYAIOT B C€05 CBAI3aHHBIE C UMMYHHOW CHCTEMON KPUTEPHH OTBETA
(irRC). B irRC wm3MepsroTcs u3MepsieMble MOPAKEHUSA, KOTOPHIE XapPaKTEPHU3YIOTCS TIO
MEHBIIEH MEPE OJHUM H3MEPEHHEM C MHHUMAJIBHBIM pazMepoM 10 mm (Tipu HanOOBIIEM

muameTpe pu CT- umu MRI-ckaHupOBaHW#) TSI HEY3TOBBIX TIOPAYKEHUH, H TIPEBBIIIAFOIIIAM
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WM PaBHBIM 15 MM JJ19 y310BBIX MOPAXCHWUM, WIM MO MeHpuied mepe 20 MM mpH

PEHTIEHOTPaAMME IPYAHOU KIIETKH.

[00502] B HEKOTOpBIX BapHaHTax OCYINECTBIICHUA CBA3aHHBIE C MMMYHHOM
CHCTEMOM KPUTEPUH OTBETA BKIOUAIOT B ce0a CR (momHOE HCUe3HOBEHHE BCEX MOPAKEHUN
(M3MepsAEMBIX WM HET W OTCYTCTBHE HOBBIX NoOpakeHHH)); PR (cHmwxeHue omyxoneBou
Harpy3ku Ha 50% wu OOJbIIE OTHOCHUTENBHO HMCXOAHOTO YpoBHA); SD (HEcOOTBETCTBHE
kpurepusaM CR umum PR npu orcyrctsuu PD) nnu PD (yBenuueHue 0mmyXoieBoi Harpy3Ku Ha
25% wunu 60mbIIE OTHOCUTENTFHO CAMOTO HU3KOTO YpoBHs). [ToapoOHoe ormmcanne irRECIST
MoHO HaWTH B Bohnsack et al., (2014) ESMO, ABSTRACT 4958, u Nishino et al., (2013)
Clin. Cancer Res. 19(14): 3936-43.

[00503] B HEeKOTOPBIX BapHaHTaX OCYIIECTBICHHUSA OTBET OITyXOJIH MOXKET OBITH
oueneH oo ¢ momombto irRECIST, muto ¢ momompto RECIST Bepcun 1.1. B HeKoTOpBIX
BapHaHTaX OCYIIECTBIICHUS OTBET OIyXOJIA MOKET ObITh OorieHeH Kak ¢ momombto irRECIST,

tak u ¢ nmomoibo RECIST Bepcun 1.1.
Kom0uHupoBaHHbIe cpeacTBa Tepanuu.

[00504] B HacrosmeM JOKYMEHTE TIPEIyCMOTPEHBI CIOCOOBL, KOTOPBIE
BKJIFOYAIOT BBEJCHHE CPeACTBa, Bo3acucTByromero Ha LAG-3 (Hampumep, cpeacTBa Ha
ocHoBe aHtuTena kK LAG-3), B KOMOMHAaMH C OJHUM HIIA OOJie€ TOTOJTHUTEITbBHBIMHU

TCPATICBTUYICCKHUMHU CPEACTBAMMH.

[00505] Hampumep, cpemctBo, Bo3aewctBytomee Ha LAG-3 (Hampumep,
cpeactBo Ha ocHoBe aHTuTena K LAG-3), MOKHO BBOAWTP B KOMOWHAIIMH C JPYyTHMH
CpeACTBAMH JJISl JICUCHWS WM TIPEAYMPEXKACHHUSA 3a00JCBaHMM, PACKPHITBIX B JAHHOM
JOKYMEHTE, 3a CUET YEro CPeACTBAa, KOTOPBIE SABIIOTCA LIMTOTOKCHYHBIMH ISl PAKOBBIX
KJIIETOK, MOIYJIHPYIOT UMMYHOTEHHOCTh PAKOBBIX KJIETOK HIIA CTUMYJHPYIOT HMMYHHBIE
OTBETHI Ha PAKOBBIE KIETKHU. B CBSI3M C 3THUM, HAIPUMEpP, CPEACTBO HA OCHOBE aHTUTENA K
LAG-3 MOXHO TIPHMEHATh B KOMOMHAIMH C TI0O MEHBIIEH MEpe OJHHUM JPYTHM
MPOTHBOPAKOBBIM CPEJCTBOM, BKIIFOYAs, HAMPHUMEP, TIOO0E XHMHOTEPATIEBTUYECKOE
CPEACTBO, U3BECTHOE U3 YPOBHS TEXHUKHU; HOHU3HUPYIOILIEE U3TyYECHHUE, HU3KOMOJIEKY IS PHBIE
MPOTHBOPAKOBBIE CPEJCTBA; MPOTHBOPAKOBBIE BAKLMHBI, OHOIOTHYECKHE TEPATIEBTHUECKHUE
cpeacTtBa (HampuMep, APYTHE MOHOKIOHANBHBIE AHTHTENA, TPOTHBOPAKOBBIE BHPYCHI,

CpeACTBa TEHHOM TepamuM W AJAONTHBHBIA TEepPeHOC T-KIETOK) WHIH XHPYPTrHYecKOe
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BMEIIATENbCTBO. ECIM pacKphITBI CIOCOO TPUMEHSAIOT IS JICYeHHUA HHQPEKIHMOHHOTO
3a00€BaHUA, TO CPEACTBO, Bo3AeHcTByromee Ha LAG-3 (HampuMep, CpeICTBO HA OCHOBE
aatutesa kK LAG-3), MOXXKHO BBOAWTh B KOMOHWHAIMH C IO MEHBIICH Mepe OIHHM
AHTHOAKTEPHAIHBIM CPEJCTBOM WM TI0 MEHBIIEH MEpPe OJHHMM TPOTHBOBHPYCHBIM
cpeacteom. Ilpum 3TOM TMPOTHBOOAKTEPHAIIBHBIM CPEICTBOM MOKET OBITh JFOOOH
MOAXOIAIIUN AaHTHOMOTHK, U3BECTHBIN U3 YPOBHS TEXHUKH. [I[pOTHBOBHUPYCHBIM CPEICTBOM
MOXKET OBITh JIHOOAs BaKIMHA JOOOTO TOIXOISAMIETO THIA, KOTOpas Crenu(puuecKku
HAIIETIMBAETC HA KOHKPETHBIM BHPYC (HAmpuMep, >KUBBIE ATTEHYHMPOBAHHBIC BAKIIUHBI,
CyOBeIMHUYHbBIE BAKLIUHBI, PEKOMOWHAHTHBIE BEKTOPHbIE BAKIIMHBI) U HU3KOMOJIEKYJISIPHbIC
MPOTUBOBUPYCHBIE TEPANEBTUYECKHE CPEACTBA (HANMPUMEP, HMHTUOUTOPHI BUPYCHOU
PEIUTMKAIMM W AHAJOTH HyKIeo3unoB). Korma cmoco® mo HacrosmeMmy H300pEeTEHHIO
NPUMEHSIOT JJIS JICYCHHU ayTOMMMYHHOTO 3a0oyeBaHus, TO aHTHTEN0 K LAG-3 MOXHO
NPUMEHATh B KOMOWHAIMH C TPOTUBOBOCTIAJMTEIIFHBIM CPEACTBOM, BKJIFOYAs, HAIIPHMED,
KOPTHKOCTEPOUABI  (HApUMeEp, TPEAHH30H ©  (IYTHKA30H) H  HECTEPOUIHBIC
nporuBoBocrianutenbHbie  cpencrsa (NSAID) (wampumep, acnupun, uOympodeH u

HATIPOKCEH).

[00506] B HEKOTOpPBIX BapuWaHTaxX OCYHIECTBICHUA, €CIM  CPEICTBO,
BosnercTByromee Ha LAG-3 (Hampumep, CpeAcTBO Ha OCHOBe aHTHTena Kk LAG-3),
NPUMEHSIOT JJIS JICUEHUS paka WM WHPEKIIHOHHOTO 3a0oneBanusa, T0 aHTuTeno Kk LAG-3
MOYXHO BBOJUTh B KOMOWHAIIMA C APYTHMH CPEACTBAMH, KOTOPbBIE TOAABISAIOT IyTH

WMMYHHBIX KOHTPOJIbHBIX TOueK. CMm., Hanpumep, purypy 1.
HHeubumopvi KOHMpPOILHOT MOYKU

[00507] CpencrBo, BozaelicTByronmiee Ha [AG-3 (Hampumep, CpeacTBO Ha
ocHoBe aHTHTena K LAG-3), MOKHO BBOJAMTh B KOMOHMHAIIHH C JPYTHMH CPEACTBAMH,
KOTOpBIC MOJABJISAIOT IMyTH HMMYHHBIX KOHTPOJBHBIX TOYCK. KOMOMHUpOBAHHBIE CpPEACTBA
TEpanuH, OJHOBPEMEHHO HALEMBAIOINHECS HA JBA WM OOJIe€ TAKUX IyTeH MMMYHHBIX
KOHTPOJTPHBIX ~ TOYEK,  MPOJEMOHCTPHPOBATH  VIYYIICHHYI) HW  MOTCHIMAIBHO
CHHEPTETHYECKYIO TIPO THBOOITYXOJIEBYIO aKTHBHOCTH (CM., Hanpumep, Sakuishi et al., J. Exp.
Med., 207: 2187-2194 (2010); Ngiow et al., Cancer Res., 71: 3540-3551 (2011) u Woo et al.,
Cancer Res., 72: 917-927 (2012)).
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[00508] B BapmaHTax OCYIIECTBIEHUS WHTHOHUTOP KOHTPOJIBHOW TOYKH
MPECTABISIET COOOM CPEJCTBO, CMOCOOHOE TMOMABIATH JOOOEe W3 cleayromux: PD-1
(HampuMep, TOAABIICHHE C TIOMOINBIO CPEACTB TEPANHH, HampaBlIeHHBIX mpoTuB PD-1,
npotuB PD-L1 wmu mpotus PD-L2), CTLA-4, TIM-3, TIGIT, LAG (manpumep, LAG-3),
CEACAM (nanpumep, CEACAM-1, -3 w/umu -5), VISTA, BTLA, LAIR1, CD160, 2B4,
CD80, CD86, B7-H3 (CD276), B7-H4 (VTCN1), HVEM (TNFRSF14 umu CD270), KIR,
A2aR, MHC kmnacca I, MHC knacca II, GALS, ageno3un, TGFR (mampumep, TGFR 6Geta),
B7-H1, B7-H4 (VTCNI1), 0X-40, CD137, CD40, IDO umu CSF-1R. B Bapuantax
OCYIIECTBICHUS WHIMOUTOP KOHTPOJIBHOM TOYKH MPEACTABIAET COOOM Malyi0 MOJEKYIY,
HYKJIEMHOBYIO KHCIIOTY, TIOJMIIENTHA (HATPUMED, AaHTUTEINO), YTTIEBOJ, JTUIUJ, METAIUT W
TOKCHMH. B BapuaHTax OCYIIECTBICHHA HMHTHOMTOPOM KOHTPOJIBHOM TOYKH SBIIAETCA

AHTHUTCIIO, KOHBIOTAT HA OCHOBC aHTHUTCJIa WK €T'0 AHTUTCHCBA3BIBAO U (bpal"MeHT.

[00509] B BapmaHTax OCYyIIECTBICHHUA WHTHOUTOP WUMMYHHOW KOHTPOJIBHOH
TOYKH TIPEJCTABIAET COOOH CPEACTBO, KOTOPOE MOAABIAET MEPEavyy CHIHANA C YYaCTHEM
Oenka 1 3amporpaMMupoBaHHOW KiIeTOUHOH cmeptu (PD-1), accoumupoBaHHBIH C
muroTokcniaeckumu T-mamdormramu 6emok 4 (CTLA-4), 6enok 3, cogepskarmuii qomeHs T-
KJIETOYHOTO UMMYHOTIOOYMHA 1 MytHa (TIM-3), ren 3 aktuBarmm mamgonmtos (LAG-3)
u gomen [TIM (TIGIT), wngonamun-2,3-quokcurenasy (IDO) wm  penenTop
kononuec My Hpytomiero pakropa 1 (CSF1R). B HekoTOphIX BapuaHTaxX OCYIIECTBIICHUS
MPEAYCMOTPEHBI  CIIOCOOBI  JICUEHUS WM TPEAYNPSKACHUA paka, WHOEKIHOHHBIX
3a001€BaHUN WJIH AayTOMMMYHHOTO 3a00JIEBaHHSA Y MIICKOMUTAOIIETO, BKITFOYAFOIINE
BBeZIeHHE (1) CPEICTBA HA OCHOBE aHTUTENA, KOTOPOE CBsA3bIBaeTCs ¢ Oenkom LAG-3, u (i1)
CpeacTBa, KOTOPOE TMOAABIIET Tepeaady curHaima ¢ ydactaem PD-1, w/umm cpenctsa,
KOTOPOE TIOJABISIET OCNIOK 3, COAEPIKAIIUA TOMEHBI T-KIeTOYHOTO MMMYHOTJIOOYJIMHA H

mytuHa (TIM-3).

Cpenctra, momasnaromme CTLA-4

[00510] B BapmaHTax OCyHIECTBICHHS HMHTHOUTOPOM UMMYHHOH KOHTPOJIBHOU
touku sBnserca uHruouTOp CTLA-4 (Hampumep, aHTUTENO, KOHBIOTAT HA OCHOBE aHTHUTEIA
WA €r0 aHTHUTCHCBA3bBAOIMKA (pparmMeHT). B BapmaHTax OCYMIECTBIEHHS HWHTHOUTOP
CTLA-4 mpencraBisieT cOOOH Malyl0 MOJIEKYITy, HYKICHHOBYIO KHCIIOTY, TOJHIICTITH/I
(HampuMep, aHTUTETIO), YTIAEBO, MK, METAJUT WK TOKCHH. B BapuaHTax OCymeCcTBICHUS

naruouTop CTLA-4 mpencrasiseT coO0l Maayro MOJIEKyTy. B BapHaHTax OCyIIeCTBIICHUS
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naruouTop CTLA-4 mpencrasnsier coooi cesaspatomee CTLA-4 cpenctso. B BapuanTax
ocymecteieHust ”HrHOuTOpoM CTLA -4 ABNIA€TCS aHTUTENO, KOHBIOTAT HA OCHOBE aHTUTENA
WA €T0 aHTUTEHCBA3BIBAIOIMH (parMeHT. B BapwaHTax OCYIIECTBIEHUS HHTHOUTOPOM

CTLA-4 ssnsercs unmmumyma0 (Yervoy), AGEN1884 wnu tpemenmmyman.

Jlomomuurenpubie cpenctaa, moaasitronme LAG-3

[00511] B BapuaHTax OCYIIECTBICHHA HHTHOUTOP MMMYHHOM KOHTPOJIBHOU
TOYKH TIPEACTABIIIET COOOM MOMONHUTENbHBIN WHTHOUTOPp LAG-3 (HampuMep, aHTHTEO,
KOHBIOTAT Ha OCHOBE AHTUTENIA WIHM €T0 aHTHICHCBA3BIBAIOIMU (parmeHT). B BapmanTax
ocymecTsiaeHuss HHruouTop LAG-3 npeacTaBisier cOO0M Mamyr0 MOJIEKYITY, HYKICHHOBYIO
KHUCJIOTY, TIOJIUIENTH (HAPUMEP, aHTHUTENO), YIJCBOM, JIUIUJ, METAJI WM TOKCHH. B
BapHaHTaxX ocymniecTBacHUs HHrHOUTOP LAG-3 mpencraBisieT coO0M Manyr MoneKyiy. B
BapuaHTax ocymiecTsieHus HHruouTop LAG-3 mpeacrasmseT coboit ceaspiBaromee LAG-3
cpenctBo. B BapmanTax ocymecTBieHus HWHruOuTopom LAG-3 sABIseTcs aHTHUTEIO,
KOHBIOTAT HA OCHOBE AHTHTENIA WIIM €r0 aHTHI'€HCBI3BIBAIOIMK ¢parMeHT. B BapmanTax
ocymecTsieHuss uHruoutop LAG-3 mpexacrasmaer codoir IMP321, penarmumad (BMS-
986016), BI 754111, GSK2831781 (IMP-731), Novartis LAG525 (IMP701), REGN3767,
MK-4280, MGD-013, GSK-2831781, FS-118, XmAb22841, INCAGN-2385, FS-18,
ENUM-006, AVA-017, AM-0003, oucrermudpuaeckuii apdamep Avacta PD-L1/LAG-3,
aatuteno k LAG-3 iOnctura, antureno k LAG-3 Arcus wimm Sym022, wim uaruoutop LAG-
3, ommucanubii B WO 2016/126858, WO 2017/019894 wmu WO 2015/138920, kaxmas u3

KOTOPBIX BKJIFOUEHA B HACTOSIIIMI JOKYMEHT TOCPEACTBOM CCHUIKH BO BCEH CBOEH IMOJIHOTE.

Cpenctsa, momasisiromue TIGIT

[00512] B BapmaHTax OCymIeCTBICHHS HHTHOUTOPOM UMMYHHOW KOHTPOJIBHOU
touku sBisercs uHruOuTOp TIGIT (Hampumep, aHTHTENO, KOHBIOTAT HA OCHOBE AHTHTENA
WITH €TO aHTUTEHCBA3BIBAIOMI (hparmeHT). B BapuanTax ocymecrsnenus uaruourop TIGIT
MPEACTABIAET COO0H May0 MOJEKYIy, HYKJICHHOBYIO KHCIIOTY, TIOJHMIIENTH] (HATIPUMED,
AHTHTEIO ), YTIEBO/, JIUIH/I, METAJUT I TOKCHH. B BapHaHTax OCyIeCTBICHHUS HHTHOHUTOP
TIGIT mpexncraBnser coOOW Mamyr0 MOJEKyTy. B BapuaHTax OCYMIECTBIIEHHS WHTHOHUTOP
TIGIT npenctaBnsier coboit csaspiBatomee TIGIT cpemctso. B BapuanTax ocymecTBiaeHUs

uaruoutopom TIGIT saBmsercs aHTUTENO, KOHBIOTAT HA OCHOBE AHTUTENNA WA €T0
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AHTUTEHCBA3BIBAIOINNI (pparmeHT. B Bapmantax ocymectBnenus wuaruoutopom TIGIT

asigercs MTIG7192A, BMS-986207 unmu OMP-31M32.

Cpenctra, momasiagromme [IDO

[00513] B BapmaHTax OCyHIECTBICHHA MHTHOMTOPOM UMMYHHOH KOHTPOJIHHOU
touku sphsgercas wuHruOuTop IDO. B Bapmantrax ocymectBienus unruourop I[DO
MPEACTABIAECT COO0H MAIIyI0 MOJIEKYNTY, HYKICHHOBYIO KHCIIOTY, TIOJUIIENTH (HAIpuMep,
AHTUTEIO), YTIAEBO, JIUIHI, METAJUT WM TOKCHH. B BapHaHTax OCyIIECTBICHHUS HHTHOUTOP
IDO npencTaBnseT codoi Manyro Moyekyiny. B BapuanTax ocymectienus uHruourop [DO
npeacTaBiaseT coOoi ceaseBatomee [DO  cpenctBo. B BapmaHTax oCyInecTBIECHUA
uaruouropom IDO sABnAeTcs aHTUTENO, KOHBIOTAT HAa OCHOBE AHTUTENA WM €ro

AHTUTCHCBA3BIBAIOINUH (PparMeHT.

Cpenctsa, nogasgrone CSF1R

[00514] B BapuaHTax oCyImecTBIEHHS WHTHOUTOPOM MMMYHHOH KOHTPOJIBHOH
touku sasisercs uHruOutop CSFIR. B Bapmantax ocymectBnenus maruoutop CSFIR
NPEICTABIAET COOOM MAyIO MOJIEKYIy, HyKIIEHHOBYIO KHCIIOTY, TIOJHIIENTHA (HATPHUMED,
AHTHTENO ), YTICBOJ, JIUITHI, METAJT HJIH TOKCHH. B BapHaHTaxX OCYyINECTBICHHS HHTHOHTOP
CSF1R mpeacTaBmseT coO0M Manyr0 MOJIEKYITy. B BapHaHTaxX OCYIIECTBICHHS WHTHOUTOP
CSF1R npencrasiseT codoi csaspiBatromee CSF1R cpeacTso. B BapuanTax ocymecTBieHUsS
uaruouropom CSFIR sBrmsieTcss aHTHTENO, KOHBIOTAT HA OCHOBE AHTHUTENA WIIH €Tr0

AHTUTEHCBS3BIBAIOTIIHHA (PparMeHT.

CpencTBa, KOTOPBIE TMOAABISIOT MeEpeaauy Curaana ¢ vuacrtuem PD-1

[00515] B onHOM BapuaHTE OCyINECTBIEHHA packpbiToe aHTuTeno k LAG-3
MOKHO BBOJWTh B KOMOWHAIIMM C AHTHTEJIIOM, KOTOpoe cBs3bBaercs ¢ LAG-3, w/mmm
AHTHTEIIOM, KOTOpoe cBsa3bBacTcsa ¢ PD-1. B cBa3u ¢ 3TuM cmioco0 JieueHUs: HapyIICHUs,
KOTOPO€ YYBCTBUTETHHO K mojaBicHu0 [LAG-3 (Hampumep, pak wiH HHPEKIIHOHHOE
3a00JIeBaHUE), y MIICKOTIUTAOMIETO MOMKET JIOTIONIHWTEFHO BKITFOYATh BBEJICHHE
MJIEKOTIUTAOIIEMY KOMIIO3HIIMH, COJIePrKaIIeH (1) aHTUTEIT0, KOTOPOE CBA3BIBACTCS C OCITKOM
LAG-3, u (11) papmaneBTHIECKH IPUEMIIEMBII HOCUTENb, UITH KOMITO3UIIMH, COAEprKanieH (1)
AHTHTENO, KOTOpOoe cBsA3bIBaeTca ¢ Oenkom PD-1, m (i1) dapmameBTHUECKH TIPHEMIIEMBIN

HOCHUTCIIb.
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[00516] bemox 1 3anmporpammupoBanHOU kKieTouHOM cmept (PD-1) (Takke
W3BECTHBIN Kak O0enoK 1 3amporpaMMHPOBAHHOW KJIETOYHOM CMEPTH) (KOAMPYEMBIA T€HOM
Pdcd1) mpencrasnser coOoii TpaHcMeMOpaHHBIM Oenok | Thma w3 268 aMUHOKHCIOT,
W3HAYATbHO HIEHTH()HUIMPOBAHHBIA TOCPEICTBOM BBIYMTAIONICH THOPUIN3ALNH B TUHAA T -
KJIeTOK MbIH, TperepreBaronux anonto3 (Ishida et al., Embo J., 11: 3887-95 (1992)).
Hopmamshas ¢yskmuss  PD-1, oskcnpeccrmpyeMoro Ha  KIETOYHOW — TOBEPXHOCTH
AKTUBUPOBAHHBIX T-KIIETOK B HOPMAJbHBIX VYCIOBHSX, 3aKIIOYAETCS B IOJABICHUU

HCXKCITATCIIbHBIX UITH YPE3MCPHBIX MMMYHHBIX OTBCTOB, BK/IIHOYasd AYTOUMMYHHBIC OTBCTBHI.

[00517] PD-1 sBmsercs mnpencrasurenem cemerictea CD28/CTLA-4  T-
KJIETOYHBIX PETYIIATOPOB H SKCIPECCHPYETCS HA AKTHBHPOBAHHBIX |-KiIeTkax, B-kineTkax u
KneTkax muenonaHou muHun guddepenumposku (Greenwald et al., Annu. Rev. Immunol., 23:
515-548 (2005) u Sharpe et al., Nat. Immunol., 8: 239-245 (2007)). PD-1 saBnsaercs
MOAABIIAIOIIMM MPEACTAaBUTENEM ceMeHcTBa perenTopoB CD28, koTopoe Takke BKIIOYAET
CD28, CTLA-4, ICOS u BTLA. PD-1 skcnipeccupyercst Ha akTUBUPOBaHHBIX B-kieTkax, T-
KJIeTKaX M MHENOUIHBIX KieTkax (Agata et al., semme; Okazaki et al. (2002) Curr. Opin.
Immunol 14:391779-82; Bennett et al. (2003) J. Immunol. 170:711-8).

[00518] brimm wnentHdumpoBansl aBa nuraHaa ams PD-1, marann-1 gmsa PD
(PD-L1) u murana-2 nns PD (PD-L2), o0a npuHaanexkaniie K cynepceMencTBy Oemka B7
(Greenwald et al., Berme). bputo mokazano, uro PD-1 HeratmBHO perynmpyer nepegaqy

CHTHAJIOB PELETITOPOM aHTUTEHA TOCIie BOBIIeYeHUs ero nuranaos (PD-L1 w/umm PD-L2).

[00519] [Tokazarenmu OnarompUATHOM 4YAacTOTHI OTBETAa HAOIIOAAIIACH C
HEKOTOPBIMH HMHTHOUTOpPAMH KOHTPOJbHOW Touku PD—1/L1 B knmuHUKE, OMHAKO OCTAETCS
3HAYUTENTbHAS HEYIOBIECTBOPEHHAS TOTPEOHOCTh B aTbTEPHATHBHBIX METOAAX JICUCHUS
MAIUEHTOB, KOTOPBIE MPOABIAOT NEPBUYHYIO PE3UCTEHTHOCTD MJIM UCHBITBIBAIOT PELUIUB
BCJICICTBHE MPHOOPETEHHOW WJTH aIaITHBHOM UMMYHHOU pesucteHTHOCTH. (Sharma et al.,

Cell, 2017;168(4):707-723)

[00520] B HEKOTOPBIX BapHaHTaX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
K LAG-3 BBOAAT CyOBEKTYy, KOTOPBIH MOTYYAET, TONYyYald WIH OyJET MOMy4aTh JCUCHHE C
MOMOIIBIO CPEACTBA, KOTOPOE MOAABIAET Mepeavy curnana ¢ yyactuem PD-1. B HekoTopeix

BapHuaHTax OCYHMCCTBIICHUA CPCACTBO, KOTOPOC MOAABIEICT MCPCAaYy CUrHalla ¢ y4aCTHUCM
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PD-1, BBOAAT CyOBEKTY, KOTOPBIH TONYYAET, TOMYYal WM OYAET MONMy4aTh JICUEHHE C

MOMOIIBIO CPECTBA Ha OCHOBE aHTHUTENA K LAG-3.

[00521] CpenacTsa, KOTOpbIE MOAABISIOT Mepeaavy CUrHaina ¢ ydactuem PD-1,
JUTS. IPUMEHEHUSI B KOMOMHHPOBAHHBIX CPEICTBAX TEPAMUH MO HACTOALIEMY H300PETEHHIO
BKIIIOYAIOT CPE/ICTBA, KOTOPBIE CBA3BIBAIOTCS U ONOKUPYIOT perentopsl PD-1 Ha T-kneTkax
0e3 3amycka TPaHCAYKIMH TOAABISIONIETO CHTHANA, CPEACTBA, KOTOPHIE CBA3BIBAIOTCSA C
murangamu PD-1 ¢ mpeporspamennem ux cBassiBanus ¢ PD-1, cpeacrtBa, KOTOpBIE
00ecTIeYnBalOT U TO U APYroe, U CPEACTBA, KOTOPHIE MPEAOTBPALIAIOT SKCIIPECCUIO T€HOB,
KOTOpBIe KoaupytoT oo PD-1, mu6o mpupoansie muranasl PD-1. CoequHeHus, KOTOpbIe
CBA3BIBAIOTCA C MPUPOAHBIMHU nurangamu PD-1, Bxmouaror cam PD-1, a takke akTuBHBIE
¢parmerTer PD-1 u, B cnywae muranma B7-H1, Oenku u ¢parmenter B7.1. Taxue
AHTArOHHUCTBHl BKIIOYAIOT OCIIKW, AHTUTENA, AHTHCMBICIOBBIE MOJEKYJABl M  MAaJble

OpPraHu4CCKUC BCIICCTBA.

[00522] B HekOoTOphIX BapuaHTaX OCYLIECTBICHUS CPEACTBO, KOTOPOE
MOJAABIIACT mepenady curHana ¢ ydactuem PD-1, cBaseiBaetcs ¢ PD-1 uenoseka. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJICHHS CPEICTBO, KOTOPOE MOJABIISET MEPeaady CUrHama C

yuactueM PD-1, ceassiBaetcsa ¢ PD-L1 uenoseka.

[00523] B HekoTOphIX BapHaHTaxX OCYHIECTBIIEHUS CPEACTBO, KOTOPOE
MOJIABJISET Tepeaady CHrHana ¢ ydactuem PD-1, ajms mpuMeHEHHs B KOMOWHHPOBAHHBIX
CPEACTBAX TEPAITUH MO HACTOSIIEMY H300PETEHHUIO MPEICTABIIIET COOOM CPEACTBO HA OCHOBE
aHTUTENA. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUSA CPEACTBO HA OCHOBE aHTUTENA K PD-1
caspiBaet smutomn PD-1, uro Omokupyer cBaszpmBanue PD-1 ¢ moObiM ogHuM wim 6osee w3
€ro MpearoyiaraeMbIX JUTaHA0B. B HEKOTOpBIX BapHaHTaX OCYINECTBICHHS CPEJCTBO Ha
ocHoBe aHTUTENa K PD-1 cBsa3piBaer stuton PD-1, uto 6mokupyer csa3piBanue PD-1 ¢ nBymst
Wi Oojlee W3 €ro TPEANOJaracMbIX JUTAaHAOB. B mpeamodTuTelbHOM BapHaHTE
OCYIIECTBJICHHUS CPEICTBO HA OCHOBe aHTHUTeNa K PD-1 cBa3pBaeT amuromn 6enka PD-1, uro
omoxupyet cesazpiBanue PD-1 ¢ PD-L1 w/uma PD-L2. Cpenctsa Ha ocHOBe anTHTENa K PD-1
B COOTBETCTBHH C HACTOAIIUM H300PETEHHEM MOTYT COJEP’KaTh KOHCTAHTHYKO O00JacTh
Tsoxenou merw (Fe) mo6oro moaxoasmero kinacca. B HEKOTOPBIX BapuaHTaX OCYMIECTBICHUS
CpeAcTBO Ha OcHOBE aHTUTeNa K PD-1 cOmepXUT KOHCTAHTHYIO OOJAcTh TSDKETIOW IIETIH,

koTopas ocHoBaHa Ha anTuTenax [gGl, [gG2 wm [gG4 nukoro THNa WM UX BapUAHTAX.
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[00524] B HekoTOphIX BapHaHTaxX OCYHIECTBIICHUS CPEACTBO, KOTOPOE
MOJABIIET Tiepenavy curHana ¢ ydactuem PD-1, mpencraBiser co00# MOHOKIIOHAJIBHOE
AHTHUTEJIO WK ero (PparMeHT. B HEKOTOPHIX BapHAHTAX OCYMIECTBIICHUS CPEACTBO HA OCHOBE
aHTHUTEIa, KOTOPOE MOAABIIAET Mepeaady curaana ¢ ydyactuem PD-1, mpencrasnser coOou
aaTuteno k PD-1 umu ero ¢pparmeHT. MOHOKITOHAITBHBIE aHTHTENIA, HALlETHBaroHecs Ha PD-
1, KoTOphle OBUTM TPOTECTUPOBAHBI B KIIMHUYECKUX HCCICAOBAHHMAX W/ UM TIOTYYHITA
onoopenue k mpogake B CoeauHeHHBIX. [IprMepsl CpeIcTB HA OCHOBE aHTUTEIA, KOTOPHIC
HAICIUBAIOTCSA HA Tepeaady curHana ¢ ydacrueMm PD-1, Bkmowarot, HampuMep, mo0oe U3

CPEACTB HA OCHOBE aHTHUTEI, IEPEUYHUCTIEHHBIX B clieayromen Tabauue 1.

Taomuua 1

CpenctBo Ha ocHOBe aHTUTe1a | PazpaboTuuk
Mmuens (gpopmar)

Husonyma6 Opdivo Bristol-Myers Squibb
PD-1 (IgG4 genosexka) ONO
Ilemopoan3zymad Keytruda Merck

PD-1 (rymanusupoBanusii [gG4)

ATe30/113ymMa6 Roche

Tecentriq

PD-L1 (IgG1 gemoseka)

JypBaniymato Astra Zeneca
Imfinzi
PD-L1 (IgG1 gemoseka)

ABestyma0d Merck KGaA/Pfizer
Bavencio
PD-L1 (IgG1 gemoseka)

PDRO001 Novartis
PD-1 (rymanuzupoBanusiii [gG4)

REGN2810 (SAR-439684) Sanofi, Regeneron
PD-1 (momHOCTBIO YeIOBEUYECKHM
IgG4)

BGB-A317 BeiGene
PD-1 (rymanusupoBanubii 1gG4)
CKOHCTPYHPOBAaHHBIN Cc
OTCYTCTBHEM CBs3bIBaHUA FeyRI
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CpenctBo Ha ocHoBe aHTHUTeNa | PazpaGoTunk
Mmuwens (gopmat)

LY3300054 Eli Lilly

PD-L1

BI 754091 Boehringer Ingelheim

(arTUTENO K PD-1)

IBI308 Innovent Biologics

(arTuTENO K PD-1) (Eli Lilly)

INCSHR-1210 Incyte

(arTuTENO K PD-1)

JNJ-63723283 Janssen Research &
(arTuteno k PD-1) Development, LLC

JS-001 Shanghai Junshi Bioscience
(arTHTENO K PD-1) Co., Ltd.

MEDI0680 (AMP-514)
AHTHUTETIO K
(rymanmsupoBanusbii [gG4)

PD-1

MedImmune Inc

MGA-012
(arTHTENO K PD-1)

MacroGenics

PF-06801591
(arTHTENO K PD-1)

Pfizer

REGN-2810
(arTHTENO K PD-1)

Regeneron

TSR-042
AHTUTETIO K
(rymaamsupoBanusbiii [gG4)

PD-1

TESARO

CX-072
Aurtutemo k PD-L1

CytomX Therapeutics

FAZ053
Anrturteo k PD-L1

Novartis

Munnamonekyna k PD-L1

Bristol-Myers Squibb

[00525]

B HEKOTOpBIX BapuaHTax OCYIIECTBIICHHA

AaHTHTENA, KOTOPOE TOJABIAET Tiepeaady curHana ¢ ydactuem PD-1, mpeacrasuser coboi

CpCaAcTBO Ha OCHOBC
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are3onmu3ymad, asemymad, BGB-A317, BI 754091, CX-072, nypsamymad, FAZ053, IBI308,
INCSHR-1210, JNJ-63723283, JS-001, MEDI-0680, MGA-012, wuBomyma6, PDROOI,
nemoponmzymad, PF-06801591, REGN-2810, TSR-042, nmo60oe W3 aHTHTEN, PACKPHITHIX B
WO02014/179664, nnu ux npou3BOIHBIE. B HEKOTOPHIX BApHAHTAX OCYHIECTBIIEHUS CPEACTBO
HAa OCHOBE AHTHUTEIIA, KOTOPOE MOJABIET NEPeAady CurHana ¢ yuactueM PD-1, mpeacrasiaer
co6oit antuteno k PD-1, BeiOpannoe u3 rpyntsl, coctosmien u3 BGB-A317, BI 754091, CX-
072, FAZ053, IBI308, INCSHR-1210, JNJ-63723283, JS-001, LY3300054, MEDI-0680,
MGA-012, nuBomymaba, mmmiamonekynel k PD-L1, PDROO1, memOponusymaba, PF-
06801591, REGN-2810 u TSR-042. B HEeKOTOpBIX BapHaHTaX OCYLICCTBICHUS CPEACTBO HA
OCHOBE aHTUTEIA, KOTOPOE MOJABIET Nepeaady curuana ¢ yuactueM PD-1, npencrasmsaer
coooi antureno k PD-1, BeiOpaHHOE€ W3 Tpynmel, COCTOAIMIEH W3 HHUBOJIyMalda,

nemOponusymada u TSR-042.

[00526] B HekoTOpBIX BapuaHTax OCYIIECTBICHUA CBA3bIBaromee PD-1
cpeactBo mpenctaBisier coboii TSR-042, HmBomymad, memMOponmm3ymal, aTe30uM3ymao,
aypBanyma0, asemymad, PDR-001, tucnenusymad (BGB-A317), nemummmad (REGN2810),
LY-3300054, INJ-63723283, MGAO012, BI-754091, IBI-308, kampenuzymad (HR-301210),
BCD-100, JS-001, CX-072, BGB-A333, AMP-514 (MEDI-0680), AGEN-2034, CS1001,
Sym-021, SHR-1316, PF-06801591, LZMO009, KN-035, AB122, reromum3ymad (CBT-501),
FAZ-053, CK-301, AK 104 uwmu GLS-010, umu mo6oe u3 antuten Kk PD-1, packpbIThIX B
WO02014/179664. B BapmaHTax OCYNIECTBICHHS HHTHOMTOPOM MMMYHHOW KOHTPOJBHOW
Touku sBisercs uaruomrtop PD-1. B BapmanTax ocymecTBieHus wHrHOMTOpoM PD-1
aBisieTcs cps3pBaromee PD-1 cpeacTBo (Hampumep, aHTHTENIO, KOHBIOTAT HA OCHOBE
AHTHTENIA WM €r0 AaHTHTCHCBA3BIBAOIME (parmMeHT). B BapmaHTax oOCyIIECTBICHUS
uarHOuTOpoM PD-1 sBmsietcs cesspBaromee PD-L1 wmm PD-L2 cpenctBo, Takoe Kak
aypBanyma0, arezonmm3ymad, asemymad, BGB-A333, SHR-1316, FAZ-053, CK-301 wm

Muiamoniekyna k PD-L1 wnm nx nmpoussoansie.

[00527] B HEKOTOPBIX BapuaHTax OCYLIECTBICHUS CPEACTBO HA OCHOBE aHTUTENA
k PD-1 npeacrasisier co00M CPEACTBO, PACKPHITOE B MyOTHKAI[AN MEKTYHAPOTHOHW 3aIBKH
Ha mateHT WO 2014/179664, momHOEe cOmEp)KaHHE KOTOPOW BKIFOYEHO B HACTOAIIWH
JOKYMEHT. B BapWaHTax OCYWIECTBICHMA CPEACTBO HA OCHOBE aHTutena k PD-1
MPEACTABIAET COOOH CPEACTBO, PACKPHITOE B MEKIYHAPOJHOW 3asgBKE HA TATEHT

PCT/US18/13029, momHOe coaepikaHue KOTOPOW BKIIFOUEHO B HACTOSINMH JOKYMEHT. B
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BapHAHTaX OCYHIECTBICHHUA CPEACTBO HA OCHOBe aHTHTena K PD-1 mpeactaBmser coOou
CPEACTBO, PacKpbIToe B MekayHapoaHou 3asske Ha mateHT PCT/US17/59618, momnoe

COJIEpKAHUE KOTOPOU BKIIFOUEHO B HACTOAIIUM JOKYMEHT.

[00528] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
K PD-1 conmepsxut BapuaOenbHbIN JOMEH TSDKENOU e , KOTopsid Ha 90%, 95%, 97%, 98%,
99% umu 100% wunentruen SEQ ID NO:23. B HeKOTOphIX BapHaHTaX OCYIIECTBICHUS
cpencTtBo Ha OocHOBe aHTUTena K PD-1 comepxuT BapuaOENbHBIM TOMEH JIETKOW LIETH,
KOTOpbIi Ha 90%, 95%, 97%, 98%, 99% um 100% uaentuded SEQ ID NO:24. B HekoTOphIX
BapHaHTaX OCYIIECTBIECHHUS CPEACTBO HA OCHOBE aHTHTENA K PD-1 comepxut BapraOe IbHbIN
JOMEH TSLKENNOW Henu, KoTopsid Ha 90%, 95%, 97%, 98%, 99% umu 100% uaentuyen SEQ
ID NO:23, u BapuaGenbHBIH TOMEH JETKOU LemH, KOTOpbid Ha 90%, 95%, 97%, 98%, 99%

wn 100% uaentruen SEQ ID NO:24.

[00529] B HEKOTOPBIX BapHaHTax OCYLIECTBIICHHA CPEACTBO HA OCHOBE aHTHUTENA
k PD-1 conmepsxut ogny wiu Oornee mocieaopareapbHocTed CDR, pacKphITHIX B IyOIMKAIIAN
MEKIYHApOAHOH 3asBku Ha mateHT WO 2014/179664, monHOe coaepskaHue KOTOPOU
BKJIFOUYEHO B HACTOSUIUH JOKYMEHT. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHS CPEICTBO HA
ocHOBe anTuTena K PD-1 coaepskut oany wmm Oomee mocneaosarenbHocteir CDR, koTophie

Ha 90%, 95%, 97%, 98%, 99% nmm 100% uaentruasr SEQ ID NO: 25-30.

[00530] B HEkOTOpBIX BapuaHTaXx OCYHICCTBICHUS CPEACTBO HA OCHOBE
antutena k PD-1 coaepxut ogHy, nBe unu Tpu nocneaosareabHocTH CDR Tshxeno uenwu,
koTopbie Ha 90%, 95%, 97%, 98%, 99% umu 100% uaeHTHyHBI TocenoBaTeTpHOCTIM CDR
n3 SEQ ID NO: 25-27. B HEKOTOpBIX BapUaHTaX OCYILECTBIEHHUS CPEICTBO HAa OCHOBE
antutena k PD-1 comepxut oaHy, aBe wim TpHu nocienoBarenbHocTd CDR nmerkoit nenw,
koTopbie Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeHTHYHBI TocienoBaTeapHOCTIM CDR
n3 SEQ ID NO: 28-30. B HEeKOTOpBIX BapHaHTaX OCYIIECTBIEHHUS CPEACTBO HA OCHOBE
antutena Kk PD-1 coaepxut ogHy, nBe unu Tpu nocneaoBateabHOCcTH CDR Tskesnon memnw,
koTopbie Ha 90%, 95%, 97%, 98%, 99% umu 100% uaeHTHyHBI ocnenoBaTeapHOCTIM CDR
w3 SEQ ID NO: 25-27, u ogny, nBe unu Tpu mocieaoBarenbHocTd CDR nerko#t mernwu,
koTopbie Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeHTHYHBI ocnenoBaTeapHOCTIM CDR
n3 SEQ ID NO: 28-30. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHUS CPEACTBO HA OCHOBE

antutena k PD-1 coaepsxur mects nocnenoBarenpbHocTedt CDR u3 SEQ ID NO: 25-30.
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[00531] B BapmanTax ocymecTienus uaruontop PD-1 mpencraBmier coOou
TSR-042. SEQ ID NO: 39 u 40 onMchiBalOT WUTOCTPATUBHOE TYMAaHU3HUPOBAHHOE
MOHOKIOHabHOEe aHTHTeN0 K PD-1 (TSR-042), B KOTOpOM B KadecTBe KapKaCHBIX
MOCJIEA0BATEILHOCTEH HCITOJIb30BaHbI reH Tsiketou e IGHG4*01 yenoBeka v T'eH JIETKOM
karma-tier [GKC*01 yenmoseka. lMmeeTcs oqfuHOYHAS TOYEYHAS MyTAIHs ¢ 3aMEHOM Ser Ha
Pro B mmapuupHodt oOmactu Tskemou uenu [gG4. Ora MyTanus HAXOIWUTCA TIO
KaHOHHYeCKOMYy TonokeHnto S228. He sxemast ObITh CBA3aHHBIMH KaKOM-THOO TEOpHUEH,
MOJIATAFOT, YTO JTAHHAS TOYKOBAS MYTALMS CITY’KHT JJIs CTAOWIM3AIMU IMAPHUPA TIKEIOU

LIETIH AaHTHUTEA.

[00532] [TomunenTux Tspxenou nenu anturena k PD-1 TSR-042 SEQ ID NO:

39 (mocaenosarenpHocT CDR)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYODSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00533] [TomumenTua nerkoi nenu anturena k PD-1 TSR-042 SEQ ID NO: 40

(mocaenoBarensHOCTH CDR)

DIQLTQSPSFLSAYVGDRVTITCKASQODVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK VDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[00534] B Tabamue 2 mokasaHbl MPEATNONAaracMble€ OCTATKH, BOBJICUCHHBIE B
TUCY Tb(PUTHBIE CBA3H, U3 TSHKEIOW TSN WUTFOCTPATHBHOTO CPEICTBA HA OCHOBE aHTHTENA K
PD-1 ¢ aMHHOKHCIOTHOM MOCIEAOBATENHHOCTRIO, M3nokeHHOH 1mox SEQ ID NO: 39. B
Tabnuie 3 MOKa3aHbl MPEIOIAraeMble OCTATKH, BOBJIICUECHHBIEC B JUCYIb(UTHBIE CBI3H, U3
JIETKOM LIETH MJUTFOCTPATUBHOIO CPEJCTBA HA OCHOBE aHTUTENA K PD-1 ¢ aMuHOKMCIOTHOM

MOCIEA0BATEILHOCTHIO, H3NoKkeHHOU o SEQ ID NO: 40.
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Tabauua 2
ID octaTka Octarok HC mAb k
[UCTEUHA PD-1 (mono>xeHue B
COI'JIACHO SEQ ID NO: 39)
Edelman?®
I 22
II 96
111 130
v 143
A\ 199
VI 222
VII 225
VIII 257
IX 317
X 363
XI 421
Ta6nauua 3
ID ocraTka Ocrarok LC mADb k
LMCTEUHA PD-1 (nmono>xeHue B
COTJIaCHO SEQ ID NO: 40)
Edelman?®
I 23
II 88
111 134
v 194
A\ 214
[00535] B nmanmHoM wmmroctpatuBHOM aHTuTene k PD-1 mpoaemoHcTpHpoBaH

3aHATBHIN CalT N-TTIMKO3UITUPOBAHUS MO OCTATKy acmaparuHa 293 B gomene CH2 kaxmoit
TSDKEJIOH [T B TTocTie oBarenbHocTH 3penioro oenka (SEQ ID NO: 39). ITomydenHoe B xo11e
IKCIIpecCHr  N-TJMKO3WIUPOBAHUE TI0 OSTOMY CaWTy TPEACTABIAET COOOH CMecCh
PA3HOBHIHOCTEH OJTMTOCaXapHa0B, KaK MPaBHiI0, HAOFoAaeMbIX Ha [gG, skcmpeccupyemMbIx
B KYJbTypE€ KIETOK MIICKOMUTAIOMINX, HAMPUMEpP, HIDKE TIOKa3aHa OTHOCHUTEIIBHOE
COJIEpKAHUE PA3HOBUAHOCTEN ITTUKAHOB U3 MIPEMapaTa JTaHHOTO WJLTIO CTPATUBHOTO aHTHUTENA

K PD-1, Ky b THBUpYEMOTO B KJIETKAaX SHYHHUKA KuTakckoro xomsuka (CHO) (Tadauua 4).
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Tabnmua 4 — AHanu3 INIMKaHOB CBA3BIBAIOLIETO CPEACTBA HA OCHOBE aHTUTENA K PD-

1 TSR-042

Bun Copepxanue (% ot | Onncanue riMkana
001mero yucia
OJIMTOCAXAPHUIOB)
GO <0,1% Hedyko3uwmupoBaHHBIN  ONMHTrOCcaxapu
THIIA arajlakTO3UIIMPOBAHHOTO
JBYXaHTEHHOTO KOMIIJIEKCA
GOF 19,5% Onurocaxapun THIA
araJakTO3WIMPOBAHHOTO JBYXAHTEHHOTO
KOMILIEKCA v KOPOBBIM
(yKO3UTMPOBAHUEM
Gl 0,1% Hedyko3umupoBaHHBIN  ONHrocaxapus
THIIA MOHOTJIAKTO3UIIMPOBAHHOTO
JBYXAHTEHHOTO KOMIIJIEKCA
GIF 45,6% Onurocaxapun THIIA

MOHOTAJIAKTOSUIIHPOBAHHOT'O
ABYXAQHTCHHOI'0 KOMILICKCAa € KOPOBBIM

(yKO3UTMPOBAHHEM
G2F 27,4% Omurocaxapun TUIIA
raJJAKTO3WIIMPOBAHHOTO JBYXAHTECHHOTO
KOMILJIEKCA C KOPOBBIM
(yKO3UTHMPOBAHHEM
M5 0,5% OMMTroMaHHO3HAUPOBAHHBIM ~ N-TJIMKaH,
MansGIcNAc,
[00536] B HEkOTOpBIX BapHaHTaX OCYINECTBICHHUS CBaA3bBaromee PD-1

cpencTso (Hampumep, anturenno kK PD-1, takoe kak TSR-042) BBOAAT B 703€ IPHOITH3UTEITEHO
1, 3 wmm 10 mr/kr. B HEKOTOPBIX BapuaHTax OCyIIECTBIeHHs cBsa3bIBatoniee PD-1 cpeactso
(Hammpumep, anTHTENO K PD-1, Takoe xak TSR-042) BBOmAT COTNIacCHO CcXeMe, KOTOpas
MPeyCMaTPUBAET A03Y NpHOMHM3UTENbHO 1, 3 wim 10 MI/Kr ogmH pa3 B jaBe Henenu. B
HEKOTOPBIX BAPHAHTAX OCYHIECTBIIEHUs CBsi3biBaroniee PD-1 cpenctBo (Hampumep, aHTHTENO
k PD-1, Takoe kak TSR-042) BBOAAT COTNIACHO CXeMe, KOTOpas MPEAYCMATPHBAET J03Y
npuou3uTennbHo 1, 3 wim 10 Mr/kr oguH pa3 B TpH Henelmd. B HEKOTOPBIX BapHaHTaX
ocymecTBieHus cBsa3piBafomee PD-1 cpeactBo (Hampumep, antureno xk PD-1) BBogsar
COTJIACHO CXEMeE, KOTOPas MPeIyCMAaTPUBAET 03y MpHOTu3uTenbHO 1, 3 wu 10 Mr/Kr ouH
pa3 B 4YeThIpe HeAeHW. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHs CBs3biBaromiee PD-1
cpenctso (Hampumep, aHTUTeNO K PD-1, Takoe kak TSR-042) B mo3e mpudmsurensHo 500
Mr. B HeKOTOpBIX BapuaHTax ocymiecTBIIeHHs CBs3bIiBaromiee PD-1 cpenctBo (Hampumep,
aaTuteno kK PD-1, takoe kak TSR-042) BBOZAT cOTTIaCHO cXeMe, KOTOpas MPEAyCMaTPHUBAET

o3y mnpuOmmsurensHo 500 Mr oaMH pas B JABE HemenHM. B HEKOTOPHIX BapHaHTax
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ocymecTeieHus cBsasbBatomee PD-1 cpeactBo (mampumep, antuteno k PD-1, takoe kak
TSR-042) BBOAAT cOrnacHO cxeme, KOTOpas MPexycMaTpUBAET A03y MPUOMM3UTENsHO S00
MI OJIMH pa3 B TPH HEACHHU. B HEKOTOPBHIX BapHaHTaX OCYIIECTBICHUA CBs3biBatomee PD-1
cpenctso (Hampumep, antuteno k PD-1, takoe xak TSR-042) BBOAST COTIIACHO CXEME,
KOTOpasi MpeaycMaTpUBaeT 03y Mpuomu3ureabHo 500 Mr oauH pa3 B 4yeThipe Heaenu. B
HEKOTOPBIX BAPHAHTAX OCYIECTBIEHU: cBsa3bIBatoniee PD-1 cpencTBo (HampuMep, aHTUTENO
k PD-1, takoe kak TSR-042) BBOAAT COTNIACHO CXe€Me, KOTOpas TMPEAYCMATPHBAET JO3Y
npuOmszurensHo 1000 Mr oxuH pa3 B IIECTh HEAENb. B HEKOTOPHIX BapUaHTaxX
ocymecTsieHus cpsasbBatoniee PD-1 cpeactBo (mampumep, antureno k PD-1, takoe kak
TSR-042) BBOAAT COIJIAaCHO CXEME, KOTOpas TMpPeayCMAaTPHBAECT TIEPBYIO  JIO3Y
npubmu3utensHo 500 Mr oxuH pa3 B Tpu Heaenu (Q3W) B TeueHue nepbix 2-6 (Hampumep,
nepBbIX 2, 3, 4, 5 unm 6) NUKIIOB BBEACHUS O3Bl U BTOPYIO 103y NMpHOMM3UTenbHO 1000 Mr
oauH pa3 B mecTh Heaenb (QOW) mo Tex mop, moka jeueHwe He OyIeT MpeKpameHo
(HampuMep, TI0 IPUYHHE MPOTPECCUPOBAHUS 3a00JIEBAHHSA, HEXKEIATEIBHBIX YPPEKTOB WITH
COTJIACHO PEIICHUIO Bpava). B HEKOTOPBIX BapHaHTaX OCYMIECTBIIEHUS CBs3bIBaromiee PD-1
cpeactBo (Hampumep, antureno kK PD-1, takoe kak TSR-042) BBOIAT COTIIACHO CXeMe,
KOTOpas MPeayCMaTPUBACT TIEPBYIO 103y MPHOTU3UTENbHO 500 MT OJUH pa3 B TPU HEJICTH
(Q3W) B TeueHHE MEPBHIX YETHIPEX IIUKITOB BBEICHHS 036l U BTOPYIO 03y MPHOM3HTETHHO
1000 mr oxmH pa3 B mecth HeAenb (Q6W) mo Tex mop, moka jeueHue He OyaeT MPeKparmeHO
(HampuMep, TI0 IPUYHHE MPOTPECCUPOBAHUS 3a00JIEBAHUS, HEXKEIATENbHBIX 3(PeKToB Mim
COTJIACHO PENICHHIO Bpaya). B BapmaHTax ocymecTBIICHHs CBs3biBaromee PD-1 cpeactso
npeacTaBisier coool antuteno k PD-1. B BapuanTax ocymecteinenus cpssbBaromee PD-1

cpeacTBo mpeacTaBisieT codoit TSR-042.

