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CPEJACTBA HA OCHOBE AHTHUTEJIA, HAIIPABJIEHHBIE TIPOTUB I'EHA
3 AKTUBAIIU JINMMO®OINTOB (LAG-3) T ITYTU UX IPUMEHEHUA

HNEPEKPECTHASA CCBIJIKA HA POACTBEHHBIE 3AABKHU

[0001] Hacrossmas 3asBka MCHOpamuBacT MPHOPUTET MO MPEABAPUTEIIBHOU
3asBke Ha mateHT CIIIA Ne 62/491221, momannoi 27 ampens 2017 r.; mpeaBapUTETbHOM
3asBke Ha mateHT CHIA Ne 62/578215, monannoit 27 oktsa0ps 2017 r.; mpeaBapUTETbHOM
3asBke Ha mateHT CIIA Ne 62/614998, monannoi 8 sHBaps 2018 r.; mpeaBapuTeNTbHOM
3asBke Ha mateHT CIIIA Ne 62/625276, monannoii 1 ¢despansa 2018 r.; u npenBapUTEIbHOM
3asBke Ha mateHT CIIIA Ne 62/657384, nopannoi 13 ampens 2018 r., kaxaas U3 KOTOPHIX

BKJIFOUEHA ITOCPEACTBOM CCBUIKH BO BCEW CBOEH IMOJHOTE.
NNEPEYEHDB IIOCJIEAOBATEJBHOCT EN

[0002] Hacrosmee onmcaHue cChUIaeTcsl HA MEPEYCHb MOCIEA0BATEIbHOCTEH,
MPEICTaBIIEHHBIA B dNIeKTpoHHOM opme B Buae (aina ASCILtxt mox nHazBanuem «TSR-

007WO_ST25.txt», koTopsiii 0611 cozaaH 23 ampens 2018 r. u umeet pasmep 39964 Gaiira.
OBJIACTb U3OBPETEHUSI

[0003] Hacrosiimee u300peTeHHe OTHOCHTCS K CPEACTBAM Ha OCHOBE aHTHTEA,

KOTOPBIE CBSI3BIBAIOTCS C TOJHITENITHAOM reHa 3 aktuBaru mMmporutos (LAG-3).
MNPEAINOCBIJIKH CO3JIAHUA U3OBPETEHUSA

[0004] Pak mpencraBmsieTr co00M cephe3HYI0 MPOOJIEMYy OOMIECTBEHHOTO
3IPaBOOXPAHEHUS, TIPH 3TOM OKHIAECTCS, YTO MpUOIM3uTenbHo 600920 yemoBek yMpyT OT
paka B Coemunennsix Illtatax Amepuku tonpko 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). CrenoBaTenpHO,
COXpaHsIEeTCs MOTPEOHOCTh B 3(PPEKTUBHBIX CPEACTBAX TEPATHH I JICUCHUS TAIMCHTOB,

WMEOIIUX PaK.
KPATKOE OIIUCAHUE U3OBPETEHUSA

[0005] B HacTosmmeM n300peTeHHH IPeTyCMOTPEHBL, CPETH MPOYETO, CPEICTBA
Ha OCHOBE QHTHUTENA, KOTOPBIE CBA3BIBAKOTCS C 3MUTOIOM IMOJUIICNTHAA T€HA 3 aKTUBALUH

mumpormtoB (LAG-3), 1 pa3mudHbIE KOMITO3HIIHH U CIIOCOOBI, CBSI3aHHBIE C HUMH, BKJTFOYas,



HarmpuMcep, NOJTUIICTITUABI, HYKIICHHOBBIC KHCJIOTBI, KIICTKH, a4 TAKXKC Pa3TUIHbIC MCTOJAUKHU H

T. 1.

[0006] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHA IIOJUIENTHI, KOTOPBIA
CHOCOOEH CBA3BIBATh I'eH 3 akTuBauuu TuMpormTos (LAG-3), conepxuT oaHy, 1BE UK TPU
AMHUHOKHCJIOTHBIE  TIOCJIEOBATEIHHOCTH,  BbIOpaHHBIE W3 (a) AMHHOKHUCIOTHOW
nocrenoatenbHOCTH Mo SEQ ID NO: 5, (b) aMHHOKHCTIOTHOM MOCTIEA0BATETFHOCTH TIO/T

SEQ ID NO: 6 u (c) amuHOKHCTOTHOM nocneaoBarenbHoCTH mox SEQ ID NO: 7.

[0007] B HEKOTOpBIX BapHaHTax OCYINECTBIICHHA IIOJUIENTHJ IPEACTABISET
co00¥ BapuaOenbHBIA JOMEH TKENIOW LEeNH, coaepkammi oaHy, ase wiu Tpu CDR,
BeIOpanHbIe U3 (a) CDR-HI, coaeprkameit aMUHOKHCTIOTHYIO MOCIIEA0BATENBHOCTH 0 SEQ
ID NO: 5, (b) CDR-H2, conepskaimeit aMHHOKHCIIOTHYIO mocieaoBarenbHocTh mog SEQ ID
NO: 6, u (¢c) CDR-H3, conmepskamnieiit aMHHOKHCIIOTHYIO TociemoBaTebHOCTh ioa SEQ ID

NO: 7, unu coep>KuT €ro.

[0008] B HEKkOTOpBIX BapHaHTAaxX OCYINECTBICHUSA MOJIUIECOTHA, KOTOPBIM
cHocoO€H CBA3BIBAThH TeH 3 akTuBarmu JTMMPorToB (LAG-3), T/1e yKa3aHHBIA TTOJTATIETITH/T
COZIEP’KHUT BapHaOEIbHYIO 00JIaCTh TSDKENTOH menu, coaepxaniyro CDR-HI1, onpeneneHHy 0
AMUHOKHCIIOTHOM TOCIIEIOBATEIFHOCTRIO, Ha 1o MeHbIned mepe 80%, 85% wumu 90%
uaeHtuaHOM SEQID NO: 5, w/wmmu CDR-H2, onpeneincHHY0O aMHHOKHCIIOTHOW
MOCJIeI0BATEILHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% umu 90% uaentuunoit SEQ ID NO:
6; wmmu CDR-H3, ompeneneHHyr0 aMHHOKHCIOTHOW TIIOCIIEAOBATEBHOCTHIO, HA TI0
Menble mepe 80%, 85% unmu 90% uaentuunoit SEQ ID NO: 7. B HeKOTOpBIX BapHaHTaX
OCYHIIECTBIICHHS TOJHUIEITHI, KOTOPBIH crocoOeH cBs3biBaTh LAG-3, Toe yKa3aHHBIN
TTOJTHTICTITH, COJECPIKUT BapHaOeITbHYI0 00NIACTh TspKeIOW 1enH, comepskamyro CDR-HI,
OMpeAeIEHHYI0 aMUHOKHUCIIOTHOW MOCTIEA0BATENBHOCTHIO, HA MO MeHbIel mepe 80%, 85%
umu 90% wunentnunodt SEQ ID NO: 5; CDR-H2, onpeneneHHYy0 aMUHOKHUCIOTHOM
MOCJIEI0BATEILHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% umu 90% uaentuunoit SEQ ID NO:
6; u CDR-H3, onpeneneHHyl0 aMUHOKHUCIOTHOM MOCJIEA0BATENBHOCTBIO, HA 10 MEHbINEH

mepe 80%, 85% unu 90% uaentuunoit SEQ ID NO: 7.

[0009] B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHHA MOJUIENTHI, KOTOPBIA
CTIIOCOOEH CBA3BIBATh T'eH 3 akTuBauuu uMpomToB (LAG-3), conepxuT oaHy, 1BE WK TPU

AMHUHOKHCJIOTHBIE  TIOCJIEIOBATEIPHOCTH,  BbIOpaHHBIE W3 (a) AMHHOKHUCIOTHOW



nocienoBaTenbHOCTH 1o SEQ ID NO: 8, (b) aMHHOKHCTIOTHOUM MOCTIEA0BATETFHOCTH TTO/T

SEQ ID NO: 9 u (¢) amuHokucioTHOM mocnenoBatenpbHocTr iox SEQ ID NO: 10.

[0010] B HEKOTOpBIX BapHaHTaxX OCYIIECTBIICHHA IOJUIIECNTH] MPEACTABISACT
co00¥ BapuaOeNbHBIM JOMEH JIETKOW WLENH, cojaepkamui oxHy, nse win Tpu CDR,
BeIOpanHbIie U3 (a) CDR-L1, copepixamieit aMMHOKHUCIIOTHYIO TIOCTIEI0OBaTENbHOCTD oA SEQ
ID NO: 8, (b) CDR-L2, coaep:xarnieit aMUHOKUCIOTHYIO TTocienoBaTenbHOCTh moa SEQ ID
NO: 9, u (c) CDR-L3, coaepxarmieii aMHHOKHCIIOTHYIO mocienoBareasHocTh mog SEQ ID

NO: 10, unm coaepsKuT €ro.

[0011] B HEKkOTOpBIX BapHaHTaX OCYINECTBIICHHUA IIOJUIENTHI, KOTOPBIN
criocoOeH cBsa3pBaTh reH 3 aktuBaimu auMmdouutoB (LAG-3), comepkutr CDR-LI,
ONpEACICHHYI0 AMUHOKHUCIIOTHOM MOCTIEA0BATENBbHOCTHIO, HA 1O MeHbIuel mepe 80%, 85%
i 90% wuaentnurodt SEQ ID NO: 8; w/mmu CDR-L2, onpeneneHHY0 aMHHOKHCIOTHOM
MOCIIEIOBATEIbHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% wmu 90% unentuunoit SEQ 1D NO:
9; wwum CDR-L3, ompeneneHHyr0 aMHHOKHCIIOTHOM TIOCJIEIOBATEIIbHOCTBIO, HA TI0
menbineit mepe 80%, 85% umu 90% uaentuunoit SEQ ID NO: 10. B HekoTOpBIX BapuaHTax
OCYIIECTBJICHHS TTOJUTIENTH I, KOTOPbIH criocoOeH cws3bBaTh LAG-3, comepxut CDR-LI,
OTIpeCIIEHHYI0 aMUHOKHUCIIOTHOM TOCTIEA0BATENBHOCTHIO, HA 10 MeHbInen mepe 80%, 85%
uma 90% wupentuunor SEQID NO: 8; CDR-L2, omnpeneneHHYIO aMHUHOKHCIIOTHOM
MOCJIeI0BATEIbHOCTHIO, Ha TI0 MeHbIIeH Mepe 80%, 85% umu 90% uaentuunoit SEQ ID NO:
9; u CDR-L3, onpenencHHyr0 aMHUHOKHCIIOTHOM TOCTEA0BATEIbHOCTHIO, HA TI0O MEHbBIIEH

mepe 80%, 85% unmu 90% uaentuunoit SEQ ID NO: 10.

[0012] Hacrosiimee n300peTeHre OTHOCHTCS, CPEIU MPOYETO, K TIOJTUTICTITHIAM,
KOTOPBIE CTIOCOOHBI CBSI3bIBATh TeH 3 akTuUBanuu auMdorutoB (LAG-3), rae moaumnenTu
COJIEP’KUT AMHUHOKHUCTIOTHYIO TIOCJIEI0OBATEIBHOCTD, XaPAKTEPHU3YIOIIYHOCS IO MEHBINEN MEPE
80%, 85%, 90%, 95% nmu 98% maeHTHUHOCTHIO TTocieoBaTenbHOCTH ¢ SEQ ID NO: 1, SEQ
ID NO:3 unu SEQ ID NO:21. B HEKOTOpBIX BapHaHTaX OCYILIECTBICHHS MOIUIECITH
MPEACTABISET COOOW TIONMIENTHA TODKEIOW IIeTH, COJACPIKAIMHA aMHHOKHCIOTHYIO
MOCE€A0BATENBHOCTD, W3nokeHHYI0 oA SEQ ID NO: 1, SEQ ID NO:3 wnmu SEQ ID NO: 21,

WITH COJEPIKHUT ETO.

[0013] B HexoTOphIX BapHaHTaxX OCYIIECTBICHUS TIONHIENITHA (HATIPUMED,

CPEICTBO HAa OCHOBE aHTUTENA), KOTOPBIH CIIOCOOEH CBS3BIBATh TE€H 3 AaKTHUBAIUH



mampormtoB (LAG-3), T/1e mOTUIEnTHT COMEPIKUT aMUHOKUCIOTHYIO TIOCTIEI0BATETFHOCTD,
xapakrepusyrounytrocs mo MeHbiied mepe 80%, 85%, 90%, 95% unu 98% HIEeHTUYHOCTHIO
nocaenoBarenbHocTd ¢ SEQ ID NO: 2, SEQ ID NO: 4 unu SEQ ID NO: 22. B HeKOTOpBIX
BAPHAHTaX OCYIIECTBIICHUS MPEACTABIET COOOH TONUIMENTH/T JETKON IETIH, COMEPIKAIIHHA
AMUHOKHCIIOTHYIO TOCJIEA0BATENBHOCTh, XapaKTEPU3YIOIIyIOCA MO MeHbIue mepe 80%,
85%, 90%, 95% nmm 98% upenTHYHOCTHIO TocaeaoBaTebHOCTH ¢ SEQ ID NO: 2, SEQ ID
NO: 4 umu SEQ ID NO: 22, unu comepsKuT €ro.

[0014] B BapuaHTax OCYIIECTBIEHHUS TOJNMIENTHA, KOTOPBIM CIIOCOOEH
cBa3biBaTh TeH 3 aktuBaiuu JwmMpormmtoB (LAG-3), CcOmepKHT aMHUHOKHUCIOTHYIO
MOCTIEIOBATEIbHOCTh BapHAOEIbHOW O0IAaCTH TKENOM LEMH, XapaKTepU3YIOIMYIoCs II0
MeHbIen mepe 80%, 85%, 90%, 95% unu 98% MIEHTUYHOCTHIO MOCTAEA0BATENIHLHOCTH ¢ SEQ
ID NO: 3. B BapuanTax 0CymIeCTBICHHS MOJMIICTITHI, KOTOPBIH CITOCOOEH cBsa3bBaTh LAG-
3, COHEPXKUT AMHHOKHCIOTHYIO IIOCIIEIOBATEIHHOCTh BApUAOEIBHOM OOACTH TKEIIOH

ueny, onpeaeneHuyo nox SEQ ID NO: 3.

[0015] B BapmaHTax OCYIIECTBICHHUS TOJHIIENITHA, KOTOPBIH CIIOCOOEH
cBa3biBaTh TeH 3 aktuBaimu JmM@ormToB (LAG-3), COAEPKHT aMHUHOKHCIOTHYIO
MOCTIEIOBATEIIFHOCTh BapHAOCIbHOM OOJIACTH JIETKOM IIEMH, XapaKTEPU3YIOUIYIOCS TIO
MenbIen mepe 80%, 85%, 90%, 95% unu 98% HAEHTHIHOCTHIO TTOCeA0BATENHHOCTH C SEQ
ID NO: 4. B BapuaHTax OCYIICCTBIICHHS TTOHIIETITH/I, KOTOPBIHA CrOcOoOeH cBsa3bBaTh LAG-
3, COAEPKUT AaMUHOKHUCJIOTHYIO TTOCIIEIOBATEIPHOCTh BAPUAOCITPHOM 00JTACTH JIETKOM IICTIH,

onpeneneunyio moa SEQ ID NO: 4.

[0016] B BapmaHTax OCYIIECTBIECHHUS TOJNHIENTHA, KOTOPBIH CIIOCOOEH
cB3piBaTh TeH 3 aktuBammu JEMpormuToB (LAG-3), COACP)KHT NOTUICTITHIHYIO
MOCJIEI0BATEIHHOCTD TSDKEIIOW LIETIH, XapaKTepU3yIIIyrocs Mo MeHbine mepe 80%, 85%,
90%, 95% unmu 98% uaentuuHOCTHIO TIocHenoBaTenbHOCcTH ¢ SEQ ID NO: 1. B BapuanTax
OCYNIIECTBIICHHA TIOJIMIICTITHI, KOTOPBIA cmocoOeH cBa3bBaTh LAG-3, comepkur

MOMUMNENTUAHYIO TTOCIIEI0BATEIBHOCTD TKENIOM ey, onpenencHuyto moa SEQ ID NO: 1.

[0017] B BapmaHTax OCYIIECTBIECHHUS TONHIENTHA, KOTOPBIH CIIOCOOEH
cBi3piBaTh TeH 3 aktuBammu JuMpormToB (LAG-3), COACPKHT NOTUICTITHIHYIO
MOCJIEI0BATEIFHOCTD TSDKENIOW LIETIH, XapaKTepU3yHIIyrcs mo MeHbinei mepe 80%, 85%,

90%, 95% unu 98% unenTnuHOCTHIO MocneaoBaTenbHOCcTH ¢ SEQ ID NO: 21. B BapuanTax

4



OCYNIIECTBIICHHUS TIOJIMIICTITHI, KOTOPBIA cmocoOeH cBa3bBaTh LAG-3, comepkur

MOMUMNENTUAHYIO TIOCIIEI0OBATEIBHOCTD THKEOH et , onpeaeneHHyo noa SEQ ID NO: 21.

[0018] B BapmaHTax OCYIIECTBIEHHUS TONHIENTHA, KOTOPBIM CIIOCOOEH
cBi3piBaTh TeH 3 aktuBammu juMpormToB (LAG-3), COAEpKHT NOTUNECTITHIHYIO
MOCJIEI0BATEILHOCTD JIETKOW LIEMH, XapaKTepU3yrUlyrocs no MeHbined mepe 80%, 85%,
90%, 95% umu 98% uaenTHuHOCTHIO TIocnenoBatenbHOCcTH ¢ SEQ ID NO: 2. B BapuanTax
OCYHIIECTBIICHHSA TIOJIMIIETITHI, KOTOPBIA cmocoOeH cBa3pBaTh LAG-3, comepkur

MOUINENTUAHYIO MTOCJIEI0BATEIBHOCTD JIETKOM Lienu, onpeaeneHnyro nog SEQ ID NO: 2.

[0019] B BapuaHTax OCYIIECTBICHUS TMOJMIENTHA, KOTOPBIM CIIOCOOEH
cBi3piBaTh TeH 3 aktuBaumu JuMpormtoB (LAG-3), comepKUT NOTUNETTHIHYIO
MOCJEI0BATEIBHOCTD JIETKOM LIETH, XapaKTepU3YIUIyrocs no MeHsiied mepe 80%, 85%,
90%, 95% umu 98% unentunuHocTHIO MocaeaoBareabHOCTH ¢ SEQ ID NO: 22. B Bapuanrax
OCYIIECTBJICHHUSA TOJHIENTHA, KOTOPBIH crmocoOeH cBsa3bmBaTh LAG-3, comepkur

MOJIUTIENITUAHYIO TIOCTIEI0BATEILHOCTD JIETKOM Liemu, onpeaenennyio nox SEQ ID NO: 22.

[0020] B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUA MOJIUIENTHI, KOTOPBIN
criocoOeH CBA3bIBaTh T'eH 3 akTHBanuu UM oruToB (LAG-3), comepkurt (1) aMAHOKHCIIOTY,
XapakTepusymlytocs 1o meHbier mepe 80%, 85%, 90%, 95%, 98%, 99% wmm 100%
HICHTHYHOCTHIO TTociienoBarenbHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 mym SEQ ID NO: 21;
¥ (11) aMHHOKHCIIOTY, XapaKTePU3yIOIyrocs o MeHbInel mepe 80%, 85%, 90%, 95%, 98%,
99% mmu 100% maeHTHYHOCTHIO nocaeaoBaTeIbHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 niun
SEQ ID NO: 22.

[0021] B HEKOTOpBIX BapHaHTAaX OCYINECTBICHHUA MOJIUIENTHI, KOTOPBIA

criocoOeH cBa3bIBaTh reH 3 akTuBarmn tuM@poruTos (LAG-3), conepxut:
1) OIHY, ABE WM TPH AMUHOKHUCIIOTHBIE TTOCIIEA0BATETFHOCTH, BEIOPAHHBIE H3

(a) aMUHOKHCJIIOTHOM TOCIEIOBATEIPHOCTH, KOTOPAas WIACHTHYHA TIO0
MOCTIEAOBATENIBHOCTA WM COACPKHUT OT 1 0 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 5,

(b) aMHHOKHCITIOTHOW TIOCTIEOBATEIIFHOCTH, KOTOpas WACHTHYHA TIO
MOCTICIOBATCILHOCTH WJIH COACPKHT OT 1 10 5 aMHUHOKHCIOTHBIX 3aMEH I10

cpasaenuro ¢ SEQ ID NO: 6, u



(c) aMUHOKHCIOTHOM TIOCIEIOBATEIPHOCTH, KOTOPAas WIACHTHYHA TI0
MOCTIEAOBATENIBHOCTA WM COACPKUT OT | 0 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 7;

11) OJHY, ABE WM TPH AMUHOKHUCIIOTHBIE TTOCIIEA0BATENHHOCTH, BEIOPAHHBIE U3

(a) aMUHOKHCIOTHOM TIOCIEIOBATEBPHOCTH, KOTOpPAas WICHTHYHA TI0
MOCTIEAOBATENIBHOCTA WM COACPKUT OT | 10 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 8,

(b) aMHHOKHCIIOTHOM TIOCTIEAOBATEIILHOCTH, KOTOpas WACHTHYHA TI0
MOCTICIOBATEIFHOCTA WIIH COACPKHT OT 1 10 5 aMWUHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 9, u

(c) aMHHOKHCIIOTHOH TIOCIIEAOBATEIPHOCTH, KOTOpPas HWACHTHYHA TIO
MOCJIeIOBATCIFHOCTH WM COACPKHUT OT 1 70 5 aMHHOKHCIIOTHBIX 3aMEH ITO

cpasaenuro ¢ SEQ ID NO: 10.

[0022] B HEKOTOpBIX BapHaHTAX OCYINECTBIICHHUA TMOJIUIECNTHI, KOTOPBIN
crocoOeH cBA3bIBaTh TeH 3 akTuBamu Tumdorutos (LAG-3), comepxut (1) OaHY, ABE WIH
TPH AMUHOKHCJIOTHBIC TIOCIIEOBATEIFHOCTH, BBIOpaHHBIE U3 (a) AMHUHOKHCIIOTHOM
nocienoaTembHOCTH 1o SEQ ID NO: 5, (b) aMHHOKHCIOTHOM MOCTIEA0BATETBHOCTH IO/
SEQ ID NO: 6 u (¢) amurokucinoTHOU niocienosarenbHocTH moa SEQ ID NO: 7; u (i1) oany,
JBE WK TPH AMHHOKHCIIOTHBIE MOCJIEIOBATEIbHOCTH, BBIOPAHHBIC U3 (a) AMUHOKHUCIIOTHOM
nocienoatenbHOcTH 1o SEQ ID NO: 8, (b) aMHHOKHCTIOTHOHM MOCTIEI0BATETFHOCTH IO/

SEQ ID NO: 9 u (¢) amuHOKHCIIOTHOM TTocnenoBaTenbHOCTH o SEQ ID NO: 10.

[0023] B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHHA IIOJIUIENTHI, KOTOPBIA
cnoco0eH cBia3pBaTh LAG-3, sBugercs BBIIENCHHBIM. B HEKOTOPBIX BapHaHTax
OCYNIECTBIICHHS TIOJTUIIETITH/I, KOTOPBIH CIOCOOeH CB3biBaTh LAG-3, MOKET OBITh OUHINEH
1o 6omnee 95% wm 99% uncToTHL. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUSA CPEICTBO HA
ocHoBe aHtuTena K LAG-3 saBnsercd BbIJENCHHBIM. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHHSA CPEACTBO HA OCHOBE AHTUTENIA MOYKET OBITh OUMIICHO 10 Oomee 95% wmm

99% YUCTOTHL.



[0024] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHA IIOJUIENTHI, KOTOPBIA
criocoOeH cBa3bBaTh LAG-3, comepkUT IO MEHBIIEH MeEpe OJHY TUCYIBPHUIHYIO CBSI3b,
00pa30BaHHYIO TIEPBBIM LIUCTEMHOM W BTOPHIM LIUCTEWHOM; T/E TIEPBBINA IIUCTEUH BEIOPAH U3
ocratka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a Bropoi
IUCTEWH BbIOpaH u3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3z SEQ
ID NO: 1. B HEeKOoTOphIX BapHaHTaX OCYIIECTBICHHS MOJUNENTH, KOTOPBIH CIOCOOEH
cBs13biBaTh LAG-3, COEPIKUT MO MEHBINIEH MEPE OJTHY AUCYTb(UIHYIO CBI3b, 00PAa30BAHHYIO
MEPBBIM IIUCTEMHOM M BTOPHIM LIMCTEUHOM; /i€ TIEPBBIA LIMCTEHH BBIOpaH u3 octatka 41, 115,
147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a BTOpOi UCTEHH BHIOpaH
n3 ocrtarka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHUA TOJUTIENITHA, KOTOPBIM crocoOeH cBa3piBaTh LAG-3, comepkur mo
MEHbBIIEH MePe OJHY THCYIb(PHUIHYIO CBA3b, 00Pa30BAHHYIO MEPBHIM [IUCTEHHOM M BTOPBIM
IUCTEHHOM; T/Ie TIEPBBIM IUCTEHH BHIOpaH U3 octarka 45, 115, 161, 221 u 241 u3 SEQ ID
NO:2, a BTOpo# mUCTEHH BhIOpaH U3 ocTatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

[0025] B HEKOTOpBIX BapHaHTax OCYIUECTBICHUS IMOJMUIEHTHI COACPKHUT IO
MEHBIIEH Mepe OAHY AUCYIb(PHUIHYIO CBA3b, 00Pa30BAHHYIO MEPBHIM LIUCTEHHOM M BTOPHIM
MUCTEHHOM; TJAE TIEPBBIH OCTATOK TpeacTaBisieT coboi octatok 45 m3 SEQ ID NO:2, a
BTOPOM OCTAaTOK mpeacTaBisier codou octatok 115 w3 SEQ ID NO: 2. B HekoTophIX
BAapPHAHTAX OCYIIECTBIICHHS TIOJTUIIETITH, COEPKUT IT0 MEHBIIEH MEPE OAHY ITHCYITbOUIHYIO
CBSI3b, 0OPA30BAHHYIO TIEPBHIM IIMCTEWHOM M BTOPBIM LIUCTEHHOM; T/I€ TIEPBBIH OCTATOK
npeactaBisgeT coooi ocratok 161 u3z SEQ ID NO:2, a BTopo# 0CTaTOK MpeACTaBIsIET COO0M
octatok 221 u3 SEQ ID NO: 2. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS TMOJMUIEITH]
COACPKUT TIO MEHBIIEH MeEpe OAHY IUCYIb(PHUIHYIO CBA3b, OOPA30BAHHYIO TEPBBIM
IUCTEHHOM W BTOPHIM IIHCTEWHOM; TJ€ TIEPBBIM OCTATOK MPEACTABIAET COOOH ocTaTok 147
3 SEQ ID NO:1, a Bropo#t octatok mpeactaBisieT coool octarok 241 w3 SEQ ID NO: 2. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBJICHUS TOJHIENTH CONEPKUT MO MEHBLIEH MEpe OIHY
IUCYMb(PHUIHYIO CBA3b, O0PAa30BaHHYIO TEPBHIM IIMCTEHHOM M BTOPBIM LIMCTEHHOM; TIE
MEPBBIA OCTAaTOK TpeacTaBisier co0oi octatok 41 w3 SEQ ID NO:1, a Bropo#t ocTaTtok
npeacTaBmier cobod ocrarok 115 w3 SEQ ID NO: 1. B HekoTOpsIX BapHWaHTax
OCYIIECTBJICHUSA TOJUTIENTH/ COAEPKUT IO MEHBIIEH MEpe OAHY AMCYNb(PHIHYIO CBSI3b,
00pa30BaHHYI0O TIEPBBIM LMUCTEMHOM U BTOPHIM IIUCTEHMHOM; TJI€ TIEPBBIM OCTATOK

npeacTapisgeT coool ocratok 160 u3z SEQ ID NO:1, a BTopoii 0CTaTOK MPEACTaBISIET COO0M
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octratok 216 u3 SEQ ID NO: 1. B HEeKOTOpbIX BapuaHTaX OCYLIECTBICHHS MOIMUIENTH] IO
HACTOSIIEMY HW300PETEHHIO COACPIKUT 1O MEHBIIEH MEPE OAHY IUCYIb(PHUIHYIO CBA3b,
00pa30BaHHYI0 TIEPBBIM LMUCTEMHOM U BTOPHIM ITUCTEHMHOM; TJI€ TIEPBBIM OCTATOK
npeactapiseT coool octatok 239 u3z SEQ ID NO:1, a BTopoii 0CTaTOK MPEACTABIIET COOOM
octatok 242 n3 SEQ ID NO: 1. B HEKOTOpPBIX BapHaHTax OCYIIECTBICHHS IMOIMIECITH]
COIAECPKUT TO MEHBIIEH MeEpe OAHY IUCYIb(PHIHYIO CBA3b, OOPA30BAHHYIO TEPBBIM
OUCTEUHOM W BTOPHIM IIMCTEWHOM; TJE TEPBBIM OCTATOK MPEACTABIAET COOOM OCTaTOK 274
u3 SEQ ID NO:1, a Bropo#t octarok mpeactasisier coool ocrarok 334 uz SEQ ID NO: 1. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBICHUA MOJIUIENTH COACPKUT IO MEHBLIEH MEpe OJHY
IUCYNb(PUIHYIO CBA3b, O0OPa30BaHHYIO TMEPBBIM LIMCTEMHOM M BTOPBIM LMCTEHHOM; T
NEPBBIN 0CcTaTOK mnpenacrasiier cooor octatok 380 u3 SEQ ID NO:1, a BTOpo#t ocTaTtok

npeacTaBsieT cooou ocratok 438 uz SEQ ID NO: 1.

[0026] B HEKOTOpBIX BapuaHTaxX OCYIIECTBICHH MOJUIEIITH/ II0 HACTOSIIEMY
HW300PETEHHI0 COJNEP)KUT IO MEHBIIEH Mepe OJMH acHaparuH, KOTOPBIM SBIAETCA
INIMKO3WIMPOBAHHBIM. B HEKOTOPBIX BapHaHTaX OCYIIECCTBIICHUA IOJMIECNTH, KOTOPBIM
crocoO€H CBA3BIBATH T'eH 3 akTuBalu TuMporuToB (LAG-3), comepkuT o MeHbIIIEH Mepe

OOWH aCIlaparvt, KOTOpBIIL/'I ABJEICTCA TTTHKOSHUITUPOBAHHBIM.

[0027] B HEKOTOpBIX BapHaHTAaX OCYINECTBIICHHUA TMOJIUIENTHI, KOTOPBIA
criocoOeH CBiA3bIBaTh TeH 3 akTuBamu TuMporuToB (LAG-3), comepkut (1) BapHadeIbHYIO
oOmacTe TsDKeNmoW merw, kotopas comepkut CDR-HI, comeprkamyro aMHHOKHCIIOTHYIO
nocnenosatenbHocTh nog SEQ ID NO: 5, CDR-H2, coaep:kamniyr0 aMUHOKHCIOTHYIO
nocnenosatenbHocTh oA SEQ ID NO: 6, u CDR-H3, coaepkainyr0 aMHHOKHCIOTHYIO
nocnenosatenmbHOoCcTh oA SEQ ID NO: 7; m (i1) BapuaOenpHYI0 00JIACTh JIETKOM IIETIH,
kotopas cogep:xut CDR-L1, comepxanryro aMUHOKHCIIOTHYIO TIOCJIE€IOBATEIBHOCTD MO
SEQ ID NO: 8§, CDR-L2, coaepkaiinyr0 aMHHOKUCIOTHYIO TOCIEI0BATENbHOCTh oA SEQ
ID NO: 9, u CDR-L3, coaepkainyr0 aMHHOKHUCTIOTHYIO TOcieoBaTeabHOCTh oa SEQ 1D
NO: 10. B HexoTOpHIX BapuUaHTaX OCYHICCTBICHHS MOJHUIENTHI, KOTOPBIM CIOCOOEH
cBs3bBaTh LAG-3, COEPIKHUT MO MEHBINEH MEPE OJTHY AUCYIb(HUIHYIO CBSI3b, 00pa30BAHHYIO
MEPBBIM ITUCTEHHOM M BTOPHIM LINCTEWHOM; T/I€ TIEPBBIA [IUCTEHH BBIOpaH u3 octatka 41, 115,
147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a BTOpOi IUCTEHH BHIOPAH
nu3 octarka 45, 115, 161, 221 u 241 u3z SEQ ID NO: 2. B HeKOTOpBIX BapUaHTax

OCYHIECTBIICHHA TIOJIUTICTITHA, KOTOPBIA CrocoOeH cCBa3pBaTh LAG-3, COOEPKHT 1O
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MEHBIIEH Mepe OAHY AUCYIbPHUIHYIO CBA3h, 00PA30BAHHYIO TIEPBHIM IIHCTEHHOM M BTOPBIM
UCTEUHOM , T/I€ TIEPBBIN IUCTEHH BHIOPaH m3 octaTka 41, 115, 147, 160, 216, 239, 242, 274,
334, 380 u 438 u3 SEQ ID NO:1, a BTOpo# nrcTenH BeIOpaH U3 octaTka 45, 115, 161, 221 un
241 nu3 SEQ ID NO: 2. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHHs IMOJIUIMENTHA, KOTOPBII
criocoOeH cBa3bBaTh LAG-3, comepkKUT 1O MEHBIIEH MEpe OJHY JUCYIB(PHUIHYIO CBSI3b,
00pa30BaHHYIO MEPBBIM LIUCTEMHOM W BTOPHIM LIUCTEHMHOM; T/E TIEPBBINA IIUCTEUH BBIOPAH U3
ocratka 45, 115, 161, 221 u 241 u3 SEQ ID NO:2, a BTOpO# UCTEHH BHIOPAaH U3 OCTaTKa 45,
115, 161, 221 n 241 u3 SEQ ID NO: 2.

[0028] B HEKkOTOpBIX BapHaHTaxX OCYINECTBIICHHUA IIOJUIENTH], KOTOPBIA
cHOcOO€H CBA3BIBATH reH 3 akTuBauuu TuMpormtoB (LAG-3), coaepXKUT aMHMHOKUCIIOTHYIO
MOCJIEIOBATEIFHOCTh BapHaOeIbHOM OOJIACTH TSDKEIIOW IIETIH, XapPaKTEPH3YIOLIYIOCS IO
menbme mepe 80%, 85%, 90%, 95%, 98%, 99% wmu 100% WACHTUUHOCTHIO
nocnenoBatenmbHocTd ¢ SEQ ID NO:3, w/Hiu aMHHOKHUCIIOTHYIO TOCIIEI0BATETHHOCTD
BapuaOeIbHOM 00NACTH JIETKOHM IETH, XapaKTepU3yomyocsa mo MeHbmei mepe 80%, 85%,
90%, 95%, 98%, 99% unmu 100% uaeHTHYHOCTHIO MocieaoBaTeabHOCTH ¢ SEQ ID NO: 4. B
HEKOTOPBIX BApPHAHTAX OCYINECTBJICHUS TOJIHMIETITHA, KOTOPBIH CrocoOeH cBsa3biBaTh LAG-
3, COZIEPIKUT TLKEIYIO TIETTh, XapaKTePU3YIOIyIocs 1Mo MeHbIneH Mepe 80%, 85%, 90%, 95%,
98%, 99% wumu 100% uaeHTHIHOCTHIO TTocieqoBaTeibHOCTH ¢ SEQ ID NO: 1, u/umu erkyro
LIETh, XapaKTEPU3YIONIyIoCs 1o MeHbIneH mepe 80%, 85%, 90%, 95%, 98%, 99% unu 100%
UIECHTUYHOCTBI0 mocienoBatebHOCTH ¢ SEQ ID NO: 2. B HeKOTOphIX BapHaHTax
OCYHIICCTBIICHHA TIOJUTICTITHA, KOTOPBIH CHOcoOeH CBa3biBaTh LAG-3, COOEPKHT 1O
MEHBINECH Mepe OJTHY TUCYIb(HUIHYIO CBA3b, 00PA30BAHHYIO IMEPBBIM ITUCTEUHOM W BTOPHIM
IUCTEHHOM , TJI¢ TIEPBBIN IUCTEHH BHIOPaH W3 octaTka 41, 115, 147, 160, 216, 239, 242, 274,
334, 380 u 438 u3 SEQ ID NO:1, a BTOpO# HECTeHH BBIOPaH W3 ocTaTka 45, 115, 161, 221 n
241 wu3 SEQ ID NO: 2. B HEKOTOPBIX BapuUaHTaX OCYLIECTBJICHHS IMOJIUIENTHA, KOTOPBIH
criocoOeH cBa3bBaTh LAG-3, cofepkKUT IO MEHBIIEH Mepe OJHY TUCYIbPHUIHYIO CBSI3b,
00pa30BaHHYIO TIEPBBHIM IUCTEHHOM W BTOPHIM ITUCTCHHOM; TJI€ TIEPBBIH IIHCTEWH BHIOPAH U3
octatka 41, 115, 147, 160, 216, 239, 242, 274, 334, 380 u 438 u3 SEQ ID NO:1, a Bropoi
UCTEWH BBIOpAaH W3 octatka 45, 115, 161, 221 u 241 uz SEQ ID NO: 2. B HekoTOphIX
BAPHAHTAX OCYIIECTBIICHUS MOJUIENTHA, KOTOPBIH ciocoOeH cBsa3bBaTh LAG-3, comepkut
MO MEHBIIEH Mepe OJHY AUCYTb(UAHYIO CBS3b, OOPA30BAHHYIO TEPBBIM IUCTEHHOM H

BTOPBIM ITUCTEHHOM; T/Ie TIEPBBIM LMCTEHH BHIOpPaH U3 octaTtka 45, 115, 161, 221 u 241 u3
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SEQ ID NO:2, a BTopo# ucTeWH BBIOpaH U3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID
NO: 2.

[0029] B BapHaHTax OCYIICCTBICHHUS TIOJIMITCTITH/T COACPIKUT
INIMKO3WJIMPOBAHHBIM aclapariH B TDKEIOM Lenu. B BapHaHTax OCYHIECTBICHHA
TTIMKO3WIIMPOBAHHBIA aCTIaparuH NpeacTaBsieT cooor N291 tsoxenoi nerm. B BapuanTax
OCYIIECTBICHHUA COBOKYMHOCTHh N-CBfA3aHHBIX onurocaxapuaos npeaycmarpusaet GOF. B
BapHaHTaxX OCYILECTBIICHUS COBOKYITHOCTb N-CBsI3aHHBIX OJIMTOCaXapHI0B
npeaycmatpuBaeT GIF. B BapuaHTtax oOCyIIECTBIEHHA COBOKYMHOCTh N-CBA3aHHBIX
onurocaxapuaos npexycmarpusaet G2F. B BapuaHTax OCyIeCTBIE€HHUA COBOKYITHOCTH N-
CBA3AHHBIX OJIMIOCAXapuaoB IpeaycMmarpuBacT Man-5. B BapuanTax OCylIeCTBICHHUA
COBOKYIHOCTb N-CBA3aHHBIX onurocaxapunos npeaycmarpusaetr GOF u G1F. B Bapuanrax
OCYIIECTBIECHHA COBOKYITHOCTh N-CBsI3aHHBIX onurocaxapuaos npexycmarpusaet GOF, G1F,

G2F u Man-5.

[0030] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS NOTUIENTH/ (110 HACTOSIIEMY
M300pEeTeHHIO CBsA3bIBAaeT TeH 3 aktuBaimu juMpormToB (LAG-3) w/mnmm mogasmser

B3aumopercTeue Mmexkay LAG-3 u MHC I1.

[0031] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHUA TMOJIUIENTHI, KOTOPBIN
CTIOCOOEH CBA3BIBATH TeH 3 akTuBauH TUuMpormToB (LAG-3), ABIseTCS YeI0BEYECKUM HITH
IYMaHU3UPOBAHHBIM. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHHS MOJMMENTH, KOTOPBIHA
crnocodeH cBia3bBaTh LAG-3, gBIgeTCs CPEICTBOM HA OCHOBE AHTHTENA, KOTOPOE
MPEACTABIIET COOOM BapHaOETbHBIA JOMEH YEJIOBEUECKOTO AHTHUTENIA HITH COACPIKHT ero. B
HEKOTOPBIX BAPHAHTaX OCYIICCTBJICHUS TIOMHMIETITHA, KOTOPBIH crtocoOeH cBsa3bBaTh LAG-
3, sSIBISETCS CPEJACTBOM HA OCHOBE aHTHTENA, KOTOPOE MPEACTABIAET COO0H BapHuaOeTbHBIN

AOMCH T'YMAaHU3UPOBAHHOTO aHTUTECIA UKW COJACPIKHUT €TO.

[0032] B HEKOTOpPBIX  BapuaHTax  OCYINECTBICHUS  aMHHOKHCIOTHAs
MOCIIEAOBATEIBHOCTD 1O CYIIECTBY  HMAECHTHYHA  JTAaJOHHOM  AMHUHOKHCIIOTHOM
MOCJIE0BATEIPHOCTH B TOM, YTO OHA JHOO MIECHTHUYHA IO IOCIENOBATENBHOCTH, JHOO
COIEpKUT OT 1 10 5 AaMHUHOKHMCIOTHBIX 3aMEH IO CPaBHEHUIO C JTaJOHHOU
MOCJIEI0BATEIBHOCTHIO. B BapHaHTax OCYILIECTBIICHUS AMHHOKHCIIOTHAS
MOCIIEJOBATENIBHOCT, MO CyIIECTBY  HMICHTHYHA  NPEACTABICHHOM  3TAJIOHHOM

nociie[oBaTeIbHOCTH (Hanpumep, mooor u3 SEQ ID NO: 1-10 u 21-40). B BapuanTax
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OCYIIECTBIICHUS] AMHWHOKHCJIOTHAs TMOCIEA0BATEIbHOCTh HACHTUYHA TMPEACTABICHHOU
STANIOHHOW TocheaoBarebHOCTH (Hampumep, moooi u3 SEQ ID NO: 1-10 u 21-40). B
BapUAHTAaX OCYIICCTBJEHUSA AMUHOKHCIIOTHASA MOCIEAOBATEIBLHOCTh COAEPKHUT OT 1 10 5
AMUHOKHMCJIOTHBIX  3aMEH IO CPaBHECHHUIO c MPEICTABIICHHOM  3TaJIOHHOU
MOCIIEIOBATEIBHOCTRIO (HAampuMep, OT 1 10 5 aMWHOKHCIOTHBIX 3aMEH IO CPABHEHHIO C

o060 u3 SEQ ID NO: 1-10 u 21-40).

[0033] B BapmanTax OCYINECTBIIEHHA AMHUHOKMCIIOTHAs IMOCIENOBATEIBHOCTD
no cymectBy uaeHTHuHa SEQ ID NO: 1. B BapuanTax ocymecTBIEHUsI aMHHOKHUCIOTHAA
nocaeaoBarenbHOCTh uaeHTHYHA SEQ ID NO: 1. B BapuaHTax OCYINECTBIICHHS
AMUHOKHUCIIOTHAs MOCIEA0BATEIBHOCTh COACPKHUT OT 1 A0 5 aMMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 1.

[0034] B BapmaHTax OCyIIECTBICHUS aMHHOKHCIIOTHAs MOCJIEI0BATEIBHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 2. B BapuaHTax OCyIIECTBICHHUS aMHHOKHCIIOTHASA
nocnenosatenbHocTh  uaeHTHYHa SEQ ID NO: 2. B BapuaHTax oOCYIIECTBJICHHSA
AMHMHOKHCIIOTHAS TIOCJIEOBATENIFHOCTh CONEPKHUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 2.

[0035] B BapmaHTax OCYINECTBIICHHA AMHUHOKMCIIOTHAs MOCIEAOBATEIBHOCTH
no cyuiectBy uaeHtnyHa SEQ ID NO: 3. B BapuanTax ocymmecTBIEHUS] aMHUHOKUCIOTHAS
nocieaoBarenbHOoCTh uAcHTHYHA SEQ ID NO: 3. B BapmaHTax oOCYINECTBIICHHS
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 3.

[0036] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTD
no cymecTBy uaeHtTHyHa SEQ ID NO: 4. B BapuanTax ocymecTBIEHUs] aMHUHOKHUCIOTHAS
nocieaoBarenbHOCTh uAcHTHYHA SEQ ID NO: 4. B BapwaHTax OCYINECTBIICHHS
AMHUHOKHCIIOTHASA TOCIEAOBATENBHOCTD COAEPKUT OT 1 10 5 aMUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 4.

[0037] B BapmanTax OCYINECTBIICHHA aAMHUHOKMCIIOTHAsA MOCIEIOBATEIBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 5. B BapuanTax ocymecTBIEHUs] aMHUHOKHUCIOTHASA
nocneaoBarenbHOCcTh uacHTHYHA SEQ ID NO: 5. B BapuanHTax OCYINECTBIICHHS
AMHUHOKHCIIOTHAS TOCIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHMHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 5.
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[0038] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTD
no cymectBy uaeHTuyHa SEQ ID NO: 6. B BapuanTax ocymecTBIEHUs] aMHUHOKHUCIOTHAA
nocieaoBarenbHOCTh uacHTHYHA SEQ ID NO: 6. B BapuaHTax oOCYINECTBIICHHS
AMHUHOKHCIIOTHASA IOCJIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IIO

cpasuenuro ¢ SEQ ID NO: 6.

[0039] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAs IMOCIENOBATEIBHOCTD
no cymectBy uaeHTHuHa SEQ ID NO: 7. B BapuanTax oCyIecTBIEHUSI aMHHOKHUCIOTHAA
nocaeaoBatenbHOCTh uAcHTHYHA SEQ ID NO: 7. B BapuaHTax OCYIIECTBIICHHS
AMUHOKHUCIIOTHAs MOCIEA0BATEIBHOCTh COACPKHUT OT 1 A0 5 aMMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 7.

[0040] B BapmaHTax OCYyIIECTBICHUS aMHHOKHCIIOTHAs MOCJIEI0BATEIBHOCTD
no cymectBy uaeHtTuuHa SEQ ID NO: 8. B BapuaHTax OCyIIECTBICHHUS aMHHOKHCIIOTHAsA
nocnenosatenpHocTh uaeHTHYHa SEQ ID NO: 8. B BapuaHTax oOCymIecTBICHHSA
AMUHOKHCIIOTHAS TOCIIEA0BATEIBHOCTh CONEPKUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH II0

cpasHenuro ¢ SEQ ID NO: 8.

[0041] B BapmaHTax OCYINECTBIICHHA AMHUHOKHMCIIOTHAs MOCIEAOBATENBHOCTD
no cyuiectBy uaeHtnyHa SEQ ID NO: 9. B BapuanTax ocymecTBIEHUSI aMHUHOKUCIOTHAS
nocienoBarenbHOCTh uacHTHYHA SEQ ID NO: 9. B BapmanTax oOCYINECTBIICHHS
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHMHOKHCIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 9.

[0042] B BapmaHTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTH
no cymectBy uaeHtuyHa SEQ ID NO: 10. B BapuanTax OCyIiecTBI€HHUs aMUHOKUCIOTHAS
nocnenoBarenbHoCcTh uaeHTHYHA SEQ ID NO: 10. B BapuaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 A0 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO:10.

[0043] B BapmaHTax OCYINECTBIICHHA aAMHUHOKMCIIOTHAsA MOCIENOBATEIBHOCTD
no cymectBy uaeHtuyHa SEQ ID NO: 21. B BapuaHTax oCcyniecTBICHHS aMUHOKHCIOTHAA
nocieaoBarenbHocTh uaeHTHdHA SEQ ID NO: 21. B BapuaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 21.
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[0044] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 22. B BapuaHTax oCylieCTBICHHS aMUHOKHCIOTHAA
nocieaoBarenbHocTh uaeHTHYHA SEQ ID NO: 22 B BapuaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA IOCJIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 22.

[0045] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAs IMOCIENOBATEIBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 23. B BapuaHTax OoCyleCTBICHH aMUHOKHUCIOTHAA
nocienoBarenbHocTh uaeHTHdHa SEQ ID NO: 23, B BapuaHTax OCYHIECTBIICHHUA
AMUHOKHUCIIOTHAs MOCIEA0BATEIBHOCTh COACPKHUT OT 1 A0 5 aMMHOKHMCIIOTHBIX 3aMEH IO

cpasHeHuro ¢ SEQ ID NO: 23.

[0046] B BapmaHTax OCYyIIECTBICHUS aMHHOKHCIIOTHAs MOCJIEI0BATEIBHOCTD
no cymectBy uaeHtuuHa SEQ ID NO: 24. B BapuanTax oCcyliecTBICHUSI aMUHOKHCIIOTHAS
nocnenosatenbHocTh uaeHTHyHa SEQ ID NO: 24, B BapuaHtax OCYIIECTBICHHUA
AMUHOKHCIIOTHAS TOCIIEA0BATEIBHOCTh CONEPKUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH II0

cpasHenuio ¢ SEQ ID NO: 24.

[0047] B BapmaHTax OCYINECTBIICHHA AMHUHOKHMCIIOTHAs MOCIEA0BATEIBHOCTH
no cymectBy uaeHtuyHa SEQ ID NO: 25. B BapuanTax OCyIiecTBI€HUS aMUHOKUCIOTHAS
nocienoBarenbHOCTh uaeHTHYHA SEQ ID NO: 25, B BapmaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA TMOCIEAOBATENBHOCTh COAEPKUT OT 1 A0 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuto ¢ SEQ ID NO: 25.

[0048] B BapmaHTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTH
no cymectBy uaeHtnyHa SEQ ID NO: 26. B BapuaHTax ocyIiecTBICHHS aMUHOKHUCIOTHAS
nocieaoBarenbHOCcTh uaeHTHYHA SEQ ID NO: 26. B BapuaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 26.

[0049] B BapmaHTax OCYINECTBIICHHA aAMHUHOKMCIIOTHAsA MOCIENOBATEIBHOCTD
no cymectBy uaeHtuyHa SEQ ID NO: 27. B BapuaHTax oCylieCTBICHHS aMUHOKHCIOTHAA
nocieaoBarenbHOocTh uaeHTHdHA SEQ ID NO: 27. B BapuaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 27.
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[0050] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAA MOCIEAOBATENBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 28. B BapuaHTax oCyliecTBICHHA aMUHOKHUCIOTHAA
nocieaoBarenbHocTh uaeHTHdHA SEQ ID NO: 28, B BapuaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA IOCJIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 28.

[0051] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAs IMOCIENOBATEIBHOCTD
no cymectBy uaeHtnuHa SEQ ID NO: 29. B BapuanTax oCymiecTBICHH aMUHOKHACIOTHAA
nocienoBarenbHocTh uaeHTHdHA SEQ ID NO: 29. B BapuaHTax OCYHIECTBIICHHUA
AMUHOKHUCIIOTHAs NOCIEA0BATEIBHOCTh COACPKUT OT 1 A0 5 aMMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 29.

[0052] B BapmaHTax OCYyIIECTBICHUS aMHHOKHCIIOTHAs MOCJIEI0BATEIBHOCTD
no cymectBy uaeHTuuHa SEQ ID NO: 30. B BapuaHTax OCylIeCTBIEHUS] aMUHOKUCIIOTHASA
nocnenosaTenbHocTh uaeHTHYHa SEQ ID NO: 30. B BapmaHtax OCYIIECTBICHHUA
AMUHOKHCIIOTHAS TOCIIEA0BATEIBHOCTh CONEPKUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH II0

cpasaenuio ¢ SEQ ID NO: 30.

[0053] B BapmaHTax OCYINECTBIICHHA AMHUHOKHMCIIOTHAs MOCIEA0BATEIBHOCTH
no cymectBy uaeHtnyHa SEQ ID NO: 31. B BapuanTax ocymiecTBIeHHs aMUHOKHUCIOTHAS
nocnenoBarenbHOCTh uaeHTHYHA SEQ ID NO: 31. B BapmaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHMHOKHCIOTHBIX 3aMEH IO

cpasuenuto ¢ SEQ ID NO: 31.

[0054] B BapmaHTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTH
no cymectBy uaeHtnyHa SEQ ID NO: 32. B BapuaHTax oCyIiecTBICHHS aMUHOKHUCIOTHAS
nocneaoBarenbHoCcTh uaeHTHYHA SEQ ID NO: 32 B BapuaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 32.