[00537] B ompeneneHHBIX croco0ax CpeacTBO HA OCHOBE aHTHTena Kk PD-1
MOYKHO BBOJWTBH 10 (Hampumep, 3a 5 MuHyT, 15 MmunyT, 30 MUHYyT, 45 MuHyT, 1 4ac, 2 4aca, 4
qaca, 6 yacos, 12 yacoB, 24 yaca, 48 yacoB, 72 4aca, 96 yacos, 1 Hezemro, 2 HeAeH, 3 HEACIH,
4 wenermu, 5 Hemenmb, 6 Henenb, 8 Hexenmb Wi 12 HEmenb), OJHOBPEMEHHO HITH TIOCTIE
(Hampumep, yepes 5 MuHyT, 15 MunyT, 30 MuHyT, 45 MEHYT, 1 yac, 2 4aca, 4 4aca, 6 4acos,
12 vacoB, 24 yaca, 48 gacos, 72 yaca, 96 yacos, 1 Heaemo, 2 Hexenu, 3 Heaenu, 4 Hexenu, 5
Heaenb, 6 Henenb, 8 Heaenb win 12 Henenms) BBeAcHHs cBs3biBaromero LAG-3 cpenctsa

CYOBEKTY, HY)KAAIOIEMYCS B STOM.
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CpencTBa, KOTOPBIE TTOAABISIOT Mepeaauy CUrHana ¢ vuacrtuem 1T1IM-3.

[00538] IIpennmonokeno, yro TIM-3 urpaer ponp B UCTOIIEHHH T-KIETOK H
OTPAHUYECHHUH TP OTHBOOITYXO0JIEBOTO HIMMYHHOT'O OTBETA H ABJISIETCS MUIIECHBIO IIPH JICYCHUU

paka, HH(PEKIIUOHHOTO 3a00IEBAHUS UIIH ayTOMMMYHHOTO 3200J1€ BAaHHUA.

[00539] TIM-3 mnpeacraBnsger coOoW TpaHCcMeMOpaHHBIM Oemok 1 THma
pasmepom 60 x/la, cocrosmuii W3 TpeX AOMEHOB. N-KOHIIEBOTO JOMEHA, MOJO0OHOTO
BapuadenpHOMYy goMeHy Ig (IgV); meHTpaapbHOTO MYIIMHOBOTO A0MeHa, OboraToro Ser/Thr, u
TPAaHCMEMOPAHHOT'O IOMEHA C KOPOTKAM BHYTPHKJIETOYHBIM XBOCTOM (CM., Hanpumep, Kane,
L.P., Journal of Immunology, 184(6): 2743-2749 (2010)). IlepBonauampHo TIM-3
uaeHtudummposany Ha Thl-kneTkax kOHeUHOU cTaguu AU PepeHITUPOBKU U OOHAPYKHIIH,
YTO OH HETaTUBHO PETyJIHPYET T-KICTOYHBIA OTBET 32 CUET WHAYLMPOBAHHS armonros3a 1-
Kki1eTok (cm., Hanpumep, Hastings et al., Eur. J. Immunol., 39(9): 2492-2501 (2009)). TIM-3
TAKKE DJKCIPECCUPYETCS Ha aKTUBHpoBaHHBIX Thl7- u Tcl-kneTkax, a HapyIIeHHE
peryminun skcnpeccun Tim-3 Ha CD4+ T-knetkax u CD8+ T-kimeTkax accOLMUpPOBAHO C
HEKOTOPHIMH ayTOMMMYHHBIMH 3a00JICBAHHSMH, BHPYCHBIMH HH(EKIMAMH U PakoM (CM.,
Hanpumep, Liberal et al., Hepatology, 56(2): 677-686 (2012); Wu et al., Eur. J. Immunol.,
42(5): 1180-1191 (2012); Anderson, A.C., Curr. Opin. Immunol., 24(2): 213-216 (2012) u
Han et al., Frontiers in Immunology, 4. 449 (2013)).

[00540] [Tpenmonmaraemere muranapl TIM-3  BrmowaroT Qocharuauncepun
(Nakayama et al., Blood, 113:3821-3830 (2009)), ranextun-9 (Zhu et al., Nat. Immunol., 6:
1245-1252 (2005)), 6emok 1 u3 rpymmst 6emkoB ¢ Beicokor moaBmwkHOCTHI0 (HMGB1) (Chiba
et al., Nature Immunology, 13: 832-842 (2012)) m momekyny | KIETOYHOH aJre3wH,
POACTBEHHYIO pakoBo-3MOpruoHanbHbIM aHTUTeHaM (CEACAMI) (Huang et al., Nature,

517(7534): 386-90 (2015)).

[00541] Oynkupn TIM-3 3akmro4aroTcs B PErysiMM Pa3iH4YHBIX ACIEKTOB
WMMYHHOTO OTBeTa. Bsammoneiicteue TIM-3 u ramexktuna-9 (Gal-9) wunmymmpyer
KJICTOYHYI0O THOENbh, a OJIOKHPOBKA JTOTO B3aHMOJCHCTBHA i1 VivO YCHIIUBAET
AyTOMMMYHHUTET U TTOAABISIET TOJIEPAHTHOCTD B SKCTIEPUMEHTATIBHBIX MOJEIIAX, YTO JAET BCE
OCHOBaHUWA TpeArnonoxuts, 4yto TIM-3 mpeacraBmsier coOOW MOJIEKYNTy OTPHIATETBHOU
perymsammn. B otirume ot sdpdexra B otHOmeHHn T-kimetok B3aumoaeicteue TIM-3 u Gal-

9 nmposBIAET TPOTHBOMUKPOOHBIE H(PEKTH 3a CYET CTHUMYJEIWH KJIHPEHCa
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BHYTPHUKJIETOYHBIX NATOT€HOB W3 Makpodaros (cMm., Hanpumep, Sakuishi et al., 7rends in
Immunology, 32(8): 345-349 (2011)). In vivo cympeccus TIM-3, kak ObUIO TIOKa3aHO,
MOBBINAET  TATOJIOTHYECKYI0  THKECTh  JKCIIEPUMEHTAIBHOTO  ayTOMMMYHHOTO
suieanomuenura (Monney et al., Berme; u Anderson, A. C. and Anderson, D. E., Curr.
Opin. Immunol., 18: 665-669 (2006)). UccrenoBaHus TakKe MO3BOJSIOT MPEIOIOKHUTD, YTO
HapyumieHue peryiasauud mytd TIM-3-ranekTuH-9 MOKET HrpaTth ONPENCIECHHYIO pPOJb B
Pa3BUTHH XPOHUYECKHX AYTOMMMYHHBIX 3a00JI€BaHUM, TAKUX KaK PACCETHHBIH CKIEPO3
(Anderson and Anderson, Beime). TIM-3 cTUMynHpyeT KIMPEHC AMOMTOTHYECKUX KIETOK
MOCPEACTBOM CBsI3bIBaHUA (pochaTuauiceprHa 3a CUET CBOEH YHUKATBHOW CBSI3BIBAIOIICH

nienu (cm., Hanpumep, DeKruyff et al., J. Immunol., 184(4):1918-1930 (2010)).

[00542] [lonaBnenne axrtuBHOcTH TIM-3, Hampumep, 3a CU€T IPUMCECHEHUA
MOHOKJIOHAJIbHBIX AHTHUTE], B HACTOAIIEE BpEMs HCCIEAYeTCs B POJIM CPEACTBa
MMMYHOTEPAIIUU OIyXOJIEH HA OCHOBAHUM PE3YJbTATOB JOKIUHHUYECKUX HMCIIBITAHUH (CM.,
Hanpumep, Ngiow et al, Cancer Res., 71(21): 1-5 (2011); Guo et al., JJournal of
Translational Medicine, 11: 215 (2013); and Ngiow et al., Cancer Res., 71(21): 6567-6571
(2011)).

[00543] B HEKOTOPBIX BapruaHTaxX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
K LAG-3 BBOAAT CyOBEKTYy, KOTOPBIU TOTYYAET, TOTyYal WIH OyJeT MOIy4arh JCUCHHUE C
MOMOIIBI0 CPEACTBA, KOTOPOE NOAABISIET TMepenadyy curHaiga ¢ ydactuem TIM-3. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHS CPEACTBO, KOTOPOE MOJABIAET NEpeJady CHrHama ¢
yaactueM TIM-3, BBOOAT CyOBEKTY, KOTOPHIH TONYYaeT, MOMY4asl WM OyJEeT TOIy4aTh
JIEYEHUE C TMOMOIIBIO0 CPEJCTBA Ha OcHOBE aHTHUTENA K LAG-3. B HEKOTOPBIX POJCTBEHHBIX
BAPHAHTAX OCYIIECTBIICHUS CyOBEKT TMONyYaeT, TOMYyYald WiIH OyIeT TMOydaTh JICUEHHE C

MOMOUIBIO CPEACTBA, KOTOPOE MOAABIAECT NMEpeiavy curHaia ¢ yuactueM PD-1.

[00544] B HekoTOphIX BapHaHTaxX OCYHIECTBIICHUS CPEACTBO, KOTOPOE
MOJIABJISIET TIepeady CUTHama ¢ ydactuem TIM-3, mis mpuMeHEeHHS B KOMOWHHUPOBAHHBIX
CPEACTBAX TEPAITUH O HACTOSIIEMY H300PETEHHIO TPEICTABIIET COOOM CPEACTBO HA OCHOBE
aHTUTENA. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA CPEACTBO Ha OCHOBE aHTUTENA K TIM-3
csazpiBaet sruton TIM-3, uro Omokupyet cBsa3pBanne TIM-3 ¢ mr0OBIM OJHUM WITH OOJIee
W3 €ro mpeamnoiaracMeix nuranaos. Cpeactsa Ha ocHOBe aHTUTENA K TIM-3 B COOTBETCTBUH
C HACTOAIIMM H300pPETEHHEM MOTYT COJIEPIKaTh KOHCTAHTHYIO 00NacTh Tshxenmou menu (Fc)

TFOO0TO TOAXOAAMIEr0 Kiacca. B HEKOTOPBIX BapuWaHTAX OCYIIECTBICHHUS CPEICTBO HA
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ocHoBe aHTHTENa K TIM-3 cOmepkKHUT KOHCTAaHTHYIO OONAcTh THKEIIOW IIETH, KOTOpas

ocHoBana Ha anTuTenax 1gGl, [gG2 nm IgG4 aukoro THIa UM UX BapHaHTAaX.

[00545] B HekoTOphIX BapHaHTax OCYIIECTBIIEHHA CPEACTBO, KOTOPOE
MOJABIIAET Tepeaavy curHana ¢ ydactuem TIM-3, mpencrasmser co00M MOHOKIOHATBHOE
AHTUTEIIO WM €T0 ()parMeHT. B HEKOTOPHIX BapuaHTaX OCYLIECTBICHHS CPEACTBO HA OCHOBE
AaHTHUTENIA, KOTOPOE TMOAABIISIET Mepeaavy curHana ¢ yuacrueM TIM-3, mpexacraBuser coO0i
antuteno Kk TIM-3 umu ero ¢pparmeHT. MOHOKIIOHATTbHBIE AHTUTENA, HALICIIUBAIOIIHECS HA
TIM-3, koTOpBIE OBUTH MPOTECTHUPOBAHBI B KIMHUYECKUX HCCIIETOBAHUAX W/HIIN TOIYYUIH

onoopenue k nponaxe B Coenunennpix [lltaTax.

[00546] B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS CPEACTBO HA OCHOBE AHTHUTEIIA
k TIM-3 mpencrasnser codoit MBG453, LY3321367, Sym023 wmum ero mpoussoaHoe. B
HEKOTOPbIX BapUaHTaX OCYIICCTBICHUSA CPEACTBO Ha OcHOBe aHturena k TIM-3
NPEICTABIAET COOOH CPEACTBO, PACKPHITOE B IMyONHMKAIMH MEKIYHAPOJHOH 3asABKH Ha
nateHT WO2016/161270, moiHOE coepskaHnue KOTOPOH BKIFOYEHO B HACTOSIIHHA JOKYMEHT.
B HEKOTOPBIX BapHaHTax OCYLIECTBICHHS CPEACTBO Ha OCHOBE aHTUTENa K TIM-3 conepskur
BapHaOCITbHBIM JOMEH TSDKETOW 1erH, KoTopsiid Ha 90%, 95%, 97%, 98%, 99% wum 100%
WaeHTHYEH BapuadermpHOMy nomeHy u3 SEQ ID NO:31. B HekoTophix BapHaHTax
OCYIINECTBIICHHUS CPEACTBO Ha OCHOBE aHTHTeNa K TIM-3 comepxuTt BapHaOETbHBIA OMEH
JIETKOM e , KOTopsiid Ha 90%, 95%, 97%, 98%, 99% umi 100% uaeHTHYEH BapHaOeTbHOMY
aomeny u3 SEQ ID NO:32. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHUSA CPEICTBO HA OCHOBE
anTuTena k TIM-3 copep:kuT BapuaOETbHbIM TOMEH TSKEIOH e, KoTopbid Ha 90%, 95%,
97%, 98%, 99% wmm 100% wuneHTHdeH BapuadenbHOMy aomeHy w3 SEQ ID NO:31, u
BapuaOeTbHBIN JTOMEH JICTKOW Ieru, KoTopbid Ha 90%, 95%, 97%, 98%, 99% wumu 100%

WIEHTHYEH BapuadenpHoMy aomeny u3 SEQ ID NO:32.

[00547] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
K TIM-3 COmEpKHT TKENYIO IIEMb, KOTOpPas MPEACTABIIET COOOHM TOCIIEIOBATEIHBHOCTS,
koTopas Ha 90%, 95%, 97%, 98%, 99% umu 100% unentuuna SEQ ID NO:3 1, unmu coaep>kut
ee. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHHS CPEACTBO Ha OCHOBE aHTHTENa K TIM-3
COJIEPIKHT JIETKYIO TI€TTh, KOTOPAsk MPEACTABIIIET COOOM HITH COJIEPKUT TIOCTIETI0BATETHHOCTH,
koTopas Ha 90%, 95%, 97%, 98%, 99% umu 100% uaentuuna SEQ ID NO:32, unmu coaepkut
ee. B HEKOTOpPBIX BapumaHTax OCYIIECTBJICHUA CPEACTBO HAa OCHOBE aHtuTena k TIM-3

COAEPIKHUT TDKENYIO IIETh, KOTOPAs MPEACTABIIET COOOH TOCIIE0BATENBHOCTD, KOTOPas Ha
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90%, 95%, 97%, 98%, 99% umu 100% wuaentuyna SEQ ID NO:31, umu coaepxur ee, u
JETKYIO II€TIb, KOTOPas MPEACTABISIET COOOM MOCIEI0OBATENBHOCTh, KOTOpast Ha 90%, 95%,

97%, 98%, 99% num 100% uaentruyra SEQ ID NO:32, unu coaepkur ee.

[00548] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
Kk TIM-3 copep:xut oHy, ABE Uiu Tpu nocineaoBatenbHocTH CDR Tshkenoi nenu, KoTopbie
Ha 90%, 95%, 97%, 98%, 99% um 100% uaerTHYHEI IociieoBarenbHOCTIM CDR 13 SEQ
ID NO: 33-35. B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHUS CPEJICTBO HA OCHOBE aHTUTENA K
TIM-3 coaep:XuT OHy, ABE WU TPHU nocaenoarenbHOCTH CDR nerko nemnu, KOTopsie Ha
90%, 95%, 97%, 98%, 99% nm 100% uaenTuunsl nocnegosarenbHOCTIM CDR 13 SEQ ID
NO: 36-38. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHA CPEACTBO HA OCHOBE aHTUTENA K TIM -
3 coOepKuUT OJIHY, ABE WM TpH nocneaosatenbHOocTH CDR Tsxenoi nenu, koropeie Ha 90%,
95%, 97%, 98%, 99% umu 100% maeHTHYHBI nociaeaoBatebHOCTIM CDR u3 SEQ ID NO:
33-35, u oaHy, ABe UM Tpu nocienosarenbHocTH CDR nerkoi nemnu, kotopsie Ha 90%, 95%,
97%, 98%, 99% nmu 100% maenTHyHb nocnenaoBaTenbHOCTAM CDR u3 SEQ ID NO: 36-38.
B HEKOTOPBIX BapHaHTax OCYLIECTBICHUA CPEACTBO Ha OCHOBE aHTUTENA K TIM-3 conepskur

mecTh nocnemosatenbHocTelr CDR u3 SEQ ID NO: 33-38.

[00549] B BapunaHTax OCYIIECTBICHHsA CPEACTBO Ha OCHOBE aHTHTEna K TIM-3
MpeacTaBisieT co00M cpeactBo, omucanHoe B WO 2016/161270, xotopas BKIIOYEHA B
JAHHBIA JOKYMEHT TIOCPEICTBOM CCBUIKM BO BCEH CBOeW monHOTE. B  BapmanTax
OCYIIECTBIICHHUS CPEICTBO HA OCHOBe aHTHTeNa K TIM-3 mpexacrasmsier coOOW CpeacTso,
ormucanHoe B PCT/US17/59619, kotopas BKIIFOUYEHA B JAHHBIH JOKYMEHT IMOCPEACTBOM
CCBIJIKH BO BCEM CBOEH MOJHOTE. B BapHaHTax OCYIIECTBICHHS CPEACTBO HA OCHOBE aHTUTENA
k TIM-3 mpeactasmnseT codoii cpeactso, omucanHoe B PCT/US18/13021, koTopas BKIrOUYeHA

B JJAHHBIM JOKYMEHT MOCPEACTBOM CCBIIKH BO BCEM CBOEH MOJHOTE.

[00550] B BapmanTax ocymecTsieHus uHruOuTOp TIM-3 mpencraBmser cooou
TSR-022. TSR-022 npemycMaTpuBaeT T'yYMaHU3UPOBAHHOE MOHOKJIOHAJIBHOE AHTUTENO K
TIM-3, coxaepskamee TDKEIYH0 LENb, AMUHOKHCIOTHAsA IIOCIEIOBATENIBHOCTE KOTOPOM
conepxkut SEQ ID NO: 31, u nerkyro 1uemnb, aMUHOKUCIIOTHAS TIOCTIEA0BATEIbHOCTh KOTOPOH
comepxutr SEQ ID NO:32. B stom anturene k TIM-3 B KauecTBe KapKaCHBIX
MOCTIEI0BATETPHOCTEN IPUMEHSTIOTCS TeH Tspkesou e IGHG4*01 yenoBeka v reH nerkoi
karma-rer I[GKC*01 yenoseka. Kpome Toro, mMeeTcs 0jHa TOUEYHAS MyTaUA C 3aMEHOU

Ser Ha Pro B mapaupHON oOmactu Tsokenod menu 1gG4 mo KaHOHUYECKOMY TOJIOMKEHHIO
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S228. He sxemast ObITh CBSI3aHHBIMU KAKOW-THOO TEOPHEH, MONIATAIOT, YTO JAHHAS TOYCYHAS

MYTaMs CITY;KUT JJIs1 CTAOMITH3AIAH IHAPHUPA TSDKETIOU [T aHTHTETIA.

[00551] B orHomeHwn = HaOMIOAAEMBIX ~ OHCYNb(HUIHBIX  CBSI3EH W
TTIMKO3UIIMPOBAHUS TIPEACTABJICHA JOMOJNHUTENbHAA Ouodu3mueckas U OHOXMMHYECKAsS
XApaKTEPUCTHUKA JAHHOTO WJUTIOCTPATUBHOTO TYMAaHM3UPOBAHHOTO MOHOKIIOHAJIBHOTO
antutena k TIM-3. Ilentunel, pacuiereHHsie ¢ noMonipio Lys-C u TpurncuHa, THIaTeIbHO
OTAENAIM U BBIABIUIM ¢ momMoinbo aHanusa LC-MS B pexxuMe peanbHOro spemenu. Csssm,
MPEACTABIAIOMUE COO0H AUCYNb(PUIHBIE COCTUHEHUA, MOATBEPXKAATN MyTEM CPABHEHHS
OOIMMX HOHHBIX XpoMarorpaMm B HeBoccTaHaBmuBaroumx (NR) ycmoBwax wu
BOCCTAHABJIMBAOIIUX YCIOBHAX. Jlucynb@uaHble CBSI3M COOTBETCTBOBAIH OKUIAEMOMY
XapakTepy AUcynbpUIHBIX cBA3eH y Monekymsl IgG4. OctaTku, BOBIECUEHHbIE B O3KUIAEMBbIE
MEK- ¥ BHYTPHLIETIOYECYHbIE TUCYITB(UIHBIE CBA3H, IPUBEACHBI B TAOIHIIEC HIDKE (TabIuLbI

5,6u7).

Tabnauua S — OxunaeMple OCTATKH, BOBICYECHHBIE B TUCYIb(UIHBIE CBA3H THKEION
HeNW WIIIOCTPATHBHOIO CpeAcTBa  Ha ocHOBe aHturena k TIM-3, wumeromen

AMHUHOKHCIIOTHYIO TIOCIIEIOBATETbHOCTD, H3M0keHHYI0 o SEQ ID NO: 31.

ID Octarok HC mADb k
muctenHoBoro | TIM-3 (monoskeHue B
OCTaTKa SEQID NO: 31)
I 22
II 96
I1I 127
v 140
A% 196
VI 219
VII 222
VIII 254
IX 314
X 360
X1 418
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Tab6auua 6 — OkumaemMbie OCTATKH, BOBJICUCHHBIE B TUCYIb(HUIHBIE CBA3H JETKOH

oenmyi HUImOCTPAaTHBHOTO

AMUHOKHCIIOTHYIO TIOCTIEOBATENBHOCTD, 310keHHYI0 oA SEQ ID NO: 32.

cpeactea Ha  OCHOBC

anturena k TIM-3,

ID Ocrtarox LC mADb x TIM-3
nuctenHoBoro | (momoskenue B SEQ ID NO:

OCTaTKa 32)

| 23

11 88

111 134

IV 194

\Y 214

HUMerome

TabGauua 7. VnmocTpaTUBHBIE BAPHAHTHI PACIONOKEHHUA TUCYIb(UAHBIX CBA3CH B

cinydae antutena k TIM-3 TSR-022

Ne [lenTuael, copepxamue JUCYIb(PUIHbIE Caiit ces3u B | CaWT CBA3H B
auCyb( CBS3H HC LC
WUJTHOM (momoskenue B | (MOJTOKEHHE B
CBA3H SEQ ID SEQ ID
NO:31) NO:32)

DS1 VTITCR=FSGSGSGTDFTLTISSLQPEDF 23

AVYYCQQSHSAPLTFGGGTK 88

DS2 SGTASVVCLLNNFYPR=VYACEVTHQ 134

GLSSPVTK 194

DS3 SFNRGEC=GPSVFPLAPCSR 127 214

GEC=GPSVFPLAPCSR
DS4 LSCAAASGFTFSSYDMSWVR=AEDTA 22
VYYCASMDYWGQGTTVTVSSASTK 97
DS5 STSESTAALGCLVK=TYTCNVDHK 140
STSESTAALGCLVK=TYTCNVDHKPS 196
NTK
DS6 YGPPCPPCPAPEFLGGPSVFLFPPK=YG 219
PPCPPCPAPEFLGGPSVFLFPPK
YGPPCPPCPAPEFLGGPSVFLFPPK=YG 222
PPCPPCPAPEFLGGPSVFLFPPKPK

DS7 TPEVTCVVVDVSQEDPEVQFNWYVD 254
GVEVHNAK=CK 314
DS8 NQVSLTCLVK=WQEGNVFSCSVMHE 360
ALHNHYTQK 418

LC: merkas nens;, HC: Tsbkenas menp

[00552]

B nmanHoM wmmroctpatuBHOM aHTHTENEe K TIM-3 mpoaeMoHCTpHUpOBaH

3aHATBHIN CalT N-TTMKO3UIUPOBAHUA MO OCTAaTKy acmaparuHa 290 B gomene CH2 kaxpoit
TSDKEJIOH [T B TTocTieqoBarenbHocTH 3penioro oenka (SEQ ID NO: 31). [TomydenHoe B xo1e

SKCTIpeccur  N-TJHKO3WIUPOBAHUE TI0O JSTOMY CaWTy TPEACTABIAET COOOH CMecCh
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Pa3HOBUIHOCTEH OJIMTOCAXAPH/IOB, KaK MPaBUIIO, HaOmomaemMbIx Ha [gG, sxcmpeccupyeMpIx
B KyJbType KIETOK MIICKOMUTAIOIINX, HAIPUMEP, HIKE IMOKa3aHa OTHOCUTENBHOE
COJEp’KaHUE PA3HOBUIHOCTEHN INIMKAHOB U3 MPenapaTa JaHHOTO WILUIK0 CTPATUBHOTO aHTUTENA

K TIM-3, Ky IbTHBHPYEMOTO B KIIeTKaX SMYHUKA KuTackoro xomsuka (CHO) (TaGauua 8).

Tabauua 8 — AHaIM3 rITMKaHOB CBA3BIBAIOLLIETO CPEACTBA HA OCHOBE aHTUTENA K TIM-

Bun Coneprxanue (% oT Onucanue ravKaHa
o0miero yucna
OJIMTOCAXapHIOB)

Onmurocaxapun Tuna
arajaakTO3WIMPOBAHHOTO JBYXaHTEHHOTO
KOMIIJIEKCA ¢ KOPOBBIM
(yKO3HIIMPOBAHUEM
Onurocaxapua Tumna
MOHOTTAKTO3HIMPOBAHHOTO
JIBYXaHTEHHOTO KOMIIJIEKCA ¢ KOPOBBIM
(YKO3HITUPOBAHHUEM
Onurocaxapun Tuna
rajJakTO3HWIMPOBAHHOTO IBYXaHTEHHOTO
KOMILTEKCA ¢ KOPOBBIM
(YKO3HITUPOBAHHEM
Onurocaxapun Tuna
MOHOCHATTUPOBAHHOTO
G2FS1 3,2% rajgakTO3UIMPOBAHHOTO IBYXaHTECHHOTO
KOMITJIEKCA C KOPOBBIM
(YKO3HITUPOBAHHEM
Omurocaxapu THITa JHCHATHPOBAHHOTO
raJJaKTO3WITHPOBAHHOTO JTBYXaHTEHHOTO
KOMITJIEKCA C KOPOBBIM
(YKO3HITUPOBAHHEM
OnuromaHHO3HBINA N-CBsI3aHHBIN

M5 0,4%
omarocaxapua, MansGIcNA ¢,
[00553] Hanpumep, uaruoutop TIM-3 (Hanpumep, TSR-022) M0OXHO BBOIUTH B

GOF 20,1%

GI1F 41,9%

G2F 29,0%

G2FS2 1,2%

703€, COCTaBIsOmEeNd NpHOMM3uTenbHO 1, 3 wimm 10 mMr/kr (HampuMep, TPUOTHU3UTEITFHO
1 MT/KT; IPUOM3ATENTBHO 3 MT/KT WM PUOTH3UTENBHO 10 MT/KT), WM TOCTOSTHHOM J03€ OT
npuomu3uTenbHo 100 10 1500 Mr (HanmpuMep, MOCTOSHHOM 03¢ mpUOIM3nuTebHO 100 MT;
MOCTOSTHHOW J103¢ TpHOM3uTebHO 200 MT; TOCTOSHHOH 03¢ MPUOMHM3UTENbHO 300 MT;
MOCTOSTHHOM J103¢ TpuOM3uTebHO 400 MT; TIOCTOSHHON 03¢ MPUOMHM3UTENbHO 500 MT;
MOCTOSTHHOW J103¢ TpHOIM3UTEeTbHO 600 MT; TOCTOSHHON 03¢ MPHOIM3uTEeTbHO 700 MT;

MOCTOSTHHOM J103¢ TpHOM3uTelbHO 800 MT; TOCTOSHHON 103¢ MpUOMmM3uTENbHO 900 MT;
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MOCTOSTHHOM 03¢ MpuOmm3uTenbHo 1000 MT; mOCTOSTHHON A03¢ TpuOmm3uTensHo 1100 mr;
MOCTOSTHHOM 7103¢ MpUOmm3uTeNbHo 1200 MT; TOCTOSTHHOM A03¢ mpuoOmm3uTensHo 1300 mr;

MOCTOSTHHOW /103¢ TpHOIM3UTeNbHO 1400 MT WM TIOCTOSTHHOW J03€ TPHONH3HUTEIIBHO

1500 mr).

[00554] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHUS CPEACTBO HA OCHOBE AHTUTEIIA
Kk TIM-3 (manpumep, antuteno k TIM-3) BBogar B no3ze 0,1, 1, 3 umm 10 mr/kr. B HekoTopbix
BApHUAHTaX OCYIIECTBIICHUS CPEACTBO HA OCHOBE aHTHUTENA K TIM-3 BBOJAT COrnacHo cxeme,
KkoTopas npexycmatpusaet 103y 0,1, 1, 3 mnmm 10 Mr/kr oguH pa3 B ABe HeAenn. B HEKOTOPBIX
BApUAHTaxX OCYLIECTBIICHUA CPEACTBO HA OCHOBE aHTUTeNa K TIM-3 BBOJAT cornmacHo cxeme,

KOTOpas mpeaycMaTpuBaeT 103y 1, 3 umu 10 Mr/kr onuH pa3 B TpU HEAETH.

[00S55] B HEKOTOPBIX BApHaHTaX OCYIIECTBICHHS CPEACTBO HA OCHOBE AHTUTE A
Kk TIM-3 BBOZAT COTIIACHO CXeMe, KoTopas mpeaycMarpusaet 103y 1, 3 wimu 10 mMr/kr oguH
pa3 B 4YeThIpe HEAEIM. B HEKOTOpBIX BapHaHTax OCYIIECTBICHMA CPEACTBO HAa OCHOBE
aatutena Kk TIM-3 BBomaT B (ukcHpoBaHHOM 03¢ B auama3oHe ot 200 mr go 1500 mr. B
HEKOTOPBIX BAPHUAHTAX OCYILECTBICHUSA CPEACTBO HAa OCHOBE aHTHTena K TIM-3 BBOZAT B
¢ukcupoBaHHOH 03¢ B muamaszone ot 300 mr mo 1000 mr. B HEKOTOpBIX BapuaHTax
OCYILIECTBJICHUA CPEACTBO HAa OCHOBE aHTUTeNa K TIM-3 BBOJAT COrJIaCHO CXEME, KOTopas
npeaycMarpuBacT GUKCHPOBAHHYIO T03Y OJHH pPa3 B JIBE HeACTH. B HEKOTOPBIX BapHaHTaX
OCYIIECTBJICHUA CPEACTBO Ha OCHOBE aHTUTeNa K TIM-3 BBOJAT COrJIaCHO CXEME, KOTopas
npeaycMaTpuBacT GUKCHPOBAHHYIO 03y OJWH Pa3 B TPH HeAETH. B HEKOTOPBHIX BapHaHTaxX
OCYIIECTBJICHUA CPEACTBO Ha OCHOBE aHTUTeNa K TIM-3 BBOJAT COrJIaCHO CXeME, KOTopas

MpeaycMaTpUBaeT (PUKCHPOBAHHYIO 03y OJUH Pa3 B UETHIPE HEICITH.

[00556] B onpeneneHHpIx crmocobax cpeAcTBO HA OCHOBE aHTHTena K TIM-3
MOYKHO BBOJUTH 0 (Hampumep, 3a 5 MuHyT, 15 munyT, 30 munyT, 45 MunyT, 1 yac, 2 yaca, 4
qaca, 6 yacos, 12 yacoB, 24 yaca, 48 yacoB, 72 4aca, 96 yacos, 1 Hezemro, 2 HeAeH, 3 HEACIH,
4 wenenmu, 5 Hemenmb, 6 Henenb, 8 Hexenmb wiH 12 Hemenb), OJHOBPEMEHHO WM TIOCIIE
(Hampumep, yepe3 5 MunyT, 15 MunyT, 30 MUHYT, 45 MuHYT, 1 Yac, 2 4aca, 4 4yaca, 6 4acos,
12 vacoB, 24 yaca, 48 gacos, 72 yaca, 96 yacos, 1 Heaemo, 2 Hemenu, 3 Heaenu, 4 Hexenu, 5
Heaenb, 6 Henenb, 8 Hexenb wiu 12 Henenms) BBeAcHHs cBs3bBaromero LAG-3 cpenctsa

CYOBEKTY, HYKAAIOIIEMYCS B 3TOM.
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TpoliHags  KOMOWHUpOBAHHAS  TEpamusg ¢  OPUMEHEHUEM CPENCTB,

Bosaetictevrommx Ha LAG-3, PD-1 u TIM-3.

[00557] B BapmanTax OCymecTBICHHS KOMOWHHPOBAHHOE CPEICTBO TEPAIHH
MpeACTaBisieT COOOM CPEACTBO TEPANMU C TPOWHOW OJIOKAAOH, IpeaycMaTPUBAIOIIEE
BBEJICHHE CYOBEKTY CpeacTBa, Bo3AeucTByromero Ha LAG-3, cpeacTsa, BO3AEHCTBYIOMIETO

Ha PD-1, u cpenctsa, Bo3aencTByromero Ha TIM-3.

[00558] HecmoTps Ha ycmexu InpH TPUMEHEHMHM CPEACTB  TEPAIHH,
HALCJIUBAIOIIMXCS HA MOJICKYJIBl MMMYHHBIX KOHTPOJIBHBIX TOYEK, MHOTHE IALIMEHTHI HE
MOJYYal0T MPEUMYIIECTB OT OJOOPEHHBIX B HACTOSINEE BPEMsS AHTHUTEN, HANPAaBIECHHBIX
npotus PD-1 1 CTLA-4. Y 3THX mauueHTOB MOTYT COBIAJAaTh APYTHE MEXaHU3MbI HUMMYHOH
CyHpeccuH, MpeaoTBpamaronmpe 3p(eKTUBHBI MPOTHBOOMYX0IEBBIH UMMYHHUTET. Takum
00pa3zoM, CyHIeCTBYET HEOOXOIUMOCTh B pa3pabOTKE AOMOJHUTEIbHBIX CPEICTB TEPAITHH,

HarpaBJICHHBIX IMTPOTUB JOIIOJHUTCIIbHBIX UMMYHOJIOTHYCC KHUX MHIICHEH.

[00559] B runovyyBCcTBUTENBPHOCTH T-KIETOK, Ha3bIBAEMOM HCTOIEHHUEM T-
KJIETOK, 3aJCHCTBOBAHBI WMMYHHBIE WHTHOWTOPHBIE PELENTOPBI, JKCIpeccCHpyembie -
KJIETKAMH, BKJIIOYAs aCcCOMHPOBAHHBIM C IIMTOTOKCHYECCKHUMH T-uMdorutaMu aHTureH 4
(CTLA-4), Oenok 1 3amporpaMMupOBaHHOW KieTouyHow cmeptu (PD-1), Oemok 3,
coAepKamui JoMeHBl T-KieTouyHOro uMMyHOrnmoOymuHa ¥ MmymwmHa (TIM-3), u ren 3
aktuBain  uMpormToB (LAG-3). Kpome toro, LAG-3 mmpoko accomumpyercs ¢
WCTONICHHBIMHU WJTH TUC(YHKIIMOHATBHBIMU T -KITETKAMHU M YaCTO KOIKCIIPECCUPYETCS KaK C

PD-1, tak u ¢ TIM-3.

[00560] B npyrom acnexkre cpeacTBo, KOTOPOE MOAABISIET MEPEIAYy CUTHANA C
yaactueMm LAG-3 (Hampumep, cpeacTBo Ha ocHoBe aHTuTena K LAG-3), BBOAAT CyOBEKTY,
KOTOPBIH TMOJTYYAET, TTOTyYal WK OyIeT OMyYaTh JICUEHHE C TIOMOMIIBIO CPEACTBA, KOTOPOE
MOJABIIAET TIepeAady curHana ¢ ydactueM TIM-3, w/umm nedeHue ¢ MOMOMIBIO CPEACTBA,
KOTOpOE€ TMOJABIsAET nepenady curHana ¢ ydactueM PD-1. B HekoTOpeIX BapumaHTax
OCYIIECTBIICHUSA CPEACTBO, KOTOPOE MOJABIAET Mepenady CurHana ¢ ydactueMm TIM-3,
BBOJIAT CYOBEKTY, KOTOPBIH TIOTYYAET, MOIyYal WIH OyJEeT MOTy4YaTh JICYEHHE C TTIOMOIIBIO
cpeactea Ha ocHoBe aHTuTena K LAG-3 M jneyeHue ¢ MOMOLIBIO CPEACTBA, KOTOPOE
MOJABIIAET Nepeaady curnana ¢ yuyactueM PD-1. B HEKOTOpBIX BapHaHTax OCYINECTBICHUA

CpeaCTBO, KOTOPOE TOAABIIIET Tepefady curHama ¢ ydactueM PD-1, BBOZAT cyOBekry,
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KOTOPBIN TOJTYYaeT, TTOTy4dasl WA OyIeT TOTy4aTh JICUEHHE C TIOMOIIBIO CPEACTBA, KOTOPOE
MOJABIAET Nepefady curnana ¢ ydactueM TIM-3, W ymeyeHHwe ¢ MOMOINBIO CPEACTBA Ha
ocHOBe aHTuTena K LAG-3. B BapuaHTax oCyImecTBICHUS MALMEHTY JTOMOTHUTEIBHO BBOIAT
OJTHO WA 0O0JIe€ MOTIOJHUTEIIBHBIX TEPATIEBTUYECKUX CPEJICTB B JIOMOIHEHHUE K CPEACTBAM,
BoznercTByrOM Ha LAG-3, PD-1 u TIM-3, onucaHHbIM B HACTOSIIEM JTOKYMEHTE, W/ HITA
MAIMEHT TOJYYaeT OJWH WM OOJiee JOTIOTHUTEIBHBIX CIIOCO0O0B JjeueHus. Hampumep,
JICUEHUE C TOMOINBIO CpeAacTB, BosaeHcTByromux Ha LAG-3, PD-1 u TIM-3, moxHO
OCYIIECTBIISITh B KOMOWHAIIMK C OAHHM WM OOJiC€ M3 XHUPYPrUYECKOT0 BMEIIATENHCTBA,
CPEACTBA JIy4€BOM TEPAITHH, XUMHOTEPAIIUH, UMMYHOTEPAIIHY, AHTUAHTMOTEHHOTO CPEACTBA
WA TPOTUBOBOCTIAIMTEIIHHOTO CPEJACTBA), WM JICUEHHE C TIOMOIIBIO CPEJICTB,
Bo3aekcTByromMX HA LAG-3, PD-1 u TIM-3, MOXHO OCYIIECTBIISITH B KOMOHMHAIHH C OJTHUM
WK 00JIee TOTIOTHUTEIBHBIME TEPANIEBTHYCCKUMH CPEICTBAMU (HAPHUMEP, HHTHOUTOPOM

PARP, TakumM kak HHpanapuo), Kak ONMHCAHO B HACTOSAIIEM JOKYMEHTE.

[00561] B wacTHOCTH, OmNpeaeNeHHbIE CIIOCOOBI, OMUCAHHBIE B HACTOSIIEM
JTOKYMEHTE, OTHOCATCS K TPOMHOMY KOMOMHHPOBAHHOMY CPEJICTBY TEPAIUH WITH CPEJICTBY
TEpaITuK C TPOWHOM OJOKAIOM, T/Ie CYOBEKTY BBOJAT CPEACTBO, BO3AcHCTRyOMmEee Ha PD-1,
cpenctBo, BosaeucTyromee Ha TIM-3, u cpeacto, Bo3aekcTByromee Ha LAG-3. Takas
TpOHHAsT KOMOWHHPOBAHHAS TE€pamus MOXKET ObITh Ooiiee 3(PpdexkTHBHONH M 0OecTeunBaTh
JOTIOJTHUTEITBHYIO TIOJIB3Y HEKOTOPHIM TAIMEHTaM (HAmpuMep, TPOHHAs KOMOWHHPOBAHHAS
Tepanmus MOKeT ObITh OoJiee () (PeKTHBHON WM 00ECTICUYHWBATH JOTIONHHUTENBHYIO TIOJIB3Y
MALMEHTY M0 CPABHEHUIO C MOHOTEPAIUEN C UCTIOIB30BAHUEM CPEACTBA, BO3/IEHCTBYIOLIETO
Ha PD-1, cpeactsa, BozaeiictByromero Ha TIM-3, u cpenctsa, Bo3aciicTByromero Ha LAG-
3, WM TIO CPABHCHHWIO C JBOMHOW TEpalMeW ¢ WCIOJb30BAHHEM JFOOOW KOMOWHAITHH
cpeacTsa, Bo3acucTByromero Ha PD-1, cpeactsa, Bo3aerctByromero Ha TIM-3, u cpeactsa,

Bo3nercTRyrOmero Ha LAG-3).

[00562] [Toxxomsamue cpencTsa, Bo3aeHcTBYOmMEE HA PD-1, BRIFO4aroT mo0bie
CPEACTBA, KOTOPBIE MOJABIAIOT TEpenady cur’Haia ¢ ydactueM PD-1, kak ommcaHo B
HACTOSIIEM JOKYMEHTE. B BapraHTax OCylIECTBIICHHS CPEICTBO, BO3AEUCTBYOIIEE HA PD-1,
MPECTABISIET COOOW MAITyI0 MOJIEKYJTy, HYKIIEHHOBYIO KHCJIOTY, TIOJHIENTHT (HAITPUMED,
AHTHUTEJI0, KOHBIOTAT HA OCHOBE AHTHTEA WIIH €r0 AHTHTCHCBA3BIBAIONMMN (DparmMeHr),
YIIEBOA, JIMMWA, METal WIHM TOKCMH. B BapHaHTax OCYINECTBICHUA CPEACTBO,

Bo3neHcTRyOmee Ha PD-1, mpeacraBnmsier coOod csaseBaromee PD-1 cpeactso. B
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BapHaHTaX OCYIIECTBJIICHUS CPEACTBO, BO3JeHCTByromee Ha PD-1, mpencraBmser coOou
cesaspiBatomiee PD-1 cpencTBo (HanpuMep, aHTUTENO, KOHBIOTAT HA OCHOBE AHTHUTEIA HITH €TO
AHTUTCHCBA3BIBAIOINMM  (parmeHT). B BapmaHTtax  OCyHIeCTBIEHHA  CPEICTBO,
Bo3zeHcTByromee Ha PD-1, mpeacrasnseT co00i aHTUTENO, KOHBIOTAT HA OCHOBE aHTUTEINA
W €T0 aHTUTEHCBA3BIBAIOIINN (pparMeHT. B BapuaHTax ocymecTBieHus cBa3biBaromiee PD-
1 cpenctBo mpexacrasisier coboit TSR-042, HuBomymMa0d, meMOpoau3ymMad, aTe30m3yMan,
aypsanyma0, aBemymad, PDR-001, tucnenusymad (BGB-A317), nemunmumad (REGN2810),
LY-3300054, INJ-63723283, MGAO012, BI-754091, IBI-308, kampenuzymad (HR-301210),
BCD-100, JS-001, CX-072, BGB-A333, AMP-514 (MEDI-0680), AGEN-2034, CS1001,
Sym-021, SHR-1316, PF-06801591, LZMO009, KN-035, AB122, renomum3ymao (CBT-501),
FAZ-053, CK-301, AK 104 umu GLS-010, unu mo6oe u3 antuten k PD-1, packpbIThix B
WO02014/179664. B BapuaHTax OCYINECTBIECHHSA CPEICTBO, Bo3aeHcTByromee Ha PD-1,
npeactasiset coooi TSR-042.

[00563] [Togxopsamue cpeacrtsa, BozaeWcTByromero Ha TIM-3, BkmroyaroT
MOOBIE CPEACTBA, KOTOPBIE MOJABIAIOT Mepeiady CUrHana ¢ ydyactueMm TIM-3, kak onmucaHo
B HACTOSINEM JOKyMEHTE. B BapHaHTax OCyIIECTBIICHUS CPEACTBO, BO3JACHCTBYIOIIEE HA
TIM-3, mpencraBiaseT coOOM Malyl0 MOJIEKYJTy, HYKICHHOBYIO KHCIIOTY, ITOJHITCIITH/I
(HampuMep, aHTUTENO, KOHBIOTAT Ha OCHOBE AHTHTENIA WM €r0 AHTHTCHCBA3BIBAIOIINN
(parMeHT), YriIeBOI, MK/, METAJUT WM TOKCHH. B BapHaHTax OCyIIECTBICHUS CPEIACTBO,
Bo3nercTByomee Ha TIM-3, mpeacrtaBmser coOoi cesasbBatomee TIM-3 cpemcrBo. B
BapHaHTaX OCYIIECTBJICHHA CPEICTBO, Bo3mewcTByromee Ha TIM-3, mpeactaBmser coOou
csaspiBaroee TIM-3 cpeacTBo (HanmpuMep, aHTHUTENIO, KOHBIOTAT HA OCHOBE AHTHTENA HITH
€ro aHTUTEHCBA3bIBafOMMK (QparmeHT). B BapmaHTax oOCYIIECTBIEHHA CPEACTBO,
Bo3zeHcTByOmee Ha TIM-3, mpencraBiseT coO0H aHTUTENO, KOHBIOTAT HA OCHOBE AHTHUTEIA
WA €T0 AHTUTCHCBA3BIBAIOMMK (parMeHT. B HEKOTOPBIX BapHaHTAX OCYIIECTBIICHUSI
cpenctBoMm, BozaecTByromuM Ha TIM-3, snserca MBG453, LY3321367, Sym023 unu ero
MPOU3BOAHOE. B HEKOTOPBIX BapHaHTaX OCYILECTBIECHMs CPEACTBO, BO3ACHCTBYIOIIEE HA
TIM-3, npeacrasisaeT coO0M CPEACTBO, PACKPHITOE B MyOIMKAIIMH MEKIYHAPOTHON 3aIBKH
Ha mareHT WO2016/161270, momHOe conepKaHHE KOTOPOW BKJIFOUYEHO B HACTOSIIHAN
JOKYMEHT. B BapHaHTax OCYIIECTBICHHS CPEACTBO, BO3AcUCTByronmiee Ha TIM-3,

npeactassier cooort TSR-022.
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[00564] [Togxonsamue cpeacTsa, Bo3AekcTByromme Ha LAG-3, BKIHOYAOT
M0OBIE CPENICTBA, KOTOPBIE TIOAABIIIOT Mepeaavdy curHana ¢ yaactuem LAG-3, kak onucano
B HACTOAIIEM JOKYMEHTe. B BapmaHTax OCYIIECTBIIEHHSA CPEACTBO, BO3JCHCTBYIOIIEE HA
LAG-3, mpeacraBisier cOO0H Manyld MOJEKYIy, HYKICHHOBYIO KHCJIOTY, TIOJHIICTITH/L
(HampuMep, aHTUTENO, KOHBIOTAT Ha OCHOBE AHTHUTENA WIH €r0 AHTUTCHCBS3BIBAIOIIUN
(¢bparMeHT), YIIeBO, UMK, METAJUT WIH TOKCHH. B BapuaHTax OCyImecTBICHUsS CPEACTBO,
BoznercTByromee Ha LAG-3, mpeacraemser coboi cesaspBaromee LAG-3 cpeactso. B
BapHaHTaX OCYIIECTBJIEHHUSA CPEACTBO, BozaehcTByromee Ha LAG-3, mpeacraBiser coOoi
csaspiBatomee LAG-3 cpeactso (HarmpuMep, aHTUTENO, KOHBIOTAT HA OCHOBE AHTHUTENA UITH
€ro aHTUTEHCBA3bIBAIOIMK (parmMeHT). B BapuaHTtax oOCyIIECTBICHHA CPEACTBO,
Bo3zeicTByromee Ha LAG-3, nmpeacTaBisieT cOO0M aHTUTENO, KOHBIOTAT HA OCHOBE aHTUTEINA
WM €ro aHTUTeHCBA3bIBAOIUN (parMeHT. B BapuaHTax OCYHIECTBIEHHA CPEICTBO,
Bo3zaccTByomee Ha LAG-3, mpencrasnser coooi IMP321, penarnmumad (BMS-986016), BI
754111, GSK2831781 (IMP-731), Novartis LAG525 (IMP701), REGN3767, MK-4280,
MGD-013, GSK-2831781, FS-118, XmAb22841, INCAGN-2385, FS-18, ENUM-006,
AVA-017, AM-0003, oucnetmdpuaeckuii appamep Avacta PD-L1/LAG-3, antureno k LAG-
3 iOnctura, antureno k LAG-3 Arcus wiu Sym022, wim uaruoutop LAG-3, onucaHHbIH B
WO 2016/126858, WO 2017/019894 ummm WO 2015/138920, kakaas W3 KOTOPHIX BKITFOUEHA
B HACTOSIIMM AOKYMEHT TOCPEACTBOM CCBUIKM BO BCEH CBOEH MOJIHOTE. B BapuaHTax
OCYIIECTBJICHUS CPEACTBO, Bo3aekcTBytonee HA LAG-3, mpeactaBisieT cOOOH MOTUIETITHI,
conepxanuii CDR-H1, onpeaenennyro moa SEQ ID NO: 5; CDR-H2, onpeneneHHyo moa
SEQ ID NO: 6; CDR-H3, onpeaenennyto nog SEQ ID NO: 7; CDR-L1, onpeaeneHHyr0 Moa
SEQ ID NO: 8; CDR-L2, onpenenennyto mog SEQ ID NO: 9; u CDR-L3, onpeneneHHy0
nox SEQ ID NO: 10. B BapuanTax ocymecTBIE€HUs CPEACTBO, Bo3aekcTRytomee Ha LAG-3,
MPEACTABIAET COOOM TOJMIENTHA, COACPIKANINA AMHHOKHUCIIOTHYIO TIOCIIETOBATETFHOCTD
BapuaOeTbHOM 00JIACTH TSHKEIIOH IETH, XapaKTePH3YIOIy oCcs 1o MeHbIIeH mepe 80%, 85%,
90%, 95% wm 98% wmaeHTHYHOCTHIO mocneaoBatebHOCTH ¢ SEQ ID NO: 3; m
AMHHOKUCJIOTHYIO ~ TIOCJIEIOBATEIBHOCTh  BapHAOETBHONM  OONACTH  JIETKOH  IICTIH,
XapakTepu3yrolyocs 1o meHbued mepe 80%, 85%, 90%, 95% unu 98% HIEHTUUHOCTHIO
nocneaoBarenbHoctTd ¢ SEQ ID NO: 4. B BapuaHTax OCYINECTBIEHHA CPEACTBO,
Bo3nercTRyromee ©Ha LAG-3, mnpemctaBiseT CcOOOH TONWNENTHA, COJAEPKAIIUAN

MOJIMNENTHIHYIO TIOCTIEA0BATENbHOCTD TSUKENON LEMH, XapaKTEPU3YIOUIYIOCA 10 MEHbLIECH
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Mmepe 80%, 85%, 90%, 95% unu 98% uaentuunocThio nocaeaoBaTenbHocTH ¢ SEQ ID NO:
I wmu SEQ ID NO: 21; ¥ NOJUNENTUIHYH TOCJIEI0BATEIbHOCTh JIETKOM IIEMH,
XapakTepusyroinyrocsa no meHbiieit mepe 80%, 85%, 90%, 95% unu 98% HUAECHTUUHOCTHIO
nocneaosarenpHocTd ¢ SEQ ID NO: 2 unu SEQ ID NO: 22. B BapuaHTax 0CyIIE€CTBICHUS

cpenctso, BoznekcTByromee Ha LAG-3, mpeacrasnser co6oir TSR-033.

[00565] B BapmaHTax OCyIIEeCTBIEHHUS CIOCOO BKIFOYAET BBEACHUE CPEACTBA,
Bo3nercTByromero Ha PD-1, xoropoe mpencrasmsier coOoii TSR-042, m cpenctsa,
BoznercTByromero Ha TIM-3, kotopoe mpexacrasmsier coboii TSR-022. B Bapmantax
OCYIIECTBIEHHS CIIOCOO JOMOTHUTENBHO BKIIFOUAET BBEACHUE CPEICTBA, BO3JEHCTBYIOIIETO
Ha LAG-3, xotopoe mpexacraBnseT coOoil mnomunentn, conepxkanmi CDR-HI,
onpeaeneHnyro noa SEQ ID NO: 5; CDR-H2, onpenenennyto nog SEQ ID NO: 6; CDR-H3,
onpeaeneHayto nmoa SEQ ID NO: 7; CDR-L1, onpeaenennyro nog SEQ ID NO: 8; CDR-L2,
ompeaeneHayto nmoa SEQ ID NO: 9; u CDR-L3, onpeaenennyro moxg SEQ ID NO: 10. B
BapUAHTAX OCYIIECTBIICHHA CIOCOO JJOMOJHUTENBHO BKIIOYACT BBEICHHE CPEACTBA,
Bo3aeHcTByrOmero Ha LAG-3, KoTopoe TpeacTaBiIseT COOOH TOTUIENTHII, COACPKAIIAN
AMHHOKUCJIOTHYIO  TTOCIIEIOBATENIFHOCT  BapuaOENbHOH  00JacTH  TSOKEIION  IICTIH,
xapaktepusyronryrocsa mo menbimei mepe 80%, 85%, 90%, 95% unu 98% uAeHTHUYHOCTHIO
nocnenoBarenbHocT ¢ SEQ ID NO: 3; W aMHUHOKUCIOTHYHO TOCJIEJ0BATEIbHOCTh
BapuaOeTbHOM 00JIACTH JIETKOH IIETH, XapaKTepU3YIOIyrocs mo MeHbimeH Mepe 80%, 85%,
90%, 95% unu 98% uneHTHUHOCTHIO MoceaoBaTeabHOCTH ¢ SEQ ID NO: 4. B Bapuanrax
OCYIHECTBIICHHS CTIOCOO MOTOTHUTENHHO BKITFOUACT BBEJACHHUE CPEICTBA, BO3ACHCTBYOIIETO
Ha LAG-3, KOTOpOE TPEACTABIIAET COOOHM TONHIENTHI, COACPKAIMUN TOJHUITETITHIHYTO
MOCIIEA0BATEIbHOCTh TSDKEIION LIETIH, XapaKTEPU3YIOIyroCcsa 1Mo MeHbiner mepe 80%, 85%,
90%, 95% mmu 98% wmaeHTHYHOCTHIO TTociiemoBaTebHOCTH ¢ SEQ ID NO: 1 mmm SEQ ID
NO: 21; 1 NOTMOENTUIHYIO MMOCIEA0BATENBHOCTD JIETKOM LEMHU, XapaKTEPU3YIOLIYIOCS 1O
MeHblIen mepe 80%, 85%, 90%, 95% unu 98% UaeHTUYHOCTHIO TOCTeA0OBaTENbHOCTH ¢ SEQ
ID NO: 2 wmu SEQ ID NO: 22. B BapuaHTax OCYIIECTBIIEHHS CIIOCOO JOTIOTHHTEIHHO
BKIJTIOYAET BBEJICHUE CPEACTBA, Bo3aercTByromero Ha LAG-3, koTopoe npeacTaBisieT coO0u
TSR-033.

[00566] Jlody  cpenctBa,  BosacucTByromero Ha  PD-1,  cpencrsa,

BozaeicTByromniero Ha TIM-3, u cpeactsa, Bo3aeicTByromero Ha LAG-3, MO)XHO BBOJIUTH
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HE3aBHCHMO B COOTBETCTBHH C JFOOOHM CXEMOM BBEICHHMA JI03bI, OIMCAHHOM B HACTOAIIEM

JOKYMEHTE.

[00567] B BapmaHTax OCymIECTBIIEHMS CPEACTBO, BO3AcUCTBYyromice Ha PD-1
(mammpumep, ceszpiBaronee PD-1 cpenctso, Takoe kak TSR-042), BBOAAT B TOCTOAHHOM /103€,
cocTaBsaromed mpuobmmsuTensHo 500 mr. B BapuWaHTax OCYIIECTBIEHHS CPEACTBO,
BoznercTByromIee Ha PD-1 (manpumep, cesspiBaromee PD-1 cpenctso, Takoe kak TSR-042),
BBOJSAT B TIOCTOSIHHOM [103€, cocraBiisitomed mnpuommsurensao 1000 mr. B Bapmantax
OCYIIECTBJICHUS CPEACTBO, Bo3aekcTByromee Ha PD-1 (mampumep, csasbiBaromee PD-1
cpenctso, Takoe kak TSR-042), BBogaT cyObekTy 0uH pa3 B Heaemo (Q1W), oquH pa3 B ABe
Heaenu (Q2W), onun pas B Tpu Heaenu (Q3W), ogus pa3 B yerbipe Heaenu (Q4W), onus pas
B 1ATh Henenb (Q5W), onun pa3 B mects Heaens (Q6W), ogun pa3 B cempb Henenb (Q7W)
unu oauH pa3 B Bocemb Hemenb (Q8W). B BapmaHTax OCYIIECTBIECHHS CPEACTBO,
BoznercTByromee Ha PD-1 (manpumep, ces3piBaronee PD-1 cpenctso, Takoe kak TSR-042),
BBOJAT CyOBeKTY OJuH pa3 B Tpu Heaenu (Q3W). B BapmaHTax OCymecTBIEHUS CPEACTBO,
Bo3eHcTByomee Ha PD-1 (Hanmpumep, ceaspiBaromee PD-1 cpenctso, Takoe kak TSR-042),

BBOJIAT CyOBEKTY OJUH pa3 B mecTh Heaelb (QO6W).

[00568] B BapuaHTax ocymiecTBIEHHs CPEACTBO, Bo3acHcTByromee Ha TIM-3
(Hanpumep, cBsasbBatromee TIM-3 cpeactBo, Takoe kak TSR-022), BBOOAT B MOCTOSHHOM
J03€, COCTABIIOIMIEH He Oonee uyeM npuOmm3uTenbHO 1200 Mr wmm He Oollee 4YeM
npuomm3uTebHo 900 Mr. B BapuaHTax OCYIIECTBIIEHHS CPEIACTBO, BO3JAEHCTBYIOINECE HA
TIM-3 (mampumep, cBsaspBaromee TIM-3 cpeactBo, Takoe kak TSR-022), BBOmAT B
MOCTOSTHHOM J103€, COCTaBIIIrONIeH mpuou3uTenbio 300 mr. B BapuanTax ocymiec TBICHHS
cpeacTBo, Bo3aekcTRyroniee Ha TIM-3 (Hanpumep, ceszbiBatomee TIM-3 cpeacTBo, Takoe
kak TSR-022), BBOAAT B MOCTOSHHOH J03€, COCTaBIIsOmEed mpudmusurenpHo 100 mr. B
BapHaHTaX OCYHIECTBIIEHUS CPEACTBO, Bo3AckcTBytomee Ha TIM-3  (Hampumep,
cesaspiBaroniee TIM-3 cpemctBo, Takoe kak TSR-022), BBOAAT B TOCTOSHHOHM 03¢,
cocTaBsaromed mpuoOmmsuTenpHo 900 mr. B BapmWaHTax OCYIIECTBIIEHHS CPEACTBO,
Bo3nercTRyromee Ha TIM-3 (Hanmpumep, ces3biBaromee TIM-3 cpenctso, Takoe kak TSR-
022), BBOJAT B IOCTOSTHHOM J03€, COCTABIIOMEH npuonm3uTensao 1200 mr. B BapuanTax
OCYIIECTBIICHHUS CPEACTBO, Bo3aeHcTByromee Ha TIM-3 (Hanpumep, cBassiBaromee TIM-3
cpenctBo, Takoe kak TSR-022), BBomaT cyObekTy oauH pa3 B Heaemo (Q1W), oquH pa3 B aBe

rHenenu (Q2W), onun pas B Tpu Heaenu (Q3W), oauH pas B uetsipe Heaenu (Q4W), oauH pa3
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B 1Th Heqenb (Q5W), omuH pas B miects Hexens (Q6W), onue pa3 B cemb Hemenb (Q7W)
Wi oaWH pa3 B Bocemb Hemenb (Q8W). B BapmaHTax OCYIIECTBIEHHS CPEACTBO,
BoznercTRyromee Ha TIM-3 (manpumep, ces3piBaromee TIM-3 cpeactso, Takoe kak TSR-

022), BBOIAT CYOBEKTY OJIMH pa3 B Tpu Hexeau (Q3W).

[00569] Cpencrso, Bo3aericTBytomee Ha LAG-3, MO>XHO BBOJHTH B JTFOOOH /03¢

WK COTrjIaCHO CXEME BBCACHHA O03bI, OIMHUCAHHOM B HACTOSAIIEM JAOKYMCHTC.

[00570] B BapuaHTax OCYIIECTBIEHHS CPEACTBO, Bo3jaencTByromee Ha LAG-3,
BBOJAT B TOCTOSHHOW [103€, COCTABIIOLEH He Oonee yeM mpuOmmsutensHo 2500 mr,
npuomusutensHo 2000 mr i mpubmusurensHo 1500 Mr. B BapuaHTax ocyIiecTBIEHUA
CIOCOOBI 10 HACTOSIIEMY H300PETEHHIO BKIIOYAIOT BBEJCHHE CPEICTBA, BO3IECHCTBYIOIIETO
Ha LAG-3, B mose, cocraBisomed npuOmusutenbHo 20 mr, mpuOmmsutrenbHo 80 mr,
npuOnmsurennbHo 240 mr,  mpuOmusutensHo 500 M,  mpuOmm3mrensHO 720 M,
npuomu3uTebHo 900 mr,  mpuOmm3uTeapHO 1000 Mr, mpuOMH3UTENTHEHO 1200 MT,
npuomu3uTebHo 1500 mr,  mpubOnmusurenmsHo 1800 Mr, mpuOmM3HTEIEHO 2100 MT,
npuOnm3urennbHo 2200 Mr wnu  mpuOnmsuTenbHo 2500 Mr. B HEeKOTOpBIX BapHaHTax
OCYIIECTBIICHHUS CITOCOOBI TI0 HACTOSIIEMY HW300PETEHHIO BKIIFOYAIOT BBEJACHHE CPEICTBA,
Bo3nercTByromero Ha LAG-3, B [03€, COCTABIIOMICH NPHOHM3HUTEIBHO 1 MI/KT,
MPHONHM3UTEIIEHO 3 MI/KT, TPHOMU3HTENBHO 10 MI/KT, TPUOMUZHUTENHHO 12 MI/KT,

MPHONMHU3UTEITEHO 15 MT/KT, TpHOIM3HTEIHHO 20 MT/KT HITH IPHOTH3UTEIIBHO 25 MI/KT.

[00571] B BapmaHTax OCyIECTBIECHHS CPEACTBO, Bo3aehcTByromee Ha LAG-3,
BBOJAT B TOCTOSHHOW [103€, COCTaBILIIOMEH He Ooyee yeM mpuOmmsuteapHo 1000 mr,
npuomu3uTembHo 1200 mr, mpubmusutensHo 1500 mr, mpuOmusuTenpHO 1800 M,
npuom3uTebHo 2100 Mr, mpuOmmsutensHo 2200 Mr wim npuOmmsurensHo 2500 mr. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBICHHUS CPEACTBO, BozaeWcTByromee Ha LAG-3, BBOIAT B
MOCTOSSHHOW ~ 7103€, COCTAaBIMIOmMEW He Oonee dYemM mpuOmmsurensao 1000 mr,
npuom3uTenbHo 1200 mr, mpuOmu3uTensHo 1500 Mr. B BapmaHTax ocCymiec TBIEHUS
cpenctBo, Bo3zaekcTByromee Ha LAG-3, BBOAAT B TMOCTOSTHHOM [103€, COCTaBIIAIOMICH
mpuOMM3uUTeTbHO 20 MT, TIOCTOSTHHOW J03bI, COCTAaBJSAIONICH TPHOMU3UTENHHO 80 MT,
MOCTOSTHHOW J03BI, COCTaBJSIONEd TNpuOmM3uTenbHO 240 Mr, mpuOmM3uTeTsHO 720 MT,
npuommsutTembHo 900 mr, mpuOm3uTenbHO 1000 Mr,  TpHOTM3HTENHHO 1500 Mt
npuomsuTensHo 1800 mMr, mpubmuszutensHo 2100 Mr, mpuOmm3uTensHO 2200 MT WM

npuonu3uTenbHo 2500 Mr. B BapmaHTax OCyIIECTBIEHHS CPEIACTBO, BO3AEHCTBYIOIIEE HA



214
LAG-3, BBOIAT B MOCTOSTHHOM /103€, COCTaBJIsFOmeH mpudmusnutenbao 20 mr. B BapuanTax
OCYHIECTBICHUSA CPEACTBO, Bo3aciicTByromee Ha LAG-3, BBOOAT B TOCTOSHHOW J03€,
cocTaBisarome mpuOmusuTenbHo 80 mr. B BapWaHTax OCYMIECTBIIEHHS CPEICTBO,
BozzaeHcTByromee Ha LAG-3, BBOZAT B MOCTOSTHHOM /103€, COCTABIIAIOIIEH PUOIU3UTENBHO
240 mr. B BapuaHTax OCYIIECTBIEHHUs CPEACTBO, Bo3neucTByromee Ha LAG-3, BBOIAT B
MOCTOSTHHOM J103€, COCTABIIAIONIEH puOu3uTenbHo 720 mr. B BapuanTax ocymiec TBICHUS
cpenctBo, BozaeHcTByromee Ha LAG-3, BBOAAT B MOCTOSIHHOM [103€, COCTaBIIAIOLICH
npuommu3uTennbHo 900 Mr. B BapuaHTax OCYIIECTBIIEHHS CPEICTBO, BO3JAEHCTBYIOIIEE HA
LAG-3, BBOAAT B TOCTOSTHHOM J103€, COCTaBIsronIeH npuomsutensHo 1000 mr. B BapuanTax
OCYHIECTBICHUA CPeACTBO, Bo3aciicTByromee Ha LAG-3, BBOAAT B MOCTOAHHOM J103€,
cocTaBisaromed npuOmmsurensHo 1500 Mr. B BapmaHTax OCYIIECTBIEHHS CPEACTBO,
Bo3zcHcTByroIee Ha LAG-3, BBOJIT B MMOCTOSTHHOM /103€, COCTABJIAIOIIEH PUOTU3UTETHHO
1800 Mr. B BapuaHTax OCyIIECTBIEHHs CPEACTBO, Bo3acHcTByromee Ha LAG-3, BBOAAT B
MOCTOSTHHOM J103€, COCTaBIIroNIeH mpuoOmu3uTeapHo 2100 mr. B BapraHTax OCyIECTBICHUS
cpenctso, Bo3zaeucTByromee Ha LAG-3, BBOOAT B TOCTOSSHHOM J03€, COCTAaBIIAIOLICH
npuOM3uTebHo 2200 M. B BapmaHTax OCyIIECTBICHHS CPEIACTBO, BO3ICHCTBYIOIIEE HA
LAG-3, BBOAAT B TOCTOSTHHOM J103€, COCTABIIAIONICH NpuOmu3uTebHo 2500 Mr. B BapranTax
OCYIIECTBJICHUS CPEACTBO, Bo3mercTByromee Ha LAG-3, BBOOAT B 03¢ MPUOIH3HTEIBHO
3 Mr/kr, IPUOIU3UTETFHO 10 MI/KT, TPUOTU3UTEIBHO 12 MI/KT, TPUOM3UTETBHO 15 MI/KT,
npuOTU3HTETFHO 20 MT/KT WM TPUONMH3UTENbHO 25 Mr/Kr. B BapmaHTax ocymniecTBICHHUS
cpenctso, BozaencTByromee Ha LAG-3, BBOAAT CyOBekTy 0auH pa3 B Hexemo (Q1W), ogun
pa3 B ase Heaemu (Q2W), oqud pa3 B Tpu Hexenu (Q3W), oxun pas B uetsipe Heaemn (Q4W),
oJuH pa3 B maATh Heaenb (Q5SW), oauH pa3 B mecth Heaenb (Q6W), ouH pa3 B ceMb HEEb
(Q7W) unm omuH pa3 B BoceMb Heaenb (Q8W). B BapuaHTax OCyImecTBICHHUS CPEICTBO,
BozzaeicTByromee Ha LAG-3, BBomaT cyOBekTy 0ouH pa3 B Ase Heaenu (Q2W). B BapuanTax
OCYIIECTBICHUA CPEeACTBO, Bo3AciicTByromee Ha LAG-3, BBOAAT B TOCTOSHHOM J03€,
cocTaBIAOmEN npuOTU3uTebHO 240 Mr, TPUOTM3UTENHEHO 720 MT, TPHUONH3UTEITHHO
900 mr, mpuoI3uTenTsHO 1000 MT HiTM puOIH3UTENBHO 1500 MT, CYyOBEKTY OJIUH Pa3 B JBE
veaenu (Q2W). B BapmaHTax OCyHIeCTBIIEHHS CPEACTBO, Bo3aekcTByromee Ha LAG-3,
BBOJSAT B J03€, COCTABJSIIOMEH NPHOIU3UTEIBHO 3 MI/KT, NpUOMmM3uTeapHO 10 MT/KT,
MPHONMH3UTENTBHO 12 MT/KT, IPUONMH3UTENTBHO 15 MT/KT, CYOBEKTY OJWH pa3 B JBE HEACIH

(Q2W). B BapmaHTax OCYHIECTBIEHHS CPEJICTBO, Bo3aewcTByromee Ha LAG-3, BBOIAT
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cyobekTy omuH pa3 B Tpu Hemaemu (Q3W). B HEKOTOpHIX BapHaHTAaX OCYINECTBIICHUS
cpenctBo, Bo3aekcTByromee Ha LAG-3, BBOAAT B MOCTOSTHHOM [103€, COCTaBIIAIOMICH
npuonmmu3utTenbHo 720 mr,  mpuOmmsuTenbHo 900 Mr,  mpuOmM3HTenpHO 1000 Mt
npuomzutensHo 1500 mr, mpubOnusurensro 1800 mr, mpuOmM3HTENHEHO 2100 MT,
npuom3uTensHO 2200 Mr wim npudm3uTenbHO 2500 MT, CyOBEKTY OMH pa3 B TPU HEJAETH
(Q3W). B BapuaHTax oCymiecTBIECHHUS CPEACTBO, Bo3AckcTByomee Ha LAG-3, BBOISAT B 1103¢€,
cocTaBiAromed npuomu3uTenbHo 10 MI/Kr, MpUOMH3UTENBHO 12 MI/KT, TMPUOTU3UTEIHHO
15 mr/kr, mpuOnu3nuTenbHO 20 MT/KT WM TIPHOIU3UTENIBHO 25 MI/KT, CyOBEKTY OAUH pa3 B
pu Heaenu (Q3W). B BapuaHTax OCyIECTBICHHS CPEACTBO, HarpaBieHHoe MpoTtuB LAG-3,
npeacTasiaseT cooou momunentun, conepkamuit CDR-H1, onpenenennyro mox SEQ ID NO:
5; CDR-H2, onpenenennyro noa SEQ ID NO: 6; CDR-H3, onpeaenennyro nog SEQ ID NO:
7, CDR-L1, onpeaenennyro nox SEQ ID NO: 8; CDR-L2, onpeaenennyro nog SEQ ID NO:
9; u CDR-L3, onpenenennyro nmox SEQ ID NO: 10. B BapuanTax ocymecTBIeHHs CPEACTBO,
HanpaBieHHoe mpotuB LAG-3, mnpeacraBiaser CcoOOW TOJNHINENTHI, COACPIKAIIHN
AMUHOKHCJIOTHYIO ~ TIOCIIEIOBATEIBHOCT  BAapHAOETBbHOM 00NAcTH  TOKENOM e,
xapaktepusyronryrocsa mo menpmei Mmepe 80%, 85%, 90%, 95% unu 98% uaeHTHUYHOCTHIO
nocneaoBarenbHocTd ¢ SEQ ID NO: 3; W aMUHOKHUCIOTHYHO TOCIIEI0BATEIbHOCTh
BapHaOeTbHOM 00JIACTH JIETKOH IIETH, XapaKTePHU3YIOIMyocs mo MeHbmeH Mepe 80%, 85%,
90%, 95% unu 98% unenTHuHOCTHIO MocTeaoBaTeabHOCTH ¢ SEQ ID NO: 4. B Bapuanrax
OCYINECTBJICHUS CPEJACTBO, HampaBjieHHoe npotuB LAG-3, mnpeacTtaBmser coOOU
MOJMIIENITH, COACPKAIMKA TOMHUIECNTHAHYIO TOCIETOBATEIbHOCTh TKEIOH — IIETIH,
XapakTepu3yroInyrocsa mo MeHbiiei mepe 80%, 85%, 90%, 95% unu 98% UAECHTUUHOCTHIO
nocnenoBateabHocTH ¢ SEQ ID NO: 1 mwmu SEQ ID NO: 21; W moaunentTugHyro
MOCIIEI0BATEIPHOCTh JIETKOU LIETH, XapaKTEPHU3YIOIyocs mo MeHbined mepe 80%, 85%,
90%, 95% wnmu 98% wmaentruHOCTHIO TIocTeaoBaTembHOCTH ¢ SEQ ID NO: 2 umu SEQ ID
NO: 22. B BapuaHTax OCYIIECTBIIEHUS CPEACTBO, HampasieHHOe npoTtuB LAG-3,

npeacrasisier cooorr TSR-033.

[00572] B BapmaHTax OCYINECTBIIEHHA CPEACTBO, BO3AcHcTByromee Ha PD-1
(mammpumep, ces3piBaronee PD-1 cpenctBo, Takoe kak TSR-042), BBOAAT B TOCTOSHHOM /103€,
coctapnstomed npuoOmu3uTenbHo 500 MT, W CpeacTBo, Bo3aeWcTByIOmee Ha TIM-3
(mampumep, cBssbBatromee TIM-3 cpeactBo, Takoe kak TSR-022), BBOAAT B MOCTOSHHOU

703€, COCTABISIOMEN MpuOH3uTebHO 300 MT.
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[00573] B BapmaHTax OCyIIECTBIIEHHS CITOCOO BKIIFOYAET BBEICHUE CPEACTBA,
Bo3nercTRyomero Ha PD-1 (manpumep, cessbBaromero PD-1 cpemctsa, Takoro xkak TSR-
042), B HaYaTbHOM TMOCTOSTHHOW JI03€, COCTABIIONICH mMpuOmmM3uTebHO 500 MT; Cpe/cTBa,
Bo3nercTRyroMIero Ha TIM-3 (Hanpumep, cBsa3biBarotnero TIM-3 cpenctsa, Takoro kak TSR-
022), BBOZUMOTO B HAYAJIbHOW TIOCTOSTHHOM JT03€, COCTABILIIOMEN TPHOTU3UTENBHO 300 MT;
U cpeacTBa, Bo3aencTeyroniero Ha LAG-3, BBOAUMOTo B MOCTOAHHOM J03€, COCTABIAIOIIEH
npubnu3uTennbHO 20 Mr, mpuOIM3UTeNsHO 80 MT, MpuOIM3UTENBbHO 240 MT, TPUOTUZUTENBHO
500 mr, mpuOmuzutTensHo 720 mr, mpudmuzurenbHo 900 mr, mpuOmm3uTenbHO 1000 M,
npuonmusutensHo 1200 mr, mpubnusurensHo 1500 mr, mpuOmmsuTensHO 1800 M,
npuonmu3utTenbHo 2100 Mr, mpubmusutensHo 2200 Mr wim npuOmmsutensHo 2500 mr. B
BapUaHTaxX OCYIIECCTBIEHUS CPEACTBO, Bo3aeucTByroniee Ha LAG-3, BBOAAT B MOCTOSHHOM
703€, COCTABILIIOMEH TPUOIM3UTEIbHO 20 Mr, TIOCTOSHHOW [103€, COCTABJISIOMICH
NpUOTU3HUTENTFHO 80 MT, MOCTOSHHOW J103€, COCTABILIIONICH NMPUOIM3HTENBHO 240 MT, WiH
MOCTOSTHHOM J103€, COCTABIIIOMEH npuOu3uTebHo 720 Mr. B BapraHTax ocymiec TBICHHS
cpenctso, Bo3zaeucTByromee Ha LAG-3, BBOOAT B TOCTOSSHHOM J03€, COCTAaBIIAIOLICH
npuomM3uTebHo 240 mr,  mpuOmusutenmbHo 500 Mr,  mpuOmmM3UTETPHO 720 MT,
npuom3uTeibHo 900 Mr wim mpuOnu3uTensHo 1000 Mr. B BapmaHTax oCyIIeCTBICHHS
BBEJCHHE KaKJIOT0 U3 CPECTBA, BOo3AcHCTBYIOmEro Ha PD-1, cpencTBa, BO3AEHCTBYIOMIETO
Ha TIM-3 u cpenctra, Bo3aeicTByromero Ha LAG-3, ocyIecTBISIOT OUH Pa3 B TP HEACTH
(Q3W). B BapuaHTax OCYHIECTBJCHHUS CPEICTBO, HampaBieHHOoe mpotuB LAG-3,
nmpeacTaBisieT coook moymmnenTtua, conepskanuiit CDR-H1, onpeaenennyro moa SEQ ID NO:
5; CDR-H2, onpeaenennyro noa SEQ ID NO: 6; CDR-H3, onpenenennyio nmoa SEQ ID NO:
7, CDR-L1, onpenenennyto nog SEQ ID NO: 8; CDR-L2, onpeaenennyro nog SEQ ID NO:
9; u CDR-L3, onpeaenennyro moa SEQ ID NO: 10. B BapuanTax oCymiecTBICHUS CPEICTBO,
HanpaBiieHHoe TipotuB L AG-3, mpeacraBmsier COOOW TIONHIIECNTHA, COJEPKAIIUAN
AMHHOKUCJIOTHYIO  TIOCIIEOBATENIBHOCTh  BapuHaOENbHOM  OOJAacTH  TSHKEIION  IICTIH,
xapaktepusyronryrocsa no menpimei mepe 80%, 85%, 90%, 95% unu 98% uaeHTHUHOCTHIO
nocneaoBarenbHocTd ¢ SEQ ID NO: 3; m aMHHOKHCIOTHYH MOCJEI0BATEIBHOCTD
BapuaOeTbHOW OOJIACTH JIETKOM IIETH, XapaKTePU3YIOIyrocs mo MeHbimed mepe 80%, 85%,
90%, 95% unu 98% unenTHuHOCTHIO MocheaoBaTeabHOCTH ¢ SEQ ID NO: 4. B Bapuanrax
OCYIIECTBJICHUS CPEJACTBO, HampaBiieHHoe mnipotB LAG-3, mnpeactaBmser coOOH

TIOJIMIICTITU A, coz[epn(aumﬁ OOJIUIICTITHAHYO  MTOCICTOBATCIIBHOCTD TSDKEJION IICIIN,
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xapaktepusyronryroca no menpmei mepe 80%, 85%, 90%, 95% unu 98% uaeHTHUHOCTHIO
nocnenoBateabHocTH ¢ SEQ ID NO: 1 wmu SEQ ID NO: 21; U noaunentugHyro
MOCJIEA0BATEIPHOCTh JIETKOW LIETIH, XapaKTEPU3YIOIIyIocad Mo MeHbined Mmepe 80%, 85%,
90%, 95% wumu 98% wmaeHTHYHOCTHIO TIociiemoBatembHOCTH ¢ SEQ ID NO: 2 mym SEQ 1D
NO: 22. B BapuaHTax OCYIIECTBIEHUS CPEACTBO, HampasieHHOe npotuB LAG-3,

npeactassietr cooort TSR-033.

[00574] Takue TpoiiHbIE KOMOMHHUPOBAHHBIE CPEACTBA TEPANMA MOKHO
NPUMEHATD AJIA JIEYEHUS TFOOOTO U3 HAPYIIEHUH, KOTOPhIE YYBCTBUTENbHBI K TOAABICHHUIO
LAG-3 (mampumep, ONMUCAHHBIX B HACTOSINEM JO0KymeHTe). Hampumep, 3Tu TpolHBIE
KOMOWHHPOBAHHBIE CPEACTBA TEPANMHM MOKHO TMPHUMEHATh Ui JIEYCHHS MAILUEHTOB, Y
KOTOPBIX HMEETCS pakK, TakoH Kak B-kpynmHokneTouyHas mnuM@oma, TUMOMA, OCTPBIN
MUEJIOMIHBIN JIEUKO3, OIyXOJIb SIMYKA, aJCHOKAPIUHOMA JIETKOTO, HEMEIKOKIETOYHBIN PaK
JIETKOTO, CBETJIOKIECTOYHBIM paK MOYKH, PAK MOJIOYHOM JKEJIE3bl, TPHK/bI HETAaTUBHBIM pak
monouHo# xerne3bl (TNBC), pak MOJIOYHOM Kelle3bl, OTIIMYHBIA OT TPHKIABI HETATUBHOTO
(ormuunsii or TNBC), pak skemynka, TUIOCKOKIETOYHBIM pak JErkOoro, Me30TeIMoMa, pak
MOJUKEITYJOYHOM JKEJIE3bl, paK IIEMKH MAaTKH, paK TOJOBbl W INEH, MEIAHOMA,
renaTole/UIIOsIPHas KaplHUHOMa, PAaK HOCOTJIOTKH, PaK THINEBOJA, aJCHOKAPILMHOMA
TOJICTOM KMIIKH, KOJTOPEKTAIBHBIN PaK, KAPLUMHOMY IPSIMOW KHUIIKH, XOJAHTHOKApPLIMHOMA,
paK SHAOMETPHUS MATKH, CAPKOMA, PAK MOYEBOTO ITy3bIps, KAPLIMHOMY IIUTOBHIHOM JKEIE3BI,
MANMHUIIPHBINA PaK TTOYKH, MYyJTbTH(GOPMHAA TTHOOTACTOMA, PAK TMEYEHH, KapIIHHOCAPKOMA
MaTke, (eoxpomonmromMa, BeICOKOAU(DEPCHIMPOBAHHAS  TIIHOMA, XPOMO(OOHBIN

MOYEYHOKJIETOYHBIN PaK, paK HAATIOYCYHHKA UJTH YBEATbHAS MEJTAHOMA.
Hneubumopoi PARP.

[00575] B BapuaHTax OCYINECTBICHHA AOMOJHHUTEIBHOE CPEACTBO TEpAIUH

npeacTasisgeT coooi naruouTOp MoNu(A J1dD-pudosza)monmmmepassl (PARP).

[00576] B BapmanTax ocymectsieHus HHrHOuTOop PARP marnoupyer PARP-1
w/umn PARP-2. B HEeKOTOpPBIX BapHaHTaX OCYINECTBIICHUS CPEJACTBO IMPEICTABISIET COOOH
MaJTyI0 MOJIEKYIy, HYKJICHHOBYIO KHCJIOTY, TIONUIIENTH I, (HAIPUMED, aHTHUTENO), YTIIEBOJ,
JMOUI, METAJI WIM TOKCUH. B pPOJCTBEHHBIX BapHAaHTAaX OCYLIECTBIIEHUS CPEACTBO
npeacrasisetr cooorr ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722, DR
2313, E7016, E7449, ¢ny3zomapud (SHR 3162), IMP 4297, INO1001, JPI 289, JPI 547,
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KOHBIOTAT MOHOKJIOHaTbHOE aHTUTEN0 B3-LysPE40, MP 124, aupamapu6 (ZEJULA) (MK-
4827), NU 1025, NU 1064, NU 1076, NU1085, omamapu6 (AZD2281), ONO2231, PD
128763, R 503, R554, pykanapu6 (RUBRACA) (AG-014699, PF-01367338), SBP 101, SC
101914, cummumapu0O, tamazomapud (BMN-673), semumapu6 (ABT-888), WW 46, 2-(4-
(Tpudropmerun)penun)-7,8-muruapo-SH-truomupano[4,3-dmupumuguna-4-om U ero conu
WIA TIPOU3BOAHBIE. B HEKOTOPBIX CBA3aHHBIX BAPUAHTAX OCYIIECTBICHUSA CPEACTBO
MPEACTABIsIET COOOM HUpanapuO, ojanapuo, pykanapuoO, Tamazonapuo, BEIHMAPHO WUITH UX
CONM WIM TPOU3BOAHBIE. B OmNpeJeneHHBIX BapuUaHTAaX OCYIIECTBIECHUS CPEACTBO
MpeACTaBIAECT COO0H HUpAanapuO WM €ro CONb WM MPOU3BOJHOE. B HEKOTOPBIX BapHaHTax
OCYIIECTBICHUS CPEACTBO MPEACTABIAET COOOM ONanapHuO MM €T0 COJb WM MPOU3BOIHOE.
B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS CPEACTBO MPEICTABIIET COOOM pyKanapuo HiTH €T0
COJIb WJIM MIPOU3BOJHOE. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO MPEJICTABIIAET
cOOOH Tanma3zomapud WM €ro Ccolb WIA TPOU3BOJHOE. B HEKOTOPBIX BapHaHTaxX

OCYIIECTBIICHHS CPEACTBO MPEACTABISET COOON BENMITAPHO UITH €TI0 COJIb WITH TPOU3BOITHOE.

[00577] Hupamapwuo, (35)-3-[4-{7-(amunOKapOOHMT)-2H-HHIa3071-2-
W} pEeHUI [MINepUANH, TPEACTABIAET COOOHW JOCTYIHBIA TIPH TEPOPATBHOM TIPUEME
CHITbHBIH HHTHONTOP nonu(aaeHo3uHaupochar| ADP]-pudosza)momamepassr (PARP)-1 u -2.
Cm. WO 2008/084261 (omyOnmukoBanuyto 17 wuroms 2008 roma), WO 2009/087381
(omyOmukoBanHyto 16 mrons 2009 roma) u PCT/US17/40039 (momannyro 29 wrons 2017
roa), KaKaas U3 KOTOPHIX BKITFOUCHA B HACTOSATIHH JJOKYMEHT IMTOCPEACTBOM CCHIIIKH BO BCEH
nomHoTe. Hupamapu® wmokeT OBITh TMONYYeH B COOTBETCTBHH CO CXeMoH 1 W3

WO 2008/084261.

[00578] B HEKOTOpHIX BapHaHTaX OCYHICCTBICHHSA HHpAMapud MOKET OBITh
NoJy4yeH B BUJE (apMaleBTHUECKH npuemieMoi conu. CrenmanucTy B JaHHOM oOnmacTu
TEXHUKA OyAeT TOHATHO, 4YTO Takue (OPMBI COJMM MOTYT CYIIECTBOBATH B BHJE
COTbBATHPOBAHHBIX WIIA THAPATHPOBAHHBIX MOTUMOPQHBIX popM. B HEKOTOPBIX BapuaHTax

OCYIHECTBIICHHS HUPAMTAPHO TOIyYeH B OPME THApaTa.

[00579] B onpeneneHHBIX BapuaHTaX OCYNICCTBIICHHS HHpamapuO TMOTYYEH B
dhopMe TO3HIATHOM COTH. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHUS HUPAMApHO MOTyYEeH B
¢dopme MOHOTHApPATA TO3WIaTa. MONEKyIApHAs CTPYKTypa MOHOTHAPATHOM COJM TO3HIIATA

HUpanapuoOa MmokKa3aHa HIDKe:
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[00580] Hupanapu6 sBrsieTcsi CUIIbHBIM M CEeKTHBHBIM HHIHOUTOpOM PARP-1

u PARP-2 ¢ konuenTpammeis, odecneunsaronieit 50% mnomasnenue ot koHTPoJs (ICso) = 3,8
n 2,1 HM COOTBETCTBEHHO, Y ET0 CEIEKTUBHOCTH ABJISIETCA B 110 MeHbIeH Mepe 100 pas3 Bbie
MO CPaBHEHMIO C APYruMH mpeactasurensimu cemenictBa PARP. Hupanapu® momasnser
akTuBHOCTh PARP, ctumynupoBannyro B pesynbrate nospexacHus JIHK, BeizBaHHOTO
100aBICHUEM NIEPEKUCH BOJOPO/IA, B PA3IMUYHBIX THHUAX KIIETOK mpH [Cso U KOHIIEHTpaIwH,
obecnieunBaro e 90% mnoxasnenue ot KOHTPOI (ICo0), coCTaBNAIOIUMU TIPUOTH3UTEITHHO

4 1 50 HM cOOTBETCTBEHHO.

[00581] B BapmaHTax OCYIIECTBIEHHS HHpamapuO BBOJIT B  J03€,
SKBUBAJICHTHOW MpUOM3UTeNbHO 100 MT CBOOOIHOTO OCHOBaHUS HUpamapuda (Hampumep,
(apmMaLeBTHYECKH TPUEMIIEMYIO COJIb HHpamapuda, Takyl0 KaK MOHOTHApAT TO3WJIaTa
HUpamapuoOa, BBOMAT B J03€, JKBHUBAJICHTHOW mpHOMM3UTENbHO 100 MT CBOOOIHOTO
OCHOBaHWS HHpamapu6Oa). B BapumaHTax OCYIIECTBIICHHWS HHUpANapuO BBOIAT B JI03€,
SKBHUBAJICHTHOW MPUOIM3UTEeTbHO 200 MI CBOOOHOTO OCHOBAHHUS HHUpanapuOa (Hampumep,
(hapMaIeBTHYECKH TIPUEMIIEMYIO COJIb HHpamapuOa, TaKyl0 KaK MOHOTHApAT TO3WJIaTa
HUpamapuOa, BBOMAT B J03€, JSKBHUBAJICHTHOW mpHOmMm3uTenbHO 200 MT CBOOOIHOTO
OCHOBaHWS HHpamapu6Oa). B BapmaHTax OCymEecTBIEHHS HHpamapud BBOIAT B J03€,
SKBUBAJICHTHOW TTPUOTH3UTENHHO 300 MT CBOOOTHOTO OCHOBAHHS HHpamapuOa (Hampumep,
(hapMaIIeBTHYECKH TIPUEMIIEMYIO COJIb HHpamapuOa, TaKyl0 KaK MOHOTHAPAT TO3WJIaTa
HUpamapuOa, BBOMAT B J03€, JSKBUBAJICHTHOW mpuOmm3uTenbHo 300 Mr CcBOOOTHOTO

OCHOBAHUs HUparapuoa).
N3ae1ust NpoMbILILIIEHHOT0 POU3BOACTBA.

[00582] B oxgHOM acmiekTe HACTOAMETO W300PETEHUS MPETYCMOTPEHO H3/IEIHE
MPOMBIIIUIEHHOIO IIPOMU3BOACTBA, COAEPIKAIEEe MAaTEepHallbl, NMPUMEHUMBIE JUIA JICYCHU,
MPEAYNPEKACHAS W/WIW JUATHOCTHKHA HAPYINIEHWH, ONMUCAHHBIX BbImie. l3menwme
MPOMBIIIJIEHHOTO MPOU3BOACTBA MOKET COAEPKATh KOHTEUHEDP M STUKETKY WJIW BKJIAJbIII B

YIIAKOBKY Ha KOHTEUHEPE WIIH CBA3aHHBIN ¢ KOHTEHHEPOM. [loaxoadmue KOHTEHHEPBI MOTY T
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BKIIIOYATh, HATIPUMEP, OYTHUIKH, (PITAKOHBI, IITPHIBI, TMakeThl Ja [V pacTBOpoB | T. 1.
KontefiHepsl MOTYT OBITHh U3TOTOBIIEHBI U3 PA3IMYHBIX MATEPHAIIOB, TAKMX KaK CTEKJIO WJIH
mracTiuk. KoHTelHep MOKeT coaep:kaTh KOMITO3HIIMIO, KOTOpas caMa 1Mo ceOe WM B
KOMOWHAIMH C APYyroM KOMMO3HLMeH >pQeKTHBHA I IEUSHHs, PEIYTPEKICHAS W/ HITH
JUATHOCTHKHU COCTOSTHUSI U MOKET UMETh CTEPUIIBHOE OTBEPCTHE UIA AOCTyNa (HAIpPUMED,
KOHTEHHEP MOKET MPEACTABIATH COOOH MAaKET /ISl BHYTPUBEHHOTO PACTBOPA WM (hIIAKOH C
MPOOKOH, TIPOKAIBIBAEMON C TIOMOIINBIO HIIIBI JUIS TOAKOKHBIX MHBEKIMH). [1o MeHbIIeH
Mepe OJHO aKTUBHOE CPEICTBO B KOMIIO3HIIMHM MOXKET MPEACTABIATH COOOW AHTUTENO IO
HACTOAIEMY M300PETEHHIO. DTUKETKA MM BKJIAJBII B YIAKOBKY MOTYT yKa3bIBaTh Ha TO,
YTO KOMIIO3HULIMA UCTIONB3YETCS JUIA JI€UEHH BBIOPAHHOTO cocTosiHUA. Kpome Toro, uzenue
MPOMBIIIEHHOTO MPOU3BOACTBA MOJKET COJIEPKATh () IEPBBIA KOHTEHHEP C COJlepKaIencs
B HEM KOMITO3ULIUEH, T/I€ KOMITO3UIMSA CONEPIKUT AHTHTEIIO TI0 HACTOSIMEMY H300PETEHHUIO;
1 (b) BTOPO¥ KOHTEHHEP C COAEPIKAIICHCS B HEM KOMIIO3HIIHEH, T¢ KOMITO3UIIHS COIEPIKUAT
JONOJHUTENIbHOE LIUMTOTOKCHYECKOE HIIM HMHOE TepaneBTU4ecKkoe cpenactso. Wspenue
MPOMBIIIICHHOTO TPOM3BOJACTBA B 3TOM BapHaHTE OCYIIECTBICHHMA HACTOSIIETO
HU300PETEHHUS MOJKET JOTIOJTHUTEIHPHO COACPIKATH BKJIAIBIII B YIIAKOBKY, YKa3bIBAIOIIUH, YTO
JaHHBIC KOMIIO3WIIMM MOJKHO MCIIONIb30BATh JUIA JICUYCHHA KOHKPETHOTO COCTOSHHS.
ANBTEPHATHBHO WA JOTOJIHUTEIBHO, W3EIHE TMPOMBIIUICHHOTO TPOU3BOACTBA MOMKET
JOTOJTHATEIIEHO ~ COJEP’KaTh  BTOPOM (WM TPEeTHH) KOHTCHHEpP, COMAEPKaImuid
(dapManieBTHUECKH TpUeMIIeMbli Oydep, TakoH Kak OakTepHOocTaTHYecKas BOAA IS
nabekmmi (BWFI), dbocdarao-OydepHbiii coneBoi pacTBop, pactBop PuHrepa u pactsop
naekcTpo3bl. Kpome TOro, OH MOKET BKIIOYATh JAPYTHE MATEPHabl, HEOOXOIUMBIE C
KOMMEPUYECKOH H TIOJTh30BATEIHCKOM TOUEK 3PEHUS, BKIIFOYast Apyrue Oydepsr, pasdoaBuTeny,

(OUITB TPBI, UTITBI U IITPHILIBI.