[0055] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIENOBATEIBHOCTD
no cymectBy uaeHtuyHa SEQ ID NO: 33. B BapuaHTax ocyliecTBICHHS aMUHOKHCIOTHAA
nocieaoBarenbHocTh uaeHTHdHA SEQ ID NO: 33, B BapuaHTtax OCYIIECTBIICHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 33.
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[0056] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 34. B BapuaHTax OCylIeCTBIECHHA aMUHOKHUCIOTHAA
nocienoBarenbHocTh uaeHTHYHA SEQ ID NO: 34, B BapuaHTax OCYIIECTBIICHUA
AMHUHOKHCIJIOTHASA IOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 34.

[0057] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAs IMOCIENOBATEIBHOCTD
no cymectBy uaeHtnuHa SEQ ID NO: 35. B BapuanTax oCymiecTBICHH aMUHOKHACIOTHAA
nocienoBarenbHocTh uaeHTHYHA SEQ ID NO: 35 B BapuaHTtax OCYHIECTBIICHHUA
AMUHOKHUCIIOTHAs MOCIEA0BATEIBHOCTh COACPKHUT OT 1 A0 5 aMMHOKHMCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 35.

[0058] B BapmaHTax OCYyIIECTBICHUS aMHHOKHCIIOTHAs MOCJIEI0BATEIBHOCTD
no cymectBy uaeHTuuHa SEQ ID NO: 36. B BapuaHTax OCyIIECTBIEHUS] aMUHOKUCIIOTHASA
nocnenosatenbHocTh uaeHTHyHa SEQ ID NO: 36. B BapmaHtax OCYIIECTBICHHUA
AMUHOKHCIIOTHAS TOCIIEA0BATEIBHOCTh CONEPKUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH II0

cpasHenuio ¢ SEQ ID NO: 36.

[0059] B BapmaHTax OCYINECTBIICHHA AMHUHOKHMCIIOTHAs MOCIEAOBATEIBHOCTH
no cymectBy uaeHtnyHa SEQ ID NO: 37. B BapuaHTax oCyIiecTBICHHS aMUHOKHUCIOTHAS
nocnenoBarenbHOCTh uaeHTHYHA SEQ ID NO: 37. B BapmaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHMHOKHCIOTHBIX 3aMEH IO

cpasuenuto ¢ SEQ ID NO: 37.

[0060] B BapmaHTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTH
no cymectBy uaeHtnyHa SEQ ID NO: 38. B BapuaHTax ocymiecTBICHHS aMUHOKHUCIOTHAS
nocnenoBarenbHOoCcTh uaeHTHYHA SEQ ID NO: 38, B BapuaHtax OCYyIIECTBIICHUA
AMHUHOKHCIIOTHASA TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 A0 5 aMHUHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 38.

[0061] B BapmaHTax OCYINECTBIICHHA aAMHUHOKMCIIOTHAsA MOCIENOBATEIBHOCTD
no cymectBy uaeHTHyHa SEQ ID NO: 39. B BapuaHTax OCyIIECTBIEHHUS aMUHOKUCIOTHASA
nocieaoBarenbHocTh uaeHTHdHA SEQ ID NO: 39. B BapuaHTtax OCYIIECTBIIECHUA
AMHUHOKHCIIOTHAS TMOCIEAOBATENBHOCTh COAEPKHUT OT 1 10 5 aMMHOKHCIIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 39.
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[0062] B BapmanTax OCYINECTBIICHHA AMHUHOKMCIIOTHAsA MOCIEAOBATEIBHOCTD
no cymectBy uaeHtnyHa SEQ ID NO: 40. B BapuanTax ocyniecTBICHHS aMUHOKHCIIOTHAA
nocienoBarenbHocTh uaeHTHdHA SEQ ID NO: 40. B BapuaHTax OCYIIECTBIICHUA
AMHUHOKHCIIOTHASA IOCJIEAOBATENBHOCTh COAEPKUT OT 1 10 5 aMHUHOKHCIIOTHBIX 3aMEH IIO

cpasaenuro ¢ SEQ ID NO: 40.

[0063] Taxxke peayCMOTPEHBI BBIJICIICHHBIC MOCJIEA0BATEIIBHOCTH
HYKJIEMHOBOW KHCJIOTHI, KOAUPYIOIIUE TOJHIIETITH/, KOTOPBIH CIIOCOOEH CBS3BIBATH TE€H 3
aktuaiu TumMpormTos (LAG-3). B HeKOTOPHIX BapHaHTaX OCYIIECTBICHHUS BbIIEICHHASA
HYKJIEMHOBAasi KUCJIOTA, KOJUPYIOIAs TIOJHITETNITH, KOTOPBIA CrocoOeH cBsa3biBaTh LAG-3,
coaepkuT HyknenHoByro kucnoty noa 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. B HeKOTOpBIX BapHaHTax
OCYIIECCTBICHHS BBIJCICHHA HYKICHHOBAsA KUCIIOTA, KOAMPYIOMIAs MOIUIIENTHA, KOTOPBIA
ciocobeH cBa3piBaTh LAG-3, CcOmEp)KHUT OAHY, JABE WIH TPH TOCIEAOBATEIBHOCTH
HYKJICHHOBOM KHCJIOTBI, BBIOPAaHHbIE U3 (@) MOCIeJ0BATEIbHOCTH HYKJICHHOBOM KHCIIOTHI IO
SEQ ID NO: 15, (b) nocnenoBatensHOCTH HYKIeHHOBOH KrcioThl o SEQ ID NO: 16 u (¢)
MOCJIE0BATENIbHOCTH HYKJIenHOBOU KucoThl o SEQ ID NO: 17. B HeKOoTOpbIX BapuaHTax
OCYIIECTBJICHUS BBIJEICHHAS HYKJIEHMHOBAsA KUCJIOTA, KOJAUPYIOIIAs MOJUIENTHA, KOTOPBIA
crocodeH cBsa3pBaTh LAG-3, COAEpPKHT OHY, JABE WIH TPH TOCIECIOBATEIIBHOCTH
HYKJICHHOBOM KHCJIOTBI, BRIOpAHHbBIC W3. (a) MOCIEI0BATEIPHOCTH HYKIIEHHOBOH KHCIIOTHI
mox SEQ ID NO: 18, (b) nocnenoBarenmsHOoCTH HyKIIenHOBOM KUCIOTHI moa SEQ ID NO: 19

1 (C) TTOCIIeIOBATEIBHOCTH HYKIIeMHOBOM KUCIOTHI o SEQ ID NO: 20.

[0064] ITpenycMoTpeHsl BEKTOPBI, coaeprKamnme BBIICIICHHYIO
MOCTIEA0BATENBHOCTh HYKJICHMHOBOM KHCJIOTBHI, KOJHUPYIOMIYK) TMOJUMNENTHA, KOTOPBIUA

criocoOeH cBa3biBaTh LAG-3, 1 BBI/IEJICHHBIE KIIETKH, COACPIKAIIUE YKA3aHHBIE BEKTOPHI.

[0065] B HekoTOpeIX  BapuaHTax  OCYIIECTBICHHS  IPEAYCMOTPEHBI
KOMTIO3HIIMH, COAEPIKAIINE TOJMIENTH, KOTOPBIH CIIOCOOEH CBSA3BIBATH T€H 3 aKTHUBALMH
mamporutoB (LAG-3). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHA IPEIYCMOTPEHBI
KOMIIO3HIIMH, COJIEPKAIINE BBIACIICHHBIE HYKJICHHOBBIE KHCIIOTHI W/HIA BEKTOPHI IS
MOJIMIENTAAA, KOTOpPBI crmocoOeH cBia3pmBaTh LAG-3. B HEKOTOpBIX BapHWaHTax
OCYIIECTBIICHHSA CPEACTBO HA OCcHOBe aHTUTeNa K LAG-3 (HampuMep, CpeIcTBO Ha OCHOBE
MOJIUTIENTHAA, HYKJICHHOBOM KHUCIIOTHI H/HJTH BEKTOPA) ABIISIETCSA BBIACIEHHBIM. B HEKOTOPBIX

BapHuaHTax OCYICCTBICHUA CPEACTBO HA OCHOBC AHTUTCIIA (HaanMep, CpE€aACTBO HA OCHOBC
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TTOJTUTIETITHAA, HYKJICHHOBOM KHCITOTHI H/HITH BEKTOPA) MOKET OBITh OUHINEHO 710 Ootree 95%
i 99% drucToThl. B HEKOTOPBIX BapHaHTaX OCYIECTBICHUS KOMITO3HIIHS JTOTOTHUTETHHO

COZIEPKUT (hapMATIEBTHUECKH TTPUEMIIEMBI HOCHTEJTh.

[0066] B HekoTOpBIX  BapuaHTaX  OCYINECTBIIEHHA  INPEXYCMOTPEHBI
BBIJIEJICHHBIE KJIETKH, COJAEPIKAINe HYKICHHOBYIO KHCIIOTY W/HIIHM BEKTOP, KOJUPYIOIIHE
MOJIMNENTHA, KOTOPBIH cmocoOeH cBa3bpiBaTh LAG-3. B HekoTOpeIX BapHmaHTax
OCYIIECTBJICHUA KOMITO3ULIUS JOTIONTHUTENIBHO COJEPKHUT (hapMalleBTHIECKH MPHEMIIEMBIN

HOCHTCJIb.

[0067] Taxke mpeayCMOTPEHBI CPEACTBA HA OCHOBE AHTHUTEIA, COJACPIKAIIME
MOJIUTIETITHA, KOTOPBIA CIOCOOEH CBsA3bIBaTh T'eH 3 aktuBaumu aumdormtoB (LAG-3). B
HEKOTOPBIX BAPHAHTAaX OCYIIECTBICHUS CPEICTBO HA OCHOBE aHTUTENA cBA3biBacTcs ¢ LAG-
3 ¢ Kp ot mpubnusutensHo 1 mukomoms/n (mM) mo mpudmusutenbro 100 MHKpOMOIB/IT
(MkM). B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHHA CPEICTBO HA OCHOBE aHTHTENA
ceaspiBaeTcs ¢ LAG-3 ¢ Kp B quana3zone oT nmpuOTU3UTENBHO 5 TM 10 IPUOIH3UTENBHO 5
MKM. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHUS CPEICTBO HA OCHOBE AHTHTEINA CBA3BIBACTCS
¢ LAG-3 ¢ Kp B mnanazone ot npuomusuteapHo 10 M 1o nmpubnusutensHo 100 HAHOMOIB/ T
(HM). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS CPEICTBO HA OCHOBE AHTHUTEIIA CBA3BIBACTCS
¢ LAG-3 ¢ Kp B quamazone ot npudmmsutebao 50 nM qo npudmmsutensHo S0 HAHOMOJITB/ T
(HM). B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHHS CPEICTBO HA OCHOBE AHTHUTEIIA CBA3BIBACTCS

¢ LAG-3 ¢ Kp B tmanasone ot nmpuomusutensHo 100 mM 1o npudmusuteasHo 10 HAHOMOITB/ T

[0068] Taxcke mpeycMOTPEHBI CITOCOOBI HHTYITUPOBAHHS HMMYHHOT'O OTBETA Y
MJIEKOTTUTAIOIMIETO, Yy KOTOPOTO HWMEETCS HAapyIIEHHE, KOTOPOE UYBCTBUTEIBHO K
nomaBiaeHnto reHa 3 aktuBampu JuMmdonmToB (LAG-3). B HekoTophIX BapmaHTax
OCYIIECTBIICHHUSA TAKOM CTIOCOO BKITFOUYAET BBeACHHE 3()(EKTHBHOTO KOJMYECTBA CPEICTBA,
KOTOpPO€ CHOCOOHO TOJABIATH TEPeNady CHTHAJIOB C YYaCTHEM T€HA 3 AaKTHUBAIMH
mamdormtoB (LAG-3) (cpeactsa, BozaeicTByroniero Ha LAG-3). B HekoTOpBIX BapuaHTax
OCYIIECTBIICHHA TAKOH CTIOCOO BKITFOUYAET BBeACHHE 3()(EKTHBHOTO KOJIMYECTBA CPEACTBA,
KOTOpPO€ CHOCOOHO TOJABIATH TEPEeNady CHUTHAJIOB C YYaCTHEM T€HA 3 AaKTHUBALMH
mampormtoB  (LAG-3) (cpenctBa, BosaeucTByromero Ha LAG-3), sddexruBHOTO
KOJIMYECTBA CPEJICTBA, KOTOPOE CITOCOOHO MOJABIATH NIEPEAady CUTHAJIOB C yYaCTHEM OelTKa

1 3anporpammupoBarHOH KieTouHoH cmeptu (PD-1) (cpeactsa, Bo3meticTByromero Ha PD-
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1), u >dekTHBHOTO KOTMYECTBA CPEICTBA, KOTOPOE CIIOCOOHO TIOJABIATH TEpeaavy
CHUTHAJIOB C Y4acTHEM T-KJIETOYHOTO COJAEPIKALIET0 JOMEHBI HMMYHOTTIOOYJTMHA W MYyIIMHA
oenka 3 (TIM-3) (cpenctBa, Bo3meicTByromero Ha TIM-3). B HexoTophIX BapuaHTax
OCYIIECTBIICHHA TaKOM CMocOo0 BKIOYAeT BBeAEHHE J(PPEKTUBHOTO KOJHUYECTBA
MOJIMNENTHAA, KOTOpPBIA cmocoOeH cBsa3bpmBaTh LAG-3. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUA TAKOH CIIOCO0 BKIFOYAET BBEIEHUE 3(P(EKTUBHOTO KOTMIECTBA BHIACTIEHHON
HYKJIEMHOBOW KHCIIOTBI, KOIUPYIOIIEH TIOJUIIETITH, KOTOPBIHA criocoOeH cBs3biBaTh LAG-3.
B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHHUS TAKOU CIIOCOO BKITIOYAET BBEACHHE Y(PPEKTUBHOTO
KOJIMYECTBA BEKTOPA, KOTOPBIA KOJUPYET MOJMUMENTH, cTIOCOOHBIA cBsi3biBaTh LAG-3. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS TAKOW CIOCOO BKIIIOYAET BBEACHUE 3(PPEKTUBHOTO
KOJIMYECTBA BBIJICIICHHOM KJIETKH, COJEPKAIlEHd HYKICHHOBYIO KHCIOTY WM BEKTOD,
KOJHMPYIOIIUE TTOJATIENITH T, KOTOPBIH criocoOeH cBsa3biBaTh LAG-3. B HEKOTOPHIX BapHaHTaX
OCYHIECTBICHHUS TAaKOH CIOCOO BKIOYAaeT BBeAEHHE JS(PPEKTUBHOTO KOJHYECTBA
KOMIIO3HULIMH, COAEPJKALICH MOJMIIECNTH], HYKICHHOBYIO KHUCIIOTY, BEKTOP MU KIETKY,
ONMCAHHBIC B JAHHOM JOKYMEHTE. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS IOCIIE
BBEJICHUY MOJMUIECNTHIA, HYKICHHOBOM KHCJIOTBI, BEKTOPA, KIETKH WM KOMIIO3HMLMH II0
HACTOSIIEMY HM300PETEHUIO HMHAYLIUPYETCS WMMYHHBIH OTBET Yy MJIEKOTHTAIOMETo. B
BapHaHTaX OCYIIECTBIICHUS CPEACTBO, Bo3aencTBytomee Ha PD-1, mpencrasnser coooi TSR-
042. B BapuaHTax OCYHIECTBIICHUS CPEACTBO, BO3AcHCcTBYyromEee Ha TIM-3, mpeacraBuser
coboir TSR-033. B BapmaHTax OCYHIECTBIEHHS CPEICTBO, Bo3aewcTByromee Ha PD-1,
npeacrapnseT cooor TSR-042, m cpeacTBo, Bo3ackcTByromee Ha TIM-3, mpeactaBiseT

coooit TSR-033.

[0069] Taxoke mpexycMOTPEHBI CHOCOOBI YCHIIEHHS MMMYHHOTO OTBETA HITH
MOBBIIICHAS AKTHUBHOCTH WMMYHHOW KJIETKH Y MJIEKOTTHUTAIOMIETO, Y KOTOPOTO HMEETCS
HapyIeHHE, KOTOPOE YyBCTBUTEIHHO K MOAABIIEHHUIO reHa 3 aktuBamu uMpormToB (LAG-
3). B HeKOTOpHIX BapHaHTaX OCYIIECTBICHHUA TAKOW CIOCOO BKIOYACT BBEACHHE
3¢} (PEeKTHBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TOAABIATH MEPEIady CHTHAIIOB C
ydactueM reHa 3 akruBauuu umbormtos (LAG-3) (cpenctsa, Bo3nericTByromero Ha LAG-
3). B HeKOTOpPHIX BapHaHTaX OCYIIECTBICHHUA TAKOW CIOCOO BKIFOYAET BBEACHHE
3¢ (EeKTHBHOTO KOJTMYECTBA CPEJICTBA, KOTOPOE CIIOCOOHO MOJABIATH NIEpeaavy CUTHAIOB C
yuactreM reHa 3 aktusaiuu maMmpormros (LAG-3) (cpeactsa, BozaercTByromero Ha LAG-

3), 3¢(peKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CITOCOOHO TTOIABIIATH TIEPEIaYy CUTHAIOB
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c yvactmeM Oemka 1 3amporpammupoBaHHOM kietounor cmeptd (PD-1) (cpeactsa,
BozaeicTByroniero Ha PD-1), u a¢pdexTuBHOrO KONMMUYECTBA CpPEeACTBA, KOTOPOE CIIOCOOHO
MOJABIIATh TEpPeJady CUTHAJIOB C Yy4YacTUEM T-KIIETOYHOTO COJEP’KALIErO JIOMEHBI
UMMYHOTTIOOyTHMHA 1 My1HA Oenka 3 (TIM-3) (cpeactsa, BozaeicTBytomero Ha TIM-3). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHUS TAKOW CMOCOO BKIIFOYAET BBEACHUE 3(PPEKTUBHOTO
KOJIMYECTBA MOJUIETITHIA, CTIOCOOHOTO CBA3bIBaTh LAG-3, WM BBIAENCHHON HYKICHHOBOM
KUCJIOTBL, KOAUPYIOIIEH TAaKOW TMOJHMNENTHI, HWIH BEKTOPA, COJEPIKAIIEr0 TaKyk
HYKJIEMHOBYIO KHCJIOTY, UM BBIJICIICHHOMN KIIETKH, COJEPKAIIEH BEKTOP, WIIM KOMIIO3HULUH,
cofep:kamend Tr000€ W3 MPEAIIECTBYIOLIET0, B PE3yIbTaTe YEro y MIIEKOIHUTAIOIIETO
WHIYLHMPYETCA UMMYHHBIM OTBET. B HEKOTOPBIX BapHAHTaX OCYLICCTBICHHS HMMMYHHBIN
OTBET TPEACTABIIET COOOM T'yMOPAIbHBIM WM OMOCPEAOBAHHBIM KIETKAMU HMMYHHBIN
OTBET. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHWS UMMYHHBIH OTBET MPEACTABIAET COOOM
CD4 nmu CD8 T-kneTouHsli 0TBET. B HEKOTOPBIX BapHAHTAX OCYLIECTBIICHUS UMMYHHBIN
OTBET MPEACTABIIET cOO0M B-kieTounsrii oTBeT. B BapuaHTax OCYyIIECTBICHHUS CPEACTBO,
Bo3zeHcTBytomee Ha PD-1, npeacrasnser coboit TSR-042. B BapmaHTax OCYIIECTBIICHUS
cpeactBo, Bo3aelcTByromee Ha TIM-3, mpencrasmser coboir TSR-033. B BapmanTax
OCYHIECTBIICHHS CPEACTBO, Bo3aeucTByromee Ha PD-1, mpeacraBmser codorr TSR-042, u

cpencTso, BozaekcTBytomee Ha TIM-3, mpencrasiser codoi TSR-033.

[0070] Taxke mTpeaycMOTPEHBI  CIMOCOOBI  JICYCHHWS  HAPYHICHHS Y
MJIEKOTTUTAOIIETO, KOTOPOE YYBCTBUTENHFHO K TIOAABIIEHUIO T€HA 3 aKTHUBAIMH TUM(OLIUTOB
(LAG-3). B HekoTOpbIX BapHaHTaX OCYHIECTBICHHA TaKOW CHOCOO BKIFOYAET BBEICHHE
3¢} PEKTHBHOTO KOIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO IMOAABIIATH MEPEIady CHTHAIIOB C
yuactieM reHa 3 aktuaiuu maMpormros (LAG-3) (cpeactsa, BozaercTpyromero Ha LAG-
3). B HeKOTOpPHIX BapHaHTaX OCYIIECTBICHHUA TAKOW CIOCOO BKIOYACT BBEACHHE
3¢} (PEKTHBHOTO KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TMOAABIIATH MEPEIady CHTHAIIOB C
ydactueM reHa 3 akruBanuu mmbonmtos (LAG-3) (cpenctsa, Bo3nenicTByromero Ha LAG-
3), 3p ek THBHOTO KOTHMYECTBA CPEICTBA, KOTOPOE CITIOCOOHO TTOIABIIATH MIEPEIavy CHTHAIIOB
c ywactmeM Oenmka 1 3amporpammupoBaHHOW kKietounor cmept (PD-1) (cpeactsa,
BozzaeicTByronero Ha PD-1), u a3 dexTuBHOrO KONMMUYECTBA CPEeACTBA, KOTOPOE CIIOCOOHO
MOJABIATh TIepeAadyy CHTHAJIOB C Yy4YacTHEM T-KIETOYHOTO COAEPIKAIIETO JOMEHBI
HMMYHOTI00yTMHA ¥ MytHA Oenka 3 (TIM-3) (cpeacTsa, Bo3aeicTByromero Ha TIM-3). B

HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS TAKOW CMOCOO BKIIFOYAET BBEACHUE 3(PPEKTUBHOTO
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KOJIMYECTBA MOJUIETITHIA, CTIOCOOHOTO CBA3biBaTh LAG-3, WM BBIAENICHHON HYKICHHOBOM
KUCJIOTBL, KOAWUPYIOIIEH TaKOW TMOJHUMNENTHI, HWIH BEKTOPA, COJCPKAIEr0 TaKyk
HYKJIEMHOBYIO KHUCJIOTY, WU BBIJICJIEHHON KJIETKH, COAEPIKAIIENH BEKTOP, UM KOMITO3HLIMH,
cofep:kamend mo00oe M3 MPEAMECTBYIOIMET0, MIIEKONMHUTAINEMY, Y KOTOPOTO HMEETCS
HapylIeHHe, KOTOPO€ UYyBCTBHUTENbHO K mioAaBiaeHut0o LAG-3, BcleacTBue uero
OCYIIECTBIIAIOT JICUEHUE HAPYIIEHUS y MJECKOMMUTAIOMIEr0. B BapuaHTax OCYIIECTBICHUA
cpenctso, BosaeucTByromee Ha PD-1, mpeacrasmser coboit TSR-042. B Bapumantax
OCYHIECTBIICHHA CPEACTBO, Bo3aewcTBytomee Ha TIM-3, mpencrasnser codoit TSR-033. B
BapHaHTaX OCYIIECTBIIEHUA CPEICTBO, Bo3aekcTByromee Ha PD-1, npeactasmsaer coooit TSR-

042, u cpencto, Bo3aeicTByromee Ha TIM-3, npeacrasmser coooit TSR-033.

[0071] B BapmaHTax  OCYHIECTBIIEHHS  paKk  TMPEACTABIKIET  COOOM
a/ICHOKapLIMHOMY, PaKk 3HIOMETPHs, PaKk MOJOYHOM JKEJIe3bl, paK SAMYHHKA, PaK IICHKH
MaTKH, paK (ajIonueBOM TPyObl, paKk SMYKa, NEPBUYHBIM paKk OPIOLIMHBI, PaK TOJCTOM
KHIIKH, KOJIOPEKTAJIbHBIA PAaK, paK TOHKOTO KHUIIEYHHKA, IUIOCKOKJIETOYHYIO KapLMHOMY
aHyca, IUIOCKOKIIETOYHYIO KapLMHOMY IIOJIOBOTO YJIEHA, IUIOCKOKJIETOYHYIO KapLHMHOMY
HIEMKH MATKH, MJIOCKOKJIETOYHYI0 KapLUHOMY BIIArajiviig, INIOCKOKIETOUHYIO KapLMHOMY
BYITbBBI, CAPKOMY MATKHX TKaHEH, MEIAHOMY, TIOUYEYHOKJIETOYHYFO KAPIIUHOMY, PaK JIETKOTO,
HEMEIIKOKJICTOYHBIH paKk JIETKOTO, AaJCHOKAPIMHOMY  JIETKOTO, IUIOCKOKIIETOYHYIO
KapIMHOMY JIETKOTO, PaK JKEIyAKAa, PAaK MOYEBOTO Iy3BIPs, PaK JKETYHOTO MY3BIPS, pak
TIEYEHH, PaK IMIUTOBUIHOM KEJIe3bl, PAK TOPTAHH, PAK CITFOHHOM JKEIIE3bl, PAK MHUIIEBO/IA, PaK
TOJIOBBI ¥ TIEH, TUTOCKOKIIETOYHYIO KAPIIMHOMY TOJIOBBI U IIEH, PaK TPEACTATETBHOH JKETIe3bl,
PaK TODKETYyJOYHOH JKENE3bl, ME30TEIHOMY, KapIHHOMY W3 KIIETOK MepKens, capkoMmy,
TIMO0NACTOMY, TEMATOJOTHYECKHH PaK, MHOKECTBEHHYI0 MHEIOMY, B-KIeTOUHYIO
mampomy, T-knetounyro muampomy, mumMdpoMy XOHKKAHA/TEPBUYHYIO MEIHACTHHATBHYIO
B-knerounyto mamMdomMy, XPOHHYECKHH MHUEIOTCHHBIH JICHKO3, OCTPBIA MHUEIOWTHBIH
JEWKO3, OCTPBIM TUM(pOOTACTHRIA JIEWKO3, HEXOLKKHHCKYI0 JTHUMQOMy, HeHpoOmacTomy,
omyxons CNS, auddysayto rmmomy crBona ronosHoro mosra (DIPG), capkomy IOwunra,
SMOPHOHATBHYIO PabJOMHOCAPKOMY, OCTEOCAPKOMY HITH OImyXxoyib Bumbmca. B BapmaHTax
ocymiecTBieHusa pak sAsmgerca MSS wmum MSI-L, xapakrtepusyercd MUKpPOCATEIUIMTHOM
HecTaOumbHOCTHIO, sABisieTcss MSI-H, mmeer Boicokyro TMB, umeer Boicokyro TMB m
sisiercs MSS i MSI-L, umeert Beicokyro TMB u sBnsercs MSI-H, umeer nedekTHyro

cucreMy pemapammu omuOounoro cnapusanusa JIHK, mmeer nmedexr B rene pemapanmu
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omubOounoro cmapuBanus JIHK, mnpeacraBnser co0OW TUMEpMyTHPOBAHHBIM Ak,
npeactapnseT coooi pak HRD wym HRR, mpexycmarpuBaeT MyTarpio B mommMepase-aenbpTa

(POLD) nnu npexycmaTpuBaeT MyTaruio B moauMepase-3rcuios (POLE).

[0072] B HekoTOphIX BapHaHTaX OCYMIECTBIIEHUS PaK MPEACTaBIIET CO00M B-
KPYTTHOKJIETOUHYIO JTHM(OMYy, TUMOMY, OCTPBIA MHEIOWAHBIN JIEUKO3, OMyXOJb SHYKa,
aJICHOKApLUMHOMY JIETKOTO, HEMEJTKOKJIETOUHBIM paK JETKOT0, CBETIOKIETOYHBIN PaK MOYKH,
paK MOJIOYHOM >KEJe3bl, TPIKABl HEraTHBHBIM pak MojouHOM keme3bl (TNBC), pak
MOJIOUYHOM JKENe3bl, OTIMYHBIA OT Tpwkapl HeratuBHOTO (oTimmuHbd OoT TNBC), pak
JKEMyJKa, TUIOCKOKIIETOYHBIN paK JIETKOro, ME30TEIUOMY, PaK MOKETYJOYHOH JKEE3bl, paKk
OICHKA MAaTKH, paK TOJOBBI M IIEH, MEIAHOMY, IeMaTOLEUIIOJIIPHYIO KapLHMHOMY, pak
HOCOIJIOTKH, paK MHINEBOJA, AJACHOKAPLMHOMY TOJCTOM KHINKH, KOJOPEKTAJIbHBIM PakK,
KapUUHOMY NMPSAMOMN KMIIKH, XOJAHTHOKAPLMHOMY, PaK 3HIOMETPHS MATKH, CAPKOMY, paKk
MOYEBOr0 Iy3bIps, KAPUMHOMY INMTOBHUAHOM JKEJE3bl, NANWULIPHBIA paK IOYKH,
MYJTbTHPOPMHYIO TIIHOOIACTOMY, PaK MEYCHH, KAPIUHOCAPKOMY MATKH, (eOXpPOMOIUTOMY,
BBICOKOTU(PPEPEHIMPOBAHHYIO TIHOMY, XPOMOGOOHBIH TOYEYHOKIETOYHBIM pakK, pak
HAAMOYECYHHUKA WM YBEaJIbHYIO MeTaHOMY. B BapuaHTax ocyniecTBIEeHUs pak ABisieTcss MSS
wn MSI-L, xapaktepusyeTcss MHKPOCATEIUIMTHOM HECTAaOMIIBHOCTBIO, sBsieTcs MSI-H,
umeeT Boicokyro TMB, umeeTt Boicokyro TMB u siBisierca MSS unu MSI-L, umeet BbICOKYIO
TMB u aBnserca MSI-H, umeet aedekTHYIO CHCTEMY penapaiii ONTHOOYHOTO CIIAPUBAHUS
JIHK, umeet nedexr B reHe penapanuu omudouHoro cnapusanms JIHK, npeacrasmseT coOoi
THIIEPMYTHPOBAaHHBIA pak, mpeactaBmier cobor pak HRD wmm HRR, mpenycmarpusaer
MyTanuio B mojuMepase-aenbTa (POLD) wnmm mpemxycMaTpuBaeT MyTalMio B TOJIMMEpPa3e-

sucuniod (POLE).

[0073] B BapmaHTax OCYIECTBICHHS PaK MPEACTABIICT COOOW MEIIAHOMY,
MOYEYHOKJIETOUYHYI0 KAPLIMHOMY, PaK JIEFKOT0, PaK MOYEBOr0 Iy3bIPsA, PaK MOJOYHOU
JKEJIE3bl, PAK INEWKHA MATKH, PAK TOJICTOM KUIIKH, PAK >KETYHOTO MYy3bIPS, paK rOPTAHH, Pak
MECYCHW, PaK UIMTOBUAHOM JKENE3bl, PpPaK JKEIyJKa, PaK CIOHHOM JKENE3bl, pakK
MPEACTATEILHOM SKENE3BL, PAK MOKEITYTOYHOM SKENIE3BI, PAK SHAOMETPUSA, PAK SMYHHUKA WITHA

KapLMHOMY M3 KJIETOK Mepkes.

[0074] B  BapmanTax  OCymIeCTBIEHHSA  pak  TPEICTABIAECT  COOOH

HEMEJIKOKJIETOYHBIN PAaK JIETKOTO, PaK SHIOMETPHS, MOYECYHOKIECTOYHBIM paK, paKk INEHKH

21



MATKH, PaK >KEITyAKa, KOJIOPEKTAJIbHBIN PAK WIIH TPHKbl HETATUBHBIN PAK MOJIOYHOM >KEJIE3BI

(TNBC).

[0075] B BapmaHTax ocymiecTBIEHHA pPaK HMEET JAePUIUT pemaparuu
MOCPEACTBOM TOMOJIOTHYHON peKoMOHHALMH/ AepuimT romonoruunou penapammu («KHRD»)
WM XapakTepusyeTcs MyTalded WM JelelHMed TeHa pemapalyyd TOCPEACTBOM
romonoruunor pekomOuHarmu (HRR). B BapmaHTax OCyIIEecTBIECHHS pakK MPEACTABIACT
co0O¥M pak SHAOMETPHUs, HeoOs3aTrenbHO pak sHmomeTpus MSI-H uwmm MSS/MSI-L. B
BAPHAHTaX OCYIIECTBIICHHUS paK MPEACTABISET COOOH pak >HAOMETPUS (HAMPHUMEpP, pak
sugometrpust MSI-H unmun MSS/MSI-L). B BapuanTax oCyIiecTBI€HHs PaK MPEACTABIACT
coboit pak MSI-H, npenycmatpusatommii myraumio B POLE wmu POLD (mampumep,

HesHIoMeTpuanbHbId pak MSI-H, npenycmarpusarommii mytanuio 8 POLE nnmu POLD).

[0076] B BapmaHTax OCYIIECTBIIEHUS PaK MPEACTABISIET COOOM paKk MOJIOYHOU
JKele3pl (HalmpuMep, TPWKIbI HETaTHBHBIM paK MOJIOYHOM JKeje3sl). B BapmaHTax
OCYIIECTBJICHHUS PaK MPEACTABIAECT COOOW paK SHMYHWKA (HAPUMEP, SMUTEIHANBHBIH pPak
AMYHHUKA). B BapHaHTaX OCYIMECTBIICHUS PaK MPEACTABIIET COOOH paK JIETKOTO (HAITPUMED,
HEMEIIKOKJIETOYHBIN pakK JIErKoro). B BapuaHTax OCyIIECTBICHHS PaK MPEICTABIAECT COOOM
MejgaHoMy. B BapuaHTax OCYIIECTBIIEHHS PaK MPEACTABISAET COOOM OCTPBIM MHUETOWTHBIH
Jeiko3. B BapraHTax OCYINECTBJICHHS PAK MPEACTABIIET COOOM OCTPHIH TUM(pOOIACTHBIH
JeiKko3. B BapuaHTax OCyIIECTBIIEHUS PaK MPEACTABIIAET COOOH HEXOKKHHCKYIO THM(pOMY.
B BapmaHTax oCcymiecTBICHHS paK NpeacTaBiIseT co0ol mumdomy XomkkuHa. B BapuanTax
OCYHIECTBIICHHSA PAaK MPEACTABIICT COO0M HerpoOmacTomy. B BapuaHTax OCyIIeCTBIICHUS
pak mpeacTaBisgeT cooou omyxons CNS. B BapuaHTax OCYIIECTBIICHHS PaK MPEACTABIIACT
coboit mupPysHyro rmuomy ctBoia rojgosHoro mosra (DIPG). B BapuaHnTax ocymecTBIeHUS
pax mpeacTaBisaeT codou capkomy HOuHra. B BapuaHTax OCyImecTBIeHHS PaK MPEICTABIACT
c000# SMOPHOHAITEHYIO pad0oMHOCaApKOMY. B BapraHTax OCYIMECTBICHUS PAK MTPEICTABIIET
coboii ocTeocapkomy. B BapumaHTax OCYIECTBICHHS PakK MPEICTaBIIET COOOHM OIMyXOJIb
Bunsmca. B BapuaHTax ocymiecTBICHHSA PaK MPEACTABIAET COO0HM CApKOMY MATKHX TKaHEH

(HampuMep, TEHOMHOCAPKOMY ).

[0077] B HEKOTOpBIX BapuaHTax OCYINECTBIICHHWA y NMALMEHTA UMEETCA PAK,
TAKOM KaK HeMENKOKIeTOUHBbIH pak jerkoro (NSCLC), meyeHOYHOKIETOUYHBIM pak, pak
MOYKH, MENAHOMA, PaK IIEUKH MATKH, KOJOPEKTAIBHBIM PaK, MIOCKOKIETOYHAsA KapLIMHOMA

aHOTCHUTAJILHOM O6J'IaCTI/I, PaK TOJIOBBI U IICH, TPHXKAbI HETraTUBHBIN paxk MOJIOYHOM JKCJIC3hI,
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PaK AMYHUKA WA PaK dHAOMETPUA. B HEKOTOPBIX BapHaHTax OCYINECTBIICHHA Yy MALMCHTA
UMEETCA PaK C MHKPOCATEIUIMTHOW HECTAOMIBHOCTBIO. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHHA MHKPOCATEJUINTHAS HECTAOMIIBHOCTh CUWTAETCA BBICOKOM, TIPH 3TOM
HECTAOMIIBHOCTh 3HAYUTENFHO BBIIIE, Y€M HECTAOMIIBPHOCTH, HAOMIOJaeMast B KOHTPOJIbHOM
kieTke (Hanpumep, craryc MSI-H). B HekoTOphIX BapHaHTaxX OCYHICCTBIICHHS Y MAIIHCHTA
HMMEETCS COMHASA OIyXO0Jb. B HEKOTOPBIX BApHAHTaX OCYLIECTBIICHHA YV MALUEHTA UMEETCS
COJIMJHAA OIyXOJIb HAa MO3AHEHM CTaguu. B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHS Y
MALMEHTa UMEETCS COJIMIHASA OITyXOJb HA MO3JHEN CTAJHUM, TaKas KaK HEMEJIKOKIIETOYHBIN
pak nerkoro (NSCLC), me4eHOYHOKIETOYHbIH pakK, pak MOYKH, MEIAHOMA, paKk IICHKH
MaTKH, KOJIOPEKTAIBHBIN PaK, INIOCKOKIETOYHAS KapIIMHOMA aHOT€HUTAIBHOM 00IacTH, pak
TOJIOBBI M WIECH, TPWKAbl HETATHUBHBIM pPaK MOJIOYHOM JKEIE3bl, PaK SAWYHUKA WK PaK
SHAOMETpHUA. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHA Yy IMAlMEHTa HUMEETCS COJMAHAS

OIYXOJIb Ha MO3AHEN CTAJMH C MUKPOCATEIUTUTHON HECTAOMITBHOCTBIO.

[0078] B HEkOTOpBIX BapuaHTaxX OCYIIECTBICHUS Yy IAIMEHTA HMEETCA
reMaToJIOTHYECKU pak. B HEKOTOPHIX BapuaHTaX OCYLIECTBICHHs Yy MAaLUEHTa UMEETCA
reMaTOJIOTHYECKHH paK, TakoH Kak nuddysnas B-kpymaoxnerounas mamdpoma («DLBCL»),
mimpoma XomxkumHa («HL»), wHexomkkuackas mumpoma («NHL»), dommkymsipaas
mumpoma («FLy), ocTpbrit MueT0OUAHbIH TeHK03 («AMLY), ocTpbiit TuMQpOOTACTHBIH JIEHKO3
(«ALL») nnu mHOXKecTBeHHAsA Muesioma («MM»). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS

y MAIMEHTA UMEETCS TEMATOJIOTHIECKHN PAaK ¢ MUKPOCATEIITUTHON HECTAOMITBHOCTHIO.

[0079] B HekoTOphIX BapHaHTaX OCYHIECTBJICHUSA Yy TALMEHTA UMEETCS PakK,
xapakTepm3yrommiics dkcnpeccued PD-1 w/mmu PD-L1. B HEKOTOphIX BapHaHTax
OCYNIECTBIICHHA PaK XapaKTepHU3yeTCs BBICOKOW »skcmpeccued PD-1 w/mmu PD-L1
(Hampumep, BBICOKOW dkcmpeccuerd PD-1 w/mmm BeicOkKOM 3kcmpeccuern PD-L1). B
ONPEACICHHOM BapHAaHTE OCYHIECTBJICHUSA PaK, XapakTepu3yruiics skcnpeccuert PD-1
w/umu PD-L1, mpexacraBmser coOOW pak TOJIOBBI M IIE€H, PAaK JIETKOro (HApUMED,
HEMENKOKIIeTOUHbIH pak Jierkoro (NSCLC)), pak moykH, pak MOYEBOTO ITy3BIPs, METAHOMY,
KapLUMHOMY U3 KJIIETOK MepKes, pak IEWKA MAaTKH, PAK BIIarajivilia, Pak BYJbBbI, PaK MAaTKH,
pPaK S>HAOMETPHUSA, PaK SMYHUKA, PaK (ajUTOTMHMEBOM TPYOBI, PaK MOJIOYHOHM >KENE3bl, PaK
MPEACTATENIBHOM JKENIE3Bl, OIMYXOJb CIFOHHOM JKENE3bl, THMOMY, aJpPECHOKOPTHKAJIBHYIO
KapUMHOMY, paK NHWOICBOAA, PaK JKEIYJIKa, KOJIOPEKTAJIbHBIM pakK, paK armeHIUKCa,

KapIUHOMY YPOTEIHANBHBIX KIETOK HWIH IUIOCKOKIETOYHYI0 KapIuHOMY (HAmpuMep,
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JIETKOTO;, AHOTEHUTATPHOW OONIACTH, B TOM YHCJIC aHyCa, MOJIOBOTO YJICHA, MICHKH MATKH,
BJIATAJTUIIIA WJIM BYJBBBI, WM THIICBO/IA). B HEKOTOPHIX BapwaHTaX OCYIIECTBICHHUS PAakK,
xapakTepu3yrommuiics skcnpeccuert PD-1 w/mmu PD-L 1, npeactasnisier coO0# aHATBHBIN PaK,

pak (amnonueBol TPyObl, paK SHYHUKA HITH PAK JIETKOTO.

[0080] B HEKOTOpBIX BapuaHTaxX OCYHIECTBIICHUSA Y MNAUUEHTA UMEETCS Pak
TOJIOBBI W IIIE€H, PAK JIETKOTO (HampuMmep, HeMelKoKiIeTouHbld pak jgerkoro (NSCLC)), pak
MOYKH, PaK MOYEBOrO IMy3bIpsA, MEJIAHOMA, KapUHMHOMA M3 KJIETOK Mepkens, pak IIEHWKH
MAaTKH, PaK BJAarajMila, pak BYJIbBBL, PaK MAaTKH, PaK SHAOMETPHs, PaK SHYHHUKA, PaAK
dammonueBoil TPYOBI, paK MOJIOYHOW JKEJE3bl, PaK TMPEACTATEILHOW JKENE3bl, OIMyXOJIb
CIIFOHHOM JKE€JIE3bI, TAMOMA, aIPEHOKOPTUKAIbHAS KAPLUUHOMA, PaK MUIIEBOA, PAK JKEITY/IKA,
KOJIOPEKTAIBHBIM PAaK, PaK amnmeHJUKCa, KAapLUHOMA YPOTEIHAIBHBIX KIETOK WU

IJIOCKOKJICTOYHAA KapIUHOMaA.

[0081] B BapmaHTax 0CyIIECTBICHHS PaK MPEACTABIISIET COOOM PaK HA TIO3THEH
cTamuu. B BapmaHTax OCYIIECTBIIEHHS PaK MPEACTABIIET COOOM METacTaTHUYECKHUU pak. B
BApHAHTaX OCYIIECTBIIEHUS PaK mpeacTaBmsieT coboir pak MSI-H. B BapmanTax
OCYHIECTBIICHHA PaK MpeACTaBIsIeT coO00d pak MSS. B BapmaHTax OCYIIECTBICHHS Pak
npeactaBmsier cobooi POLE-myranTHBI pak. B BapumaHTtax OCYIIECTBIECHHS pak
npeactaBmieT cob6oii POLD-myrtanTHBIH pak. B BapumaHTax OCYIIECTBIIEHHS pak
MPEACTaBIAET COOOH pak ¢ Beicokod TMB. B BapuanTax oCcymiecTBICHHS PaK aCCOIMUPOBAH
¢ JedHUIHUTOM pemapamdd TOCPEACTBOM TOMOJIOTHYHOM PEKOMOHHAIMH/ Ae(DHIIHTOM
romoJiornaHol penapanuu («KHRDy») nnm xapakrepusyeTcs MyTalued WA JeTICIHEeH TeHa

pemnapaiu mocpeACTBOM ToMOJIOTHUHOHM pexomOuHarmu (HRR).

[0082] B BapuanTax OCymIeCTBICHHSA PAaK TMPEACTABIACT COOOH CONHIHYIO
OMmyXxoJb. B BapuaHTax OCyIIECTBIECHUS COMUAHASA OIyXOJdb HAXOAUTCS Ha MO3AHEHN CTaJHH.
B BapmanTax oCymiecTBICHHS COJHIHASA OMYXOJb MPEACTABIIET COOOH METACTATHYECKYIO
COTMIHYIO OIMyXOJIb. B BapHaHTax OCyHIECTBIIEHHUS CONHMIHAS OITyXOJIb PEACTABIIET COOOH
comuanyto onmyxonb MSI-H. B BapuaHTax oCymiecTBICHUS COJIUIHAS OMYXO0JIb MPEACTABIIACT
coboil comuaHyo omyxonb MSS. B BapuaHTax OCYyImECTBICHHUS COJMAHAS OIYXOJTh
npeactapnsgeT coboit POLE-mytanTHYIO commmHyro omyxois. B BapraHTax oCymiecTBIICHUS
CONMMAHAS OMyXonb mpeactaBmsieT coO0o POLD-myTaHTHYIO COMMOHYIO OMyXoib. B
BAPHAHTaX OCYIIECTBICHHS COJUIHAS OIMyXOJIb MPEACTABISET COOOH COMUAHYIO OITyXOJIb C

BeicOkOM TMB. B BapuanTax oOCYyIIECTBIEHHMS COJIMIHAA OIyXOJb ACCOLMHPOBAHA C
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Ae(UIUTOM  pemapaldyd  MOCPEACTBOM  TOMOJIOTHYHOW  PEKOMOWHAIMH/ AePHIIHTOM
romoJyiornaHol penapanuu («KHRD») nnm xapakrepusyercs MyTalued WIH JeTeHeHd TeHa

penapariu mocpeacTBOM ToMoaoruuHoM pexkomOnHarmu (HRR).

[0083] B  BapmaHTax  OCyIIECTBIECHHMA pak  MPEACTABIAECT  COOOH
HEPHIOMETPHATBHBIA pak (HAMpPUMEp, HEIHIOMETPHAIBHYIO COJMAHYIO OIMyXoib). B
BApPHAHTaX OCYIIECTBIICHUS HEIHIOMETPHAIBHBIA PaK MPEACTABIAET COOOM paK Ha MO3AHEH
cTanuu. B BapmaHTax OCYIIECTBIECHHS HEIHAOMETPHUANBHBIM pak NPEACTABIAET COOOU
METACTATHYECKUUM pak. B BapuaHTax OCYINECTBIIEHHA HEIHIOMETPUAIBHBIM  pakK
npeacTasmieT cooor pak MSI-H. B BapuanTax ocymecTBiIeHHS HEIHIOMETPHAIBHBIM pak
npeacTaBmieT coboil pak MSS. B BapuaHTax OCYIIECTBIEHUS HEIHIOMETPHATIBHBIA pak
npeactaBmier  cobot  POLE-myrtanTHBIE pak. B BapmaHTtax  OCYIIECTBJICHUSA
HEOHIOMETPHAITBHBIA PaK NPEACTABIIET COO0H COMMIHYIO OMYXOJb (HATPUMED, CONUITHYIO
omyxonb MSS, comuanyro omyxons MSI-H, POLD-myTaHTHYIO COIMIHYIO OITyXOJb HIIH
POLE-myTaHTHYIO COJIUTHYIO OITyXOJIb). B BapUaHTaX OCYHIECTBIICHUSA
HEOHIOMETPHATIBHBIN paK TPEACTaBIsIeT co00M pak ¢ BeicokoM TMB. B Bapumantax
OCYLIECTBICHUSA HEIHAOMETPHAIBHBIM paK AacCOLMUPOBAH C ACPHUIMTOM penaparyu
MOCPEJACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMK/IS(DUIIATOM TOMOJIOTHIYHOM —perapalud
(«<HRD») nnu xapaktepu3yeTcss MyTalldeH WM JEJIENUEH TeHa penapanydd MOCPeACTBOM

romonioruaHoi pekomouHau (HRR).

[0084] B BapuaHTax OCYIIECTBICHUS PAK MPEACTABIIIET COOOM paK SHIOMETPHS
(HampuMep, CONHMIHYIO OMyXOJib). B BapuWaHTax OCYIICCTBICHHS PaK >SHIOMETPHUS
MPEACTABIIET COOOH paK Ha TO3/HEH CTaauH. B BapHaHTax OCYIECTBICHUS PaK SHAOMETPHS
MPEICTABIIET COOOM METACTATHYECKUH pak. B BapuaHTax OCYMIECTBICHHS PaK SHAOMETPHS
MpeaCcTaBIIeT coOoi pak osHAometpus MSI-H. B BapmanTax ocymecTBieHHs pak
SHAOMETPHS TPEACTABIIET COO0H pak sHAoOMeTpus MSS. B BapraHTax OCymIeCTBICHHS pak
sHAOMETpUA mpeactaBisieT co6o POLE-myTanTHBIA pak sHAOMeTpus. B BapmaHTax
OCYHIECTBIICHHS PaK YHAOMETPHS MpeAcTaBisieT coooi POLD-MyTaHTHBIN paKk SHIOMETPHS.
B BapmaHTax OCymIECTBIIEHHA pPaK 3HIOMETPHS MPEACTABIAET COOOM pak SHAOMETPHA C
Bbicokor TMB. B BapranTax oCcyniecTBIIEHUS PaK SHAOMETPHUS aCCOIMUPOBAH C ACPHUIUTOM
penapamui  TOCPEJACTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(HUITATOM TOMOJIOTHYHOU
penapammu («KHRD») wnm xapaktepusyeTcs MyTaled WM JEJICIUEH T€Ha penapariu

MOCPEICTBOM roMOIOrHYHOU pekomOnHanmu (HRR).
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[0085] B BapmaHTax OCyHIECTBIIEHHS pakK TMPEACTABIIET COOOH PaK JETKOTO
(HarpuMep, COMHMIHYIO OIyXOJib). B BapHaHTax OCyIECTBIEHUS PaK JETKOTO MPEACTABIIAET
cOOOM paK IIETKOTO Ha TO3MHEH cTaguu. B BapmaHTax OCYINECTBIEHHUS PaK JETKOTO
MPEACTABIAET COOO0M METAacTaTUYECKHH PaK JETKOro. B BapWaHTax OCYIIECTBIEHHUS pak
JIETKOTO TIPEACTABISET COOOM IUIOCKOKIETOYHYIO KapIMHOMY JIETKOro. B BapmaHTax
OCYIIECTBJICHUA PaK JIETKOTO MPEICTABIAET COOON MENKOKIeTOUHbIH pak jaerkoro (SCLC).
B BapuanTax ocymiecTBIEHHsA PaK JIETKOTO MPEACTABIAET COOOH HEMEKOKIIETOYHBIH pak
aerkoro (NSCLC). B BapuaHTax OCYIIECTBIIEHHS PaK JETKOTO MPEACTABIAET COOOM pak
aerkoro ¢ Tpanciokampert ALK (Hampumep, pak JIerkoro ¢ u3BecTHOM Tpanciaokarmeit ALK).
B BapuanTax ocymecTBIeHHs pak Jerkoro mpexactasisieT cobo EGFR-myranTHBIE pak
Jerkoro (Hampumep, pak Jerkoro ¢ wu3BectHor wmytaimmer EGFR). B BapuanTax
OCYIIECTBJICHHSA paK JIETKOTO MpeacTaBisieT coOod pak jerkoro MSI-H. B BapmanTax
OCYHIECTBIICHHS PAaK JIETKOTO TPEACTaBIAeT co00M pak nerkoro MSS. B Bapmanrtax
OCYIIECTBJICHHUSA pak Jierkoro mpeactasisieTr coboit POLE-myTanTHBIM pak nerkoro. B
BapPUAHTAX OCYIIECTBIECHUS PAaK JIETKOro mpenactaBisieT coOoi POLD-myTaHTHBI pak
nerkoro. B BapuaHTax OCyHIECTBICHHS Pak JIETKOTO MPEACTABIET COOOW pakK JIETKOTO C
BbicOkOoW TMB. B BapumaHTax OCYINECTBJICHHS PaK JIETKOTO aCCOIMHUPOBAH C JAe(PHUIMTOM
penapamui TOCPEACTBOM TOMOJIOTHYHOM PEKOMOHMHAIMH/IE(DHUIIUTOM TOMOJIOTHYHOU
penapammu («KHRD») wnm xapaktepusyeTcs MyTallMEH WIIH JEJCIUCH TE€Ha peraparuu

MOCPEICTBOM rOMOIOTHYHOU pekomOnHanmu (HRR).