[00583] B Hacrosmiem W300pEeTECHHH TAaKXKE TPETYCMOTPEHBI BBIJACIICHHBIC
MOCIIEA0BATEIPHOCTH HYKIIEHHOBOW KUCIIOTHI, KOJAUPYIOINUE MOTUIIENITHABI U1 CPEACTB Ha
ocHOBe aHTHTeNna K LAG-3 U uX KOMIIOHEHTOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
HYKJIEMHOBas KUCJIOTA KOJAUPYET CpPeAcTBO Ha ocHoBe aHTutena k LAG-3 wumm ero
KOMITOHEHT. B HEKOTOPBIX BapHaHTaX OCYINECTBICHHA HYKICHHOBAs KHCIIOTa KOIUPYET
TSHKEIYIO LETIh W/WITH JIETKYIO LETh CPeIcTBa Ha ocHOBe aHTHTENa K LAG-3. B HekoTophix
BAPHUAHTAX OCYINECTBIICHUS HYKJICHHOBAS KUCIIOTA KOJUPYET MOMUIIENTH TSHKETION LIETH U3

SEQ ID NO:1 unu 21. B HEKOTOpPBIX BapuUaHTaX OCYILIECTBIECHUS HYKIECHHOBas KUCIOTa
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koaupyeT noymnentun Jierkod tenu u3 SEQ ID NO:2 umu 22. B HEeKOTOPBIX BapHaHTaxX
OCYIIECTBICHUS HYKIIEMHOBASI KUCJIOTA KOJHUPYET BAPHAOCTBHBIN JOMEH TSKEJIOW IEeTH W3
SEQ ID NO:3. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA HYKIEHHOBAsA KUCJIOTA KOJAUPYET
BapuabenpHbiii gomMeH Jerkor mermd w3 SEQ ID NO:4. B HekoTOphIX BapHaHTax
OCYIIECTBJICHUS HYKJICHHOBAsSA KHUCJIOTAa KOIHUPYET BapHAOEITbHBIA TOMEH TSDKEIION IIETH,
KOTOPBIN conepkuT 1, 2 wmu 3 mocneaoBarenpHocTH CDR, BBIOpanusie u3 SEQ ID NO: 5-7.
B HexkoTOpBIX BapuaHTaX OCYIIECTBICHHS HYKJICHHOBAs KHCIIOTa KOJUPYET BapHAOEITbHBIN
JOMEH TSDKEJIOW Uenu, KOTopbi coaepxkut 1, 2 wmm 3 mocnegosBatenbHOcTH CDR,

BeiOpanHbie u3 SEQ ID NO: 8-10.
NEPEYEHHb TOCJEAOBATEJIbHOCTEN

[00584] SEQ ID NO: 1 - [TIlonmHopa3mepHas  aMUHOKHCIIOTHAs

MOCJIEI0BATEIBHOCTD TSKEJIOM LIETTH ¢ CHTHAJIbHOM IOCIIEI0BATEILHOCTHIO. Hoz[qepKHyTa;{,

HE BBIJIEJICHHAS JKHPHBIM HIPUPTOM IMOCIETOBATENFHOCTh HACHTH(PHIUPYET CHUTHATBHYIO
MOCIIEIOBATEIBHOCTD, BBIJENIEHHAS KYPCHBOM TIOCIIEIOBATEIBHOCT HMACHTH(PHUIMpPYET
koHcTaHTHBIN oMeH HC y4 IgG, mpuyem cTaOMIM3Upyomas MyTalus ¢ 3aMEHOHM CepruHa Ha
NPOJIMH ~ TOKA3aHa  KUPHBIM MPHUPTOM O€3 TOAYEPKUBAHHA, 3AIITPUXOBAHHAS
MOCIIEI0BATEIBHOCTh HACHTU(HUIMPYET MAPHUPHYIO 00JACTh, W CAWT TITHKO3UJIHMPOBAHUS

(N291) BbIAEIEH JKUPHBIM IIPH(PTOM U TTOTICPKABAHHEM.

MDWTWRILFLVAAATGAHSEVQLVQSGAEVKKPGATVKISCKASGFSIKDD
YIHWVQQAPGKGLEWMGWIDAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSL
RSEDTAVYYCTYAFGGYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVK
DYFPEPVIVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSN
TKVDKRVESKYGPPCPPCPAPEFLGGPSVELFPPKPKDTLMISRTPEVICVVVDVSQEDP
EVOENWYVDGVEVHNAKTKPREEQENSTYRVVSVLTVLHQODWLNGKEYKCKVSNKGLP
SSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGEFYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFESCSVMHEALANHYTQKSLSLSLGK

[00585] SEQ ID NO: 2 - [TIlonmHopa3mepHas  aMHUHOKHCIIOTHAs

MOCIEAOBATENBHOCTD JIETKOM LENMU C CHTHAIbHOU MOCAEA0BATENbHOCTRIO. [ loguepkHyTas, He

BBIACIICHHAA KUPHBIM IJ_IpI/I(i)TOM IIOCIICAOBATCIIBbHOCTD I/II[GHTI/I(bI/IL[I/IpyeT CUTHAITbHYIO
noCICaA0OBATCIIbHOCTD, a BBIJACICHHAA KYPCHUBOM MOCICAOBATCIbHOCTD I/II[GHTI/I(bI/II_[I/IpyeT

koHcTaHTHbIN AomeH LC IgG.
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MDMRVPAQLLGLLLLWILRGARCDIVMTQTPLSLSVTPGQPASISCRSSQSLV
HSDSNTYLHWYLQKPGQSPQLLIYLVSNRFSGVPDRFSGSGSGTDFTLKISRVEAED
VGVYFCGQSTHVPYAFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVOWEKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVIKSFNRGEC

[00586] SEQ ID NO: 3 - AMHHOKUCIOTHAs TIOCII€I0OBATEIIHHOCTh

BapuaOETbHOM 00JIACTH TSDKETIOH LIETTH

EVQLVQSGAEVKKPGATVKISCKASGFSIKDDYTHWVQQAPGKGLEWMGWI
DAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSLRSEDTAVYYCTYAFGGYWG
QGTTVTVSS

[00587] SEQ ID NO: 4 - AMUHOKUCIOTHas TIOCJI€IOBATEILHOCTD

BapHaOCITbHOM 00JIACTH JICTKOH LIETTH

DIVMTQTPLSLSVTPGQPASISCRSSQSLVHSDSNTYLHWYLQKPGQSPQLLIY
LVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCGQSTHVPYAFGGGTKVEI
K

[00588] ITox SEQ ID NO: 5-7 — AMuHOKHCIOTHBIE TTocaeA0BaTeIbHOCTH CDRI,

CDR2 u CDR3 Tsx€e10¥ LIEnH COOTBETCTBEHHO
SEQ ID NO: 5-DDYIH
SEQ ID NO: 6 - WIDAMNDDSQYSSKFQG

SEQ ID NO: 7 - AFGGY

[00589] ITonr SEQ ID NO: 8-10 — AMHHOKHCIIOTHBIE TIOCJIE€IOBATEILHOCTH

CDR1, CDR2 u CDR3 nerkoi Hemu COOTBETCTBEHHO
SEQ ID NO: 8 - RSSQSLVHSDSNTYLH
SEQ ID NO: 9 - LVSNRFS

SEQ ID NO: 10 - GQSTHVPYA

[00590] SEQ ID NO: 11 - [IlonHopa3mepHas  KOJupyromas

MOCIIEN0BATENBHOCTD TSHKEIIOH 1ieTH (0T 5° kK 3”) ¢ CHTHATBHOU IOCIIEIOBATETEHOCTERIO

ATGGACTGGACCTGGAGGATCCTCTTCTTGGTGGCAGCAGCCACAGGTGC
CCACTCCGAGGTGCAGCTGGTGCAGTCCGGCGCTGAGGTGAAGAAGCCTGGCG




223

CCACCGTGAAGATCTCCTGCAAGGCCTCCGGCTTCAGCATCAAGGACGACTACA
TCCACTGGGTGCAGCAGGCCCCCGGAAAAGGCCTGGAGTGGATGGGCTGGATC
GACGCCATGAACGACGACTCCCAGTACTCCAGCAAGTTCCAGGGCAGGGTGAC
AATCACCGTGGACACCTCCACCAACACCGCCTACATGAAGCTGTCCTCCCTGCG
GTCCGAGGATACCGCCGTGTACTACTGCACCTACGCCTTCGGCGGATACTGGGG
CCAGGGCACCACAGTGACCGTGTCCTCCGCTAGCACCAAGGGCCCATCCGTCTT
CCCCCTGGCGCCCTGCTCCAGGAGCACCTCCGAGAGCACAGCCGCCCTGGGCTG
CCTGGTCAAGGACTACTTCCCCGAACCGGTGACGGTGTCGTGGAACTCAGGCGC
CCTGACCAGCGGCGTGCACACCTTCCCGGCTGTCCTACAGTCCTCAGGACTCTA
CTCCCTCAGCAGCGTGGTGACCGTGCCCTCCAGCAGCTTGGGCACGAAGACCTA
CACCTGCAACGTAGATCACAAGCCCAGCAACACCAAGGTGGACAAGAGAGTTG
AGTCCAAATATGGTCCCCCATGCCCACCATGCCCAGCACCTGAGTTCCTGGGGG
GACCATCAGTCTTCCTGTTCCCCCCAAAACCCAAGGACACTCTCATGATCTCCC
GGACCCCTGAGGTCACGTGCGTGGTGGTGGACGTGAGCCAGGAAGACCCCGAG
GTCCAGTTCAACTGGTACGTGGATGGCGTGGAGGTGCATAATGCCAAGACAAA
GCCGCGGGAGGAGCAGTTCAACAGCACGTACCGTGTGGTCAGCGTCCTCACCGT
CCTGCACCAGGACTGGCTGAACGGCAAGGAGTACAAGTGCAAGGTCTCCAACA
AAGGCCTCCCGTCCTCCATCGAGAAAACCATCTCCAAAGCCAAAGGGCAGCCC
CGAGAGCCACAGGTGTACACCCTGCCCCCATCCCAGGAGGAGATGACCAAGAA
CCAGGTCAGCCTGACCTGCCTGGTCAAAGGCTTCTACCCCAGCGACATCGCCGT
GGAGTGGGAGAGCAATGGGCAGCCGGAGAACAACTACAAGACCACGCCTCCCG
TGCTGGACTCCGACGGCTCCTTCTTCCTCTACAGCAGGCTAACCGTGGACAAGA
GCAGGTGGCAGGAGGGGAATGTCTTCTCATGCTCCGTGATGCATGAGGCTCTGC
ACAACCACTACACACAGAAGAGCCTCTCCCTGTCTCTGGGTAAATGA

[00591] SEQ ID NO: 12 - [IlonHopa3mepHas  KOJUpYHOIIas

MOCTIETOBATETBHOCTD JIETKOU merH (0T 5° K 37) ¢ CUTHAIBHOW MOCTIETOBATENIEHOCTHIO

ATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTCCTGCTACTCTGGCT
CCGAGGTGCCAGATGTGACATCGTGATGACCCAGACACCCCTGTCCCTGTCCGT
GACACCTGGACAGCCCGCCTCCATCTCCTGCAGGTCCTCCCAGTCCCTGGTGCA
CTCCGACTCCAACACCTACCTCCACTGGTACCTGCAGAAGCCTGGCCAGTCCCC
CCAGCTGCTGATCTACCTGGTGTCCAACCGGTTCAGCGGCGTGCCTGACAGGTT
CAGCGGAAGCGGCTCCGGCACCGACTTCACCCTGAAGATCTCCAGGGTGGAGG
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CCGAGGATGTGGGCGTGTACTTCTGCGGCCAGTCCACCCACGTGCCCTATGCTT
TCGGCGGCGGCACCAAGGTGGAGATCAAGCGTACGGTGGCTGCACCATCTGTCT
TCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTG
CCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAG
GACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGA
GAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGT
CACAAAGAGCTTCAACAGGGGAGAGTGTTGA

[00592] SEQ ID NO: 13 — Kogupyromas nocjae10BaTeIbHOCTh BapHAOETbHON

obnactu TspKenou teru (o1 5” k 37)

GAGGTGCAGCTGGTGCAGTCCGGCGCTGAGGTGAAGAAGCCTGGCGCCA
CCGTGAAGATCTCCTGCAAGGCCTCCGGCTTCAGCATCAAGGACGACTACATCC
ACTGGGTGCAGCAGGCCCCCGGAAAAGGCCTGGAGTGGATGGGCTGGATCGAC
GCCATGAACGACGACTCCCAGTACTCCAGCAAGTTCCAGGGCAGGGTGACAAT
CACCGTGGACACCTCCACCAACACCGCCTACATGAAGCTGTCCTCCCTGCGGTC
CGAGGATACCGCCGTGTACTACTGCACCTACGCCTTCGGCGGATACTGGGGCCA
GGGCACCACAGTGACCGTGTCCTCC

[00593] SEQ ID NO: 14 — Kogupyromas mocjie10BaTeIbHOCTh BapHAOETbHOM

obmacTa jerkoH nerm (ot 5° k 37)

GACATCGTGATGACCCAGACACCCCTGTCCCTGTCCGTGACACCTGGACA
GCCCGCCTCCATCTCCTGCAGGTCCTCCCAGTCCCTGGTGCACTCCGACTCCAAC
ACCTACCTCCACTGGTACCTGCAGAAGCCTGGCCAGTCCCCCCAGCTGCTGATC
TACCTGGTGTCCAACCGGTTCAGCGGCGTGCCTGACAGGTTCAGCGGAAGCGGC
TCCGGCACCGACTTCACCCTGAAGATCTCCAGGGTGGAGGCCGAGGATGTGGG
CGTGTACTTCTGCGGCCAGTCCACCCACGTGCCCTATGCTTTCGGCGGCGGCAC
CAAGGTGGAGATCAAG

[00594] [Tox SEQ ID NO: 15-17 — Kogupyromue nocnenosarenboctu CDRI,

CDR2 u CDR3 tsmxemo# mermu (0T 5° k 3”) COOTBETCTBEHHO

SEQ ID NO: 15 - GACGACTACATCCAC
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SEQ ID NO: 16 -
TGGATCGACGCCATGAACGACGACTCCCAGTACTCCAGCAAGTTCCAGG
GC

SEQ ID NO: 17 - GCCTTCGGCGGATAC

[00595] [Tox SEQ ID NO: 18-20 — Kogupyromue nocnenosareaboctu CDR1,

CDR2 u CDR3 nerko# rien# (0T 5° k 3”) COOTBETCTBEHHO

SEQ ID NO: 18 -
AGGTCCTCCCAGTCCCTGGTGCACTCCGACTCCAACACCTACCTCCAC

SEQ ID NO: 19 - CTGGTGTCCAACCGGTTCAGC
SEQ ID NO: 20 - GGCCAGTCCACCCACGTGCCCTATGCT

[00596] SEQ ID NO: 21 - [IlociaemoBareabHOCTh TSKENOW LieTH 0e€3

CUTHAJIbHOT'O IICTITHAA

EVQLVQSGAEVKKPGATVKISCKASGFSIKDDYIHWVQQAPGKGLEWMGWI
DAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSLRSEDTAVYYCTYAFGGYWG
QGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGP
PCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00597] SEQ ID NO: 22 — IlocnemoBaTeIbHOCTH JIETKOM IETTH 0€3 CHTHAJTBHOT'O

HenTHIa

DIVMTQTPLSLS VTPGQPASISCRSSQSLVHSDSNTYLHWYLQKPGQSPQLLIY
LVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCGQSTHVPYAFGGGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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[00598] SEQ ID NO: 23 - BapuabenmpHbIii TOMEH TSKEIOH IIETTH CPEJICTBA HA

ocHoBe anturesa Kk PD-1
EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS

GGGSYTYYQDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSA

[00599] SEQ ID NO: 24 - BapuabenbHblii JOMEH JIETKOW IIETIH CPEACTBA HA
OCHOBE aHTUTena k PD-1

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKR

[00600] [TocnenoBatenbHocTH CDR cpeactBa Ha ocHOBE aHTHTENA K PD-1

HC — CDR1 GFTFSSYDMS SEQID NO: 25

HC — CDR2 TISGGGSYTY SEQID NO: 26

HC — CDR3 PYYAMDY SEQ ID NO: 27

LC - CDR1 KASQDVGTAVA SEQID NO: 28

LC - CDR2 WASTLHT SEQID NO: 29

LC - CDR3 QHYSSYPWT SEQ ID NO: 30
[00601] [TomunenTuz Tsokenown nenmu antutena k TIM-3 (SEQ ID NO:31)

EVQLLESGGGLVQPGGSLRLSCAAASGFTFSSYDMSWVRQAPGKGLDWVST
ISGGGTYTYYQDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASMDYWGQ
GTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPP
CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGV
EVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00602] [TomumenTux merkow nerwm anturena k TIM-3 (SEQ ID NO:32)

DIQMQSPSSLSASVGDRVTITCRASQSIRRYLNWYHQKPGKAPKLLIYGASTL
QSGVPSRFSGSGSGTDFTLTISSLQPEDFAVYYCQQSHSAPLTFGGGTKVEIKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[00603] [TocnenosatensHocT CDR cpeacTBa Ha ocHOBe aHTHTENA K TIM-3
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HC — CDR1 GFTFSSYDMS SEQ ID NO: 33
HC — CDR2 TISGGGTYTYYQDSVKG | SEQID NO: 34
HC — CDR3 MDY SEQ ID NO: 35
LC - CDRI1 RASQSIRRYLN SEQ ID NO: 36
LC — CDR2 GASTLQS SEQ ID NO: 37
LC - CDR3 QQSHSAPLT SEQ ID NO: 38
[00604] IMomumentun Tsoxenow mermm aHtuteaa Kk PD-1 SEQ ID NO: 39

(mocaepoBarenbHOCTH CDR)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYODSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00605] [MTomumenTun nerkodt memu anturena k PD-1 SEQ ID NO: 40

(mocnenoBarensHOocTH CDR)

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

INPUMEPBI
Hpumep 1. Anaaus aucyabpuaneix cesseil B TSR-033

[00606] B o»stom npumepe onmcaH aHanu3 I[Hcynb(bnzmmx CBA3EH
WUTIOCTPATUBHOTO cpeAacTBa Ha ocHoBe aHTHTena k LAG-3 TSR-033, coaepxkaimero
sokenyro 1ens o SEQ ID NO: 21 u nerkyro tens nog SEQ ID NO: 22. AMUHOKHUCTIOTHBIE
OCTaTKH, YIIOMSIHYTHIE B K&KJA0M NpUMepe, MpoHyMepoBaHbl B cooTBeTcTBHH ¢ SEQ ID NO:

21 u SEQ ID NO: 22.

[00607] [Tenmuapl, pacuierieHHbie ¢ moMonpl0 Lys-C u TpuncuHa, TIaTeIbHO
OTAENAIM U BBIBISUIM ¢ moMoinbto aHanu3a LC-MS B pexxume peanbHoro Bpemenu. Csssuy,

MPEACTABISIFOTIAE COO0H JUCYIb(PUAHBIE COCTHHEHHS, TMOATBEPKAAA TyTEeM CPaBHCHHS
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O0IMWX WOHHBIX XpoMarorpaMM B HeBoccTaHaBmuBaronmx (NR) ycmoBmax wu
BOCCTAHABIIMBAOIINX ycIoBHAX. Pacmerenune ¢ momompio Lys-C u Tpuncuna gano BoceMb
comepskamux qucybguanayo cBia3b (DS1-DS8) nentumos. Bee oHM ObIH MOATBEPKACHBI C
MOMOINBI0 TOYHBIX MAacC TPH HEBOCCTAHABIMBAIOIINX YCIOBHAX, YTO JOTIOTHHUTEIHHO
MOATBEPKAATOCH UCTOIMICHUEM 3THX TMENTHAOB IMyTEM BOCCTAHOBIECHMA. V3-3a HEMOTHOTO
paciienieHus ObUI0 0OHAPYKEHO AECBATH NenTHIO0B ¢ AByMs ¢opmamu DSS5 (DS5a u DS5b),
U B OJHOM TeNTHAe Oblla TOKa3aHa YHUKadbHAs UIAPHUPHAas oO0O0ONacTe C JBYMS
MEKIETIOUEYHBIMH TUCYIb(GUIHbIME CBA3IMHE (DS6). MneHTnduimpoBamm MeXIeNOYeHHbBIE
Y BHY TPHUIICTIOYECYHbIE TUCYIb(HUIHBIE CBA3H, U WIUTFOCTPATUBHBIC BAPHAHTHI PACTIONOKECHHS

IUCYTb(UAHBIX CBA3EH MOKa3aHbl B Tabuie 9.

Tabmuua 9. MnmocTpaTuBHBIE BapUAHTBI PACHONIOKEHHS AUCYIb(PHUIHBIX CBA3CH B

cnydae antutena k LAG-3

CaiiTbl cBSI3U
B
HC 6e3
CUTHAJIbHOM CaiiT cBs13u B CaiiT cBs13U B
o ) Po— nocjieaoBaTeJ HC ¢ LCc
) ’ pHocTH (SEQ CUTHAJIbHOM CUIHAJIbLHOM
zmcy.m:qm coaepaaliie ID NO:21) Mnoc/ie0BaTe/b | MOC/Jae10BaTe/Ib
i | ey uie » nocTb0 noeTht0
LC 6e3 (nonoxxeHue B | (MoJio:KeHUE B
curHaabHoii | SEQ ID NO:1) | SEQ ID NO:2)
MocJie0BaTe
pHocTH (SEQ
ID NO:22)
DS1 DIVMTQTPLSLSV 45
TPGQP 115
ASIS(E&;;/FE é EDV LC23-LC93
GQSTHVPYAFGG
GTK
DS2 SGTASVVCLLNN 161
FYPR=V 221
YACEVTHQGLSS | -C139-LC199
PVTK
DS3 GEC—G(];S}\{/FPLAP LC219-HC 128 147 241




229

CaiiTel cBSI3H
B
HC 6e3
CHUIHAJIbHOM Caiit cBSI3U B Caiit cBSI3U B
No Henuas: nocJjieaoBaTell HC ¢ LCc¢
- ’ pHOCTH (SEQ CUTHAJIbHOM CUTrHAJIbHOM
zmcy.miqm coAepIAILIE ID NO:21) nocJjieoBaTe/ib | MocjeaoBaTellb
JAHOM aucyab(puaHbIe
B3 B3 u HOCTBIO HOCTbIO
LC 0e3 (nosiokeHue B | (IMoJio:KeHUE B
curHaabHoii | SEQ ID NO:1) | SEQ ID NO:2)
rnocJjiea0BaTesl
pHOCcTH (SEQ
ID NO:22)
DS4 ISCK=SEDTAVYY 41
CTYAF 115
GGYWGQGTTVT HC22-HC96
VSSAST
K
DS5a STSESTAALGCL 160
VK=TYT HC141-HC197 216
CNVDHK
DS5b STSESTAALGCL
VK=TYT HC141-HC197
CNVDHKPSNTK
DS6 YGPPCPPCPPAPE 239
FLGGPS 242
VFLFPPK=YGPPC HC220;IHC220
PPCPAP
EFLGGPSVFLFpp | HC223-HC223
K
DS7 TPEVTCVVVDVS 274
QEDPEV 334
QFNWYVDGVEYV | HC255-HC315
HNAK=
CK
DS8 NQVSLTCLVK=W 380
QEGNV 438
FSCSVMHEALLN HC361-HC419
HYTQK

LC: nerkas nens;, HC: Tspkenas nens

[00608] JiBeHanuars (12) BHYTPHIIETIOYEUHBIX TACYIB(MHUIHBIX CBI3EH U YETHIPE
(4) MeXIIETIOYEYHBIE TUCYTH(HUIAHBIE CBI3H HILUTFOCTPATHBHOTO CPEACTBA HA OCHOBE aHTHTEIIA

k LAG-3 nokazansl Ha ¢urype 11.
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Ipumep 2. Ioayuenune npo¢puieit N-riukanos B TSR-033

[00609] B srom mpumepe ommcaHo monydeHwe Tpodmied N-TIIMKAHOB IS
XapaKTEPUCTUKU WJUTIOCTPATUBHOTO CpeacTBa Ha ocHoBe aHTuTena k LAG-3 TSR-033,
conepxkamiero Tspkenyro nenb SEQ ID NO: 21 u nerkyro uens SEQ ID NO: 22. Onpeaensanu
OTHOCHUTEIPHOE COJEP)KaHUE BHIOB TJMKAHOB B Ipemapare 3TOr0 HILTIOCTPATUBHOTO
arTutena Kk LAG-3, KynTbTHBHPYEMOTO B KIIETKAX IMYHUKA kutaiickoro xomsuka (CHO). 9to
WIocTpaTuBHOE aHTUTENO K LAG-3 neMOHCTpHUpYeT 3aHATHINA callT N-IIIHMKO3HIMPOBAaHHS,
U BBIpaKEHHOE N-TIMKO3UJIMPOBAHME B OTOM CalTe MPEICTABIAET COOOH CMeCh
Pa3HOBUAHOCTEH ONMUrocaxapuaoB, OOBIMHO HaOmrogaembix Ha IgG, 3KkcmpeccHpyeMbIX B

KYJIbTYPE KJIETOK MIIEKOTIMTAOLIUX.

[00610] Hanpumep, N-rmmkanbl BeICBOOOKIamu ¢ momonibio PNGassr F m
MeTHIH ¢ TnoMmompio 2-AB ¢ mocnmeayromum pasgeneHueMm ¢ momompbio HILIC wu

obHapyxenueMm ¢ayopecueHuuu (FLD).

[00611] Caiit rnukosumupoBanus aHturena Kk LAG-3 nHaxomutcs mo N291

TKEJION LIETIH.

[00612] NnmoctpaTuBHble aHanu3bl N-TIIMKAHOB JJIA IBYX WJUTFOCTPATHBHBIX
napTui cpeacTBa Ha ocHoBe aHTUTeNna kK LAG-3 nokazansl B Tabauue 10. Kak nokazano B
tabmune 3, oOHapyxeHHble rimkanbl BK0O4YatoT GOF, G1F, G2F u Man-5, a Taxke apyrue

Pa3HOBHAHOCTH OJIMT'OCaxapuaoB.

Tabauua 10. AHaau3 N-riMKaHOB WIJIIOCTPATUBHBIX MapTUil CcpeacTBa Ha

ocHoBe auTuTena k LAG-3

Bup IHapTus 1* IapTus 2*

GOF 62,3% 70,2%

G1F 21,6% 14,3%

G2F 4,0% 2,1%

Man-5 3,7% 4,5%

JHpyrue Buabl 8,4% 8,9%

* KonmyecTBa OTHOCATCS K TMPOLEHTHOM JIOJIE OT CYyMMAapHBIX
N-CBA3aHHBIX OJIMTOCAXAPHJIOB.
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Ipumep 3. UcciienoBanus cBsi3bIBaHuUs ¢ UcnoJib3oBaHueM TSR-033

Cas3pIBaHme TSR-033 c PEKOMOWHAHTHBIM PacTBOPUMBIM WA

IKCIOPECCHUPOBAHHBIM HA KIeTOYHOU mmoBepxHOoCcTH LAG-3

[00613] B »TOM mpuMepe ommcaHO TONy4YeHHE XapaKTepucTHK aduHHOCTH
CBA3BIBAHUSA WJUTIOCTPATHUBHOTO cpeAacTBa Ha ocHoBe aHtutena k LAG-3 TSR-033,

conpepxkamero moxenyro uenb SEQ ID NO: 21 u nerkyro uens SEQ ID NO: 22.

[00614] [ToBepxHOCTHBIHN TIJIa3MOHHBIN pe3oHaHC (SPR) mpumensinu ajist OLieHKH
CBS3BIBAHMSA WUIIOCTPATHBHOTO CpeacTBa Ha oOcHOBe aHTtuTena k LAG-3 nubo c
PEKOMOWHAHTHBIM PACTBOPUMBIM, HJIH C YKCIIPECCHPOBAHHBIM HA KJIIETOYHOM MOBEPXHOCTH
LAG-3 yenoBeka u sBaHCKOTO Makaka (cyno) (tadauua 11), u ¢ SEB-ctumynupoBaHHBIMH
YEIOBEUYECKUMH JOHOPCKHMH MOHOHYKJICAPHBIMH KJIETKAMH TEPUPEPHUECKON KpPOBH
(PBMC) (¢purypa 2). Takum 0Opa3oM, WILTFOCTPATHBHOE CPEACTBO HA OCHOBE AHTHTEIA K
LAG-3 cnocoOHO TpOYHO CBA3BIBATHCA Kak ¢ pactBopuMbiM LAG-3, tak m ¢ LAG-3,

JKCIIPECCHUPYEMBIM HA KIETOYHOM MOBEPXHOCTH.

Ta6muua 11. Cesi3biBaHMe WLIHOCTPaTUBHOro aHtuteaa k LAG-3 ¢
pexkomOouHaHTHBIM LAG-3
Kunernueckue napamerpsoi (SPR) 3K§fe:cl<cp:4 CI;IOO’"e
pactBopumoro LAG-3 pL AGI?SI H
Bug Kaccon. (MC)_I Kanccon, (C)_l Kp (HM) ECso (HM)
LAG-3 1,3 x 10° 1,3 x 10 0,95 0,8
YEJIOBEKA
LAG-3 cyno 1,1 x 10° 2,6 x 10 2,0 2,6
CHO = snynuk kutaiickoro xomsuka; ECso = momymakcumanbHas 3 exTuBHas
KOHLEHTPAIHs; Kaccon = KOHCTaHTA CKOPOCTH acCOMMAUH; Kauccon, = KOHCTaHTA
ckopocTu auccormanmy; Kp = koHcTanTa paBHOBecus; SPR = moBepXHOCTHBIN
TJIA3MOHHBIN PE30HAHC.

KOHI(VI)CHTHBIG HCCICAOBAHUA JTUTAHA0OB

[00615] B sToM mpuMepe ommcaHa crmocoOHOCTh WUTFOCTPATHBHOTO CPE/ICTBA HA
ocHoBe aHTuTea K LAG-3 TSR-033 kKOHKYpHUPOBaTh C PELIENTOPOM 32 CBS3bIBAHHUE JTUTAH/IA.
B wactHOCTH, B 3TOM TIpuiMepe NPUMEHSIOT KileTku Daudi, KOTOpBIE 3KCIPECCHPYIOT
BbicOKHE YpoBHH »SHAoreHHoro MHC «kmacca Il u mIMpPOKO UCHONB3YHOTCA IS
xapakrepuctuku cBa3biBanus LAG-3:MHC knmacca II. (Huard et al. Proc Natl Acad Sci.

1997;94:5744-5749). Kak nokazano Ha ¢urype 3A, WITFOCTPATHBHOE CPEICTBO HA OCHOBE
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antuTena kK LAG-3 gBIAeTCA CHIIBHBIM AQHTArOHUCTOM JTOrO0 B3aWMOJECHUCTBHSA, YTO
ONpPEACIICHO C TMOMOINBK) AHAK3a MPOTOYHOW LIMTOMETPUM, B KOTOPOM HM3MEPSIOT
CTIIOCOOHOCTh HMJUTFOCTPATHBHOTO CpPEACTBA Ha OcHOBe aHTHTena K LAG-3 Hapymats

csa3piBanue MeueHHOro DyLight 650 (DyL650) cutoro 6enka LAG-3 ¢ 3TUMH KIIeTKaMu.

TSR-033 omokupver ceaszbiBanue LLAG-3/MHC-II. oneHeHHOE ¢ TOMOINBIO

anayza LAG-3 ¢ permopTepHBIM TEHOM

[00616] B 3ToM mpuMepe onmcaHa cnocoOHOCTh MO CTPATHBHOTO CPE/ICTBA HA
ocHoBe antHuTena k LAG-3 TSR-033 6nokuposats ceassiBanue LAG-3/MHC-II, onienenHOE
¢ momompio aHanu3a LAG-3 ¢ penoptepHsiM reHom (¢purypa 3B). B yactHOCTH, B 3TOM
MpUMEPE TPUMEHSIOT KJIeTKU Raji, KOTOphIE SKCIPECCUPYIOT BEICOKUE YPOBHHU 3HJOTEHHOTO
MHC kmnacca II. Kak nmoka3zano Ha ¢urype 3C 1 B COOTBETCTBUU C NPUBEACHHBIM BBILIC
SKCIIEPUMEHTOM, B  OTIMYHE OT H3OTHIMYECKOTO  KOHTPONA  (TPEYrONbHHKH),
WJUTIOCTPATUBHOE CPEACTBO Ha OCHOBE aHTHTENA K LAG-3 SBNsS€TCS CUITbHBIM aHTATOHUCTOM
9TOr0 B3aMMOJECHUCTBHUA, YTO OIPEJEIICHO C MOMOLIBI0 aHAIW3a C PEMOPTEPHBIM I'€HOM, B
KOTOPOM H3MEPSIOT CIIOCOOHOCTH MILTFOCTPATUBHOTO CPENICTBA HA OCHOBE aHTUTENAa K LAG-
3 (xkpyxku) Hapymath cBssbiBanue LAG-3, skcnpeccupyemoro Ha kierkax Jurkat, c
kneTkamu Raji, sxcrpeccupyronmyu MHC knacca I, ¢ npuMeHeHHEM CUMTHIBAHHS TAHHBIX

penoprepHoro rena NFAT.

Ipumep 4. AkTuBaUMs NEPBUYHBIX Yesi0BedyecKuX T-KJ1eToK in vitro ¢ noMoub10

TSR-033

[00617] B sToM mpumepe ommcaHa crmocoOHOCTh WITFOCTPATHBHOTO CPEJICTBA HA
ocHoBe aHTHTeNa K LAG-3 akTUBHpOBaTh MEPBUYHBIE YenoBedeckue T-kimeTku in vitro. B
YaCTHOCTH, B 3TOM NPUMEPE OLCHUBAIIM HIUTIOCTPATUBHOE CPEICTBO HA OCHOBE AHTHTENA K
LAG-3 TSR-033 B ananmm3e peakiyu cMemIaHHOW KynbTypsl uMdormToB (MLR). B stom
anamusze MLR nepBuunbie yenoBeueckue CD4+ T-wiIeTkH CMEMMBANH C JACHAPUTHBIMU
KJIETKAMU MOHOLIMTAPHOTO MPOMCXOKJIEHHUS OT APYroro AoHOpa. B 3Tux uccrenoBaHUAX
JACHAPUTHBIE KIETKH H amioreHHele CD4+ T-knmeTkd WHKYOWpOBadH B TIPHCYTCTBHU
WIUTIOCTPATUBHOTO CPeACTBA HA OCHOBE aHTUTENA K LAG-3 MM U30TUIHYECKOTO KOHTPOJIS
B TeucHUe 48 4YacoB, a AKTHUBALMIO [-KIETOK OMNPEECTSAIA MyTEM H3MEPEHHA YPOBHA
cekpermu uHTepneiikuHa-2 (IL-2). Kak mokasano Ha ¢urype 4, WUTFOCTPaTHBHOE CPEACTBO

Ha ocHOBE aHTUTeNna K LAG-3 10303aBUCUMBIM 00pa30M yBETHUHBAIIO poayLupoBanue 1L -
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2. bonee Toro, 3ToT 3(peKT MOMOTHUTENPHO YCHIIMBATH C TIOMOINBI0 KOMOHHALIMH C
aatuTenioM K PD-1 B konuentpammu 2 wnmn 20 Hr/mu. OTH JaHHBIE JEMOHCTPUPYIOT, YTO
omoxupoBanre LAG-3 ¢ TOMONIBIO HILTFOCTPATHBHOTO CPEACTBA HA OCHOBE aHTUTeNA K LAG-
3 oTHEeNmbHO WIM B KOMOWHAIIMM CO CPEACTBOM, BO3AeWCTBYromuM Ha PD-1, moxer

MPUBOJIUTH K MOIIIHOMY YCHUJICHHIO aKTUBALMH T -KIeToK ((purypa 4).
IIpumep S. MoayanpoBaHHe BbICBO0O0XAeHHs] IUTOKMHOB ¢ nomoiubio TSR-033

[00618] B 3ToM mpumepe onmcaHa crmocoOHOCTh WUTFOCTPATHUBHOTO CPEJICTBA HA
ocHoBe aHtHutTena kK LAG-3 TSR-033 moxynmupoBaTh BEICBOOOXKACHHUE UTOKUHOB U3 SEB-
aKTUBHPOBAaHHBIX T-kjieTok i1n vitro. Koukperno, yenoseueckue PBMC (ot 5 noHOpoOB)
crumyrmupoBamu ¢ nomoimpio 100 Hr/mn SEB B Teuenuwe 3 nmHeH, a 3aTeM OLEHUBAIIU
uHaymmpoBanue [L-2. B 3Tux wmccnenoBaHMAX OBUIO OOHAPYKEHO, YTO 0OOpadOTKa
WILTFOCTPATHBHBIM CPEJACTBOM HA OCHOBe aHTHTena K LAG-3 10303aBHCHMBIM 00pa3om
yBenmuumBaja npoayiuuposanue 1L-2. Kpome Toro, apoiinas 6mokana LAG-3 u PD-1 myrem
00paOOTKH KaK WJUTFOCTPATHBHBIM CPEJICTBOM HA OCHOBe aHTHTena kK LAG-3, Tak u
WILTFOCTPATHBHBIM CPEACTBOM Ha ocHOBe aHTHTEeNa K PD-1 TSR-042 npuBoamna k Oosbriei

WHAYKIMW TpoayiupoBanus [L-2, yem mr000e cpeacTBo OTACHbHO (purypa 5).

IIpumep 6. CpencTtBo MoHoTepanuu ¢ mnpuMeHeHHem aHTuUTel K LAG-3 u
KOMOHUHHPOBAHHOE CPEeICTBO Tepanuu ¢ npuMeHeHueMm aHturtea K PD-1 u k TIM-3 B

MoO/1eJIH KCEHOTPAHCIJIAHTATHOI 0MyX0J1 in Vivo

[00619] B »ToM npumepe omnucaHa XapaKTEPUCTUKA WILTFOCTPATUBHOTO
JIeTKOOCTYITHOTO cpeAcTBa Ha ocHOBe aHTHTENAa K LAG-3 COB7W (aHTHTENA K MBIIIMHOMY
LAG-3), oTnenpHO Wi B KOMOWHAIIMH C HIDTFOCTPATHBHBIM JIETKOTOCTYITHBIM CPEICTBOM Ha
ocHoBe aHtHTena k PD-1 RMPI1-14 (amturenom k wmpmmmHOMY PD-1) B mMopmenu
KCEHOTPAHCIUTAHTATHOM OMyXO0NH in vivo. B wactHoCTH, KieTku num@ombr A20 (MbIImHAS
maams DLBCL; 200 000 kmeTok Ha MBIIIb) MOJKOKHO HMIUTAHTHPOBaK MbimaM Balb/c u
BbIpamuBaM omyxoiau a0 30-50 MM a0 pargomm3anuu (n=10 Ha rpynmy) At 00paboTKH.
OOpaboTKy TPOBOAHMIM C TIOMOMIIBI0 HM30THIIMYECKOTO KOHTPOI, HLUTFOCTPATHBHOTO
cpeacTtsa Ha ocHOBe aHTuTena K LAG-3, HIUTIOCTPATUBHOTO CPEACTBA HA OCHOBE AHTUTENA K
PD-1 wmm komOuHammu cpeacts, HampasieHHBIX poTuB LAG-3 u PD-1. Jlo3upoBka mis

Kaa0r0 coctapisiia 10 MI/Kr 1Ba pa3a B HEJIEIO.
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[00620] IBsotinas  Omokama PD-1 m LAG-3  mpoaemoHCTpUpoBana
JOTMOJIHUTENbHYIO TTOTEHIIMPOBAHHYIO IMPOTUBOOMYXOJEBYI0 aKTUBHOCTH 10 CPABHEHHIO CO
CPEICTBOM MOHOTepanuu, HampasieHHbIM IpotuB PD-1. Kak mokazano na ¢urype 6,
onokaga LAG-3 umena CHIIbHOE CHHEPTETUYECKOE JIEHCTBHE CO CPEACTBOM, HAPABICHHBIM
Ha PD-1, B OTHOIIEHWH TOJABJIECHUS POCTa OMyXOidH (KO3(DPHIMEHT B3aMMOIEHUCTBHUSA

nekapcTBeHHBIX cpeacts CDI = 0,25).

[00621] W3 3TUX MBIIIEN ¢ KCEHOTPAHCIUIAHTATOM Ha 36-U NeHb N=4 Ha Irpymniy
YMEpPUIBISIM M OLEHUBANIM (PapMaKOJUHAMHUYECKHE H3MEHEHHS HMMMYHHBIX KIETOK B
ceneseHke. HaOmonanu nokaszaTenu 3HAYMTENBHOTO YBEIMUYEHMA Ipoimdepupyromux T-
KJIETOK B CEJIE36HKE KUBOTHBIX B KOMOMHUPOBAHHOM TPYIIIE IO CPABHEHUIO CO CPEACTBOM,
HanpasleHHbIM TpoTUB PD-1, 4r0 cormacoBanock ¢ YCHIEHHOM HMMMYHOCTUMYJIALHEH

(**p<0,01; ANOVA). Cm. purypy 7.

[00622] BbokUBIIMX JKUBOTHBIX B Kaxaod rpymnme (n=4 g CpeAcTBa,
Bo3acHcTByromero Ha PD-1, u n=6 nna cpeacrtsa, Bo3nerctByromero Ha PD1, + cpenctso,
Bo3zecTByromee Ha LAG-3) KOHTPOIHPOBAIH B OTHOIIEHHH BBDKUBAEMOCTH O€3 OITyXOJH
B TeyeHue 40 AHEH ¢ MOCIHEAYIOMMM TMOBTOPHBIM BO3JCHCTBHEM C IMOMOIIBIO KIETOK
mampomber A20 (200000 Ha MbImb). B COOTBETCTBHM ¢ pa3BHTHEM WMMYHOJIOTHYECKOU
MAMSATH TIOBTOPHBIA POCT OMYXOJIM HE HAOIOJAH HU B TPYNIE CPEACTBA, HATIPABICHHOTO
npotuB PD-1, Hu B koMOMHUpOBaHHOH rpynme (cM. ¢purypy 8), XoTs 3HaAUUTETBHO OOJIee
BBICOKYIO J10JII0 MHTepdepoH-raMma-nonokuTenbHbiX (IFNy+) CD8 T-kneTok B ceneseHke

HAOJFO 1AM B KOMOWHHPOBAHHOU TPYIITIE.

[00623] Takum 00pa3oM, 3TH SKCIIEPUMEHTHI ISMOHCTPHPYIOT, YTO 00Pa0OTKA C
MOMOINBIO CPEACTBA, HAmpaBieHHOTO TpoTHB LAG-3, B koMOWHammu ¢ 00OpabOTKOH C
MOMOIIBI0 CPEJICTBA, HAIMPABICHHOTO MPOTHUB PD-1, MOXeT HaAEKHO TOAABIATH POCT
ONMyXOJIH W WHAYIHPOBATh HWMMYHOCTUMYJISIHI. Kpome TOro, 3ta KOMOWHHPOBaHHAS
00paboTKa 00eCTIeYHBAET BOZHMKHOBEHWE WMMYHOJIOTHYECKOW MAMATH y 00paOOTaHHBIX

CYOBEKTOB.
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Hpumep 7. CpeactBo moHoTepanuu ¢ npumeHeHueM TSR-033 wu
KOMOMHHPOBAHHOE CPEACTBO Tepanuu ¢ MpUMeHeHueM HUJLJIIOCTPATHUBHBIX AHTUTEN K

LAG-3 u k PD-1 B moaeu ucrowmeaust T-KJIETOK in vitro

[00624] B 310M npumMepe onmcaHa XapaKTEpHUCTHKA HIUTFOCTPATUBHOTO CPEACTBA
Ha ocHoBe aHTHTena K LAG-3 COB7W (antutena k mpmmuaoMy LAG-3) oTnensHO umm B
KOMOHWHAIIMA C WUIFOCTPATUBHBIM CPEIACTBOM Ha OCHOBe aHTHTena k PD-1 RMP1-14
(anTHTENnOM K MpmuHOMY PD-1) B MprmmHOW Monenu ucromeHus T-kimeTok in vitro. B
YaCTHOCTH, T-KIIEeTKH, TpaHcreHHsle no peuentopy CD4 T-kineTok, CTUMYIHPOBAIH in Vitro
CYIIEParOHUCTUYECKUM U3MEHEHHBIM IENTHIHBIM JIMTAHIOM, YTO IIPUBOJUT K UCTOLIECHUIO
¢eHoTHIA. DTOT UCTOIIECHHBIN (PEHOTHI XapaKTepu3yeTcs MOBBIIIEHHOM dKcnpeccueit PD-1

u LAG-3 (¢purypa 9A).

[00625] Bonee Toro, B oTIMYKE OT CPEACTBA OTAEIBHO (JaHHBIE HE TTOKA3AHbI)
WM H30THIIMYECKOTO KOHTpPONs, KomOwHaimsa Omokamer PD-1 m LAG-3 morma B

3HAYUTEBHOM CTETIEHH YBETHUUTh poayumpoBanue [FNy B 1ol cucreme (purypa 9B).

[00626] Takum oOpazom, moOClie ONMHCAHHWS TO MEHBIIEH Mepe HEKOTOPHIX
ACMEKTOB M BAPHAHTOB OCYIIECTBIICHHS HACTOSIIETO H300PETEHHUS, TOIDKHO OBITh MOHSTHO,
YTO Pa3H4YHbIC H3MEHEHMS, MOAMU(DHKANWK W yIydIleHHs OyayT OYECBHIHBI IS
CIIEMATTUCTOB B JAHHOH 00NMacTH TeXHHWKH. [loapasymeBaeTcs, YTO TaKHe H3MCHEHHS,
MOAU(HKAIMK W yIyYIIEHHs SBISIOTCS YAacThI0 HACTOSIIETO HM300PETECHHS, H
MOAPAa3yMEBAETCS, YTO OHH HAXOMATCA B Mpeaenax CYNHOCTH H 00BbeMa HACTOSIIETO
n300peteHus. COOTBETCTBEHHO, BHIMIEPUBEICHHOE OMHUCAHUE U rPa)UIeCKUEe MaTePUAITBI
MPUBEJICHBI TOJIBKO B KA4eCTBE TPHMEpa, a HACTOSIIEE HM300peTeHHe Oojiee TOAPOOHO

OIMHCAHO B CiIeAyIOmeHN popMyite H300peTCHHS.

Hpumep 8. KnnHuueckue HCCIeJ0BAHUS CpeICTBAa TepanuH, HAMPABJIEHHOT0
npotuB LAG-3, ¢ nomouisro TSR-033, nBoiiHoii 6/10kaabl ¢ ucnoab3oBanuem TSR-033

u TSR-042 u TpoiiHoii 6jiokaabI ¢ ucnoyb3oBanueM TSR-033, TSR-042 u TSR-022

Knunuueckue uccneooeanus cpeocmea monomepanuu Ha ocvose TSR-033 u

KOMOUHUposannoz2o cpeocmea mepanuu na ocnoge TSR-033/TSR-042

[00627] KimmHHueckoe UCcCciieI0BaHHE B OTHOINECHHH JTFOJCH BBHITOTHSIIH JTHOO C
ncnonb3oBanueM antutena kK LAG-3 TSR-033 B kauecTBe cpeicTBa MOHOTEPAIHH, JTHOO C

HCTIONIb30BaHMeM komOuHarmuy aarurena kK LAG-3 TSR-033 u auturena k PD-1 TSR-042.
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[00628] Cxema mocTpOeHUs 3TUX UCCIIEI0BaHUM TIpeIcTaBiieHa Ha purype 10A.
[larmeHTOB ¢ OAHUM WM OOJ€€ W3 CIEAYIOIMX THIOB OMyXOJEH paccMaTpUBaId I
BKJTFOUEHUS B MCCIIEOBAHNE: COJUIHBIE OMYXOJIH, CONMIHBIE OIyXOJIM HA TTO3HEH CTa/IUH,
stuTenHanbHbIN pak sudauka (EOC), Tpmwkasl HeraTuBHBINA pak Mono4uHOH sxenesbl (TNBC),
yporemuanbsHas kapuuaoma (UC) mocie nedeHus CpeIcTBaMHU, HalpaBIeHHBIMU POTHB PD-

1/PD-L1, u UC, He moaBepTHYTAs JICYCHUIO CPEACTBAMH, HAMIPaBIeHHbIMU TpoTHB PD-1/L1.