[0086] B  BapmaHTax  OCyIIECTBIECHHS  pak  MPEICTABIAECT  COOOHU
kojopektaapubii  (CRC) pak (Hampumep, CONMAHYIO OMyXOoyb). B BapmaHTax
OCYIIECTBJICHHUA KOJOPEKTABHBIM PaK TPEACTABIIET COOOM KONOPEKTATbHBIM pak Ha
MO3/IHEN cTaann. B BapuaHTax OCymIeCTBICHHUS KOJMOPEKTATBHBIN PaK MPEACTABIAECT COOOM
METAaCTATHYECKUU KOJIOPEKTAIIBHBIM paK. B BapuaHTax 0CynieCTBICHUA KOJIOPEKTAIBHBIN PaK
MPEACTaBIsSET CO00M KojopekrampHbii pak MSI-H. B BapmanTax ocymiecTBIeHHS
KOJIOPEKTATBHBIA PaK TPEICTABIAECT COOOW KONOpEeKTambHBIM pak MSS. B BapmanTax
OCYNIIECTBIICHHA  KOJOPEKTaJbHBIM pak mpeacTtaBmsier coboii  POLE-myTanTHBIN
KOJIOPEKTAIbHBIM pak. B BapmaHTax OCYyIIECTBICHHsA KOJIOPEKTAJIbHBIM PAaK NPEICTABIACT
cobori  POLD-myTaHTHBI KOJIOPEKTANbHBIM pak. B BapmaHTax OCYyIIECTBICHHSA
KOJIOPEKTAJIbHBIA PaK TPEACTABIsIET COOOM KOJOPEKTaabHBIM pak ¢ Bbicokor TMB. B

BAPHAHTAX OCYIIECTBICHHUA KOJOPEKTATbHBIA PaK aCCOLMHUPOBAH C AeHPHIMTOM pemapayu
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MOCPEJCTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(DUIIUTOM TOMOJIOTHIYHOW pemaparud
(«<HRDy») nnu xapakrepusyeTcs MyTallded WM JEJIENUEN TeHa penapanyd TMOCPEACTBOM

romonoruaHoi pekomOunamu (HRR).

[0087] B BapmaHTax OCyImecTBICHHUS pPak MPEACTABISIET COOOM mMenanomy. B
BApPHAHTaX OCYIIECTBICHUSA MEIAHOMA TPEACTABIAET COOON METaHOMY Ha TO3THEH CTaHH.
B BapuaHTax OCymecTBICHHUA METAHOMA MPEICTABISIET COOOM METACTATHUECKYIO METIAHOMY.
B BapuanTax ocymiecTBIEHHS MeJaHOMAa TMPEACTaBlsieT coOoi menmanomy MSI-H. B
BapHaHTaX OCYHIECTBIICHHUS MEJIaHOMA TPeAcTaBisieT co0oi Mmenanomy MSS. B BapuanTax
OCYIIECTBJICHUA MeTaHoMa npeacTaBisieT co0oit POLE-myTanTHyI0 Menanomy. B BapuanTax
OCYIIECTBJIICHUA MeJaHoMa mnpeacTaBmsier cobot POLD-myranTHY®0o MemaHomy. B
BapHaHTaX OCYIIECTBJICHHUA MEJIAHOMA MPEICTABIIIET COO0H MeaaHoMy ¢ Bbhicokoi TMB. B
BAPMAHTaX OCYIIECTBICHHUA MeEJaHOMA AacCOLMUpPOBAHA C JACPUIMTOM penapanuu
MOCPEACTBOM TOMOJOTHYHOH PEKOMOMHAIMK/ACPHUIUTOM TOMOJOTHIHON peraparuu
(«<HRD») mnu xapakTepusyeTcs MyTallMed WM JENEIHel TeHa pernapanyy IOCPEICTBOM

romojiornaHol pekomOuHamu (HRR).

[0088] B BapmaHTax  OCyHIECTBIIEHHS  paK  MPEACTABISET  COOOM
TJIOCKOKJIETOYHYIO KAapIUHOMY AHOTCHHTAIBHOH 007acTH (Hampumep, aHyca, IMOJIOBOTO
YyjieHa, WIEMKH MAaTK{, BJarajuviia WIA BYJIbBbI). B BapuaHTax OCYIIECTBJICHUA
TUIOCKOKJIETOYHAS KAapIMHOMA AHOTCHHTATBHOM O0NAcCTH (HAIpPHMEP, aHyca, IOJIOBOTO
YJIeHa, MIEWKHU MATKH, BJIATAJTAINIA WU BYJIbBbI) TIPEACTABISIET COOOM PaK HA MO3THEH CTA THH.
B BapmaHTax OCyIECTBICHHSA IUTOCKOKJIETOYHAS KAPIWHOMA AHOTCHHUTAIBHOH 00JacTH
(HampuMep, aHyca, MOJIOBOTO YICHA, NIEHKH MATKH, BIIATAJTAINA WITH BYJIbBBI) TIPEACTABIIAET
cO00M MEeTacTaTHYECKHH pak. B BapmaHTax OCyHIECTBIICHHS IIOCKOKIETOYHAS KapIHHOMA
AHOTCHHUTABHOU 00JIaCTH (HAIPUMEp, aHyca, TOJOBOTO YiICHA, NIEHKH MATKH, BIIATaTUINA
nnm ByIbBHI) siBnsieTcss MSI-H. B BapuanTax ocymecTBIIEHHS TUIOCKOKIETOYHAS KaPIMHOMA
AHOTCHHUTABHOU 00JIaCTH (HApUMeEp, aHyca, TOJIOBOTO WICHA, MIEHKH MATKH, BIIATAJIHINA
WM BYJTBBBI) siBTsieTcss MSS. B BapraHTax 0CyIeCcTBIIEHHUS PAK JIETKOTO MPEACTABIIIET COOOM
POLE-myTtanTHBIil pak. B BapuaHTax OCYLIECTBIEHHsA IUIOCKOKIIETOYHAs KapLUUHOMA
AHOTCHHUTATBHOU 00JIaCTH (HAIPUMEp, aHyca, TOJIOBOTO YiICHA, NIEMKH MATKH, BIIAraidINa
WM BYJbBBI) ACCOLMHPOBAHA C AEPUIMTOM pPEMapalii TOCPEICTBOM TOMOJOTHYHOM

pexoMOuHaImw/ nepuruTom romonoruuHor pemapammu («HRD») wmm xapakrepusyercs
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MyTaIMed WU JeJIeIUed TeHa Penapaiyy MMOCPEICTBOM TOMOJIOTHYHOW PEKOMOMHAIIHH

(HRR).

[0089] B BapuanTax oCymecTBICHUS PaK MPEACTABIIET COO0OH pak suuHuKa. B
BAPHAHTaX OCYIIECTBIICHUS paK SUYHHUKA MPEICTABIIET COOOW paK SMYHUKA HA TIO3THEH
craanu. B BapuaHTax OCYIMECTBICHHS PaK SHYHUKA MPEACTABIAECT COOOM METACTATHUYECKUM
pak sSsMYHUKA. B BapuaHTaxX OCYIIECTBICHUA PAK SMYHUKA TPEACTABIIIET COOOH pak SUIHHUKA
MSI-H. B BapuanTax ocymecTBIeHHs pak SMYHUKA TMPEACTABISET COO0H pak anyHuKa MSS.
B BapmaHTax OCymecTBIEHHUS PaK sSMYHUKA mpeiacTtasBmsieT cooor POLE-myTanTHBIN pak
AUYHUKA. B BapuaHTax OCYIIECTBIEHUS PAaK SUYHHUKA mpeactasisier coboit POLD-
MYTaHTHBIM paKk AMYHUKA. B BapuaHTax OCyHIECTBICHHS PaK SUYHHUKA MPEACTABISET COOOM
pak sMYHUKa ¢ BeIcOKOM TMB. B BapuaHTax OoCyIIeCTBICHH pak AsMYHHUKA ACCOLIMUPOBAH C
nepUIUTOM  pemapanMM  TOCPEACTBOM  T'OMOJIOTHYHOM  PEKOMOWHALIWMH/ACUIUTOM
romoniornyHol penapauuu («<HRD») nnu xapakrepusyercs MyTalued WM AeJelMed reHa
pemapamu  mocpeAcTBoM  romojoruuHor pexkomOuHammm (HRR). B BapmanTax
OCYILIECTBIICHUSA PaK SMYHUKA TPEICTABIIET COOOH CEPO3HOKIETOYHBIM pak AWYHHMKA. B
BAapPUAHTAX OCYIIECTBJIICHUS pak SHUYHUKA TPEICTABISIET COOOW CBETIOKIETOYHBIM pPaK

SAHYIHUKA.

[0090] B BapuaHTax OCYyIIECTBICHHS paK TMPEACTaBIIET COOOM pak
¢amnonueBoit TpyOsl. B BapraHTax oCyniecTBIeHuUs pak (HaIOMUeBOM TPYObI MPEACTABISCT
co0oi# pak dammonueBor TPyObl Ha TO3AHEH cTanuu. B BapuaHTax OCYINECTBIICHHS pak
(anmonueBoi TPyOBl MPEACTABISIET COOOW METACTATHYECKHH pak (ammonmeBor TpyoOsl. B
BapHaHTaX OCYMIECTBIIEHUSA pak (HajuIOMUeBOH TPYOBI TPEACTABISIET COOOH  pak
¢damnormmesoit TpyOosr MSI-H. B Bapmantax ocymecTBineHus pak (amronueBod TpyOsI
MpeacTaBIseT cobor pak damronueBoi Tpyosr MSS. B BapumaHTax OCyIIeCTBIIEHHS pak
¢amnonmeBoi TpyOs! mpeacTasiser codo POLE-myTanTHBIH pak (anmonueBoi TpyOsl. B
BapHaHTaX OCYINECTBICHUS pak dammonueBor TpyOsl mnpeactaBiuseTr codo POLD-
MYTaHTHBIA pak (QamonueBoi TpyObl. B BapmaHTax ocymiecTBIEHHS pak (paymonmueBOM
TPYOBI TIpEACTaBIIsieT COO0OM pak damtonmueBoil TpyOsl ¢ Bhicokod TMB. B BapumanTax
OCYHIECTBICHHS pPaK (aUIONHUEBONH TPyObl acCOLMUPOBAH C JAEQUIMTOM peHapariu
MOCPECTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/Ie(PUIUTOM TOMOJOTHYHOW pemapanuy
(«<HRD») nnu xapakrepu3yeTcs MyTallded WM JEJIENUEN TeHa penapandd TOCPEACTBOM

romonoruunor pekomOuHaimu (HRR). B Bapmantax ocymiecTBieHus pak (ammonueBou
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TpyOBI MPEeACTaBISET COOOH CEPO3HOKIIETOYHBIA pak (QamonueBoi TpyObl. B BapmanTax
OCYIIECTBIICHHS Pak (amionueBod TPyOBI NMPEACTABIAET COOOH CBETIIOKIIETOYHBIH pak

(bannonueBoi TPyObI.

[0091] B BapuanTax ocymiecTBICHHS PaK MPEACTABIISIET COOOM IEPBUYHBIN Pak
OprommHbI. B BapuaHTax OCyIIEeCTBICHUSA TEPBUYHBIN pak OPIOIIMHBI MPEICTABIAECT COOOU
MEPBUYHBIA pak OPIOLIMHBI HA MO3JHEH cTaauu. B BapuaHTax OCYHIECTBICHHS TEPBUYHBIA
pak OpIOIIMHBI TPEACTABIAET COOOH METaCTATHYECKHH NEPBHYHBIM pak OpromuHbL. B
BAapPHAHTaX OCYIIECTBIICHUS MEPBUYHBIA PaK OPIOIIHUHBI MPEACTABISIET COOON MEPBUYHBIA pak
oprommubl MSI-H. B BapuanTax ocymecTBIeHHs EPBHUYHBIA paK OPIOIIUHBI TPEICTABIACT
coOo¥M mepBUYHBIM pak Oprommubl MSS. B BapuanTax OCyniecTBIEHUS NEPBHYHBIA pak
OprommHbl TpeacTaBiier coO0od POLE-myranTHBIN mepBuuHBIN pak OprommHBL B
BapHAHTaX OCYIICCTBICHHUS TEPBHYHBIA pak OPIOIWHBI mpeactaBsieT codor POLD-
MYTaHTHBIA TIEPBHYHBIA paK OpIOMMHBI. B BapHaHTax OCYHIECTBICHHS TNEPBHYHBIN PaK
OpIOIIMHBI IPEACTABIAECT COOON NEPBUYHBIN pak OpromuHbI ¢ Beicoko TMB. B BapuanTax
OCYLIECTBIICHUS TEPBUYHBIM pak OpPIOIIMHBI ACCOLUMHPOBAH C ACHUIMTOM penaparyu
MOCPECTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/Ie(UIIUTOM TOMOJIOTHYHOW peraparuy
(«<HRD») nnu xapaktepu3yeTcss MyTalldeH WM JCIIENUEH TeHa penapandd MOCPeACTBOM
romojiornaaod pexkomOuHaru (HRR). B BapmanTax ocymecTBieHHS TEPBUYHBIN pak
OpIONIMHBI TIPEACTABIAET COOOW CEPO3HOKIIETOYHBIA TIEPBUYHBIM pak OpromuHbBL B
BAPMAHTAX OCYIIECTBICHWS TIEPBHYHBIA paKk OpPIOMIMHBI  TPEACTABISET  COOOM

CBETJIOKJIETOYHBIHM TIEPBUYHBIA PaK OPIOTIIHHEI.

[0092] B BapuanTax OCYImECTBICHHUS pakK MPEACTABIAECT COOOW OCTPBIHA
mumgpoOaacTHeIN eiko3 («ALLy). B BapuanTax ocymmecTBieHUs OCTPhId TUM(POOTACTHBIH
JEHKO3 TIPEACTABIIET COOOM OCTPHIA JTMM(OOIACTHBIN JIEWKO3 HA TMO3MHEH cTaguu. B
BAPMAHTAX OCYHIECTBIIEHUS OCTPBIM JTUMQOONTACTHBIA JIEWKO3 TIPEICTABIAECT COOOM
METACTATHIECKUH OCTPBIA JTMM(POOTACTHBIN JTIEHK03. B BapuaHTax OCYyIIECTBIIEHUS OCTPHIH
TuM(pOOTACTHBIN JIEWKO3 MPEACTABIAET COO0M OCTphiid nuM¢podIacTHbIN neiko3 MSI-H. B
BapHAHTAaX OCYIICCTBIICHHUS OCTPHIH TUM(OOIACTHBIN JEHKO3 MPEACTABIISIET COOOU OCTPHIH
muMpoomacTHeI eiiko3 MSS. B BapmanTax ocCymecTBIEHHS OCTpPBIH JTMM(pOOTACTHBIH
nerko3 mpeactaBmier coooi POLE-myranTHBIN ocTphiii muMdoOmacTHe Jeiiko3. B
BapHaHTAaX OCYIIECTBJICHHUS OCTPBIA TUM(pOOTACTHBIN JIeK03 TipeacTapiseT codor POLD-

MYTaHTHBIA OCTPBIM THM(OOTACTHBIN Teiko3. B BapmaHTax OCYIIECTBIIEHUS OCTPHIHA
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muM(OOTaCTHBIA  JIEHKO3 acCOLMHPOBAaH C Je(UIMTOM PpEMapanydd  TMOCPEACTBOM
TOMOJIOTHYHOH pekoMOuHaImw/ nepuautom romonoruunor pemapammn («HRDy») wmm
XapaKTEPU3YETCs MyTaLMEN WIM JEJIEHHUEH NeHa pernapanuyd NOCPEACTBOM TOMOJIOTHYHOMU

pexomOuHarmu (HRR).

[0093] B BapumaHTax oOCymIECTBICHHSA pPaK TMPEICTABIAECT COOOW OCTpPBIH
MUEIOUIHBIN NerKo3 («AML»). B BapuanTax ocymiecTBIeHHS OCTPBIA MHUETTOUIHBIN JIEHKO3
MPEACTABISET COOOW OCTPBHIM MHEIIOWIHBIN JICHKO3 HAa TO3JAHEW cTtaauu. B BapuanTax
OCYIIECTBIICHHA OCTPBIM MHUEIOWAHBIA JIEWKO3 TPEACTABISIET COOOM METaCTaTUYCCKUU
OCTPBIM MUEJIOMIHBIN JIEUKO3. B BapuaHTax OCYINECTBIIEHHUS OCTPBIA MHUEIOHUIHBIN JIEHKO3
MpEACTAaBIAET cOO0M OCTpBIM MUENOUAHBIN neriko3 MSI-H. B Bapuantax ocymecTBiaeHUsA
OCTpPBIH MHUEIIOMTHBIN JIEHKO3 TPEICTABIIET COOOM OCTpPBIM MUEIONIHBIN Jeliko3 MSS. B
BapHAHTaX OCYINECTBJICHUS OCTPBIA MHUEIIOMIHBIM JIeHKo3 mpenactaBisier coooii POLE-
MYTaHTHBIA OCTPBIM MHEIOMIHBIA JIEMKO3. B BapuaHTax OCYIIECTBICHUS OCTPBIM
MHUETIOUIHBIH JIeHK03 TipeacTaBisaeT co00i POLD-MyTaHTHBINA OCTPBIH MUEIOUIHBIHN JIEHKO3.
B BapmaHTax OCYIIECTBIECHHUS OCTPHIM MHEIOWIHBIA JIEHKO3 aCCOLMUPOBAH C JE(PUITUTOM
permapandyd  TOCPEACTBOM TOMOJIOTHYHOH PEKOMOMHAIMK/Ae(PUIUTOM TOMOJOTHYHOU
penapamun («<HRD») wnm xapaktepusyeTcs MyTallMEW HWIIH JEJCIUCH TeHa perapariuu

MOCPEICTBOM rOMOIOTHYHOU pekomOuHamu (HRR).

[0094] B  BapmaHTtax  OCyIIECTBJICHHS pak  MPEICTABIAECT  COOOH
HexoKKHHCKYTO TuMdomy (NHL). B BapranTax ocymecTBIEHUS HEXOKKHHCKAA TUMpoMa
MPEACTABISET COOOM HEXO/KKHHCKYI IMM(poMy HAa mMO3aHEW cTaaud. B BapuaHTax
OCYIIECTBICHHUA HEXOPKKHUHCKas mnuMdoMa TPEACTaBIIET COOOM METACTATHYECKYFO
HEXO/DKKHHCKYIO JuMoMy. B BapmaHTax oOCyImECTBIEHHS HEXO/HKKHHCKAsA JuMdpoma
MPEICTABIIET COO0M HEXOMKKUHCKY0 muMmdomy MSI-H. B BapmanTax ocymiecTBieHHS
HEXO/UKKUHCKas JauM¢oMa TPEACTAaBIIET COO0M HEXOMKKHHCKYr0 JmMmpomy MSS. B
BAPHAHTaX OCYIIECTBIIEHUS HEXO/HKKHUHCKass nuMmdoma npeactasmsier cobo POLE-
MYTaHTHYI0 HEXOKKHHCKYI mumdoMy. B BapmaHTax OCyIECTBICHHA HEXOKKHHCKAS
miMmpoma mpenctaBmaer coboit POLD-MyTaHTHYIO HEXODKKHHCKYHO Jmmdomy. B
BAPMAHTAaX OCYHICCTBIICHUS HEXO/DKKMHCKas nmuM(doma accoummpoBaHa ¢ aedumuTom
penapamui  TOCPEJACTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(HUITATOM TOMOJIOTHYHOU
penapammu («KHRD») wnm xapaktepusyeTcs MyTaled WM JEJICIUEH T€Ha penapariu

MOCPEICTBOM roMOIOrHYHOU pekomOnHanmu (HRR).
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[0095] B BapmanTax oOCymiecTBICHHA PaK MPEACTaBISET Co00M mumpomy
Xomxkuna (HL). B BapuanTax ocymectsnenus muM@poma X0omKKHHA TPEACTABISET COO0H
mum¢pomy XOMKKHHA HA TO3AHEH cTtaamu. B Bapwantax ocymecTBiaeHHs mumdpoMa
XOMKKAHA TIPEJCTABISIET COOOM MeTacTaThiecKyro nmuMpomy XomkkuHa. B BapmanTax
ocyniecTBieHus TuM(poma X0HKKHHA TTpeAcTaBisieT codbor mumbomy Xomkkuaa MSI-H. B
BapHaHTaX OCYIECTBICHUA TuM(poMa XO0PKKHHA TIPEACTABIAET co00# muMmpomy XOMKKHHA
MSS. B BapuanTax ocymecTBicHHsS TuMpoma XomKkkuHA Tmipeactasisier cobor POLE-
MyTaHTHY!0 IuMmpomy XomkkuHa. B BapuanTtax ocymectsiaeHusa Tumpoma XOKKHHA
npeactasmier coboit  POLD-myrtantHyro numdpomy XomkkuHa. B BapmaHTax
ocymecTBieHus JmM¢poma XOMKKMHA acCCOLMHUPOBAHA C JAePUIMTOM penapauuu
MOCPEACTBOM T'OMOJIOTUYHOM PEKOMOMHAIMK/Ie(PUIUTOM TOMOJOTHYHOM penapanuu
(<HRD») mnu xapakTepu3yeTcs MyTalled WM JeNIeIeld TeHa pPernapanyy IOCPEICTBOM

romosioruaHoH pexomOunaruu (HRR).

[0096] B BapmaHTax OCyIECTBIIEHUS PaK MPEACTABIAET COOOH HEHPOOIACTOMY
(NB). B BapuanTax ocymecTBICHHA HEMPOOIACTOMA MPEACTABIAECT COO0M HEMpOOIacTOMy
Ha MO3THEH craguu. B BapuaHTax OCYHIECTBIIEHWS HEWPOOIACTOMA TMPEICTABIIET COOOM
METAaCTATHYECKYI0 HeWpoOmactomy. B BapuaHTax OCYIIECTBICHHS HeWpoOgacToMa
npeacTaBsieT coboit Herpodbmactomy MSI-H. B BapuanTax ocymiecTsienus HeHpoOiacToma
MPEACTaBIgET cO00M HerpoOaacTomy MSS. B BapuaHTax oCcymecTBICHHS HEHpoOIacToOMa
npeactapnsgeT codoit POLE-myranTHyro HelpoOmactomy. B BapmaHTax OCyIIECTBIICHUS
HelpoOnacroma mpeacrasmsier coboit POLD-myrtanTHyI0 HeiipoOmactomy. B BapmanTax
OCYHIECTBIICHHA HEHUPOOIIacTOMA MPEACTABIIET COOOM HelpoOmacTtomy ¢ Beicoko TMB. B
BapHAHTAX OCYIIECTBJICHUS HEWPOOIACTOMAa ACCOIMHPOBAHA C JCPHUIMTOM pemapanuu
MOCPEICTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/Ie(UIUTOM TOMOJOTHYHOW pemapanuy
(«<HRD») nnu xapaktepu3yeTcss MyTallded WM JeJIeNUed TeHa penapanydd MOCPEACTBOM

romonioruaaol pekomOouHaruu (HRR).

[0097] B BapuaHTax OCymIecTBIIEHHS pak MpeacTaBiseT codou omyxombp CNS.
B BapuanTax ocymectiaeHus omyxoiib CNS HaxoauTcs Ha mo3AHEH ctaauu. B BapuanTax
ocymiectBieHus omyxoiib CNS mpeacraBnsger coboii Metactatmdeckyro omyxoias CNS. B
BapuaHTax ocymiectieHus omyxoiab CNS mpeactasmser coooit omyxoms CNS MSI-H. B
BapuaHTax ocymiectBieHus omyxoiab CNS mpencrtasmser coboi omyxomp CNS MSS. B

BapuaHTax ocymniecTBieHus omyxoiib CNS npeacrasisier co6oit POLE-MyTaHTHYIO OTTyX0JTh
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CNS. B BapuanTax ocymectsiaeHus omyxoiab CNS npeacrasisietr coooit POLD-myTaHTHYIO
omyxoins CNS. B BapuanTax ocymectsienus omyxoiab CNS mpeactaBiseT coO0# OMyX0JTb
CNS c Beicokoi TMB. B Bapuanrtax ocymectsiaeHus omyxonb CNS acconuupoBaHa c
Ae(UIUTOM  pemapanydyd  MOCPEACTBOM  TOMOJIOTHYHOM  PEKOMOWHAITUH/AePUITOM
romoJyiornaHol penapanuu («KHRD») unm xapakrepusyercs MyTalued WK JeTeIHEeN TeHa

penapaiu mocpeacTBOM ToMoaoruuHoi pekomOuHamu (HRR).

[0098] B BapmaHTax OCYHIECTBICHHS PaK MPEACTABIEIET cO00U AU Qy3HYIO
oMy cTBoJia rojaoBHoro mo3ra (DIPG). B Bapuanrtax ocymectsnenus DIPG npencrasnser
co6oit DIPG Ha nmo3nHe# ctanuu. B Bapuanrax ocymectsrnenuss DIPG npeacrasmseT coooi
metactatuueckyro DIPG. B Bapuantax ocymectsienuss DIPG npencrasnser co6oit DIPG
MSI-H. B BapuanTax ocymectsienus DIPG npencrasmsier coooit DIPG MSS. B Bapuanrtax
ocymecteiaeaus DIPG mpencrasmier coboit POLE-myrtantHyro DIPG. B Bapuanrtax
ocymecteiaerus DIPG mpencrasmser coboit POLD-mytantHyio DIPG. B Bapuanrtax
ocymectBiernss DIPG mpeacraBmsier coboét DIPG ¢ Beicokoir TMB. B BapmanTax
ocymectBieanss DIPG  accomumpoBana ¢ meHIMTOM penapanmMd  MOCPEACTBOM
TOMOJIOTHMHON pekoMOuHaImu/ nepuautoM romonoruunor pemapammpn («<HRD») wnmm
XapaKTePU3yeTCsl MyTalMEeH WM JeJEUUeH reHa penapanuy noCpeACTBOM TOMOJIOTHYHOM

pexomOuHarmu (HRR).

[0099] B BapmaHTax OCYIIECTBIIEHUS pakK TPEACTABIIET COOOH CapKOMY
Ounra. B BapmanTax ocymecTBineHus capkoma FOWHTA TpeacTaBisieT COOOM CapKOMY
Ounra Ha no3aHel craguu. B BapuanTax ocymectsieHus capkoma FOuHra npeactaBiseT
co00¥ MeTacTaTHUecKyro capkomy FOwmnra. B BapmanTax ocymecTtBiaeHus capkoma lOunra
npeacTaBiseT coooi capkomy FOunrra MSI-H B BapuanTax ocymectsienus capkoma FOunra
npeacTaBiseT coooi capkomy FOunrra MSS. B BapuanTax ocymecTsienus capkoma KOunra
npeacrapnsger coboir POLE-myrantHyto capkomy FOwHra. B BapmanTax ocymiecTBIICHUS
capkoma lOwunra mpencrasmser coboit POLD-myTtanTayto capkomy lOunra. B BapmanTax
ocyniecTBIeHus capkoma FOuHra npeacrasiseT coooi capkomy lOunra ¢ Beicokoit TMB. B
BApHAHTaX OCYIIECTBIIEHUS capkoMa FOwWHTra accommmupoBaHa ¢ Je(UIIMTOM pPETapaIiu
MOCPECTBOM TOMOJIOTHYHOH PEKOMOWHAIMH/Ie(PUIUTOM TOMOJOTHYHOW pemapanuy
(«<HRD») nnu xapaktepu3yeTcss MyTallded WM JEJIENUEd TeHa penapanyd TMOCPEACTBOM

romoioruaaoi pekomOouHauu (HRR).
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[00100] B  BapmaHTtax  OCymIeCTBIEHHA pak  TPEACTABIAECT  COOOH
sMOpHoHANBHYIO padmomuocapkomy (ERS). B BapuanTax ocymiecTBieHUs SMOPHOHATbHAS
padbmoMuOcapKoOMa TPEICTABISIET COOOW IMOPHOHANBHYIO PabIOMHOCAPKOMY HaA TO3THEH
cragun. B BapwaHTax OCyIECTBICHHS >MOPHOHAIbHAS PAa0IOMHOCAPKOMA TMPEIACTABISACT
cOOOM  METAacTaTHYECKyI0  SMOpHOHAaNbHYH0  pa0aoMmocapkomMy. B BapumanTax
OCYHIECTBIICHHA YMOPHOHAIBbHAS PA0IOMHUOCAPKOMA TIPEICTABISIET COO0M IMOPHOHAIIEHYIO
padmomuocapkomy ~ MSI-H. B Bapmantax  OCymiecTBIiEHHS  >MOpPHOHAIIbHAS
pabmomMuocapkoMa MPEACTaBIIET COOOM SMOpPHOHATBHYIO padOmomuocapkomy MSS. B
BapHaHTaX OCYIIECTBIIEHUs SMOPHOHAIIbHAS pa0aoMHOcapKoMa rpeactasisieT cooo POLE-
MYTaHTHYI0O O3MOPHOHAJBHYIO pa0JOMHOCapKoMy. B  BapWaHTax OCYIIECTBICHHSA
SMOpUOHANBHA  padaoMuocapkoma  mpencraeinser  cobod  POLD-mytanTHyRO
SMOpHOHANIBHYIO pabaoMuocapkoMy. B BapmaHTax OCYyHIECTBIEHHS SMOPHOHATbHAS
padaoMHuocapkoMa TPEACTABIIET COO0H IMOPHOHAIBHYIO PaOAOMHOCAPKOMY C BBICOKOM
TMB. B Bapuantax ocymiecTBIECHHs SMOpPHOHAIbHAS PabIOMHOCAPKOMA aCCOIMHUPOBAHA C
aeumMTOM  penmapanMyd  TOCPEACTBOM  TOMOJIOTHYHOM  PEKOMOHMHAIWH/Ae(PUIATOM
romoJjiornaHol penapanuu («KHRD») mnm xapakTepusyeTcss MyTallued WA JCJICIHEeH TeHa

penaparyu mocpecTBOM ToMOI0ruuHOM pekomOuHaimu (HRR).

[00101] B BapuanTax ocymiecTBICHHS paK MPEACTaBISET COOOH 0CTEOCAPKOMY
(OS). B BapmaHTax OCYHIECTBIICHHSI OCTEOCAPKOMa MPEACTABIIAET COOOH OCTEOCAPKOMY Ha
MO3AHEW CcTaaud. B BapuaHTax OCYIECTBICHHSA OCTEOCAPKOMA TPEACTABISET COOOM
METAaCTaTHYECKYIHD  OCTeocapkoMy. DB  BapuaHTax OCYLIECTBJIEHHA OCTEOCapKoMa
MPEACTaBIsAET coO00M octeocapkomy MSI-H. B BapmaHTax OCymiecTBIIEHHS OCTEOCApPKOMA
MPEACTaBIgET CO00M octeocapkomy MSS. B BapmaHTax OCYMmECTBICHHS OCTEOCAPKOMA
npeactapnsger coboir POLE-myrantHyio octeocapkomy. B BapmaHTax OCyIIECTBIICHHS
ocreocapkoma mpeactaBiuieTr coboir POLD-myrtantHyo octreocapkomy. B BapmanTax
OCYHIECTBIICHHA OCTEOCAPKOMA TPEACTABISIET COO0M ocTeocapkomy ¢ Bbicokoir TMB. B
BAPHAHTAX OCYIIECTBICHHUSA OCTEOCAPKOMA AaCCONMUPOBAHA C ACPHUIMTOM pPETAPALHH
MOCPECTBOM TOMOJIOTHYHOH PEKOMOWHAINH/Ie(PUIUTOM TOMOJOTHYHOW pemapanuy
(«<HRD») nnm xapakrepu3yeTcs MyTallded WM JEJIENUEed TeHa penapanyd TOCPEACTBOM

romoioruaHoi pekomouHauu (HRR).

[00102] B BapmaHTax OCyIIECTBIIEHHS pak TMPEACTABIIET COOOU CapKOMy

MATKHX TKaHEeH. B BapuaHTax OCyIecTBICHU CAPKOMAa MATKHX TKaHEH TPEICTaBISIET COOOM
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CapKOMY MATKUX TKaHEH HA MTO3JHEH CTaAuM. B BapHaHTaxX OCYINECTBIICHHS CAPKOMA MATKUX
TKAHEH TIPENCTaBIAET COOOW METACTATHYECKYI0 CApPKOMY MATKHX TKaHeW. B BapmaHTax
OCYHIECTBIICHHA CAPKOMAa MSATKHX TKAHEH TPEICTABISET COOON CapKOMYy MSITKHX TKAaHEH
MSI-H. B BapmanTtax OCyIECTBIEHHS CapKOMa MATKHX TKAaHEW NPEIACTABIIET COOOM
capkoMy MATKHMX TKaHed MSS. B BapuaHTax OCyIIecTBIEHUS capKkoMa MATKMX TKaHEH
npeactasmier cob6oii POLE-myranTtHyro capkomy MATrkux TKaHed. B BapmanTax
OCYIIECTBJICHUA CapKOMa MATKUX TKaHeH mpenacrasiaeT co0oit POLD-myTaHTHYIO capkomy
MATKHX TKaHEeH. B BapuaHTax oCyIecTBICHHUS CAPKOMa MATKHX TKaHEH MPEACTaBISIET COOOM
CapKOMy MSATKHMX TKaHeH ¢ BbiIcOKOM TMB. B BapuanTax oCcyliecTBiIeHHUs capKkOMa MATKHX
TKAHEH AaccOUMUpOBaHA C JCPUIMTOM pEMapaluu TMOCPEACTBOM  T'OMOJIOTHYHOM
pexoMOuHarmu/ nepurutom romonoruuHor pemapammu («KHRD») unm xapakrepusyetcs
MyTaIMeld WM JeJCHUed T€Ha perapanyd MOCPEICTBOM TOMOJOTHYHON PEKOMOMHAITUH
(HRR). B BapmaHTax OCyIIECTBICHHS CapKOMa MATKUX TKAaHEW TPEACTAaBIsET COOOM

JEHOMHOCAPKOMY.

[00103] B BapmaHTax OCYHIECTBIIEHWS paK TMPEICTaBIAET COOOH OMyXOJb
Bunsmca. B BapuanTax ocymiecTBIeHHA OMyX0Jib BHabMca mpeacTaBisier coO0M OImyXoJb
Bunpmca Ha mo3nHed cTtaguu. B BapuaHTax OCYHIECTBIIEHHS OMyXOjb Buibmca
MPEICTABIAET COOOM METACTATHYECKYIO OMyXoib BuibMca. B BapmaHTax OCyIIeCTBIICHHS
omyxomb Bumemca mnpeacraBmser coboir omyxonb Bumemca MSI-H. B BapumanTax
OCYHIECTBIICHHA OIyX0jb BumbMmca mnpeacrasmsieT cobod omyxomb Bumesmca MSS. B
BApHAHTaX OCYIIECTBICHUSA OMyXxoib Bumbmca mpeacrasmser coboit POLE-myTanTHYIO
omyxosb Bunmpmca. B BapmaHTax ocymiecTBIeHHs OMyXoJib BuiapMmca mpeacTaBisieT coO0u
POLD-myTanTHyt0 omyxons BunbMmca. B BapuaHTax ocymiecTBIEHHs OIyXoib Buibmca
MPEACTAaBIIET cOO0M omyxomb Bumbmca ¢ Beicokoit TMB. B BapmaHTax oCymmecTBICHHS
ormyxoJyib Bunmbmca acconmmpoBaHa ¢ Je()UIIMTOM PEMapanyuy MOCPEICTBOM TOMOJIOTHYHON
pexoMOuHaImw/ nepuuTom romonoruuHor pemapammnu («HRD») wmm xapakrepusyetcs
MyTalWed WM ACNIEUed TeHa pPerapanuyd MOCPEICTBOM TOMOJIOTHYHOM PEKOMOWHAIMH

(HRR).

[00104] B BapmaHTax ocymecTBIeHHSA CyOBEKTa PaHEE JIEYMIIH C TOMOIIBIO
OJJHOTO WJIH 00Jiee pa3IMYHbIX METO/OB JICYEHHUS paka (HapUMep, ¢ IOMOLIBIO OJHOTO MU
0oyee W3 METOAOB XHPYPTHUYECKOTO BMEIIATEIHCTBA, PATUOTEPANAN, XUMHOTEPATTHHA HITHA

HMMYHOTEPAITHH).
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[00105] B BapmaHTax ocymecTBICHHSA CyOBEKTa PaHEE JIEYMIIM C TOMOIIBIO
OJHOTO APYrOr0 METOJA JICYCHWS paka (HAmpuUMep, ¢ MOMOINBIO OJHOTO WM Ooyee W3
METOJOB  XHPYPTHYECKOTO BMENIATEIbCTBA, PAAHOTEPANHH, XUMHOTEPAIUH  HJIH
WMMYyHOTEpanvu). B BapuaHTax ocyniecTBICHUS CyObEKTa PaHEe JICUMIIA C TTIOMOIIBIO ABYX
w Oojiee IPYrUX METOAOB JICYCHHUS paka (HampuMmep, ¢ MOMOIIBI0 OJHOTO HITH OOJiee U3
METOJOB  XHUPYPTHYECKOTO BMENIATEIbCTBA, PAAHOTEPANHH, XHUMHOTEPAIUH  HIIH
WMMYHOTEpanuu). B BapHaHTax OCyIIEecTBICHHA CyOBEKTa paHEEe JICYWIH C HOMOIIBIO
IUTOTOKCHYECKOW TepanuH. B BapuaHTax OCYIIECTBICHHA CyOBEKTa pPaHEE JICUMIIH C
MOMOIIBI0 XMUMHOTEPANMH. B BapwaHTax OCYIIECTBIEHUS CyObEKTa paHee JCUHIH C
MOMOIIBIO JIBYX APYTHMX METOJOB JICUEHUA paka (HalpuUMep, ¢ IOMOIIBIO OJHOTO WK Ooee
U3 METOJOB XHPYPTUYECKOTO BMEIIATEILCTBA, PAAHOTEPANNH, XHUMHOTEPANUH HITH
UMMYyHOTEpanvn). B BapuanTax ocymecTBIeHHs CyObEKTa PaHEE JIEUHIIA C TIOMOIIBIO TPEX
APYTHX METOJOB JICYCHHs paka (HampuMmep, ¢ TMOMOLIBIO OJHOTO WM 0OJiee W3 METOJOB

XUPYPTUYECKOTO BMEIIATENCTBA, PAAHOTEPAITHH, XUMHOTEPATIUN HITH HMMYHOTEPATIHH).

[00106] B BapmaHTax OCyIIECTBICHHS CHOCOOOB, ONMUCAHHBIX B HACTOSIIEM
JDOKYMEHTE, CIHOCO0 JOTONHUTEIBHO BKIIOYAET BBEJACHHE OJHOTO MM Oolee W3
XHPYPIrUYE€CKOr0 BMEINATENLCTBA, PAAUOTEPANIUH, XUMHUOTEPANUN HIM HUMMYHOTEPAIIHUH,
MPOTUBOAHTHOTEHHOI'O CPEACTBA WJIM MPOTHUBOBOCHAIMTENBHOTO cpeacTtBa. B BapuanTax

OCYmCCTBIICHUA CII0co0 AOIIOJTHUTCIIBHO BKIIHOYACT MPUMCHCHHUC XHMHUOTCPAIIHH.

[00107] B HEKOTOpBIX BapHaHTAX OCYIICCTBICHUA MO MEHBLOIEH Mepe
HEKOTOPBIX MALMEHTOB B MOMYJISLUH MALMEHTOB, UMEIOIIUX PAK, PAHEE JICYUIIU C MOMOIIBIO
XUMHOTEPANTUU (HATIPUMEP, XUMHOTEPANTMH HAa OCHOBE IUTATWHBI). Hampumep, manmeHT,
KOTOPBIA TOMyYal ABE JIMHUHW JICYCHHUA PaKa, MOKET OBITh WACHTH(UIUPOBAH Kak 2L
ManueHT, uMermuid pak (Hanpumep, 2L mamment, umerommii NSCLC). B BapmanTax
OCYIIECTBJICHUS TMALMEHT TIOyYall IBE JIWHUH WA OOJiee JIMHUN JICYEHUS paka (Hampumep,
2L+ mampeHT, UMEIOIMUN PaK, TakoW Kak 2L+ mammeHT, UMEImul pak 3HIoMeTpusa). B
BAPHUAHTAX OCYIIECCTBICHUA MALMEHTA PaHEe JICYWIM C ITOMOLIBIO CPEACTBA TEPAIMH,
HarpaslieHHOTro nmpotus PD-1. B BapHaHTax OCYIIECTBICHHsA MAaLMEHT paHee MOJIydan IIo
MEHBIIEH Mepe OAHY JTUHHIO JICUCHH paka (HampHUMeED, MTALUEHT PAHEE MOTyYa 0 MEHbIIEH
MeEpe OAHY JMHHI0O WM TI0 MEHBIIEH MEpe JBE JIMHUHU JICUYeHHWs paka). B BapmaHTax

OCYIMECCTBIICHHUA MNAaITHCHT PaHCC IoJaydal Mo MEHBIIIECH MCPC OJHY JIMHHUKO JICUCHUA
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MCTACTATHYICCKOT'O paKa (HaanMep, ODanmUCHT PaHCC MOJTyYall OAHY UITH ABC IMHWUU JICUCHUA

METaCTATHYECKOTO PaKa).

[00108] B BapuwaHTax oOCyIIECTBICHHA cy61>eKT ABIACTCI HEIOAOAIOIHUMCA

JIEYEHHIO C TIOMOIIBIO CPEACTBA, KOTOPOoe nmoaasisieT PD-1.

[00109] B BapuanTax ocymecTBIeHHAA Cy6’BCKT SIBIACTCS TPYAHO MOAJAFOIIHMCS

JICYEHUIO ¢ IIOMOIIBIO CPEACTBA, KOTOpoe noaasiser PD-1.

[00110] B BapmaHTax OCYIIECTBIEHHS CMOCOO, OIMUCAHHBIA B HACTOAIIEM
JOKYMEHTE, TOBBIMAET YYBCTBUTEIBHOCTh CYOBEKTa K JICUEHHIO C TMOMOINBIO CPEACTBA,

KkoTopoe nogasiset PD-1.

[00111] B BapmaHTax OCYIIECTBIEHHA CYOBEKT COJEPKHT HCTOIIECHHYIO
HMMYHHYIO KJIETKY (HarpuMep, UCTOINECHHYI) UMMYHHYIO KJIETKY, KOTOpas MPEACTaBIIsAET

c000M UCTONICHHYIO T-KIIETKY).

[00112] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHUS HAPyLICHUE, MOJICKAIIEe
JICYCHUIO C TIOMOINBIO CHOCOOOB IO HACTOAINEMY H300PETEHHIO, TMPEACTABIAECT COOOM
WHPEKIUOHHOE 3a00JieBaHHWEe. B HEKOTOPBIX BapHAHTAX OCYHICCTBIICHUS HH(EKIHOHHOE
3a00JIeBaHUE BHI3BAHO BHPYCOM HJIH OakTepHei. B HEKOTOPBHIX BapHAHTAX OCYIIECTBIICHHUS
BHPYC TpeACTaBiIsSeT coO0M BHpyc uMMyHonmedwuimra udenoeka (HIV), pecnmparopHo-
cuHmmTHanbHbI Bupyc (RSV), Bupyc rpumnma, Bupyc aexre, supyc Dmmreiaa-bapp (EBV),
nanuniomasupyc yenoseka (HPV), supyc rematuta B (HBV) wm Bupyc rematura C (HCV),
r/ie He0OsA3aTEIbHO PaK MPEACTABIIACT COO0M HHPHIIMPOBAHHBIH BHPYCOM PAK TOJIOBHI U IIIEH,

PaK MEWKH MATKH, TeNMaTOLEUTIOSIPHYI0 KAPLIMHOMY HITH PaK HOCOTJIOTKH.

[00113] B HEkoTOpBIX BapuaHTaX OCYHIECTBIICHUS HAPYLICHHE, TMOJJICIKAIIEE
JCYCHHUI0O C TIOMOMIBIO CIOCOOOB IO HACTOSMIEMY H300PETEHHIO, TMPEICTABISET COOOH
ayTOMMMYHHOE 3a00JieBaHHE. B HEKOTOPHIX BapHAHTAX OCYIICCTBIICHUS ayTOMMMYHHOE
3a00NIeBaHNE TIPEACTABIAECT COOOW PACCETHHBIM CKJIEPO3, caxapHbId amader 1 Tuma,
PEBMATOWIHBIN apTPHUT, CKIEPOAECPMUIO, Oone3Hp KpoHa, Ticopmas, CHCTEMHYIO KpPacHYHO

BoruaHKy (SLE) unu s3BeHHBIN KOJHT.

[00114] B BapmaHTax OCYINECTBICHUA CIIOCOOBI  BBEJAEHUA cpenacTsa,
BozjaecicTByromero Ha LAG-3, omucaHHOTO B [JaHHOM JOKYMEHTE, JAOMOIHUTEIHHO

BKIIIOYAOT BBCACHUC IOPYroro TCPANCBTHYICCKOrO CpCaAcTBa WM CPCACTBA JICUCHUA. B
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BapHuaHTax OCYHICCTBIICHUA CIoco0 JOIIOJTHHUTCIIbHO BKIIIOYACT BBCACHUC OJHOI'O HIIH oonee
U3 XHUPYPrudcCKOro BMCIIATCIbCTBA, pPaavuOTCpaniiv, XHUMHOTCpPANHWu, HWMMYHOTCpPAIIWH,

OPOTUBOAHTHUOTCHHOTO CPEACTBA U MPOTUBOBOCIIAIIUTCIIPHOTO CPEACTBA.

[00115] B BapmaHTax ocymiecTBieHUA Cy6’BCKTy JOIIOJIHUTEIHLHO BBOIHIH HIIH
OyayT BBOJAWTP HHTHOUTOP HWMMYHHOW KOHTPOJBHOHW TOYKH, B PE3YIbTATE YETO
MJIEKOITMTAFOIIEE TTOJTYYaeT CPEICTBO, Bo3aeHcTByromee Ha LAG-3, 1 MHTHOUTOP UMMYHHOM
KOHTPOJBHOW TOYKH (HANPUMEP, OJWH, JABA WA TPH JOTOTHHUTEIIbHBIX WHTHOHUTOPA

WMMYHHOM KOHTPOJIbHOHM TOYKH).

[00116] B BapuaHTax OCYIIECTBIEHHUS HMHTHOUTOP MMMYHHOH KOHTPOJBHOM
TOYKH mpeAcTaBiseT coooit 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 xmacca [, MHC xmacca II, GALS, agenosuna, TGFR, B7-H1, B7-H4 (VTCN1),
0X-40, CD137, CDA40, IDO um CSFIR.

[00117] B BapuaHTax OCYHIECTBIEHUS MHTHOUTOPOM MMMYHHOW KOHTPOJIBHOM
TOYKH SBIAETCS CPEACTBO, KOTOPOE MOJABIAET MEpenady CHUrHama ¢ ydactuem Oenka |
3anmporpaMMUpOBaHHON KieTouHod cmeptu (PD-1), Oemok 3, comepskamuii goMeHbl T-
KIETOYHOTO  WUMMyHOrJ0OynmHa W wmymuHa  (TIM-3),  accoumupoBaHHBIH ¢
IUTOTOKCHYeCKUMH T-muMdormramu O0ermok 4 (CTLA-4), 6emok, coaepkaniiii 1oMeHsI T-
kineTouHoro ummyHornoOymuaa u [TIM (TIGIT), uanonamun-2,3-auokcurenasy (IDO) wmm

penenTop Kononuectumympyrommero ¢pakropa 1 (CSFIR).

[00118] Hacrosiimee m300peTeHHe TakKe OXBATHIBACT MPU3HAHWUE TOTO, CPEIH
MPOYETO0, YTO JIOOOW |3 CIOCOOOB, ONMHCAHHBIX B JAHHOM JIOKYMEHTE, MOJKET
JOTIOJITHUTETPHO BKJIIOYAaTh BBEACHUE MIICKOIMUTAKOIIEMY CPEACTBA, KOTOPOE MOJABISET
nepegady curHana ¢ yaactuem PD-1. Cpenctsa, KOTOpbIe MOAABISAIOT MEPEady CUTHAJA C
yaactueMm PD-1, BKIIOYArOT CpeICcTBa, KOTOPBIE CBA3BIBAIOT U ONOKUPYIOT perentopsr PD-1
Ha T-kjmeTkax Oe3 3amycka TPAHCAYKIWW TIOAABISAIONIETO CHUTHANIA, CPEICTBA, KOTOPHIE
cBa3bIBatOTCA ¢ nurangamu PD-1 ¢ mpenoTepamenuem ux cBsa3siBanus ¢ PD-1, cpenctsa,
KOTOPBIE OOECTICYHBAIOT U TO M APYTOE, U CPEJICTBA, KOTOPHIE IPEIOTBPAIIAIOT SKCIIPECCHEO

T€HOB, KOTOPbIE KOAUPYIOT 00 PD-1, mibo npupoansie muranast PD-1.

[00119] B BapmaHTax OCyIIEeCTBIEHUSA CPEACTBO, KOTOpoe moaasisgeT PD-1,

MPEICTABIIET COO0M MAITyI0 MOJIEKYITy, HYKJICHHOBYIO KHCJIOTY, TIOJNHIIENTHA (HAPUMED,
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AHTHUTEIIO), YTJEBOJ, JMIWA, METAII, TOKCHH wWid cBsa3biBatomee PD-1 cpeactso. B
BAPHAHTaX OCYIIECTBICHHUA CPEACTBO, KoTtopoe monaBisier PD-1, mpeacraBmser coOoi
caspBaromiee PD-1 cpeacTBo (HanpuMmep, aHTUTENIO, KOHBIOTAT HA OCHOBE AHTHTENA HITH €TI0
aHTUTEHCBA3BIBAOMMK (parmMeHT). B BapmanTax ocymecTBieHus cBsasbBaromee PD-1
CpeacTBO BRIOpPaHO W3 rpymmbl, coctosmei u3: BGB-A317, BI 754091, IBI308, INCSHR-
1210, JNJ-63723283, JS-001, MEDI-0680, MGA-012, nmBomymadba, PDROOI,
nemOpom3ymada, PF-06801591, REGN-2810, TSR-042 u ux pOu3BOIHBIX.

[00120] B HexkoTOpBIX BapHaHTax OCYINECTBJICHHUA CPEACTBO, KOTOPOE
MOJABIIAET TMepeavy curHaia ¢ ydyactuem PD-1, mpeacraBnsier coO0# CpeicTBO HA OCHOBE
anTutena. CpeacTsa Ha OCHOBE aHTUTENA K PD-1 MOTyT BKIIFOYATh OO0 MOTUNIENITH/T UITH
MOJIUTIENITUAHBIA ~ KOMIUIEKC,  KOTOPBIM  COJEPXKHT  CTPYKTYPHBIE  3JIEMEHTHI
WMMYHOTJIOOYJTHHOB, JIOCTATOYHBIE Ui OOCCIICYCHHS CHEIH(PHYECKOTO CBSI3BIBAHUA.
WnmocTpaTuBHBIE CPEACTBA HAa OCHOBE AHTHUTENA BKIIOYAIOT 0€3 OrpaHHYCHUS
MOHOKJIOHAJIbHBIC aHTHTEJA, MOJMKIOHAIBHBIE aHTHTENA, (PPATMEHTHI AHTHUTE], TAKHE KakK
Fab-¢parmentsl, Fab’-¢parmentsi, F(ab’)2-pparmentsi, Fd’-pparmentst, Fd-¢pparmenTst, u
BoiaenieHHpie CDR wmm ux rpynmer; oxHouenoueunsie Fv; crnusaua nomunentua-Fe;
OJTHOJIOMEHHBIC aHTUTE A (HAITPUMEP, OJTHOTOMEHHBIE aHTHUTENA aKyJjbl, Takue kKak [gNAR
WM WX (ParMeHTHl), BEPOIOKBH AHTHTEIA, MACKUPOBAHHBIC AaHTHTENAa (HATIPHUMED,
Probody™); Mamsle MomynbHble HMMyHO(AapMaleBTHUeCKHE npemnapatel («SMIP™”):
ofHOLENOUeUHble UM TaHaemuble auatena (TandAb®); VHH; Anticalin®; munutena
Nanobody®™; BiTE®; Genku ¢ aHkupuHOBbIM noBTopoM umu DARPIN®; Avimer®; DART,;
TCR-nono6uele antutena, Adnectin®; Affilin®; Trans-body®; Affibody®; TrimerX®;
MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HeKOTOphIX BapHaHTax
OCYIIECTBJICHHUSA CPEACTBO HA OCHOBE AHTHTENA, KOTOPOE TOJABIAET MEpeaady CHUTHaa C
yaactueMm PD-1, npeacTasmseT coOO0M MOHOKITOHATTBHOE AHTHTEIIO WITH €T0 TIPOU3BOIHOE. B
HEKOTOPBIX BAPUAHTAX OCYHIECTBIICHHUS CPEACTBO Ha OCHOBE AHTHTENA, KOTOPOE TIOJABIIACT
nepenavdy curaana ¢ yaacruem PD-1, mpeacrasiseT co0oi antuteno k PD-1, antareno k PD-
L1 wnm ero nmpousBogHoe. AnTUTeNna kK PD-1 1 PD-L1 Briouarot, HanpuMep, ate30Iu3ymao,
aBenmymad, BGB-A317, BI 754091, CX-072, nypsamyma6, FAZ053, IBI308, INCSHR-1210,
JNJ-63723283, JS-001, LY3300054, MEDI-0680, MGA-012, aHuBotymMa0, MHUILIAMOJIEKYITY
k PD-L1, PDROO1, memOponmu3ymad, PF-06801591, REGN-2810, TSR-042, moGoe wu3

anTuTen, packpeiTeix B W02014/179664, u moOble WX TPOW3BOAHBIE. B HEKOTOPHIX
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BAPHUAHTAX OCYIIECTBICHUA CPEACTBO, KOTOPOE MOJABIIET MEPENady CHrHaja ¢ y4aCTHEM
PD-1, mnpencrtaBmser cobGoii TSR-042. B HEKOTOpPHIX OMpeAENEHHBIX BapHAHTAX
OCYIIECTBJICHHA CPEACTBO BKIIFOYAET KOMOWHAIIMH CPEACTB, KOTOPHIE TIOAABIAIOT TIEPeIady

curnana ¢ yuactuem PD-1.

[00121] B BapuaHTax OCyIIECTBICHHA CPEACTBO, KOTOPOE MOJABIAET NEPEAAYY
curHana ¢ yuactueMm PD-1, mpencrasmsier coOoi cpeacTBo Ha ocHOBe aHTUTENa Kk PD-L1/L.2.
B BapmaHTax oCyIecTBIEHHS CPeACTBO Ha ocHoBe aHTuTena k PD-L1/L2 mpencrasnser
coooit antureno k PD-L1. B BapuanTax ocymecTBICHHS CPEICTBO HA OCHOBE aHTUTENA K
PD-L1 mpeacraBnser coboi arezonu3ymad, aeBemymad, CX-072, mypBamymad, FAZO053,
LY3300054, mumtamonekyity k PD-L1 wnu ux npoussoHbIe.

[00122] B BapuaHTax OCYIIECTBIECHHs CPEACTBO, KOTOpoe mopasiseTr PD-1,
BBOJAT B J103€, COCTABILIOIMEH OT MPHOMM3UTENFHO 500 MI/ManMeHT 10 MPUOIU3UTEIHHO
1000 mr/mareHT. B BapmaHTaXx OCYIIECTBICHHS CPEICTBO, KOTOpoe momamisier PD-1,
BBOJMT B /03¢, cocTaBsonmed mnpuOmmsurenbHo 500 mr/mamment. B BapuanTtax
OCYLIECTBIICHHU CPEACTBO, KoTopoe monasmsieT PD-1, BBOAAT B m03€, COCTaBIAKOIIEH
npudau3uTeabHo 1000 Mr/mammenT. B BapmaHTaX OCYINECTBICHHS CPEACTBO, KOTOPOE
nogasisgeT PD-1, BBOAAT mauueHTy OAWH pa3 B TPU HEACHH. B BapuaHTax OCYIIECTBIICHUS
CpPEeACTBO, KOTOpoe nmoaasisier PD-1, BBOAAT B TEUEHHE MHOKECTBA LIMKIOB. B BapuaHTax
OCYILECTBIIEHUS CPENCTBO, KoTOopoe monasisier PD-1, BBogsaT B Teuenue 2, 3, 4, 5, 6 unm
0oJIbIIIEe IUKIIOB. B BapuaHTaxX OCYMIECTBICHUS CPEACTBO, KoTOpoe moaasisier PD-1, BBoasT
B TEUECHHE TPEX, YETHIPEX WU TATH IUKIOB. B BapuaHTax OCYIIECTBICHHS CPEACTBO,
KoTopoe noasiseT PD-1, BBOOAT B TeUeHHE YETHIPpEX LIMKIOB. B BapHaHTax OCyIIECTBICHUSA
MOCJIE TPETHETO, YETBEPTOTO WK MATOTO LUKIIA CPEACTBO, KOTOpoe nojaasnset PD-1, BBogsar
B OoJlee BBICOKOH J03€ OJWH pa3 B 6 Hexenb wiH Oonbmie. B BapuaHTax oCymiecTBICHHS
cpencTBo, kKoTopoe moaasisier PD-1, BBOAAT B OoJiee BBICOKOM J103€¢ OJMH pa3 B 6 Hemenmb. B
BAPHUAHTaX OCYIIECTBIICHHUS CPEACTBO, KOTOpoe mojasisieT PD-1, BBOOAT B mepBOM 103e€,
cocTaByromed mpuoOIu3uTensHO S00 Mr/manueHT. B BapraHTax OCyIEecTBIIEHUS CPEACTBO,
koTopoe nomasisieT PD-1, BBoaaT B O0Jiee BRICOKOH /103€, COCTABJISIOMEH TTPHOTU3HTETHHO
1000 mr. B BapHaHTax OCYWIIECTBIICHMS CpPEACTBO, KoTopoe moaasisieT PD-1, BBOgsAT B
MEPBOH 103€, COCTABIAIOMEN MPHOIM3UTENHHO 500 MT, OMH pa3 B 3 HEAETH HA MPOTHKCHUH
3,4 unu 5 UKJIOB ¢ TIOCTIEAYIOTEN BTOPOH A030M1, COCTaBIIsIFONICH puOu3uTebHO 1000 wmr,

oouH pa3 B 6 Hexenp WM Oonbine. B BapmaHTax OCYIIECTBIIEHHS CPEACTBO, KOTOPOE
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noaasisieT PD-1, BBOAAT B IEpBOM 03€, COCTABIIONIEH Tpuom3uTensHo 500 MT, OIHH pa3
B 3 HEACIM HA MPOTHKECHUH 3 LMKIOB C MOCIECAYHOUIEW BTOPOM J030HM, COCTABISIOLICH
npuom3uTensHo 1000 MT, 0auH pa3 B 6 Hemenb uiH Oonbie. B BapuaHTax ocymmecTBIeHUSA
cpeactBo, kortopoe moxasmgeT PD-1, BBOgAT B mepBOM 1036, COCTABIAKOIIEH
mpubmu3uTeabHO 500 MT, OAWH pa3 B 3 HEIETH HA MPOTSDKEHUH 4 TUKITOB C TIOCTIEAYFOIIECH
BTOPOM 0301, cocTapmsroniei npuomusurensHo 1000 Mr, oxuH pa3 B 6 HeAeb WK OOJIbIIE.
B BapuaHTax OCyIIECTBIEHUS CPEACTBO, KOTOpoe nonasiaeT PD-1, BBomaT B epBou n03e,
cocTaBisromen mpuonu3uTensHo 500 Mr, 01MH pa3 B 3 HEAETH HA MPOTSHKEHUH S IMKIIOB C
MOCTIEAYIOMIEH BTOPOM /1030H, cocTaBisomend npudmuszutensHo 1000 mr, oguH pa3 B 6
HeJeTb WK Oonbine. B BapuaHTax OCyIIeCTBIEHHUS BTOPYIO 103y, cocTaBisronyo 1000 wmr,
BBOJAT OJMH pa3 B 6 HeAelb. B HEKOTOPBIX BapHaHTaX OCYIUECTBIIEHHS CPEACTBO, KOTOPOE

noaasisieT PD-1, BBOAAT BHYyTPHBEHHO.

[00123] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHA CPEACTBO, KOTOPOE
MOJABIIIET TEpegady currana ¢ ydactueM PD-1, BBOZAT cyOBEKTY, KOTOPBIH MOTYYaerT,
MOJTy4ajl Wi OYAET MOTydaTh JISYEHHE C TIOMOIIBIO CPEACTBA HA OCHOBE aHTHTENa K LAG-3
(HampuMep, OMHMCAHHOTO B JAHHOM JOKYMEHTE). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS
cpeacTBo Ha ocHOBE aHTHTENA K LAG-3 BBOAAT CyOBEKTY, KOTOPBIH MOTYyYaeT, OTyYaT WK
OyeT MOJTyYaTh JICYCHHE C MMOMOMIIBI0 CPEACTBA, KOTOPOE TOMABIISECT MEpPenavdy CUTHAjIA C

yuyactueM PD-1.

[00124] B HEKOTOpPBIX POJICTBEHHBIX BapHUAHTAX OCYLIECTBICHUS BBEIACHUE
cpeactBa Ha ocHOBe aHTHTena kK LAG-3 oOecmeunBaeT ynydylIeHHE OTBETAa CYOBEKTa Ha
CPEACTBO, KOTOPOE MOJABISET mepenady curHaiga ¢ ydactuem PD-1. B HekoTopsIx
POACTBEHHBIX BapHAHTAX OCYIIECTBICHHUA CYOBEKT SBIACTCA HEBOCTIPHHMYHBBIM K
CPEACTBY, KOTOpO€ MOJABISET mepenady curHana ¢ ydactuem PD-1. B HekoTopsIx
POJACTBEHHBIX BAPHAHTAX OCYHIECTBICHHUS CYOBEKT SABIAETCA pepakTepHBIM K CPEACTBY,
KOTOpPOE TMOJABIAET Tepenady curHaia ¢ ydactueMm PD-1. B HEKOTOpBIX POJCTBEHHBIX
BAPHAHTaX OCYIIECTBIICHUS CYOBEKT TPEOJOJIEBAET HEBOCIPHHMYHBOCTH K CPEICTBY,
KOTOpPOE TOAABIIACT TMEepefady curHaiga ¢ ydyactuem PD-1, mocne nedeHus ¢ mOMOIIBIO
peareHTa, IpeICTaBIIONIET0 COO0M cpeacTBO Ha ocHOBe aHTHTeNa K LAG-3. B HeKoTOphIX
POJICTBEHHBIX BApHAHTAaX OCYILIECTBICHUS BBEACHUE CPEACTBA HA OCHOBE aHTUTENAa K LAG-3
MOBBINIIAET YYBCTBUTEIIBHOCTh CyOBEKTA K CPEICTBY, KOTOPOE TOJABIIAET MEPEIATY CUTHAIA
¢ yuactueMm PD-1.
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[00125] Hacrosimee m300peTeHre TakKe OXBATHIBAECT MPU3HAHWUE TOTO, CPEIH
MPOYETO, YTO JIFOOOH W3 BBHINICYMIOMSHYTHIX CTIOCOOOB MOKET TOTIOJHUTEHHO BKITFOYATH
BBE€JCHHE MJICKOIMTAIOIIEMY CPEACTBA, KOTOPOE MOAABIACT Iepeaady CHrHajaa ¢ y4acTHEM

TIM-3.

[00126] B BapmaHTax OCyIIECTBIEHHUS CPEACTBO, KOTOpoe mopasisier TIM-3,
NPEACTaBIAET COOOM MAIyr0 MOJEKYIy, HYKJICHHOBYIO KHUCIOTY, MOJUIENTHA (HAIIpUMED,

AHTHUTEIIO), YTACBO/I, UMK/, METAJL, TOKCHH WK cBsi3biBaromiee TIM-3 cpenctso.

[00127] B BapmaHTax OCyIIECTBIEHHUS CPEACTBO, KOTOpoe mopasisier TIM-3,
MpeAcTaBnseT cooor cpaspiBaromee TIM-3 cpencTso (HampuMep, aHTHUTENO, KOHBIOTAT Ha
OCHOBE AHTHUTENA WM €r0 aHTUTCHCBA3BIBAIOINUH (pparmMeHT). B HEKOTOpBIX BapHaHTax
ocymiecTsieHus cpasbBatomee TIM-3 cpeacTBo mpencTasiseT cOOOW CPeCTBO HA OCHOBE
antutena. CpeacTsa Ha ocHOBe aHTHTENA K TIM-3 MOTYT BKITFOYATh TFOO0H MOTHIIENITH WITH
MOJIMNENTUAHBIA ~ KOMIUIEKC,  KOTOPBIM  COJEPKUT  CTPYKTYpPHBIE  3JIEMEHTHI
WMMYHOTTIOOYJIMHOB, JOCTAaTOYHBIE Ui OOECHEUYEHHSA CHEIM(PUIECKOTO CBS3bIBAHUS.
WnmrocTpaTuBHBIE CpEACTBA HAa OCHOBE AHTHUTENA BKIIOYAIOT 0€3 OrpaHHYCHUS
MOHOKJIOHAJIbHBIC aHTHTENA, MOJIMKIOHAIBHBIE aHTHTENA, (PPATMEHTHI AHTHUTET, TAKHE KaK
Fab-¢parmentsr, Fab’-¢pparmentsr, F(ab’)2-dparmenTsr, Fd’-pparmentst, Fd-dpparmenTst, u
BeiieieHHbie CDR wnm wx HaOoper, omHouenouedyHsie Fv; cnusHma mnonmumentua-Fc;
OJHOJOMEHHBIEC aHTHTENA (HAMpUMeEp, OJHOAOMEHHBIE aHTHTENNA aKyJIbl, Takue Kak IgNAR
WM uX (ParMeHTHl), BEPOIOKPH AHTHTENIA, MACKHPOBAHHBIC AaHTHTENAa (HATIPHUMED,
Probody™); Mamsle MomynbHble HMMyHO(AapMaleBTHUecKHE mpemnapatel («SMIP™):
ofHOLENOUeYHble unM TaHaemuble auatena (TandAb®™); VHH; Anticalin®; muuutena
Nanobody®™; BiTE®; Genku ¢ aHkupuHOBbEIM noTopoM umu DARPIN®; Avimer®; DART,;
TCR-nonoGuele antutena, Adnectin®; Affilin®; Trans-body®; Affibody®; TrimerX®,;
MicroProtein; Fynomer®, Centyrin® um KALBITOR®. B HeKOTOpHIX BapHaHTax
OCYIIECTBJICHHUSA CPEACTBO HA OCHOBE AHTHTENA, KOTOPOE TOJABISAET MEPeJady CHUTHAa C
yaactueMm TIM-3, peacTaBnsgeT coO00M MOHOKIOHAIBHOE AHTHUTENO HITH €T0 MPOU3BOJHOE. B
HEKOTOPBIX BAPUAHTAX OCYHIECTBIIEHHUS CPEACTBO Ha OCHOBE AHTHTENA, KOTOPOE TOJABIACT
nepenady curHama ¢ ydactaem TIM-3, mpencrasisieT codoi antuteno k TIM-3 umm ero
npou3BogHoe. AHTUTENA K TIM-3 BrmouatoT, Hanpumep, MBG453, LY3321367, Sym023,
mo00e w3 aHTHUTed, PackpeIThix B WO02016/161270, w moObie WX TpPOU3BOAHBIE. B

HCKOTOPBIX BapHaHTAX OCYHICCTBIICHHUA CPEACTBO HAa OCHOBC aHTUTCIIA, KOTOPOC MMOAABIACT
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nepenady curHama ¢ ydactmem TIM-3, mpeacraBmsser co6oir TSR-022. B HekoTophIX
OTIPEJCIIEHHBIX BAPHUAHTaX OCYINECTBJICHHUS CPEICTBO BKIIOYAET KOMOWHAIIMHA CPEJICTB,

KOTOPBIE TTOJABIAIOT MEPeAavy CUrHana ¢ yuactueM 11IM-3.

[00128] B BapuaHTax OCyIIECTBIEHUA CPEACTBO, KOTOPOE MOJABIAET NEPEAATY
curHanma ¢ ydactueMm TIM-3, BBOAAT B J03€, COCTABIIOMIEH MPUONMH3UTENBHO 1, 3 wim
10 mr/kr. B BapuaHTax OCYIIECTBICHUS CPEACTBO, KOTOPOE MOJABISAET MEPeauy CUTHATIA C
yuactuem TIM-3, BBOZAT B m03€, cocraBisiromed npuOnmsutenbHo 100-1500 mr. B
BapHAHTaX OCYLIECTBICHHUA CPEACTBO, KOTOPOE MOJABISIET MEPEAAYY CUTHANIA C YYACTHEM
TIM-3, BBOOAT B 103€, cocTaBisifomed mnpuommsureapbHo 100-500 mr. B Bapumantax
OCYIIECTBIIEHHUA CPEACTBO, KOTOPOE MOJABISIET IepeAady CurHaina ¢ ydacruem TIM-3,

BBOJAT B 7103€, cOcTaBisAromen npuomuzurenbao 1000-1500 mr.

[00129] B BapuaHTax OCymieCTBICHUS CPEACTBO, KOTOPOE MOAABIAET Mepeaavy
curHana ¢ ydactuem TIM-3, BBOAAT B J03€, COCTaBIAIOMICH TpHOIH3UTETHHO 100 MT;
MOCTOSHHOM 03¢ mpHOmM3uTenbHO 200 MT; MOCTOSHHOM 103¢e mpuOmusutensHo 300 M,
MOCTOSHHOM 103¢ mpuOmM3uTensHo 400 Mr; MOCTOSHHOM 1o3e mpuOmusutensHo 500 M,
MOCTOSTHHOM 1103¢ TpHOIH3UTENbHO 600 MT; MOCTOSHHON m03e¢ TpuOmH3uTeapbHO 700 MT;
MOCTOSTHHOM 1103¢ MpUOMH3UTeNbHO 800 MT; MOCTOSHHOM 03¢ TpHOMU3HTEIbHO 900 MT;
MOCTOSTHHOM J103¢ MpUOM3uTeTbHO 1000 MT; OCTOSTHHOM 103¢ TipHOIU3uTeIbHO 1100 M
MOCTOSTHHOM J103¢ MPUOMM3UTENTbHO 1200 MT; OCTOSTHHOM 103¢ TpHOIU3uTeIbHO 1300 MT;
MOCTOSTHHOM J103¢ MpHONMH3UTENbHO 1400 MT WM TOCTOSHHOW [103€ TPHOIH3UTEIIHBHO
1500 mr. B BapuaHTax OCYyIIECTBICHUA CPEACTBO, KOTOPOE MOAABIAAET MEPeaavdy CUTHaAJA C
yuactiem TIM-3, BBOIAT B 03€, cocTaBistomed npuonusutenbHo 100 mr. B BapmaHTax
OCYIIECTBIICHHUA CPEACTBO, KOTOPOE MOJABISIET Iepedady curHama ¢ ydactuem TIM-3,
BBOJAT B JI03€, COCTaBIItomed mpuOmu3uTenbHo 200 Mr. B BapmaHTax oCymIiecTBIICHUS
CPEACTBO, KOTOPOE MOJABIAET Mepeaady curHaja ¢ ydactuem TIM-3, BBOOAT B 403€,
cocrapiptome mpuomu3uTenbHo 300 Mr. B BapraHTax OCYIMECTBICHUS CPEACTBO, KOTOPOE
MOJABIIAET Mepedady CHrHama ¢ ydactueM TIM-3, BBOIAT B [103€, COCTABIIOLIEH
npubmusuTebHo 400 Mr. B BapmaHTax OCYIIECTBIIEHHS CPEICTBO, KOTOPOE IOMABIIACT
nepenayy curHana ¢ ydactuem TIM-3, BBOAAT B 103€, COCTABISIONMEH MPHOTH3HTEIHHO
500 mr. B BapnaHTax OCYHIECTBIEHHsA CPEACTBO, KOTOPOE MOJABIAET NEpeaady CUTHAA C
yuactiem TIM-3, BBOmAT B 03€, cocTaBistomed npuonusutenbHo 600 mr. B BapmaHTax

OCYIIECTBIIEHHA CPEACTBO, KOTOPOE MOJABISIET INepeAady curHaima ¢ ydactuem TIM-3,
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BBOJAT B JI03€, COCTaBIIstomed mpuOmm3utenbHo 700 Mr. B BapmaHTax ocymiecTBIICHUS
CPEACTBO, KOTOPOE MOJABIAET Mepeaady curHaina ¢ ydacthem TIM-3, BBOOAT B H03€,
cocrapiptromen mpuomu3uTenbHo 800 Mr. B BapraHTax OCYmECTBICHUS CPEACTBO, KOTOPOE
MOJABIAET Mepeaady CHrHama ¢ ydactueM TIM-3, BBOIAT B [1103€, COCTAaBIIOLIEH
npubmu3uTebHo 900 Mr. B BapmaHTax OCYIIECTBIIEHHSA CPEICTBO, KOTOPOE IOMABIIACT
nepenayy curHana ¢ ydactuem TIM-3, BBOAAT B 103€, COCTABISIOMEH MPHOTUZHTEIHHO
1000 mr. B BapnaHTax OCyIIECTBICHUA CPEACTBO, KOTOPOE MOAABIET MEPEAaqy CUrHaja C
yuactuem TIM-3, BBOmAT B 103€, cocTapmnstomed npuoausureabHo 1100 mr. B BapuanTax
OCYIIECTBIIEHHUA CPEACTBO, KOTOPOE MOJABILAET Ieperady curHaina ¢ ydactuem TIM-3,
BBOJAT B J03€, cOocTaBitomel npudmusutensHo 1200 mr. B BapmaHTax OCyIIecTBICHUA
CPEACTBO, KOTOPOE IMOJABIKET Mepeaady curHaina ¢ ydactuem TIM-3, BBOZAT B 103€,
cocrassrome mpuodusuTenbHo 1300 Mr. B BapuaHTax OCYIMECTBIIEHHUS CPEACTBO, KOTOPOE
NoAaBJseT mepenayy curHana ¢ ydactuem TIM-3, BBOOAT B 103€, COCTaBIAIOLICH
npuomm3uTeabHO 1400 Mr. B BapwaHTax OCYHIECTBICHHS CPEACTBO, KOTOPOE TMOIABIISIET
nepegady curHana ¢ ydactuem TIM-3, BBOIAT B 103€, COCTABISAIONICH MPHOIHU3UTEITHHO
1500 mr. B BapuanTax OCYINECTBIIEHHMs CPEACTBO, KOoTopoe monasiaeT TIM-3, BBOAAT ¢
WHTEPBAJIOM BBEACHUS OJUH Pa3 B HEJIEIIO, OAUH pa3 B 2 HEJIETH, OJAMH pa3 B 3 HEJIEH, OIUH
pa3 B 4 HesleM, OJIMH pa3 B 5 HEAEIb WIH OJIMH pa3 B 6 Heenb. B BapuaHTax oCyliecTBICHHA
cpeacTBo, Kotopoe noaasnsier TIM-3, BBOAAT ¢ HHTEPBAIIOM BBEJCHHA OJUH pa3 B 2 HE/ICIIH.
B BapuaHTax OCymECTBIIEHHs CPEACTBO, KOTOpOoe noaasisieT TIM-3, BBOAAT ¢ HHTEPBAIOM
BBEJICHUA OJIMH pa3 B 3 HeJenu. B BapraHTax OCyIEeCTBIEHUSA CPEACTBO, KOTOPOE MOAABIAET
TIM-3, BBOAAT Ha MPOTKEHUU MEPUOA, COCTABIIIIOMIETO MO MEHbIIEN Mepe 2, 4, 6, 8, 10,
12, 14, 16, 18 nnm 20 Henenb. B BapraHTax OCYHIECTBICHUA CPEACTBO, KOTOPOE MOJABIISIET

TIM-3, BBOJAT BHYTPUBEHHO.

[00130] B HekoTOphIX BapHaHTaXx OCYIIECTBICHHA CPEACTBO, KOTOPOE
MOJIABJIIET Tiepeaavy curHana ¢ ydactuem TIM-3, BBOOAT CyOBEKTYy, KOTOPBIM MOIYYaET,
MOJTyYaJT WK OYJET IMOTy4aTh JICYEHHE C TTOMOTIBIO CPEICTBA HA OCHOBE aHTHTENa K LAG-3
(HampuMep, ONMMUCAHHOTO B JAHHOM JOKyMEHTEe). B HEKOTOPBIX BapHaHTAaX OCYIIECTBIICHUS
cpeacTBo Ha ocHOBe aHTHTENA K LAG-3 BBOAAT CyOBEKTY, KOTOPBIH MOTYyYAET, TIOTyYaT WA
OyAeT MOTyYaTh JICYEHHE C TMMOMOMIBI0 CPEACTBA, KOTOPOE TOJABIAET MEPEeNady CHUTHAA C

yuyactueM TIM-3.
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[00131] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
kK LAG-3 BBOAAT CyOBEKTY, KOTOPBIA MOMYYAET, MOTYYAT WIH OyJET MOTy4aTh JICUECHHUE C
MOMOIINBIO CPEICTBA, KOTOPOE MOJABIAET Mepeaady curHana ¢ yuactueMm TIM-3, u nedyenue
C TMOMOIIBIK CPEACTBA, KOTOPOE MOAABIKAECT Mepenadyy cur”Hana ¢ ydactuem PD-1. B
HEKOTOPBIX BaPUAHTaX OCYILECTBIICHUS CPEICTBO, KOTOPOE MOJABIAET NEPEaady CUTHAIIA C
yaactueM TIM-3, BBOIAT CyOBEKTY, KOTOPBIM MOJYYAeT, MOJy4al WIH OyJeT MOTy4aTh
J€YECHHUE C MOMOINBIO CpeacTBa Ha OcHOBe aHTUTENa K LAG-3 M jedyeHHe ¢ MOMOINBIO
CPEACTBA, KOTOPOE MOJABIAET Nepeaady curnajia ¢ yuactueM PD-1. B HekoTopbIx BapranTax
OCYILIECTBIIEHHs CPEACTBO, KOTOPOE MOAABISIET NIEpeiady curnana ¢ yuacrueMm PD-1, BBogaT
CYOBEKTY, KOTOPBIN MOTyYaeT, MOIy4all WK OyJeT MOTy4YaTh JICUEHHE C TIOMOIIBIO CPE/ICTBA,
KOTOpPOE TIOJABIISIET Tepenavy curHajga ¢ ydactueM TIM-3, w/unum jeyeHue ¢ MOMOIINBIO
cpenacTsa Ha ocHoBe anTuTena k LAG-3. B BapuaHTax OCyIIECTBICHHA CPEICTBO, KOTOPOE

nogasisieT PD-1, w/unu cpeactso, kotopoe moxasisier TIM-3, BBOOAT B MOHW)KEHHOM J103€.

[00132] B HEKOTOpBIX POACTBEHHBIX BAPHAHTaX OCYINECTBICHHS BBEACHHE
cpeacTsa Ha ocHOBe aHTUTeNa K LAG-3 u cpeacTsa, KOTOpoe MOAABIIAET Nepeaavy CUrHaia
¢ yuactueMm TIM-3, ymydmaeT oTBeT CyObEKTa Ha CPEACTBO, KOTOPOE TOAABIIET TEPEIAUY
curHana ¢ yaactuem PD-1. B HEKOTOPBIX pOICTBEHHBIX BAPHAHTAX OCYHIECTBIICHUS CYOBEKT
ABJISIETCS HEBOCIPUUMYHUBBIM K CPEACTBY, KOTOPOE MOAABIIAET NEpeady CUTHANIA C y4aCTHEM
PD-1. B HEKOTOPHIX PpOJCTBEHHBIX BAPHAHTAX OCYHICCTBIICHUS CYOBEKT SBIACTCA
pedpakTepHBIM K CPEICTBY, KOTOPOE MOJABIIACT Mepeaady curHama ¢ ydactuem PD-1. B
HEKOTOPHIX POJACTBEHHBIX BAPHAHTAX OCYHIECTBICHHUS CyOBEKT MPEOIOTIEBAET YCTOMUYHBOCTD
K CPeACTBY, KOTOpPOE MOAABIAET Nepefady curHana ¢ ydyactueM PD-1, mocne neuenusa c
MOMOIIBIO CPpeACTBAa HAa OcHOBE aHTUTENA K LAG-3 1 cpeacTBa, KOTOPOE NOJABISIET EpPEIady
curHana ¢ ywyactueM TIM-3. B HEKOTOpPBIX POACTBEHHBIX BapHUAHTaX OCYLIECTBICHHSA
BBEJICHUE cpecTBa Ha ocHOBe aHTUTENA K LAG-3 u cpecTBa, KOTOPOE MOAABIIAET NEpeJavy
curHana ¢ ydactuem TIM-3, yaydmiaeT oTBeT CyOBEKTa Ha CPEACTBO, KOTOPOE TIOAABIIAET

nepenavy curaana ¢ yuactuem PD-1.

[00133] B HEKOTOpHIX BapuWaHTaX OCYIIECTBIICHHS WHTHOWTOP WMMYHHOHU
KOHTPOJIbHOW TOYKH mpeacTaBisier cooor uaruomrop CTLA-4. B HexoTOphIX BapHaHTax
ocymecTieHns HHruouTop CTLA-4 penctaBnsieT cO0O0H MaTyI0 MOJIEKYITY, HYKIIEHHOBYIO
KHCJIOTY, TOJMUNENTHN (HAPUMEP, AHTHUTENO), YIIIEBOJ, JHIUA, METAUI, TOKCHH HIH

ceaspiBaromiee CTLA-4 cpenctBo. B HEKOTOPBIX BapUaHTaX OCYIIECTBIEHUS CBA3BIBAIOIIEE
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CTLA-4 cpencTBo mpeacTaBIseT COOOM aHTUTENO, KOHBIOTAT HA OCHOBE AHTUTEIIA WU €T0

AHTUTEHCBA3BIBAIOIINHI (pparMeHT.

[00134] B HEKOTOpHIX BapuaHTaX OCYIIECTBIEHUS WHTHOUTOP WMMYHHOH
KOHTPOJIbHOW TOYkK mpeactasisieT cobod maruOuTop TIGIT. B HexoTophix BapmaHTax
ocymecTienus naruouTop TIGIT mpencrtaBmser coO0M MaIyl0 MOJIEKYIY, HYKIEHHOBYIO
KHUCJIOTY, TOJMUNENTHJ (HAMpUMEp, AHTUTENO), YIIEBOJ, JHMIWZA, METAI, TOKCHH WIH
ceasbiBaromiee TIGIT cpenctBo. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUS CBS3BIBAIOIIEE
TIGIT cpeacTBO TpeacTaBIsieT COOOM AHTUTENO, KOHBIOTAT HA OCHOBE AHTUTENA WJIH €T0

AHTUTEHCBA3BIBAIOIINHI (pparMeHT.

[00135] B HEKOTOpHIX BapuUaHTaX OCYIIECTBICHUS WHIHMOUTOP HMMYHHOH
KOHTPOJIBHOW TOYKH TpeacTaBisier coOod wmHruOutop IDO. B HekoTOphIX BapuaHTax
ocymecteiaeHus uHruourop IDO mpeacrasnsier coOoW Maayr0 MOJEKYITY, HYKICHHOBYIO
KHUCJIOTY, MOJMUNENTHJ (HANpUMEp, AHTUTENO), YIJIEBOJ, JMIKJA, METaJI, TOKCHH WIH
ceasbiBaroniee [IDO cpencTso. B HEKOTOPBIX BapuaHTax OCyIECTBICHUS cBA3bIBaromee [DO
CPEACTBO TPEACTABIAET COOOH AHTHUTENO, KOHBIOTAT HAa OCHOBE AHTHTENA WM €T0

AHTHTCHCBS3BIBAIOIINHN (PpParMeHT.

[00136] B HEKOTOpHIX BapuWaHTaX OCYINECTBIICHHS HMHTHOUTOP WMMYHHOH
KOHTPOJIbHOW TOYKH TpeAcTaBisieT cooor mHruomrop CSFIR. B HekoTOpBIX BapmaHTax
ocymecTieHns uHruOuTop CSFIR mpencrasnsger co60i Maayro MOJIEKYTY, HYKICHHOBYIO
KHCJIOTY, TOJMUNENTHN (HANPUMEP, AHTHUTENO), YIJIEBOJ, JHIAZA, METAJUI, TOKCHH HWIIH
ceasbiBaromiee CSF1R cpeacTBo. B HEKOTOPBIX BapHaHTax OCYLIECTBIIEHUs CBSI3BIBAOILEE
CSFI1R cpeacTBo mpeacTaBisieT COOOW aHTHTENO, KOHBIOTAT HA OCHOBE AHTHUTENA HMJIH €T0

AHTUTEHCBA3BIBAIOIINHN (pparMeHT.

[00137] B BapmaHTax OCYyIECTBIEHHS CIOCOOOB, ONMUCAHHBIX B JAHHOM
JOKYMEHTE, CYOBEKTY JOTIOTHHUTEIHHO BBOAWIA WM OyIyT BBOJWUTH CPEIACTBO, KOTOPOE
noxasisier moimm(AJ[@-pubdoza)mommmepasy (PARP). B  Bapmantax ocymiecTBIeHUS
cpeacTBo, kotopoe moaasisieT PARP, mpeactaBisieT cOO0H Mamyr0 MOJIEKYITY, HYKJIEHHOBYFO
KHCJIOTY, TIOJHIIENTH (HATPUMEP, AHTHUTENO), YIJIE€BOM, JIUIMWA, METAJUT WX TOKCHH. B
BApPHAHTaX OCYIIECTBJICHHUSA CPEACTBO, KoTOpoe momasisieT PARP, BeiOpano w3 Tpymmsl,
cocrosmeit uz: ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722, DR 2313,
E7016, E7449, pmy3omapuda (SHR 3162), IMP 4297, INO1001, JPI 289, JPI 547, xonbtorara
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MoHOKIOHAMbHOE aHTUTeN0 B3-LysPE40, MP 124, aupanaputa (ZEJULA) (MK-4827), NU
1025, NU 1064, NU 1076, NU1085, omanmapu6a (AZD2281), ONO2231, PD 128763, R 503,
R554, pykamapuba (RUBRACA) (AG-014699, PF-01367338), SBP 101, SC 101914,
cumMurnaputa, Ttamazomapuda (BMN-673), Benmmapuba (ABT-888), WW 46, 2-(4-
(tpudropmernn)pennn)-7,8-quruapo-SH-truonupano[4,3-d |mupumuana-4-oma U UX conen

HIJIA TTIPOU3BOAHBIX.

[00138] B BapuaHTax OCYIIECTBIEHUA CPEACTBO, KOTOopoe monasisieT PARP,
MPEACTABIAET cOO0M HUpamapud. B BapuaHTax OCyIIEeCTBIIEHUSI HUPAMAPUO BBOAAT B J03€,
SKBUBAJICHTHON NpHOMU3UTENbHO 100 Mr cBOOOAHOTO OCHOBAaHHSA HHUpamapuOa (Harmpumep,
(apManeBTUYECKH TPHEMIIEMYIO COJIb HHpamapuOa, Takyl Kak MOHOTHAPAT TO3WJIaTa
HUpanapu0a, BBOJAT B J03€, SKBHBAJCHTHOW mpuOmM3urensHo 100 Mr cBoOOJHOTO
OCHOBaHHUs HHUpamapuOa). B BapwaHTax OCYHIECTBIICHWS HHpamapuO BBOJAT B JI03€,
SKBHBAJICHTHON MpUOIu3uTenbHo 200 Mr cBOOOJHOTO OCHOBAHHS HUpamapuOa (HarmpuMep,
(apMmanieBTHYECKH TPHUEMIIEMYIO COJIb HHpamapuda, TaKyl0 KaK MOHOTHIpPAT TO3MJIATa
HUpanapu0a, BBOJAT B J03€, SKBHBAJICHTHOW mpuOmM3uTEnsHO 200 Mr cBOOOJHOTO
OCHOBaHHMsA HHpamapuba). B BapmaHTax OCYIIECTBICHHS HUpAmapuO BBOIAT B J03€,
SKBUBAJICHTHOW NpHOIU3UTEIHbHO 300 M cBOOOAHOTO OCHOBAaHHS HHpamapuOa (Harmpumep,
(apManeBTUYECKH TPHEMIIEMYIO COJIb HHpamapuOa, TaKyld KaK MOHOTHAPAT TO3WIIaTa
HUpamapuOa, BBOJAT B J03€, DKBHBAJCHTHOH mpuOmm3uTenbHo 300 Mr cBOOOTHOTO

OCHOBaHHWS HHUpanapuoa).

[00139] B BapmanTax oCymieCTBIEHHSA CIIOCOOOB, OMHCAHHBIX B HACTOSIIEM
JOKYMEHTE, CYyOBEKTy (HampuMep, MIIEKOIHTAIOMEMY) BBOIWIN HWIH OyIyT BBOJHTH
cpeacTso, kotopoe nojasisier TIM-3, u cpeactso, koTopoe nogasisier PD-1, B pe3ynbrate

HEro MICKOIMUTAOIICC TTOTYHACT BCC TPHU CPCACTBA.

[00140] B BapuwaHTax OCyIIECTBIEHHS CPEACTBO, KOTOpoe monasmser PD-1,
npeacrasnseT cooon BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283, JS-
001, MEDI-0680, MGA-012, ausomyma6, PDR0O01, memGpomusymad, PF-06801591, REGN-
2810, TSR-042, are3ommuszymad, aBenymad, CX-072, nypsamymad, FAZ053, LY3300054,

Muiutamoliekyny k PD-L1 win ux nmpous3BoaHEIE.

[00141] B BapmaHTax OCyIIECTBIEHHUS CPEACTBO, KOTOpoe mopasimsier TIM-3,

npeactapiseT coooit MBG453, LY3321367, Sym023, TSR-022 wnu ero mpou3BOAHOE.
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[00142] B BapuaHTax OCYIIECTBICHHUA CyOBEKTY (Hampumep,
MJICKOTIMTAFOIIEMY) BBOJIWIIM HITH OyAyT BBOAUTH CPEIACTBO, KOTOpoe momamiseT TIM-3,

takoe kak TSR-022, u cpenctso, kotopoe nogasisieT PD-1, Takoe kak TSR-042.

[00143] B BapuwaHTax OCyIIECTBIEHHS CPEACTBO, KOTOpoe monasmser PD-1,
BBOJAT B J103€, COCTABIAIOMEN OT MpUOMHM3UTENbHO 500 MI/MAIMEeHT 10 MPHOIH3UTETBHO
1000 mr/marmenT. B BapmaHTax OCymIieCTBIIEHHS CPEACTBO, KOTOpoe momamiseT PD-1,
BBOJAT B /03¢, cocTaBmAomed npudnuszurensHo 500 mr/manment. B BapuanTax
OCYILECTBIICHUS CPEACTBO, KOTOpoe mogasisieT PD-1, BBOIAT B 103€, COCTaBISIOMICH
npubnusuTeabHo 1000 Mr/mammenT. B BapuaHTax OCYIIECTBIECHHS CPEACTBO, KOTOPOE
nojasiAeT PD-1, BBOAAT mauueHTy OQMH pa3 B TPU HEACHTH. B BapuaHTax OCYIIECTBIICHUS
cpeacTBo, koTopoe nmoaasisieT PD-1, BBOAAT B TeUeHHE MHOKECTBA LIMKIOB. B BapuaHTax
OCYLIECTBIICHHS CPEACTBO, KOTopoe mojasisieT PD-1, BBoasaT B Teuenue 2, 3, 4, 5, 6 unu
OobIIe IMKIIOB. B BapraHTax OCyHIeCTBIEHUs CPENCTBO, KOTOpoe moaasiser PD-1, BBoasaT
B TEUCHUE TPEX, YETHIPEX MM IATH LUKIOB. B BapHaHTax OCyHIECTBIECHHA MOCTIE TPETHETO,
YETBEPTOTO WITH IATOTO IIMKJIA CPEACTBO, KOTOpPOe moaasisieT PD-1, BBoaAT B OoJiee BBICOKOH
703€ OJHH pa3 B 6 Heaenb Wik Oojbpiie. B BapraHTaX OCYHIECTBICHHUS CPEICTBO, KOTOPOE
nomasiasier PD-1, BBoaaT B Ooyee BBICOKOM 03¢ OAMH pa3 B 6 Henmenmb. B BapmaHTax
OCYILECTBIICHUS CPEACTBO, KOTOPOoe nogasisAeT PD-1, BBOAAT B epBOit 103€, COCTABISAIONICH
npuomu3uTeabHo 500 Mr/manmeHT. B BapuWaHTaXx OCYIIECTBICHHS CPEACTBO, KOTOPOE
noaasisieT PD-1, BBomsAT B O0Jiee BRICOKOH /103€, COCTABIIONICH MPUOm3uTeIbHO 1000 MT.
B BapuaHTax OCyIECTBIECHUS CPEACTBO, KOTOpoe noxasnaeT PD-1, BBomaT B epBoM 103¢€,
cocraBysromed mpuoduzuTenbHo 500 Mr, OMH pa3 B 3 HEJACH HA MPOTHKEHUH 3, 4 Wi 5
IUKJTOB C TIOCTIEAYIOIECH BTOPOH J030M, COCTaBISIOMEN mpuom3uTeibHo 1000 Mr, oauH pas
B 6 Heneb win OoJbIie. B BapraHTax OCyIIEeCTBIIEHUS CPEICTBO, KOTOPOe moaasisieT PD-1,
BBOJAT B TIEPBOM /103€, COCTaBILAOMEN MpuoOmmsuTenbHo 500 MT, oguH pa3 B 3 HeOenHu Ha
MPOTSHKEHUH 3 IUKJIOB C TOCJSAYIOMEH BTOPOH JO30M, COCTABIIOMIEH MPHOTHU3UTEITHHO
1000 Mr, otiH pa3 B 6 HeAenb Win Oobine. B BapuaHTax oCymecTBIEHUS CPEACTBO, KOTOPOE
noaasisieT PD-1, BBOAAT B IEpBOM J03€, COCTABIIONIEH TpuOIM3uTesHo 500 MT, OIHH pa3
B 3 HEACIM HA MPOTHKEHUMH 4 LUKIOB C MOCIEAYKOUIEW BTOPOM J030HM, COCTABISIOLICH
npuomm3uTeasHo 1000 MT, 0auH pa3 B 6 Hemenb WK Oolbie. B BapuaHTax ocymmiecTBIeHUSA
cpeacTBo, kotopoe moxasisieT PD-1, BBOogAT B mepBOM  103€, COCTaBISIOMICH

mpubu3uTebHO 500 MT, OAWH pa3 B 3 HEIETH HA MPOTSDKEHUH 5 TUKITOB ¢ TIOCTIEAYFOIICH
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BTOPOM 1030H, cocTapmsroniei npuommsutensHo 1000 Mr, oxuH pa3 B 6 HeAemb WK OOJIBIIE.
B BapmaHTax oCymIeCTBIEHUA BTOPYIO 103y, cocTaBsomyo 1000 mr, BBOAAT OAMH pa3 B 6

HEJeITb.

[00144] B BapmaHTax OCyIIECTBIEHHUS CPEACTBO, KOTOpoe mopasisier TIM-3,
BBOJAT B J03€, COCTaBisromed npuommsurenbHo 1, 3 wmm 10 mr/kr. B BapmanTax
OCYILECTBIICHUS CPENCTBO, KOTOpoe moaasnsaeT TIM-3, BBOZAT B [03€, COCTABISAIOLICH
npubu3uTeabHo 100-1500 mr. B BapuanTax OCyImeCcTBICHHS CPEACTBO, KOTOPOE TMOAABIIACT
TIM-3, BBOAAT B MOCTOSTHHOW J[03€, COCTABISIONICH MPUOMM3uTebHO 100 MT; MOCTOSTHHOM
n03¢e mpuoOau3uTeIbHO 200 MT; MOCTOSTHHOM /103€ MPUOHM3UTENBHO 300 MT; TOCTOSTHHOM 03¢
npuomu3uTenbHo 400 Mr; MOCTOSHHOM A03€¢ mpuOmM3uTenbHO 500 MTI; MOCTOAHHOM 103€
npuOIU3uTENbHO 600 MT; TOCTOSHHOM m03¢ MpHOMHM3UTENFHO 700 MT; TOCTOSHHOW 103€
npuOIu3uTeNbHO 800 MT; MOCTOSHHOM m03¢ MPHONMHM3HTENFHO 900 MT;, TMOCTOSHHOW [03€
npuomu3uTenbHO 1000 MT; OCTOAHHON 03¢ TMpUOIM3UTENbHO 1100 MT; IOCTOSHHOM 103€
npuOIU3uTeNbHO 1200 MT; TOCTOAHHON 03¢ TMPUOIM3UTENbHO 1300 MT; IOCTOSHHOM 03¢
npuomu3uTenbHO 1400 Mr WM TOCTOSHHOM 103¢ npuoOmusuTensao 1500 mr. B Bapuanrtax
OCYLIECTBIICHUA /1032 TPEACTABIAET COOON MOCTOSHHYIO 03y, COCTABIAIONIYI0 He Oojee
npuommsuTeapHo 1200 Mmr. B BapmaHTax OCYyImECTBIEHHS 1032 TPEACTABISIET COOOM
MOCTOSTHHYIO 703y, COCTABJIAIONIYI0O He Oonee mpudOmmsurensHo 900 mr. B BapuanTax
OCYIIECTBJICHHSA 032 TPEACTABIIET COOOW TIOCTOSHHYIO 03y, COCTABISIOUIYIO OT
mpuomm3uTeasHo 100 1o 500 mMr. B BapmaHTax OCyIIECTBICHHS 032 MPEACTABIIET COOOM
MOCTOSTHHYIO JI03Y, COCTaBISIONMYI0 OT mpuOau3uTenbHo 1000 mo 1500 mr. B BapuanTax
OCYILECTBIICHUS CPEACTBO, KOTOpoe noaasnsieT TIM-3, BBOOAT C HHTEPBAJIOM BBEJACHUSA OJTHH
pa3 B HEACNIO, OJTMH pa3 B 2 HEACIH, OAUH Pa3 B 3 HEAECIH, OOUH pa3 B 4 HEJIEIHU, OJIMH pas3 B
5 Hepens WM OOMH pa3 B 6 Heaenb. B BapWaHTax OCYymIECTBIEHHA CPEACTBO, KOTOPOE
nogasiseT TIM-3, BBOAAT C MHTEpBAJIOM BBEACHHA OJHWH pa3 B 2 HeAenw. B BapuaHTax
OCYILECTBJICHUS CPEACTBO, KOTOpOoe noaasnseT TIM-3, BBOOAT C HHTEPBAJIOM BBEICHUA OJTHH
pa3 B 3 Heaenu. B BapuaHTax OCyIIECTBIICHUS CPEACTBO, KOTOpoe nmoaasysaeT TIM-3, BBogaT
Ha MPOTSHKEHUU NEPUOJA, COCTABIHIIOIIETO MO MEHbIIEH Mepe 2, 4, 6, 8, 10, 12, 14, 16, 18

uimu 20 Heeb.

[00145] B BapuwaHTax OCyIIECTBIEHHS CPEACTBO, KOTOpoe monasmser PD-1,
npeactapnsgeT coooit TSR-042 u BBoAHUTCSA B KOTMYECTBE MPUOIH3UTENbHO 500 MT OTHH pa3

B TPH HEAEIH;, U CPEACTBO, KoTopoe monasiser TIM-3, mpeacrasnser coooir TSR-022 u
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BBOJUTCS B KONMHUYECTBE He Oojee mpuOmmsutenbHo 1200 Mr oauH pas B Tpu Heaenn. B
BapuaHTax ocymecteiacHuss TSR-022 BBOAST B KOMMUYECTBE HE OOJiee TPHOTHUIUTEITHHO

900 Mr oaMH pa3 B TPU HEJCIIH.

[00146] B BapmaHTax OCyIIECTBIEHUSA CPEACTBO, KOTOpoe moaasisgeT PD-1,

W/WIH CPEACTBO, KoTOpoe nmoaasmsieT TIM-3, BBOIAT BHYTPHUBEHHO.

[00147] B BapuaHTax OCymIECTBICHHUS CPeACTBO, KoTopoe momasisier LAG-3,
cpenctso, kotopoe nogasysieT PD-1, w/unmu cpenctso, kotopoe nonasmsetr TIM-3, BBOAAT B

MIOHWKEHHOH H03€.

[00148] B BapmaHTax OCyHIeCTBICHHUA MOAXOAAIIAS 1032 CPEACTBA HA OCHOBE
antutena Kk LAG-3 HaxomuTcs B auama3oHe OT NPHOIM3UTENHHO 240 Mr/manueHT a0
npuomu3uTensbHo 720 Mr/mammenT. B BapmaHTax OCYIIECTBIEHHUS NOAXOAAIAS /1032
COCTABISIET  MPUOMU3UTENHHO 240 MI/mamueHT, NPUOTU3UTENbHO 320 MI/manueHt,
npuOmu3uTenbHO 400 MI/manuenT, npuOMM3UTENbHO 480 Mr/manueHT, NPUOIH3UTEIBHO
560 mr/mammeHT, TPHOTH3UTETBHO 640 MT/MMANMEHT WIH NPUOM3HTEIBHO 720 MT/TIAIUEHT.
B BapmaHTax OCYHIECTBIEHHS TOJXOAAIIAS 1034 COCTaBIIET TMPHOIH3UTENBHO
200 mr/mamment, TpuOIM3uTeIbHO 300 Mr/manueHT, npHOMH3UTeIbHO 400 MI/MaIMeHT,
npuOH3uTeIbHO 500 Mr/manueHt, mpuOMH3UTeNsHO 600 MI/MATUEHT WITH TIPHOTH3UTETEHO
700 mr/matmeHT. B apyrux BapuaHTax OCYIIECTBIICHHS TOAXOMAINAS 103a COCTABIISET
mpuOMH3UTEeIbHO 250 Mr/manueHT, npHOMH3uTEabHO 300 MT/MaNMEHT, TPHOTH3UTETHHO
350 mr/matmenT, npuodmusuTenbHo 400 Mr/manmeHT, TPUOMH3UTENHPHO 450 Mr/manueHt,
mpuOmH3uTeIbHO 500 MT/ManueHT, TPHOMH3UTENBHO 550 MT/MANMEHT, TPHOMH3UTETHHO

600 MT/manmeHT, MPUOTU3UTEFHO 650 MI/MAUeHT WK NPUOTH3HTEHHO 700 MT/TTalIHEHT.

[00149] B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHHS CIOCOOBI MO HACTOSIIEMY
W300PETEHUIO BKITIOYAIOT BBEACHHE CpeACcTBa, BosaehcTByromero Ha LAG-3, B 103e,
COCTaBIIAIOMEN OT PHOMH3UTENBHO 1 10 mpubmu3nuTenbao S000 MT, MPUOTU3UTETFHO 1 MT,
MPHOH3UTETHHO 2 MT, TIPHONMH3UTEIBHO 2,5 MT, MPHOMH3UTENBHO 3 MT, TMPHOITH3UTEIHEHO
4 Mr, TPUOTUZHTELHO S5 Mr, TPHOTUZHTEIPHO O MT, TPHOIUIUTEIBHO 7 MT,
MPHOMH3UTENHHO 8§ MT, IPHONMH3UTENBHO 9 MT, TPHOMU3UTENHHO 10 MT, TPHOTUIUTEITEHO
50 mr, mpubmusurenpHo 100 mr, mpuOTM3HTEenEHO 200 MT, TpUOTU3HTETFHO 250 MT,
npuOmmsuresbHo 300 mr,  mpuOmmsutensHOo 400 Mr,  mpuOmusuTensHO 500 MT,

npuOmmsuTeabHo 600 Mr,  mpuOmm3uTensHOo 700 Mr,  mpuOmusuTensHO 8§00 MT,
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npuommsuTesbHo 900 mr, mpuOmm3uTensHO 1000 Mr, mpuOmm3uTenmpHO 1100 MT,
npuOmmsuTebHo 1200 mr, mpuOmmsutensro 1300 mr, mpubmmsurensHo 1400 wmr,
npuOmmsuTenbHo 1500 mr, mpuOmmsutensro 2000 mr, mpubmusurensHo 3000 M,
npuomm3uTenbHo 4000 Mr wnmu npubnusutensao 5000 M. B BapmaHTax ocymecTBICHHA
CTOCOOBI IO HACTOSIIIEMY H300PETEHHIO BKIIOUYAIOT BBEICHUE CPEICTBA, BO3AECHCTBYIOIIETO
Ha LAG-3, B mose, cocrapnstomed npuomm3utenbHo 20 mr, mpudmusuteabHo 80 mr,
npuOmsuTenbHo 240 mr,  mpuOmmsutensHo 500 Mr,  mpuOmmsuTensHO 720 M,
npuomzuteabHo 900 mr, mpuOmmsurensHo 1000 mr, mpuOmusurensHo 1200 wmr,
npuomsutenbHo 1500 mr, mpuOmmsurensHo 1800 mr, mnpubmusurensro 2100 wmr,

npuOmM3uTeabHO 2200 Mr unu npubmmu3uTenbHo 2500 Mr.