[00629] OcCHOBHBIE  3a/laud  3TOTO  HCCIAECAOBAHUS  BKIIOYAIOT  OLIEHKY
MPOTUBOOITYXOJIEBOM aKTUBHOCTH CPEICTBa, HampasiaeHHOro mpotuB LAG-3, B kadecTse
CpeACTBA MOHOTEPAMM ¥ KOMOWHHPOBAHHOTO CPEACTBA TEPAlMd CO CPEICTBOM,
HampasieHHbIM NpoTuB PD-1, y manueHTtoB ¢ CONMIHBIMH OIYXOJIAMH, OIPEICIICHUE
PEKOMEHTyeMOM 10361 ¥ rpaduka 11 cpeacTBa, HanpasiaeHHOTo potuB LAG-3, B kKauecTBe
CpencTBA MOHOTEpANMM M KOMOWHHPOBAHHOTO CPEICTBA TEPAllMH CO  CPEACTBOM,
HanpasJieHHbIM TIPOTHB PD-1; a Tarke OLeHKy 0€30MacHOCTH U MEPEHOCHMOCTH CPEICTBA,
HanpasieHHOoro npotuB LAG-3, B KayecTBe CpeACTBA MOHOTEpPAMM U B KadyecTBE

KOMOMHHPOBAHHOTO CPEACTBA TEPAITHH CO CPEACTBOM, HANIPaBJIECHHBIM POTHB PD-1.

HccnenoBanusa creneHu 3aHsaTocTH penentopos TSR-033

[00630] AHaIM3 IPSIMOTO CBSI3BIBAHUS MPUMEHSUIN [Tl U3MEPEHUS CBA3BIBAHUA
WIDTIOCTPATHBHOTO CpeacTBa Ha ocHoBe aHtutena kK LAG-3 TSR-033 B oOpasmax or
nareHToB. CTeneHp 3aHATOCTH perentopoB (RO) BeIpaskaeTcss KaK OTHOMICHHE CBI3aHHOTO
TSR-033 x o6memy LAG-3 1 ero HOpMaaM30BalH OTHOCHTEIBHO UCXOJHOTO YPOBHS (JI0

BBEJICHUS J03BI) IS KAXKJAOTO TAIUEHTA.

[00631] PBMC BbIaensimm U3 CBEKHX 00pA3IOB MEIHbHOW KPOBH MAIIHCHTOB H
oOpabaTpBaTd THOO HM30THIHYECKHM KOHTposeM, oo TSR-033 B Hacemmarommx
KOHLIEHTparusax (00a mpu 50 MKr/mi), a 3aTeM CMEChIO aHTHTEN M oOHapyxeHus: (1)
BrOpuYHOE aHTHTENO K IgG4 venoseka (s ceazanHoro TSR-033) (2) antureno k LAG-3
YeNoBEKa, KOTOPOE He KOHKypHpyeT nepekpectHo ¢ TSR-033 (mnsa o6mmx yposHen LAG-3)
u (3) cmech antuten aus ooHapyxeHus T-knetok. OtHomenune TSR-033 k oomemy LAG-3
Ha T-KIeTKax Onpeaesaiv ¢ HOMOIIbIO MPOTOYHOM LIUTOMETPUH. AJIMKBOTY [ HACHIIIEHUSA
CBSI3BIBAHMSA POTOHSTU MTAPAUIETFHO B KAYE€CTBE KOHTPOJIA T OLIEHKU JTHATa30HA aHAIH3A.

Cxema npeacrasiieHa Ha ¢purype 10B
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[00632] Ha ¢urype 10C moxkazaHa cremeHb 3aHATOCTH perentopoB (RO),
W3MEPEHHAS C UCTIONB30BaHUEM T-KIIeTOK mManueHToB. VICX01s U3 3THX JAHHBIX, UMEET MECTO
TOBBIIIEHUE 3aHATOCTH MHUIIIEHH, HAOMIOAaEMO€E PH YBEIMUYeHUH 103. Hampumep, B paHHue
MOMEHTBI BPEMEHH CTETIEHB 3aHATOCTH PELENTOPOB MPHOMIKACTCA K HACBIIICHUIO TIPU 103€
240 mr (BepxHHH HA0OP JaHHBIX) U K puOmM3uTensHo 50% mpu no3e 80 mr (cpenHuii HaOOP
naHHBIX). Kpome TOro, mo-BHIMMOMY, CYIIECTBYET 3HAYHTEIbHAS KOPPEIALMA MEKIY
koHUeHTparusaMu TSR 033 B CBIBOPOTKE KPOBH U CTEMEHBIO 3aHATOCTH penentopos LAG-3

B JAHHBIX, COOPAHHBIX 10 HACTOSIIETO BPEMEHH.

CxeMBI BBEJICHUS JI03

[00633] B 53TOM KIMHMYECKOM MCCIECIOBAHWMM B OTHOIICHUU 4YEJIOBEKA
OLICHUBAJTA CEPHIO YBEIMYUBAIOLINXCA 103 CPEACTBA, HanpaBieHHOTo potuB LAG-3, mu6o
OTIENBHO B KA4eCTBE CPEACTBA MOHOTEPAINWH, MO0 B KOMOWHAIIMH CO CPEACTBOM,
HanpasineHHbIM npotuB PD-1. Knmauueckoe uccnenoBaHWe CpeACcTBA MOHOTEpANUM B
OTHOIICHHHM YEJIOBEKA BKIOYAET CIEAYIOIIHE MOBBIMEHUS A03bL 20 MI/MAIMEHT,
80 mr/maupenT, 240 mr/mamueHtT U 720 mr/manuent. Tarke OyAayT OLEHUBATHCS O3Bl OT
240 mr/mammenT no 720 mr/manuent. Hanmpumep, TSR-033 BBOAMIM mammeHTaM B 033X
20 mr/mamuent, 80 mr/marueHT ¥ 240 Mr/manueHT. [lamMeHTaM, MOJTyYaBIIAM CPEICTBO
MOHOTEpanuu, HampasieHHoe mpoTuB LAG-3, BBOAWIN 03y CPEACTBA, HANPABIICHHOTO
npotuB LAG-3, ogun pa3 B 14 gueit +1 menp (Q2W) ¢ momompio BHyTpuBeHHOH (IV)

nH}py3uu B reuenne 30 (-5 u +15) MunyT.

[00634] B cnyyae KOMOMHUPOBAHHBIX CPEICTB TEPANUH, IPEAYCMATPUBAOIIAX
cpenctBo, HampasneHHoe TipotuB LAG-3, u cpeactso, HanpasieHHOe npoTuB PD-1, mo3y
cpeacrtsa, HampaBieHHOro mpotuB PD-1, Oyayr BBOgMTH B m03e 500 Mr/manmeHT B
KOMOHMHAIIMKA C YBEIHYHMBAIOIIUMUCS JT03aMU CPEACTBA, HampapiieHHOTO mpotuB LAG-3,
omuH pa3 B 21 mens £1 aenp (Q3W). YBenuuuBarommecs 1036l B TAHHOM HCCIIEIOBAHHH
prinroyaroT 20 mr/marent, 80 mr/marment, 240 mr/mamuenTt, 720 Mr/marenT U 10361 240-

720 Mr/mIalAEHT.

[00635] B taGauue 12 takke NPUBEACHBI WJUTFOCTPATHUBHBIE T03BI CPEJICTB,
BO3JICUCTBYIOIINX Ha LAG-3 (Hammpumep,
TSR-033), koTOpBIE BBOAMIIH MO HILTIOCTPAaTUBHBIM cxemaMm Q2W u Q3W. MnmocTpaTusHbie

70361 B Tabauue 12 Takke MOIXOJAT B KAYECTBE /103 CPEJCTBA, Bo3AcHcTByromero Ha LAG-
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3 (manpumep, TSR-033), B KOMOWHUPOBAHHBIX CPEACTBAX TEPANUHU (HAPUMEP, CPEICTBE

TEpAaIHH C TBOWHOM WITH TPOUHOM OJIOKAI0M ).

Tabauua 12. Cxembl BBeaeHUSI 103 ISl WIIHCTPATHBHOIO CpeaCTBa,

Bo3aeiicrByrouero Ha LAG-3, TSR-033

Beenenune Q2W Beenenue Q3W
(oauH pa3 B ABe HeAeJH) (0oaUH pa3 B TPH HeAeH)
Hocrosinnas no3a | /lo3a B nepecuere | Ilocrosinnasi no3a | /lo3a B nmepecuere
Ha Maccy Tesia Ha Maccy Tesia
MPHUOTTUZUTEITBHO NPUOTU3ZUTEITEHO NPUOTTU3UTETTEHO MPUOTTU3UTENBHO
240 mr 3 Mr/kr 500 mr 10 mr/kr
MPUOTTUZUTEITBHO NPUOTU3ZUTEITEHO NPUOTTU3UTETTEHO NPUOTU3UTEHLHO
500 mr 10 mr/kr 720 mr 12 mr/kr
MPUOTTUZUTEITBHO NPUOTU3ZUTEITEHO NPUOTTU3UTETTEHO NPUOITH3UTETEHO
720 Mr 12 mr/kr 900 mr 15 mr/kr
NPUOTH3UTENTEHO NPUOTH3UTETBHO NPUOTH3UTETEHO NPUOTH3HTEITEHO
900 mr 15 Mr/kr 1000 mr 20 mr/Kr
NPUOTH3UTETEHO -- NPUOTH3UTETEHO NPUOTH3UTEHEHO
1000 mMr 1500 mr 25 mr/kr
NPUOTH3UTENEHO -- NPUOTH3UTEBHO --
1000 mr 1800 mr
-- -- NPUOITU3UTEITHHO --
2100 mr
-- -- MPUOITU3UTEITHHO --
2200 mr
-- -- MPUOITU3UTEITHHO --
2500 mr
[00636] Hanpumep, cpenctso, Bo3meicTByromee Ha LAG-3 (manpumep, TSR-

033), MO’KHO BBOJHUTH B IMOCTOSHHOM /103€, COCTABIIIONICH NPHOTU3HTETBHO 240 MT, OJTHH
pa3 B aBe Hemenw (Q2W), B MOCTOSHHOM J103€, COCTaBISAIOMEH MPUOMU3UTETHHO 500 MT,
omuH pa3 B ase Hemenw (Q2W), B MOCTOSHHOH J03€, COCTABISIONIEH NPUOIM3UTEIHHO
720 Mmr, omuH pa3 B ase Hememu (Q2W), B TOCTOSHHOW J103€, COCTaBITIOIIEH
npuonusuTennbHo 900 mr, ommH pa3 B aBe wHeaemd (Q2W), B TOCTOSHHOW 103e,
cocTasistromei mpuomunuTensHo 1000 mr, onmH pa3 B e Hepenw (Q2W), B MOCTOSHHOU
no3e, cocrapnsronied npuomsutensao 1500 Mr, oguH pa3 B ABe Heaemu (Q2W), mo3y B
pacdere Ha Maccy Teja, COCTABIIAIOINYI0 MPHUOIM3UTEIBHO 3 MI/KT OJUH Pa3 B JBE HEICITH
(Q2W), no3y B pacueTe Ha MAacCy TeNa, COCTABIONILYI0 TPHOMM3HTENBHO 10 MI/KT OIWH pa3
B nBe Henemu (Q2W), mo3e B miepecyeTe Ha MacCy Tella, COCTABIIIONMIEH MPUOTU3HTETHHO
12 mr/kr, oquH pa3 B ase Heaeau (Q2W), mo3e B mepecyeTe Ha MacCy Teja, COCTABIISIONMEN

npuoNM3nuTeNnbHO 15 Mr/kr, oamH pa3 B e Hememw (Q2W), B TOCTOSHHOH 103€,
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cocTaBisromed mpuoau3uTensHo 500 mMr, oguH pa3 B Tpu Hexenu (Q3W), B mOCTOSHHOU
n03e, cocTapnsronied mnpuOmusutensHo 720 Mr, ogmH pa3 B Tpu Hemenmu (Q3W), B
MOCTOSTHHOM J03€, COCTABIIAOIIEH mpromm3uTenbHo 900 Mr, ouH pa3 B Tpu Heaenu (Q3W),
B MOCTOSTHHOHM J03€, COCTaBjsronied mpuommsutensHo 1000 Mr, omWH pa3 B TPU HEAETH
(Q3W), B MOCTOSHHOM J03€, COCTABIIONIEH MpHOMM3UTENbHO 1500 Mr, OOuH pa3 B Tpu
Henenmu (Q3W), B mOCTOSAHHOM 103€, cocTaBsAromed npuomusurensHo 1800 mr, oguH pa3 B
Tpu Henenu (Q3W), B MOCTOSTHHOM /103€, COCTABIIOIMEN TpuOIM3uTenbHO 2100 MT, onuH
pa3 B Tpu Hegenu (Q3W), B MOCTOSHHOM 703€, COCTABIAIONICH puOmmu3uTensHo 2200 mr,
onuH pa3 B Tpu Hemeaw (Q3W), B MOCTOSTHHOW /103€, COCTaBISIOMEH MPUOIM3UTETHHO
2500 wmr, onuH pa3 B Tpu Hepenu (Q3W), mo3e B mepecueTe Ha Maccy Tela, COCTABIIIOMEH
npubnusutensHo 10 mr/kr, oauH pa3 B Tpu Heaenu (Q3 W), no3e B mepecyere Ha Maccy Tena,
COCTAaBIIIOMIEH MpUOTU3HTENBbHO 12 MI/KT, 0uH pa3 B Tpu Henenu (Q3W), mo3e B mepecueTe
HA MAaccCy Tella, COCTABIIAIONIEH MPUOTU3UTENBHO 15 Mr/Kr, onuH pa3 B Tpu Hepemn (Q3W),
J03€ B IIEPECUETE HA MACCy TEJa, COCTABIIAIOMIECH MPHOM3HTETbHO 20 MT/KT, OJUH Pa3 B TPH
Hememu (Q3W) mimm mo3e B mepecdere Ha MAacCy Tena, COCTABIAIONICH MPHOIH3HTETBHO

25 mr/kr, oauH pa3 B Tpu Heaenu (Q3W).

Knunuueckue uccneoosanusi cpeocmea mepanuu ¢ mMpouHOU 010KAO0U ¢

ucnonvszosanuem TSR-033, TSR-042 u TSR-022

[00637] CpencTBo Tepamuu ¢ TPOMHOMW OJOKAIOW MOKHO HCCIIEIOBATH ITyTEM
BBEJCHHUA CYOBEKTYy CpeacTtsa, BozaewcTByromero Ha LAG-3, TSR-033, cpenctsa,
BozaeicTByromero Ha PD-1, TSR-042 u cpenctsa, Bo3aercTByromiero Ha TIM-3, TSR-022.
OmHO wnm OoJlee CpencTB MOKHO BBOAUTH cornacHo cxeme Q2W wm Q3W, Torma kak
apyroe(-ue) cpeactso(-a) BBOAAT cormacHo cxeme QO6W. OxHO wimu Gomnee CpeacTB MOYKHO
MEPBOHAYAIIEHO BBOAUTH cornmacHo cxeme Q2W wmma Q3W (B HavampHOW 1103€) W
BITOCJIC/ICTBUU BBOJUTH corjiacHo cxeme Q3W (B HaYambHOU /103€, B 00Jiee HU3KOH J103€ WITH
B Ooyee BBICOKOHM n03e) mocie 2, 3, 4, 5 wm 6 uukinoB. Hampumep, cpeacrtso,
BozaeicTByromee Ha PD-1, TSR-042, MOXHO T€pBOHAYAIBHO BBOAUTH B J03€
500 mr/marueHT cornacHo cxeme Q23 W, a 3atem BBoAuTh B 103¢ 1000 MI/MALMEHT COTIACHO
cxeme QO6W nocne 2, 3, 4, 5 unu 6 uukios. J[aHHbIE TPU CPEACTBA MOYKHO BBOJUTH COTJIACHO
cxeme Q2W. JlanHble TpU CpeAacTBa MOXKHO BBOAMTH cornacHo cxeme Q3W. B kauecTse
aNbTEPHATUBBL, CPEACTBO, Bo3aeWcTBytomee Ha PD-1, TSR-042, wu cpenctso,

BozaeicTByromiee Ha TIM-3, TSR-022, moxxHO BBOAUTH cornacHo cxeme Q3W, a cpeacTso,
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BozaeicTByromee Ha LAG-3, TSR-033, moxkHO BBOAUTH cornacHo cxeme Q2W. Cpenctso,
BozaeicTByroniee Ha PD-1, TSR-042, moxxHO BBOAMTH cornacHo cxeme QO6W, a cpenctso,
BozaeicTByroniee Ha LAG-3, TSR-033, u cpeactso, Bo3aercTByromee Ha TIM-3, TSR-022,

MO>KHO BBOJHUTH corinacHo cxeme Q2W um Q3W.

[00638] TSR-022 u TSR-042 MOXHO BBOAUTH COTJIACHO JIOOOM H3 CXEM
BBEJCHUS 103 B HactosmeM AokymeHTe, a TSR-022 u TSR-042 M0:XHO BBOAUTH COTJIACHO

cxeme Q3W um Q6W.

[00639] TSR-033 MOXKHO BBOOUTH COTJIACHO JIFOOOH M3 CXEM BBEIECHUS 103 B
HACTOAIIEM JOKYMEHTE, BKIIIOYas UIUTIOCTPATUBHBIE CXEMbI BBEICHUS 103 U3 Tabauumbl 12.
Hanmpumep, TSR-033 MOXHO BBOOMUTH Kak B IIOCTOSHHOM J03€, COCTaBILIOIIECH
npubnmusutensHo 240 mr, onuH pa3 B aBe Heaenmu (Q2W), B MOCTOSHHOM 103e,
cocTaBisrOIeH mpuOM3uTenbHo 500 Mr, oguH pas B Tpu Hemenu (Q2W), B MOCTOSHHOW
103€, COCTaBIAIOMEH mpuOmuurensHo 720 mMr, oguH pa3 B ase Hememu (Q2W), B
MOCTOSTHHOM J03€, COCTAaBIBIOIEH mpuOmmu3uTensao 900 Mr, oauH pas B aBe Heaenu (Q2W),
B TIOCTOSTHHOM J103€, COCTaBIIIONICH mpuOMH3uTeapHO 1000 MT, OAMH pa3 B JBE HEICH
(Q2W), B MOCTOSHHOW J03€, COCTAaBILIIOMEN MpUOMU3nuTebHO 1500 MT, OmWMH pas B JBE
Heaenu (Q2W), mo3e B mepecyeTe Ha MacCy Tella, COCTABIISIONMEH MPHOTHU3UTEIIBHO 3 MI/KT,
omuH pa3 B aee Hememu (Q2W), mo3y B mepecdeTe Ha Maccy Tena, COCTaBISIOMICH
npuomu3uTeTbHo 10 Mr/kr, oauH pas B ABe Hexenn (Q2W), 103e B epecueTe Ha MacCy Tena,
COCTABIIAIOIIEH TTPHOHU3UTENBHO 12 MT/KT, omH pa3 B ase Henenmu (Q2W), mo3e B pacuere
Ha Maccy TeJa, COCTaBIIOMEH MPUOTU3UTENbHO 15 Mr/KT, 0uH pa3 B ase Heaemu (Q2W), B
MOCTOSTHHOM J03€, COCTABIIONIEH pHOTH3uTeTbHO 500 MT, 0uH pa3 B Tpu Heaenu (Q3W),
B TIOCTOSTHHOM JI03€, COCTABIIAIOMIEH MPHOTU3UTETHHO 720 MT o1MH pa3 B TpH Hexenu (Q3W),
B TIOCTOSTHHOM J03€, COCTABIIONIECH mpuOmm3uTebHo 900 MT, ONMH pa3 B TPU HEJCIH
(Q3W), B MOCTOSHHOW J03€, COCTAaBIIIOMEH mpUOMM3uTENbHO 1000 MT, OOUH pa3 B TpH
Henenmu (Q3W), B MOCTOSHHOM /103€, COCTABIIIOMEH mpuomm3uTebHo 1500 mr, oguH pa3 B
Tpu Heaenu (Q3W), B MOCTOSHHOM 103€, cocTaBisomel mpuodmusutenbao 1800 Mr, onuH
pa3 B Tpu Hegenn (Q3W), B MOCTOSHHOM J03€, COCTAaBIIAIONICH puommsuTensHo 2100 M,
omuH pa3 B Tpu Heaemd (Q3W), B MOCTOSHHOM /103€, COCTABIIONIEH MPUOIM3UTEIHHO
2200 mr, ommH pa3 B Tpu Heaenmu (Q3W), B TOCTOSHHOM MJ03€, COCTaBIAIOMICH
npuom3uTensHo 2500 Mr, oauH pa3 B Tpu Hexew (Q3 W), mo3e B mepecdere Ha MaccCy Tena,

COCTABIIAIOIEH TpuOMH3uTENbHO 10 MT/KT, 01MH pa3 B Tpu Heaenu (Q3W), mo3e B mepecuere
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Ha MacCy Tela, COCTaBIAIONIEH MPUOMM3UTENbHO 12 Mr/kr, oguH pa3 B Tpu Hememn (Q3W),
J103€ B TIEPECUETE HAa MACCy TeJla, COCTABJIAIONMEH MPUOM3UTEHHO 15 MT/KT, OJMH pa3 B TPH
uHeaenu (Q3W), no3e B mepecyeTe Ha MacCy Tela, COCTABIIAIONICH MPUOTH3UTENTFHO 20 MI/KT,
omuH pa3 B Tpu Hemenw (Q3W) wmimum 103e B mepecyeTe Ha MAacCy Tefa, COCTABIIMIOMIEH

MPHONH3UTEITFHO 25 MT/KT, 0iuH pa3 B Tpu Heaenu (Q3W).

[00640] TSR-033 Takke MOKHO BBOJWTH B  J103€, COCTaBISFOIICH
20 mr/manwent, 80 mr/marment, 240 mr/marpiert, 720 MIr/manMeHT W B MPOMEKYTOUYHBIX
no3ax 240-720 mr/manuent. TSR-033 Takke MOKHO BBOJHMTH B JI03€, COCTABIIAIOINCH HE
oomee mpuOmusurensHo 1000 mr/mammeHt (HampuMep, B /103€, COCTaBJAIOIIEH
npudmmsutensHo 20, 80, 240, 500, 720, 900 wmu 1000 mr/mamment). o3a TSR-033 moxker
OBITh MEHBIIEH, YeM /1033, IPUMEHAEMAs B CITy4ae CPeACTBA MOHOTepanuu Ha ocHoBe TSR-

033. Takyro 703y MO’KHO BBOJAUTH OJIMH pa3 B Ase Hexeau (Q2W) unm ouH pa3 B TP HEJEIH
(Q3W).
[00641] Taxke MOKHO HCCIeAOBaTh MOAU(MHUKANMIO O3Bl  (HATIPHMED,

Bo3pactanue mo3b1) TSR-022. Hammpumep, TSR-022 MOKHO BBOAHMTH B JI03€, COCTABIISIOIIEH

100 mr, 300 mr, 900 mr w1200 mr.

[00642] Beenenne n03b1 TSR-042 mMoskeT ObITh MOCTOSHHBIM TpH 500 Mr wid

1000 wmr.

Ipumep 9. /lonmonHuTE/JbHbIE MCCIAEI0BAHMS, CBSI3AHHbIE €O CPEACTBOM

MOHOTepAanuu, CpeACTBAMHU TepanuM ¢ ABOITHON U TpoiiHoM OJ10Kax0

[00643] Nzyaamm skcnpeccuto PD-1, TIM-3 u LAG-3 Ha uHpuisTpupyrommx
omyxonb Jjewkomutax (TIL), momydeHHBIX OT manUeHTa. J[OTIOTHUTEITbHYI0 OIEHKY
(YHKIIMOHATTFHOW POJIM ITBOWHOW WM TpouHOW Onokaael PD-1, TIM-3 u LAG-3 in vivo

mpOBOAWIIN C MPUMCHCHHUEM OITYXOJICBBIX MOI[eHefI Y 'YMaHU3HPOBAHHBIX MBIIICH.

[00644] [IpOTOYHYI0 LIUTOMETPUI0 MNPUMEHAIM UIA MOJACYETAa NOMYJIALHU
WMMYHHBIX KJIETOK B TAHEIW 00Pa3IOB OMyXOJeH YeI0BeKa, BKIOYAs HEMEITKOKIIE TOUHBIN
pak nerkoro (NSCLC). I'ymanmsuposarasiM MbimiaMm NOG-EXL BBOammm wcciexyemMble
QHTHUTENIA TOCJIE TOro, Kak onyxonu pocturama 30-120 MM>. AHTUTENA BBOIWIH
HWHTPATIEPUTOHEATTFHO JBa pa3a B HeAemo B j03e 10 mr/kr. OmyXonu U Celle3eHKH MBITIEH

coOMpanu MO OKOHYAHHH C TOCTEIYIOIAM HWMMYHO(EHOTHITHPOBAaHHWEM T-KIETOK H

MHUCJIIONIHBIX KIICTOK.
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Koskenpeccusa PD-1, TIM-3 u LAG-3 na muozouucnennoix noocpynnax T1L 6

ONnyxoJisx 4ejnoeexkd

[00645] IlepBHuHBIE TOABEPrHYTHIE PE3EKIMH OMYXOIW OT HECKOJIBKHUX
MAIMEHTOB C PAa3NIWYHBIMH BHJIAMH paka COOHMpPATH W JUCCOLMHPOBATHN B CYCIICH3HH
OTAETBHBIX KIETOK C TPUMEHEHHWEM Kak (PEepMEHTATUBHOTO, TaK M MEXaHHUYECKOTO
paspymieHuA. KneTkn HEMENJIEHHO OKpallMBalM TpeMs MAaHEIAMH AaHTHUTEN, BKIIOYas
MapKephI JIMHUH AJIS OMYIALMN T-KIeTOK M MHETIOUHBIX KIETOK U PELENTOPOB UMM YHHBIX
KOHTPOJBHBIX ToueK. CMm. ¢purypbr 12A-12F. 3amernyro koskcnpeccuro PD-1, TIM-3 u
LAG-3 oOHapyxunu Ha WHQHIBTPUPYIOIIMX OIMyXOJIb KJIETKaX, ocooenHo Ha CD8+ T-
KJIeTKax, mpHu HemenkokinerouHoM pake erkoro (NSCLC) (¢urypa 12A), pake sHAOMETpUA
(¢urypa 12B), noueunoknerounom pake(RCC) (purypa 12C), pake meiiku matku (purypa
12D), pake xxenyaka (¢purypa 12E) u konopekramsHom pake (CRC) (¢purypa 12F).

Jleotinass  umu  mpoiinas dKcnpeccust KOHMPONbHLIX  MOYEK  ommedaem

ouchynkyuonanvuvie CD8+ T-knemxu

[00646] [lepBuuHbIE MOABEPrHYTHIE PE3EKLMU OMYXOJH IUCCOLMUPOBAIU B
CYCIIEH3MH OTHAENBHBIX KIETOK ¢ TPHUMEHEHHEM Kak (EPMEHTATHBHOTO, TaK |
MEXAHUYECKOT0 paspynieHus. KneTkun HemMeaIeHHO OKpaluBalid TPEMs MaHETIAMH aHTUTEIL,
BKJIFOYasi MApPKEPHI JIMHUU AJI1 MOMYIALUN T-KIEeTOK U MHUEIOUJHBIX KIIETOK, PEUENTOPOB
MMMYHHBIX KOHTPONBHbIX TO4YeK. Ha d¢urype 13A 1okazaH UWMMYHHBIM COCTaB
WHQHIBTPUPYIOMMX  OMyXOJb  JICHKOIMTOB, OMPEACICHHBIM METOAOM TPOTOYHOH
IUTOMETPHH C UCTIOJb30BaHUEM 00pa3noB omyxonen ot manueHToB ¢ NSCLC u RCC. Ha
¢purype 13B mnoxkazanel HcCIEeNOBaHMA C TPHUMEHEHHEM TIpaH3MMa B B KadecTse

(dyHKIHOHaTBEHOTO Mapkepa i T- u NK-kmeTok.

[00647] Y100l TOHATH (PYHKIMOHAIIGHBIE TIOCIIEACTBUA TPOWHON SKCIIPECCHU
KOHTPOJIBHBIX TOYEK, BhIAEsuM U aHanusuposainu TIL w3 mepsuunoro EGFR+ NSCLC u
ooHapyxuwin, uto PD-1"TIM-3"LAG-3" murorokcuveckue T-KIeTKH XapaKTEPHU30BAIUCH
HapyieHreM ()YHKIMH B BBICOKOW CTETIEHH, OTICHEHHOM 1O cTaTycy rpansuma B (¢purypa
13C). IlepBuuHble TIOABEPTHYTHIE pe3eKIMU omyxomn oT mamdeHToB ¢ NSCLC
aHECCOIMHUpoBand | xapakrepu3oBamd CD8" T-kieTkH B OTHOINEHHH OSKCHPECCHH
KOHTPOJBHBIX TOYEK M (PYHKIIMOHATBHOTO CTaryca ¢ mpuMmeHeHueMm rpansuma B (GrzB)

(N=6). CraTucTuueckue pa3nu4us OOHAPYKHBAIH C TOMOIIBI OXHO(AKTOPHOTO
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JUCTIEPCHOHHOTO aHAIM3a ¢ KOPPEKLUEH Ha MHOKECTBEHHbIE cpaBHEHUs Xoimma-Cunaka. *
p<0,05;** p<0,01; **** p <0,0001. Kak moka3zano Ha ¢urype 13C, nBoiiHas UM TpOHHAS

SKCTIPECCHUs KOHTPOJIbHBIX Touek oTMeuaeT CD8+ T-kimeTku ¢ HapymieHneM QyHKIHMH.
Onyxonu NSCLC

[00648] I'ymaamsupoBanaeiM ~ MbimamM  NOG-EXL  (Taconic) moakoskHO
WHOKYJIMPOBAJIM TMHUH KIIETOK HeMeNKoKIeTouHoro paka jgerkoro (NSCLC) A549 (¢urypsi
14A-14G) 1 KOHTPOIMPOBAIA B OTHOIIEHHH POCTa OMyXOJH. MBbIIed paHIOMH3HPOBAIIH,

3, ¥ oOpabaTslBaly  CIETYIOIIUMU

Korma oObembl omyxojiel gocturamud 80-120 mm
UCCIIEyEMBIMH AHTUTENIAMHA HMHTPANICPUTOHEATFHO JIBA Pa3a B HEACTIO. HU30THITHYECCKHI
KOHTPOITb yenoBeueckoro [1gG4 mnmm rymMaHW3HpOBAHHBIE AHTHTENA, HAICTMBAIOIIHECS HA
PD-1 uyenoseka (TSR-042), TIM-3 (TSR-022) u LAG-3 (TSR-033). AHTHTEIa K UMMYHHBIM
KOHTPOJIBHBIM TOYKAM BBOIHIIH JTHOO TIO OTACITHHOCTH, JINOO B KOMOHHAITWH B 03¢ 10 MI/KT,
Kak wu300pakeHo (n = 5-10 >xuBOTHRIX Ha Tpymmmy o6Opadorkm). Poct omyxomei
KOHTpoIMpoBamu B T1eueHHe 30-35 ngueir. ®urypa 14A oTHOCcHTCS K 00paboTKe
W30THITMYECKUM KOHTpoJjeM uenoBedeckoro [gG4; ¢urypa 14B orHOcHTCS K 00pabOTKe
TSR-042; durypa 14C otHOCcHTCS kK 00OpadoTke TSR-022; durypa 14D otHOCHTCS K
obpadoTke komOuHarmeit TSR-042 u TSR-022; ¢purypa 14E otHOCHTCS K 00padoTke TSR-
033; ¢urypa 14F otHOCHTCA K 00padoTke kKomOmHarmen TSR-042 u TSR-033 u ¢urypa

14G otHOCHTCS K 00padoTKe TpoitHOM KomOuHarmen TSR-042, TSR-022 u TSR-033.

[00649] Onyxomu NSCLC coOumpamu y BCeX JKHBOTHBIX, OCTABIIUXCS B
WCCIICIOBAHHN HA MOMEHT OKOH4YaHWsA (37-U JEHb MOCIIe PAHIOMH3AIH), U HEMEICHHO
oOpabateBamy. J[ms1 TONMyYeHHs] CYCTHEH3WH OTACIBHBIX KJIETOK OOpas3Ibl OMyXOJeH
PACHIETUISITA C TIOCIIEAYIOIAM OKPAITHBAHHEM W HMMYHO(DEHOTHITHPOBAHUEM C TIOMOTIBIO
MPOTOYHOU LIUTOMETPHUH C UCTIOTB30BAHUEM MAPKEPOB A1 T-KIIETOK U MUETIOUIHBIX KIIETOK.

Knerku redtupoBany Ha OTAETBHBIE JKUBBIC MOMYJISALINH.

Veenuuenuve TIL v cHUKEHUE BHYTPHONMYXOJIEBBIX Treg pu TpOUHOU OJIoKaIe

KOHTPOJBbHBIX TOUYCK

[00650] [Tonynsaun UMMYHHBIX KJIETOK JJIsI KaKJAOW TPYIIIBI 00pabOTKH
HOpMAJIU30Balld OTHOCHUTENBHO M30TUIMYECKOro KoHTpona. Ha durype 15A mnokazana
KPAaTHOCTh W3MEHEHUA MMapaMeTPOB HHHUIBTPUPYIOMHUX omyXxonb umbonnTos (CD45). Ha

¢purype 15B mokasaHa KpaTHOCTh H3MEHEHHSA peryasaTopHbIX T-kinerok (Treg) mpum
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naeaTuukampm Treg kak CD4+FOXP3+. Ha ¢urype 15C nokazaHa KpaTHOCTh H3MEHEHUS
napamerpoB nponudepupyromux Treg, u Ki-67 mpuMeHATM B KayecTBe Mapkepa s
mponuEepUpyOMUX KICTOK. 3BE3A0YKYy NpHMEHSIOT i uacHtHukanumu p<0,05 B
HenapHoM T-tecte CThrOIEHTA TPU CPABHEHUU CPEACTBA HAa 0CHOBE 0o-PD-1 ¢ aBOitHOM nin

TPOMHON KOMOWHALIMEN KOHTPOIBHBIX TOUEK.

CHWKEHHUE TapaMETPOB CBI3AHHBIX € OnvXoabk Makpodaros (TAM) wu

VBEJMYECHHUE COOTHOIEHMU MI1/M2 npu  JABOWHOU WIA  TPOUHOU OJIoKaae

KOHTPOJIbHBIX TOYCK

[00651] Ces3annbie ¢ onmyxoybio Makpodaru (TAMs) uaeHTHHUITUPOBATH KaK
CD11b*CD68*; TAM M2 kak CD11b"CD68*CD209*HLA-DR"; u TAM M1 kak
CD11b*CD68*CD209-HLA-DRM. Henapusiii T-kpurepuit Ctbrogenta *p<0,05 nmpuMeHsm
JUId CpaBHEHUA CPEACTBA MOHOTepanuu Ha ocHoBe «o-PD-1 ¢ rpynmamu nBOWHOM WM

TpoiHOM 00padoTku. Cm. purypsel 16A (TAM) u 16B (M1/M2).

KomOunamms TSR-033 u TSR-042 i nmpOTHBOOMYXOJIEBOM AKTUBHOCTH iK1

Vivo

[00652] B sToM mpumepe ommcana crmocoOHOCTh WLTFOCTPATHBHOTO CPEJICTBA HA
ocHoBe aHTWUTema K LAG-3 B KOMOWHAIMM C HWUTFOCTPATHBHBIM  CPEICTBOM,

BO3ACHCTBYIOIIMM Ha PD-1, 1eMOHCTpHPOBATH IPOTHBOOITYXOJIEBYIO aKTHBHOCTH 1N VIVO.

[00653] HBoiinas Onokama LAG-3 u PD-1 ynydmaer TepaneBTHYECKYIO
3pPEeKTHUBHOCTP M HMMMYHHYIO AKTHBAIIMIO B TyMAaHW3UPOBAHHOW MBIITUHONW MOJEITH
omyxomu NSCLC. Kak nokazano Ha ¢urype 16C, koMOHUHAIMsI CPEACTBA, HAITPABIIEHHOTO
npotuB LAG-3, co cpeacTBoM, HampasieHHbIM TIpoTuB PD-1 (00a BBOAAT B 103¢ 10 MI/KT
BHYTPHOPIOIIIHHHO JIBA Pa3a B HEAENI0), OKA3bIBACT aJINTHBHOE AcHcTBHE (Kod(DduimeHT
B3aMMOJIEHCTBHS JeKapcTBeHHBIX cpeacTB CDI=1,001) B OTHOLIEHWH OTPAaHHYECHHS POCTA
omyxonu y Mbinieit HUINOG-EXL, nHokynMpoBaHHbIX KineTkamu A549.

3¢

[00654] Mpmmiel paHgOMu3upoBanH Tpu oObemax omyxomu 80-120 mm
MOCIIEAYIOIUM BBEICHHEM MMMYHOTEPANleBTUYECKUX CPEACTB. B ckoOkax ykazaHO
MO/IABJIEHUE POCTA OITYXOJIH MO OKOHYAHUU [T K KIOU rpymibl 00padoTku. OTHOCUTENBHO
CpeACTBa MOHOTEPAITHH, HAMIPABIECHHOTO poTHB PD-1, B kOMOMHUpOBaHHASA TPyIIIIa HMETa
TOBBIIIEHHBIE TIOKA3ATENTH HHPHIb TPUPYIOMINX OITyXO0JIb THM(OIMTOB, BHYTPHOITYXOIEBBIX

npomudepupyromux T-kneroe, coorHomenne CD8/Treg u cHmkeHHble Tokazatenun TAM
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(memapubiii  T-kputepuit CreronmenTta) (¢purypa 16D). [lamHple TpeacTaBIAlOT 1Ba
HE3aBUCHMBIX dKcriepuMenTa (n=10 Ha rpymmy o0paOoTKH) W ObUTH HOPMATH30BAHBI IS
KPaTHOTO HM3MEHEHUS OTHOCHUTEIBHO H3O0THUIIMYECKOTO KOHTPONA IS KKAOW TPYIIIIBI

00paboTKH.

[00655] KomOunupoBanHoe 00paboTka Takke MPUBOAMIA K TIOBBIIIECHHIO
nponudepauru T-KIETOK CENEe3eHKH CO 3HAYUTEIBHBIM YBEIIMYCHHEM TOKa3aTeNeh
nponmudepupyromux CD4 T-knerok, a takwke CD4 >¢ddekTopHBIX KIETOK TaMITH IO
CPaBHEHUIO C CPEACTBOM MOHOTEpanuM, HampasileHHbIM npotuB PD-1; mokaszarenu
nponmupepupyromux CD8 T-kmetok u CD8 3¢ekToOpHBIX KIETOK MaMATH TaKKe ObUIA

MOBBIIEHBl B KOMOMHUPOBAHHOM TPYIIIE, HO 3Ta TEHAEHIMS HE JOCTHINIA 3HAYUMOCTH
(¢urypa 16E).

[00656] JIOTIOTHUTETHHO, CTHMYJISLIUS CIUICHOLIUTOB ex VIiVO
¢dopoonmupucraraneratom (PMA)/HOHOMULIIMHOM, OOLIMM CTUMYJIHPYIOIIMM CPEICTBOM
s T-ximeTok, mTpHBOAMIIA K OONiee  BBICOKMM  3HAYEHWSM TPOUCHTHOW  JTOJH
npoxyuupytomux IFNy u TNFoa CD4 T-kmeTtok y KHBOTHBIX, KOTOPBIM BBOJMIIA
KOMOMHHPOBAHHOE cpeacTBO Tepanu (purypa 16F), uto maeT ocHOBaHHE MPEANOIararh o
(YHKITHOHATTPHOM TIOBBIIIECHUH T-KIETOK B KOMOWHHPOBAHHOH TPYIIE OTHOCHTEIHHO

CpeAcCTBa, HanpaBjaeHHOTO nMpoTuB PD-1, oTnensHo.
Onyxomu TNBC

[00657] ['ymaamsupoBanasiM ~ Mbimam  NOG-EXL  (Taconic) moAKoKHO
WHOKYJIMPOBAJIM JIMHUM KJIETOK TPIIKIBI HETATHBHOTO paka monouHou skene3sl (TNBC)
MDA-MB436 (¢urypbr 17A-17G) U KOHTPOTHUPOBAIH B OTHOMIEHHH POCTA OMYXOJIH.
MbImelt  paHAOMH3MPOBAIH, Korja oObeMbl omyxoned mocturamum 80-120 mm°, wu
00pabaThIBAIK CIIEAYIOIIMMH HCCIIEAYEMBIMU AaHTHTEIAMH HHTPATIEPUTOHEATTFHO JBa Pas3a B
HEJAETIO: U30TUIMUYECKUNA KOHTPOJIb yenoBedeckoro Ig(G4 unu ryMaHU3UpOBaHHBIE AaHTUTENA,
HaremmBaromuecs Ha PD-1 genoseka (TSR-042), TIM-3 (TSR-022) u LAG-3 (TSR-033).
AHTHTENa K UMMYHHBIM KOHTPOJIBHBIM TOYKAM BBOJHWIH JIUOO TO OTAEINBHOCTH, JIUOO B
KoMOHHAIHHU B 103¢ 10 Mr/KT, Kak u300paskeHo (n = 5-10 ;KUBOTHBIX HA TPYIITYy 0OPAOOTKH).
Poct omyxoneit koHTponupoBanu B TeueHue 30-35 nueil. @urypa 17A OTHOCHUTCS K

00paboOTKE M30TUIMYECKUM KOHTpoJeM yermoBeueckoro IgG4; ¢urypa 17B otHOCHTCH K

oopadotke TSR-042; ¢urypa 17C otHOCcuTCcs K 00paGotke TSR-022; ¢urypa 17D
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OTHOCUTCA K 00paboTke komOmHarmend TSR-042 m TSR-022; ¢purypa 17E otHOCHTCH K
oopadotke TSR-033; ¢purypa 17F otHocuTcs k 00padoTke komOuHarmen TSR-042 u TSR-
033 u ¢urypa 17G otHOCUTCS K 00padoTKe TporHOM koMOuHare TSR-042, TSR-022 u
TSR-033.

Jlunus paxa monounoi gncenesot EMT-6

[00658] Ha ¢urypax 18A-18G wu300paskeHO HCCIETOBAaHME HA MBIITHHOW
MOJIETT CHUHTE€HHOM omyxoju, rae mbimam BALB/c cHadyana WHOKynMHpOBamM TOAKOKHO
KJIETOYHbIE JIMHUM paka MoyouHoH skene3sl EMT-6, a 3aTem oOpabaTbiBaiv CypporaTHpIMU
UCCTIETYEMBIMHU AHTUTENIAMH, KOTOPBIE BBOJAMIN HHTPANIEPUTOHEATHHO JBa pa3a B HEETIO B
noze 10 mr/kr. O6bem onyxomu (Mm°) usMepsiu uepes 0-20 mHel mocine 0OpabOTKH
W30 TUMHYECKUM KOHTpoJieM (¢ur. 18A); anturenom k PD-1 (¢ur. 18B); anturenom k TIM-
3 (¢ur. 18C); xomOuHarMen cpencTs, HanpasieHHbIX MPoTHB PD-1 1 TIM-3 (¢ur. 18D);
aatutenoM kK LAG-3 (¢ur. 18E); xomOuHaIMeN cpeacTB, HAaNpaBlIeHHBIX npotHB PD-1 u
LAG-3 (¢uwur. 18F), u xomOuHamme cpeacTsa, HampasiaeHHOTo npotus PD-1, anTHTENa Kk

TIM-3 u cpeacTsa, HaripaBieHHOro mpotuB LAG-3 (¢pur. 18G).

Hosasi ocnoea ons evisignenusi hopm paka 0.ist 1eveHust ¢ NOMOWbIO cpeocmed

mepanuu ¢ mpouHot 610Ka0ot

[00659] PD-1, TIM-3 u LAG-3 B pa3nu4HON CTETICHU SKCIPECCUPYIOTCA TIPH
pa3HbIX popMax paka. B 3Tom mpumepe pa3padbarbiBaii OCHOBY JJIsI BBIIBIICHHS ()OPM paka,
NMpH KOTOPBIX TEPANEBTHYECKASA IOJIb3a MOJKET OBITh TMPEHMYIIECTBEHHO TOTy4YeHAa B

pesynbrate TporHOM Ommokanasl PD-1, TIM-3 u LAG-3.

[00660] [Tony4yanu OTAMYUTENBHBIE TPU3HAKK ISl ONPEACTICHUS HAJIU4Hs
HHQHITBTPUPYIOMHUX OTYX0Ib JTUM(POIUTOB (TUM(OUAHBIN HHICKC), HHPHIBTPUPYIOIIHX
OMyXOJIb MHEJTOWIHBIX KIETOK (MHEIIOWAHBIA WHJAEKC), WHTEpepoHa  OMyXOH
(uHTEP(EPOHOBBIH HHAEKC), LHUTOKHHOB OIyXOJNW (LIMTOKWHOBBIM WHAEKC), a TaKKe
MOKa3aTened MyTalHOHHOW Harpy3kd omyxomu (TMB) W HapymieHHS TOMOJIOTHYHOH
pexkomOmHarmu (mytamuu reHa HRD wmu HRR). DT oTmmumrensHbIe TIPU3HAKH 3aTeM
cpaBHuBaM B ATiace pakoBoro reHoMa (TCGA) 1yt BBIABIEHUS THIIOB OITyXOJIEH, KOTOPBIE
MOTYT TIPEUMYINECTBEHHO OTBEYATh HA OCHOBAHWH OJHOBPEMEHHOTO MPHCYTCTBHSA

HCCKOJIbKHUX M3 YKAa3aHHBIX BbIIIC q)aKTOpOB, a TAKKC IJIA ONpPCACIICHUA THUITOB OHYXOJIefI,
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MPHA KOTOPHIX TOATPYIMIA MOKET NMPEUMYHIECTBEHHO OTBEYaTh HA OCHOBAHWH TMPOQHIISL

MapKepoB.

[00661] Jlms MOJIy4YCHHS OTIIMYUTEIILHBIX IPH3HAKOB IIPOBOJHIIH
KIacTepusannio K-cpenrHux B OTHOIMEHHWH KOMOMHHPOBAHHOTO HaOopa maHHBIX u3 10000
00pa3LoB pa3NMYHBIX (POPM paka Ha YPOBHE T€HOB C HCIIOJIb30BAHHUEM TUATIA30HA PA3TMIHBIX
k (k =20, 21,..., 200). Tounsrit kpurepuii OuImEepa MPUMEHITH I TIOTYYEHHUS P-3HAYCHUA
accolMalyy KaHOHWYECKUX MyTel U TepMuHa cornacHo ['eHHoit OHTONOrMU I KaXKIOTO
KIactepa B ciydae moOoro 3amanHoro k. [lng kaxmoro k paccuuThIBaIM COBOKYIIHBIE
3HaYeHus p Mg 20 mydmux kinactepos. Ontumanbaoe k u3 62 oTOMpanu A HAUMEHBIIETO
COBOKYIHOTO 3HaueHHsa p cpeau Bcex k. CpenHee 3HaAUEHHME SKCIIPECCHU BCEX T'€HOB B
KaX0M KJ1acTepe MPUMEHSIN B KAUeCTBE MHJEKCA JIJIs1 ITPEACTABIICHUA TPAHCKPHUIILIMOHHOTO

cTaryca KiacTepa.

[00662] Ha ocHoBanmm panabix ceksenupoBanuss PHK B TCGA Obuio
YCTAHOBIIEHO, YTO TEHOM PaKa MIIEKOTMTAIOIIETO MOKET OBITH C TOJTb30H MPeaCcCTaByieH 62
HETIEPEKPBIBAIOIIMHUCS (PYHKIIHOHATTBHO PEIIeBAaHTHBIMHU TpyIIamMu TCHOB
(TPAHCKPHUITITHOHHBIMU KJIACTEPAMH), BHYTPHTPYIITIOBOH YPOBEHb TPAHCKPHUIITOB KOTOPBIX
KOOPIUHUPOBAHHO PETYIHPYETCS CPEAM THIIOB PaKa. XOTI TPAHCKPHUITIHOHHBIE KIIACTEPHI
WICHTHPUIMPOBATM C TOMONIBIO HEKOHTPOJIMPYEMOTO KIACTEPHOTO aHAIH3a, OBLIO
OOHAPYKEHO, YTO T€HBI C W3BECTHBIMU CXOTHBIMU (PYHKIHAMHU KITaCTEPH30BATHCH BMECTE.
beuto 00Hapy»KeHO, YTO TPAHCKPHUITHUOHHBIE KIIACTEPHI 00JIee YCTOMYHMBHI, YEM KaKOU-THOO
OJMH TE€H, W JIy4lle KAHOHWYECKUX IMyTEH, MOCKOJIbKY WX ONTUMHU3HPOBAIH JJI1 aHATH3a
TPAHCKPHUNTOMA ITyTEM HEKOHTPOJIUPYEMOH KIIACTEPU3AIIUH O€3 TIPEABAPUTEIHHBIX TAHHBIX.
Takue kmacTepbl MOTYT OOECIICYHTH OTIOJHUTEIBHYI0 HH(POPMAIUIO TIO0 CPABHEHHUIO C

KaHOHUYCCKHUMU ITYTAMU.

[00663] WnentrdunupoBany mo MEHbIIEH MEPE YEThIPE HMMYHHBIX KIIacTepa,
HA3BAHHBIX  JTUM(OUTHBIM, MHEJTOHIHBIM, HHTEPPEPOHOBBIM W  IHUTOKHHOBBIM.
JlumdonaHpiii KacTep odorameH reHamMmu, cBA3aHHbIMU ¢ T-kimeTkamu, B-kmetkamu u NK-
KJIETKAMHU; a MHETOHIHBIA KjacTep OOOTAlleH TeHaMH, CBS3aHHBIMH C Makpodaramw,
HEUTpOpUIAMH, MOHOIIMTAMH W T. A. W muMQOUTHBIA HHACKC, W MHEIIOWIHBIA HHJIEKC
KOPPENHPYIOT C MPOIIEHTHBIM COJIEPIKaHHEM JIEWKOITUTOB B HaOope maHHbiX TCGA sxemyaka.

Kpatkoe n3noskeHue TpUMEHEHHBIX OTIIMYUTEIBHBIX ITPU3HAKOB NTOKa3aHo Ha ¢purype 19.
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[00664] Crnenyronme BHbI paka OMPECTHIA KaK UMEIOIIHUE CaMbIM BBICOKUMN
mam$pouaHbI WHAEKC: B-kpymHOKneToyHas mmMdoMa, THMOMA, OCTPHIM MHEIIOWIHBIN
JEUKO3, ONMYXOJIH IMYKA, aICHOKAPLIMHOMA JIETKOT0, CBETIIOKIETOYHBIN PAK MOYKH, TPUK/IbI
HETATUBHBIM PaK MOJOYHOM >KEJNE3bL, PaK JKEIyJKa, IIOCKOKIETOYHBIA PaK JIETKOTO H

MC30TCIIMOMA.

[00665] 3aTeM BBISIBUIM  BUABl PaKa, XapaKTEPU3YIOLIMECS BBICOKHM
TMM(OUTHBIM UHIEKCOM U MUEIOUIHBIM UHAEKCOM. OCHOBHBIMH MOKA3aHUAMHU UCXOMA U3
3TOr0 aHanu3a ObUM B-KpynHOKIeToO4YHas IMMQOMa, OCTPHIM MHUETOUIHBIA JIEWKO3,
CBETJIOKJIETOYHBIN paK MOYKH, aICHOKAPLIMHOMA JIETKOTO, TUMOMA, OmyXxoJix simuka, TNBC
MOJIOYHOM JKEJIE3bl, ME30TENHOMA, PAK IO DKEITYIOYHOU KEJIE3bl U INIOCKOKIJIETOYHBIA PaK

JCTKOTO.

Kpome TOTO, BBIABHIIM BUIBI PaKa, XapaKTEPU3YIOUIHECS BBICOKHUM JIMMQOHUIHBIM,
MHUETIOUIHBIM, UHTEP()EPOHOBBIM, IIMTOKHHOBBIM HHIECKCAMH W MYTALIMOHHOW HArpy3KOM
omyxoinu. Mcxons u3 3T0ro aHanMsa, OCHOBHBIMHU ITOKAa3aHUSMH OBUTH aJeHOKAapLUHOMA
Nerkux, B-kpymHokmeTouHas muM¢poMa, TIOCKOKIETOUHbBIN pak jerkoro, TNBC monouHoiM
JKENe3bl, CBETJOKIETOYHBIM paK IOYKH, pak TOJOBBI M IIEH, PaK >KEIyAKa, pak

MO KCITY, I[O"IHOfI JKCIIE3BI, pak e MKX MATKH U ME30TEITHOMA.

[00666] Jlpyrum MapkepoM oTOOpa MAIMEHTOB A1 HMMYHOTEPAITUH HA OCHOBE
PD-L1 B OTHOIIEHWH KOHTPOJIBHBIX TOYEK ABIAFOTCS AedekTsl myTer penapanuu JIHK (Teo
et al.,, 2018, J Clin. Oncology). UtoOb WaeHTH(UIHUPOBATH THIIBI OITYyXOJIEH, KOTOPHIE
JEMOHCTPUPYIOT camble BBICOKHE YPOBHH UM (OHTHBIX, MHUETTOUTHBIX,
HHTEP(HEPOHOBBIX/IIMTOKHHOBBIX HHJICKCOB, HAJOKEHHBIX Ha TMB, m gedexte myTtei
pemaparmu JIHK, pazpadoramu usmepenns HRD u nedexros B rerax HRR u oniermBanu 6azy
naaabix TCGA. Korma mpoBenw JaHHBIA aHAIW3, OCHOBHBIMH TTOKA3aHWUSAMH OBLITH
aJICHOKAPIIUHOMA JIETKOTO, TOCKOKIETOUHBIN pak jerkoro, TNBC MomnouHO jkene3bl, pak
JKETyJKA, PaK TOJIOBB W INEW, B-kpymHOKIeTo4Has JmM(pomMa, pak THINEBOAA, PaK
MO/KEITY TOYHOM KENE3bl, PaK MIEHKH MATKH, CBETJIOKICTOYHBIN PAaK MOYKH, ME30TEIIHOMA,

MeJIaHOMA, PAK MOYEBOTO My3bIPs, AACHOKAPILIUHOMA TOJICTON KHUIIKH.

[00667] B COBOKYIMHOCTH 3TH aHAJIM3bI MOKA3bIBAOT, YTO OIMYXOJIH C BBICOKHM
YPOBHEM OTIAEITHFHBIX MAapKEPOB WM HAJOKECHHEM HECKOJIIBKHUX MApPKEPOB C OOJIBIICH

BEPOATHOCTHIO OYAYT pearupoBaTh HA TPOUHYIO OJTOKaTY KOHTPOIbHBIX Touek PD-1, LAG-3
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n TIM-3. Hanmpumep, nake TpH pake, KOTOPBIM OOBIYHO HE SBJISETCS TTOJIOKHUTEITEHBIM
OTHOCHUTENTPHO BBICOKUX THUM(OUIHBIX, MHUEIOUIHBIX, HWHTEPPEPOHOBHIX/IIUTOKHHOBBIX
mapkepoB, TMB wmm nedexroB penmapanmu JIHK, MOXHO TOBBICHTH BEpPOATHOCTH
YCICINHOTO JICYCHUS IIyTEM ONPEIEIICHUs, KAKWE MOATPYIIBI MALUEHTOB SBISIOTCS
MOJIOXKUTETBHBIMH TI0 3TUM MapKepaM, JHOO OTAENbHO, THOO B KoMmOuHarwmu. IIpumepst
MOTYT  BKJIIOYAaTb  NOATPYIIBI  paka  3HAOMETPHUA,  KOJOPEKTAIBHOIO  paka,

HEMEJIKOKJIETOUYHOT'O PaKa JIETKOT0, paka JKelyaKa U MenaHoMbl (¢urypa 19).

[00668] JlpyruMm BaXHBIM (DaKTOPOM, PETYIUPYIOIMM HCTOIIEHUE T-KIETOK,
ABIISIETCSA HAJMYHE aCCOLMUPOBAHHBIX C OMyXOJIBIO BUPYcOB, Takux kak HPV, remarut B/C,
EBV. Ilpu HanoxxeHUH BUPYCHOM MH(EKIUHU C YKa3aHHBIMHU BBIIIE MapKEPaMH, OCHOBHBIMU
TUTIAMH OIYXOJIeH ABIAIOTCS BUPYCHO-UH(PUIMPOBAHHBIM paK TOJOBBI U LIEH, PaK IIEHKU

MAaTKH, rernaTouC/uIoJIIpHas KapuuHOMa U paK HOCOTJIOTKH.

[00669] JIpyruM MapkepoM O0TOOpa TMAIMEHTOB UL CPEICTBA MOHOTEPAITHH,
Bo3AcHcTBYOImEro Ha PD-1, sBasieTcs MukpocareumTHas HecTaOuinbHOCTh (MSI-H) wmm
nedextel myTel penapanuu omuooyHoro crapuBanus (AIMMR). Kak nmokasano Ha ¢urype
12B, mpu pake dHIOMETPUS HAOIFOJAFOTCS BBHICOKHE YpOoBHH 3kcmpeccu PD-1, TIM-3 u
LAG-3, okono 20% ciy4yaeB KOTOPOTo, Kak cooodmaercs, sBisirorcss MSI-H. Oxkunmaetcs, 4To
3TH OIyXOJIM TaKKe WUMEIOT BBICOKYI0 TMB, kak mokasano Ha ¢urype 19. YuursiBas
MPEIPACIIONIOKEHHOCTh omyxoned MSI-H, B TOM yuciie SHIOMETPUS, OTBEYATh HA CPEACTBO
MOHOTepanuu, Bo3aekcTyroniee Ha PD-1 (MeTka memOpomm3zymada), u sxcrpeccuto TIM-3
u LAG-3, MO’KHO IPUMEHATh TPOWHBIE KOMOWHAIHH 1T JieueHus omyxoiielt MSI-H. Kpowme
TOr0, y4MThIBas MHUpPOTy 3kcrpeccuu PD-1, TIM-3 u LAG-3, onmyxonu 3HAOMETpUs, HE
spisrorecss MSI-H, Taxke MOKHO JICYHTh C MOMOINBIO TBOWHOW HMJTH TPOWHOW OJIOKAIIBI

PD-1, TIM-3 u LAG-3.

[00670] B umenom, B ABYX HEKIMHHYECKHX MOJAECNAX KCEHOTPAHCIUIAHTATA
tpoiHas O610kana PD-1, TIM-3 u LAG-3 ¢ momompio TSR-042, TSR-022 u TSR-033 Gbita
ocoderHo 3¢ dexTuBHOM, ekt 3TOT OBL CBsI3aH ¢ yBeauueHreM CD45" TIL y )KHBOTHBIX,
00paOOTaHHBIX TPOWHOW KOMOWHAIIMEW. OTH WCCIICAOBAHHS IMOKA3BIBAIOT, UTO JIBOWHAS
omokana PD-1 ¢ momompio o-TIM-3 wm o-LAG-3 mpuBoamna K TIOBBIIECHUIO
3(pEKTHBHOCTH TO CPAaBHEHHIO CO CPEJACTBOM MOHOTEPAHH B MOJENSAX OMYyXOJeH VY
T'YMAaHW3UPOBAHHBIX MbIIed. Kpome ToTO0, TpOiiHAS KOMOWHAIMS BCEX TPEX MHTHOMTOPOB

KOHTPOJIPHOM TOYKH CBA3aHAa C JOMOJHHUTEIBHOM MMPOTHUBOOIMYXOJEBOM AKTUBHOCTBIO:
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TpoiHas Omokama PD-1, TIM-3 w LAG-3 npuBogmia K  3HAYHUTEIBHBIM
(apMaKOTMHAMHYECKAM HW3MEHEHUSAM TI0 CPAaBHEHHIO CO CPEICTBOM MOHOTEPAIIHH,
BosaeucTByronmM Ha PD-1, ¢ yBenuuennem nokasarened TIL, CHWKEHHMEM MOKa3areneu
BHyTpuonyxoneBbix Treg wu Bo3geiictBueM Ha nomymimmud TAM ¢ moMomibro
MHUKPOOKPYKEHHUS OIMyXONH. Takum 00pa3oM, yUHUThIBas MOTEHIHANBHYIO posb PD-1, TIM-
3 u LAG-3 B Hapymenun (yHKkumu T-KI€TOK, 3TH HAOMIOJEHHUS TMOKA3bIBAIOT, YTO
OJHOBPEMEHHAs OJI0Ka1a BCeX 3 KOHTPOJIbHBIX TOUEK MOKET IOTEHIIHATIBHO BBI3BIBATH OOJIEE
CHUIIbHBIE U 0OJIe€ JUTMTENbHbBIE MPOTUBOOIYXOJIEBbIE UMMYHHBIE OTBETHI, YEM OJUHOYHBIE
WA JBOMHBIE KOMOWHAIIMK, W MOXKET TPEACTaBIATH COO0M 0COOEHHO 3(PdeKTUBHYIO

TEPATNIEBTUYECKYIO CTPATETHIO.
IKBUBAJIEHTDBI

[00671] Kak ucnonb3yeTcs B JaHHOM JOKYMEHTE, (OpMBI € IMHCTBEHHOTO YHCITA
B ONMUCAHMH W B (OpPMyJIe H300PETEHHWs, €CIIM YETKO HE YKa3aHO OOpaTHOE, CJEIyeT
MOHMMATh KaK BKIFOYAOIIHE CCHIJIKK Ha MHOYKECTBEHHOE YuCIo. DopMyIia H300peTeHHS WITH
OMUCAHWE, B KOTOPBIX CONEPKUTCA «WIW» MEKIYy OJHHM MM HECKOJIbKUMHU
NPEICTABUTEIIIMH TPYIIIIBI, CYUTAIOTCS YIOBIETBOPEHHBIMH, €CIIH OJIUH, 00JIee OJHOTO WIH
BCE TIPEACTABUTENM TPYIIBI TMPUCYTCTBYIOT B YKAa3aHHOM TIPOAYKTE WM CIOCO0E,
WCTIONB3YIOTCSI B HEM HIIM MHBIM 00Pa30M WUMEIOT OTHOIIEHHE K HEMY, €CITH HE YKa3aHO
MPOTHBOTIONOKHOE WM WHOE HE OYEBHIHO W3 KOHTeKcTa. Hactosmiee wu3oOpereHue
BKJIFOYACT BAPHAHTHI OCYIICCTBIICHHS, B KOTOPBIX POBHO OJWH MPEACTABUTEb TPYIIIEI
MPUCYTCTBYET B YKA3aHHBIX MPOIYKTE UITH CITIOCO0E, HCTIOMB3YETCSA B HUX WJTH HHBIM 00Pa3oM
WMEET OTHONIEHWEe K HHM. HacTosmee WHW300peTeHHE TAKKE BKIIFOYAET BaPHAHTHI
OCYIIECTBIICHHS, B KOTOPBIX 00JIee OAHOTO HITH BCE TPEICTABUTENN TPYIIITBI IPUCYTCTBYIOT
B YKa3aHHBIX MPOAYKTE WM CIIOCOOE, WUCTIONB3YIOTCA B HUX WM HHBIM 00pa3oM HMEIOT
OoTHOIIEHWE K HHUM. Kpome TOro, cieayeT MOHMMATh, YTO HACTOSIIEE H300pETCHHE
OXBATHIBAET BCE BApHUALMH, KOMOWHAIIMH W COYETAHWSA, B KOTOPBIX OJHO WM Oojee
OTPaHUYEHHH, 3JIEMEHTOB, YCIIOBHH, OTIMCATEIBHBIX TEPMUHOB H T. . U3 OJHOTO WA O0jIee
MEPEYHCIICHHBIX MYHKTOB (HOpMYITBI W300pETEHUSI BBOMATCS B APYTOM IYHKT (HOPMYIIBI
W300PETEHUs, 3aBUCUMBIA OT TOTO K€ HE3aBUCHUMOTO MyHKTa (POpMYITBl H300peTeHUs (HITH
M000TO APYTOTO IMyHKTA (POPMYITEI H300PETEHHUS, B 3aBUCUMOCTH OT TOTO, YTO IIPUMEHHMO ),
€CITH HE YKa3aHO MHOE WM €CIIH CPEIHEMY CIEHUAIIMCTY B JAHHOM OOJIACTH TEXHHKH HE

6yI[CT OUYCBHUAHO, UYTO 6yz[eT BO3HHUKATh MPOTUBOPCHUEC NITH HCCOOTBCTCTBUC. Ecam anemeHTHI
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MPEACTABIICHBI B BHIE TNEpeYHEH (HampuMep, B BUAE TPymmbl MapKymma WM B CXOJTHOM
¢dopmare), creayeT MOHUMATh, YTO TAK)KE PACKPBIBACTCA KaXKAas MOATPYIMA 3I€MEHTOB, U
MOO0U(ITF00BIE) 3MTEMEHT(3JIEMEHTHI) MOKHO YAAWTh W3 Tpynmbl. B menom, ciemayer
MOHUMATh, YTO €CIIM HACTOSAIIEE H300PETEHHE WM ACTIEKThl HACTOAIIETO H300PETEHHS
0003HaYaeTCA/0003HAYAIOTCA KaK COAEprKaliee/CoAepKampe KOHKPETHBIE SJIEMEHTHI,
MPU3HAKU U T. 1., TO ONPEACTICHHBIE BAPUAHTHI OCYIIECTBICHUS HACTOAIIETO M300PETEHHA
WITM aCTIEKTHI HACTOSAIIETO U300PETEHHS COCTOAT WUJITH TI0 CYTH COCTOST U3 TAKHUX 3JIEMEHTOB,
MPHU3HAKOB U T. A. Jlnd 1eneidl ympomieHus, TaKhe BAPUAHTHI OCYINECTBIICHUSA OBLTH HE B
K )KJIOM CITy4ae TaK MOAPOOHO KOHKPETHO M3JIO’KEHBI B TAHHOM JOKyMeHTe. Takke crenyeT
MOHUMATh, YTO 000N BapHaHT OCYIIECTBICHHA WM ACTEKT HACTOSIIET0 H300peTEHUS
MOKET OBITh B BHOM (hopMe HCKIIOUEH M3 (POpMyibl U300PETEHHUS, HE3aBUCHMO OT TOTO,
W3JI0’KEHO JIM KOHKPETHOE UCKIIOYCHHE B omwmcaHuu. [lyOmukarmn, BeO-CalThI U Ipyrue
CCBIJIOYHBIE MATEPHANIbl, NPUBOJUMBIE B JAHHOM JOKYMEHTE B Kaye€CTBE CCBUIKHM IS
ONHMCAHHWS YPOBHA TEXHUKH HACTOAIIETO HW300PETEHHA M JUIA  TPEIOCTABICHHUA
JOTIONHUTENbHOW MH(OPMALMHU KACATEIBHO €r0 MPAKTHUYECKOH PeaH3aliy, BKIIOYCHBI B

JAHHBIN TOKYMEHT IMOCPEICTBOM CCHIIKH.

1. TlonmumenTtwa, KOTOPBIA CIIOCOOEH CBA3BIBATh T€H 3 AKTHBAIIMH JIMM(DOIUTOB
(LAG-3), conmepkamuii OJHY, JBE WA TPH AMHHOKHUCIIOTHBIC IOCJICIOBATEIIBHOCTH,
BbIOpaHHbIE W3 () aMUHOKHCIOTHOW mocnenosatenpHocTH moa SEQ ID NO: 5, (b)
aAMHUHOKUCIIOTHOW mociieaoBaTensHOoCcTH mox SEQ ID NO: 6 u (¢) aMHHOKHUCIIOTHOM

nocneaoBarenbHoCTH oA SEQ ID NO: 7.

2. TlomumenTwa, KOTOPHIH COACPKUT BAPHUAOCITBHYIO OOJIACTH TOKEJIOW IIETH,
comepkamyro onHy, nase wiaud Tpu CDR, BeiOpannsie u3 (a) CDR-H1, conmepskamieit
AMUHOKHCIIOTHYIO TiociieaoBareibHOCTh o SEQ ID NO: 5, (b) CDR-H2, conmepsxameit
AMUHOKHCIIOTHYI0 TiocTiegoBatebHOCTh o SEQ ID NO: 6, u (¢) CDR-H3, conmepskamieit

AMUHOKHCIJIOTHYIO nocnenosatenbHocTh nog SEQ ID NO: 7.

3. TlomumenTua, KOTOPBIA CITOCOOEH CBA3BIBATH T'€H 3 aKTUBAIMU JTUM(OIUTOB
(LAG-3), rae yka3aHHBIHM TIOJHTIETITH]T COEP’KHAT BAPHAOETBHYIO 00JIACTh TSHKETION TIETTH,
COJEPIKALLYIO:

CDR-H1, ompeneneHHy:0 aMHHOKHUCIOTHOM MOCIEAOBATEIBHOCTBIO, HA MO

Menbmen mepe 80%, 85% mumu 90% unentuunoit SEQ ID NO: 5; w/unm
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CDR-H2, ompeneneHHy:0 aMHHOKHUCIOTHOM MOCIEAOBATEIBHOCTBIO, HA MO

menbmei Mmepe 80%, 85% umu 90% unentuunoi SEQ ID NO: 6; w/mmm

CDR-H3, ompeneneHHy:0 aMHHOKHUCIOTHOM MOCIEAOBATEIBHOCTBIO, HA IO

Menble mepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 7.
4. llomumenTua no 1. 3, TA€ YKa3aHHBIN NOJUNENTH COJACPKHT:

CDR-H1, ompeneneHHy:0 aMHHOKHCIOTHOM IOCIEAOBATEIBHOCTBIO, HA IO

Menble mepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 5;

CDR-H2, ompenencHHy0O aMHHOKHCIOTHOM IOCIEAOBATEIBHOCTBIO, HA MO

MenbIenr mepe 80%, 85% unu 90% unentuunoit SEQ ID NO: 6; u

CDR-H3, ompenencHHyr0 aMHHOKHCIOTHOM IOCIEAOBATEIBHOCTBIO, HA IO

menbInei mepe 80%, 85% umn 90% unentuunoit SEQ 1D NO: 7.

5. TlomumenTHa, KOTOPBIM CIIOCOOEH CBS3BIBATH T€H 3 AKTHBALMH JTUM(OIUTOB
(LAG-3), conepskammii OHY, JBE WJIM TPH AMHHOKHCIOTHBIE ITOCIIEIOBATEIBHOCTH,
BbIOpaHHbIE W3 () aMUHOKHCIOTHOW mocnenosatenpHocTH moa SEQ ID NO: 8, (b)
aMUHOKHCIIOTHOM mocnenaoBareabHOoCTH 1o SEQ ID NO: 9 u (¢) aMHHOKHCIOTHOHM

nocaeaoBareabHocTH o SEQ 1D NO: 10.

6. ITlomumenTua, KOTOPHIA COJEP’KHT BapHAOCITbHYIO OOJAcCTh JIETKOM IIETIH,
comepkamyro oxany, ase win Tpu CDR, BeiOpannbie u3 (a) CDR-L1, comepskameit
AMUHOKHCIIOTHYIO TocneaoBarebHOCTh moa SEQ ID NO: 8, (b) CDR-L2, conepskameit
AMUHOKHCIIOTHYIO TTociienoBaTeabHOCTh o SEQ ID NO: 9, u (¢) CDR-L3, comeprkameit

AMUHOKHCJIOTHYIO nocienosatensHocts noa SEQ ID NO: 10.

7. TlomumenTha, KOTOPBIA CITOCOOEH CBA3BIBATH T'€H 3 aKTUBAIMH JTUM(OIUTOB
(LAG-3), rae yka3aHHBIH TTOHIIENITH]L COAEPKUT BAPUAOETHHYIO 00JIACTh JIETKOM LIETIH,
COAEPKALLYIO:

CDR-L1, ompeneneHHyr0 aMHHOKHUCIOTHOM IOCJEI0OBATENBHOCTBIO, HA IO

MeHbmenr Mmepe 80%, 85% um 90% unentuunoi SEQ ID NO: §; w/unmm

CDR-L2, omnpeneneHHyr0 aMHHOKUCIOTHOHM IOCJEI0BATENBHOCTBIO, HA IO

menbmer Mmepe 80%, 85% mm 90% unentuunoit SEQ ID NO: 9; w/umm
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CDR-L3, ompeneneHHyr0 aMHHOKHCIOTHOHM IOCJEIOBATENBHOCTBIO, HA IO

Mmenble Mmepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 10.
8. ITlomumenTHpa mo m. 7, coaep Karuu:

CDR-L1, ompeneneHHyr0 aMHHOKHCIOTHOHM IOCJEIOBATENBHOCTBIO, HA IO

Mmenble Mmepe 80%, 85% unmu 90% uaentuunoit SEQ ID NO: §;

CDR-L2, omnpenencHHyr0 aMHHOKHCIOTHOHM IOCJEIOBATENIBHOCTBIO, HA II0

Menbier mepe 80%, 85% unu 90% unentuunoit SEQ ID NO: 9; u

CDR-L3, omnpenencHHyr0 aMHHOKHCIOTHOHM IOCJEIOBATEIBHOCTBIO, HA II0

MenbIier Mmepe 80%, 85% umu 90% uaentuunou SEQ ID NO: 10.
9. TlonmumenTua, KOTOPbIH criocoOeH cBsa3bBaTh LAG-3, comepranimii

10 MEHBIIECH MEPE OAHY aMUHOKHUCIIOTHYIO IMMOCTICA0BATCIIbHOCTD, YKa3aHHYTO B

. 1, uim BapHaOEIbHY0 001aCTh TSDKEITOH IIETH, YKa3aHHYIO B JIFOOOM U3 1. 2—4;
U

110 MEHBIIEH MEPE OAHY aMUHOKHUCIIOTHYHO IMMTOCTICA0BATCIIbHOCTD, YKA3aHHYIO B

L. 5, uim BapuaOeTbHYI0 00JIaCTh JICTKOM IIEMH, YKa3aHHYIO B JTFOOOM W3 mir. 6—38.
10. TTomunenTtha mo ar0O0oMy U3 i, 1—9, rae yKa3aHHBIN TOHITETITH]T COICPKHUT:

CDR-H1, onpenenennyro o SEQ ID NO: 5,

CDR-H2, onpenenennyro o SEQ ID NO: 6,

CDR-H3, onpeaenennyro nog SEQ ID NO: 7;

CDR-L1, onpeaenennyro moa SEQ ID NO: §;

CDR-L2, onpeaenennyto moa SEQ ID NO: 9; u

CDR-L3, ompeaenennyto mox SEQ ID NO: 10.

11. IMonmumenTra, KOTOPBIA CIIOCOOEH CBA3BIBATh T€H 3 AKTHBAIMH JIMM()OIUTOB
(LAG-3), comeprkammii aMHHOKHCIIOTHYIO TIOCIIE0BATEIBHOCTh BApHAOETBHON 00JIaCTH
TSOKENOM LENH, XapakTepu3yromyrocs 1o Menbieit mepe 80%, 85%, 90%, 95% umu 98%

HICHTHIHOCTHIO Toce moBaTeabHOCTH ¢ SEQ ID NO: 3.

12. Tlonunmentun no m. 11, copepkammil aMHHOKHCIIOTHYIO ITOCIIE0BATEIBHOCTD

BapuaOeTbHOM 00/1acTH TsDKEIoN ey, onpeneneHuyto moa SEQ ID NO: 3.



254
13. IMonmumenTra, KOTOPBIA CIIOCOOEH CBA3BIBATh T€H 3 AKTUBAIMH JTAM(OITUTOB
(LAG-3), comeprkamuii aMHHOKHCIIOTHYIO TIOCIIE0BATEIBHOCTh BApHAOETBHON 00IacTH
JETKOM LIETH, XapakTepu3yromyrocs no Menbieil mepe 80%, 85%, 90%, 95% um 98%

HICHTHIHOCTHIO Tocie moBaTeabHOCTH ¢ SEQ ID NO: 4.

14. Homunentun no n. 13, coaep:kamuii aMUHOKHCIOTHYIO TTOCJIEI0BATEIBHOCTD

BapuaOeTbHOM 00J1acTH JIerko# 1enu, onpeaeneHuyro nog SEQ ID NO:4.

15. IMonunenTua, KOTOPBIA CIMOCOOEH CBA3BIBATH T€H 3 AKTUBALMU JTUM(OIUTOB

(LAG-3), coneprxammuii:
BapHaOeNbHYI0 00JIaCTh TSHKENION Leny, yKazaHHyo B 1. 11 wmmn. 12; u
BapuaOEIIbHYI0 001acTh JIETKOW 1enu o 1. 13 wmu 1. 14.

16. TlonmumenTua, KOTOPHIA CIIOCOOEH CBA3BIBATH I'€H 3 AKTUBALMH JTHUM(OIMTOB
(LAG-3), coaepkamuii TMOMUNENTHAHYIO TITOCIECOBATEIIBHOCTD TSDKEIOH — LIETH,
xapaktepusyronryrocs 1o Menbmeidn Mmepe 80%, 85%, 90%, 95% wumu 98%

HICHTHYHOCTHIO TTocye aoBatelbHOCTH ¢ SEQ ID NO: 1 i SEQ ID NO: 21.

17. Ilonunentun mo m. 16, coaeprkamyii MOMUNENTUAHYIO NOCIEA0BATENBHOCTD

TsoKeou ey, onpeaenennyio moa SEQ ID NO: 1.

18. Ilonunentun mo m. 16, copeprkamyii MONMUMENTUAHYIO NOCIEA0BATENBHOCTD

TsoKeNou ey, onpeaenennyto moa SEQ ID NO: 21.

19. TMonmunenTra, KOTOPBIA CIOCOOEH CBA3BIBATH T€H 3 aKTUBAIMH JTUM(OIUTOB
(LAG-3), conmepkammii TOJUNENTHAHYIO TOCIEIOBATEIBHOCTh  JIETKOW  LETH,
xapakrtepusyronryrocss mo Mesbmeidl mepe 80%, 85%, 90%, 95% wuma 98%

HACHTHIHOCTHIO Tocie moBaTeabHOCTH ¢ SEQ ID NO: 2 mymu SEQ ID NO: 22.

20. Ilonumentun mo 1. 19, copepskamyii MONMMIENTUAHYIO NOCIEA0BATEIBHOCTD

aerkoi nenu, onpeaeneHnyro mox SEQ ID NO: 2.

21. Ilonumentun mo 1. 19, copepskamuii MONMUIENTHAHYIO NOCIEA0BATEIBHOCTD

Jerkoi uenu, onpeaeneHHyro moa SEQ ID NO: 22.

22. IMonmumenTHa, KOTOPBIA CIIOCOOEH CBA3BIBATh T€H 3 aKTHBAIMH JIUM(OIIUTOB

(LAG-3), conepxammuii:
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MOJTUTIETITHAHYIO TTOCIIEA0BATENFHOCTD TSKEIIOH LETH, YKa3aHHYIO B JIFOOOM U3

mr. 16—18;
U

MOJUTEN THAHYIO TTOCTIE0BATEIbHOCTD JIETKOW IIETIH, YKA3aHHYIO B JIFOOOM U3

mr 19—21.

23. [MonmunenTua, KOTOPBIA CIIOCOOEH CBA3BIBATH T€H 3 aKTHBAIMH JIUM(OIIUTOB
(LAG-3), rThme mOMMOENTHA COJAEPKHT AMUHOKHCIIOTHYIO IOCIIEI0BATEIIBHOCTD,
xapaktepusyronryrocs mo MeHbmed Mepe 80%, 85%, 90%, 95% wumm 98%
UIeHTHYHOCTHIO TrocneaoBareabHOoCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 umu SEQ ID
NO:21.

24. Ilonunentun TSKETION LIETIH, coJepKammi AMHHOKHCIIOTHYIO
MOCIIEA0BATENFHOCTD, XapakTepu3yromyrocs mo Menbmed mepe 80%, 85%, 90%, 95%
i 98% uaeHTHYHOCTHIO ociemoBateibHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 mimm SEQ
ID NO: 21.

25. TomunenTua, KOTOPHIA CITOCOOEH CBA3BIBATH T€H 3 AKTHBAILMH JTUMQOIUTOB
(LAG-3), rThme TOMMIENnTHI COACPKAT AaMHHOKHCIIOTHYIO ITOCIIEI0OBATEIIBHOCTD,
xapaktepusyronryrocss mo MeHbmeidl Mmepe 80%, 85%, 90%, 95% wumu 98%
HACHTHIHOCTHIO TocenoBatenbHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 i SEQ ID NO:
22.

26. Ilonunentua JIETKOU LICTIH, coACpKaIIuH AMUHOKHUCIIOTHYFO
MOCNEA0BATENBHOCTD, XapaKTepu3yrolytocs no meHbmed mepe 80%, 85%, 90%, 95%
wiH 98% wuaeHTHYHOCTHIO TocieaoBaTeabHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 umn

SEQ ID NO: 22.

27. IlonunenTHa, KOTOPBIA CIIOCOOEH CBA3BIBATH T€H 3 aKTHBAIMH JIMM(OIIUTOB
(LAG-3), coJeprKalui:
1) AMHHOKHUCIIOTY, XapaKTepu3yomyrcs mo Mmeapmer mepe 80%, 85%, 90%, 95%
e 98% uaeHTHIHOCTEIO ocaeaoBaTeabHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 mim SEQ
ID NO: 21;

>

H

1) AMUHOKHCIIOTY, XapaKTepu3yrinycsa 1no mMeHeie mepe 80%, 85%, 90%, 95%
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wiH 98% wuaeHTHYHOCTRIO TocieaoBaTeabHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 nnu

SEQ ID NO: 22.

28. [MonmumenTua, KOTOPBIA CIIOCOOEH CBA3BIBATh T€H 3 aKTHBAIMH JIMM(OIIUTOB

(LAG-3), coneprrammii:
1) OJIHY, JBE€ WJIA TPH AMHHOKHCIIOTHBIE TTOCIIEA0BATEIFHOCTH, BEIOPAHHBIE U3

(a) aMUHOKHCJIOTHOW TIOCTEIOBATEIbHOCTH, KOTOpPas HIACHTHYHA TIO
MOCJIEIOBATEIPHOCTH WM COACPKHT OT | 10 5 aMHHOKHUCIIOTHBIX 3aMEH IIO

cpasHeHuto ¢ SEQ ID NO: 5,

(b) aMHHOKHMCTOTHOM TOCIEIOBATEIBHOCTH, KOTOpas WIECHTHYHA TIO
MOCJICIOBATEIBHOCTH HWIH COACPKHT OT 1 10 5 aMHHOKHCIIOTHBIX 3aME€H TIO0

cpaBHeHuto ¢ SEQ ID NO: 6, u

(C) aMHHOKHCIIOTHOM TOCJICIOBATEIIFHOCTH, KOTOpas WACHTHYHA TIO
MOCJIEAOBATEIPHOCTH WM COACPKUT OT 1 10 5 aMHUHOKHUCIOTHBIX 3aMEH IIO

cpasaenuto ¢ SEQ ID NO: 7;

1) OJHY, BE WJIH TPH AMHHOKHUCIIOTHBIE TTOCIIEA0BATEIIFHOCTH, BEIOPDAHHBIE W3

(a) aMUHOKHCJIOTHOW TIOCJICIOBATEIBHOCTH, KOTOpas HICHTHYHA TIO
MOCJICAOBATETPHOCTA WM COJACPKUT OT 1 A0 5 aMHUHOKHCIIOTHBIX 3aMEH MO

cpasuenuto ¢ SEQ ID NO: 8,

(b) aMHHOKHCITOTHOH TOCJEIOBATEIIBHOCTH, KOTOpas HIACHTHYHA TIO
MOCJIEIOBATEIBHOCTH HIH COACPKHT OT 1 10 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasHenuto ¢ SEQ ID NO: 9, u

(c) aMUHOKHCJIOTHOW TIOCTEIOBATEIFHOCTH, KOTOPas HIACHTHYHA TIO
MOCJCAOBATENPHOCTA WM COJACPKUT OT 1 A0 5 aMHHOKHCIIOTHBIX 3aMEH MO

cpasHenuro ¢ SEQ ID NO: 10.

29. IMonmunenTHa, KOTOPBIA CIIOCOOEH CBA3BIBATH T€H 3 AKTHBAIUH JIHM(OIUTOB
(LAG-3), coJeprKalui:
1) OIHYy, JBE€ WJIH TPH AMHUHOKHCJIOTHBIE TTOCIIEAOBATEIbHOCTH, BHIOPAHHBIE W3 (a)

aMHUHOKUCIOTHOH mocnenoBaTensHocTd mox SEQ ID NO: 5, (b) ammHOKHCIOTHOM
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nocneaosarebHOCTH 1o SEQ ID NO: 6 u (C) aMHHOKHCIOTHOM TTOCIIEIOBATETEHOCTH
moJ SEQ ID NO: 7; Hu
11) OIHYy, JBE€ WJIM TPH AMHUHOKHCJIOTHBIE TTOCIIEAOBATEIbHOCTH, BHIOPAHHBIE W3 (a)
aMUHOKUCIOTHOM mocneaoBaTensHocTd mox SEQ ID NO: 8, (b) ammHOKHCIOTHOM

nocneaosarebHOCTH 1o SEQ ID NO: 9 1 () aMHHOKHCIOTHOM TTOCIIEIOBATETEHOCTH

o SEQ ID NO: 10.

30. [lomumenTua mo moOoMy W3 mmm. 1—29, rae TOMMNENnTHA COACPKHUT TIO
MEHBINEH Mepe OAHY AUCYIb()HIHYIO CBsA3b, OOPA30BAHHYIO TIEPBBIM LIUCTEHHOM H
BTOPBIM UCTEHHOM rze:
1) TIePBBIA IMCTEWH BbIOpaH W3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 m3 SEQ ID NO: 1, a BTOpO¥ HCTeHH BBIOpaH U3 octaTka 41, 115, 147, 160,
216, 239, 242, 274, 334, 380 wm 4383 w3 SEQ ID NO: 1
1) TIEPBBIH IIUCTEHH BHIOpaH w3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 m 438 u3 SEQ ID NO: 1, a BTOpo# mucTenH BeIOpaH U3 octatka 45, 115, 161, 221 u
241 H3 SEQ ID NO: 2; HITH
111)  TepBBIA MUCTEHH BBIOpaH U3 octaTka 45, 115, 161,221 1241 u3 SEQ ID NO: 2, a
BTOPOM IIUCTEHH BBhIOpaH U3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

31. [HomumenTua mo moOoMy W3 mim. 1—30, rae TOMUMIENnTHI COACPKHUT TIO
MEHBINEH Mepe OAHY AHUCYIb(QHIHYIO CBA3b, OOpPA30BAHHYIO TIEPBBIM IIHCTEHHOM U
BTOPBIM IUCTEUHOM; rae:
1) MIEPBBIM OCTATOK TpeACTaBiieT coboi ocratok 45 m3 SEQ ID NO: 2, a Bropoi
OCTATOK  TIPEeAcCTaBIsieT coboi ocratok 115 w3  SEQ ID NO: 2
1) MIEPBBIA OCTATOK TpeAcTaBieT codoi octatok 161 w3 SEQ ID NO: 2, a Bropoi
OCTATOK  TpeAcTaBisieT coboi  ocratok 221 w3  SEQ ID NO: 2
111)  TepBBIA OCTATOK MpencTaBisieT cooor octarok 147 w3z SEQ ID NO: 1, a Bropoi
OCTATOK  TpejacTaBisieT coboi  ocratok 241 w3  SEQ ID  NO: 2
V)  mepBBId OocTaTOK mpenacraBisieT coooi octarok 41 w3 SEQ ID NO: 1, a Bropoi
OCTAaTOK  TpeAcTaBisieT coboi ocratok 115 w3  SEQ ID NO: 1;
V) MIEPBBIA OCTATOK MpeACTaBIIeT coOoi octarok 160 u3 SEQ ID NO: 1, a BTopoi
OCTATOK  TIpPeAcCTaBIsieT coboi  ocratok 216 w3  SEQ ID NO: 1;
vi)  TepBBIA OCTATOK MpeacTaBisieT cooor octarok 239 w3 SEQ ID NO: 1, a Bropoi

OCTATOK  TpeAcTaBisieT coboi  ocratok 242 w3  SEQ ID NO: 1;
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vil)  TepBBIA OCTATOK TpeacTaBisieT cobor octarok 274 u3 SEQ ID NO: 1, a Bropoit
OCTAaTOK TpencTaBiaser cobOod octarok 334 w3 SEQ ID NO: 1; wm
Viil) IEPBBIA OCTATOK TpeAacTaBisieT coOoi octatok 380 w3 SEQ ID NO: 1, a Bropout

OCTaTOK mpeacTaBiseT coboit ocrarok 438 3 SEQ ID NO: 1.

32. llomumenTua mo moOoMmy w3 mm. 1—31, rae MONMIEnTHA COAEPHKHUT TIO

MEHBIIIECH MCpPEC OAHH acCliaparvy, KOTOpBIf/'I ABJHACTCA TTIMKO3HUITMPOBAHHBIM.

33. [lomumenTua, KOTOPBIA CITOCOOEH CBA3BIBATH T'€H 3 AKTUBALMU JTUM(OIUTOB
(LAG-3), copepkammii 1O MEHBIIEH MEpEe OAMH AacHaparvH, KOTOPBIA SBISAETCA
TJIUKO3UJTUPOBAHHBIM; rze MTOJTATIETI TH/T COJIEPIKHT;
1) BapuaOeNnpHYI0 007acTh TKENoM 1enu, kotopas coaepxxutr CDR-HI,
COJICPKALYI0 aMUHOKHUCTOTHYI mnociegoBarenbHocTh moa SEQ ID NO: 5, CDR-H2,
COJIEPIKAIY0 aMHUHOKUCTIOTHYIO mocienoBaTebHOCTh oA SEQ ID NO: 6, u CDR-H3,
COJIEPIKAIY0 aMHUHOKUCIIOTHYI mocnenoBateabHocth mog SEQ ID NO: 7; wm
1) BapHaOCITbHY0 00J1aCTh JIETKOM 1eTH, KoTopas coaepkut CDR-L1, coaepxarryro
AMUHOKHCIIOTHYI mocnenoBatenbHocTh o SEQ ID NO: 8, CDR-L2, coaepskairyro
AMUHOKHCJIOTHYIO nocienoBatenbHOcTh moa SEQ ID NO: 9, u CDR-L3, coaepskaryro

AMUHOKHCJIOTHYIO nocienoBaTenbHocTh o SEQ ID NO: 10.

34. HomunenTua o m. 33, TAC MOJHUNENTHA, COACPKUT MO MEHBIIEH MEpe OJHY
TUCYTB(PUIHYIO CBSA3b, 00PA30BAHHYIO MEPBHIM IUCTEHHOM W BTOPBIM ITHCTEHHOM; TJIE:
1) TIEPBBIA IUCTEHH BBIOpaH W3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 m 438 u3 SEQ ID NO: 1, a BTOpo# UCTEHH BHIOpaH U3 octaTka 45, 115, 161, 221 n
241 u3 SEQ ID NO: 2;
1) TICPBBIN UCTEHH BBIOpaH W3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 u3 SEQ ID NO: 1, a Bropoii nucTenH BeIOpaH U3 octatka 41, 115, 147, 160,
216, 239, 242, 274, 334, 380 wm 438 w3z SEQ ID NO: 1; wum

> > > > >

111)  TIEPBBIN IIUCTEHH BBHIOpaH W3 octatka 45, 115, 161,221 241 u3 SEQID NO: 2, a
BTOPOM IIUCTEHH BBIOPAH W3 ocTaTtka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

35. Homunentua o 0. 33 wim 1. 34, rie NOAUNENTH] COACPKUT TSLKENYHO LEMb,
xapaktepusyronryrocss mo MeHbmeil Mmepe 80%, 85%, 90%, 95% wumu 98%

WACHTHYHOCTBI0 TmocneaoBatebHoctT ¢ SEQ ID NO: 3, w/unm Jerkyro Iiemb,
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xapaktepusyronryrocss mo MeHbmeil Mmepe 80%, 85%, 90%, 95% wumu 98%

HICHTHIHOCTHIO Tocie moBaTeabHOCTH ¢ SEQ ID NO: 4.

36. [omumenTua o moOooMy u3 1. 33—35, TAe MONMHIENITH COACPIKUT TIKETYTO
LEMNb, XapakTepusywolnyrocs nmo MeHsied mepe 80%, 85%, 90%, 95% wumu 98%
WACHTHIHOCTBI0 TmocneaoBateabHoctT ¢ SEQ ID NO: 1, w/wmm Jerkyro Iemb,
xapaktepusyronryrocss 1mo MeHbmeidr Mmepe 80%, 85%, 90%, 95% wumm 98%

HICHTHIHOCTHIO TIocaeaoBaTenbHOCTH ¢ SEQ ID NO: 2.

37. lonunentux mo mooomy u3 mm. 33—36, comepkamui TMTUKO3UIHMPOBAHHBINA

acCIaparvH B TSDKETIOMN LETIH.

38. Ilomunentua mo 1. 37, rae INIMKO3WIMPOBAHHBIM acClapardH MPEICTaBIISET

c000# N291 TsKenoH Henmu.

39. [Momunentun no moodomy u3 mmn. 1—38, rae COBOKYMHOCTh N-CBA3aHHBIX

onmurocaxapuaos npeaycmarpusaet GOF.

40. TTomunenTux mo mooOomy u3 mm. 1—39, rae COBOKYMHOCTh N-CBA3aHHBIX

oymrocaxapuos npeaycmatpusaet G1F.

41. Iomunentua mo moodomy w3 mi. 1—40, rae COBOKYIMHOCTh N-CBS3aHHBIX

oymrocaxapuos npeaycmatpusaet G2F.

42. TMomunentua mo modomy w3 mir. 1—41, Tae COBOKYMHOCTh N-CBS3aHHBIX

OJIMrocaxapuaoB mpeaycMaTpusacT Man-5.

43. IMomunentua 1o moOoMy w3 miL 1—42, TAe COBOKYIMHOCTh N-CBS3aHHBIX

omurocaxapuaos npeaycmarpusaet GOF u G1F.

44 TlomunenTua 1o mooO6omMy W3 mir. 1—43, Tae COBOKYIMHOCTh N-CBS3aHHBIX

omurocaxapuaos npeaycmatpusaeT GOF, G1F, G2F u Man-5.

45. IMomunentun no modomy w3 min. 1—44, rae TOTUNENnTH CBSI3BIBACT TEH 3
axktuBarmu uMporuToB (LAG-3) w/umu moxasnser B3aumoaeucTeue Mexay LAG-3 u

MHC 1L

46. Ilomunentua mo moOomy w3 mn. 1—45, Tae monmumenTHx akTUBHPYET |-

KIICTKH.
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47. Ilomunentua no 1. 46, rae akTuBalys T-KIIETOK OLIEHUBAETCS MO YBETUYCHUIO

npoxyuuposanus 1L-2.

48. IMomumnentuny 1o moOoMy w3 miL 1—47, 1€ TOMWUNENTHA SBISETCS

HYETOBCHUCCKUM HUIIK TYMAaHHU3WUPOBAHHDBIM.

49. BeleneHHas MOCIEN0BATENIBHOCTh HYKICMHOBOM KHMCJOTBL, KOJAUPYHOINAS

MOJIUTIENITHT TIO JTFOOOMY 13 1. 1—48.

50. BeiaeneHHas HyKJICHHOBAs KHUCIIOTA MO M. 49, rae BbIIEICHHAS HYKJICHHOBAs
KHCIIOTa COAEPKUT HyKIeuHOBYI0 kucnoty nmoa SEQ ID NO: 11, SEQ ID NO: 12, SEQ
ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 21 umu SEQ ID NO: 22.

51. BeimeneHHass TOCIIEAOBATENBHOCTh HYKICHHOBOM KHCIIOTBL, COZAEpIKaIas
OJHYy, ABE WM TPU TMOCIEAOBATEIBPHOCTH HYKJICHHOBOH KHCIIOTHI, BHIOpaHHBIE U3 (a)
MOCJICIOBATEIBHOCTH ~ HyKJIemHOBOW kuciotel mox SEQ ID  NO: 15, (b)
MOCIIEAOBATENPHOCTH  HYyKIenHOBOM kucinotel mox SEQ ID NO: 16 u (c¢)

MOCIIEA0BATENPHOCTH HYKIIEMHOBOH KucnoTel moa SEQ ID NO: 17.

52. BeigeneHHas MOCIETOBATEIFHOCTh HYKIEHHOBOW KHCJIOTBI, COJEpKammast
OJIHY, JB€ WM TPU TOCIIEAOBATEIFHOCTH HYKJICHHOBOM KHCIIOTHI, BBHIOpaHHBIC H3 ()
MOCIIEA0OBATEIPHOCTH  HYKJIEHMHOBOM kucjaotel moa SEQ ID  NO: 18, (b)
MOCIIEA0OBATEIPHOCTH  HyKJIenHOBOM kuciotel mox SEQ ID NO: 19 u (¢)

MOCJIEI0OBATEIbHOCTH HYKIEeHHOBOM KucoThl moa SEQ ID NO: 20.

53. BekTop, coaep:Kamui BBIACICHHYIO ITOCIIEAOBATEIBHOCTh HYKJICHHOBOU

KUCIIOTHI 110 JTF0OOMY 13 mir. 49—52.
54. BeiaeneHHas KJeTKa, coaepsKamas BEKTop mo m. 53.

55. Kommo3uims, coaepskamas TOTHNENTHA 10 moOomy w3 . 1—48
BBIICTIEHHYI0 HYKIIEMHOBYIO KHCJIOTY TO JTFOOOMY |3 T, 49—52, BekTop 1o 1. 53 wim

BBIJICJICHHYIO KIIETKY MO 1. 54.

56. Kommozuuss mo 1. 55, T/A€ KOMMO3HLMS JOMOJHHUTEIBHO COJEPKHUT

(dhapMareBTHYECKH MPHEMIIEMBIH HOCUTEb.