[00150] B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHSA CTIOCOOBI MO HACTOALIEMY
M300PETEHUIO0 BKITIOYAIOT BBEACHHE CPEACTBA, BosaewcTByromero Ha LAG-3, B 103e,
cocTapisifomed ot mpuOmusutensbHo 0,01 mr/kr gm0  mpubmmsurensro 100 Mr/kr,
npuOmm3uTeabHo 0,1 Mr/kr, mnpuOmmsuTenpHo 0,5 MI/Kr, TPHOTU3WUTENFHO 1 MI/KT,
MPHONMH3UTEIPHO 2 MI/KT, TIPUOU3HUTEIIBHO 2,5 MI/KT, TPUOJU3UTEIIBHO 3 MT/KT,
MPHONMH3UTEIPHO 4 MI/KI, TPHONHM3UTEIBHO S5 MT/Kr, TPHOMH3UTETBHO 6 MI/KT,
MPHONMH3UTEIBHO 7 MT/Kr,  TPHONHM3UTETBHO 8 MI/Kr, TPHONM3UTETBHO 9 MI/KT,
npuOmm3uTeabHO 10 Mr/kr, TpHOMM3UTENbHO 12 MT/Kr, TPUOTH3HTENBHO 15 MI/KT,
mpuOMH3UTEIbHO 20 MI/KT, TPHOMM3UTENBHO 25 MT/Kr, mpuOMHM3HTENbHO 30 MI/KT,
MpUONMH3UTEIbHO 35 Mr/kr, mpuOMM3uTenbHO 40 MT/Kr, TpPUOTH3HTENBHO 45 MI/KT,
mpuOMM3UTETbHO 50 MI/Kr, TpHOMM3UTENBHO 55 Mr/Kr, mTpUOMH3HTENBHO 60 MT/KT,
MPHONMH3UTEPHO 65 MI/Kr, TpHOMM3UTENbHO 70 MT/Kr, TPUOIM3HTENBHO 75 MTI/KT,
npuOmm3uTeabHO 80 MI/kr, TpHOMM3HTENBHO 85 Mr/Kr, TpUOMHM3HTENBHO 90 MT/KT,
MPHOMH3UTENHHO 95 MT/KT v puOMH3UTEeNbHO 100 MI/KT MAekomHTaroniero. B HekoTophIx
BAPHAHTAX OCYIIECTBICHUS CIIOCOOBI IO HACTOSMIEMY W300PETEHHIO BKITFOYAIOT BBEICHHE
cpenctsa, Bo3aekcTByromero Ha LAG-3, B 103€, COCTaBIAIONICH MPUOIM3UTEITHHO 1 MT/KT,
MPHONMHM3UTENBHO 3 MT/KT, mpuOmu3uTenbHo 10 Mr/kr, mnpubmu3uTensHo 12 MI/KT,

MPHOMH3UTENBHO 15 Mr/KT, mpuOIU3nuTENbHO 20 MT/KT HITH IPUOTHU3UTEIEHO 25 MT/KT.

[00151] B HekoTOphIX BapHaHTaX OCYIIECTBIECHHSA CIOCOOBI BKITFOYAOT
BBEJACHUE CpeAcTBa, Bo3AehcTByromero Ha LAG-3, B 103e, CcOCTaBIAKOOIEH OT
npuOMM3UTENbHO 1 MT/KT 10 mpuOmm3uTenpHo 10 Mr/kr. B HekoTOphIX BapHWaHTax

OCYMCCTBIICHUA CIIOCOOBI 10 HAaCcTOANICMY I/I306pCTeHHIO BKIIIOYAKOT BBCACHHUC CPCIACTBA,

50



Bo3nercTByroniero Ha LAG-3, B 103e, COCTaBISIOMEN OT MPUONH3UTENIBHO 1 MI/KT 10
npuOmm3uTeTbHO 30 MI/Kr. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIEHHSA CHOCOOBI TIO
HACTOAIIEMY U300PETEHHIO BKITFOYAIOT BBEACHUE CPEACTBA, Bo3aewcTBytomero Ha LAG-3, B
703€, COCTABIMIIOMEH OT NPUOMM3HTENbHO | MI/Kr a0 mpuOmmsurensHo 10 Mr/kr, OT
MPHOMH3UTENHHO | MI/KT 10 MPUOIM3UTENBHO 25 MI/KT WM OT PUOTU3UTENBHO 1 MI/KT 10

MPHOMHU3UTENBHO 15 MI/KT.

[00152] B HeKoTOpHIX BapuaHTaX OCYIIECTBIECHHUS CIIOCOO BKIIIOYAET BBEICHUE
cpenctsa, BozaewcTyromero Ha LAG-3, B 103€, COCTABIAIOMENH NPHOMU3UTETBHO 20 MT,
npuoOmusutrenbHo 80 mr,  mpuOmmsurensHO 240 mr,  mpuOmmsurensHo 500 wmr,
npubnu3uTeabHo 720 mMr, npuoOmusurenbHo 900 Mr wmm npuOmmusutensHo 1000 Mr, oT
npuomu3uTenbHo 240 no 720 mr, ot mpubOmusuTenbHo 240 mo 1000 mMr wnmm He Oonee

npubau3uTeabHo 1000 Mmr.

[00153] B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHSA CTOCOOBI MO HACTOSALIEMY
W300pPETCHHIO BKITFOYAIOT BBEIEHHE CpeACTBa, BosAckcTByromiero Ha LAG-3, B 103e,
COCTABIIOIIEH TPUOMU3UTENBHO 20 MI/mamyeHT, NpHONU3UTENHHO 80 MI/mammeHT,
npuOmH3uTeIbHO 240 MT/manueHT, npuOMM3HTeNbHO 500 Mr WIH  TPHOIU3UTEITHHO
720 mr/manmeHT. B HEKOTOPBIX BapHaHTAaX OCYHIECTBICHHS CIOCOO BKIIOYAET BBEIACHHE
cpenctsa, BosaeHcTByromero Ha LAG-3, B mo3e, cocraBistomer 20 mr/mamueHTt. B
HEKOTOPBIX BapHaHTAaX OCYHICCTBICHHA CIOCOO BKJIFOYAET BBEACHHUE CPEACTBA,
Bo3nercTByroniero Ha LAG-3, B 103e, cocTaBisronied npuomsuTeibio 80 mr/manueHT. B
HEKOTOPBIX BapHaHTAaX OCYIIECTBIICHUS CIOCOO BKJIFOYAE€T BBEACHHWE CPEACTBA,
Bo3nercTByroniero Ha LAG-3, B 103e, cocTaBnstomed mpuodauzutebHo 240 mr/mamueHt. B
HEKOTOPBIX BapHaHTAX OCYHIECTBICHHA CIOCOO BKJIIOYAET BBEACHHUE CPEJACTBA,
Bo3nercTByroniero Ha LAG-3, B 103e, coctaBnstomed mpuodauzutebao 500 mr/mamuent. B
HEKOTOPBIX BapHaHTAaX OCYHIECTBIICHWA CIOCOO BKJIFOYAET BBEJACHHE CPEJCTBA,

Bo3nercTByronero Ha LAG-3, B 103€e, COCTaBIFONIECH TPHOTU3HTETFHO 720 MT/TIAIIHEHT.

[00154] B BapmaHTax OCymIecTBICHHA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,
BozjaeckcTByromero Ha LAG-3, oauH pa3 B HEAENIO, OJMH Pa3 B JABE HEJENU, OAUH Pa3 B TPU
HEJENH, OJIMH Pa3 B YETHIPE HEAENH, OJMH Pa3 B MATh HEJENb, OAUH pa3 B LIECTb HEJENb,
OJIMH pa3 B CEMb HEJAECNb WM OJHH pa3 B BOCEMb HEJAENb. B BapHaHTaX OCYIIECTBIICHUA

CTI0CO0 BKITFOUAET BBEJICHHE CPEICTBA, Bo3AcHcTBYOMEero Ha LAG-3, oWH pa3 B ABE HEICITH.
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B BapuaHTax OCymecTBICHUS CITOCOO BKITFOYAET BBEACHHUE CPECTBA, BO3IEHCTBYIOMIETO HA

LAG-3, oauH pa3 B TpHU HEJIETH.

[00155] B BapmaHTax oCymiecTBIEHHsA CIOCOO BKIIFOYAET BBEICHHE CPENCTBA,
Bo3nercTByronero Ha LAG-3 (Hanmpumep, 103y, COCTABIIONIYI0 NMPHOTU3UTETHHO 20 MT,
npuOmm3uTenbHo 80 mr,  mpuOmM3uTensHO 240 Mr,  mpuOmusurensHo 500 wmr,
npuOMM3UTENHHO 720 MT OJUH Pa3 B ABE HEAEIH WM OT mpuOmm3utensHo 240 mo 720 mr),
OJUH Pa3 B iBE HeJenH. B BapraHTax OCyIECTBIECHUA CIIOCOO BKITFOYAET BBEJCHHUE CPEACTBA,
BoznercTByroniero Ha LAG-3 (Hanmpumep, 103y, COCTABIIONIYI0 NMPHOTU3UTETHHO 20 MT,
npuoOmusutrenbHo 80 mr,  mpuOmmsurensHO 240 mr,  mpuOmmsurensHo 500 wmr,
MpUOMM3UTENBHO 720 MT OJMH Pa3 B TPU HEJEIU WM OT npuonusurensHo 240 no 720 mr),

OJIVH Pa3 B TPU HEJEIH.

[00156] B BapuanTax ocymecTBIEHHs CIIOCOO BKIIFOYAET BBEACHHE CPE/ICTBA,
Bo3ackcTByromero Ha LAG-3, B 403e, COCTaBISIOMEH mpHOMM3HTETbHO 20 MT,
NPUOTU3UTETHHO 80 mr, npuOIU3UTENHHO 240 MT, NPUOITU3UTETHHO 500 wmr,
npuomu3uTenbHO 720 Mr, mpuOmmsutensHO 900 mr, mnpuOmmsurensHo 1000 Mr MM
npuOIH3UTEIbHO 1500 MT OJTMH pa3 B B HEJENH, WIH OT MPHOIU3uTebHO 240 10 720 MT

WM OT puOIM3uTeNbHO 240 10 1500 MT OAMH pa3 B IBE HEICITH.

[00157] B BapmaHTax OCyHIECTBICHHSA CIOCOO BKITFOYAET BBEICHHE CPENICTBA,
Bo3nmercTByromero Ha LAG-3, B 03€, COCTaBISIOMEH NPHONH3UTEIBHO 3 MI/KT,
mpuOH3UTEHHO 10 MT/KT, MPUOTU3UTENBHO 12 MT/KT WM MPUOM3HTENBHO 15 MT/KT OquH

pa3 B IBE HEJICIIH.

[00158] B BapmaHTax OCyIIECTBICHHSA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,
BosnmeucTByromero Ha LAG-3, B 03¢, cocTaBisiomed mnpuoOmu3uteabHo 20 MT,
npuOmmsuTeTbHo 80 MT,  TpHOMM3UTENPHO 240 Mr,  mpuOMM3HTensHO 720 MT,
npuoOmmsuTeabHo 500 Mr,  mpuOnm3urensHO 900 mMr,  mpuOmm3uTenmsHO 1000 M,
npuOmm3uTeabHo 1500 mr, mpuOmmsutensro 1800 mr, mpubmmsurensHo 2100 M,
pubu3uTeIbHO 2200 Mr Wi npuOIM3uTenbHO 2500 MT, OMH pa3 B TPU HEAETH, WA OT
npuOm3uTensHO 240 1o 720 Mr wim ot npubmm3uTensHO 240 10 2500 Mr OaMH pa3 B TpH

HEJICITH.

[00159] B BapmaHTax ocymecTBIeHHA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,

Bo3nekcTByronero Ha LAG-3, B 103e, COCTaBISIOmMENd NPHOMU3UTENBHO 10 MI/KT,
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npuOMH3UTENbHO 12 Mr/Kr, TPUOIM3UTENHHO 15 Mr/kr, mpuOIU3UTENbHO 20 MI/KT WIH

MPUOTU3HTETHFHO 25 MT/KT OJIHH Pa3 B TPH HEJCITH.

[00160] B BapmaHTax oCymiecTBIEHHsA CIOCOO BKIIFOYAET BBEICHHE CPENCTBA,
Bo3nencTByronero Ha LAG-3, B mo3e, cocrapmsitomed Ot mpudbmmsurensHo 240 10
720 mMr/maumeHT. B BapuaHTax OCYIIECTBIIEHWS 03y BBOAAT OJHWH pa3 B JBE Heaend. B

BapHuaHTax OCYHICCTBIICHUA 03y BBOAAT OJWH pa3 B TPU HEACITH.

[00161] B BapmaHTax OCyIIecTBICHHsA CIOCOO BKIIFOYAET BBEJEHHUE CPENCTBA,
BoznercTByroniero Ha LAG-3, B 103e, cocTaBsronied npuomusutTenbao 20 mr/mamnuent. B
BAPHUAHTAX OCYIUNECTBICHUA [03y BBOJAT OJMH pa3 B JBe Henenu. B BapuanTax

OCYHECTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00162] B BapuanTax OCymecTBICHHs CIIOCOO BKIIFOYAET BBEICHHE CPEICTBA,
Bo3aewcTByroniero Ha LAG-3, B 103e, coctapstonieii mpuOmu3uTensHo 80 mr/manueHT. B
BapUaHTaX OCYINECTBICHUS JA03Y BBOJAAT OJMH pa3 B JBE Heaenu. B BapuanTax

OCYHICCTBJICHUA 03y BBOAAT OAWH pa3 B TPH HEACIH.

[00163] B BapmaHTax OCYHIECTBICHHS CIOCOO BKITFOYAET BBEICHHUE CPENICTBA,
Bo3nercTByroniero Ha LAG-3, B 103€e, cocTaBistomei mpuou3uTeabHo 240 Mmr/mamueHt. B
BApHUAHTAaX OCYINECTBICHUA J03y BBOJAT OJMH pa3 B JBE Hedaenu. B BapuanTax

OCYmECTBIICHHUA 103y BBOOAT OAWH pPa3 B TPHU HEACIIH.

[00164] B BapmaHTax OCyIIECTBICHHSA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,
Bo3nercTByroniero Ha LAG-3, B 103e, cocTaBnstomed mpuoduzutebHo 500 mr/mamueHt. B
BApHUAHTAaX OCYIIECTBICHUA [J03y BBOJAT OJMH pa3 B JABe Helaenu. B BapuanTax

OCYmECCTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00165] B BapmaHTax OCymIeCTBICHHSA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,
BosnercTByroniero Ha LAG-3, B 103e, cocTaBnstomei mpuodauzutebHo 720 mr/mamueHT. B
BAPHAHTAX OCYINECTBICHUA [J03y BBOJAT OJHMH pa3 B JBE Helaenu. B BapuanTax

OCYmECCTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIN.

[00166] B BapmaHTax ocymiecTBIEHHS CIMOCOO BKITFOUAET BBEIEHHE CPENCTBA,
BoznercTByroniero Ha LAG-3, B 103e, coctaBnstomel mpudmuzureabao 900 mr/mamuent. B
BAPHAHTAX OCYIUNECTBICHUA [J03y BBOJAT OJHMH pa3 B JBE Helaenu. B BapuanTax

OCYHICCTBIICHHA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.
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[00167] B BapmaHTax oCymiecTBIEHHA CIOCOO BKIIFOYAET BBEICHHE CPENCTBA,
BoznercTByroniero Ha LAG-3, B 103e, cocrapstronien npuomusutenbHo 1000 mr/mamment. B
BAPHAHTAaX OCYIUNECTBICHUA [J03y BBOJAT OJHMH pa3 B JBE Henenu. B BapuanTax

OCYHECCTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00168] B BapmaHTax oCyIiecTBICHHA CIOCOO BKIIFOYAET BBEJEHHE CPENCTBA,
BoznercTByroniero Ha LAG-3, B 103e, cocrapsronien npuomusutenbHo 1500 mr/mamment. B
BAPHAHTAaX OCYIUNECTBICHUA [03y BBOJAT OJHMH pa3 B JBE Henenu. B BapuanTax

OCYHECTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00169] B BapmaHTax OCyIIECTBICHHsA CIOCOO BKIIFOYAET BBEJEHHUE CPENCTBA,
BoznercTByroniero Ha LAG-3, B 103e, cocrapsaromen npuoausutenbHo 1800 mr/mamment. B
BapUaHTaX OCYINECTBICHUS JA03Y BBOJAAT OJAMH pa3 B JBE Heaenu. B BapuanTax

OCYHICCTBJICHHUA O3y BBOAAT OAWH pa3 B TPH HEACIH.

[00170] B BapuanTax ocymecTBIeHHs CIIOCOO BKIFOYAET BBEACHHE CPE/ICTBA,
Bo3zaewcTByroniero Ha LAG-3, B mo3e, cocraBmstonier npuomm3utenbHo 2100 mr/manmenT. B
BapUaHTaX OCYINECTBICHUS JA03Y BBOJAAT OJMH pa3 B JBE Heaenu. B BapuanTax

OCYmCCTBIICHHUA 103y BBOOAT OAWH pPas3 B TPHU HEACIIH.

[00171] B BapmaHTax OCyIIECTBICHHS CIOCOO BKITFOYAET BBEICHHE CPENICTBA,
Bo3nercTByroniero Ha LAG-3, B 103¢€, cocTaBisronien npuoauutenbHo 2200 mr/mamueHt. B
BApHUAHTAaX OCYINECTBICHUA J03y BBOJAT OJMH pa3 B JBE Hedaenu. B BapuaHTax

OCYmECTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00172] B BapmaHTax OCymIECTBICHHA CIOCOO BKITFOYAET BBEICHHE CPENCTBA,
Bo3nercTByronero Ha LAG-3, B 103¢e, cocTapisronien npuousutenbHo 2500 mr/mampent. B
BAPHAHTAaX OCYINECTBICHUA [J03y BBOJAT OJHMH pa3 B JABE Helaenu. B BapuanTax

OCYHICCTBIICHHA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00173] B BapmaHTax OCymIeCTBICHHSA CIOCOO BKITFOYAET BBEJICHHE CPEJNCTBA,
BosnekcTByronmero Ha LAG-3, B g03e, cocTaBisiomed mpuOIu3uTeabHO 3 MI/Kr. B
BAPHAHTAX OCYINECTBICHUA [J03y BBOJAT OJHMH pa3 B JABE Heaenu. B BapuanTax

OCYHICCTBIICHHA 103y BBOAAT OAWH pPa3 B TPHU HCACIIH.

[00174] B BapmaHTax ocCymiecTBIEHHsS CIOCOO BKIFOUAET BBEIEHHE CPENCTBA,

BosnencTByronero Ha LAG-3, B m03e, cocraBmsronied npuOmmsutenpHo 10 mr/kr. B
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BaphaHTax OCYHICCTBICHHUA A03Y BBOJAT OAWH pas B JABC HCACIH. B BapHuaHTax

OCYmECCTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00175] B BapmaHTax oCymiecTBIEHHsA CIOCOO BKIIFOYAET BBEICHHE CPENCTBA,
Bo3nencTByronero Ha LAG-3, B m03e, cocraBisiomied npuOmm3utenpHo 12 mr/kr. B
BAPHAHTAaX OCYIUNECTBICHUA [03y BBOJAT OJHMH pa3 B JBE Henenu. B BapuanTax

OCYHMECTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIN.

[00176] B BapmaHTax OCyIIecTBICHHsA CIOCOO BKIIFOYAET BBEJEHHUE CPENCTBA,
BoznencTByroniero Ha LAG-3, B m03e, cocTaBisiromied mnpuOmm3utenbHo 15 mr/kr. B
BAPHUAHTAX OCYIUNECTBICHUA [03y BBOJAT OJMH pa3 B JBe Henenu. B BapuanTax

OCYHECTBIICHHUA 103y BBOAAT OAWH pPa3 B TPHU HEACIIH.

[00177] B BapuanTax OCymecTBICHHs CIIOCOO BKIIFOYAET BBEICHHE CPEICTBA,
Bo3aewcTByronmero Ha LAG-3, B mo3e, coctaBisomed mpuOmm3utenbHo 20 mr/kr. B
BapUaHTaX OCYINECTBICHUS JA03Y BBOJAAT OJMH pa3 B JBE Heaenu. B BapuanTax

OCYHICCTBJICHUA 03y BBOAAT OAWH pa3 B TPH HEACIH.

[00178] B BapmaHTax OCYHIECTBICHHS CIOCOO BKITFOYAET BBEICHHUE CPENCTBA,
Bo3neHcTByronmiero Ha LAG-3, B J03€, COCTABIIOMICH NPHOMH3UTENbHO 25 mr/kr. B
BApHUAHTAaX OCYINECTBICHUA J03y BBOJAT OJMH pa3 B JBE Hedaenu. B BapuanTax

OCYmECTBIICHHUA 103y BBOOAT OAWH pPa3 B TPHU HEACIIH.

[00179] B BapuanTax OCyIIeCTBIEHUsA CPEACTBO, Bo3aeucTByromee Ha LAG-3,
BBOJAT BHYTPb TJ1a3a, OPAbHO, MAPEHTEPATBHO, MECTHO, OPOHXHAITBHO, TPAHCOYKKAIIBHO,
BHYTPHKOKHO, HHTEPACPMAIIHO, TPAHCACPMAIIFHO, SHTEPAIbHO, BHYTPHAPTEPHATIBHO,
BHYTPHKOKHO, BHYTPIIKEITYIOYHO, HHTPaAMEAYJUIIPHO, BHYTPHMBIIICYHO, HHTPAHA3AIbHO,
WHTPANEPUTOHEATHHO, HHTPATEKAIbHO, BHYTPUBEHHO, HHTPABEHTPUKYIIIPHO, B KOHKPE THBIH
opraH (HampuMep, BHYTPHUIICUECHOYHO), MYKO3aJIbHO, HA3aJbHO, TIEPOPAITBHO, PEKTAJIBHO,
MTOIKOKHO, TOABSI3BIYHO, MECTHO, TPaXeajabHO, BATHHAIBHO, BUTPEATHHO HJIH C TTOMOIIBIO
000 nXx kKoMOWHAIMH. B BapumaHTax OCYINECTBIIEHHS CPEACTBO HA OCHOBE AHTHUTENA K

LAG-3 BBOIIT BHYTPUBEHHO (HATIPHMED, C TIOMOIIBIO BHYTPUBEHHOW HH(Y3HUH).

[00180] B BapuaHTax OCyIIECTBIIEHUsA CPEACTBO, Bo3aeicTByromiee Ha LAG-3,
npeacrasnser coooit 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,
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oncrieruduaecknii apdpamep Avacta PD-L1/LAG-3, antureno k LAG-3 1Onctura, anTHTEN0
k LAG-3 Arcus uimu Sym022.

[00181] B BapuaHTax OCyHIECTBIEHUsA CPEACTBO, Bo3aeicTByroniee Ha LAG-3,
MPEACTABISET COOOW TOJUTNIENTH/, OTMHMCAHHBIA B HACTOSAIIEM IOKYMEHTE, BBIICICHHYIO
HYKJICUHOBYIO KHCIIOTY, OIMUCAHHYI0 B HACTOSIIEM JOKYMEHTE, BEKTOP, OMUCAHHBIA B
HACTOAIIEM TIOKYMEHTE; BBIICIEHHYIO KIIETKY, OTTUCAHHYIO B HACTOSAIIEM TOKYMEHTE; JTFOOYIO
KOMIIO3HIIMIO, OMUCAHHYIO0 B HACTOSIIEM JOKYMEHTE, WM CPEACTBO Ha OCHOBE AHTHTENA,

OMHUCAaHHOC B HACTOAIICM JOKYMCHTC.

[00182] B BapmaHTax OCYLIECTBIIECHHUA CPEACTBO, Bo3aeicTByroniee Ha LAG-3,

MPEACTABIAET COOON MOJMMIENTH, CONEPKALIHI:
CDR-HI, onpenenennyro noa SEQ ID NO: 5,
CDR-H2, onpeaenennyto nox SEQ ID NO: 6,
CDR-H3, onpexnenennyro noa SEQ ID NO: 7;
CDR-L1, onpenenennyto nox SEQ ID NO: §;
CDR-L2, onpeaenennyro ox SEQ ID NO: 9; u
CDR-L3, onpenenennyro nox SEQ ID NO: 10.

[00183] B BapuanTax ocymiecTBIE€HUsA CPEACTBO, Bo3aewcTByromee Ha LAG-3,

MPEACTABIAET COOOH MOTUIECTITH I, COAEPKATIHN:

AMMHOKHCJIOTHYIO TOCJIEJOBATEIbHOCTh BapuaOelnbHOM O00acTH THKEIOH
LMY, XapakTepusymwlnyroca 1o meHsie mepe 80%, 85%, 90%, 95% wmu 98%

HJICHTHIHOCTHIO TocneaoBaTelbHOCTH ¢ SEQ ID NO: 3; u

AMHHOKHCJIOTHYIO TTOCJIEIOBATETFHOCTh BAPHAOECIIbHOM 00JIACTH JIETKOH IIETIH,
XapakTtepusymmyrocs mo Mesbiied mepe 80%, 85%, 90%, 95% wmm 98%

HICHTHYHOCTHIO mociieaoBateabHOCTH ¢ SEQ ID NO: 4.

[00184] B BapuaHTax OCyIIECTBIIEHUsA CPEACTBO, Bo3aeicTByromiee Ha LAG-3,

MPEICTABIISAET COOOH MOTUTIETITH I, COEPKATIHN:

MOJIMIENTUAHYIO TOCTIEA0BATEIPHOCTD TSDKEIION LIETH, XapaKTePU3YIOIIYIOCS
nmo wmeHbmed wmepe 80%, 85%, 90%, 95% wmm 98% HAEHTHUHOCTHIO
nocnenaoBarenbHOCTH ¢ SEQ ID NO: 1 wymm SEQ ID NO: 21; u

56



MOJIMTIENTHAHYIO TIOCIIEI0OBATEIBHOCTD JIETKOM IIEMH, XaPAKTEPUIYIOLIYIOCA 110
MeHnblen mepe 80%, 85%, 90%, 95% unu 98% uaeHTUIHOCTHIO MOCTIEAOBATETBHOCTH

¢ SEQ ID NO: 2 unmu SEQ ID NO: 22.

[00185] B BapuaHTax OCyHIECTBIIEHUsA CPEACTBO, Bo3aeicTByroniee Ha LAG-3,

npeactasiseT coooit TSR-033.

[00186] B BapuaHTax OCymIECTBICHHSA CIIOCOOOB, OMHCAHHBIX B HACTOSAIIEM
JOKYMEHTE, CYOBEKTOM SIBIIACTCS JKUBOTHOE (HAmpuUMep, MIIEKomHUTaromee). B BapuanTax
OCYLIECTBJICHUS CYOBEKTOM SABIISIETCA 4YENOBEK. B BapuaHTax OCYIIECTBICHHA CYOBEKTOM
ABIISIETCS OTIIMYHOE OT YEJIOBEKA MIIEKOTIUTAOIIEE (HATIPUMED, MBIIIH, KPBICHI, KPOJIHUKH WUITH
OTJIIMYHBIE OT YesloBeKa mpuMmaThl). Clen0BaTeNbHO, CHOCOOBI, OMUCAHHBIE B HACTOALIEM
JOKYMEHTE, MOTYT OBITh NMPUMEHHUMBI KaK IMPH JICYEHUU YEJIOBEKA, TaK U B BETCPUHAPHOM

MCOHIIUHC.

[00187] B BapmaHTax OCYyIIECTBICHHUSA CHOCOOOB, ONMCAHHBIX B HACTOSIIEM
JTOKYMEHTE, CyOBeKTa (HAIpUMeEp, MICKOIUTAOLIEE) PAHEE JICUHIIU ¢ TIOMOIIBIO OHOTO MITH
OoJlee pPa3TUYHBIX METOJOB JICUECHHA paka (HapHMep, ¢ MOMOINBI0 OJHOTO WK Oojee W3
XUPYPrHUECKOTO BMENIATEIbCTBA, PAJAHOTEPAITHH, XUMHUOTEPAITHHA HITH HIMMYHOTEepanuu). B
BapUAHTaX OCYIIECCTBICHHA MIICKONMTAIOIIEE JIEYWIM C IMOMOIIBIO OJHOM, IBYX, TPEX,
YETHIPEX WM MATH JIMHUHM NPEIIIECTBYIOMEH Tepanuy. B BapraHTax OCyIIECTBICHUS JTHHUS

NPEAMECTBYIOIEH TEPANTUH MPEACTABIAET COOON IUTOTOKCHYECKYIO TEPATIHIO.

[00188] B HekoTOpBIX BapHaHTaX OCYINECTBICHUS CIIOCOO, OMHMCAHHBIA B
HACTOSMIEM TOKYMEHTE, 00ECTIEYMBACT KIMHUYECKYIO TOJIB3Y AN CyObekTa. B BapmanTax
OCYIIECTBICHUA KIMHHYECKAs TI0JIb3a TMPEACTaBIAeT co00W mOmHBIH OTBeT («CRY»),
yactnuHbld 0TBeT («PR») wmmm crabmmmsamumro 3a0onmeBanus («SD»). B HexoTopbIx
BapUaHTaX OCYLIECTBJICHHs KIMHUYECKAs MOJb3a COOTBETCTBYET MO MeHbLIie mepe SD. B
HEKOTOPBIX BaApPUAHTAX OCYLIECTBJICHMS KIMHUYECKAs MOJb3a COOTBETCTBYET MO MEHBIIEH
Mmepe PR. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS KIMHAYECKAs MOJb3a cOOTBETCTBYET CR.
B HekoTOphIX BapHaHTaX OCYIIECTBICHU MO MeHbIe 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% marmeHTOB AOCTUTAOT KIIMHUYECKOU TTOJIb3bl. B HEKOTOPBIX BapHaHTaX
OCYILIECTBIIEHUS TIO MEHbIIENW Mepe 5% MAalMEHTOB JOCTUTAIOT KIMHHUYECKOHW TMOJib3bl. B

HEKOTOPBIX BapHaHTaX OCYLIECTBICHHA MO MEHbIIEH Mepe 5% nanueHToB Jocturarot SD. B
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HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS MO MEHbIIEH mMepe 5% ManueHTOB JOCTUTAIOT IO
MeHbmel mepe PR. B HeKOTOphIX BapuaHTax OCYHIECTBIECHHMA MO MeHbIIEH Mepe 5%
nauueHToB gocturaror CR. B HEKOTOPBIX BapuaHTaX OCYLIECTBJICHHS MO MEHBIIEH MeEpe
20% TauMEeHTOB JOCTUTAIOT KJIMHUYECKOM TIONb3bl. B HEKOTOpPHIX BapHaHTax

OCYIIECTBIIEHHS MO MeHbIIEeH Mepe 20% maueHToB AocTUrarT SD.

[00189] B HEKOTOpPBIX BapuaHTax OCYINECTBIIEHHA KIMHHYECKAs IOJIb3a
(manmpumep, SD, PR u/umu CR) ompenensieTcst cornmacHo KpurepusiMm OLIEHKH OTBETA MPH
comuaubix omyxomsax (RECIST). B HexkoTOpbIX BapHaHTax OCYIIECTBICHUS KIMHHYECKAS
nonib3a (Hanpumep, SD, PR w/umu CR) onpenensercsa cornacHo pykoBoactsam RECIST. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS KIMHIYeCKas monb3a (Hampumep, SD, PR w/unu CR)
onpexaenserca cornmacHo pykooacTBamM RECIST (Bepcus 1.1). B HeKOTOpHIX BapHaHTax
OCYIIECTBJICHHS KIMHWYeCKas monb3a (Hampumep, SD, PR w/umu CR) ompenemsercs
COTJIACHO CBf3aHHBIM ¢ WUMMYHHOH cuctemor pykosoactsom RECIST (irRECIST). B
HEKOTOPBIX BapHAHTAX OCYHIECTBICHUS OTBET OIyXOJIM MOXKET OBITh OLEHEH JHO0 C
nomomibto iIrRECIST, mub6o ¢ momompio RECIST Bepcum 1.1. B HekoTOpBIX BapuaHTax
OCYHIECTBIICHHA OTBET OMYXOJIM MOKET OBbITh OlleHEeH Kak ¢ momompbto irRECIST, Tak u ¢
nomomnpto RECIST Bepcun 1.1. Tlpu ucnonb30BaHUU B HACTOAILIEM AOKYMEHTE TEPMHUH
«pykoBojactea RECIST» moryr otHocutbes k RECIST 1.0, RECIST 1.1 mmu irRECIST

B3aUMO3aMCHACMO.

[00190] Taxke TpeayCMOTPEHBI CIOCOOBI HW3TOTOBIICHUS TOJUTICTITHIOB,
criocoOHBIX cBaA3biBaTh LAG-3, myTemMm o0OecrieueHHs SKCTPECCHH HYKIEHHOBOW KHCJIOTHI,
KOJUPYIOLIEH TMONMUNENTHI, B KYJIbTypPe KIETOK-X034€B. B HEKOTOpPBIX BapuaHTax
OCYLIECTBJIEHUSA CPEACTBO Ha OCcHOBEe aHTUTeNna kK LAG-3 (Hampumep, CpeacTBO Ha OCHOBE
MOJIUTIETITHAA) SIBIIACTCSA BBIACIIEHHBIM. B HEKOTOPBIX BapHaHTaX OCYHIECTBIECHHUS CPEICTBO
Ha OCHOBE aHTHUTENA (HATPUMED, CPEACTBO HA OCHOBE TIOJHUIIETITHAA) MOKET OBITh OUHIIEHO
no Oomee 95% wmmu 99% umncTOTEL. B HEKOTOPHIX BapHaHTaxX OCYIIECTBIEHHS CIOCOO
W3rOTOBJICHUS TPEAYCMATPUBAET KOMIIO3UIUIO, COAEPIKAIIYI0 MOJMIENTHJ, CIIOCOOHBIN
ceazpBaTh LAG-3, myrem OOBEeOWHEHHsA TOJNHINENTHAA (HAMPUMEDP, BBIACICHHOTO
MOJIMTIENTHAA) C (PapMaIeBTHUECKH IPUEMIIEMBIM HOCHTEIIEM U COCTABIICHHS /TSI BBEACHHSA
CyOBeKTy. B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS CTAaJHs COCTABJICHUS U1 BBEICHMA

BKJIFOYAET COCTABJICHUE KOMIMO3HUIUH A MTAPEHTEPATbHON JOCTABKH.
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KPATKOE OIIMCAHUE T'PAOUYECKUX MATEPHUAJIOB

[00191] BximoueHHbBIE B TAaHHBIA JOKYMEHT TpapUUeCKHe MAaTEPHUAIBI, KOTOPBIE
COCTOAT M3 CIEAYIOIUX (UTyp, MPpeJHa3HAYECHBI UCKIFOUUTENBHO AJIS WUTIOCTPALUH, a He

JUIs OTPAaHUYCHHUS.

[00192] Ha d¢urype 1 wu3oOpakeHO CcXeMaTH4YeCKOE TIPEACTaBIEHHE, Oe3
coOmoieHust MacmTa0a, mepeiayll CUrHAJIA UMMYHHOW KOHTPOJIBHOM TOYKH U UCTOLICHUSA

T-kneTok.

[00193] Ha ¢urype 2 nokaszan rpaduk, u300paskaroIuil 3aHATOCTh PELIETITOPOB

Ha PBMC 4denoBeka MILTIOCTPATUBHBIM CPEACTBOM Ha OCHOBE aHTHTENa K LAG-3.

[00194] Ha ¢urype 3A moxazaH rpaduk, u300paKaroIMii KOHKYPHUPOBAHHUE
peLEnTOp-IMrana A WIIOCTPATHBHOTO CpeAcTBa Ha OCHOBe aHTtutena k LAG-3.
WnmocTtpaTuBHOE CpeacTBO Ha OCHOBE aHTHTEIA K LAG-3 MOXET OJIOKHPOBATH CBSI3bIBAHHE
meueHHoro DyLight 650 (DyL650) cmutoro 6enka LAG-3 ¢ MHC kmacca Il Ha kmeTkax
Haymu. PomObI  0003HAYalOT M30THIMHYECKHH KOHTPOIb, a KpPY)KKH 00O03HA4aroT
WUTIOCTPATHBHOE CPEACTBO Ha OcHOBE aHTUTENa K LAG-3. ®@urypa 3B npeacrasisieT coOoi
cXeMaTH4ecKoe m3o0pakeHue cxembl aHamusza LAG-3 ¢ pemoprepasim reHoM. Ha ¢urype
3C moka3zaHo, YTO HWILTIOCTPATHBHOE CPEACTBO Ha ocHOoBe aHTutTena k LAG-3 TSR-033

SBIAETCSA MOIIHBIM aHTArOHUCTOM CBs3biBanus LAG-3/MHC-II.

[00195] Ha ¢urype 4 m3zo0pakeH aHamM3 peaknWd CMENIAHHOW KyJbTYpPbI
mumdormtoB (MLR). MakyOouposanne CD4+ T-kieTOK ¢ HIUTFOCTPATHBHBIM CPEJICTBOM Ha
ocHoBe aHTHTeNma K LAG-3 10303aBHCHMBIM 00pa3oM OOECTEYHMBANIO YBEITUYCHUE
npoaytmpoBanus 1L-2, m 310oT 3¢dekr ycunmuBancs ¢ TPUMEHEHHEM KOMOWHAIIMH C
WUTIOCTPATUBHBIM CPEACTBOM Ha oOcHoBe aHtHTena k PD-1. HesakpameHHsie poMOBI
0003HAYAIOT HW30THIHYECKHH KOHTPOJb, 3aKpPAMICHHBIE KPYKKH OO0O03HAYAIOT CPEACTBO
J€YEHHUs C TIOMOULIBK0 MJUTFOCTPATHBHOIO CpeAcTBA Ha OcHOBe aHTuTena k LAG-3,
HE3aKpalIeHHBIE KBAJAPAThl 0003HAYAIOT WUTFOCTPATHBHOE CPEICTBO HA OCHOBE AHTUTENA K
LAG-3 B kOMOWHAIMH ¢ 2 HI/MJI CPEICTBA HA OCHOBE aHTHTeNa K PD-1, U He3akpameHHbIe
HIECTUYTOFHUKHA 0003HAYAIOT WILTFOCTPATUBHOE CPEACTBO HA OCHOBE aHTUTeNna kK LAG-3 B

KoMOHUHAIWH ¢ 20 HI/MJI cpeJcTBA HA OCHOBE aHTHTeNa K PD-1.

[00196] Ha ¢urype 5 nmokasan rpaduk, nuzodpakaromuii npoayuuposanne [L-2

n3 PBMC uenoseka (0T 5 m0HOPOB), CTUMYIHPOBaHHBIX ¢ momompo 100 Hr/ma SEB B
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teueHue 3 gHer. MnmocTpaTuBHOE cpeacTBO HAa OCHOBE aHTUTeNa K LAG-3 10303aBUCUMBIM
o0pa3om oOecTieynBalio yBemmdeHue npoayrupoBanus [L-2, u 31oT 3¢dekr ycunupaics ¢
MPUMEHEHHEM KOMOWHAIMH C WJUTFOCTPATHBHBIM CPEJACTBOM HAa OCHOBE aHTHTENna K PD-1.
ManeHnpkue Kpy)KKH O0003HAYAIOT HM3OTHUIMYECKHUA KOHTPOJIb, KBAaAPaThl 0003HAYAIOT
cpeacTBo Ha ocHOBe aHTUTENA K LAG-3, Gonpiime Kpy>KKd 0003HAYAOT CPEACTBO HA OCHOBE
anturena k PD-1, u TpeyronbHUKH 0003HAYAIOT HJUTFOCTPATHBHOE CPEICTBO HA OCHOBE

antutena kK LAG-3 B koMOMHAIIMM CO CPEACTBOM Ha OCHOBE aHTUTENA K PD-1.

[00197] Ha ¢urype 6 nokasanbsl WUIFOCTPATUBHBIE JAHHBIE KOJIMYECTBEHHOTO
OTIpEeJIENICHUA B OTHOLICHUU OIyXOJIEW MCCIENOBAHMA KCEHOTPAHCIUIAHTATAa Y MBILIECH, T/e
mpimam  Balb/c  umnmantupoBamm  knetkn ymmdombr  A20 u oOpabaTeiBamM  UX
H30TUIMMYECKUM KOHTPOJIEM, WIUTIOCTPATUBHBIM CPEJICTBOM Ha OCHOBE aHTWUTena k PD-1,
WILTFOCTPATUBHBIM CPEJICTBOM Ha ocHOBe aHTHTena K LAG-3 m koMOMHanuMe# cpeacTsa Ha
ocHoBe aHTuTena k PD-1 u cpeactBa Ha ocHoBe anturena k LAG-3. YV wmbime,
00pabOTaHHBIX KOMOWHALIMEH CPEACTBA HA OCHOBE aHTHTENA K PD-1 m cpeicTsa Ha OCHOBE

anturena k LAG-3, pocT omyXosy CHUIIBHO MOAaBIIEH.

[00198] Ha ¢urype 7 nokasaHbl WUTFOCTPATHUBHBIE JaHHbIE aKTHUBaLUU -
KIIETOK CEJIE3CHKH MCCIIEOBAaHUS KCEHOTPAHCIUIAHTATa y MbImel, rae Mbimam Balb/c
UMIUTAHTHPOBATH KIeTKH JTuM(pombl A20 1 00padaThIBAH UX H30THITUYECKHM KOHTPOJIEM,
WLTIOCTPATUBHBIM CPEACTBOM Ha OCHOBE aHTUTENA K PD-1, uimmocTpaTUBHBIM CpEeACTBOM Ha
ocHoBe aHTHTeNa K LAG-3 1 KOMOWHAIIMEH CpeIcTBa Ha OCHOBE aHTUTEea K PD-1 1 cpeacTaa
Ha ocHOBe aHTHTeNa K LAG-3. V MbImie#, 00padboTaHHBIX KOMOHHAITHEH CPECTBA HA OCHOBE
anturena k PD-1 u cpeactsa Ha ocHoBe anTHTena kK LAG-3, HaONM0Aam0Ch 3HAYUTETFHOE
YBEITUYCHHE TIOKa3aTened kKak mnpoimdepupyromux T-kimerok, tak u CD8 T-kmetok

CCIIC3CHKHM.

[00199] Ha ¢urype 8 nokasansl WUTFOCTPATUBHBIE JAHHBIE KOJIMYECTBEHHOTO
onpeaeneHus T-KIETOK OIMyXOIH U CENIE36HKHU Y MBIIIEH ¢ KCEHOTPAHCIUIAHTATOM, KOTOPBIM
MOBTOPHO BBOJWIIH KIETKH TuUMpoMbl A20, B ciydyae HeOOpaOOTAHHBIX MBIIIEH W MBIIIEH,
00pabOTaHHBIX HJUTFOCTPATHBHBIM CPEJACTBOM HA OCHOBE aHTUTENAa K PD-1 n koMOuHanmen
cpeacTBa Ha ocHoBe aHTUTeNa kK PD-1 u cpenctBa Ha ocHoBe anTuTena k LAG-3. Ha neBoi
MaHemn M300pakeH Tpapuk oO0BEMa OMyXONH, a Ha TMPaBOW TAHENIH H300PaKEHO
Kom4uecTBeHHOE ompenaenenne T-kineTok (% CD4 T-knetok u % CDS8 T-kimetox, 00pasis

COOTBETCTBYIOT HEOOPAOOTAHHBIM MBIIIAM, JIEBBIA CTOJIOCI[, KUBOTHBIM, OOPaOOTAHHBIM
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aaTuterioMm Kk PD-1, cpeanuii cTonOel; >KUBOTHBIM, 00paOOTaHHBIM aHTHTEIOM K PD-1 m

aaTuteniom Kk LAG-3, ipaBbiid CTONOETT).

[00200] Ha ¢urypax 9A-9B wu3o0paskeHBI pPE3YIABTATHl HILTIOCTPATHBHON
Monenu ucromenusa T-kmetok in vitro. (9A) Llenesas skcmpeccus PD-1 m LAG-3 B
YYBCTBHUTENBHBIX (O CTUMYIIALAN) KIETKAX W UCTOMIEHHBIX (KIETKaX MOCIIE CTUMYIIALIUN).
(9B) KonmuuecTenHoe onpeneneaue npoayipposanus [FNy B HCTOIMEHHBIX KIeTKax (TIoce
CTUMYJISIIAH ), 00PaOOTAHHBIX C TOMOMIBIO KOMOWHAIIMU CPEICTBA HA OCHOBE aHTHTENA K PD-
1 u cpeacTBa Ha ocHOBe aHTUTENA K LAG-3 (4epHBIE CTONOIBI) H H30 TUITHIECKOTO KOHTPOJIS

(cepbie cTONOLIB).

[00201] Ha ¢urype 10A nmokasana cxema BBeJAcHHA 103 aHTUTEena kK LAG-3 B
BHUJIE CPEICTBA MOHOTEPAITHH U B BHJE CPEACTBA KOMOMHUPOBAHHOM TEPAITHH C AaHTHTEIOM K
PD-1. Ha ¢urype 10B npeacrasneHa cxema aHalIu3a CTENEHU 3aHATOCTH penentopos (RO),
KOTOPBIM TO3BOJIIET OOHAPY)KHMBATh Kak cBs3aHHbIM TSR-033, Tak u 00mee KOIHYECTBO
LAG-3 Ha noBepxHOocTH T-KineTok B mepudepuueckor kposu marpenta. Ha ¢urype 10C
MOKa3aHa CTeNeHb 3aHATOCTH peuentopos (RO), u3mepeHHas ¢ UCTIONb30BaHUEM T-KIETOK
MAIMEHTa, TJ€ CTENECHb 3aHATOCTH PELETNITOPOB NMPHOMIKAETCS K HACHIIEHHIO TIPH J103€
240 mr (BepxHHUH HAOOpP MaHHBIX) W K mpuMepHO 50% mpu go3e 80 mMr (cpemHuii HAOOP

JTAHHBIX).

[00202] Ha durype 11 uzoOpakensr aseHaanate (12) BHYTPHIIETIOYEYHBIX
IUCYMb(PUIHBIX CBsI3eH U YeThIpe (4) MEKIIETIOUEUHbIE AUCYTb()HIHBIE CBI3H CPEICTBA HA

ocHOBe anTutema k LAG-3.

[00203] Ha ¢urypax 12A-12F nokazaHo, 4To 3ameTHas ko3kcnpeccus PD-1,
TIM-3 u LAG-3 BbIsiBNIEHa HAa HHQHIBTPUPYIOIIUX OMYXO0JIb KIeTKaX — 0co0eHHOo Ha CD8+
T-knerkax — npu HemenkokieTouHom pake jerkoro (NSCLC) (purypa 12A), pake
supomeTpus (purypa 12B), noueunoknerounom pake (RCC) (¢purypa 12C), pake mieriku
MaTku (¢purypa 12D), pake xemyaka (¢purypa 12E) u womopekrampHoM pake (CRC)

(¢purypa 12F).

[00204] Ha ¢urype 13A moka3aH WMMYHHBIH COCTaB HWH(HUIBTPHUPYIOIIHX
OIMyXOJIb JIEMKOLMTOB, ONPEAETIECHHBIA METOJOM TPOTOYHOMN LIMTOMETPHH C UCTIONB30BAHUEM
obpasmos omyxoner oT manueHToB ¢ NSCLC u RCC. [lpu uteHnn mo 4acoBOHM CTpeENKe ¢

noytokeHust 127 cekTopsl rpadmka mokaseBatoT kommuectBo CD8+, Th, Treg, mpyrux
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CD3+/NKT, NK, monoumros, DC, rpanynommtos u apyrux CD45+ knetok. Ha ¢purype 13B
MOKAa3aHbl WCCIIEIOBAHUA C HCTIONB30BAHMEM TpaH3uMa B B KauecTBe (PyHKIIMOHATBHOTO
mapkepa a1 T- u NK-knerok ot marueHToB ¢ NSCLC u RCC. Ha ¢urype 13C nokazax
anamu3 TIL npu mepBuunom EGFR+ NSCLC u o6napyxeHo, yro PD-1"TIM-3"LAG-3
LHUTOTOKCHYECKHE T-KIETKH OBLTH B BBICOKOH CTETIEHU TUC(YHKIIMOHAIbHBIMH, KaK OLIEHEHO
o cTarycy rpaH3uMma B: skcmpeccws IBYX MM TPeX KOHTPOJBHBIX TOYEK OTMEYAeT

mucynknuonanbabie CD8+ T-kineTku.

[00205] Ha  d¢urypax 14A-14G  wu300pakeHBl  HCCIEIOBAaHUA  Ha
rymaHu3upoBaHHbiX Mbimax NOG-EXL, koTOpeIM CHadana IMOJKOKHO HWHOKYJIHPOBAIIH
HeMenKoKkIeToUHbIN pak jerkoro (NSCLC) A549, a 3atem oOpaOaTbIBaid UCCIIEAYEMBIMH
aHTUTEJIAMH, KOTOPbIE BBOJUJIM MHTPANIEPUTOHEATBHO J1BA pa3a B HeAEMO B fo3e 10 MI/kr.
O6bem omyxonu (Mm*) u3mepsiim yepe3 0-40 nuer mocie 0o6paboTku yenoseueckum [gG4
HU30TUIHYECKOro KOHTPOJS (¢pur. 14A); antutenom k PD-1 TSR-042 (¢ur. 14B); anTurenom
Kk TIM-3 TSR-022 (¢pur. 14C); xomOunarmeir TSR-042 u TSR-022 (¢pur. 14D); anTHTE10M
k LAG-3 TSR-033 (¢ur. 14E); womOunammern TSR-042 u TSR-033 (¢ur. 14F) wu
komOuHaredn TSR-042, TSR-022 u TSR-033 (¢ur. 14G).

[00206] Ha ¢urypax 15A-15C uzobpakenst uccnemoBanus omyxoned NSCLC
Yy JKHUBOTHBIX, KOTOPBIE€ OCTaJUCh TOCIE MPEKPAIICHHUS HCCIIEJOBAHUSA, OMHCAHHOTO B
mpumepe 9. Ha gurype 15A nokasana KpaTHOCTh U3MEHEHHSA HHQUITbTPUPYIOLIUX OITYXOJIb
mamporuToB (CD45). Ha ¢urype 15B nokasana KpaTHOCTh H3MEHEHHS PETYIATOPHBIX T-
kneTok (Treg) mpu mpentnpukanmu Treg xkak CD4+FOXP3+. Ha ¢urype 15C mokasana
KPaTHOCTh HM3MeHeHHs mnpoiudepupyomux Treg, u Ki-67 wHcmomp30Bady B KadecTBE
Mapkepa st Ipou(epUPYIOTIHX KIETOK. 3BE30UYKY MPUMEHSIOT 11 onpeaenieHus p<0,05
B HemapHoM T-tecte CTBIOJEHTa NMpPU CPAaBHEHUHM CPEACTBA MOHOTEPAIMM HA OCHOBE

anTutena k PD-1 ¢ nBoiiHOM Wil TpOHHOM KOMOWHAIIMEH KOHTPOIBHBIX TOYCK.

[00207] Ha ¢urype 16A nokazaHo CHU)KEHHE NOKA3aTENs ACCOLMMPOBAHHBIX C
ommyxoJb10 Makpodaros (TAM) mocie ABOWHOM HITH TPOWHOM OJTIOKAIBI KOHTPOJIBHBIX TOUEK.
Ha ¢urype 16B mokazaHo yBemuueHHe cOOTHOmEHWH M1/M2, HaOMOIaeMBIX TOCIE
JBOMHOW WITH TPOWHOM OJIOKaJbl KOHTPONIBHBIX Touek. Ha ¢purypax 16C-D nokazano, uto
nsouiHas Onokama LAG-3 u PD-1 ¢ mpumenenmem TSR-033 m TSR-042 obGecneunBaet
VIIy4IIEHHE B OTHOLICHHH TEPANEBTHYECKON 3(PPEKTHBHOCTH M MMMYHHON AKTHBAIlUH B

ryMaHHU3UpOBaHHON MbIInMHOW Moaenu omyxonu NSCLC. Ha ¢urype 16C nokazaHo, 4To
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komOmHanmss TSR-033 ¢ TSR-042 ob6magmaer ammutuBHBIM 3(derTom (KodddurmueHT
B3aMMOICUCTBUSA JeKapcTBeHHBIX cpeacTs, CDI=1,001) B OTHOmIEHHH OTPAaHHYEHHUS POCTA
omyxonu y wMbiuedt HuNOG-EXL, wuHOKynupoBaHHbIX KieTkamMu AS549. Mbeimei

PAaHIOMH3UPOBAIM TIpH 00beMax omyxomn 80-120 mm’

C MOCHERYIOIUM BBEIACHUEM
ykaszaHHbIX cxeM (CriocoOsr). B ckoOkax yka3aHO OJaBIEHHE POCTA OIYXOJIH 110 OKOHYAHUH
I KaKaou Tpymmel o0padotku. Ha ¢urype 16D mokasaHOo, 4TO TO CPaBHEHHIO CO
cpeacTBOM MoOHOTepanmuu Ha ocHOBe TSR-042 B KOMOMHHMPOBAHHOW TpymIe ObUTH
MOBBILICHBI TOKA3aTeNM WHQUIBTPUPYIOMIUX OMYyXOJIb JUM(OIMTOB, BHYTPHOITYXOJIEBBIX
nponudepupyromux T-kimetok, cootHomeHnue CD8/Treg u cHmwxkeHbl mokazatenmu TAM
(wemapupiii  T-xputepuii CretogeHTa). JlaHHBIE TPEACTABIAIOT JBA HE3aBUCHUMBIX
skcriepumenTa (n=10 Ha Tpymnmy oOpabOTKH) W ObUTH HOPMAJM30BaHbBI 11 KPaTHOTO
W3MEHEHUS OTHOCHUTEIIBHO M30THITHIECKOTO KOHTPOJIA IS KKI0H rpymibl 00padoTku. Ha
¢urypax 16E-16F nokasano noBbeimeHue nokasareneit 3p¢pexkTopHpx T-KIeTOK naMaT
NPOAYLMPOBAHUA UTOKUHOB ex Vivo T-kneTkaMu cene3eHKH B KOMOMHHUPOBAHHOM TpyIIIE
o cpaBHeHuto ¢ TSR-042 ornensHo. Ha ¢urype 16E nmokazaHo nmoBbIIeHHE MMOKa3aTeneH
s¢pexroprbix CD4 u CD8 T-kiteTok maMATH B KOMOMHUPOBAHHOM TPYTINE IO CPABHEHHIO C
TSR-042 otnenbHo. Ha purype 16F nokazaHo 3HaYUTETHHOE YBEIIMUECHHE TTPOTYIIUPOBAHUSA

[FNy u TNFa B CD4 T-krmetkax B KOMOMHHPOBAHHOW TPyIie 1O cpaBHeHHIO ¢ TSR-042

OTACIBbHO IIPHU CTUMYJIIIHUHN CIVICHOIMTOB MBIIIH €X Vivo.