57. CpencTBoO Ha OCHOBE AHTHUTENA, COACPIKAMICE IMOJUIENTHA IO JF0O0MY M3

oo 1—48.
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58. CpeacTBO HAa OCHOBE AaHTHTENA IO 1. 57, T/I€ CPEICTBO Ha OCHOBE aHTUTENA
cesasbiBaetcs ¢ LAG-3 ¢ Kp, cocTasmsronieit ot mpuOmu3uTebHo 1 maroMons/1T (mM) 1o

npuonu3uTenbHo 100 Mukpomons/im (MKM).

59. Crmoco0 HHIYIUPOBAHUS HMMYHHOT'O OTBETA Y MIIEKOITHTAIOMIETO, Y KOTOPOTO
MMEEeTCA HapyLIEHHWE, KOTOPOE YYBCTBUTEIBHO K TOAABICHUI0 T€Ha 3 aKTHUBALUHU
mampormro (LAG-3), BKIOYAIOMUN BBEACHHUE YKA3aHHOMY MJIEKOMUTAIOMIEMY
3¢ (HEeKTHBHOTO KOJMYECTBA CPEICTBA, KOTOPOE CIIOCOOHO TIO/IABIIITh MEPEIavy CUTHAIA
¢ yuactuem LAG-3 (cpeacrsa, BosmerictByromero Ha LAG-3), BcrmeAacTBHe 4Yero y
MJICKOTIMTAIOIIETO HMHAYIUPYETCS WMMYHHBIH OTBET, TJI€ HEOOS3aTebHO CPEACTBO,
BoznercTByromee Ha LAG-3, BBIOpaHO W3 TPYMIBI, COCTOSIIEH W3 TOJIMMENTHAA TO
aro0omy u3 T, 1—48, BbIIEJICHHOW HYKJICHHOBOM KHCIOTHI IO TF0OOMY |3 . 49—52,
BEKTOpPA MO M. 53, BBIACICHHOW KJIETKU 1O M. 54, KOMIO3ULMY 10 1. 55 wnu 1. 56 unu

CpeIcTBa HA OCHOBE aHTHUTENA 1O 1. 57 v 1. 58.

60. Crioco® HHAYIUPOBAHHUA UMMYHHOT'O OTBETA Y MJIEKOTIMTAIOIIETO, Y KOTOPOTO
UMEETCs HapylLIEHHE, KOTOPOE YYBCTBHUTEIBHO K IOJABICHHIO TI'€Ha 3 aKTUBALMHU
mampormroB (LAG-3), BKIIOYAIOIMUN BBEICHHE YKA3aHHOMY MIICKOTHTAIOIIEMY
3¢ (HEKTHBHOTO KOJHYECTBA CPEICTBA, KOTOPOE CIIOCOOHO TOIABIEITH MEPeaavy CUTHAJIA
¢ yuyactmeMm LAG-3 (cpeactBa, BosaeuctByromero Ha LAG-3), 3¢d@dekTHBHOTO
KOJIMYECTBA CPEICTBA, KOTOPOE CIIOCOOHO TMOJABJIATH MEPENavyy CHUTHANA C Y4acTHEM
Ooenmka 1  3amporpammupoBaHHOM  kierounod cmeptm  (PD-1)  (cpenctsa,
Bo3zaeHcTByromero Ha PD-1), u 53¢ eKTHBHOTO KOJTMYECTBA CPEICTBA, KOTOPOE CITOCOOHO
MOJIABITATH TIEPEIAYy CHTHATIA C YIaCTHEM OeKa 3, COAepPKAIEro JOMEHbI T-KIeTOYHOTO
nmmyHormoOymmHa u mynuHa (TIM-3) (cpeactBa, Bo3melcTByromero Ha TIM-3),
BCJICICTBHE YETO VY MIICKOIUTAIONIETO WHAYIUPYETCS HWMMYHHBIH OTBET, TJIE
HEO0Os3aTeIIbHO CPEACTBO, Bo3aeHcTRyomee Ha LAG-3, BBIOpaHO M3 TPyNIIBI, COCTOSIIEH
W3 TOJNMIMENTHAA 0 JTF0OOMY W3 mi. 1—48, BBIICITIEHHONW HYKICHHOBOW KHCJIOTHI TIO
mro0oMy m3 L. 49—52, BeKTOpa 1Mo 1. 53, BRIAEICHHOM KIETKH T10 T1. 54, KOMITO3HUITHH 110

. 55 v . 56 wim cpeacTBa HA OCHOBE aHTHUTENA 110 1. 57 wiwm 1. 58.

61. Cioco0 yculeHHss HWMMYHHOTO OTBETAa WM TOBBIMICHUS AKTHBHOCTH
AMMYHHOM KJIETKH Y MJICKOMHUTAIOMIETO, ¥ KOTOPOTO HMMEETCA HAPYIICHHE, KOTOPOE
YyBCTBUTEIIHHO K MOAABIICHHIO TeHa 3 akTuBamu tuMdorutos (LAG-3), BKoUaromui

BBEJEHUE YKA3aHHOMY MJIEKOMTUTAOIEMY 3()(HEeKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE



262
CHOCOOHO TOAABIATH Tepemadyy curHama ¢ ydactuem LAG-3  (cpeactsa,
BozaeHcTByromero Ha LAG-3), BCaeacTBUE Yero y MIIEKOMHUTAIOIIETO HHIYIIHPYETCS
WMMYHHBIH OTBET, TJIe HEOOsI3aTEIbHO CPEICTBO, Bo3AeHcTBytomee Ha LAG-3, BeIOpaHO
W3 TPYIIBL, COCTOAIEH W3 TMONMNENTHAA N0 JHoOomMy w3 mim. 1—48, BeIgeneHHON
HYKJIEMHOBOM KHCIIOTBI 10 JroOomy u3 1. 49—52, BekTopa mo 1. 53, BBIACTEHHOH
KIIETKY 1O M. 54, KOMITO3ULHUH 1O 1. 55 WM 1. 56 Wy CPeacTBa Ha OCHOBE aHTHUTENA T10

aro0oMy u3 1. 57 wm 1. 58.

62. Cnoco0 ycUIeHHs HMMMYHHOTO OTBETa WM TIOBBIECHUS AaKTUBHOCTH
UMMYHHOU KJIETKH Y MJIEKOTMTAIOIIETO, Y KOTOPOrO HMEETCS HapyIIeHHE, KOTOPOE
YYBCTBUTENILHO K MOAABIIEHUIO TeHa 3 akTuBaimu tuMdorutos (LAG-3), Bkimouaromui
BBEJICHUE YKA3aHHOMY MJIEKONTUTaromeMY 3(h(PEKTUBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE
CHOCOOHO TOJABNATH Tepemady curHama ¢ ydactmem LAG-3  (cpenactsa,
Bo3zaeHcTByromero Ha LAG-3), 3¢ ()eKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CITIOCOOHO
MOJABIATH Mepeaady CUTHANIA ¢ yJ4acTHEM Oenka 1 3amporpaMMHPOBAHHOM KIIETOYHOM
cmeptu (PD-1) (cpeactsa, Bo3aeicTByromero Ha PD-1), u 3¢ ekTHBHOTO KOJIHYECTBA
CpeACTBa, KOTOPOE CIOCOOHO TMOMABIATH TEpeAady CHTHajda C ydacTHeM Oenka 3,
COAEPIKAIIETO JOMEHBI T-KIIeTOYHOTO UMMyHOTIIOOYIMHA ¥ MmytHa (TIM-3) (cpenctsa,
Bo3aeHcTByromero Ha TIM-3), BCleACTBHE 4Yero y MIIEKOTHTAIOINETO HHIYLIHPYETCS
WMMYHHBIA OTBET, TJIE HEOOSI3aTEHbHO CPEACTBO, Bo3aeHcTRyomee Ha LAG-3, BEIOpaHo
W3 TPYIIIBL, COCTOAINEH W3 TOJNMNENTHAA 1O JHoOoMy W3 T 1—48, BeIaeneHHOU
HYKJIEMHOBOH KHCIIOTHI 10 Jr0OoMy U3 mimr. 49—52, BekTopa mo 1. 53, BBIACIIEHHOH
KIIETKU MO M. 54, KOMITO3UIUH 1O 1. 55 WM 1. 56 Wy CpeacTBa Ha OCHOBE aHTHUTENA T10

m. 57 v . 58.

63. Crioco0 1o mroooMy 13 T, 59—62, T/1e IMMYHHBIH OTBET MPEACTABIIAET COOOM

TYMOPAJIBHBIA UITW OTIO CPEAOBAHHBIN KIIETKAMHA UMMYHHBIA OTBET.

64. Crioco0 mo 1. 63, rae UMMYHHBIN O0TBET npeAcTaBisieT cooo CD4 nmu CD8 T-

KJIETOYHBINA OTBET.

65. Crioco0 mo 1. 63, T/Ie UMMYHHBIH OTBET MPEACTABIET COOOM B-KitleTouHBIH

OTBCT.

66. Crioco0 JedYeHnsT HAPYIIEHUS Y MJICKOTTHUTAFOTIET0, KOTOPOE YYBCTBUTEIHFHO K

nojaBiacHU0 TeHa 3 akrtuBammu JumdormToB (LAG-3), BKIOYArOmuWi BBEICHHUE
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MJIEKONMUTAIOIIEMY, Y KOTOPOrO HMEETCSl HApyHIEHHE, KOTOPOE YYyBCTBUTEIBHO K
nomasieHuto LAG-3, s¢ddexTuBHOTO KOMHUYECTBA CpPEACTBA, KOTOPOE CIIOCOOHO
MOIABTIATH Tiepenauy curHana ¢ yaactaueMm LAG-3 (cpeacTsa, Bo3aercTByromero Ha LAG-
3), 3a cueT YEero OCYMECTBIETCS JIEYCHHE HAPYIIEHHSA Y MIEKOMUTAIOIETO, TAE
HEO0O0s3aTeNIbHO CPEACTBO, Bo3AeHcTByomee Ha LAG-3, BBIOpaHO M3 TPYNIIBI, COCTOAIIEH
W3 TONHMENTHAA 1O JTI0OOMYy U3 mi. 1—48, BBIICTIEHHONW HYKICHHOBOW KHCJIOTHI TIO
aro0oMy u3 L. 49—52, BekTopa 1o 1. 53, BRIAEICHHOM KIETKH T10 T1. 54, KOMITO3HUITUH 110

. 55 mmu . 56 wim cpeAcTBa HA OCHOBE aHTHUTENA 110 1. 57 wiw 1. 58.

67. Croco0 neveHus HapyIeHUs Y MIEKOMUTAIONIET0, KOTOPOE YyBCTBUTENBHO K
noaasiieHuto reHa 3 aktuBaiuu JmMporuTos (LAG-3), BKmoOYaromuii BBEICHHUE
MJICKONUTAIOIIEMY, Y KOTOPOIO HMEETCS HApYIIEHHE, KOTOPOE YYyBCTBHUTEIBHO K
noganernio LAG-3, 3¢d¢dexkTuBHOrO KOIHYeCTBA CPEACTBA, KOTOPOE CIOCOOHO
MOAABTIATH Niepenavy curHana ¢ yaactuem LAG-3 (cpeacTsa, Bo3aerctytomero Ha LAG-
3), 3 ¢eKTUBHOTO KOJIMYECTBA CPEICTBA, KOTOPOE CIOCOOHO TMOJABIATH TEpeaavy
CHUTHala ¢ ydJacTheM Oenka 1 3amporpaMMHpOBaHHOW KieTouHoW cmeptu (PD-1)
(cpenctBa, Bo3AeHCTBYOMIETO HA PD-1), 1 3 eKTHBHOTO KOTHYECTBA CPEICTBA, KOTOPOE
CTIIOCOOHO TIOIABJIATH MEPEAavy CUTHANA C YIaCTHEM OejKa 3, COAEPKAIIero JOMEHBI T -
KJIETOYHOTO UMMYyHOTIoOymuHa u MyimHa (TIM-3) (cpeactBa, BO3ACHCTBYIOMIETO HA
TIM-3), 3a c4eT 4ero OCyIIECTBISETCS JICUCHHE HAPYIICHHS Y MJIEKOMUTAIOMIECTO, TJIE
HEO0OsI3aTeIIbHO CPEACTBO, Bo3AeHcTRyoniee Ha LAG-3, BBIOpaHO M3 TPYNIIBI, COCTOSIIEH
W3 TOJMIENTHAA 10 JTF0OOMY W3 mil. 1—48, BBIICTIEHHONW HYKICHHOBOW KHCJIOTHI TIO
aro0oMy 13 L. 49—52, BeKTOpa 110 1. 53, BRIAEICHHOM KIIETKH TI0 T1. 54, KOMITO3HITHH TT0

. 55 mmu . 56 wnum cpeacTBa HA OCHOBE aHTHUTENA 110 1. 57 wim 1. 58.
68. Crioco0 1o mrodoMy u3 . 59—67, rae HapyIeHre IpeacTaBseT COO0H pak.

69. Crioco0 1o 1. 68, rjie pak mpeaCTaBIsgeT COO0M:

1) Pak, aCCOLMUPOBAHHBIN C BBICOKOM MYTallHOHHOM HATrPY3KOM OITyXOJIH
(TMB);
1) PaK, KOTOPBIH SABIAETCS MUKPOCATEIUTUTHO-CTAOMIBHBIM (MSS),

111)  paK, KOTOPBIM XapaKTePU3YETCs MHKPOCATEIITUTHON HECTAOMIBHOCTBIO,
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1v) paKk, KOTOPHII HMMEET CTAaTyC BBICOKOM MHKPOCATEIUIMTHOU

HectabumpHOCTH (MSI-H),

V) paKk, KOTOPBIA HMEET CTAaTyC HHU3KOM  MHMKPOCATEIUIUTHOM

HectabumpHOCTH (MSI-L),
vi)  pak, acCOIMHUPOBAHHBIN ¢ BbicokoH TMB u MSI-H,
vil)  pak, accormupoBaHHbIN ¢ BbICOKOH TMB 1 MSI-L umu MSS,

Vviil) pak, KOTOpPBIM Xapakrepu3yercss AcPEKTHOHM CHCTEMOW pernaparuu

oummoouyHoro cnapusanus JJHK,

1X) paK, KOTOPBIM XapakTepusyercs AeQeKTOM B TEHE penapaiyu

oumoouyHoro cnapusanus JJHK,
X) TUNIEPMYTHPOBAHHBIN PaK,
xl)  pak, MpeayCMaTPHBAIOIIUN MYTAIHIO B ToJuMepase-aenbTa (POLD),
xil)  pak, MpeayCcMaTPHBAOIIHAN MYTAIHIO B oiumepase-3mncuion (POLE),

xill)  pak, KOTOPBIA XapaKTEPH3yeTCs ACPUIUTOM PETApaAH TOCPEACTBOM
TOMOJIOTHYHOHM peKOMOMHAWH/ ie(puuToM roMmoornyaou penaparmn («<HRD») wmn
XapaKTepH3yeTcs MyTalMed WM JeNeluedl TeHa pemapali IMOCPeICTBOM

romoJioruaHo# pekomOuHanmu (HRR);

X1V)  aJeHOKApIMHOMY, PaK SHIOMETPHS, PAK MOJIOYHOMU JKEJIE3bl, PaK SHYHHUKA, PaK
NIeWKH MATKH, pak (amuronmeBod TPyOBI, pak sWYKA, TIEPBUYHBIN paKk OpPIOIMMHBL, pak
TOJICTOM KWIIKH, KOJIOPEKTAIbHBIM PaK, PaK TOHKOTO KHOICYHHKA, TUIOCKOKIIETOYHYIO
KapLUUHOMY aHyca, IUIOCKOKIETOYHYI0 KapLHUHOMY IOJOBOTO WIEHA, IUIOCKOKIETOYHYIO
KapLUUHOMY IIE€HKH MATKH, MJIOCKOKIETOYHYIO KAPIMHOMY BIIATAIMIIA, TUIOCKOKIETOYHYIO
KapLMHOMY BYJIBBBI, CAPKOMY MATKHAX TKaHEH, METTAHOMY, TIOUYE€YHOKIETOYHYIO KapLIUHOMY,
paK  JIETKOTO, HEMENKOKIETOYHBIM  paK  JIETKOTO,  aJE€HOKApPLHUHOMY  JIETKOTO,
IUIOCKOKJIETOYHYIO KapLIMHOMY JIETKOTO, PaK JKETyAKa, PaK MOYEBOTO ITy3bIPsI, PaK KETIHOTO
My3BIPs, PaK TICYCHH, PAK IMUTOBUIHOH JKEIIE3bI, PAK TOPTAHH, PAK CIIFOHHOM JKEJIE3bl, PaK
MUIIEBOJIA, PAK TONOBBI W TMIECH, IUIOCKOKIIETOYHYIO KAPIMHOMY TOJIOBBI M IHEH, PaK
NPEICTATENIBHON JKENEe3bl, PaK IMOLKETYAOYHOM JKENe3bl, ME30TENHOMY, KAPLMHOMY H3
KIETOK Mepkemns, capkoMy, TIIHOOIACTOMY, TE€MATOJIOTHYECKHHM paK, MHOKECTBEHHYIO

MUEJIOMY, B-kneTounyro mM$pomy, T-kneTounyrO mMQpomy, mampomy



265
XOIUKKAHA/TICPBUYHYIO  MEOHACTHHAIBHYI0 B-knetounyro mumdomMy, XpOHHYECKHH
MUEIOTCHHBIA JIEWKO3, OCTPBIA MHUEJIOWIHBIA JIEWKO3, OCTPhIA THM(OOTACTHBIN JIEHKO3,
HEXO/DKKHHCKYIO uMbpomMy, Helpodmactomy, omyxons CNS, muddy3Hyo rmmoMmy cTBONA
ronoBHoro wmosra (DIPG), capkomy IOwmara, >sMOpHOHamBHYIO padbIOMHOCAPKOMY,

0CTE0CapKOMY MJIM OITyXoib Bunbmca; nnu

Xv) pak u3 Xxiv), rae pak sasmietca MSS wmm MSI-L, xapakrepusyercs
MUKPOCATEIUTMTHON HeCcTaOMIbHOCTHIO, sBisiercss MSI-H, mmeer Boicokyto TMB, umeer
BbICOKYIO TMB u saBmserca MSS mnu MSI-L, nmeer Boicokyro TMB u ssnsercas MSI-H,
nMmeeT AeeKTHYI0 CUCTeMY pemapaimu omubouHoro cnapuBanus JJHK, umeer nedekr B
reHe penaparuu oumoounoro criapusanusa JHK, npeacrasnser co0oit runepmyTHPOBaHHBIH
paxk, npeactasisieT cooor pak HRD unu HRR, npexycmaTpuBaeT MyTanuo B moauMepase-

aenbta (POLD) mmm mpexycMarpuBaeT MyTauio B mojuMepase-3ncuiod (POLE).

70. Cnoco0 1o 1. 69, T1ie pak mpeAcTaBiIsIeT COO0H METAHOMY, ITOYEYHOKIIC TOYHYFO
KapLMHOMY, PaK JIETKOTO, paKk MOYEBOTO Iy3BIPs, paK MOJIOYHOM >KEJe3bl, PaK MIEHKH
MaTKH{, paK TOJICTOM KHIIKH, PaK >KETYHOTO ITy3bIps, pak FOPTaHH, PaK IEUEHH, Pak
IIUTOBUJAHOM JKENE3bl, PaK >KEIyJKa, PaK CIIOHHOM >KENE3bl, paK MNPeACTATEIbHOU
JKEIIE3bl, PaK TMOHKEITyTOYHOH JKEJIEe3bl, PaK SHAOMETPHUS, PaK SHUYHHUKA HITH KAPIIHHOMY

U3 KIeTOK Mepkens.

71. Cnioco0® mo m. 69, Tae pak TPeACTaBIsIeT COOOH HEMETKOKJICTOYHBIA pak
JIETKOTO, PaK SHAOMETPHS, MOYCYHOKICTOUHBIH paK, paK MICHKH MATKH, PaK >KCITyKa,

KOJIOPEKTATBHBIA PAK WIIA TPWKIBI HETATHBHBIN pak MojiouHOH kene3sl (TNBC).

72. Cnoco0 1o 1. 69, rae pak nmpeacTaBiIAeT COO0H PaK, KOTOPHIM XapaKTEPU3ye TCI
AeUIMTOM perapanui  TOCPEACTBOM TOMOJIOTHYHOH —PEKOMOHWHAIHH/ NEe)HUITHTOM
romoJioruaHoi penapannu («HRD») mnmm xapakrepusyercss MyTalied WM Jeienuen

T€Ha penapanuy MOCPeaCTBOM roMonornuHon pekomounHamu (HRR).

73. Cmoco®6 mo 1. 69, rme pak TpencTaBIAET COOOM pak SHAOMETPHS,

HeoOs3aTenbHO pak dHAoMeTpus MSI-H nwmm MSS/MSI-L.

74. Coco6 mo 1. 69, rae pak mpeacraBmsieTr coboi pak  MSI-H,
npeaycmatpuBatonmmii  myranmio B POLE  wmm  POLD,  HeoOs3arensHO

He3HoMeTpHanbHbIA pak MSI-H, npexycmaTtpusaronmii mytauuo 8 POLE unu POLD.
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75. Cnioco0® mo m. 69, Te pak TPeacTaBiseT COOOM PaK MOJOYHOW >KEJIe3bl,

HEO0O0s3aTeIIbHO TPYIKIbI HETATUBHBIM pak Mono4HOH kene3sl (TNBC).

76. Crioco0 1o 1. 69, rae pak MpeAaCcTaBIIeT COOOM PaK SHYHHUKA, HEOOSI3aTEIHHO

SMUTEIHATBHBIN PaK AUYHHKA.

77. Crioco0 1o 1. 69, rae pak MPeacTaBIsSeT COOOM pak JIETKOTO, HEOOSI3aTETbHO

HEMEJKOKIIETOYHBIN PAK JIETKOTO.
78. Crioco0 1o 1. 69, e pak mpeAcTaBiseT COO0H METAHOMY.
79. Cnoco0 1o m. 69, rae pak npeacTaBiIseT CO00M KOMOPEKTATbHBIN pak.

80. Cnoco0 mo 1. 69, rie pak npeAcTaBIsIeT COOOH MITOCKOKIETOYHYIO KApLIMHOMY
aHyca, INIOCKOKIJIETOYHYIO KapLHOMY ITOJIOBOTO 4JIEHA, TUIOCKOKJIETOUHYIO KaPLIMHOMY
MUK MATKH, IUIOCKOKIETOYHYIO KApIMHOMY BIArajviia WM IUIOCKOKIETOYHYIO

KapILMHOMY BYJIbBBI.
81. Cmoco0 mo 1. 69, Tae pak MpeacTaBiIsgeT COO0H OCTPHIM MUETIOUTHBIN JIEHKO3.

82. Cnoco0 mo m. 69, Tae pak TPEeACTaBIsIeT COOOW OCTPHIH JTUMQOOTACTHRINA

JEUKO3.
83. Cnoco0 mo 1. 69, rae pak mpeAcCTaBIsIeT COO0W HEXOHKKHHCKYIO TUM(pOMY.
84. Cmoco0 mo m. 69, rie pak mpeacTaBisieT co0or TuMpoMy XOKKHHA.
85. Cmoco0 mo m. 69, riie pak mpeacTaBiseT COO0W HEHPOOITaCTOMY.
86. Cmoco0 mo m. 69, riae pak mpeacTaBisieT cooou omyxoiap CNS.

87. Cmoco6 1o m. 69, Te pak mpeacrasiaseT codor nuddy3HYO TITHOMY CTBOJA

ronosHoro mo3ra (DIPG).
88. Cmoco0 mo m. 69, rie pak mpeacTaBisieT cooou capkomy FOwuHTa.

89. Cmoco6 mo m. 69, Tae pak TMPeACTaBIseT COO0W IMOPHOHAITLHYIO

padIOMHOCAPKOMY .

90. Crioco0 1o 1. 69, rie pak MpeacTaBIsieT COO0H OCTEOCAPKOMY.
91. Cmoco0 1o 1. 69, rae pak mpeacTaBseT cO00M onyxoJib Bumbmca.
92. Cmoco0 1o 1. 69, Tae pak mpeAcTaBIsIeT COO0H CAPKOMY MATKHX TKAHEH.

93. Cmoco0 mo 1. 69, rie pak mpeaCTaBIsIET COO0H JTEHOMUOCAPKOMY.
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94. Cmoco0 o mobomy u3 1. 60, Tm. 62—65 u m. 67—68, Tae pak mpeACTaBIIeT
c000# B-kpynmHOKIe TOUHYI0 TUM(OMY, THMOMY, OCTPBIA MHETIOUTHBIN JIEHKO3, OITYXO0JIb
AMYKA, aICHOKAPLUMHOMY JIETKOT'0, HEMEIKOKIETOUYHBIN paK JIETKOT0, CBETIOKIETOYHBIN
PaK TMOYKH, PaK MOJIOYHOW >KENE3bl, TPWKIBl HETATHBHBIM PAK MOJIOYHOU IKEIE3BI
(TNBC), pak MOJIOYHOH 3KEIIE3bl, OTIIMYHBIA OT TPHKIbl HETATUBHOTO (OTIIMYHBIA OT
TNBC), pak kemyaka, TUIOCKOKIETOYHBIA PpaK JIETKOTO, ME30TEIHOMY, pakK
MOJUKEITYIOYHOM JKENE3bl, PaK INEHKHM MATKH, PaK TOJOBBl M IIEH, MEIaHOMY,
renaToOLEIUIIOIAPHY0 KapUMHOMY, PaK HOCOTJIOTKH, PAaK MUUICBOJAA, aJCHOKAPLUHOMY
TOJICTOM  KHIOKHM,  KOJIOPDEKTAJIbHBIM  paKk, KapUMHOMY  IPAMOM  KHIIKH,
XOJIAHTHOKAPLIMHOMY, PaK 3HAOMETPHUA MATKH, CApKOMY, PaK MOYEBOTO ITy3BIPS,
KapIMHOMY IMUTOBUIHOM JKENE3bl, MANMWUIIPHBIA paK TIOYKH, MYJIbTH(HOPMHYIO
IMMO0IacTOMY,  pak  IEYEHH, KApUUHOCAPKOMY  MATKH,  (PEOXPOMOLMTOMY,
BBICOKOU(D(HEPEHIMPOBAHHYIO TIHOMY, XPOMO(OOHBIH MOYECYHOKICTOYHBIA paK, pak

HA/IMOYECYHHUKA WITH YBEATbHYIO MEJIAHOMY.

95. Cnoco6 mo moOomMy w3 mi. 59—67, Tae HapylIeHHE TPEICTaBIAeT COOOH

WH(EKIMOHHOE 3a00JICBaHHE.

96. Crioco0 1o m. 95, rae MH(EKIMOHHOE 3a00JICBAaHHE BHI3BAHO BUPYCOM HITH

OaKTepHen.

97.Cnoco6 mo 1. 96, Te BHPYC MPEACTABISIET COOOH BHPYC MMMYHOIE(HITHTA
yenoseka (HIV), pecrmparopHo-cuaimTHansHe Bupyc (RSV), Bupyc rpumma, Bupyc
nenre, Bupyc OmmurelHa-bapp (EBV), mammmmomasmpyc uemosexka (HPV), Bupyc
remaruta B (HBV) wmm Bupyc remarura C (HCV), Tie HeoOs3aTEbHO PaK MPeACTaBIsIeT
co00¥ WH(PHIHMPOBAHHBIA BHPYCOM PAaK TOJOBBI W IIEH, pPaK MIEHKA MAaTKH,

renaTonC/UIIOIAPHYO KapIUHOMY HIIK PaK HOCOTTIOTKH.

98. Crioco6 mo mobomy W3 i 59—67, rae HapylieHHE TMPEICTaBISET COOOU

AyTOMMMYHHOE 3a00JIEBaHHE.

99. Cioco06 mo m. 98, /e ayTOMMMYHHOE 3a00JIeBaHHE MPEJCTABIISIET COOOU
paccesTHHBIN CKIIEPO3, CAXapHBIN AUA0ET 1 THITA, peBMATOM/IHBINA APTPHUT, CKIIEPOIEPMHIO,

0ome3us KpoHa, mcopuas, CHCTEMHYIO KpacHyt0 BordaHKy (SLE) wmm s3BeHHBIN KOJHT.
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100. Crmoco6 mo modomy w3 mm 59—99, rae cmoco® IOTOTHUTETHHO
NpeIyCMATPUBACT TPHMEHEHHE APYrOro TEPANeBTHUECKOTO CPEICTBA HIIH CPEICTBA

JCUYCHMUA.

101. Crmoco6 mo 1. 100, Tae crmoco0 AOTIOTHUTENHHO BKITFOUAET IPUMEHEHHE
OJTHOTO HJTH 0O0JIee M3 XUPYPrHUECKOTO BMEINATEILCTBA, PAAUOTEPAITHN, XUMHOTEPATTHH,
WMMYHOTEPAITHH, TMPOTHBOAHTHOTCHHOTO CPEJACTBA WM TPOTHBOBOCHAHTEIBHOTO

CpeAcTBa.

102. Crmoco®6 mo moOOMy W3 TPEABAYIIMX IYHKTOB, TAE€ CYOBEKTY
JOTIOTHUTENBHO BBOJWIM WM OyAyT BBOJAWTH WHTHOMTOP MMMYHHOM KOHTPOJIBHOM
TOYKH, B PE3yNbTaTe 4YEr0 MIICKONHUTAIOLIEE IOIYy4YaeT CPEACTBO, KOTOPOE CIIOCOOHO
MOJABIIATH Mepeaavy curnana ¢ yaactuem LAG-3, 1 HHruOUTOp IMMYHHOU KOHTPOJIBHOU

TOYKH.

103. Croco0 1o 1. 102, BKIIFOYArOIIUH JOMOJHHUTEIFHOE BBEJICHHE OIHOTIO,

JBYX WM TPEX HHTHOUTOPOB UMMYHHOM KOHTPOJIBHOM TOUKH.

104. Crmoco6 1o 1. 102 wmu . 103, rae HHrHOWTOP UMMYHHOM KOHTPOJIBHOU
TOYKH mpeactaBisieT cobod mrruomtTop PD-1, TIM-3, CTLA-4, TIGIT, CEACAM,
VISTA, BTLA, LAIR1, CD160, 2B4, CD80, CD86, B7-H3 (CD276), B7-H4 (VTCN1),
HVEM, KIR, A2aR, MHC knacca I, MHC xmacca II, GALS, ageno3una, TGFR, B7-H1,
B7-H4 (VTCN1), OX-40, CD137, CD40, IDO um CSF1R.

105. Crmoco6 1o 1. 103 wmu 1. 104, rie UHTHOUTOP UMMYHHOM KOHTPOIBHOU
TOYKH MPEICTABIIET COO0H CPEACTBO, KOTOPOE MOAABIISIET MEPEIATy CUTHANA C yIaCTHEM
Oenka 1 3amporpammupoBaHHOW KieTOuHOH cmept (PD-1), Gemok 3, comeprkammit
noMeHbl T-kaeToyHoro ummyHornmoOymmaa U myiuHa (TIM-3), accommmpoBaHHBIN ¢
nuToToKcuYecKuMu T-mumdormramu O6emok 4 (CTLA-4), Genok, comaepskanmi JOMEHBI
T-knerounoro wvmyHormoOynuHa u ITIM (TIGIT), wamomamuH-2,3-AHOKCHUTEHA3Y

(IDO) unum perrenitop komoruecTumynmpyrotero pakropa 1 (CSF1R).

106. Crmoco6 mo m. 105, rae MHrHOWTOP WMMYHHOW KOHTPOJIBHOM TOYKH

MPECTABIIET COOOM CPEACTBO, KOTOpoe moAasysieT TIM-3.

107. Cmoco6 mo m. 106, rae cpencTBo, koTopoe momasiser TIM-3,

MpeACTaBIseT CcOOOH Mamyld MOJIEKYITy, HYKICHHOBYIO KHCIIOTY, TIOJAIENTHI
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(HampuMep, aHTUTENO), YIIIEBOM, JHIHI, METAJUI, TOKCHH WM CBs3biBaromee TIM-3

CPenCTBO.

108. Cmoco6 mo m. 107, rame cpencTBo, koTopoe momasmseTr TIM-3,

npeacTasiseT co0oi ceaspiBaromee TIM-3 cpencTso.

109. Crmoco6 mo 1. 108, rae ceaseBaromee TIM-3 cpeacTBo mpeacraBiseT
cO0OM AHTHUTENO, KOHBIOTAT HA OCHOBE AHTUTENA WM €r0 AHTHUTCHCBI3BIBAIOIIUHI

(parmMeHT.

110. Cmoco6 mo 1. 109, rae cesspBaroniee TIM-3 cpeacTBo mpeacTaBisieT

cooout TSR-022.

111. Croco6 mo m. 105, rae MHrHOMTOP MMMYHHOM KOHTPOJIBHOM TOYKH

MpeACTaBIsAeT COO0H CpeacTBO, KoTOpoe moaasisieT PD-1.

112. Cmoco6 mo m. 111, rme cpenctBo, koTopoe momaBmsier PD-1,
MPEICTABIIET COOOH MAllyl0 MOJIEKYJTy, HYKICHHOBYIO KHCJIOTY, TTOJTHIICTITH/T
(HampuMep, AHTHUTENO, YIJIEBOJ, JIUMHI, META/Ul, TOKCHH WIH CBs3biBatomee PD-1

CPencTBO.

113. Cmoco6 mo m. 112, tme cpeactBo, Koropoe momaBmsieTr PD-1,

npeacTasiseT co0oi cesaspiBaromee PD-1 cpencrso.

114. Crmoco6 mo m. 113, rme cBaseBaromee PD-1 cpencTBo mpencTaBisier
cO0OM AHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTENA WM €r0 AHTHUTCHCBS3BIBAIOIIUH

(parmMeHT.

115. Cmoco6 mo m. 114, tae cesaspBaroniee PD-1 cpeacTtBo BeIOpaHO W3
rpymisl, cocrosmed uz: BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283,
JS-001, MEDI-0680, MGA-012, nuBomymada, PDRO01, nemOponmsymada, PF-
06801591, REGN-2810, TSR-042 1 ux npouU3BOIHBIX.

116. Cmoco6 mo m. 115, rae ceaswBatomee PD-1 cpeacTBo mpeacrasisier

coooit TSR-042.

117. Cmoco6 mo m. 111, tme cpeactBo, Koropoe momasisier PD-1,

MPEICTaBIsIET COOOM CPEACTBO, HampasieHHoe mpotus PD-L1/1.2.
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118. Cmoco6 mo m. 117, rme cpenctBo, HampaBiaeHHoe mpotuB PD-L1/1.2,

MPECTABIIsIET COOOM CPEACTBO HA OCHOBE aHTUTENa K PD-L1.

119. Cmoco6 mo m. 118, rme cpeactBo Ha ocHoBe aHTuTena k PD-L1
MpeacTaBsier coOoi  arezomm3ymad, asenymad, CX-072, nypsamymad, FAZO053,
LY3300054, munamonexyiry k PD-L1 nimm ux npoussoaHsie.

120. Cnoco6 mo m. 105, rie MHrHOMTOP MMMYHHOM KOHTPOJIBHOM TOYKH

npeacrasiser co0oit uaruouTop CTLA-4.

121. Cnoco6 o 1. 120, rae uaruouTop CTLA-4 ipeacraBiseT coO0M MaTyro
MOJIEKY Ty, HyKJIEHHOBYIO KHCIIOTY, TIOJHUIIENTH/ (HATIPUMEP, AHTUTEJNO), YTIIEBOI, AU,

MeTaJll, TOKCHH Wi cBs3biBaromiee CTLA-4 cpeactso.

122. Croco6 mo 1. 121, rae cesazpBaromee CTLA-4 cpeacTBO mpeACTaBIIIET
COOOM AaHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTENIA WM €ro aHTHICHCBA3BIBAFOIIUMA

¢dparmeHT.

123. Cnoco6 mo m. 105, rae MHrHOMTOP MMMYHHOW KOHTPOJBHOM TOYKH

npeacrasisetr coooi maruouTop TIGIT.

124, Cmoco6 mo 1. 123, rae maruouTop TIGIT npeacrasnser coO0H MaTyro
MOJIEKY Ty, HYKIIEHHOBYIO KHUCIIOTY, TIOJIUNIENTH (HATIPUMED, AHTUTEIIO, YTIIEBO, JTHITHI,

MeTasl, TokcuH ui cesizbBatrotee TIGIT cpencrso.

125. Cmoco6 mo 1. 124, rae ceaspiBatomee TIGIT cpeacTBo mpeactabiser
cOOOM AaHTHTENI0, KOHBIOTAT HAa OCHOBE AHTHTEJA WM €r0 AHTHUTCHCBSI3BIBAOIIHI

(parmMeHT.

126. Crmoco6 mo m. 105, rie HHrHOMTOP MMMYHHOH KOHTPOJIBHOM TOYKH

npeacTasiseTr co0oit marunouTop [DO.

127. Cmoco6 mo m. 126, e uaruourop IDO mpencrasiser coO0H Mamyro
MOJIEKYJTy, HYKJICHHOBYIO KHUCIIOTY, TOJTUIENTH/I (HAIPUMED, AHTUTEIIO, YTICBO, JTUTTH/,

MeTaJlI, TOKCHH ui cBsi3biBaroniee IDO cpeactso.

128. Crmoco6 mo m. 127, toe cesasemaromee [DO cpencTBo mpeacTaBiseT
cO0OM AHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTENA WM €r0 AHTHUTCHCBI3BIBAIOIIUH

(parMeHT.
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129. Crmoco6 mo m. 105, rie WHrHOMTOP MMMYHHOH KOHTPOJIBHOM TOYKH

npeacrassietr cooou marnonTop CSF1R.

130. Crmoco6 mo 1. 129, e warunoutop CSF1R npexacrasiser co0oi Mamyro
MOJIEKYITY, HYKJICHHOBYIO KHCIIOTY, TTOJMIETITH/I (HAPUMED, AHTUTEIIO, YTICBOJ, JTAITH/,

MeTaJu1, TOKkCHH uiu cBs3biBatromiee CSF1R cpeactso.

131. Cmoco6 o m. 130, rae cesaspBaromee CSFIR cpenctso mpeacTaBmseT
CO0OM AHTHUTENO, KOHBIOTAT HA OCHOBE AHTUTENA MM €r0 AHTHUTCHCBI3BIBAIOIIUH

(parmMeHT.

132. Croco6 mo mo6oMy u3 min. 59—119, rae MIEKOMUTAIONIEMY BBOIMITH
un OyayT BBOAMTH CPENCTBO, KoTopoe moxaiser TIM-3, u cpeacTBo, KOTOpoOe

nogasisietr PD-1, B pe3ynbpTrare yero MIeKOIMUTAIOIIEE MTOTYYaeT BCE TPU CPEACTBA.

133. Cmoco6 mo mobomy w3 mm. 59—105, mm 111—117 u . 132, tae
cpencTtBo, BosacucTByromee Ha PD-1, wmm cpenctBo, kotopoe mnomasmsier PD-1,
npeacrasiser cooor BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283, JS-
001, MEDI-0680, MGA-012, muBomyma®b, PDROO1, memoOponmu3ymad, PF-06801591,
REGN-2810, TSR-042, are3omusymad, asenmymad, CX-072, mypsamymad, FAZ053,
LY3300054, munnamonexyny k PD-L1 nnu ux npousBoaHsie.

134. Cmoco6 mo modomy u3 mm. 59—110, n. 132 u m. 133, Tme cpeacTso,
BozacucTByromee Ha TIM-3, u cpeactso, kotopoe moaasmsieT TIM-3, mpeacrasiser

cobort MBG453, LY3321367, Sym023, TSR-022 wnm ux mpoU3BOTHOE.

135. Crmoco6 1o 1. 132, Tie MIEKOTTHTAIOIIEMY BBOAWIIH HITH Oy Ty T BBOJIUTH
cpenctBo, kotopoe momasisier TIM-3, mpeacrasmstomee codoir TSR-022, u cpenctso,

kotopoe noaasisier PD-1, mpencrasmstomee codoit TSR-042.

136. Cmoco6 o mo6omy w3 mm. 59—105, . 111—119 wmm. 132—135, e
CPEACTBO, Bo3acucTByromee Ha PD-1, umm cpeactso, koropoe nogasnset PD-1, BBOIAT B
703€, COCTaBIAIOMENH OT npuOmM3uTenbHo 500 Mr/mamueHT 10 TPHOTHU3UTEITFHO

1000 mMr/mamueHr.

137. Cmoco6 mo m. 136, tme cpeactBo, Bo3acwcTByromee Ha PD-1, wmm
cpeacTBo, kKoTopoe nogasisieT PD-1, BBOAAT B /03€, COCTABISAIOMEN MPUOTHZUTETHHO

500 Mr/mamueHr.
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138. Cmoco6 mo m. 136, toe cpeactBo, Bo3acwcTByromee Ha PD-1, wmm
cpenctBo, koTopoe mogasisieT PD-1, BBOAAT B 103€, COCTABISAIOMEN MPUOTHZUTETHHO

1000 mr/mamuenr.

139. Croco6 mo mo6omy u3 . 136—138, r1e cpeacTBo, BO3ACHC TBYIOTIIEE
Ha PD-1, nmu cpenctso, kotopoe nojasisier PD-1, BBOIAT manuenTy OOUH pa3 B TPHU

HEJICITH.

140. Cmoco6 mo m. 139, roe cpeactBo, Bo3ackcTByromee Ha PD-1, wmm

CPEACTBO, KOTOpOoE noAasisieT PD-1, BBOAAT B TEUEHHUE MHOKECTBA LIUKJIOB.

141. Cmoco6 mo m. 140, roe cpeactso, Bo3acwcTByromee Ha PD-1, wmm

cpenctso, koropoe nogasisieT PD-1, BBogsaT B TeueHue 2, 3, 4, 5, 6 uim OOJIbIINE LIUKITOB.

142. Crmoco6 mo m. 141, rme cpencTBo, Bo3aeWcTByromee Ha PD-1, wmm

CpencTBo, KoTopoe nojasmAeT PD-1, BBOAAT B TEUEHHE TPEX, YETHIPEX WM TISTH LUKJIOB.

143. Cmoco6 mo m. 141, rme cpencTBo, Bo3aeWcTByromee Ha PD-1, wmm

CpencTBo, KoTopoe noaasiset PD-1, BBOAAT B TEUEHHE YETHIPEX LIUKIIOB.

144. Crmoco6 1o 1. 142, rae mocie TPeThero, YeTBEPTOTO WITH MATOTO IIHKIIA
cpeacTBo, Kotopoe noaasisieT PD-1, BBoasaT B 0oiee BRICOKOM 03¢ OJHH pa3 B 6 HEJCb

WU OOJIBIIIE.

145. Cmoco6 mo m. 144, toe cpeactBo, Bo3AcHcTByromee Ha PD-1, wmm

CpeacTBo, KoTopoe moaasisieT PD-1, BBOAAT B 00Jiee BBICOKOM JT03€ OJTUH pa3 B 6 HE/IEITb.

146. Cmoco6 1o 1. 144 wimwm . 145, rae cpencTBo, Bo3AcHcTByromee Ha PD-
I, mmm cpenctso, kotopoe moaasiseT PD-1, BBOAAT B mepBOM A03€, COCTaBIAIOMICH

pUOH3UTENbHO 500 MT/IManueHT.

147. Cmoco6 no mobomy w3 . 144—146, rie cpeacTBo, BO3ACHC TBYIOIIIEE
Ha PD-1, wmm cpenctBo, kotopoe momasmsier PD-1, BBogsaT B Oollee BBICOKOM M03€,

cocraprstomed npuommu3uTebHo 1000 mr.

148. Croco6 no mobomy w3 . 144—147, rie cpeacTBo, BO3ACHC TBYIOTIIEE
Ha PD-1, nmu cpenctso, koTopoe nogasnsaeT PD-1, BBogAT B mepBoM 103€, COCTABIAIOMEH
npuonu3uTenbHo 500 MT, OOWH pa3 B 3 HENENH B TeUeHHE 3, 4 WM 5 LHKIOB, C
MOCTIEeyFOIIEH BTOPOH /I030H, cocTaBisromed mpuomusutensHo 1000 mr, oquH pas B 6

HEJIEITH WA OOJIBIIIE.
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149. Crmoco6 mo mobomy w3 mim. 144—147, rae cpencTBo, BO3ACHC TBYIOTIIEE
Ha PD-1, nmu cpenctso, koTopoe noaasnsaeT PD-1, BBogAT B mepBoM 103€, COCTABIAIOMEH
npuonu3uTenbHo 500 MT, oMH pa3 B 3 HENENW B T€YEHHE 3 LHKIIOB, C MOCIEAYIOIIEH
BTOPOM 1030H, cocTapistonied mpuOmmsutenbao 1000 Mr, onquH pa3 B 6 HEACHb WIH

OoJIBIIE.

150. Croco6 no mobomy u3 . 144—147, e cpeacTBo, BO3ACHC TBYIOIIIEE
Ha PD-1, umu cpenctso, kotopoe nogasnsaeT PD-1, BBogAT B iepBoM 103€, COCTABIIOMIEH
npuonu3uTensHo 500 Mr, oMH pa3 B 3 HENENU B T€YEHUE 4 LUKIIOB, C MOCIEAYIOMEH
BTOPOM N030M, cocTaBisaromed npuomusutensHo 1000 mr, onuH pa3 B 6 HeAenb WIH

OOJIBIIE.

151. Crmoco6 mo mooomy u3 . 144—147, e cpeacTBo, BO3ACHC TBYIOIIEE
Ha PD-1, uma cpeactso, kotopoe noaasnsieT PD-1, BBoaAT B mepBo# 103€, COCTaBIAIOMIECH
npuodmmu3uTensHo 500 MT, OIWH pa3 B 3 HEAENH B T€UYEHHE 5 IHKIIOB, C TOCIEAYIOIEH
BTOPOM NO30M, cocTaBjsmomed npuomusuTensao 1000 Mr, ommH pa3 B 6 HeAeTb WA

OoJIBIIE.

152. Cmoco6 1o 1. 151, rae BTopyro 103y, coctaBysitonryto 1000 Mr, BBOAAT

OJIVH pa3 B 6 HEJEb.

153. Cmoco6 no mooomy u3 mm. 59—110 u mm. 132—152, rae cpeacTro,
Bo3zacHucTByromee Ha TIM-3, umu cpeactBo, kotopoe noaasnser TIM-3, BBOIAT B A03¢€,

cocTaBIAOMEH NpuOMH3uTeNnbHO 1, 3 wmu 10 Mr/kr.

154. Cmoco6 no mooomy u3 1. 59—110 u mm. 132—152, rae cpeacTso,
BoszAcucTByromee Ha TIM-3, umm cpeactBo, kotopoe noaasnser TIM-3, BBOIAT B 03¢,

cocrapistomme npuomu3uTebHo 100-1500 mr.

155. Cmoco6 mo 1. 154, rae cpeactBo, Bo3acicTByromee Ha TIM-3, wmm
cpeacTBo, kotopoe momammsaeT TIM-3, BBOIAT B TOCTOSHHOW [103€ TPHOIM3HTEIHHO
100 Mr; MOCTOSTHHOU 03¢ MPUOIH3UTENBHO 200 MT; TIOCTOSTHHOM 03¢ TIPHOTH3UTEITHHO
300 Mr; MOCTOSTHHOU 03¢ MPUOIM3UTENbHO 400 MT; TIOCTOSHHOM J103€ TIPUOTH3UTEITHHO
500 MT; MOCTOSTHHOH 03¢ MPUOIHM3UTENBHO 600 MT; TIOCTOSHHOM J103€ TIPUOTH3UTEITHHO
700 MT; MOCTOSTHHOUM 03¢ MPUOIH3UTENBHO 8§00 MT; TIOCTOSHHOM J103€ TIPUOTH3UTEITHHO
900 MT; TOCTOSTHHOM /T03€ MPUOIH3HTETHHO 1000 MT; IOCTOSTHHOM /103€ TIPUOTH3UTEITHHO

1100 Mmr; mOCTOSHHOW A03¢  mpuoOmm3uTeabHO 1200 MT;  TIOCTOSTHHOW ~ J103€
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npuoTu3uTenbHO 1300 MT; TOCTOSHHOM H03€ TpHOH3HTENBHO 1400 MT WM TIOCTOSHHOM

03¢ mpuodIM3HTeIbHO 1500 MT.

156. Cmoco6 mo m 154 wm m. 155, roe mo3a mpeacTaBisieT COOOM

MTOCTOSTHHYIO JT03Y, COCTABJISIONIYIO He 00see mpuommsutensHo 1200 wmr.

157. Cmoco6 mo m. 154 wm m. 155, roe mo3a mpeacTaBsieT COOOM

MTOCTOSTHHYIO JT03Y, COCTABJIAIONIYIO He 0osiee mpuodmu3uTeabHo 900 Mr,

158. Cmoco6 mo m. 154 wm m. 155, roe mo3a mpeacTaBisieT COOOM

MOCTOSTHHYIO JT03Y, COCTABJIAIONIYI0 OT mpuoOmm3urensHo 100 10 500 mr.

159. Cmoco6 mo m. 154 wm m. 155, roe mo3a mpencTaBisieT COOOM

MOCTOSTHHYIO JT03Y, COCTABIIAIONMIYIO OT mpuoau3uTeasHo 1000 no 1500 mr.