[00208] Ha  d¢urypax 17A-17G  wu300pakeHBl  HCCIECJOBAHHUA  Ha
rymanu3upoBaHHbiX Mbimax NOG-EXL, koTOpeIM cHadana WHOKYJIHPOBAIH MOJKOMKHO
TPWK Bl HETaTUBHBIN pak MoaouHOM xene3bl (TNBC) MDA-MB436, a 3arem oopabaresamm
WCCIIEAYEMbIMH AHTHUTEIIAMH, KOTOPbIE BBOJAMIA HHTPATICPUTOHEATBHO JBA pa3a B HEACIIO B
noze 10 mr/kr. O6bem omyxomu (Mm°) usmepsam depes 0-40 mmedt mocne 0OpabOTKH
yenmoBedeckuM [gG4 m3otunmueckoro koHTpoms (¢ur. 17A); antutenom k PD-1 TSR-042
(¢ur. 17B); artutenom xk TIM-3 TSR-022 (¢dur. 17C); komOunammeir TSR-042 u TSR-022
(¢ur. 17D); artutennom k LAG-3 TSR-033 (¢pur. 17E); komOunammeis TSR-042 u TSR-033
(¢ur. 17F) u xomOunarmeit TSR-042, TSR-022 u TSR-033 (¢pur. 17G).

[00209] Ha ¢urypax 18A-18G wm300pakeHBl HWCCIEAOBAHUS HA MBIIIHHON
MOJIENTA CHHTEHHOW omyxoy, rae mbimmam BALB/c cHavama WHOKynMHpOBAaNH TOIKOKHO
KJIETOYHBIEC JIMHUH Paka MOJIOYHOM kene3bl EMT-6, a 3aTem oOpabaTsiBaIi UCCIIeTyeMBIMH

AHTUTEJIAMH, KOTOPHIE BBOJIHMIIA HHTPATICPUTOHEATHHO JIBA Pa3a B HeJEO B 103€ 10 Mr/Kr.
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O6bem omyxomu (Mm°) m3Mepsim yepe3 0-20 nHen mocie o6paboTku venoBeueckum [gG4
n30THNHYeCKOT0 KOHTPOIS (pur. 18A); antutenmom k PD-1 TSR-042 (¢ur. 18B); anTuTenom
k TIM-3 TSR-022 (¢ur. 18C); komOunammeii anturena k PD-1 TSR-042 u anTtutena x TIM-
3 TSR-022 (¢ur. 18D); anturenom k LAG-3 TSR-033 (¢pur. 18E); komOnHanmelt antuTena
Kk PD-1 TSR-042 u anturena k LAG-3 TSR-033 (¢ur. 18F) u komOunarme anturena k PD-
1 TSR-042, anturena k TIM-3 TSR-022 u anturena k LAG-3 TSR-033 (¢ur. 18G).

[00210] @urypa 19 oTHOCUTCA K cXeMe, pa3paOOTaHHOM [ BBIIBIICHHUSA BUIOB
paka, B OTHOIICHUH KOTOPBIX MOKET OBITh MOJE3HO CPEACTBO TEPANUU HA OCHOBE TPOWHOM

OJIOKAJIbI, ¥ U300pAKACT KPATKOE OMMUCAHKUE MPUMEHAEMbIX OTIIHYUTETHHBIX TIPU3HAKOB.
HEKOTOPBIE OITIPEJAEJIEHUSA

[00211] Ecnim He ykazaHO HMHOE, Hay4YHblE M TEXHUYECKHUE TEPMUHBL,
WCTIONB3YEMBIE B CBSI3H C HACTOSIIMM H300PETEHHEM, TOJDKHBI HMETh 3HAYEHUS, KOTOPbIE
OOBIYHO TIOHMMAIOTCS CTICIIHATTUCTAMH B TAHHOM 00acTH TeXHUKH. Kpome Toro, eciu uHOe
He TpeOyeTcs 10 KOHTEKCTY, TEPMHHBI €TUHCTBEHHOTO YHCIIA BKIFOYAIOT MHO)KECTBEHHOE
YHUCIIO, & TEPMHHBI MHOXKECTBEHHOT'O YHCIIa BKIIIOYAIOT €IMHCTBEHHOE 4HUCIO. B menom,
U POBBIEC UK CIIOBECHBIE 0003HAYECHUS M METOIUKH, PUMEHIEMBIE B CBSI3H C KIIETOYHOU H
TKAHEBOW KYJIbTYPOH, MOJEKYJISIPHOH OHONOTHEH M XHMHUEW W THOPHIAM3AIMEH Oenka |
OJIUTO- WJTH TIOJIMHYKJIEOTHIOB, OTMUCAHHBIE B HACTOSIIEM JOKYMEHTE, SBIISIOTCS TAKHMH,
KOTOPBIE XOPOINO M3BECTHBI M OOBIYHO HWCIOJIB3YIOTCS B JAHHOW OONACTH TEXHHKH.
CraHmapTHBIE METOAWKH TNPUMEHsAIOTCS ama  pekomOmHantHod JIHK, cunTesa
OJTUTOHYKJICOTHAOB, a TAKKE A KyJIbTUBUPOBAHU U TPaHC(HOpMALMK TKaHEH (Hampumep,
anekTponopanuy, nunodekipn). DOepMEHTATHBHBIE PEAKIMH W METOAUKH OYHCTKH
BBITIOJTHAIOT B COOTBETCTBHH CO CHEIM(PUKAIUSAMH TPOU3BOJMUTENS, KaK OOBIYHO
OCYIIECTBIIAECTCA B JAHHOW O0OJACTH TEXHWKH WM KaK OTMHMCAHO B HACTOSIIEM AOKYMEHTE.
BenmeykazaHHble METOAMKH W TIPOLEAYPHI B IIEJIOM BBITIONHAIOTCA B COOTBETCTBHH C
OOBIYHBIMHU CTIOCOOAMH, XOPOIIO H3BECTHBIMH B TAHHOW 001aCTH TEXHUKH, M KaK OMUCAHO B
PA3NUYHBIX 00IUX U 00JIee KOHKPETHBIX CCBUTKAX, KOTOPBIE UTHPYIOTCA U OOCYKAAFOTCA B
HacTosmeM ormmcanuu. Cum., Harpumep, Sambrook et al. Molecular Cloning: A Laboratory
Manual (2d ed., Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y. (1989)),
KOTOpas BKJIIOYEHA B HACTOAIMWN JOKYMEHT TIOCPEACTBOM cChUTKH. [ludposbie wnmm
CIIOBECHBIE 0003HAYCHHUS, UCTIOJIb3YEMBIE B CBA3H U C OTIMCAHHBIMHU B HACTOSIIEM TOKYMEHTE

7a00pAaTOPHBIMH TIPOIIEAYPAMH W METOJAMH AHAIMTHYECKOW XWUMHUH, CHHTCTHYECKOM
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OPTaHUYECKOW XHMHUH, a TAaKKe MEIWIUHCKON W (hapMaleBTUUYECKOW XHUMHUH, XOPOMIO
W3BECTHBI U MHUPOKO HMCIIONB3YIOTCA B JAHHOW 00nacTh TeXHUKH. CTaHAAPTHBIE METOIUKH
MPUMEHSAIOTCA I XMUMHYECKOTO CHHTE3a, XMMHUYECKOTO aHauu3a, (hapMareBTHYECKOTO

NOJIY4UCHHA, COCTABJIICHUA U JOCTABKH U JICUCHUA MMAIUCHTOB.

[00212] Ilpubnusumensro. TepMuH «IPUOTH3UTENHFHOY» TPU UCTIOIH30BAHUH B
HACTOSIIEM TIOKYMEHTE B OTHOILIEHUU 3HAYEHUS OTHOCHUTCA K 3HAUEHHIO, KOTOPOE SBIAETCS
CXOJHBIM B KOHTEKCTE YMOMSHYTOTO 3HaueHusA. Kak mpaBuiio, crelManIucTaM B JaHHOU
00J71aCTH, 3HAKOMBIM C KOHTEKCTOM, OYJET TOHATHO, YTO B 3TOM KOHTEKCTE TEPMHUH
TPUONHM3UTENBHO» OXBATHIBAET COOTBETCTBYIOIIYIO CTENEHb OTKIOHEHUs. Hampumep, B
HEKOTOPBIX BAapUAHTAX OCYMIECTBIICHUS TEPMHH IPHOTUZUTEIHHO» MOMKET OXBAaTHIBATH
JIUana30H 3HAYCHUH, KOTOpbIe Haxomatcs B mpeaenax 25%, 20%, 19%, 18%, 17%, 16%,
15%, 14%, 13%, 12%, 11%, 10%, 9%, 8%, 7%, 6%, 5%, 4%, 3%, 2%, 1% unu MeHbIIE OT

YKa3aHHOTI'O 3HAYCHUA.

[00213] Beeoenue. Vicnonb3yeMbli B HACTOSALIEM JOKYMEHTE TEPMHUH
«BBEJICHHEY, KAaK MPABUIIO, OTHOCUTCSA K BBEJCHUIO KOMITO3HIMU CYOBEKTY HIH B CHCTEMY
ISl TOCTWKEHUS JTOCTABKU CPEACTBA, KOTOPOE TPEICTABIIET COOOM KOMITOZUIMIO HITH
COJIEP’KHTCA B HEW. PsIOBBIM CHEI[HAIMCTaM B JAHHOW OOJIACTH M3BECTHO O MHOKECTBE
MyTEH, KOTOPBIE MOTYT B COOTBETCTBYIOIIHX OOCTOSTENTbCTBAX MPUMEHATHCS TS BBEACHHS
CYOBEKTy, HampuMmep, 4denoBeky. [IpuMepsr myTell BBeOCHHS BKIIOYAIOT B CEOA
MapeHTEPaIbHOE, HAMPUMEP, BHYTPHUBEHHOE, BHYTPUKOKHOE, MOJKOKHOE, MEPOPATBHOE
(HampuMep, HWHTAIANHEH), YPEeCKOKHOE (T. €. MECTHOE), YPECCIU3UCTOE W PEKTATbHOE
BBeJcHUE. Hampumep, B HEKOTOPHIX BAPHUAHTAX OCYINECTBIICHUS BBEIECHHE MOMKET OBITH
IJIa3HBIM, NIEPOPATIBHBIM, TAPEHTEPAIBHBIM, MECTHBIM M T. 1. B BapHaHTax OCyIIECTBICHHUA
BBEJICHHE SIBIIACTCA MAPSHTEPATbHBIM (HATIPUMEP, BHYTPUBEHHBIM BBeIeHHEM ). B BapraHTax
OCYIIECTBJICHHSA BHYTPHBEHHOE BBEJICHHE ABISICTCA BHYTPUBEHHOM HH(Y3ueH. B HeKOTOpBIX
KOHKPETHBIX BAPHAHTAX OCYHIECTBIICHHUS BBEJCHHE MOXKET OBITh OPOHXHATBHBIM (HATIPUMED,
MyTeM OpPOHXHMATbHOW WHCTHIUIILWH), TPAHCOYKKATBHBIM, KOKHBIM (KOTOPOE MOMKET
MPEICTABIAATH COOON MM BKITFOYATh, HAIPHMED, OJHO WIIH O0Jiee U3 MECTHOTO BBEJACHHS B
AepMy, BHYTPHUKOXKHOE, WHTEPACPMANBHOE, TPAHCACPMAIbHOE M T./.), JHTCPAIBHBIM,
BHYTPHApPTEPHANIbHBIM, BHYTPUKO)KHBIM,  BHYTPWKENYAOYHBIM, HHTPaMEIYIUIAPHBIM,
BHYTPUMBILIEYHbIM,  WHTPAHA3aJbHBIM,  HHTPANECPUTOHEAbHBIM,  HHTPATEKAJIbHBIM,

BHYTPUBEHHBIM, BHYTPW)KEIYJOYKOBBIM, BHYTPh KOHKPETHOTO OpraHa (Hampumep,
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BHYTPUIICUEHOYHBIM),  MYKO3QJbHBIM,  HA3aJbHBIM, TEPOPATBHBIM,  PEKTAIBHBIM,
MOJKOKHBIM,  TIOABA3BIYHBIM,  MECTHBIM,  TpaxeajdbHbIM  (Hampumep,  MyTeM
WHTpPATpaxeaTbHOW WHCTHUIALWK), BAarMHAJIBHBIM, BUTPEATBHBIM W T.. B HEKOTOPHIX
BApUAHTAaX OCYILECTBIICHUS BBEJCHUE MOXKET MPELyCMaTPUBATh TOJIBKO OJHOKPATHYIO J03Y.
B HEKOTOpHIX BapHAHTAX OCYINECTBJICHHS BBEIACHHE MOJKET MPETyCMATPUBATH IPUMEHEHHE
(UKCUPOBAHHOTO YHCTAa 103. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS BBEICHHE MOJKET
NpeAyCcMaTpUBaTh BBEACHUE 103, KOTOPOE MPEACTABIAECT COOON MPEPBIBUCTOE (HANPUMED,
MHOKECTBO /103, Pa3ACIEHHBIX BO BPEMEHH) W/UJIH NIEPUOIUIECKOE (HATIPUMED, OTACIIbHBIC
J03bI, Pa3/eleHHbIE OJUHAKOBBIM TEPHOJOM BPEMEHHM) BBEIEHHE J03. B HEKOTOpPHIX
BAapHAHTaX OCYINECTBICHHS BBEJICHHE MOKET MTPELYyCMAaTPUBATh HETIPEPHIBHOE BBEACHHUE 103

(Harpumep, nepQy3Hr0) B TEYEHHUE IO MEHBIIEH Mepe BBIOPAHHOTO MEPHOA BPEMEHH.

[00214] PacTBOpbl WM CyCHEH3WHM, HCMOIB3YEMBIE ISl MAPEHTEPATBHOTO,
BHYTPHKO)KHOTO WM TOAKOXXHOTO TMPUMEHEHHS, MOTYT BKIIOYATh B C€OSA CIEIYIOIIHUE
KOMITOHEHTBI: CTEPUIIbHBIA Pa30aBUTENb, TAKOH KaK BOJA JJIS1 HHBEKLUH, COJIEBON PacTBOP,
HEJNeTyyue Macja, MOJIMITUICHITIMKONM, TJMLEPUH, NPONMMWICHITUKOIb WM Jpyrue
CHUHTETHYECKHE PACTBOPHUTENH; MPOTHBOOAKTEPHAIBHBIE CPEJCTBA, TAKHE KAaK OCH3HMIOBBIM
CIHPT WM METHIMAPAOEHbI, AHTHOKCHIAHTHI, TaKHE KaK aCKOPOMHOBAas KHCIOTA HIIH
OuCyTb(OUT HATPHUS, XETATHPYIOIIHUE CPEICTBA, TAKHE KAaK STHJICHIWAMHHTETPAYKCYCHAS
kuciora (EDTA); Oydepsl, Takue Kak ameTaTsl, TUTPATHI WM (ocdarsl, U CPEACTBA T
PETYIIMPOBAHUS TOHHYHOCTH, TaKHE KAaK XJIOPHI HATPUS WM JeKcTpo3a. 3HadeHwe pH
MOJKHO PETYJTHUPOBATH C TIOMOIIBIO KUCIIOT WIH OCHOBAHHH, TAKUX KaK XJIOPUCTOBOIOPOIHAS
KHCJIOTAa WM THAPOKCUA HaTpusa. [lapeHTepanbHBIM mpenapaT MOKET OBITh 3aKITIOYEH B
aMITyJbl, OJHOPA30BBIC MITIPHIBI WM (DIAKOHBI ¢ HECKOJIBKHMH I03aMH, CIECITAHHBIE W3

CTCKJIa WIH IIJIACTHUKA.

[00215] Jlms BBEJAECHUS C MOMOIIBIO HHTaISAIMH COCAMHEHHUSA JOCTaBJISIOT B
dbopMe a’pO30IBHOTO CIPES W3 HAXOMASAIIETOCS IO/ JaBJICHHEM KOHTEHHEpa WITH J03aTOopa,
KOTOPBIA COJACPKHUT MNOAXOJAIIMN TPONEIUIEHT, HANpUMEpP, ra3, TaKOM Kak JTHOKCH]

yIiepoaa, wim HeOymansepa.

[00216] CHcTeMHOE BBEACHHME TAKKE MOYKHO OCYIIECTBIATH YPECCIU3HCTHIMU
W 4YPECKOKHBIMHM CPEACTBAMM. [[711 YPECCIM3UCTOTO WM YPECKOKHOTO BBEIACHUA B
COCTaBE HCIONB3YIOT OOECHEUMBAIOIIUE TNPOHHUKHOBEHHE CPEACTBA, MOAXOAAIIUE I

MMPOHUKHOBEHUSA Yepe3 Oapbep. Takue oOecTieunBaronIfe MPOHUKHOBEHHE CPEICTBA OOBIYHO
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W3BECTHBI B YPOBHE TEXHUKH M BKJIFOUAOT B c€0s1, HATIPUMEP, CPEACTBA JJI YPECCITUIUCTOTO
BBEJICHUA, TMOBEPXHOCTHO-aKTHUBHBIE BEILIECTBA, JKEIYHBIE KHCIOTBI M TPOU3BOJHBIC
(Gy3umoBOM KHUCIOTBHL. UPEecCITU3UCTOE BBEJECHHE MOKET OBITh OCYIIECTBICHO ITyTEM
NPUMEHEHUST HA3aIbHBIX CIPEEB WM CYNNO3UTOPUEB. [l YPECKOKHOTO BBEICHUA
AKTUBHBIE COCIUHEHHA COCTABIIIOT B Mas3H, Oajabh3aMbl, T€TH WM KPEMBI, KaK MPaBUIIO,

HU3BCCTHBIC B YPOBHC TCXHHUKH.

[00217] CoenuHeHHs Takke MOTYT OBITh TOJYYEHBI B (POPME CYIITO3UTOPHEB
(HampuMep, ¢ TOMOIIBIO TPATUIIMOHHBIX OCHOB JIJIs1 CYIIIIO3UTOPUEB, TAKMX KAaK MAacli0 KaKao

U IpyTHE TITULEPHUIBI) UIH YACP/KUBAIONINX KITH3M /IS pEKTAIbHOM TOCTaBKH.

[00218] A¢dunnocms. Kax u3BeCTHO B YpPOBHE TEXHHMKH, «ad(HUHHOCTHY
ABISIETCS MEPOH MPOYHOCTH, C KOTOPOHW KOHKPETHBIM JIMTAHJ CBS3BIBAETCA CO CBOHM
naptHepoM. 3HadeHHs apGUHHOCTH MOTYT OBITH HM3MEPEHBI PA3NUYHBIMH TyTIMU. B
HEKOTOPBIX ~ BApHAHTaX  OCYIIECTBIECHUSA apPUHHOCTP HUIMEPAIOT C  TOMOUIBIO
KOJIMYECTBEHHOTO aHAIIN3a. B HEKOTOPBIX TAKWX BapHAHTAX OCYMIECTBICHUSA KOHIIEHTPAIWHSA
MapTHEPAa TO CBS3BIBAHUIO MOJKET OBITh 3a(pUKCHpOBaHA Tak, YTOOBI OHA TPEBHIIIAIA
KOHIICHTPALMIO JINTaHJa C IENbI0 UMHUTHPOBATh (PU3HONIOTHYECKHE YyCIIOBHA. B kadecTse
aJTbTCPHATHUBBI WJTH B JIOTIOJTHEHHE, B HEKOTOPBIX BAPHAHTAX OCYIICCTBICHUS KOHIEHTPALHS
nmapTHepa TO CBS3bIBAHUIO W/WJIM KOHIICHTPALMsA JIMTAaHAA MOXET BapbUpOBAThCA. B
HEKOTOPBIX TAKUX BapHAHTAX OCYHICCTBICHUS aQPHUHHOCTH MOXKHO CPABHHBATH C STATIOHOM

B CPAaBHUMBIX YCJIOBHAX (HATIPUMEP, KOHIEHTPALIUH).

[00219] Anmumeno. Vicnonb3yeMmblid B HACTOSIIEM JOKYMEHTE TEPMHH
«AHTUTEN0» OTHOCUTCA K MOJHMIENTHAY, KOTOPBIM COACPKHUT 3JIEMEHTBl KaHOHHYECKOU
MOCTIETOBATEIFHOCTH UMMYHOTJIOOYJIMHA, TOCTATOYHBIE T 00ECTICUEHUS CTIEIH(PHIECKOTO
CBA3BIBAHHUA C KOHKDETHBIM LIEJIEBBIM AHTUTCHOM. Kak HW3BECTHO B YPOBHE TEXHHKH,
WHTAKTHBIE AHTUTENA, MPOAYIHPYEMbIE B TPHPOAE, NMPEACTABIIIOT COOOW TETpaMepHBIE
cpenctea pasmepoMm mpudOmmsurenbHo 150 kJ/{a, cocrosmiMe W3 ABYX HWACHTHYHBIX
MOJIMNENTHAOB TSDKETBIX Hener (mpuonmusutenpHo 50 kJ/{a Kakaprid) U ABYX WICHTHYHBIX
MOJIMNIENTHAOB JIETKHUX IeTel (pruOm3uTenbHO 25 KJ{a KaxapIii), KOTOPBIE CBA3aHBI IPYT C
APyTOM ¢ 00pa30BaHUEM TOTO, YTO OOBIMHO HA3BIBAIOT « Y -00pa3HOW» cTpyKTypou. Kaxmas
TSOKENas LEMb COCTOMT M3 10 MEHBHIEH Mepe YETBHIPEX AOMEHOB (KaXKABIH JIHHOM
mpubu3uTeIbHO 110 aMHHOKHUCIIOT) — aMHHOKOHIIEBOTO BapuaOenpHOro (VH) momena

(pacroIO’KEHHOTO Ha KOHIAX Y-CTPYKTYPHI), 32 KOTOPHIM CJIEAYIOT TPH KOHCTAHTHBIX
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nomena: CH1, CH2 u xap6okcukonteBo CH3 (pacmoiioskeHHBIH Y OCHOBaHUSA CTEONSA Y).
KopoTkas o00macTe, H3BECTHas Kak «IEPEKITIOYATENDY», COCIUHAET BapHAOEIbHBIE H
KOHCTaHTHBIE 0OjacTH Tsokenbix nerned. «lllapuup» coemunsier momenst CH2 m CH3 ¢
OCTabHOM YacThiO aHTHTENA. [[Be amcynbuaHbIe CBA3M B 3TOM IMApPHUPHOM 00NacTH
COEMHAIOT JABA TOJUNENTHAA TSHKENBIX LEMEH APYyr ¢ APYroM B HHTAKTHOM AHTHUTEJIE.
Kaxmas nerkas memp COCTOMT M3 JBYX JOMEHOB — aMUHOKOHLIEBOTO BapuadbensHoro (VL)
JOMEHA, 32 KOTOPBIM CJIEAYET KapOOKCHUKOHIIEBOM KOHCTaHTHBIM (CL) mOMEH, OTAEIEHHBIX
APYT OT Jpyra emie OJHUM «repekmoyaTtenem». CnerrantucTsl B JAHHOH 00JIacTH XOPOIIo
3HAKOMBI CO CTPYKTYPOM W 3JEMEHTAMHU TIOCJIEAOBATEIBHOCTH AHTHUTEN, PACIIO3HAIOT
«BapuaOETbHBIE» U «KOHCTAHTHBIE» OOJACTH B MPEIOCTABICHHBIX MOCIEA0BATENIBHOCTAX H
MOHUMAIOT, YTO MOKET CYIIECTBOBATh HEKOTOPAs THOKOCTh B OMNpPEIEICHUU (TPAHHLIBD
MEXKIYy TAKUMH JOMEHAMM, TaK YTO Pa3IUYHbIE TPEACTABICHUA OJHOM M TOM K€
MOCTIEIOBATEIBHOCTH LIETIM AHTHTENIA MOJKET, HAIPUMEP, YKA3bIBaTh HA TAKYI0 T'PAHMILYy B
MecTe, KOTOPO€ CMEHNICHO Ha OJWH WKW OO0Jieeé OCTATKOB IO OTHOIIEHHWIO JPYroro
MPEICTABICHUSI TOM JK€ TMOCIENOBATEIBHOCTH LEMH aHTHUTENA. TeTpaMepsl MHTaKTHOTO
aHTUTENAa COCTOAT M3 JABYX JUMEPOB TsDKENas LEMb-JIETKas IeMb, B KOTOPBIX TsOKENas U
JeTKas WENH CBA3aHBl APYT C JOPYrOM OJHOW JTUCYIb(MUIHOW CBS3bIO; IBE JAPYTHE
AUCYb(HUIHBIE CBA3H COCTUHSIIOT MIAPHUPHBIE 00JTACTH THKENBIX IETEH APYT C IPYroM, 3a
CYET Yero JUMEPHI COCIUHSIIOTCS OPYT C APYroM u oOpasyetcs Terpamep. [Ipoxympyembre
B TIPUPOJIE AHTHTENA TAKKE SBIAIOTCS TIIMKO3HIMPOBAHHBIMH, Kak mipaswio, mo CH2-
nomeny. Kaxaprii TOMeH B TIPUPOJTHOM AHTUTENE UMEET CTPYKTYPY, XaPaKTePU3YIOLIYIOCS
CYKITAJKOW UIMMYHOTJIOOYITHHAY», 00pa30BaHHOM W3 ABYX OeTa-THCTOB (HampuMmep, 3-, 4- uin
5-HUTEBBIX JTUCTOB), YITAKOBAHHBIX APYT MPOTHUB JIPyTa B CKATYIO aHTHIIAPATUIETBHYIO OeTa-
0ouky. Kaxnmprii BapuaOenbHBIH TOMEH COJIEP)KHT TPH THUIEPBAPHAOECTBHBIE TIETIIH,
W3BECTHBIE KaK «ompeaersromue kommiemeHTapHocTh oomactmy (CDR1, CDR2 u CDR3), n
YeThIpe B HEKOTOPOH CTETIEHHW WHBAapHAaHTHbIE «kapkacHbie» obOmactu (FR1, FR2, FR3 nu
FR4). Korma mpupoansie aHTuTena cBopaumBaroTcs, FR-oOmactu oOpasyroT OeTa-IMCTHI,
KOTOPBIE 0OECTIEYHBAIOT CTPYKTYPHBIM KapKac i JOMeHOB, U oonactu et CDR kak w3
TSDKEIION, TaK M U3 JIETKOH LETH 00bEUHAIOTCS B TPEXMEPHOM MPOCTPAHCTBE, B PE3YIbTATE
YeT0 OHH CO3MAI0T E€AWHBIA THIEPBAPHAOCTHHBIA  AHTHTCHCBA3BIBAIONIMKA  CAMT,
PACTIONOKEHHBIM Ha BEPIIMHE Y-CTPYKTYPHL. FC-007acTh BCTPEYAOIIMXCA B TPUPOIE

AHTUTCIT CBA3BIBACTCA C 3JICMCHTAMH CUCTCMbI KOMIIJICMCHTA, a4 TAKXKC C PCUCTITOPAaMHU Ha
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3¢ (EeKTOPHBIX KIETKAX, BKIOYAIOINX, HanmpuMmep, 3(Q(EKTOpHbIE KIETKH, KOTOPHIE
OTIOCPEAYIOT LTUTOTOKCHYHOCTh. Kak M3BECTHO B ypOBHE TEXHUKH, ap(UHHOCTH W/ HIH
IpyTHE XapaKTEPUCTHUKH CBA3biBaHUS Fc-oOmacteld B oTHOmeHWH Fc-penentopoB MoryT
MOJYJIMPOBATHCS TOCPEACTBOM TIIMKO3WIMPOBAHHUA WM Apyrod wMoaupukaumu. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUSA aHTUTEINA, IPOAYLIMPYEMBIE W/UIIH UCTIONb3yEMBIE B
COOTBETCTBHUH C HACTOSIIMM M300PETEHHEM, BKIIFOYAIOT TTTUKO3UIMPOBaHHbIE Fc-10MeHsI, B
ToM uymcie Fc-moMeHbl ¢ Monuukanmed WM KOHCTPYHPOBAHHUEM C TOMOIIBIO TAKOTO
ITIMKO3UIMPOBaHUA. [[na 1enmelt HacTosAmero W300peTeHHs B HEKOTOPBIX BapHaHTaX
OCYIIECTBJICHUA THOO00W MOJTUMENTH WM KOMIUIEKC TOJUMNENTHIOB, KOTOPHIH COAEPIKUT
JAOCTATOYHBIE TOCJIEA0BATEIPHOCTH JOMEHOB UMMYHOTJIOOYJIMHOB, KOTOPbIE HaXOAATCA B
MPUPOJHBIX AHTUTENAX, MOTYT YIOMMHATBCS W/WIM TPUMEHATHCA KaK «AHTUTENOY,
HE3aBUCUMO OT TOTO, MOJYYEH JIM TAKOW MOJUMNENTH €CTECTBEHHBIM IyTeM (HAampHUMED,
MPOAYLUPOBAH OPraHU3MOM, PEArHpYIOLNIMM HAa AHTUIEH) WM MOJIYy4YEeH C TOMOINBIO
PEKOMOMHAHTHOW WH)KEHEPUH, XHMHUYECKOTO CHHTE3a UJIH IPYTOH HCKYCCTBEHHON CHCTEMBI
WIM METOJUKH. B  HEKOTOpPBIX BapHaHTaX OCYLIECTBICHHMA AHTUTENIO SBIAETCA
MOJIMKJIOHANBHBIM, B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUA AaHTUTENO SBIAETCA
MOHOKJIOHAJIBHBIM. B HEKOTOpBIX BapHaHTaX OCYMICCTBICHUS AHTHTENO HMEET
MOCTIEIOBATEIFHOCTA KOHCTAHTHOM OOJIACTH, KOTOPBIE XaPAKTEPHBI JJIsI AHTHTE MBIIIH,
KpPOJIMKA, TPUMATa WIH YeJI0BEKa. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS JJIEMEHTHI
MOCTIETOBATEIFHOCTA AHTUTENIA SBIAIOTCA TYMAaHHU3UPOBAHHBIMHU, TPHUMATH3HPOBAHHBIMH,
XUMEPHBIMH U T. JI., KAK H3BECTHO W3 YPOBHS TEXHUKH. boiee TOTO, TEPMHH «aHTHTEJION,
WUCTIONIb3YEMbBI B HACTOAMIEM JOKYMEHTE, MOMKET OTHOCHTBCS B COOTBETCTBYIOIIHX
BapHaHTaX OCYIMECTBICHHUS (€CIIH HE YKa3aHO WHOE HMJTH HE SICHO W3 KOHTEKCTa) K 000U U3
W3BECTHBIX WM Pa3pabOTaHHBIX B YPOBHE TEXHHKH KOHCTPYKIMH WX (POopMaTroB aJis
WUCTIONb30BAHKUA  CTPYKTYPHBIX W (YHKOHOHANBHBIX OCOOEHHOCTEH aHTHTENA B
aTbTEPHATHBHOM TIPEJCTaBICHUH. Hampumep, B BapHaHTaX OCYMIECTBICHHSA CPEICTBO HA
OCHOBE AHTHTENA, TPUMEHIEMOE B COOTBETCTBHH C HACTOAIIMM H300PETEHHEM, WUMEET
(dopmart, BEIOpaHHBIN O€3 OTpaHUYECHUA W3 HHTAKTHBIX aHThTen IgA, IgG, IgE wmm IgM; 6u-
WA MYJbTHCTIEHU(UIECKUX aHTUTEN (Hanpumep, Zybody® u T. 11.); GpparMeHTOB aHTHTEN,
takux kak Fab-¢parmentsi, Fab’-¢pparmentsi, F(ab’)2-¢pparmentsr, Fd’-¢pparments:, Fd-
¢parments, u BbmeneHHEbIX CDR wmm wx rpymm; oaHouemodeuHslx Fv; cnmsHAN

HOJ'II/IHCHTI/II[-FC; OJHOAOMCHHbBIX aHTHUTCII (HaanMep, AKYJIbUX OAHOAOMCHHBIX AHTHUTCII,
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takux Kak [gNAR wmm ux ¢parmeHTs); BepONMOKbHX AHTHTEN, MACKUPOBAHHBIX AHTHUTEI
(mammpumep, Probody®); Manplx MOAYIBHBIX HMMYHO(APMAIEBTHUYECKHX IMPETAPATOB
(«SMIP™); onnouenoveunsix wam Tangemubix guaten (TandAb®); VHH; Anticalin®;
muauten Nanobody®; BiTE®; OGenkoB ¢ aHkupuHOBBIM mOBTOpoM HWim DARPIN®;
Avimer®; DART; TCR-nogoOubix antuten, Adnectin®; Affilin®; Trans-body®;
Affibody®; TrimerX®; MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HexoTopsix
BAPHAHTaX OCYIIECTBICHHA y aHTHTENA MOKET OTCYTCTBOBATh KOBAJIEHTHAA MOJU(PUKALINA
(HampuMep, MPUCOEAUHEHUE TTHMKAHA), KOTOPYI0 OHO MMEJIO ObI, €CTM OBl OBIJIO TOTYYEHO
€CTECTBEHHBIM ITyTeM. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS AHTHUTENIO MOXKET
coAep:KaTh KOBAJICHTHYIO MOAM(UKAIMIO (HATpUMEP, MPUCOETUHEHHE TTIMKAHA, MOJIE3HYIO
Harpy3ky (Hampumep, BbIABISIEMBIM  (pparMeHT,  TEpameBTHYECKHM  (hparMeHT,
KATATUTHYCCKHUH (parMeHT W T..) WIH JPYryl0o OOKOBYH Tpymmy (HampuMmep,

MOJIUA TUJICHTJIUKOIIb U T. [I.)).

[00220] AHTHTENA BKIFOYAIOT (PPArMEHTHI AHTUTEN. AHTHUTENA TAKKE BKIIOYAIOT
0e3 orpaHrYeHU OUOTHOTEKH SKCTIPECCUH TTOTUKIOHAIBHBIX, MOHOKJIOHAIBHBIX, XUMEPHBIX
dAb (momMeHHBIX aHTUTEI), OAHOU LEeTH, Fap, Far’, Fab)2-pparmenTos, scFv u Fa,. AnTHTEN0

MOJKET OBITH IOEJIBIM aHTHUTCIIOM, UJIN I/IMMYHOFJI06YJIHHOM, HIIH (bpaFMCHTOM AHTHUTECIIA.

[00221] Kak noapo6Ho OIMCAHO BBILIE, LIEJIBIE€ AaHTUTEIA COCTOAT U3 ABYX Iap
«qrerkout ienmm» (LC) u «rsoxenoit ey (HC) (Takue mapst merkas nemns (LC)/Tsokenas menb
B HACTOAIIEM TOKyMEHTEe cokpamieHHO o0o3HadyeHbl kak LC/HC). Jlerkue mienu u TsoKembie
HENMH TAKWX AHTHUTEN TPEACTABIAIOT COOOM TOJMIIETITHABI, COCTOSIIHE W3 HECKOIBKHX
AoMeHOB. B menmom aHTHTENEe Kakaas TsDKENas LETb COACPKUT BapHaOeIIbHYIO 00JacTb
TSDKEJION TIeTH (COKpAImeHHO 0003HaYeHHY 0 B HacTosmieM gokymeHnTe kak HCVR unu VH)
YW KOHCTAHTHYIO OOJIACTh TsDKENOW 1ernu. KoHCTaHTHAs 00MacTh TSUKEIIOW IENH COMEPIKUT
KoHcTaHTHBIE ToMeHbI Tspkenou e CH1, CH2 u CH3 (xmaccer antuten IgA, IgD un IgG) n
HEOOM3aTeNbHO KOHCTAHTHBIM moMeH Tsokenmoi menmu CH4 (xmaccer antuten IgE m IgM).
Kaxxnas merkas mienb COACPKUT BapHAOETbHBIA JOMEH JIETKOW mermu VL B KOHCTaHTHBIN
nomen nerkou menu CL. BapmaGempubie momenst VH uw VL MOXXKHO JOTOTHUTETHHO
MOJPa3ACUTh HA OOJIACTH THIEPBAPHAOCIIBHOCTH, HA3BIBAEMBIE  OTPEACIIIOIIMMH
koMIieMeHTapHOCTh obOnacTsmu (CDR), depemyrommecs ¢ 6Oonee KOHCEPBATHBHBIMH
oOmacTsaMu, Ha3pIBaeMbIMH KapkacHbIMH oOmacTsamu (FR). Kaxxnas VH u VL coctout u3 tpex

CDR wu uetsipex FR, pacmoioskeHHBIX OT aMHHOKOHIIA K KapOOKCHKOHILY B CIIEAYIOIEM
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mopsanke: FR1, CDR1, FR2, CDR2, FR3, CDR3, FR4 (Janeway, C. A., Jr, et al, (2001).
Immunobiology., 5th ed., Garland Publishing; u Woof, J., Burton, D., Nat Rev Immunol 4
(2004) 89-99). iee maps! Tsoxenon nenw u jerkoi nernu (HC/LC) cmocoOHbI cienuduyuecku
CBSI3BIBATHCA C OJTHAM W TEM K€ aHTUTCHOM. TakuM 00pa3oM, YKa3aHHOE IIEJI0€ aHTHTEJIO
MPEACTABISET COOOW OWBAaICHTHOE MOHOCIENU(HUYECKOE AHTHTENO. TakWe «aHTHTEIa»
BKITIOYAFOT, HAITPUMEP, MBIIIIHHBIC AHTHTEJIA, YCIIOBEYECKHE aHTHTENIA, XUMEPHBIC aHTHTEIA,
I'YMaHU3UPOBAHHBIC AHTHUTENIA M TEHETHYECKH CKOHCTPYHPOBAHHBIC aHTUTENA (BapHAHTHBIC
WJTH MYTAHTHBIC aHTUTEIA), TIPHU YCJIOBUH, YTO X XapaKTEPHBIC CBOWCTBA COXPaHSIIOTCI. B
HEKOTOPBIX BapHAaHTaX OCYIIECTBICHHUSA AaHTHTENa WA CBSI3BIBAIOIIME CPEACTBA
MPEACTABIIOT COOOM TYMaHH3UPOBAHHBIE AHTUTENIA, OCOOCHHO B BHJE PECKOMOMHAHTHBIX

HEJIOBCUYCCKUX UJIN TYMAaHHU3UPOBAHHBIX aHTUTCII.

[00222] B HEKOTOPBIX BapHaHTAaX OCYHICCTBIICHUA aHTUTEJIO HUJIU CBA3BIBAIOIICE
CPEACTBO MOXKET OBITh «CHMMETPHYHBIM». TE€PMHH «CHMMETPHYHBIN» O3HAYAET, HYTO
AHTUTENIO0 WIIM CBA3BIBAIOLIEE CPEACTBO HMMEIOT Fv-o0macth omgHOro THma (HampuMep,
antuTeno umeet ase Fab-o0nactu). B HEKOTOPHIX BapraHTaX OCYHIECTBICHUS aHTHTEIO HIIH
CBSI3BIBAIOLIEE CPEICTBO MOJKET OBITh «ACHMMETPUYHBIMY». TE€PMHH «aCHMMETPHUYHBIN»
O3HAYAET, YTO AHTUTEIIO MJIH CBA3BIBAIOINEE CPEACTBO UMEET MO MEHBIICH Mepe JIBa Pa3HBIX
tuna Fv-o0nacter (Hanpumep, antutenno umeet oonactu Fab u scFv, oomactu Fab u scFv2
wm obnactn Fab-VHH). Pasnuussie CTPYKTYpBI aCHMMETPHYHBIX AHTHUTEN WA

CBSI3BIBAFONIMX CPEJCTB U3BECTHHI B TaHHOH oOnactu (Brinkman and Kontermann et al. 2017

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

[00223] Cpeocmeo na ocnose anmumena: Vcnonb3yeMbld B JTaHHOM
JOKYMEHTE TEPMHH «CPEACTBO HA OCHOBE AHTHTEIA» OTHOCHTCA K CPEACTBY, KOTOPOE
crenu(uUecKd CBA3BIBAETCS C KOHKPETHBIM AHTHTEHOM. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHHAA NAHHBIA TEPMHUH OXBATHIBAECT JFOOOW TOJUMENTH/ WM TIOJHATIETITH/IHBIH
KOMIUTEKC, KOTOPBIA COJEPIKUT CTPYKTYPHBIE 3JIEMEHTH HMMYHOTJIOOYJTHHOB, TOCTATOYHBIE
ans obecredyeHus crenu(pUIecKOro CBA3bIBaHUA. MMIOCTpaTUBHBIE CPEICTBA HA OCHOBE
aHTUTENa MPEAYCMATPUBAIOT O€3 OrpaHMYEHHs MOHOKIIOHAJbHBIE AHTUTENA WIH
MOJIMKJIOHAJIBHBIE AHTUTENA. B HEKOTOPBIX BapHaHTaxX OCYHIECTBIIEHHA CPEACTBO HA OCHOBE
AHTUTENIA MOJKET CO/IEP>KaTh O/IHY MM OOJiee MOCIeA0BaTENbHOCTEH KOHCTAHTHOM 00J1aCTH,
KOTOPBIE XapAKTEPHBI JI1 AHTUTEI MBIIIH, KPOJIMKA, IPUMATA WIIA YEJIOBEKAa. B HEKOTOPBIX

BapuaHTax OCYHICCTBIICHHA CPCACTBO HA OCHOBC AHTHUTCIIA MOKCT COACPKATL OJUH HITU
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Oomee  BJEMEHTOB  TOCIEAOBATEIIbHOCTH,  SBIAIOLOIMXCS  T'yMaHH3HPOBAHHBIMH,
NPUMATH3HPOBAHHBIMH, XUMEPHBIMH H T. JI., KAK U3BECTHO U3 YPOBHS TEXHUKU. BO MHOTHX
BAPHAHTaX OCYINECTBIICHUS TEPMUH «CPEJCTBO HA OCHOBE AHTUTENA» HCIIONB3YETCS AJIA
0003HauYeHUsI OAHOM WM OOJiee HM3BECTHBIX M3 YPOBHSA TEXHHUKH WU Pa3paOOTaHHBIX
KOHCTPYKIMM wid (OpMATOB [l TPHUMEHEHHUS CTPYKTYPHBIX U (YHKIMOHAIBHBIX
MPU3HAKOB aHTHUTENA B aIbTEPHATUBHOM TIpeAcTaBiIeHUH. Hampumep, cormacHO BapHaHTaM
OCYIIECTBJICHUA CPEACTBO HA OCHOBE AHTUTEIA, TPUMEHAEMOE B COOTBETCTBHHU C HACTOSIIIMM
n300peTeHneM, uMeeT (opMaT, BEIOPAHHBIM 0€3 OTPAHUYEHHA U3 MHTAKTHBIX aHTUTEN [gA,
IgG, IgE wm IgM; 6u- nmu mynbrrcneruduueckux antuten (Hanpumep, Zybodies® u . mw.);
¢parmeHTOB aHTUTENA, TakuX Kak Fab-¢parmentsr, Fab’-¢pparmentsi, F(ab’)2-pparmentsr,
Fd’-pparmenTsl, Fd-pparmenTst, u Beiaenenabix CDR wmm ux HaOOPOB; OJHOLIETIOYEYHBIX
Fv; cnusanumit nonmunenTua-Fc; 0fHOIOMEHHBIX aHTUTEN (HAPUMED, OJHOTOMEHHBIX AHTUTE
akynbl, Takux Kak IgNAR wnmm ux ¢parMeHTOB); BEPOITIOKBUX AHTHUTEN, MACKHPOBAHHBIX
antuTen (Hanmpumep, Probody®); MaibIX MOAYNBHBIX HMMYyHO(AapMaIeBTHUECKHX
npenapatoB («SMIP™”); onnouenoueunsx wmu Tangemubix auaten (TandAb®); VHH;
Anticalin®; munuren Nanobody®™; BiTE®; 6enkoB ¢ aHKMpUHOBBIM OBTOpoM uau DARPIN®;
Avimer®; DART; TCR-nono6ubIx antuten; Adnectin®; Affilin®; Trans-body®; Affibody®;
TrimerX®™; MicroProtein; Fynomer®, Centyrin® u KALBITOR®. B HeKOTOpPBIX BapHAHTax
OCYIIECTBJICHHS Y AaHTUTENIA MOKET OTCYTCTBOBATH KOBAJICHTHAS Moau(HKaIms (Hampumep,
MPUCOETUHEHHUE TITHKAHA), KOTOPYIO OHO UMEJIO OBI, €CITH ObI OBLITIO TTOTYy4EHO €CTECTBEHHBIM
myTeM. B HeKOTOPBIX BapuaHTaX OCYHIECTBICHHUS AHTHTEIO MOKET COACPIKATh KOBAIEHTHYIO
Momu(pUKanuo (HAmpUMEp, TPHUCOEAWHEHWE TIIMKAHA, TOJE3HBIA Tpy3 [HampuMmep,
BBISBIIEMBIN (ppParMEeHT, TEPANEBTUICCKUHA (PPArMeHT, KaTAIMTHIECKHHA (PparMeHT u T. 1. ]
WA JPYTyI0 OOKOBYIO TPYMITy [HAmpuUMep, TOJMITHIECHTIHKONb H T. A.]). Bo mMHOTHX
BAPHAHTAX OCYINECTBJIEHUS CPEICTBO HAa OCHOBE AHTUTENA TPEICTABIAECT COOOM WIH
COACPIKHUT TIOJHIIENTH, AMHHOKHCIIOTHAS TIOCTIETOBATEIFHOCTh KOTOPOTO COAEPIKHUT OJHH
e 00JIee CTPYKTYPHBIX 3JIEMEHTOB, H3BECTHBIX CIEIHATUCTAM B JAHHOW OOJIACTH, TAKUX
KaK ompenensromas KoMmiuieMeHTapHocTh 00macte (CDR); B HekoTOpBIX BapuaHTax
OCYIIECTBJICHHA CPEACTBO HAa OCHOBE AHTHTENA TPEACTABIAECT COOOW WM COJEPIKHT
MOJIUNIENITH, AMUHOKHCIIOTHAS TIOCTIETOBATEIBHOCTD KOTOPOTO COJIEPIKUT IO MEHBINIEH MEPE
omny CDR (manpumep, mo menbmrei mepe ogay CDR Tspkenmod 1ienu /Wiy mo MEHbIIEH

mepe ogHy CDR nerko# memnu), KoTopas o CyImecTBY HACHTHYHA TAKOBOH, BCTPEUAOLICHCS
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B JTAJIOHHOM aHTUTENE. B HEKOTOPBIX BapuaHTax ocyecTsieHus BkimoueHHas CDR mo
cymecTBy uaeHTHYHa >TanoHHOoW CDR, B TOM cMbIcie, 4TO OHa JTHOO HMIACHTHYHA TIO0
MOCTIETOBATEIFHOCTH, THOO COAEPKHUT OT 1 10 5 aMHHOKHCIOTHBIX 3aMEH IO CPABHEHUIO C
stanoHHoi CDR. B HEKOTOPBIX BapHaHTax ocyiuecTsieHus BkioueHHas CDR no cymecTBy
uaeHTH4YHa 3TagoHHOM CDR, B TOM CMBICIIE, YTO OHA JEMOHCTPHUPYET MO MEHBIIEH MeEpe
85%, 86%, 87%, 88%, 89%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%, 99% wumm
100% wuaeHTHYHOCTh MOCHeAOBaTENBHOCTH ¢ 3TanoHHOM CDR. B HekoTOpBIX BapuaHTax
ocymectBieHusa BkmoueHHas CDR mo cymectBy maeHtuuHa sTtanoHHo CDR, B TOM
CMBICJIE, YTO OHA IEMOHCTPUPYET 1o MeHb1IeH Mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%., 98%, 99% umu 100% HACHTHYHOCTH MocaeaoBaTebHOCTH ¢ ATanoHHo CDR. B
HEKOTOPBIX BapUaHTax ocyiecTsieHus BkmodYeHHas CDR mo cymectBy wuaeHTHYHA
stanoHHoi CDR, B ToM cMBICTIE, YTO OHA AEMOHCTPUPYET IO MeHbLIEH Mepe 95%, 96%, 97%,
98%, 99% nnu 100% UAEHTUIHOCTH MOCIEA0BAaTENBHOCTH ¢ 3TanoHHOM CDR. B HekoTOphIX
BapHaHTax ocyuiecTsieHus BkmovyeHHas CDR no cymecTtBy uaentuyna stanonsoit CDR, B
TOM CMBICIIE, YTO N0 MEHBLIEH Mepe OJHA aMHUHOKHCIIOTA B mpeaenax BKmodeHHoM CDR
MOJIBEPTHYTA JACIEIUH, A00AaBICHA WM 3aMEHEHa 1Mo cpaBHeHHIO ¢ dtanoHHoW CDR, HO
BkimoueHHass CDR mMmeeT aMUHOKHCIOTHYIO TOCTEA0BATENBbHOCTD, KOTOPasi B OCTaJIbHOM
WIEHTUYHA TakoBOM y dtamoHHOM CDR. B HekoTOphIX BapuaHTaxX OCYIIECTBICHUSA
pmoueHHass CDR mo cymectBy uaeHTtuuyHa stamoHHod CDR, B TOM cmbicne, yto 1-5
AMUHOKHCIIOT B mpenenax Bkaro4eHHOM CDR moaBeprHYTHI JeNenud, A00aBICHBI HITA
3aMEHEHBI 10 cpaBHEHUIO ¢ 3TanoHHOW CDR, HO BKimouenHas CDR umeeT aMMHOKHCTIOTHYIO
MOCJIEI0BATENIBHOCTh, KOTOPasi B OCTAJIbHOM HAeHTH4YHa 3TanoHHoM CDR. B HekoTophix
BapuaHTax ocyiecTsiaeHus BkimoueHHas CDR no cymecTBy uaeHtuyHa 3tanoHHod CDR, B
TOM CMBICJIE, YTO TI0O MEHBIIEH MEpPEe OJHA aMHUHOKHCJIOTAa B mpenenax BkaroueHHOM CDR
3aMeHEeHa 1o cpaBHeHUIO ¢ 3TaoHHOM CDR, Ho BKmoueHHas CDR umeeT aMMHOKHUCTIOTHYIO
MOCJIEOBATENIBHOCTh, KOTOpas B OCTAJIbHOM MJEHTHYHA TakoBoil y sTanoHHo CDR. B
HEKOTOPBIX BapUaHTax ocyiuecTsieHus BkmodeHHas CDR mo cymecTtBy uaeHTHYHA
stagoHHo CDR, B ToM cwmbicnie, uto 1-5 amuHOKHCIOT B mpeaenax BkmoueHHOW CDR
TTOIBEPTHYTHI JCTIEIUH, JOOABICHBI WITH 3aMEHEHBI 10 cpaBHeHHIO ¢ dTanonHoi CDR, HO
BkimoueHHass CDR mMmeeT aMUHOKHCIOTHYIO MOCTEA0BATENBHOCTh, KOTOPasi B OCTaJIbHOM
uaeHTuyHa 3TanoHHod CDR. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHUS CPEACTBO HA OCHOBE

AHTUTENIA TPEACTABISIET COOOW WM  COJNEPXKHT TOJUIENTHA, aMHUHOKHCIOTHAS
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MOCJIEIOBATEIFHOCTh  KOTOPOTO ~ COACPIKHT  CTPYKTYPHBIE  DIIEMEHTBI, W3BECTHBIC
CIEIHAINCTAM B JAHHOW OOJACTH KAk BapwaOeTbHBIM JOMEH HWMMYHOTJI00OynmHA. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS CPEACTBO HA OCHOBE AHTUTEJIA TPEICTABISIET COOOM
MOJTUNICTITHAHBIA OEJIOK CO CBS3BIBAIONIMM JOMEHOM, KOTOPBIH TOMOJIOTHYCH WIIH B

3HAYUTETHHOU CTETICHH TOMOJIOTHYEH CBSA3BIBAIOIIEMY JTOMEHY HMMYHOTJIOOYITHHA.

[00224] Korma «romMoIOTHYHBIN» HMCTONB3YETCS B OTHOIICHHUH OEIKOB WIIH
NENTHIOB, CYUTAETCA, YTO MOJIOKEHHUS OCTATKOB, KOTOPBIE HE SABIAKOTCA WACHTUYHBIMM,
YacTO OTIMYAKOTCA KOHCEPBATUBHBIMHM aMHMHOKHCIOTHBIMH 3aMeHamHu. «KoncepsaTuBHast
AMHHOKHCIIOTHAS 3aMEHa» TPEACTABISET COOOM 3aMEHY, NPU KOTOPOH aMHHOKHUCIOTHBIN
OCTAaTOK 3aMEIIEH JAPYTUM AMHHOKHCIIOTHBIM OCTaTKOM, HUMEIOIMM OOKOBYIO Iiemb (R-
Ipymiy) C aHAJIOTMYHBIMH XUMHYECKMMH CBOWMCTBAMH (HAmpuUMeEp, 3apAaoM HIH
ruapodoOHOCTRI0). B 00mem, KOHCepBAaTHBHAS AMHHOKHCIOTHAS 3aMEHA 10 CYIIECTBY HE
Oynetr W3MEHATh (DYHKIMOHAJBHBIE CBOWCTBAa Ocnka. B cmywasx, ecnm aBe wiam Oolee
AMUHOKHUCIIOTHBIX IOCJIEI0BATENBHOCTEN OTIMYAIOTCA APYT OT JApPyra KOHCEPBATHBHBIMH
3aMEHaMH, IPOLEHTHASI HIEHTHYHOCTD IOCIIEA0BATEIbHOCTH HITA CTENIEHb TOMOJIOTUU MOTY T
OBITh YBEIIMYECHBI C LEIbI0 KOPPEKIHUH B OTHOINCHHH KOHCEPBATHBHOW MPHUPOIBI 3aMEHBI.
CpenactBa 1151 OCYIIECTBICHHUS 3TOM KOPPEKLIMH XOPOIIO U3BECTHBI CIIEIUAIUCTAM B JAHHOU

obnactu. Cum., Hartpumep, Pearson, 1994, Methods Mol. Biol. 24:307-31 u 25:365-89.

[00225] Hanpumep, B HEKOTOPBIX CIy4YasX KakJas U3 CICAYIONIUX [ECTH TPYIIT
COJIEP’)KUT AMHHOKHCIIOTBL, KOTOPBIE SBITFOTCS KOHCEPBATUBHBIMH 3aMEHAMH JPYT IS
apyra: 1) cepuH, TPEOHHWH, 2) acMaparMHOBas KHCIIOTA, TIIYTAMHHOBAas KHCJIOTa, 3)
acmapardH, TIIyTaMWH; 4) aprHHUH, JTU3WH, 5) W30JICUIWH, JICHIIWH, METHOHHH, AJIAHHH,
BaJUH | 6) (heHUIATaHUH, THPO3UH, TpunTodan. CrenmraaucTamM B JAHHOW 00JTaCTH TEXHUKH
W3BECTHBI APYTHE MOAXOASAIINE 3aMEHBI B JIOTIOJIHEHHE K HEOTPAHWYUBAIOIUM TPUMEPAM,

OMHUCAaHHBbIM B HACTOAIICM JOKYMCHTC.

[00226] Cesazviganue. CrenyeT YYUTHIBATH, YTO TEPMHH «(CBSI3BIBAHUEY,
WCTOIb3YEMBIH B HACTOAIIEM JOKYMEHTE, KaK MPABHJIO, OTHOCHTCS K HEKOBAJICHTHOU
aCCOIMAIIMA MEXKAY JBYMS WM OoJjiee YacTHIlAaMH wWid B HuX. «HemocpencreeHHoe»
CBSI3BIBAHHE TPETYCMATPUBACT (PU3MUECKUN KOHTAKT MEXKTY YaCTHIIAMH WU (PparMEeHTaAMH;
OTIOCPEIOBAHHOE  CBS3BIBAHWE  TpeaycMaTpuBaeT  (HU3HUYECKOE  B3aHUMOJICHCTBHE
MOCPEACTBOM (PH3UYECKOTO KOHTAKTA C OJHOM WM 0o0Jiee TPOMEKYTOYHBIX YACTHIIL,

CBsI3pIBAHUE MEXKIY IBYMS WM 00JIee YaCTHIIAMH OOBIYHO MOKET OIICHHBATHCS B IIFOOOM U3
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psia KOHTEKCTOB, B TOM YHCIJIE B TEX CIy4asX, KOTJA B3aWMOJEHCTBYIOIIHE YACTHUIBI HUITH
(bparMeHTHI U3yYAIOTCSA H30JTUPOBAHHO MITH B KOHTEKCTE OOJIEE CIIOKHBIX CHCTEM (HATpUMeED,
MPU KOBAJICHTHOW WITH WHOM aCCOIUAIIMU C YaCTHIIEW-HOCHTEIIEM W/HIH B OHOIOTHYECKOU
CHCTEME HITH KIIETKE). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS «CBI3BIBAHHUE) OTHOCUTCA K
HEKOBAJIEHTHBIM B3aMMOJCUCTBUAM TOTO THIA, KOTOPBIE MPOUCXOMAT MEXKIY MOJECKYIOH
WMMYHOTJIOOYJTMHA M QHTHTEHOM, B OTHOLIEHHWH KOTOPOTO HMMYHOTJIOOYJHH SBIACTCA
cnemprueckum. Cunma  wnm a@pPUHHOCTP  UMMYHOJIOTHMYECKHX  CBSI3BIBAIOLIMX
B3aMMOJICHCTBUH MOTYT OBITh BBIP@KEHBI dYepe3 KoHcTaHTy auccommanmu (Kq)
B3aUMOJIEUCTBUA, TAe MeHbmas Kg  mpexacraBmsier  Oonpimryi0  adUHHOCTB.
MMMyHOIOTHYECKHE CBOMCTBAa CBA3BIBAHUS BBIOPAHHBIX TIOJIMIENTHIOB MOTYT OBIThH
OTIpeJIEIEHbl KOJMYECTBEHHO C NMPUMEHEHHEM CIOCOOOB, XOPOLIO H3BECTHBIX B YPOBHE
TexHUKH. OxWH Takod CHoco0 BKIIOYAET H3MEPEHHE CKOPOCTEH O00pa3oBaHHUA U
JUCCOLMAIIMN KOMIUIEKCA AaHTHT€HCBA3BIBAIOIIUE CAMT/aHTUT€H, TIPH 3TOM JAHHbBIE CKOPOCTH
3aBUCAT OT KOHLEHTPAIMH MApTHEPOB KOMIUIEKCA, a(pPUHHOCTH B3aUMOACHUCTBUA H
reOMETPHYECKUX MapaMETPOB, KOTOPhIE B PABHOW CTETIEHH BIUAIOT HA CKOPOCTh B 00OMX
HanpaBiaeHUAX. TakuM 00pa3oM, U KKOHCTaHTa CKOPOCTH acconuanumy (Kon), 1 «KOHCTaHTA
ckopoctu auccormanumy (Koff) MOTYT OBITH ONpEACIIEHBI ITyTEM pacyeTa KOHUCHTPAIMH U
(akTHYECKHX CKOpOocTed accommanmu u auccormanuu. (Cyv. Nature 361:186-87 (1993)).
Otnomenue Kof/Kon TMO3BOJSET aHHYNMHpOBAaTH BCE MAapaMETPhl, HE CBA3aHHBIE C
ah(UHHOCTBIO, M paBHsIETCS KOHCTaHTe auccormammu Kq. (Cy. 6 oougem, Davies et al. (1990)

Annual Rev Biochem 59:439-473).

[00227] Csaszvisaruiee cpeocmeo. Kak TIpaBUIIO, TEPMHH «CBA3BIBAIOLIEE
CPEACTBOY» HMCIIONIB3YETCS B HACTOAMIEM JOKYMEHTE B OTHOLICHHUH JTFOOOM YaCTHIIBI, KOTOPAas
CBSI3BIBACTCA C MPEACTABISIONICH HHTEPEC MUIIEHBIO, KAK ONTUCAHO B HACTOATIEM JOKYMEHTE.
Bo MHOTMX BapwaHTax OCYIIECTBIICHHS TPEICTABIIIOMUM HMHTEPEC CBA3BIBAIOLIAM
CPEACTBOM SBJISAETCSA CPEACTBO, KOTOPOE CTIEHH(UIECKH CBIA3BIBACTCSA CO CBOCH MUMICHBIO, B
TOM aCHEKTE, YTO OHO OTIMYAET CBOIO MHUIIEHH OT JAPYTUX MOTEHIHATBHBIX MAPTHEPOB TIO
CBA3BIBAHUIO B KOHKPETHOM KOHTEKCTE B3aMMOACHCTBHA. Kak MpaBHIlO, CBS3BIBAIOIIEE
CPEICTBO MOXKET MPEACTABIATH COOOHM YACTHITY U3 IFOOOTO XHMHUYECKOTO Kilacca (Harpumep,
MOJTUMEP, HETIONHMEDP, MAIYI0 MOJIEKYIy, TOJUNENTHN, YIJEBOJ, JIUIMUA, HYKICHHOBYIO
KHCJIOTY H T. [I.) WJIA COAEPKaTh €. B HEKOTOPHIX BAPHAHTAX OCYIIECTBICHHS CBA3BIBAIOIIEE

CPEACTBO TIPEACTABIAET COOOW OJHY XHMHYECKYI0 YacTHIly. B HEKOTOpPHIX BapHaHTax
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OCYIIECTBJICHHS CBA3BIBAIOIEE CPEACTBO MPEACTABIIET COOOM KOMIUIEKC U3 ABYX WIIH O0ee
OTIEITbHBIX XUMHUYIECKUX YACTHUL, CBI3AHHBIX JIPYT C IPYTOM B COOTBETCTBYIOLINX yCITOBHAX
MOCPEACTBOM HEKOBAJICHTHBIX B3auMOJcWcTBHM. Hampumep, cremumanucraMm B JaHHOU
oOmactd OyJeT TMOHATHO, YTO B HEKOTOPHIX BAPHAHTAX OCYIIECTBICHHSA CBSI3BIBAIOIIEE
CPEACTBO MOJKET COAEP:KAaTh «OOIIWID) CBA3BIBAIOIIMK (pparMeHT (HaAmpuMep, OJUH W3
OMOTHHA/aBUIWHA/CTPENTABUANHA  W/WIHM  KJjacc-CHelHM(HUUecKkoe  aHTHTENO0) H
«crienu(pUIECKUiD» CBA3BIBAIOIIUNA (parMeHT (HAmpUMep, AHTHUTENO MM anTaMepsl ¢
OTIPENIETICHHON MOJEKYJISIPHOH MUIIEHBIO), KOTOPBIH CBA3aH C MAapTHEPOM OOIIETo
CBSI3BIBAIONIETO (pparmMeHTa. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS TAKOM MOIX0] MOXKET
MO3BOJIUTH MOJYJIBbHYI0 COOPKY MHOMKECTBA CBSI3BIBAIOIIMX CPEJICTB IOCPEACTBOM
CBS3BIBAHUS PA3HBIX CHEIM(PHUUECKUX CBA3BIBAOIIUX (PParMEeHTOB C OJHUM U TEM K€
MApTHEPOM OOINETO CBA3BIBAIOIIETO (pparMeHTa. B HEKOTOPHIX BapHaHTAX OCYIIECTBIICHUS
CBSI3BIBAIONINE CPEICTBA MPEACTABIIIOT COOOH MITH COAEPIKAT MOUNETTHABI (B TOM YHCIIE,
HaNpUMep, aHTHTENIA WK (PpParMeHTsl aHTHTEN). B HEKOTOPBIX BapHaHTAX OCYINECTBIICHUS
CBSI3BIBAIONINE CPEACTBA TNPEACTABIAIOT COOOM WM COAEpKAaT Malible MOJEKynbl. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS CBA3BIBAIOIINE CPEACTBA MPEACTABIAIOT COOON HITH
coaep:KaT HyKJICHHOBBIE KHCIOTHL. B HEKOTOPHIX BapHAHTaX OCYHICCTBIICHUS CBSI3bIBAIOIIIHE
CpeAcTBa TPEACTABIAIOT CO0OHM amramepsl. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
CBS3BIBAIOIIME CPEJICTBA TMPEACTABIIIOT COOOW TOJUMEPHI, B HEKOTOPHIX BapHAHTaX
OCYIIECTBJICHHSA CBS3BIBAIOIIME CPEICTBA HE SBJIAIOTCS TOJUMEpaMH. B HEKOTOpPHIX
BAPHAHTAX OCYHICCTBIICHHUS CBS3BIBAIOIIHME CPEACTBA SABIITIOTCS HETIOJUMEPHBIMH B TOM
OTHOINEHWH, YTO OHH HE HMEIOT MOJUMEPHBIX (parMeHTOB. B HEKOTOPHIX BapuaHTax
OCYIIECTBJICHUS CBA3BIBAIOIIUE CPEICTBA MTPEICTABIAIOT COOOM MITH COJEPIKAT YIIIeBOAbI. B
HEKOTOPBIX BapPHAHTaX OCYINECTBJICHHUS CBA3BIBAIOIINE CPEICTBA MPEACTABIAIOT COOOH WITH
coAep:KaT NEKTHHBL. B HEKOTOPHIX BapHAHTaX OCYIIECTBICHHS CBA3BIBAIOIIHE CPEICTBA
MPEACTABIIOT COOOM WM COJEPIKAT TENTHAOMHMETHKHA. B HEKOTOPHIX BapHaHTax
OCYIIECTBJICHHS CBA3BIBAIOINNE CPEACTBA MPEACTABISAIOT COOOHM HIIM COMEP’KAT KapKaCHBIE
Oenku. B HEKOTOPBIX BapHaHTaX OCYIMIECTBICHHS CBS3BIBAIOLINE CPEACTBA NMPEIACTABIIOT
COOOM MIIH COZIEPIKAT MUMEOTOTTBL. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHUS CBI3bIBAIOLIHE
CPEeICTBA MPEICTABIIIOT COOOM HMITH COACPKAT HYKIEHHOBBIE KHCTOTHI, Takue kKak JIHK wmm
PHK. B BapmaHTax oOCyHIECTBICHHS CBS3BIBAIONIEE CPEACTBO TPEACTABIAET COOOM

BBII[GJ'ICHHBII\/'I TIOJIMIICIITHUA, OMMHCAHHBIN B HAaCcTOAMECM JOKYMCHTC. B BapHuaHTax
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OCYIIECTBIICHHUA CBA3BIBAIOIIUM CPEACTBOM SABJISICTCA AHTUTENO, KOHBIOraT HA OCHOBE
aHTHTENAa WM €ro AaHTHTCHCBA3BIBAOIUK (parmMeHT. B BapmaHTax ocCymecTBIEHUA

CBSI3BIBAIOMIEE CPEACTBO MPEACTABISIET COOOM aHTUTETIO.

[00228] Pak. TepMuHBI «pak», «3IOKAYECTBEHHOCTBY, «HOBOOOPA30BAHHUEY,
«OTYXOJIbY» U «KaPILIMHOMAa)» UCTIOTIB3YIOTCS B HACTOSIIEM JOKYMEHTE B OTHOIIEHUH KIIETOK,
KOTOPBIE JIEMOHCTPHUPYIOT OTHOCHUTEIIPHO AaHOMAJbHBIA, HEKOHTPOIHUPYEMBIH W/WIH
ABTOHOMHBIN POCT, B PE3yNIbTATE YETO OHHU JIEMOHCTPUPYIOT (PEHOTHUIT AOEPPAHTHOTO POCTA,
XaPaKTEPHU3YIOMUNUCA CYIECTBEHHOM TMOTEpe KOHTPOIA KIETOUYHOM mponudeparmu. B
HEKOTOPBIX BApUAHTAX OCYIIECTBICHHUA OIMYyXOJIb MOMKET MPEACTABIATH COOOM WIH
COAEPKaTh KIETKH, KOTOPBIE SBJIAIOTCA MPEAPAKOBBIMH (Harpumep, 10OPOKaYECTBEHHBIMHU),
3710Ka4Y€CTBCHHBIMH, MIPEIMETACTATUIECKUMH, METACTaTHYECKUMHU w/unu
HEMETAaCTATHUYECKUMH. B HacToAmeM H300pETEHWH HWACHTH()HUIMPOBAHBI OTPEACIICHHbIE
BU/IBI Paka, B OTHOLICHWH KOTOPBIX €T0 HIAECH MOTYT OBITh OCOOCHHO MOAXOIIIUMH. B
HEKOTOPBIX BapHAHTaX OCYLIECTBICHHs COOTBETCTBYIOIUM paKk MOXKET XapaKTepH30BaThCA
KaK COJIUJHAsI OMyXOJib. B HEKOTOPBIX BaApUAHTAX OCYILECTBJICHUSA COOTBETCTBYIOLIMM pak
MOJKET XapaKTepPU30BaThCA KaK FeMaToJIOTHYecKas OMyX0ib. B BapHaHTax OCyIIeCTBICHUS
paK TPEACTABIET COOOW AJACHOKAPIMHOMY, aJCHOKAPIMHOMY JIETKOTO, OCTPBIH
MUETOUAHBIH  JeWko3 («AML»), octpeiii  auMdoOmacTHeii  meiko3  («ALLY),
AIPEHOKOPTHKAIIFHYIO KapIUHOMY, paK aHyca (HampuMmep, TUIOCKOKJIETOYHAs KapIUHOMAa
aHyca), paK amnmeHgukca, B-kierounsni neiko3, B-xmerounyro mampomy, pak MOYEBOTO
My3BIPS, PaK TOJIOBHOTO MO3Ta, PAK MOJIOYHOM JKeJIe3bI (HAITPUMED, TPHKIbI HETATUBHBIA PaK
momounor xkene3sl (TNBC)), pak ¢annonmeBoi(-b1x) TpyOBI(TPYO), pak sHYKa,
nepeOpanbHBIN paK, paKk NIEHKH MATKA (HATPUMEP, TIOCKOKIETOYHBIN paK MIEHKH MAaTKH),
XOPHUOKAPLIMHOMY, XPOHUYECKHUNA MUETOTEHHBIN JIEWKO3, ommyxoJib CNS, , pak TOJICTOM KUIIIKH
WM KOJIOPEKTAIGHBIA pak (HampuMmep, aAcHOKAPIMHOMY TOJICTOH KHIIKH), TU(PPY3HYIO
rimmomMy ctBona rojiosHoro mosra (DIPG), muddysHyro B-kpymHokneTounyro mumpomy
(«DLBCL»), o>mOpuoHanmbpayto  padmomuocapkomy (ERMS), pak  sHmomeTpws,
SMUTETHAIBHBI pPaK, paK NHINEBOAa (HAMPUMEP, TUIOCKOKIETOYHBIA PaK MHINEBOA),
capkomy FOwmHTa, pak rmasa (HanpuMep, yBEaTbHYI0 METaHOMY ), (DOILTHKYIIAPHYIO THM(POMY
(«FL»), pak >keT4HOTO Ty3bIPs, PAK JKETYIAKA, PAK JKETYAOUYHO-KAIIEYHOTO TPAKTA, TITHOMY,
paKk TOJOBBI W ImeW (HampuMmep, IIOCKOKIETOYHBIM pak roioBel W men (SCHNC)),

reMaTOJIOTHYECKUH PAK, MEYCHOYHOKIIETOUHBIH pak, muMdpomy Xomkkuaa (HL)/mepeuanyto
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MEINACTHHAIBHYIO B-K1eTounyro muM@omy, pak MOYKH, CBETIOKIETOYHBIN PaK TMOYKH, Pak
TOPTaHH, JIEWKO3, paK TMEUYEHH, PaK JIETKOTO (HAIPHMEP, HEMETKOKIETOYHBIM PaK JIETKOTO
(NSCLC), METKOKIIE TOYHBIH PaK JIETKOTO, aACHOKAPIIHHOMY JIETKOTO HITH TJIOCKOKJIE TOYHBIN
pak Jerkoro), nuM@omy, MeITaHOMY, KapIMHOMY H3 KIETOK MepKemsa, Me30TeTHoMY,
MOHOITUTAPHBIA JIEMKO3, MHOKECTBEHHYIO MHEJIOMY, MHEIOMY, HEUPOOIaCTHYECKYIO
omyxonb CNS (manpumep, Heripoonactomy (NB)), Hexomkkuackyro mampomy (NHL), pak
POTOBOM TOJIOCTH, OCTEOCAPKOMY, PaK STUYHHUKA, KAPIIMHOMY AUIHHUKA, PAK TOHKETYIOYHOM
JKENe3bl, paKk OpIOIIMHBL, TEPBHUYHBIA paK OPIOIIMHBI, PaKk MPEACTATEINBHOM IKENes3bl,
penuanBHYI0 WK pedpakTepHyro kmaccudeckyro mumpomy Xomxkuaa (cHL), pak mouku
(HampuMep, TOYEYHOKIETOUYHBIM PaK), Pak MPAMONW KHIIKH, PaK CIIOHHOM Kene3sl
(HampuMep, OIMyXOJb CIIFOHHOM JKETE3bl), CApKOMY, paK KOKH, PaK TOHKOW KHIIKH, Pak
HKEITy/IKa, TUIOCKOKIETOUYHBIH PaK, IIOCKOKIETOYHBIN pak MOJOBOT0 YJICHA, PaK XKeyaka, T-
KJIETOUHYIO JIEHKeMHIo, T-KIeTOUHyI0 auM(oMy, pak THMyca, TAMOMY, PaK IMUTOBHIHOM
JKEIIe3bl, YBEATbHYI0 MEIAHOMY, YPOTEIHAIbHYIO KapLUHOMY, paK MAaTKH (HalpuMep, pak
9HJAOMETPHUS MATKU WM CAPKOMY MATKH), paK BlIarajuina (Hampumep, MiI0CKOKIETOYHbIN pak
BJIArajMia), pak BYJIbBHI (HANIPHMEpP, IUTOCKOKJIETOYHBIM PaK BYJIBBBI) HJIH OITYXOJb

Buiesmca.

[00229] Hocumene. 1Tpyu ucnionnb30BaHUH B HACTOAIIEM JOKYMEHTE OTHOCHUTCS K
paz0aBUTEIO, ATBIOBAHTY, BCIIOMOTATEIbHOMY CPEACTBY HITH CPEIe-HOCHTEIO, C KOTOPHIMH
BBOJSAT KOMITO3UIHIO. B HEKOTOPBIX MILTFOCTPATUBHBIX BAPHAHTAX OCYIICCTBIICHUS HOCUTETH
MOTYT BKJIKOYaTh CTEPUIIbHBIC JKUAKOCTH, TAKHE KAaK, HAMPUMEP, BOJA B MAacCJia, B TOM YUCTIE
Macja 13 HeTH, JKUBOTHOTO, PACTUTEIIBHOTO HJTH CHHTETHYECKOTO TTPOHUCXOKICHUS, TAKHE
KaK, HAITPUMEP, apaxuCOBOE MACJO, COEBOE MACJIO, MUHEPATIBHOE MACIIO, KYH;KYTHOE Maclio
U T.1. B HEKOTOpPHIX BapuaHTaX OCYMIECTBIICHHUS HOCHUTEIIH TPEACTABIIOT COOOW WITH
BKIIFOYAIOT OJWH WM OOJiee TBEPABIX KOMIIOHEHTOB. B HEKOTOpPBIX BapuaHTax
OCYHIIECTBIICHHS HOCHUTEJIEM MOJKET OBITh PACTBOPHUTENh WIW JUCIICPCHOHHAS Cpeja,
COJIEprKaIasi, HampuMep, BOAY, TAHOJ, TIOJHOJ (HAPUMED, TIUIEPHUH, TIPOITUJICHTTHKOIb,
KUJAKAW TTONMATHJICHTIIMKOND W T. 11.), H WX MOAXOJAIIHe cMecH. Hamrexamas Teky4ecTsb
MOKET MOJJACPKUBATHCS, HAMPUMEDP, MyTEM MPUMEHECHUS MOKPBITHS, TAKOTO KaK JICLUTHUH,
MyTeM TOAAepkaHus TpeOyeMoro pasMepa 4YacTHI[ B ClIy4yae UCIIEPCHH W IyTEM
NPUMECHEHHSI  TOBEPXHOCTHO-AaKTUBHBIX  BEIIECTB. [IpenotBpamenue  AeUCTBHA

MHKPOOPTaHU3MOB MOXKET  OBITP JOCTUTHYTO c TIOMOIIBIO Pa3IHYHBIX
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MPOTHBOOAKTEPHUATBHBIX M  TPOTHBOTPHOKOBBIX CPEACTB, HANpUMeEp, MapaOeHOB,
xynopOyTaHona, peHoma, aCKOpOMHOBOM KHCJIOTHI, THMEPOCAa U T. T. B HEKOTOPhIX cirydasx
MOJKET OBITH YKEJIATEIbHBIM BKIIFOYATh B KOMITO3ULIMIO H30TOHHYECKHE CPEACTBA, HAIPUMED,
caxapa, MHOTOATOMHBIE CIHPTHL, TAaKWE KaK MAaHHHUT, COPOHT, XIOPHA HATPHA.
[IpononrupoBanHas abCOPOIUS HHBEIMPYEMBIX KOMIIO3HIMH MOKET OBITh JOCTUTHYTA C
MOMOIIBI0 BKIIFOYEHHSA B KOMIIO3ULMIO CPEACTBA, KOTOPOE OOECIEUMBAET 3aEPIKKY

abcopOIMH, HATTPUMEP, MOHOCTEAPATA ATTFOMUHUS U JKEJTATHHA.

[00230] CDR. Vcnonp3yemplii B HacToAlEeM JoKymMeHTe TepMHH «CDR»
OTHOCHUTCSI K ONpPEIENAINEH KOMIUIEMEHTAPHOCTh O0JacTH B Mpeaenax BapuaOeIbHOU
oOnacTu aHTHTena. B KakaoW W3 BapHaOENbHBIX 00JIACTEH TSDKENOW LENH W JIETKOW LIETH
umeetrca Tpu CDR, koropeie o6o3naueHsl kak CDR1, CDR2 u CDR3 mma kaxaoi u3
BapuadenbHbIX oonacrei. «Hadop u3 CDR» wm «wabop CDR» oTHOCHTCS K rpymime U3 Tpex
wmm mectr CDR, koTopkie BcTpewaroTest MO0 B OHOM BapHaOEIbHOM 00J1acTH, CIIOCOOHOM
CBsI3bIBaTh aHTHTeH, 00 B CDR poacTBeHHBIX BapraOeIbHBIX 00IaCTeH TSHKEIIOM U JIETKOM
LENH, CHOCOOHBIX CBA3BIBaTH aHTHUTeH. [ panuipr CDR ompeneneHel mo-pasHOMY B
3aBUCUMOCTH OT CUCTEMBI, HEKOTOPBIE U3 KOTOPBIX U3BECTHBI B JAHHOW 00JIaCTH (HAIPUMED,

Kabat, Chothia u 1. 1.).

[00231] Kombunuposannoe cpeocmeo mepanuu. Vcnonb3yeMplii B JTaHHOM
JIOKYMEHTE TEPMHH «KOMOWHHPOBAHHOE CPEACTBO TEPAITHE» OTHOCHUTCS K KIIMHHYECKOMY
BMEIIATEIILCTBY, MPH KOTOPOM CYOBEKT OJHOBPEMEHHO IMMOJBEPracTCs BO3ACHCTBHIO JBYX
M 0oJiee TEPANIeBTHIECKUX CXeM (Hanpumep, TBYyX WIH 00Jiee TeParieBTHIECKUX CPEICTB).
B HEKOTOpBIX BapHaHTaX OCYIICCTBJICHHS JBE WK OOJiee TEPAMEBTHYECKUX CXEM MOTYT
BBOJUTCS OJHOBPEMEHHO. B HEKOTOPBIX BapHaHTaX OCYHICCTBJICHHS JBE WIIH Ooliee
TEPANIEBTUYECKHX CXEM MOTYT BBOJHUTHCS IOCIIEAOBATEIBHO (Hanpumep, MEPBYIO CXEMY
BBOJAT O BBEICHHUS KAKUX-THOO /03 M3 BTOPOH CXeMbl). B HEKOTOpPBIX BapHaHTaX
OCYHIECTBJICHHS JIBE WJTH 0OJiee TEPareBTHYECKHX CXEM BBOMAT C MEPEKPHIBAHHEM CXEM
BBEJCHUS J03bl. B HEKOTOPHIX BapHaHTaX OCYHIECTBIICHUS BBEIACHHE KOMOHHHPOBAHHOTO
Cpe/CTBA TEPAMUH MOKET MPETyCMaTPUBATh BBEJCHUE OJHOTO HIIH OOJiee TepareBTHYECKUX
CPEIICTB WK METOJOB CYOBEKTY, TOTYUaAIOMEMY APYTroe(Ipyrue) cpeacTBo(CpeacTra) HUid
MeTox. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS KOMOHMHHPOBAHHOE CPEICTBO TEPAITUHU HE
00s13aTeIIbHO TPEOYET, YTOOBI OTAEITFHBIE CPEJICTBA BBOJUIIHCH BMECTE B OJHOM KOMITO3UITUN

(wmu gaske 00A3aTENFHO B OJHO W TO JK€ BpeMs). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
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7B WM OOJIee TEPATEBTUIECKUX CPEACTB WM METOJ0B KOMOMHHUPOBAHHOM TE€PAITHHA BBOJIAT
CYOBEKTYy TO OTAETBHOCTH, HANpumep, B OTACIBHBIX KOMITO3UIUAX, IOCPEACTBOM
Pa3AeNbHBIX MyTeH BBEACHUS (Hanpumep, OTHO CPEACTBO MEPOPATBHO, & APYTOE CPEICTBO
BHYTPUBEHHO) W/UIJIH B Pa3HbIE MOMEHTHI BpEMEHH. B HEKOTOPHIX BApHAHTAX OCYIIECTBICHHA
JIBa WK O0JIEE TEPATIEBTUIECKHUX CPEICTB MOTYT OBITh BBEIEHBI BMECTE B KOMOWHUPOBAHHOM
KOMIIO3HIIMH WK JaK€ B KOMOMHMPOBAHHOM COEOUHEHUHU (Hanpumep, Kak 4acTh OJHOTO
XUMHYECKOTO KOMILUIEKCA MITH KOBAJICHTHOM YaCTHUIIBI), TOCPEACTBOM OHOTO M TOTO K€ Iy TH

BBEJICHUS W/HITH B OJTHO M TO YK€ BPEMSL.

[00232] Coeounenue u cpeocmeo. TepMUHBI «COCTUHEHHE» U «CPEICTBO»
UCTIONB3YIOTCA B HACTOALIEM JOKYMEHTE B3auMo3aMeHseMo. OHHM OTHOCATCS K JHOOOM
BCTPEYAIOIICHCS B PUPOJE UM HE BCTPEUAIOIIECHCA B IPUPOE (HAIPUMED, CHHTETHYECKOM
WM PEKOMOMHAHTHOM) MOJIEKYJIe, TAKOW Kak OHMOIOTHYECKAas MAaKpPOMOJIEKYa (HalpHMeED,
HYKJICHHOBAs KHUCIIOTA, TOJHUIENTHA WM O€JO0K), OpraHW4YecKas WM HEOpraHW4YecKas
MOJIEKYJIA, WM 3KCTPAKTy, MOTYYEHHOMY H3 OHOJOTHYECKHX MATEPHANOB, TAKUX Kak
OaKkTepuu, pacTEHUs, TPUOBI WM KIETKH WIM TKAHH JKUBOTHBIX (HAIpHUMeEp,
MJIEKOTIMTAIOIINX, BKIFOYas 4denoBeka). CoelMHEHHWE MOXKET MPEACTABIATH COOOH OJHY

MOJIEKYJTY UJTH CMECH HITM KOMIUIEKC U3 IO MEHbBIIEH MEPE JIBYX MOJIEKYIL

[00233] Conocmasumorit. VIcionb3yemMblii B HACTOSIIIEM JOKYMEHTE TEPMHUH
«COTIOCTABUMBII» OTHOCHUTCS K OTUCAHHUIO IBYX (WU 00Jiee) COBOKYMTHOCTEH YCIIOBHH HITH
OOCTOSITENNBCTB, KOTOPBIE JOCTATOYHO TOXOKH OPYr Ha JApPyra, YTOOBl MOXKHO OBLIO
CPaBHHUBATH TOJTyYEHHBIC PE3YIbTATHI HITH HAOTIOJaEMBIE ABIICHUS. B HEKOTOPHIX BapHaHTax
OCYLIECTBIICHHA  COMOCTABUMBIE  COBOKYIIHOCTH  YCIOBHM MM  OOCTOSTENBCTB
XapaKTEepU3YIOTCA MHOKECTBOM II0 CYINECTBY HIACHTHYHBIX IIPH3HAKOB M OJHUM HIH
HEOOIBIITNM YHCITIOM OTIMYAOIIUXCSA MPU3HAKOB. CIIeITHaMcTaM B JAHHOH 00JTACTH TEXHUKH
JOJDKHO OBITh TIOHATHO, YTO COBOKYITHOCTH YCIIOBUH COTIOCTABUMBI IPYT C IPYTOM, €CJTH OHH
XapaKTEepHU3YIOTCA JTOCTATOYHBIM YHCJIOM H THUIIOM II0 CYINECTBY HACHTHYHBIX IMPHU3HAKOB,
YTOOBI CIENATh OOOCHOBAHHBIN BBIBOJ O TOM, YTO PA3JIMYHUS B IOJyUYEHHBIX PE3YIbTATAX HITH
ABIICHUAX, HAONMIONAEMbIe TIOJ BIUIHHEM PA3JIHYHBIX COBOKYIHOCTEH YCIIOBHH WIIH
OOCTOATENTBCTB, BBI3BAHBI PA3IIMYHEM B 3THX OTIIMIUTEIHHBIX MMPU3HAKAX WITH YKA3BIBAIOT HA

HCTO.

[00234] Konmpons. Vcnonb3yeMblii B HACTOAIIEM JOKYMEHTE TEPMUH

«KOHTPOJIb» UMEET MPUHATOE B JAHHOW OOJIACTH 3HAYCHHE, TOJIPA3YMEBAOIIEE CTAHIAPT,
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OTHOCHUTENIBHO KOTOPOI'O CPAaBHUBAIOT pe3yNbTaThl. Kak mpaBuiio, KOHTPOJIb UCTIOIB3YIOT IS
MOBBIIICHAS YHCTOTHI B SKCIIEPUMEHTAX IMYTEM BBIICTICHHUS MEPEMEHHBIX, YTOOBI CIENATh
BBIBOJ O TaKUX IEPEMEHHBIX. B HEKOTOpPBIX BapHaHTaX OCYINECTBIEHUS KOHTPOJIb
MPEICTABIET COOOW PEAaKIUI0 WM aHAIW3, KOTOPBIM TPOBOJAT OJHOBPEMEHHO C
UCCIIEAYEMOM pEeaKkuued WM aHaTu30M JI1 TONy4YeHHs OOBEKTa CpaBHEHWs. B omHOM
SKCMIEPUMEHTE PUMEHSIOT KOOBEKT UCCIETOBAHUD (T. €. HCCIEAYEMYIO TIEPEMEHHYT0). Bo
BTOPOM 3KCIEPUMEHTE, KOHTPOJIBHOM», HUCCIEAYEMYIO NMEPEMEHHYIO HE MPUMEHAIOT. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUSA KOHTPOJIb MPEICTABIAECT COOOM HMCTOPUYECKHM
KOHTPOJIb (T. €. MUCCIEJOBAHME WM AHAIIN3, BBITOJHEHHBIE PAaHEE, WIM KOJIUYECTBO HWIIH
Pe3ynbTaT, KOTOPhIE paHEEe W3BECTHBI). B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUA KOHTPOJIb
MPEICTABIAET COOOM WIIM COACP)KUT HANEUATAHHYI0 WIM HWHBIM 00pPa3oM COXPAHEHHYIO
3anuch. KOHTpOMb MOKET OBITh TOJOXKHUTEIBHBIM KOHTPOJIEM WM OTPHLATEIHHBIM

KOHTPOJIEM.

[00235] Anumon. Vicnonb3yeMblil B HACTOSALIEM JOKYMEHTE TEPMUH «IIHTOID
BKIIIOYAET JOOOW (pparMeHT, KOTOPBIM CHENU(UYECKH PACIO3HAETCS CBA3BIBAIOIIUM
KOMITOHEHTOM HMMYHOTJIOOYJTHMHA (HAampUMep, aHTUTENa WIH perentopa). B HEKOTOphIX
BapHUAHTAX OCYIIECTBJICHHUS SMUTOI COCTOMT U3 MHOKECTBA XHMHYECKHX aTOMOB HJTH TPYIII
HA AHTUTEHE. B HEKOTOPHIX BapHAHTAX OCYINECTBICHHSA TAKHE XHUMHUYECKHE ATOMBI HJIH
TPYIIBI HAXOAATCA HA TOBEPXHOCTH, KOTJIAa AHTHUITEH MPHHAMAET COOTBETCTBYIOIIYIO
TpeXMEPHYIO KOH(popMaIuio. B HEKOTOPBIX BapHaHTAaX OCYHIECTBJICHUS TAKHE XUMHUYECKHUE
aTOMBI WJIH TPYTIbl (PU3UIECKH HAXOIATCS OJTU3KO JAPYT K APYTy B MPOCTPAHCTBE, KOTAA
AHTUTEH MPHHUMAET TaKyl KoH(popMmaimioo. B HEKOTOPBIX BapHaHTaX OCYHICCTBIICHHUS IO
MEHBIIEH MEpe HEKOTOPhIE TAKUE XUMHUYECKHE aTOMBI HJIH TPYIIbl (PHU3HYECKH OTACIICHBI
APYT OT Ipyra, KOTJa aHTHTCH NMPUHHUMAET abTCPHATHBHYIO KOH(POpPMAIUWIO (HAIpUMep,

JTUHEAPU3YETCS ).

[00236] Kapkac vnu kapkacnas obnacme. 11pu ucionp30BaHUU B HACTOSILIEM
JOKYMEHTE TEPMHH OTHOCHTCS K TOCIIEOBATENBHOCTAM BapuadenpHOU oOmactu 6e3 CDR.
[Tockompky mocmenoBarebHOCTE CDR MoOkeT OBITH OmpeneneHa COTJIACHO Pa3THYHBIM
CUCTEMaM, CXOJHBIM  0Opa3oM  KapKacHas  TIOCIIEAOBATENBHOCTh  ITOJIBEPTaeTCs
COOTBETCTBEHHO pa3nuuHbiM uHTeprpeTamusam. [Ilecte CDR nmenst kapkacHsie 001acTH Ha
TSDKETBIX | JIETKHX 1ersax Ha yeTsipe moxoonactu (FR1, FR2, FR3 u FR4) Ha kaxxnoi nienw,

B kotopbix CDR1 pacnonaraerca mexxay FR1 u FR2, CDR2 mexny FR2 u FR3 u CDR3
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mexxay FR3 u FR4. bes ykazanus korkpetabix nogoodnactedt kak FR1, FR2, FR3 uma FR4,
KapKacHas 00J1acTh, HA KOTOPYIO CCBIIAIOTCS Apyrue, 0003Ha4YaeT KoMOMHHpoBaHHbIe FR B
BapHaOEeNbHON 00JIACTH OJHON BCTPEYAIOINEHCS B MPUPOAE LIEMH UMMYHOTIOOynmHHA. [Ipn
WCTIOJIb30BAHHHM B HACTOAIEM J0kyMeHTe FR mpeacraBmseTr coOoii OIHY W3 4YeThIpEX
noxodnacted, FR1, HanpuMep, mpeACTaBIIIeT EPBYIO KAPKACHYIO 00IacTh, OMKAUIITYIO K
AMHHOKOHITYy BapHaOeTbHOM 00JIACTH M PACIIONIOKEHHYIO B HANPABIICHHH 5° OTHOCHTEIIHHO
CDRI1, a FR mpencraenstor nBe wid 0Oojiee TOM00IACTEH, COCTABIIIOMMX KapPKACHYIO

00J1aCTh.

[00237] TI'mukan. Ilpy WCTIONB30BAHMM B HACTOSLIEM JOKYMEHTE «(TJIMKAH»)
03HAYaeT KOMITOHEHT, TIPECTABIISIIONINI COO0M caxapHbIi oumep (pparMeHT) (Hampumep,
TaKOW Kak (pparMeHT IIIMKOTMPOTEHHA). TEePMUH «TJIMKAH» MOYKET OXBATBIBATH CBOOOIHBIC
TJIUKAHBL, BKIIOYas TJIMKAHBL, KOTOpPhIE OBLIM OTHICTUIEHBI WM HMHBIM  00pa3oM
BBICBOOOKACHBI W3 TJIMKONMpOTeHWHA. lcmomb3yembrii B JaHHOM JIOKYMEHTE TEPMHH
«rIUKO(GOPMa» MOXKET OTHOCHUTHCSH K KOHKPETHOH (hopme TIHKOmpoTenHa. 10 ecTh, eciu
IJIMKOTIPOTEUH COJEP’KUT KOHKPETHBIM TOJMIENTH, KOTOPBIM MNOTEHIHUAIBHO MOXKET
CBA3BIBATHCA C PA3IMYHBIMM TJIMKAHAMHM WM TPYIIIAMU TJUKAHOB, TO KaXKAas OTAETbHas
BEPCHs TIUKOTPOTEHHA (T. €. KOT/Ia TIOJMIIETITHA CBSA3aH C KOHKPETHBIM TJIMKAHOM WITH

TPYTIIOHN TITMKAHOB) MOXKET 0003HAYATHCS KaK «TTTHKO(GOopMay.

[00238] I'omonozusn. Vicnonp3yeMbld B HACTOAIIEM JOKYMEHTE TEPMHUH
«TOMOJIOTHS» OTHOCUTCS K OOIIEMY POACTBY MEKTY IOJTUMEPHBIMU MOJIEKYJIAMH, HATIPUMED,
MEXKIYy MOJEKYJaMH HYKIEHHOBOH KUCIOTHI (Hanpumep, wmonekynamu JIHK w/unm
monekynamu PHK) w/umm mexay monexynmamu moimmnenTtraa. B HEKOTOPHIX BapHaHTax
OCYILIECTBIICHHS MOJTUMEPHBIE MOJIEKYJIbI CUATAIOTCS «TOMOJIOTHYHBIMMWY APYT IPYTY, €CIIU
WX TIOCIIEI0OBATENIbHOCTH ABJIAIOTCA Ha MO MeHbIner mepe 25%, 30%, 35%, 40%, 45%, 50%,
55%, 60%, 65%, 70 %, 75%, 80%, 85%, 90%, 95% unu 99% uneHTHUHBIMH. B HEKOTOPBIX
BAPHUAHTAX OCYIIECTBIICHHUS MOJMMEPHBIE MOJIEKYIIBI CUMTAKOTCA «TOMOJOTHYHBIMI) APYT
JPYTY, ECITU UX TIOCIIEI0BATEIILHOCTH SIBISIOTCS Ha MO MEHbIIEH Mepe 25%, 30%, 35%, 40%,
45%, 50%, 55%, 60%, 65%, 70%, 75%, 80%, 85%, 90%, 95% wumm 99% cXOIHBIMHU
(HampuMep, CONEp)KaT OCTaTKH C POJACTBEHHBIMH XHUMHYECKHMH CBOHCTBAMH B
COOTBETCTBYIOIIMX TMOJOKEHHUAX). Hampumep, Kak XOpOmoO W3BECTHO PATOBBIM
CHelMaaiucTaM B JaHHOHM O0OJAacTH, HEKOTOPBHIE AMHHOKHCIIOTBL, KaK TPaBHIIO,

KITACCH(PHIMPYIOT KaK CXOAHBIE APYT C IPYTOM, KakK «THAPO(YOOHBIE» HITH «THAPODUITHHBIE)
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AMHHOKHCIIOTHl W/WIH KAaK WMEIOIIHE «IOJIIPHBIEY» HWIH «HETIONAPHBIE» OOKOBBIE IIETIH.
3aMeHa OHOW AMHHOKHCJIOTHI Ha APYTYIO TOTO JKE€ THIIA YaCTO MOJKET PACCMATPHUBATHCS KaK
«roMoJoruyYHas» 3aMeHa. Kak Oy/er mOHATHO cienManucTaM B JAHHOW 001acTH, JOCTYITHO
MHOKECTBO AQJTOPUTMOB, KOTOPBIE TO3BOJIAIOT CPAaBHHUBATH TMOCIEAOBATEIbHOCTH MJIA
OTIPEIENICHUA CTETIEHH WX TOMOJIOTHH, B TOM YHCJIE ITyTEM Pa3pEUICHH MPOITYCKOB 3aJaHHOM
JUTAHBI B OJTHOM TIOCIIE0BATENHHOCTH OTHOCUTENBHO APYTOH IIPH PACCMOTPEHHH TOTO, KAKHE
OCTATKH «COOTBETCTBYIOT» JAPYT JAPYry B Pa3HbIX TMOCIEAOBATENbHOCTIX. Hampumep,
BBIUMCJICHHE TPOLIEHTa TOMOJIOTMH MEXAY ABYMS IIOCIIEAOBATEIHHOCTIMH HYKJICHHOBBIX
KHUCJIOT MOKHO BBITIOJHHUTH ITyTEM BBIPABHUBAHUS JBYX IOCIIEAOBATEIBHOCTEN C LENBIO
ONITUMANBHOTO CPaBHEHHUA (HAIIPUMEP, MOTYT OBITh BBEICHBI NMPOITYCKH B OJHY HIIM 00€ U3
NMEPBOM M BTOPOM IMOCIEAOBATENIBHOCTEH HYKIEHHOBBIX KHCIOT JJIs1 ONTHMAaIbHOTO
BBIDABHMBAHUA, W  HECOOTBETCTBYIOIIHWE  TOCIEAOBATENIBHOCTH  MOTYT  OBIThH
IIPOUTHOPHUPOBAHBI C LENBI0 CPABHEHMA). B HEKOTOPHIX BapHaHTaX OCYLIECTBIICHHS JJIMHA
MOCTIEI0BATEIbHOCTH, BBIPOBHEHHOM B LIEJAX CPAaBHEHHUS, COCTABIAECT IO MEHBLIEH Mepe
30%, no menpuieit mepe 40%, o menpmen mepe 50%, no meHpmen mepe 60%, Mo MeHbIIEH
mepe 70%, no menbei mepe 80%, mo menbiie mepe 90%, no MeHbpmel Mepe 95% unu o
cymectBy 100% mIHHBI 3TAIOHHOM MOCAEAOBATEIFHOCTH. 3aTEM CPABHUBAIOT HYKIICOTHIBI
B COOTBETCTBYIONIMX TIOJOKECHHAX HYKIeOoTHAOB. Korma TmolokeHWE B TEPBOM
MOCTIETOBATEIIFHOCTH 3aHATO TEM JK€ HYKIIEOTHIOM, YTO U COOTBETCTBYIOIIEE TTOJIOKEHHE BO
BTOPOW  TOCIIEAOBATEIFHOCTH, TO MOJIEKYJIBI TIO J3TOMY TIOJOKCHHIO  SIBITFOTCS
WACHTUYHBIMH, KOTJA TIOJOKEHHE B TEPBOM IOCIIEAOBATEHHOCTH 3aHATO HYKICOTHIOM,
CXOJHBIM B OTHOIIEHHUH COOTBETCTBYIOIIETO MTOJIOKEHHUS BO BTOPOH IOCIIEI0BATETBHOCTH, TO
MOJIEKYJIBI TI0 STOMY TIOJIOKEHHIO SABIITIOTCSA CXOMHBIMH. [[POTICHT TOMOJIOTHH MEKIY ABYMS
MOCTIETOBATEIFHOCTAMH SABIAETCS (PYHKIMEH YUCIIA WACHTHYHBIX M CXOJHBIX TIOJOKCHHH,
OOMIMX JJTA TIOCIE0BATETBHOCTEH, C YUETOM YHCIIA MPOITYCKOB M JUTMHBI KAKIOTO TIPOTTYCKa,
KOTOpbIE  HEOOXOOWMO  BBECTH  JUIA  ONTHMAJIBHOTO  BBIPABHHBAHUA  JIBYX
MoceI0BaTeIbHOCTEH. MMMOCTpaTUBHBIE aNTOPUTMBI M KOMIBIOTEPHBIE TPOTPAMMEL,
MPUMEHUMBIE JJI OTPENEICHHUA TMPOLECHTHONH TOMOJIOTHH MEXKIY ABYMS HYKJICOTHIHBIMH
MOCIIEIOBATEIFHOCTSIMHU, BKITFOYAIOT B ceOs, Hampumep, anroputMm Meiiepca m Muepa
(CABIOS, 1989, 4: 11-17), xotopsiid ObuT BKIOYeH B mporpammy ALIGN (Bepcus 2.0) ¢
WCTIONb30BaHUEM TaONMIBI Beca octatkoB PAM120, mTpada 3a mmmHy mpomycka 12 m

mTpadpa 3a mpomyck 4. [IpomEeHT TOMOJOTHH MEXKIy JBYMS HYKJICOTHIHBIMH
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MOCTIETOBATEIFHOCTAMH, B KAYECTBE ATbTEPHATHBBI, MOJKET OBITH OTIPENIETICH, HATIPUMEP, C
npuMeHeHHeM mporpaMMmbl GAP B makere mporpammuoro obecmeuennas GCG ¢

npuMeHeHueM Matpuibl NWSgapdna. CMP.

[00239] IIpn HCIIOJIb30BAaHUH B HACTOAILIEM JOKYMEHTE JOBaAILATh
TPAAUIUOHHBIX AMHHOKHCIIOT M HX COKPAICHHS CIIEAYIOT OOMIENPUHATOMY UCTIOIb30BAHHIO.
Cwm. Immunology—A Synthesis (2nd Edition, E. S. Golub and D. R. Gren, Eds., Sinauer
Associates, Sunderland, Mass. (1991)), koTopas BKIIOYEHAa B HACTOSIIMH JOKYMEHT
nocpeacTBoM  cchukH.  CrepeomsomMepsl  (Hampumep, D-aMHHOKHCTIOTHI) —ABAALATH
TPAAMLIUOHHBIX AMHWHOKHCJIOT, HENPUPOJHBIE AMHUHOKHCIIOTHI, TakKhe Kak oO-, O-
JAHM3aMEIICHHBIE AMHHOKHUCIIOTHI, N-aJKHITAMHHOKUCIIOTHI, MOJIOYHAs KHCIIOTA W APYyTHE
HETPAIUIMOHHBIE AMHUHOKHUCIIOTHI TAKKE€ MOTYT OBITh MOJXOMALNIMMH KOMITOHEHTAMH JUIA
MOJMITENITHIOB IO HACTOALIEMY H300peTeHUI0. [Ipumepsl HETPAAUIIHOHHBIX AMUHOKHUCIIOT
BKIIFOYAIOT 4-THAPOKCHIPOIHH, Y-KapOokcuriayramar, &-N,N,N-tpumerwimsus, &-N-
anetwumsuH, O-pocdocepun, N-anetunceput, N-GOpMUIMETHOHUH, 3-METHITHC THAMH, 5-
THAPOKCUITU3UH, G-N-METUIAPTHHHUH U JPYTHE MTOJ0OHBIE AMUHOKHCIIOTHI 1 UMHHOKHCITOTHI
(Hampumep, 4-THAPOKCHIIPOTHH). B HCTIONB3yeMOM B HACTOSIIEM TOKYMEHTE 0003HAYECHHUH
MOJIMIENITHAA JIEBOCTOPOHHEE HAMpABIIEHHE TPEACTABIIET COOOM aMHUHOKOHIIEBOE
HANpaBJICHHE, a TMPABOCTOPOHHEE HAIMPABJICHHE TPEICTABIAET COOOH KapOOKCHKOHIIEBOE

HarpaBJICHUC B COOTBCTCTBHUU CO CTAHAAPTHBIM HCIIOJIb30BAHUEM W COTIAIICHUCM.