160. Croco6 mo modomy u3 m. 153—159, rae cpeacTBo, BO3ACHC TBYIOIIEE
Ha TIM-3, mnmu cpenctso, koTopoe noaasiieT TIM-3, BBOIAT ¢ MHTEPBAIIOM BBEACHUA
OJIMH pa3 B HEJEIO, OJUH pa3 B 2 HEJIEIHU, OOUH pa3 B 3 HEJCNH, OJHUH pa3 B 4 HEACIH,

OJIVH pa3 B 5 HEJETb WITH OJIUH Pa3 B 6 HEJEIb.

161. Cmoco6 mo 1. 160, rme cpencTBo, Bo3acwcTByromee Ha TIM-3, wmm
cpencTBo, KoTopoe noaasnsgeT TIM-3, BBOOAT ¢ MHTEpBAIOM BBEACHUS OJUH pa3 B 2

HEJIeITH.

162. Cmoco6 mo 1. 160, rae cpeactBo, Bo3aecHcTByromee Ha TIM-3, wnmm
cpencTBo, Kotopoe noaasnsieT TIM-3, BBOOAT ¢ MHTEpBANIOM BBEACHUS OJUH Pa3 B 3

HE IS ITH.

163. Cmoco6 mo mob6omy u3 . 153—162, rie cpeacTBo, BO3ACHC TBYIOIIIEE
Ha TIM-3, unu cpeactBo, koropoe noaasisieT TIM-3, BBOAAT Ha IPOTSHKEHUH MIEPUOA,

COCTABJIOIIETO N0 MEHBbIEH Mepe 2, 4, 6, 8, 10, 12, 14, 16, 18 wnm 20 Henens.

164. Croco6 mo mobdomy u3 mim. 132—163, r1e cpeAcTBO, BO3ICHCTBYIOMIEE
Ha PD-1, wnmm cpenctso, kotopoe nogasisietT PD-1, mpencrasnser coooit TSR-042, u eTo
BBOJIST B KOJIMYECTBE, COCTABIIAIONIEM MPUOTH3HTEIHHO 500 MT, OJTMH pa3 B TPH HEJIEIIH;
U CpeacTBo, Bo3acucTByromee Ha TIM-3, wnu cpeactBo, kotopoe mopasmuser TIM-3,
npeacrasiser coooii TSR-022, u ero BBOAAT B KOJHUYECTBE, COCTABIIOMEM HE OoJee

npuoTM3nuTeNbHO 1200 MT, OIWH pa3 B TPU HEETH.
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165. Cnoco0 mo m. 164, rae TSR-022 BBOAAT B KOJIHYECTBE, COCTABIIAIOIIEM

He Oonee yeM mpuOIM3UTENHHO 900 MT, O/THH pa3 B TPHU HEMEITH.

166. Croco6 mo mobomy u3 . 132—165, r/1e cpeacTBo, BO3ACHC TBYIOTIIEE
Ha PD-1, mwm cpenctBo, kotopoe moaasisietr PD-1, w/unu cpeacTso, BO3AEHCTBYOIIEE HA

TIM-3, unu cpeacTso, koTopoe nogassier TIM-3, BBOOAT BHY TPUBEHHO.

167. Cmoco6 mo moOomy w3 mm. 132—166, THe CpeacTBo, KOTOpOe
nmomasisieTr LAG-3, cpeacrBo, kortopoe momasimsier PD-1, w/uma cpeactso, KoTopoe

nogapisaeT TIM-3, BBOAAT B CHUKEHHOM 103€.

168. Croco6 mo moo6omy u3 min. 59—167, rae MIIEKOIMUTAIOMIEE SBIACTCS

HENOAJAIOIUMCS JIEYEHHUIO C TIOMOIIBIO CPEACTBA, KOTOPOoe nmoaasiset PD-1.

169. Croco6 mo mobomy u3 mir. 59—168, rae MICKOMUTAIOMIEE SIBIIIETCS

TPYAHO MOAAIOIIUMCS JICUEHHUIO C MOMOILBIO CPEACTBA, KOTOpoe moaasisieT PD-1.

170. Cmoco6 mo mobomy w3 mmL 59—169, rtme cmocod memaer
MJICKOTIMTAIOIIEe YYBCTBHTEIBHBIM K JICYCHHIO C TIOMOLIBIO CPEACTBA, KOTOPOE

nonasjsieT PD-1.

171. Croco6 no moooMy u3 mr. 59—170, rae MIICKOIMUTAIIIEMY BBOIHITH
unu OyayT BBOAWUTH CPEICTBO, Kotopoe momaBiaier PARP, B pesymprare uyero

MJIEKOTIMTAOIIEE MOTy4YaeT 00a CPeICTRA.

172. Cmoco6 mo 1. 171, rae cpeactso, kotopoe mogasisser PARP, BBogaT B

CHIKEHHOM H03€.

173. Cmoco6 mo . 171 wim . 172, Tie cpeacTBo, kotopoe moaasisier PARP,
MPEICTABISIET COOOM MAaJyF0 MOJIEKYJTy, HYKICHHOBYIO KHCJIOTY, TIOJHIICTITH/L

(HampuMep, aHTUTENO), YTIAECBOJ, JTUITHI, METAJLT HJTH TOKCHH.

174. Cmoco6 mo moOomy w3 mm. 171—173, 1€ CcpeacTBo, KOTOPOe
nmonassieT PARP, BetOpano w3 rpymmel, coctosmient u3z: ABT-767, AZD 2461, BGB-290,
BGP 15, CEP 8983, CEP 9722, DR 2313, E7016, E7449, ¢pny3omapuda (SHR 3162), IMP
4297, INO1001, JPI 289, JPI 547, konbrorata MOHOKJIOHAIbHOE aHTUTENO B3-LysPE40,
MP 124, supamapuda (ZEJULA) (MK-4827), NU 1025, NU 1064, NU 1076, NU1085,
omanapuoda (AZD2281), ONO2231, PD 128763, R 503, R554, pykanmaputa (RUBRACA)
(AG-014699, PF-01367338), SBP 101, SC 101914, cummumnapuda, tanazonapudoa (BMN-
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673), semunapuoa (ABT-888), WW 46, 2-(4-(tpudropmerun)penun)-7,8-gurumpo-SH-

tronupano[4,3-d|mapuMuauH-4-051a ¥ WX COJIEH WA TPOHU3BOTHBIX.

175. Cmoco6 mo m. 174, tme cpenctBo, koropoe momasisier PARP,

MPEICTABISIET COOOM HUPATapHo.

176. Croco6 mo mo6omy u3 T, 59—175, rae crnocoO BKIIOYAET BBEACHHE
cpenctsa, BozaekcTByromero Ha LAG-3, B 103€e, COCTaBIAONICH OT MPUOIM3UTENHHO |
a0 npubnmsutenbHo 5000 Mr, TPUOTU3HTETBHO | Mr, TPUONMZUTETHHO 2 MT,
MPHUOITU3ZUTENBHO 2,5 MT, IPHOIM3UTENBHO 3 MT, TPUOIU3UTENBHO 4 MT, TPUOTH3UTETBHO
5wMr, mnpuOMu3uUTENbHO O MI, TNPUOIM3UTENBHO 7 MI, TNPUOIM3UTENBHO 8 MT,
npuonmu3uTenbHo 9 mr,  mpuOmusutensHo 10 Mr,  mpuOmmsutensHo 50 M,
npuOnmmusurensHo 100 mr, mpuOmmsurenmsHo 200 Mr, mpuOmHM3UTENHEHO 250 M,
npuOnmusurensHo 300 mr, mpuOmmsmurenmsHO 400 Mr, TpUOMHM3UTENEHO 500 M,
npuOnmmusurenbHo 600 mr, mpuOmm3urensHO 700 Mr, TpuOMHM3UTENHEHO 800 MT,
npuommusurensHo 900 mr, mpuOmmsuTensHo 1000 Mr, mpuOmm3urensHo 1100 M,
npuou3uTenbHo 1200 mr, mpuOmusutensHo 1300 Mr, mpuOmmsuTensHo 1400 M,
npuou3uTenbHo 1500 mr, mpuOmusutenmsHo 2000 Mr, mpuOMH3HTETHHO 3000 MT,

mpuou3uTebHO 4000 MT vu TpuOIM3UTEIHHO 5000 MT.

177. Cmoco6 mo m. 176, rae cmoco® BKJOYAET BBEACHHE CPEICTBA,
Bo3nercTByromero Ha LAG-3, B 103€, COCTABISIONMIEH MPUOTU3HTETBHO 20 MT,
npuomu3uTenbHo 80 Mr, mpubmmsuTenbHO 240 Mr, mpuOIM3UTENHEHO 500 MT,
npuoM3uTeNnbHO 720 Mr, mpuOmusuTensHo 900 Mr, TpHOMH3UTENHEHO 1000 MT,
npuou3uTenbHo 1200 mr, mpuOmusutensHo 1500 Mr, mpuOmm3uTEensHO 1800 MT,

npuom3uTenbHo 2100 Mr, mpuousuTensHo 2200 Mr wii npuoM3uTebHO 2500 Mr.

178. Crmoco6 mo mobomy u3 mm. 59—175, e cmoco0 BKIFOYAET BBEACHHE
cpenctra, BozaewcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH OT MPHOIH3UTEIHHO
0,01 mr/kr g0 mpuobmu3uTensHo 100 Mr/KT, mpubmu3uTensHO 0,1 MI/KT, MPHUOIH3UTETHHO
0,5 Mr/KT, TPUOTUZUTETHLHO | MI/KT, TPUOIMZUTETBFHO 2 MT/KT, TPHOIH3UTEITHHO
2,5 MT/KT, IPHONMH3UTEIBHO 3 MI/KT, MPUOIU3UTEITEHO 4 MT/KT, IPUOTH3UTEITFHO 5 MI/KT,
MPHUOJTU3UTENIBHO 6 MI/KT, TPHUOTM3UTENBHO 7 MI/KT, TIPUOIU3UTENHHO 8 MI/KT,
MPHONTU3HUTENBHO 9 Mr/kr, TpHOmM3uTenpHO 10 MI/KT, TPHOMH3UTENHHO 12 MI/KT,

MpHONTU3HUTENBHO 15 MI/KT, TpuOMM3UTENBHO 20 MI/KT, TPHOMH3UTENBHO 25 MT/KT,
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npuOTU3uTENbHO 30 MTI/KT, TPHOMHM3UTENBHO 35 MI/Kr, mpuOmm3uTensHO 40 MI/KT,
MPHONTU3UTENBHO 45 MT/KT, TpHOMM3UTENBHO S50 MI/KT, TPHOMM3UTENBHO 55 MI/KT,
MpHONU3UTENBHO 60 MT/KT, TPHOMM3UTENBHO 65 MI/KT, TPHOMM3UTENBHO 70 MTI/KT,
MPHOTTU3UTENBHO 75 MT/KT, TpHOMM3UTENBHO 80 MI/KT, TPHOMM3UTENBHO 85 MI/KT,
npuoTM3uTENbHO 90 MI/KT, pUOIMM3UTENbHO 95 Mr/Kr wiu npudmm3uTensHo 100 Mr/kr

MIICKOIIMUTAIOMICTO.

179. Cmoco6 mo m. 178, rae cmoco® BKJIOYAET BBEACHHE CPEACTBA,
BozneucTByromero Ha LAG-3, B 403€, COCTaBNIAIOMICH NPUOIM3UTEIFHO | MI/KT,
MPUONU3UTENBHO 3 MI/Kr, mnpuOmu3urenbHo 10 Mr/kr, npuOMM3UTENBHO 12 MI/KT,

MPHONU3HUTENBHO 15 MI/Kr, mpuOMM3uTeNbHO 20 MI/KT WU PUOIM3UTETBHO 25 MI/KT.

180. Crmoco6 o modomy u3 . 59—175, e cmoco0 BKIFOYAET BBEACHHE
cpeacTra, Bo3aewcTByromero Ha LAG-3, B 103€, COCTABISIIONICH OT MPUOIU3UTEIHHO

1 mMr/KT 10 IPUOTM3UTENBHO 30 MI/KT.

181. Cmoco6 mo m. 180, rae cmoco0 BKIIFOYACT BBEICHHE CPEICTBA,
Bo3aewcTByromero Ha LAG-3, B 03¢, COCTABIIOMEN OT MPHOIH3UTEIBHO | MI/KT 10
MPHOTU3UTENBHO 10 MI/KT, OT TPHOIU3UTENBHO 1 MI/KT 10 TPUOTUZHUTENTHHO 25 MT/KT

WJTH OT PUOJTM3UTENTBHO | MT/KT 10 IPUOTM3UTENBHO 15 MT/KT.

182. Croco6 mo arodoMy u3 . 59—175, rae cnocoO BKIIOYAET BBEIACHHE
cpencTra, Bo3nercTBytomero Ha LAG-3, B 7103€, COCTaBIAOIIEH MPHOTH3UTETEHO 20 MT,
npuou3uTenbHo 80 Mr, mpuOmmsurensHO 240 Mr, mpuOIM3UTENHEHO 500 MT,
nmpuoTU3uTeNbHO 720 Mr, mpuOmsuTenbHo 900 Mr wmm npudmusuTensHo 1000 MT, OT
npuo3uTenbHo 240 10 720 mr, ot mpubmusutenbHo 240 10 1000 Mr wmm He Oonee

npuo3uTensHo 1000 Mr.

183. Crmoco6 mo mobomy u3 mm. 59—182, rae cmoco0 BKIFOYAET BBEACHHE
cpencTsa, Bo3aencTByromero Ha LAG-3, oauH pa3 B HEJEO, OJUH pa3 B ABE HEIEIH,
OJIMH pa3 B TPU HEJENH, OJIMH Pa3 B UETHIPE HEAETH, OJUH Pa3 B IATh HEJETb, OUH pa3 B

meCTh HEACTb, OJJUH Pa3 B CCMb HEACIb HIIM OAWH pa3 B BOCCMb HCACIIb.

184. Crmoco6 mo mobomy u3 mm. 59—183, rae cmoco0 BKIFOYAET BBEACHHE

cpencTna, Bo3ackcTBytomero Ha LAG-3, oquH pa3 B ABE HEJEU.
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185. Cmoco6 mo m. 184, rae cmoco® BKJIOYAET BBEACHHE CPEICTBA,
BosnencTByromero Ha LAG-3, B 103e, cocTaBisiiomed mnpuOIHM3HTENbHO 20 MT,
npuonusutenbHo 80 mMr,  mpuOmm3uTenbHO 240 Mr,  mpuOIM3UTENHEHO 500 M,
npuonu3uTenbHo 720 mr, mpubmmsurensHo 900 mr, mpubOnmusutensHo 1000 Mr MM
puOmu3uTebHO 1500 Mr, 0TWH pa3 B IBE HEJCIH, WK OT puOIM3uTenbHo 240 1o 720

MT WK OT puOIM3uTenbHO 240 10 1500 MT 01MH pa3 B IBE HEJCITH.

186. Croco6 mo mo6omy u3 T, 59—183, rae crmocoO BKIIOYAET BBEACHHE

cpencTsa, Bo3ackcTBytomero Ha LAG-3, oauH pa3 B TpH HEEIIH.

187. Cmoco6 mo m. 186, rae cmoco® BKJIIOYAET BBEACHHE CPEACTBA,
BoznencTByromero Ha LAG-3, B mo03e, cocraBisitomed mnpuOmM3uTenbHo 20 Mr,
npuou3uTenbHo 80 Mr, mpuOmm3uTenbHo 240 Mr, mpuOIM3UTENHEHO 500 MT,
npuOU3uTeNnbHO 720 Mr, mpuOmM3uTenbHo 900 Mr, TpHOMH3UTENHHO 1000 MT,
npudmmusurensHo 1500 mr, mpuOmusutensao 1800 mr, npuOmmsurensHO 2100 M,
npuOHu3uTenbHO 2200 Mr v npuoIu3uTenbHO 2500 MT, OIWH pa3 B TPU HEAEIH, HITH OT
npudu3uTenbHo 240 1o 720 Mr wau ot npubOmmsutensHo 240 no 2500 mr, oxuH pa3 B

TPH HECITH.

188. Croco6 mo arodoMy u3 . 59—175, rae cnocoO BKIIOYAET BBEIACHHE
cpeactra, Bo3mercTByromero Ha LAG-3, B 103€, COCTABIAIONICH OT PUOTH3UTETHHO 240

0 720 Mr/manumenT.

189. Croco6 mo arodoMy u3 . 59—175, e crnocod BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH TNPHOTH3UTETHHO

20 MI/TIAlHEHT.

190. Croco6 mo arodoMy u3 . 59—175, rae crnocod BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMEH NPUOIM3UTEITHHO

80 Mr/maruent.

191. Croco6 mo mrodoMy u3 T, 59—175, rae crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTABISIOMEH TPUOITH3UTEIIHHO

240 Mr/TIanueHT.

192. Cmoco6 mo m. 191, rae cmoco® BKJIIOYAET BBEACHHE CPEJICTBA,

BozaecTByromero Ha LAG-3, oquH pa3 B 1€ HEAETH.
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193. Croco6 mo mrodoMy u3 T, 59—175, e crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMEH NPUOIM3UTEITHHO

500 Mr/mamueHr.

194. Cmoco6 mo m. 193, rae cmoco® BKJIIOYAET BBEACHHE CPEICTBA,

BozaecTByromero Ha LAG-3, oquH pa3 B 1€ HEAETH.

195. Cmoco6 mo m. 193, rae cmoco® BKJIIOYAET BBEACHHE CPEACTBA,

Bo3aecHcTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETU.

196. Croco6 mo mo6oMy u3 T 59—175, rae crnocod BKIIOYAET BBEACHHE
cpeactea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMENH TNPUOTH3UTEIHHO

720 Mr/TIALAEHT.

197. Cmoco6 mo m. 196, tae cmoco0 BKIIFOYACT BBEIECHHUE CPEICTBA,

BoznercTByromero Ha LAG-3, oquH pa3 B 1Be HEACTH.

198. Cmoco6 mo m. 196, tae cmoco0 BKIIFOYACT BBEICHHE CPEICTBA,

BoznercTByromero Ha LAG-3, oquH pa3 B TpH HEJIENH.

199. Croco6 mo arodoMy u3 . 59—175, rae cnocod BKIIOYAET BBEIACHHE
cpeacrtpa, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISAIOMEH TNPHOTH3UTEITBHO

900 Mr/maLUEHT.

200. Cmoco6 mo m. 199, rae cmoco® BKJIIOYAET BBEACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oquH pa3 B 1B HEAETH.

201. Cmoco6 mo m. 199, rae cmoco® BKJIOYAET BBEACHHE CPEJICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B TpH HEJIETH.

202. Cmoco6 mo arodoMy u3 T 59—175, rae crnoco0 BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH TNPHOIH3UTEIHHO

1000 mMr/mamueHr.

203. Cmoco6 mo m. 202, rae cmoco® BKJFOYAET BBEACHHE CPEJICTBA,

BozaeicTByromero Ha LAG-3, oquH pa3 B 1Be HEAETH.

204. Cmoco6 mo m. 202, rae cmoco® BKJFOYAET BBEACHHE CPEJICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETH.
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205. Crmoco6 mo mobomy u3 mm. 59—175, e cmoco0 BKIFOYAET BBEACHHE
cpeactea, Bo3acHucTByromero Ha LAG-3, B 103e, cocTaBisromed He Oonee

mpuOm3uTenbHO 1000 MT/Marment.

206. Croco6 mo mo6oMy u3 T 59—175, rae crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMEH NPUOIM3UTEITHHO

1500 mr/mamuenr.

207. Cmoco6 mo m. 206, rae cmocod BKJIOYAET BBEACHHE CPEICTBA,

Bo3aencTByromero Ha LAG-3, onuH pa3 B 1Be HEAETH.

208. Cmoco6 mo m. 206, rae cmoco® BKJFOYAET BBEACHHE CPEACTBA,

Bo3acHcTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETU.

209. Crmoco6 o modomy u3 . 59—175, rae cmoco0 BKIFOYAET BBEACHHE
cpeacTsa, Bo3aewcTByromero Ha LAG-3, B 103€e, COCTABISIOMEH MPHOIU3HTETHHO

1800 mr/mamueHt.

210. Cmoco6 mo m. 209, tae cmoco0 BKIIFOYACT BBEICHHUE CPEICTBA,

BoznercTByromero Ha LAG-3, oquH pa3 B TpH HEJENH.

211. Croco6 mo aodoMy u3 . 59—175, rae cnocod BKIIOYAET BBEIACHHE
cpeactpa, Bo3acHcTByromero Ha LAG-3, B 03¢, COCTaBISIOMEH NPHOTH3UTEIHHO

2100 mr/mauueHT.

212. Cmoco6 mo m. 211, rae cmoco® BKJOYAET BBEACHHE CPEICTBA,

BozaevcTByroniero Ha LAG-3, oauH pa3 B TpH HEJIETH.

213. Croco6 mo arodoMy u3 T 59—175, rae crnocod BKIIOYAET BBEACHHE
cpenctpa, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMEH TPUOIM3UTEITHHO

2200 Mr/manueHT.

214, Cmoco6 mo m. 213, rae cmoco® BKJFOYAET BBEACHHE CPEJICTBA,

BozaeucTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETH.

215. Croco6 mo mrodoMy u3 T, 59—175, rae crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LLAG-3, B 103€, COCTaBISIOMEH TPHOTHU3UTEINHHO

2500 mr/manueHT.
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216. Cmoco6 mo m. 215, rae cmoco® BKJFOYAET BBEACHHE CPEICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIEU.

217. Cmoco6 mo mro6oMy u3 T 59—175, rae crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMEH NPUOIM3UTEITHHO

3 MI/KT.

218. Cmoco6 mo m. 217, rae cmoco® BKJOYAET BBEACHHE CPEACTBA,

Bo3aencTByromero Ha LAG-3, onuH pa3 B 1Be HEAETH.

219. Croco6 mo mo6oMy u3 T 59—175, rae crnocod BKIIOYAET BBEACHHE
cpeactea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMENH TNPUOTH3UTEIHHO

10 mr/kr.

220. Cmoco6 mo 1m. 219, rae cmoco0 BKIIFOYACT BBEIECHHUE CPEICTBA,

BoznercTByromero Ha LAG-3, oquH pa3 B 1Be HEACTH.

221. Cmoco6 mo m. 219, rae cmoco0 BKIIFOYACT BBEICHHE CPEICTBA,

BoznercTByromero Ha LAG-3, oquH pa3 B TpH HEJIENH.

222. Croco6 mo arodoMy u3 . 59—175, rae cnocod BKIIOYAET BBEIACHHE
cpeacrtpa, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISAIOMEH TNPHOTH3UTEITBHO

12 mr/xkr.

223. Cmoco6 mo m. 222, rae cmocoO BKJIOYAET BBEACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oquH pa3 B 1B HEAETH.

224, Cmoco6 mo 1m. 222, rae cmocoO BKJFOYAECT BBEACHHE CPEJICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B TpH HEJIETH.

225. Cmoco6 mo arodoMy u3 T 59—175, rae crnoco0 BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH TNPHOIH3UTEIHHO

15 mr/kr.

226. Cmoco6 mo m. 225, rae cmoco® BKJFOYAET BBEACHHE CPEJICTBA,

BozaeicTByromero Ha LAG-3, oquH pa3 B 1Be HEAETH.

227. Cmoco6 mo m. 225, rae cmoco® BKJFOYAET BBEACHHE CPEJICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETH.
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228. Croco6 mo mrodoMy u3 T, 59—175, e crnocoO BKIIOYAET BBEACHHE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH TPHOTH3UTENHHO

20 MT/KT.

229. Cmoco6 mo m. 228, rae cmoco® BKJIOYAECT BBEACHHE CPEICTBA,

BozjaeucTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIEU.

230. Croco6 no mobomy u3 . 59—175, e crnocod BKITIOYAET BBEACHHUE
cpenctea, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBIAIOMECH NPUOIM3UTEITHHO

25 MI/KT.

231. Cmoco6 mo m. 230, rae cmoco® BKJFOYAET BBEACHHE CPEACTBA,

Bo3acHcTByroniero Ha LAG-3, oauH pa3 B TpHU HEJIETU.

232. Crmoco6 o modomy u3 . 59—175, rae cmoco0 BKIFOYAET BBEACHHE
cpeacTsa, Bo3aewcTByromero Ha LAG-3, B 103€e, COCTABISIOMEH MPHOIU3HTETHHO
3 mr/kr, npudmu3uTenbHO 10 MI/KT, MPHOTM3UTENBHO 12 MI/KT WK TIPUOIHU3UTENHHO

15 MI/KT OZTMH pa3 B 1BE HEJEIH.

233. Cmoco6 mo arodoMy u3 . 59—175, rae cnocod BKIIOYAET BBEACHHE
cpeactpa, Bo3acHcTByromero Ha LAG-3, B 103€, COCTaBISIOMEH NPUOIM3HTEIHLHO
10 Mr/KT, TIPHONMH3UTETBHO 12 MI/KT, TPHONMH3UTENBHO 15 MI/KT, NPHOIH3UTEITHHO

20 MT/KT WA IPHOTM3UTENBHO 25 MI/KT, OJTHH Pa3 B TPH HEJICITH.

234, Cmoco6 o rodooMy U3 mir. 59—233, rae cpeAcTBO, BO3ACHCTBYIOIIEE
Ha LAG-3, BBOZAT BHYTPbH IJ1a3a, IEPOPATBHO, MMAPEHTEPATHHO, MECTHO, OPOHXHAJIBHO,
TPAHCOYKKAITbHO, BHYTPHUKOXKHO, HMHTEPACPMAIBHO, TPAHCAECPMAIBHO, SHTEPAIIBHO,
BHYTPHAPTEPHAITEHO, BHY TPUKO’KHO, BHYTPHWKEITYA0YHO, HWHTPaMeayJUIIPHO,
BHYTPUMBITIEYHO, HWHTPAHA3aJIbHO, WHTPANEPUTOHEATIBHO, HWHTPATEKaJIbHO,
BHYTPUBEHHO,  HWHTPABCHTPHKYJSIPHO, B  KOHKPETHBIH  opraH  (Hampumep,
BHYTPUIICUEHOYHO), MYKO3aIbHO, HA3aJIbHO, OPAJIBHO, PEKTAJIBHO, TOIKOYKHO,
MOIBA3BIYHO, MECTHO, TPAXEATbHO, BATHHAIIBHO, BUTPEATHFHO HITH C TIOMOTIBIO JTFO00H HX

KOMOWHALIMH.

235. Cmoco6 mo mo6omy u3 mr. 59—234, rae cpeAcTBO, BO3ACHCTBYIOIIEE

Ha LAG-3, BBOIAT BHYTPUBEHHO.



283

236. Cmoco®6 mo mobomy w3 mmm 59—235, rAe MIIEKOIHUTAIOIIEe

MPEACTABIAET COOOH YEIOBEKA.

237. Crmoco6 mo mrob6omMy w3 mm. 59—236, Tae MIIEKONHTAIOINEe pPaHee

noABEPTaaIOCh JICYCHHUIO C TTIOMOIIBKO OJJHOTO UJTH Ootee Pa3HbIX CIIOCOOOB JICYCHUS pakKa.

238. Croco6 mo 1. 237, Te MIIEKOIUTAIOIIEE PAaHEE TIOABEPTaaOCh JICUEHUIO
C TIOMOIIBIO OJHOTO HMJIM 0OJiee M3 XHUPYPrHUECKOTO BMEIIATEIBCTBA, PAJUOTEPAIHH,

XUMHOTCPAIIM UK HMMYHOTCpPAIniuy.

239, Crmoco6 mo 1. 237 wnu 1. 238, rae MIIEKOMUTAIOIIEE TMOABEPraaoch
JICYECHUIO C TIOMOILBIO OJHOM, ABYX, TPEX, YETHIPEX WU IIATH JIMHUH NPEAIIECTBYIOLIECH

TEpaIH.

240. Croco6 1o 1. 239, r1e npeamecTBYIOIAs Tepanus NPeACTaBIsIeT COO0M

UTOTOKCHYECKYIO TEPATTHIO.

241. Crmoco6 1o modomy u3 mr. 59—240, rae CpeacTBo, BO3ACHCTBYIOIIEE
Ha LAG-3, mpencrasiset cOO0H MATy 0 MOJIEKYJTY, HYKJIEHHOBYIO KUCITOTY, TIOJTHITCTITH]I,

YII€BOa, JIUIMW A, MCTAJIJI HJIM TOKCHH.

242. Cmoco6 mo 1. 241, rae cpeacTBo, BosaekcTByromee Ha LAG-3,

npeacTasiseT co0oi ceaspiBatomee LAG-3 cpenctso.

243. Cmoco6 o 1. 242, rae cesswBatoniee LAG-3 cpeacTBo mpeacTaBisier
cO0OM AHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTENA WM €r0 AHTHUTCHCBS3BIBAIOIIUH

(parmMeHT.

244, Cmoco6 no mooomy u3 . 59—240, rae cpeacTBo, BO3ICHCTBYIOMICE
Ha LAG-3, mpeacraensger coborr IMP321, pematmmumad (BMS-986016), BI 754111,
GSK2831781 (IMP-731), Novartis LAG525 (IMP701), REGN3767, MK-4280, MGD-
013, GSK-2831781, FS-118, XmAb22841, INCAGN-2385, FS-18, ENUM-006, AVA-
017, AM-0003, oucnermpuueckuii apdamep Avacta PD-L1/LAG-3, antuteno k LAG-3
10nctura, antureno k LAG-3 Arcus wmm Sym022.

245, Cmoco6 mo mooomy u3 . 59—240, rae cpeAcTBO, BO3ACHCTBYIOIIEE
Ha LAG-3, BRIOpaHO W3 TPYIIIIHI, COCTOAIIECH U3 TMOHITETITHAA TI0 TF00oMy 13 T, 1—48,

BBIJIEJICHHON HYKIIEHHOBOM KHCIIOTHI MO JF0Oomy W3 mm. 49—52, BekTtopa mo 1. 53,
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BBIJICJICHHOM KJIETKY MO M. 54, KOMOO3ULMH 10 1. 55 WM 1. 56 WM CpeacTBa Ha OCHOBE

agTtuTena mo 1. 57 wim 1. 58.

246. Cmoco6 mo 1. 245, tme cpeacTtBo, BozaekcTByromee Ha LAG-3,

MPEACTABISAET COOOM MOIUIENTH, COACPIKAIIUMN:
CDR-HI1, onpeaenennyro noa SEQ ID NO: 5,
CDR-H2, onpenenennyro noa SEQ ID NO: 6,
CDR-H3, onpenenennyro noa SEQ ID NO: 7;
CDR-L1, onpeaenennyro nox SEQ ID NO: 8;
CDR-L2, onpeaenennyro noa SEQ ID NO: 9; u
CDR-L3, onpeaenennyro nox SEQ ID NO: 10.

247. Cmoco6 mo 1. 245, rae cpeactso, BosmedcTByromee Ha LAG-3,

MPEACTABIIAET COOOU IOUMIETITH I, COJIEPIKALTHIH:

AMHHOKHCJIOTHYIO TIOCIIEIOBATEIIFHOCTh BapHaOeIbHOM OO0aCTH TSDKETIOH
LENM, Xapakrepusyromytocs no meHbined mepe 80%, 85%, 90%, 95% wnmu 98%

HICHTHYHOCTHIO TToceaoBarebHOCTH ¢ SEQ ID NO: 3; u

AMHHOKHCJIOTHYIO TIOCIIEA0BATEIFHOCTD BAPHAOETBHOM OOJTACTH JIETKOW TIETIH,
xapakrepusyromyrocs mo wMeHbmed wMepe 80%, 85%, 90%, 95% wumu 98%

HICHTHYHOCTBIO nocieaoBaTesbHOCTH ¢ SEQ ID NO: 4.

248. Cmoco6 mo 1. 245, tme cpeacTBo, BozaewcTByromee Ha LAG-3,

MPEICTABIISIET COOOM TOJATIETITH I, COIEPIKANTHI:

MOJIMMENTHAHYIO TIOCJIEI0OBATEIBHOCTD TAXKEIION LIETH, XapaKTEPHU3YIOIITYHOCS
nmo ™eHbime Mepe 80%, 85%, 90%, 95% wmm 98% UACHTHYHOCTHIO

nociexoBaTeabHOCTH ¢ SEQ ID NO: 1 wmu SEQ ID NO: 21; u

MOJIMMENTHAHYIO TOCTIEA0BATEIBHOCTD JIETKOM LETH, XapaKTePU3YIOIIYIOCS TI0
Menblei mepe 80%, 85%, 90%, 95% unu 98% UAEHTUYHOCTHIO MOCTIE10BATEIBHOCTH

¢ SEQ ID NO: 2 unu SEQ ID NO: 22.

249. Croco0 monmy4YeHHs TOJHUIENTHAA 1O mo0oMy u3 mm. 1—48 mytem
oOecTieYeHHnsI HKCIPECCHU HYKICHHOBOW KHCIOTHL, KOJHUPYIOMIEH TMONHNENTHL, B

KYJIBTYPE KIETOK-XO35€B.
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250. Crmoco0 Tmony4YeHHWs: KOMIIO3WIMH TO TIL 55 w1 56 myTtem
OOBECTMHEHUST TOJMNENTHAA ¢ (aPMAIEBTHYECCKH TIPHEMJIEMBIM HOCHTEIIEM H

COCTaBIICHHUSA JJIsl BBEJICHUA CYOBEKTY.

251. Cnoco0 mo 1. 250, rae craams COCTAaBICHUA IS BBEACHHS BKIIIOYACT

COCTaBJICHHUC OJIA napeHTepaanoﬁ JOCTAaBKH.

252. Crmoco0 WHAYNHPOBAHUS WUMMYHHOTO OTBETA Y MJICKOTHTAOIIETO, Y
KOTOPOTrO HMMEETCS HapyIIEHHWE, KOTOPOE YYBCTBUTEIBHO K IIOJABIICHUIO TIeHa 3
aktuBatmu  gumdoumtoB  (LAG-3), BrmouYaromuii  BBEJAECHHE  YKAa3aHHOMY
MJIeKOTHTaOmEMY 3(p(HEKTHBHOTO KOJTHYECTBA CPEACTBA, KOTOPOE CIIOCOOHO MOAABIIAThH
nepenayy curHana ¢ ydactmem LAG-3 (cpenctsa, Bo3zaevctByromero Ha LAG-3),
3¢ PeKTHBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO MOJABIIATH MEPeaady CUrHaa
c y4yactheM Oenka 1 3amporpamMMupoBaHHOW kKiaetouHod cmepta (PD-1) (cpenctsa,
Bo3aeicTBytomero Ha PD-1), u 3¢ dexruBHOTO KOMMYecTBa CpeaAcTBa, KOTOPOE CIIOCOOHO
MOJABTIATH TEpeavy CUrHaja ¢ yyacTueM Oenka 3, coJiepsKanero JOMeHbI T-KIeTOYHOTO
ummyHormoOynmmHa u mynuHa (TIM-3) (cpeactBa, Bo3meicTByromero Ha TIM-3),
BCIICACTBUE YET0 Y MIJICKOMMUTAIOIMIETO UHAYLUPYETCS UMMYHHBIA OTBET, IA€ CPEACTBO,
Bo3nercTByromee Ha LAG-3, BBIOpaHO W3 TPYIIIBI, COCTOSIIICH W3 TOJMICITHIAA TIO0
aro6omy u3 1. 1—48, BbIIEICHHOW HYKJICHHOBOM KHCIOTHI TI0 TFOOOMY |3 1. 49—52,
BEKTOpa MO M. 53, BRIACICHHON KIETKH MO M. 54, KOMIIO3UIMHU MO M. 55 uinu n. 56 unu
CpeACTBAa Ha OCHOBE aHTHUTENA MO 1. 57 wiK 1. 58, rae cpeacTso, Bo3aekcTByoniee Ha PD-
1, mpeacraBmsser coboii TSR-042, w rae cpemctBo, Bo3aeHcTByromee Ha TIM-3,

npencrasisier coooi TSR-033.

253. Crnoco0 ycuineHHss UMMYHHOTO OTBETA WJIM TIOBBIIICHHS AKTHBHOCTH
AMMYHHOU KJIETKH Y MJICKOTIHTAIOMIETO, Y KOTOPOTO HMEETCS HapyIIeHHe, KOTOPOE
YyBCTBUTEIIHHO K TIOJAaBJICHUIO TeHa 3 akTuBarmu muMpormtos (LAG-3), BRIFOUArOIIHiA
BBEJICHHE YKA3aHHOMY MJIEKOTTHTaroIEMY 3((HEeKTHBHOTO KOJTMYECTBA CPEICTBA, KOTOPOE
CHOCOOHO TOAABIATh Tepemady curHama ¢ ydactuem LAG-3  (cpenctsa,
Bo3zaeHcTByromero Ha LAG-3), 3¢ (eKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CITOCOOHO
MOJIABIATH TIEpeAady CUTHAlIA ¢ yJacTHeM Oenka 1 3amporpaMMHUpPOBAHHOW KIETOYHOU
cmeptu (PD-1) (cpenctpa, BozmeicTByromero Ha PD-1), u a3¢dextuBHOrO KOMHMUECTBA
CpencTBa, KOTOPOE CMOCOOHO MOAABIATH IEpeJady CHrHajla ¢ ydacTheMm Oenka 3,

COAEPIKAIIETO JOMEHBI T-KIeTOYHOTO UMMyHOTIOOyMHA ¥ MmytHa (TIM-3) (cpenctsa,
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Bo3aeHcTByromero Ha TIM-3), BcreacTBHE 4Yero y MIIEKONMHTAIOIIETO WHAYLHPYETCS
WMMYHHBIA OTBET, TA€ CPENCTBO, Bo3aewcTByromee Ha LAG-3, BRIOpaHO W3 TPYNIIHI,
COCTOAIIEH W3 TONMIENTHIA TO JF0O0oMy w3 mmm. 1—48, BBIAENIEHHOW HYKIEHHOBOH
KHUCJIOTHI 0 r000OMYy W3 min. 49—352, BekTopa 1o 1. 53, BBIICJICHHOW KIIETKH 1O 11 54,
KOMITO3ULIMM 1O 1. 55 Win 1. 56 WM cpecTBa Ha OCHOBE aHTUTENA MO 1. 57 Wi 1. 58,
I7ie CpeAcTBO, Bo3aehcTByroniee Ha PD-1, mpencrasnser codoit TSR-042, u rie cpeactso,

Bo3zzaeHcTByromee Ha TIM-3, mpeacrasnser codoit TSR-033.

254. Crmoco0 nedeHHs HAPYMEHUS Y  MJICKONUTAIOIIETO, KOTOPOE
YYBCTBUTENNBHO K MOJABJIECHHUIO TreHa 3 akTuBauuu auMpormTos (LAG-3), BKIFOUaroumii
BBeJeHUE Y(PPEKTUBHOT'O KOJTMUECTBA CPEJCTBA, KOTOPOE CIIOCOOHO MOABIIATH NIepeaavy
curnana ¢ yuactuem LAG-3 (cpeactsa, Bo3aeiictyromero Ha LAG-3), a¢pdexTuBHOTO
KOJIMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TMOAABIATH IEPeJavyy CHIHANA C y4acTHEM
Ooenka 1  3amporpammupoBaHHOM  kierounod  cmeptm  (PD-1)  (cpenctsa,
Bo3zeicTByromero Ha PD-1), u 3¢ dexruBHOrO KOMMyecTsa cpeacTsa, KOTOPOE CIIOCOOHO
MOAABIATH TEPeJady CHTHAIA ¢ yJacTHEM OenKa 3, COAEPIKAIIEro JOMEHBI T -KIETOYHOTO
nmmyHormoOymmHa u mynuHa (TIM-3) (cpencrtBa, Bo3meicTByromero Ha TIM-3),
MJIEKOMHUTAIOIIEMY, Y KOTOPOIO HMEETCS HapyLIeHHE, KOTOPOE YYBCTBUTEIBHO K
nonasneHnro LAG-3, 3a cyeT 4Yero OCYIIECTBIAETCA JIEYEHUE HAPYLICHHUS Y
MJIEKOITUTAFOIIETO, TAE CPENCTBO, Bo3aeHcTByromee Ha LAG-3, BRIOpaHO W3 TPYIIIHL,
COCTOAIIECH W3 TOJNHIENTHAA TO J000My W3 il 1—48, BBIACTEHHOW HYKICHHOBOH
KHCJIOTHI O TFOOOMY W3 min. 49—52, BekTopa 1o 1. 53, BBIICJICHHOW KIIETKH 1O TI. 54,
KOMITO3ULIMM 1O M. 55 vy n. 56 unm cpeacTBa Ha OCHOBE aHTHUTENA MO 1. 57 Wi 1. 58,
TJIe CPEACTBO, Bo3aencTByroniee Ha PD-1, mpencrasisier codout TSR-042, u rie cpeacTBo,

BosnercTByromee Ha TIM-3, mpencrasmsieT coooi TSR-033.



POPMYVYIJIA U3OBPETEHUA

1. Cnoco0 nedenuns nHQEKLIUOHHOTO 3a00I€BaHNS UM AyTOUMMYHHOTO 3a00JI€BaHM,
BKJIFOYAOLINI BBeEHNE (papMaLieBTHUECKH 3 (HEKTUBHOTO KOIHYECTBA KOMITO3UIIUH,
CoZiep KaLIeH MONMMENTHA, KOTOPBIH CTOCOOEH CBSI3bIBATH I'€H 3 aKTHUBALMU JIUM(OIUTOB
(LAG-3), conepskaliuii: MOJIUIENTUIHYIO MOCIEIOBATEIbHOCTD TSKEJIOHN IIeTIH,
cootsercTByromyo SEQ ID NO: 21; u nonunenTuaHyo Mocaea0BaTeIbHOCTh JErKOH

uenu, coorserctyromyo SEQ ID NO: 22.

2. Cnoco0 no 1. 1, rae nHpekunoHHoe 3a00€BaHNEe BI3BAHO BUPYCOM UMMYHOAeuLnTa
yenoseka (HIV), peciuparoprHo-cunuutuansHeiM BupycoM (RSV), Bupycom rpumma,

Bupyca aenre, supyca renarura B (HPV) nnu Bupyca renatura C (HCV).

3. Cnoco0 mo 1. 1, rae ayrouMmyHHOe 3a00JIeBaHHe PECTABIsIET COO0M pacCestHHbIN
CKJIEpO3, caxapHblii nuader | THIa, peBMAaTOMAHBINA apTPUT, CKIEPOAEPMHIO, OOJIE3Hb

Kpomna, ncopuas, CUCTEMHYIO KPACHYIO BOJYAHKY WJIH SI3BEHHBIN KOJIUT.

4. Cnoco0 nevyeHus paka, BKIIOUAO LI BBeAeHUE (a) GapmarieBTiIecku P GHeKTUBHOrO
KOJIMYECTBA KOMITO3ULIMH, COZEpIKaIell MTOUIENTH, KOTOPBIH CIIOCOOEH CBSI3bIBATDH I'€H 3
axtuBaryu tuMpountos (LAG-3), copepskauii: MOJUIENTHAHYIO TOCIEI0BATeIbHOCTD
TspKeson 1eny, coorsercTByomyo SEQ ID NO: 21; u nonunenTuaHyo
MOCJIEIOBATEIBHOCTB JIETKOH 1ernu, cooTBeTcTByOMmYy SEQ ID NO: 22, u (b)
unruouropa nom(AJP-pudosza)nonumepassl (PARP) uenoBexy, Hy KIaromeMycst B

5TOM.
5. Cnocob mo m. 4, rie pak npeacTaBisieT COOOM:

1) paK, CBSI3aHHBIN C BBICOKOH MyTallMOHHOW Harpyskoi onyxonu (TMB);

1) paK, KOTOPBIH SIBJISIETCSI MUKPOCATEIUTUTHO-CTa0MIbHbIMU (MSS),

i1) paK, KOTOPBIN XapaKTePU3yeTCss MUKPOCATEIUINTHONH HECTAOUIIBHOCTBIO,

iv) paK, KOTOPBIH UMEET CTATyC BBICOKON MUKPOCATEIUTUTHOU HecTabumpHOCTH (MSI-
H)

2

V) paK, KOTOPBIH UMeeT CTaTyC HIU3KOW MUKpOcaTeUTUTHOU HecTabumpHOCTH (MSI-L),



Vi)
vii)

viii)

xii)

xiii)

Xiv)

pax, cBs3aHHbIH ¢ Beicoko TMB u MSI-H,
pax, cBs3aHHbIH ¢ BeicOko TMB u MSI-L unn MSS,

paK, XapaKTepU3YIOLIUINCS HEAOCTATOYHOCTHIO CUCTEMbI perapaluu Mpu
omunbouHoM cnapuBannu JJHK,

pax, IMerInii Ae(eKT B TeHe pernapanuu omundounoro cnapusanus JJHK

2

TUIEPMyTHPOBAHHBIN pakK,

pak, copepraiuil MyTauuio B nomumepase-nensra (POLD),

pak, comeprkaiiuii MyTauuto B nojuMepase-ancuiod (POLE),

pak, wuMeIui  AepUIMT  pemapauuM  MOCPEACTBOM  T'OMOJIOTHYHON
pexomMOuHaumu/ nepuuuT rOMOJIOTMYHOMN pemapaumu  (“HRD”) 1011
XapaKTEePU3YIOLUNC MyTalMel Wi Jejeluell T'eHa penapauuu IMOCPenCTBOM

romojiorudHoi pekomOunarmu (HRR);

aICHOKAPIUHOMY, PaK SHAOMETPHS, paK MOJIOYHOH »KeJe3bl, paK SUYHUKA, PaK
IIeWKHU MaTKH, pak (ajIonueBoi TpyObl, pak siMYKa, MEPBUYHBINA paK OpIOIIUHBIL,
paK TOJNCTOH KHWIUKH, KOJIOPEKTAJIbHBIA pakK, paKk TOHKOTO KHIIEYHHUKA,
TUTOCKOKJIETOYHYI0 KapLUHOMY aHYCa, IJIOCKOKJIETOYHYI KapILTHOMY IOJIOBOTO
YJieHa, IUIOCKOKJIETOYHYK KapIMHOMY IIEWKH MAaTKH, IUIOCKOKJIETOYHYIO
KapLMHOMY BJIAraJIMINa, TNIOCKOKJIETOYHYIO KApPLIMHOMY BYJIbBBI, CAPKOMY MSITKHX
TKaHeH, MeEJaHOMy, TOYEYHOKJIETOYHYK)  KapUWHOMY, pak  JIerKOro,
HEMEJIKOKJIETOYHBIH paK JIErKOro, aJ€HOKAPLHUHOMY JIETKOTO, IJIOCKOKJIETOUHYIO
KapLMHOMY JIETKOT'O, PaK JKEJIYIKa, pAaK MOYEBOTO MYy3bIPsI, PAK JKEITYHOTO My3bIPS,
paK MeYeHH, paK IUTOBUIHON KeNe3bl, paK TOPTAHU, PaK CIFOHHOW JKEJe3bl, paKk
MUINEBOJIA, PAK TOJIOBBI U IIEH, MIIOCKOKJIETOYHYIO KaPLIMHOMY T'OJIOBBI U IIIEH, PaK
NPENCTATeNIbHOW  JKeJe3bl, pakK IOKENTyJOYHON JKele3bl, Me30TEIHOMY,
KapLMHOMY M3 KJIETOK MepKes, CapkoMy, MMo0IacTOMY reMaTOJIOTHUECKUHN pak,
MHOKECTBEHHYIO MHenoMmy, B-knerounyio numdomy, T-kneTounyro numbpomy,
muMpomy XOKKHHA/TIEPBUUHYI0 MEIUACTHHAIBbHYI B-kierounyio mmmdomy,
XPOHUYECKUN MHEJIOTeHHBIN JIEHKO3, OCTPBId MHUEJIOMIHBIA JIEHKO3, OCTPBIA
1M OONACTHBIN JIeHK03, HEXOKKUHCKYIO TUM(poMy, , HelpobiacToMy, OImyXoJb

HHC, muddysnyro rmmomy crBosa rojosHoro mo3ra (DIPG), capkomy FOwunra,



XV)

SMOPHOHABHYIO paOIOMHOCAPKOMY, OCTEOCAPKOMY HIIH OMYyXOJib Buibmca; uimu

pak u3 xiv), rme pak sBimsiercas MSS wmm  MSI-L, xapakrepusyercs
MHUKPOCATEJUIUTHON HecTabmIbHOCTHIO, siBisieTcsi MSI-H, umeer Boicokytro TMB,
umeeT BbICOKYI0 TMB u sBnsercs MSS unu MSI-L, umeror Bbicokyro TMB u
spisiercs  MSI-H, wumeer nedekTHyr0 CHCTeMy pemnapaldd OMIHOOYHOrO
cnapuBanusa JIHK, nmeer nedekr B rene pemapauuu OUIHOOYHOrO CHAPHUBAHUS
JHK, npexncrasisier co0oil runepMyTHPOBAaHHBIA pak, MPEACTABIsET COOOH pak
HRD wunmu HRR, npenycmarpuBaer myranuto B nonumepase-nensta (POLD) wnmn

npeaycMaTpuBaeT MyTaluio B nonumepase-ancuios (POLE).
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