[00240] Yenoseueckoe anmumeno. Vicnonp3yemMbpld B HACTOSAIIEM JIOKYMEHTE
TEPMHH BKIIOYAET AQHTHTENIA, HWMEIOIMUE BapHaOelbHbIE W KOHCTAHTHBIE O0O0JIaCTH,
MOJTy4YCHHBIE (umm coOpaHHbIE) U3 MOCJIEI0BATEIbHOCTEM YeJI0BEUYECKOr O
HMMYHOTJI00y/TiHA. B HEKOTOPHIX BapHaHTaX OCYHICCTBJICHHUS aHTHUTENA (HITH KOMITOHEHTHI
AHTUTE]I) MOXXHO CUHTATh «YEJIOBEUECKHMH», JaXE €CIIH WX AaMHHOKHCIIOTHBIE
MOCIICAOBATEIBPHOCTA ~ BKJIIOYAKOT  OCTATKA WM J3JIEMEHTB, HE  KOAUPYEMBIE
MTOCIIEIOBATEIBHOCTSIMA UMMYHOTIIOOYJTHHA 3apOBIIEBOTO THIA YEJIOBEKa (HAIpUMED,
BKITFOYAIOT BapHAINAX TIOCIIEA0OBATEIIFHOCTEH, HaPUMEP, KOTOPbIe (TIEPBOHAYAITBHO) MOTYT
OBITH BBEJICHBI C TIOMOTIBIO CITyYalHOTO HITH CaUT-CTIeIIH(UIEeCKOT0 MyTareHesa in vitro unu

COMATHYECKOH MYTAIMH in Vivo), HanpuMep, B oaHy i 0osee CDR, u B wactHOCTH, CDR3.

[00241] TI'ymanuszupogannpui. Kak HW3BECTHO B JAHHOH OOJIACTH, TEPMHH
«TYMaHHU3HPOBAHHBIID 0OBIYHO UCTIONB3YETCS I 0003HAYCHHUS AHTHTEN (M KOMIIOHEHTOB

aHTI/ITCJ'I), AMHUHOKHCITIOTHAA MOCICAOBATCIbHOCTD KOTOPBIX BKIIFOYACT MOCICAOBATCIIbBHOCTH
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obmactedt VH ¥ VL 3TaJIOHHOTO aHTHUTENA, MOJyYE€HHOTO W3 BHIA, OTIMYHOTO OT YEIIOBEKA
(HampuMep, MBIMIH), HO TAKKE BKIIOYAET MOTU(PHUKAIIMH B 3THUX TOCIEAOBATEIBHOCTIX
OTHOCHTENIHHO STAIOHHOTO AHTHTENA, TIPEHA3HAYEHHBIE JUTA TOTO, YTOOBI CAENATh HX OoJee
«YEOBEKONOJOOHBIMIWY, T. €. 00Jiee CXOAHBIMHU C TOCIIEAOBATENBHOCTAMH 3aPOBIIIEBOTO
THUIA YeTIOBeKa. B HEKOTOPBIX BapHAHTAX OCYHIECTBIICHHUS «TYMAaHHU3UPOBAHHOE» AHTUTEIIO
(MM KOMIIOHEHT AHTHUTENA) TIPEACTABIIIET COOOM aHTUTENIO, KOTOPOE HMMYHOCTIELIH(PHUIECKU
CBSI3BIBACTCA C MPEICTABIAIOIINM HHTEPEC AHTUTEHOM U KOTOPOE UMEET KapKACHYI0 0071acTh
(FR), mo cymecTBy HMEIOIYI0 aMHHOKHUCIOTHYIO TIOCIIEA0BATENFHOCTh KAK Y YEIOBEYECKOTO
AHTHUTEIIA, U OTIPEACTIIONIYI0 KOMIUIEMeHTapHOCTh 001acTh (CDR), 1o cymecTBy HMErOIy o
AMUHOKHCJIOTHYIO TIOCTIEIOBATENPHOCTh KaK Y AHTHUTENA, OTIMYHOTO OT YEIOBEYECKOTO.
['yMaHU3UpOBAaHHOE AHTUTEIO COAEPKUT IO CYLIECTBY BCE U3 MO MEHBIIEH MEpPe OJHOTO H,
KaK TpaBuiIo, IBYX BapuaOenpHbix momeHoB (Fab, Fab', F(ab")2, FabC, Fv), B koTopsix Bce
wm 1o cymiecTBy Bce CDR-00/1acTH COOTBETCTBYIOT TAKOBBIM W3 HMMYHOTTIOOYIIMHA BHA,
OTJIIMYHOTO OT YeJOBeKa (T. €. JOHOPHOTO UMMYHOTTIOOYJIHHA), M BCE HMJIM 110 CYIIECTBY BCE
KapKacHble OOJNACTH SABIIIOTCA TAaKOBBIMH C KOHCEHCYCHOH TIOCIIETOBATEIBHOCTHIO
HMMYHOTJIOOYJTHHA YEJTOBEKA. B HEKOTOPBIX BApHAHTAX OCYHICCTBICHHUS T'YMaHH3UPOBAHHOE
AHTUTEIIO TAaKKE COACP)KUT TO MEHBIIEH Mepe dYacTh KOHCTaHTHOHM oOjactu (Fc)
HMMYHOTJIOOYJTHHA, OOBIYHO YacTh KOHCTAHTHOW OOJIACTH MMMYHOTJIOOYJTHHA YejoBeKa. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHUS TYMAHH3UPOBAHHOE AHTUTEIIO COACPIKHUT KaK JIETKYIO
LEenb, TAK W MO0 MEHBIICH Mepe BapHUaOEIbHBIM JOMEH TSDKETIOW LEMd. AHTHTENIO TaKKe
moskeT BKmrouatb CHi, mapaupayro odmacte, CHz, CH3 u HeoOs3aTempHo oOmacts CHy
KOHCTAHTHOM OONACTH TSOKEJIOW TIemd. B HEKOTOPBIX BapHaHTaX OCYIMECTBIICHUS
T'YMaHU3UPOBAHHOE AHTHTENO COACPKUT TOJBKO TyMaHHW3HPOBAHHYIO o00macte VL. B
HEKOTOPHIX BAapHAHTaX OCYIIECTBICHHUA T'YMAaHHU3UPOBAHHOE AHTHUTENO COACPIKHT TOJIBKO
TYMaHU3UPOBAHHYIO 001acTh VH. B HEKOTOPBIX OTpeeIeHHBIX BAPHAHTAX OCYIIECTBICHHS

I'YMaHU3UPOBAHHOE AHTUTENO COAEPKUT T'YMaHU3UPOBAaHHBIE 00acTH VH U VL.

[00242] Hoenmuunocme. Vicrionb3yeMblii B HACTOAIIEM JOKYMEHTE TEPMUH
«MOECHTUYHOCTH» OTHOCHTCS K OOIEMY POJACTBY MEXKAY IOJUMEPHBIMH MOJIEKYJIaMH,
Hanpumep, MEXKAY MOJIEKYTaMH HYKJIEHHOBOW KHCIOTHI (nanpumep, monekynamu JHK
w/umn Monekynamu PHK) w/wumm mexmy MonekylmamMud TOTHNENTHAA. B HEKOTOPHIX
BAPHAHTAX OCYIIECTBICHUS TOJMMEPHBIE MOJEKYJIBl CYHTAIOTCA IO CYIIECTBY

UACHTUYIHBIMW APYT APYTY, €CIIM UX MOCIICA0OBATCIbHOCTH ABIAOTCA HA I10 MEHBIIIEH MEpe
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25%, 30%, 35%, 40%, 45%, 50%, 55%., 60%, 65%, 70%., 75%., 80%, 85%, 90%, 95% unu
99% wuneHTHYHBIMM UM Ha 1o MeHbmed Mepe 80%, 85%, 90%, 95% wumu 99%
WICHTUYHBIMU. B HEKOTOpBIX BapHaHTaX OCYINECTBIEHUS  MOCJEI0BATEIBHOCTD
HYKJIEMHOBOM KUCIIOTBI MJTM AMUHOKHCIIOTHAS MOCJEI0BATENBHOCTD 10 CYIIECTBY HAECHTUYHA
STAJIOHHOM TOCIE0BATELHOCTH B TOM, YTO OHA JIMOO WACHTUYHA IO TIOCIEA0BATEIbHOCTH,
0o coaepkuT OoT 1 A0 5 3aMeH 1O CPaBHEHHUIO C JTAJTOHHOW TMOCJIEI0BATEIHLHOCTHIO.
Hampumep, B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS AMUHOKHUCIIOTHASA MOCIIEI0BATENBHOCTD
MO CYIIECTBY WACHTHUYHA 3TAIOHHOW AMUHOKHCIOTHOM MOCIEI0BATENBHOCTH B TOM, YTO OHA
a100 MACHTUYHA MO TOCIIEA0BATEIBHOCTH, JHOO COAEPKUT OT 1 70 5 aMHUHOKHCIIOTHBIX
3aMEH M0 CPaBHEHHMIO C JTaJOHHOM MOCIEAOBaTEeIbHOCTBhIO. Hampumep, BbruMCICHHE
MPOLIEHTA HACHTUYHOCTH MEXKAY ABYMs NOCIEA0BATEIbHOCTMH HYKIEHHOBOM KUCIIOTHI UITH
MOJIMMIENTUAHBIMH TIOCTIEA0BATETBHOCTAMHU MOKHO BBIIIOJIHUTH ITyTEM BBIPABHUBAHUS JBYX
MOCJIEIOBATENFHOCTEH C LIETBIO ONTUMAIIBHOTO CPaBHEHUS (Hanpumep, MOTYT OBITh BBE/ICHBI
T30l B OJHY WM 00€ W3 MEPBOM W BTOPOW IOCIENIOBATEIBHOCTEH I ONTHMAIBHOTO
BBIPABHUBAHUA, U HEHUJCHTHUYHBIC IOCIIECJOBATEIBHOCTH MOTYT HE YYHMTHIBATHCA B LEIAX
cpaBHEHHs). B HEKOTOPHIX BapHaHTaX OCYHIECTBJICHHUS [UIMHA TMOCJIEJOBATEIIEHOCTH,
BBIPOBHEHHOM B LIEJTISIX CPABHEHUS, COCTABIIAET MO0 MeHbInel mepe 30%, Mo MEeHbIIEH Mepe
40%, mo menbpinen mepe 50%, no menpuieit mepe 60%, o meHpmie mepe 70%, M0 MEHbIIEH
mepe 80%, o menben mepe 90%, mo menpel mepe 95% unu no cymecTBy 100% nmiuHbI
STaJIOHHOM MOCJEN0BATENBHOCTH. 3aTEM CPAaBHUBAIOT HYKJIECOTUABI B COOTBETCTBYIOLIUX
nonoxkeHusax. Korma mnono’keHHe B TEPBOM MOCIEAOBATENIBHOCTH 3aHATO TEM JKE
AMHUHOKHCJIOTHBIM OCTaTKOM (HAampUMep, HYKJICOTHAOM HIH AMHWHOKHCIIOTOH), YTO H
COOTBETCTBYIOLIEE MOJIOKEHUE BO BTOPOM MOCIIEA0BATENBHOCTH, TOTJA MOJIEKYJIBI B JAHHOM
MOJIOKEHUM  ABJISIFOTCS  WIACHTHUYHBIMHM. [IpOllEHTHAasT MAEHTHUYHOCTh MEXKAY JBYMSA
MOCTIETOBATEIFHOCTAMHA 3aBHCHT OT YHCIA WACHTHYHBIX TIOJIOKEHWH, OOMUX s
MOCJIEAOBATENIBHOCTEN, MPU 3TOM YYHUTHIBAETCA YHCJIO IAMOB M JUIMHA KaKIOTO I3Ia,
KOTOpbIE  HEOOXOOWMO  BBECTH  JUII  ONTHMAIBHOTO  BBIPABHHBAHHA  JIBYX
nocnenopaTenbHocTell. CpaBHEHHE MOCTEAOBATENBHOCTEH M ONpPEAETICHUE MPOLEHTHOU
WACHTUYHOCTH MEXKIY JBYMs IOCIIEJOBATENIBHOCTAMU MOKHO OCYIIECTBIIAATH  C
MPUMEHEHUEM MATEMAaTHUYECKOrO aiaropurMa. Hampumep, MpOLEHT UACHTUYHOCTH MEKIY
JABYMsI HYKJIEOTHIHBIMH TMOCJIEJOBATENBHOCTAMU MOKHO ONPEIEIUTh C MNPUMEHEHUEM

anmroputma Meyers and Miller (CABIOS, 1989, 4: 11-17), KOTOpbIi BKIIFOYEH B IPOTPAMMY

86



ALIGN (Bepcusa 2.0). B HEKOTOPHIX HIUTIOCTPATHBHBIX BapHAHTaX OCYIIECTBICHUA
CPaBHEHMsI HYKJIEHHOBBIX KHCIOT TMpOBOJAT ¢ mnomompbio nporpaMmmbl  ALIGN ¢
MpPUMEHEHHEM TaONmuIl Beca octatkoB PAM120, mtpada 3a mpomomxenue mma 12 u
mrpada 3a OTKpbITHE T3ma 4. IIpOLEHT WACHTHYHOCTH MEXKIY ABYMS HYKJICOTHIHBIMH
MOCJIEI0OBATENBHOCTAMY, B KAYECTBE aJbTEPHATUBBI, MOKHO ONPEAEIUTh C IPHUMEHECHHEM
nporpaMmmbl GAP B makere mporpammuoro obecnieueruss GCG ¢ MpUMEHEHHEM MAaTPHIIBI

NWSgapdna.CMP.

[00243] Yayuwame, yeenruuusamo unu ymenvwiams. licnonb3yembie B
HACTOSIIIEM JOKYMEHTE TEPMHHBI «YIYYIIATh», «YBEIHMYHUBATH» HIH «YMEHBIIATH) HIIH
rpaMMATHYECKHE DOKBHUBAJECHTHI YKAa3bIBAIOT HAa 3HAYEHHS OTHOCHTEIIBHO HMCXOIHOTO
H3MEPEHHS, TAKOTO KaK U3MEPEHUE Y OJHOI0 M TOr0 K€ HHAUBHAYyMa 10 Ha4aja JICYCHHS,
OTMCAHHOTO B HACTOSILIEM JOKYMEHTE, WIIM U3MEPEHHE Y KOHTPOJIBHOTO HHAUBUAYYMA (HIIH
HECKOJIbKMX KOHTPOJIBHBIX HWHAMBHUIYYMOB) B OTCYTCTBHE JIEUCHHs, OIUCAHHOTO B
HACTOAIIEM JOKyMeHTe. «KOHTPOIBHBIM HMHIWBHAYYMOM)» SBISETCS HHIMBHIYYM,
CTpajaromui TOH ke (HOpMOH W ¢ TPHOIHIUTEITFHO TAKOW JKE€ CTETEHBI0 TSKECTH
3a00JI€BaHUs, HAPYIIECHHS WA COCTOSHUSA, YTO U HHAUBHIYYM, TIOABEPTraIOLIHICS JICYEHHIO,
KOTOPBIH TPHOM3UTENIFHO TOTO JKE€ BO3PACTa, YTO W HHIUBUAYYM, TOIBEPTAOIIHIACS
neueHuro (Y4ToObl YOSAHMTHCS, YTO CTAAWH 3a00JIEBAHUS y TOABEPTAIOMIETOCA JICYCHHUIO
WHAMBHIYyMAa ©  KOHTPOJBHOTO  HWHAWBHAYyMa (KOHTPOJIBHBIX  WHAHBHIYYMOB)

COTIOCTABHMBI).

[00244] Buwioenennwrii. 11pu ucnonp30BaHUM B HACTOSAIIEM JOKYMEHTE TEPMUH
OTHOCHUTCSI K BEINECTBY W/WIH OOBEKTy (HApUMEp, HYKIECHHOBOW KHCJIOTE WITH
MOJIMNENTHAY), KOTOpble ObTH (1) OTHENEHBI OT 1O MEHBIIEH MEpe HEKOTOPHIX
KOMIIOHEHTOB, C KOTOPBIMH OHH OBIIM AacCOILMHPOBAHBI TIPH TEPBOHAYATBHOM
MPOAYLUPOBaHUH (Oy b TO B IPHPOJE W/HIIH B YCIOBUAX MTPOBEACHUSA SKCTIEPUMEHTA), W/ HITH
(2) CKOHCTPYHPOBAHBI, TPOIYIMPOBAHBI, TIONYYECHBl W/HIA HM3TOTOBICHBI YEIIOBEKOM.
Brigenennpie BemecTBa W/WIH O0OBEKTHI MOTYT OBITh OTAEICHBI OT MpHOIH3UTENbHO 10%,
npuom3uTenbHO 20%, mpubmmsutensHo 30%, mpudmusutensHo 40%, TPHOMH3UTETHHO
50%, mpubmusutenpHo 60%, npuOmMsuTensrHO  70%, mpubmmuTenmsHO  80%,
npuoOmm3uTebHO 90%, mpubmmsutensHo 91%, mpuOmM3UTENHEHO 92%, TMPHOMH3UTETHHO
93%, mnpuOmusutenpHo  94%, npuOmMsHTEensEHO  95%, mpubmM3uUTENHEHO  96%,

npuOMM3uTETbHO 97%, mpuOmm3uTensHO 98%, mpuOmM3uUTENHEHO 99% WM Oonee
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npuOMH3UTETFHO 99% IPYruX KOMIIOHEHTOB, C KOTOPBIMH OHH OBITM HW3HAYAIIbHO
aCCOLMUPOBAHBI. B HEKOTOPBIX BapHAHTaX OCYLIECTBICHHUS BBIAEICHHBIE CPEICTBA ABIISIOTCS
Ha npuOn3uTensHO 80%, mpuOmu3uTensHO 85%, mpuOmu3uTensHO 90%, MPUOTUIUTETHEHO
91%, mnpuOmusutensHo 92%, npuOmM3uTEnsEHO  93%, mpubmM3uTeNnEHO  94%,
npuOmM3uTENbHO 95%, mpubmmsutensHo 96%, MpUOTM3UTENHEHO 97%, TMPHOMH3UTETHHO
98%, mpubnusuTensHo 99% wumm Ha Oonee yeMm mpHOMM3UTENBHO 99% wumcTeiMu. [lpm
WCTIONb30BAHUM B HACTOSINEM JOKYMEHTE BEIIECTBO SBIACTCA «UUCMbBIMY, €CITH OHO TIO
CYLIECTBY CBOOOJHO OT JAPYTHX KOMIIOHEHTOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUA,
Kak OyJeT MOHATHO CHEIHATMCTaM B JJAHHOW OONACTH TEXHHMKH, BEHIECTBO MOXKET BCE €Il
CUUTATBCA «BbIOCCHHLIMY WIH JAKE «YUCMbIM» TIOCHe OOBEAWHEHHS C HEKOTOPBIMU
APYTUMH KOMIIOHEHTAMH, TAaKUMH Kak, HAlpHMEpP, OJWH HWIH Oojiee HOCUTEIECH WIH
BCIIOMOTATEIbHBIX BEIIECTB (Hampumep, Oydep, pacTBOpUTENb, BOJA H T. 1.); B TaKUX
BapUAHTAaX OCYIIECTBICHHS MPOLIEHT BBIACIICHHUS HIIH YUCTOTHI BEIECTBA PACCUUTHIBAIOT O€3
ydyeTa TaKUX HOCHUTENECH WM BCIOMOTATENbHBIX BEIIECTB. B KauecTBe IHUIIb OJHOTO
npUMepa, B HEKOTOPHIX BAPHAHTAX OCYIIECTBIICHUS OMOIIOTHYECKUH MOJIMMEpP, TAKOH Kak
NOJMITENTH, WA TOJNMHYKICOTHI, KOTOPBIM BCTPEYAETCs B TPHPOJE, CUHUTAETCA
«BbIOENEHHbIMY», €CTTH a) B CHJIYy CBOETO TPOHMCXOXIACHHUS WM MCTOYHWKA TOTYYEHHUS HE
CBSI3aH C HEKOTOPBIMH WK BCEMH W3 KOMIIOHEHTOB, KOTOPBIE CONMPOBOKIAIOT €0 B CBOEM
€CTECTBEHHOM COCTOSHHH B TIPHpPoJAe; b) OH MO CyIIECTBY HE COMEPKHT JIPYTHX
MOJIMNIETITUAOB WM HYKJIEHHOBBIX KHCJIOT TOTO K€ BHAA W3 BHIOB, KOTOPBIE €r0
MPOAYILUPYIOT B TPHUPOJE; C) DKCIPECCHPYETCS WM WHBIM 00pPa3oM acCOMMUPOBAH C
KOMIIOHEHTAMH KIIETKH WA APYTOM CHCTEMBI SKCTIPECCHH, KOTOPAast HE OTHOCHTCSA K BHIY,
MPOAYILUPYIOMIEMY €r0 B MPHpoJe. Takum oOpa3om, HAMpUMEpP, B HEKOTOPHIX BapHaHTaX
OCYIIECTBJICHUS TIOJMIIETITHA, CHHTE3UPYEMbIH XHMHUYECKUM ITyTEM WJIH CHHTE3UPYEMBIH B
KIETOYHOH CHCTEME, OTIMYAIOMIEHCA OT TOW, B KOTOPOW OH MPOIYLHPYETCS B TPHUPOJAE,
CUHTACTCA «BblOEJeHHLIMY TIONHIENTHIOM. AJBTEPHATHBHO WM JIOTIOMHHTEIBHO, B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHUS TIOIHIIETITHA, KOTOPBIH OBUT MOJBEPTHYT OJHOMY
uH 00Jiee METOAAM OYHMCTKH, MOYKET PACCMATPHUBATHCS KaK «8blOe1eHHblll TIOTHUIIETITH B
TOW CTETICHH, B KOTOPOH OH OBLI OTAENEH OT APYTHX KOMIIOHEHTOB, a) C KOTOPBIMH OH
aCCOIMMMPOBAH B TPHPOJAE; W/HIH b) C KOTOPHIMH OH OBII AacCONMUPOBAH TPH

nepBOHAYaIbHOM IMOJTYYUCHUH.
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[00245] Kp, ucnonp3zyeMas B HaCTOSMIEM JOKYMEHTE, OTHOCUTCA K KOHCTAHTE
JTUCCOLMAIIAN CBSI3BIBAIOIIETO CPEACTBA (HANIPUMED, AHTHUTEIA WM €r0 CBSI3BIBAOIIETO
KOMITOHEHTa) W3 KOMIUIEKCA C €ro TapTHEPOM (HAmpuUMep, SIHUTONOM, C KOTOPBIM

CBA3bIBACTCA AHTUTCIIO HIJIH €TI0 CB)ISBIBEIIOIIII/II‘;I KOMHOHCHT).

[00246] K, ncrionbp3dyemast B HACTOAIIEM JOKYMEHTE, OTHOCHTCA K KOHCTAHTE
CKOPOCTH JAMCCOLMALIMM B CIIy4yae IUCCOLIMALMM CBS3BIBAIOLIETO CPEACTBA (HAIpHUMEp,
AHTUTEIA UK €T0 CBA3BIBAIOIIET0 KOMIIOHEHTA) U3 KOMILIEKCA C €r0 MAPTHEPOM (Harpumep,

OIUATOIIOM, C KOTOPBIM CBA3BIBACTCA aHTUTCIIO UITH €TO CBSISBIB&IOHH/II‘;I KOMHOHGHT).

[00247] Ko,n,, icionp3yeMasi B HaCTOSIIEM JIOKYMEHTE, OTHOCHTCS K KOHCTaHTE
CKOPOCTH aCCOIMALINH B CITy4ae aCCOIMAIIMH CBA3BIBAOIIETO CPEICTBA (HATIPUMED, AHTHUTETIA
WJIM €r0 CBA3BIBAIOIIETO KOMIIOHEHTA) C €T0 MAPTHEPOM (HAIPUMEP, SMUTOIIOM, ¢ KOTOPBIM

CBSI3BIBACTCS AHTUTEJIO HUJIH €T0 CBA3BIBAIOIIHM KOMHOHGHT).

[00248] Habop. Vcionb3yeMblii B HACTOSINEM JOKYMEHTE TEPMHH «HAOODP»
OTHOCHUTCA K JFOOOM CHCTEME JOCTABKH ISl OCYINECTBIICHHS JOCTABKH MaTepHanoB. Takue
CHCTEMBl JOCTAaBKM MOTYT BKIOYAaTh CHCTEMBL, KOTOpPHIE TIO3BOJIIOT XPAaHHUTh,
TPAHCTIOPTHPOBATh WIIA JOCTABIATH PA3IHMYHBIC THATHOCTHYCCKUE WM TEPATEBTUYECCKHE
peareHTHl (HApUMEpP, OJUTOHYKICOTHABI, (EPMEHTHI W T.JA. B COOTBETCTBYIOIIUX
KOHTEHHEpaX) W/HJIW BCIIOMOTATENIbHBIC MaTepHanbl (Hampumep, Oydepsl, MUChMEHHBIC
WHCTPYKIIUH TIO BBINIOJIHEHHIO aHAIM3a W T. J.) U3 OAHOTO MecTa B apyroe. Hampumep,
HAOOpPBI BKIIOYAIOT OJMH WKW Oojiee KOPIMycOB (HAmpHMEpP, KOPOOOK, KapTPHILKEH,
OyTBIIOYEK, AMITYJT U T. [I.), COACPIKAIUX COOTBETCTBYIOIIHE PEAKITHOHHBIE PEareHTHI H/HITH
BCIIOMOTATEIbHBIE MaTepHajbl. VICMOMb3yeMblii B HACTOAINEM JOKYMEHTE TEPMHH
«(pparMeHTHPOBAHHBIA HAOOP» OTHOCHTCS K CHCTEMaM JOCTABKH, BKJIFOYAIOIIUAM BA WITH
Ooyee OTAETBHBIX KOHTEHHEPOB, KAXKIBIH W3 KOTOPBIX COJAEPKUT YacTh OT OOIIEro YHCIa
KOMIIOHEHTOB HaOopa. KoHTeliHeps MOTryT OBITh JJIOCTABIIEHBI TPEIIOIATAEMOMY
MOy4YaTEI0 BMECTE WM IO OTAEIbHOCTH. Hanmpumep, mnepBbI KOHTEHHEP MOKET
coaep:xaTth (PEPMEHT JJI1 MPUMEHEHHS B aHATIU3€, TOTAA KaK BTOPOH KOHTEHHEP COACPIKHUT
OJTUTOHYKIICOTHUABI. TepMHH «(PparMeHTHPOBAHHBIA HAOOp» TpPEeIHA3HAYEH 1A OXBAaTa
HAOOPOB, COMEPIKAIINX CIIEHHATBHBIE PEareHTHl A aHamusupyemoro BemiectBa (ASR),
perymmpyemsbie 0€3 OTpaHUYEHHUS B COOTBETCTBHH C pasnaenom 520(e) PeaeparbHOTO 3aKOHA
O TIMIIEBBIX MPOAYKTAX, JIEKAPCTBEHHBIX CPEICTBAX M KOCMETHKE. J[eHCTBUTENHHO, molas

CHUCTEMA JTOCTABKH, COJEpKamas JBa WIH OO0Jiee OTAEITHHBIX KOHTCHHEPOB, KAXKIBIA W3
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KOTOPBIX COJEP)KUT YaCTh OT OOINETO YMCNIa KOMIIOHEHTOB HAOOpa, BKIIOYEHA B TEPMHH
«(pparmenTupoBaHHbld HaOop». HampoTws, BRIpa)keHHE «KOMOWHHPOBAHHBIM HAOOP»
OTHOCHUTCS K CHCTEME JOCTABKH, COACPIKAIIEH BCE KOMIIOHEHTHI B OJHOM KOHTEHUHEPE
(Hampumep, B OJTHOM KOPOOKE, COIEPIKAIIEH KaXKIBIA U3 TPEOYEMbIX KOMITOHEHTOB). T epMUH

«HA0OP» BKIIFOYAET KaK ()parMEeHTHPOBAHHBIE, TAK 1 KOMOWHHUPOBAHHBIE HAOOPHL.

[00249] Hopmaneneri. Vicnonb3yeMpld B HACTOALIEM JOKYMEHTE TEPMHH
«HOPMAaJbHBIN» TPU MCTONB30BAHUU I MOJU(PUKALMH TEPMHHA «UHAMBHIYYM» WIIH
«CYOBEKT» OTHOCHUTCS K MHHAUBUAYYMY WM TPYIIE HHAUBUAYYMOB, Y KOTOPBIX HE UMEETCA
KOHKPETHOE 3a00JI€BAHUE U COCTOSIHUE, U OHH TAKKE HE ABIIAIOTCS HOCHTEIAMH JTaHHOTO
3a007I€BaHU WU COCTOSAHMA. TepMUH «HOPMAIBHBII) TAKKE HCIIONB3YETCS B HACTOSIIEM
JTOKYMEHTE Ui KBadH(UKaiMu OHOJIOTHYECKOro 00pasia uiu o0pasiia, BBIAEIECHHOTO Y
HOPMAaJIbHOTO MHAMBHAYYMa WM CYOBEKTAa WM JHUKOTO THIIA, HATIPUMEP, «HOPMAIbHBIHI

OHMOJIOTHUYECKHUH 00paser.

[00250] Hyxneunosas kucioma. VIcnomp3yeMBId B HACTOSIIEM JTOKYMEHTE
TEPMHMH «HYKIICMHOBAas KHCJIOTa» OTHOCUTCS K IOJIMMEPY M3 IO MEHBIIEH MEpe Tpex
HYKJIEOTHJOB. B HEKOTOPBIX BapHAaHTAaX OCYIIECTBICHH HYKJICHHOBAs KHUCJIOTA BKIFOYAET
JIHK. B HexoTopsix BapuanTax ocymecTtsicHusa BkmoyaeT PHK. B HekoTopsix BapuanTax
OCYIIECTBJICHUA HYKJIEHMHOBas KHUCIJIOTA SABJIAETCA OJHOHUTEBOM. B HEKOTOpBHIX BapHaHTax
OCYIIECTBJICHUs HYKJIEHMHOBAs KUCJIOTA SBIAETCS JBYXHUTEBOW. B HEKOTOpBHIX BapHaHTax
OCYIIECTBJICHHUsA HYKJIEMHOBAs KUCIIOTAa MOKET COJAEP:KaTh HEMPUPOIHBIE UIIH U3MEHEHHbBIE
HYKJI€OTUbI. IcOIb3yeMbIe B HACTOAILIEM JTOKYMEHTE TEPMUHBI KHYKJIEHHOBAS KUCTIOTa» U
«TIOJTMHYKJIEOTH/I» MOTYT OTHOCHUTBCS K TIOJTUMEPHOU (pOpME HYKIICOTHIOB C TFOOOH ITHHOMH,
moo pudonykiaeotunoB (PHK), mubo mesokcmpudonykneornnos (JAHK). Dtu Tepmuns
MOTYT OTHOCHUTBCS K IEPBUYHOM CTPYKTYPE MOJIEKYITBI U, TAKAM 00Pa30M, TIPETyCMATPHBAIOT
nByx- U ogHonuteByro JIHK, a taxke aByx- u ogHonureByro PHK. Oty tepmunsl moryt
BKJTFOYATh B KaueCTBe SKBUBaIeHTOB aHaiory wiv PHK, wmu JIHK, nony4yeHHsbie U3 aHAIOrOB
HYKJIEOTHIOB, U MOJH(PHUIMPOBAHHBIE TOJWHYKICOTHABL, TAKHE Kak 0€3 OrpaHHYCHHS
METHJIUPOBAHHBIE W/WIIH K3MMUPOBAHHBIE TTOJMHYKICOTHABL. HyKIIEHHOBBIE KUCIOTHI MOTYT
OBITh CBA3aHBI (POCHATHBIMH CBAZIMH C 00OpA30BAHUEM ITOCIIEOBATENPHOCTEW HYKIIEHHOBOU
KHCIIOTBI MJIM MOJMHYKJICOTHAOB, XOTS U3 YPOBHA TEXHHUKH HM3BECTHO MHOXKECTBO APYTHX

cBsa3el (HarmpumMep, pochoTroaTsr, OopanodocdaTs U T. 10.).
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[00251] Iayuenm uau cyévexkm. VICTionb3yeMbId B HACTOSIIEM TOKYMEHTE
TEPMHUH «TAIUEHT» WJIH «CYOBEKT» OTHOCHUTCS K JFOOOMY OPraHW3My, KOTOPOMY BBOJAT
MPEAOCTABICHHOE COCJUHEHUE WJIM COEJWHEHHs, OINMUCAHHBIE B JAHHOM JIOKYMEHTE, B
COOTBETCTBHHM C HACTOSIIMM HW300PETEHHEM, HANPUMEP, IS JKCIECPUMEHTAIIBHBIX,
JUATHOCTHYECKHUX, MPOPUITAKTHICCKUX W/ HIH TePANeBTUYECKUX Tienei. MmmocTpaTusHbie
CYOBEKTHl BKIIIOYAIOT JKHBOTHBIX. TE€PMUH <(OCKHBOTHOE» OTHOCHTCA K JIHOOOMY
MPEACTABUTENIO LIAPCTBA KUBOTHBIX. B HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS «KUBOTHOE)
OTHOCHUTCS K JIFOJIM Ha JIFOOOM CTaauu pa3BUTHA. B HEKOTOPBHIX BapHaHTaX OCYIIECTBIICHUS
<GKMBOTHOE€» OTHOCHUTCS K OTJIMYHBIM OT JIFOJIEH JKUBOTHBIM Ha JIFOOOW CTaauu pa3BuTHi. B
HEKOTOPBIX BapUaHTaX OCYINECTBJICHUS OTIMYHBIM OT YEJIOBEKA >KUBOTHBIM SBISETCA
MJIEKOTIUTArOIIee (HAPUMEp, TPBI3YH, MBIIIb, KPHICA, KPOJHK, 00€3bsHA, cOOaKa, KOIIKa,
OBI[A, KPYIHBIA POTATBId CKOT, MPUMAT W/WIH CBUHBS). B HEKOTOPBIX BapHaHTaX
OCYIIECTBJICHHS dKUBOTHBIC BKIFOYAIOT O0€3 OTPAHUYEHHUS MJICKOTTHTAIOLIHX, TITHII, PETITHIIHH,
am(uOmMii, ppIO, HACEKOMBIX W/HIKM 4epBed. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS
KUBOTHOE€ MOJKET OBITh TPAHCTCHHBIM J>KHBOTHBIM, TC€HETHYECKH CKOHCTPYHPOBAHHBIM
YKUBOTHBIM W/WJTH KJIIOHOM. B BapuaHTax OCyHIECTBICHHS KUBOTHBIE MPEICTABIIIOT COOOH
MJIEKOTIMUTAFOIINX, TAKAX KaK MBI, KPHICHI, KPOJIUKH, IIPUMATHI, OTJIMYHBIE OT YeJIOBEKa, U
JFOAW; HACCKOMBIX; YEPBEH W T. . B BapuaHTax OCYINECTBICHHUS CYOBEKTOM SBIISCTCS
4yenoBeK. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHUSA CYOBEKT MOMKET CTpPaaath OT
3a00JIeBaHMS, HAPYIICHUS /WA COCTOSTHUS (HATTPHMED, PaKa) WK OBITh BOCHIPHHMYHBBIM K
HUM. Vcronb3yembIii B HACTOSIIEM AOKYMEHTE TEPMHH IOMYJISLMS TALMEHTOB» WIIH

KOy JLALIUA Cy6’BeKTOB» OTHOCHTCA K MHOKCCTBY MAITHCHTOB HUITH CY6’L€KTOB.

[00252] @Dapmayesmuueckas Komnosuyusa. Vcnonp3yemMpld B JaHHOM
JOKYMEHTE TEPMHUH «(papMameBTHYECCKass KOMITO3UIUS» OTHOCHTCS K KOMIIO3WIUH, B
KOTOPOM aKTHBHOE CPEACTBO COCTABICHO BMECTE C OJHUM WM Oonee (papManeBTHUECKH
MPUEMIIEMBIMU HOCHTEIIMU. B HEKOTOPBIX BapHaHTax OCYIIECTBICHUA aKTUBHOE CPEACTBO
MPUCYTCTBYET B KOJIMYECTBE, COOTBETCTBYIOIIEM E€IWHHYHOM [103€, MOAXOAAIIEM JIA
BBEJICHUA COIJIACHO TEPANECBTUYECKOM CXEME, KOTOpas IOKAa3bIBA€T CTATHCTHYECKH
3HAYUMYIO BEPOSATHOCTH JOCTH)KCHUS MPEABAPUTEIBHO ONPEACIEHHOTO TEPANEBTUYECKOTO
s¢¢deKkTa TPH BBEIECHWH COOTBETCTBYIONIEH TMOMYISIIWHA. B HEKOTOPBIX BapHaHTaxX
OCYLIECTBICHUA (papMaLleBTHUECKAs KOMITO3UIMA MOXKET OBITh CIIELIMATIBHO COCTABJIEHA JUIS

BBEJCHHSA B TBEPJIOH WIIH KUIKOH (POpME, B TOM YHCIIE aJaTHPOBAHHOM I CIIeTyFOIIETO:
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MEPOPATHLHOTO BBEACHHSA, HATIPUMED, JKUIKUE JIEKAPCTBEHHBIE (HOPMBI IS TEPOPATTBHOTO
BBEJCHHUA (BOJHBIE WM HEBOJHBIE PACTBOPHI WM CYCIEH3WH), TAOIIETKH, HAIPUMED,
MPeIHA3HAYECHHbIC i1 OYKKaJIbHOW, TMOMBSA3BIYHONM W CHCTEMHOUW abcopOnuu, TableTKH
OONBIITUX Pa3MEPOB, TOPOIIKH, TPAHYJIbI, TTACTHI JJIs1 HAHECEHUA HA S3BIK; TAPEHTEPATHLHOTO
BBEACHUS, HAIPUMED, MOAKOKHOM, BHYTPUMBIIIEYHOM, BHYTPUBEHHOW WIIM DIIUAYPaIbHOU
MHBEKIMEN B BHUJAC, HAIPUMEDP, CTEPHUIBHOIO PAcTBOpPa WM CYCICH3UHM, WIH COCTaBa
3aMeJIEHHOTO BBICBOOOIKIEHHUS; MECTHOTO IPUMEHEHUS, HATIPUMED, B BHJIE KPEMA, Ma3u WIIH
TTACTBIPS ¢ KOHTPOJIUPYEMBIM BBICBOOOKIEHUEM HIIH a3PO30JIs, MPUMEHSAEMOTO HA KOXKE, B
JETKUX U POTOBOM NOJIOCTH; BHYTPUBAaruHAIBHO WIIM BHYTPHUPEKTAIIBHO, HAIIPUMED, B BUJIE
reccapus, KpeMa WM IEHKH; TTOAbA3bIYHO; BHY TP I71a3a; YPECKOKHO WIIH HA3AJIBHO, BHYTPb

JICTKHUX H B OTHOIICHUHU APYTHUX CIIU3HUCTBIX HOBerHOCTCﬁ.

[00253] Dapmayeemuuecku npuemiemprid. cnonp3yeMpii B HaCTOALIEM
TOKYMEHTE TEPMHH «(PapMalEeBTHYECKH TPUEMIIEMBIN» TNPUMEHUTETBHO K HOCHTEIIO,
pa30aBUTEINI0 WM BCIOMOTATEBHOMY CPEACTBY, MCIOIB3YEMbIM JUIi COCTABIICHUS
KOMITO3UIMH, PACKPHITOM B HACTOAIIEM JOKYMEHTE, O3HAYAET, YTO HOCUTENb, Pa30aBUTEIb
W BCTIOMOTATEIbHOE CPEACTBO JOJDKHBI OBITh COBMECTUMBIMH C APYTHMH HHTPETUCHTAMH

KOMITO3HIIUHU U HC OKAa3bIBaTh BPCIAHOT'O BOSHCﬁCTBHH Ha UX PCIUITHCHTA.

[00254] Ilonunenmuo. Vcnonb3yeMblii B HACTOSIIEM JOKYMEHTE TEPMHUH
OTHOCHTCS K JIOOOW TIOMMMEPHOW IIETMH AMHHOKHCIOT. B HEKOTOpPHIX BapHaHTax
OCYIIECCTBIICHHA TMOJMIECITH HMEET AMHHOKHCIOTHYHO IIOCIEI0BATEIBHOCTD, KOTOpas
BCTPEYAETCA B NPHUpPOAE. B HEKOTOPBIX BapuaHTaxX OCYLICCTBICHUA MOJUIICNITHI HMEET
AMUHOKHUCIIOTHYIO TIOCIIEAOBATEIBHOCTD, KOTOPAsk HE BCTPEYAETCS B MPUPOAE. B HEKOTOPBIX
BAPHUAHTAX OCYIIECTBIICHUS IMOJMIECNTHA HUMEET aMHUHOKHUCIOTHYIO IOCIEAOBATEIBHOCTD,
KOTOpast SBIACTCA CKOHCTPYHPOBAHHOW B TOM, YTO OHA CIIPOCKTHPOBAHA W/HJIHM TIOTyYCHA
IyTEM JEHUCTBHA YEIIOBEKA. B HEKOTOPBIX BaApHAHTAX OCYIIECTBICHUS MOIUIICIITHL MOXKET
COZIEPKaTh MPUPOJHBIE AMHHOKHUCIIOTBI, HEIPUPOJHBIE AMUHOKHUCIIOTHI HIIH U T€ U IPYTHE
WM COCTOATh M3 HUX. B HEKOTOpPBIX BapHAaHTaX OCYINECTBIICHUS MOJHIENTHI MOXKET
COZEPKAaTh TOJIBKO IMPUPOJHBIE AMHHOKHUCIIOTHI WM TOJIBKO HEMPHPOJHBIE AMUHOKHCIIOTBI
WM COCTOATh M3 HUX. B HEKOTOpPBIX BapHAaHTAX OCYINECTBIICHUS MOJHIENTHI MOXKET
comepxkarb D-aMHHOKMCNOTBHI, L-aMHHOKMCIOTBI WIM M T€ W Jpyrue. B HEKOTOPBIX
BAPHUAHTAX OCYIIECTBIICHUS IOJMIENTHA MOXKET COAEP)KAaTh TOIBKO D-amuHOKHCIOTEL B

HCKOTOPBIX BapHWaHTax OCYHICCTBIICHHUA MNOMUNCOTHA MOXKCT COACPKATbH TOJIBKO L-
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AMHHOKHCIIOTHL. B HEKOTOPBIX BapHaHTaX OCYHIECTBIECHHS TIOJUIENITHI MOYKET COAEPIKATH
OJHY WK OoJiee OOKOBBIX TPYII WITH APYTHX MOAU(PHUKALNHI, HATIPUMEDP, MOIHPHITAPYIOLITHX
WM TIPUCOEIMHEHHBIX K OJHOW WM Oojiee OOKOBBIM IIETIIM AMHHOKHCIOT Ha N-KOHIIE
noyunentuaa, Ha C-KOHLE TONHIENTHIA, WM TIOOYI0 MX KOMOWHAIMIO. B HEKOTOpHIX
BAPHAHTaX OCYINECTBICHUSA TaKWE OOKOBBIE TPYIIIBI WA MOJU(UKALUH MOTYT OBITH
BBIOPAHBI M3 TPYMIBL, COCTOAMICH W3 aLETUIMPOBAHUA, aMUIWPOBAHUSA, JUMUAHPOBAHMUA,
METHIIMPOBAHUS, IETUIIUPOBAHUSA H T. /1., BKIIFOYAs UX KOMOMHAIMU. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUA TOMUMIENTHI MOXKET OBITh UUKIMYECKUM WHIH MOXKET COAEP)KaTh
LHUKIMYECKYIO 4acTh. B HEKOTOPHIX BapuHaHTAaX OCYHIECTBICHHS MOJHUIENTHI HE SBIACTCA
OUKITAYECKUM W/ UITH HE COACPKUT aKOW-THOO IIUKITHYECKON YacTh. B HEKOTOPBIX BapuaHTax
OCYIIECTBJICHHUA TMOJIMIENTH]  SABISETCA JIMHEHHBIM. B HEKOTOPBIX  BapHaHTax
OCYHIECTBIICHUS TOJHUIENITH MOMKET NPEACTABIATH COOOW CIIMTHIA TOJHIENTH HWITH
coaep:KaTh €ro. B HEKOTOPBIX BapHAHTaX OCYLIECTBICHHUS TEPMUH «IIOJMIIEIITHUI» MOKET
OBITh JOOABIIEH K HA3BAHHUIO 3TAJIOHHOTO TTOJIUTIENTHAA, AKTUBHOCTH HITH CTPYKTYPHI; B TAKUX
CIly4asX OH HCIIONIb3YEeTCA B HACTOALIEM MOKYMEHTE Ui OOO3HAYEHHS MOJMIENTH/IOB,
KOTOpbIE 00TaJaf0T COOTBETCTBYIOIIEH aKTHBHOCTBHIO HIIM CTPYKTYPOH H, TAKHM 00pa3oMm,
MOTYT PacCMaTPUBATHCA KaK TPEIACTABHTEIM OJHOTO M TOTO K€ KJacca WM CEMEHCTBa
MOJTUNENTUAOB. [[J1s Ka)KI0T0 TAKOTO KJTAcCa HACTOAIEE OTMMCAHHUE TIPEyCMATPHUBACT, W/ HITH
CHeHMaTUCTaM B JAHHOM OONAaCTH TEXHHKH OyAyT W3BECTHBI WILIFOCTPATHBHBIC
MOJTUTIETITAABI B TIPEAEIIaX KJIacca, aMHHOKUCIIOTHBIE TIOCTIETOBATEIBHOCTH W/WTH (DYHKIHH
KOTOPBIX HM3BECTHBI; B HEKOTOPBIX BAapPHAHTAX OCYINECTBIICHUS TAKHWE HWILTFOCTPATUBHBIC
MOJTUNETITUABl SIBIAIOTCA JTAJOHHBIMH TIOJHMIENTHAAMHA IS KJacca WM CEeMEHCTBa
MOJIUNIENTUAOB. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS TIPEICTABUTENh Kjacca WIIH
CEeMEHMCTBA TIOJHUMETITHAOB JEMOHCTPHPYET 3HAYUTEIBHYIO TOMOJIOTHIO WM HACHTHYHOCTH
MOCTIETOBATEIFHOCTH, HMEET OOIUH MOTHB TIOCIIEA0BATETFHOCTH (HATIPUMED, XapaKTEPHBINA
3JIEMEHT TIOCTIETOBATEIFHOCTH) W/WIIH HMEET OOIYI0 aKTUBHOCTH (B HEKOTOPBIX BapHAHTaX
OCYIIECTBJICHHA HA COMOCTABUMOM YPOBHE WJIM B YKAa3aHHOM JHAIA30HE) C 3TAJOHHBIM
MOJIUNENTUAOM JAHHOTO KJAcCca, B HEKOTOPHIX BAaPHAHTaX OCYIIECTBIIEHHS CO BCEMH
MOJIMNIENITUAAMHE B TIpeJenax kinacca). Hampumep, B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS
MOJIUNENTHA-TIPEICTABUTEND ~ AEMOHCTPUPYET  OOIMYH0  CTEMEHb TOMOJIOTHH  HWIIH
HWACHTUYHOCTH TOCIIEOBATEIPHOCTH C 3TAJOHHBIM TIOJIATIENTHIOM, KOTOPask COCTABIIAET IO

MeHbIIeH Mepe mpuodau3nuTenbHo 30-40% 1 yacTo mpeBbImaeT npuOMH3UTENHHO 50%, 60%,

93



70%, 80% , 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%, 99% wunu Gompure, WumK
BKITFOYAET B c€0f MO MEHBIIEH Mepe OJHY 00JacTh (HampuMep, KOHCEPBATUBHYIO 00JacTb,
KOTOPAast MOYKET B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHUS IPEACTABIIATE COOOH XapaKTePHBIH
3JIEMEHT TIOCJIEAOBATEILHOCTH WM COJAEP)KAaTh €ro), KOTOpas JIEMOHCTPHPYET OYECHb
BBICOKYIO HACHTHYHOCTH MOCIIEI0BATEIFHOCTH, YacTo 0oee 90% wmu naske 95%, 96%, 97%,
98% umn 99%. Takas KoHcepBaTHBHAA 00JIACTh OOBIYHO OXBATHIBAET MO MEHBIIEH Mepe 3-4
u yacto 10 20 wnm OONbIIE AMUHOKHCIIOT, B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHUA
KOHCEpBaTUBHAs 001aCTh OXBATHIBACT MO MEHBIIEH MEPE OJIMH YYaCTOK U3 10 MEHBIIIEH MEPE
2,3,4,5,6,7,8,9,10, 11, 12, 13, 14, 15 unu OoJbIe CMEKHBIX aMUHOKHUCIIOT. B HEKOTOPBIX
BAPUAHTaX OCYLICCTBICHHUS TPHUTOJHBIM TMOJUNENTHI MOXET COJEp)KaTh (parMeHT
POIUTENBCKOTO TMOJNMIENTHIA WM COCTOSATh W3 HEro. B HEKOTOPBIX BapuaHTax
OCYIIECTBJICHUA NPUT'OJHBIA MOTUIENTH, MOKET COJEPKATh MHOKECTBO (PParMEHTOB HIIH
COCTOATh M3 HUX, KAKIABIM M3 KOTOPBIX HAXOJUTCS B OJHOM M TOM K€ POAMTEIBCKOM
MOJIMMIENITUAE B IPYTOM IPOCTPAHCTBEHHOM PACMOJIOKEHUH OTHOCUTENBHO APYT APYra, 4eM
B TPEACTABIAIONEM HMHTEpeC monunentuae (HampuMep, (parMeHThl, KOTOpPBIE
HETIOCPE/ICTBEHHO CBS3aHBI B POJAMTENBCKOM, MOTYT OBITh MPOCTPAHCTBEHHO PAa3/IEIICHBI B
MPEACTABIIOMEM HWHTEPEC TMOJMIECNTHIE, WIH HA000pOT, WHIH (QparMeHThl MOTYT
MPUCYTCTBOBATh B JPYrOM MOPSJAKE B MPEACTABIAIONIEM HHTEPEC IMOIMUMENTHIE, YEM B
POIUTEITBCKOM), TaK YTO MPEACTABILIIOMUN HHTEPEC TOHIIETITH/T SBIIETCS TPOU3BOIHBIM

CBOCTO POAUTCIBCKOTO IMOJIUIICTITHAA.

[00255] Obpaszey. Vicnomb3yeMbIii B HACTOSAIIEM JOKYMEHTE TEPMHH «00pa3ein
OXBAaThIBACT JMOOOH oOpasel, MONYyYECHHBIH W3 OHOJOTHYECKOTO HCTOYHUKA. TEepMHHBI
«OHONIOTUYECKHUH 00pa3ei U «00pas3ein UCTIOIb3YIOTCA B3aHMO3aMeHIeMO. bruomornueckmii
o0pa3er MOKET B KAYECTBE HEOTPAHHYUBAIOIIETO MPHMEPA BKITFOYATh KOKHYFO TKAHb, TKAHbD
MICYEHHW, TKAaHb TOYKH, JICTOYHYI0 TKaHb, CIMHHHOMO3roBYIO KHIKOcTh (CSF), KkpoBs,
AMHHOTHYECKYIO KHJIKOCTh, CHIBOPOTKY, MO4Y, Kaj, SMUACPMATIbHBIN oOpaser, oOpaserl
KOKH, OYKKAJIBHBIN Ma30K, CIIEPMY, aMHHOTHYECKYIO KHIKOCTb, KyJIbTHBUPYEMbIE KIICTKH,
oOpasen; KOCTHOTO MO3ra W/WIM BOPCHHKH XOpPHOHA. KieTrouHble KyJIbTyphl JFOOBIX
OHOIOTHIECKUX 00PA3I0B TAKKE MOTYT MMPUMEHATHCSA B KAUYECTBE OMOJIOTHYECKHAX 00PA3IIOB.
buonorudeckuii oOpasen Takke MOXET TMPEACTABIATh COOOW, HAmpuMmep, obOpaselr,
MOJTYYEHHBIH W3 JTIOO0TO OpPraHa WM TKaHW (BKIKOYAas oOpas3er] OMOTICHHM WM ayTOIICHH),

MOJKET COICPXKATh KICTKH (TIEPBHYHBIC KJICTKH WIH KyJIbTHBHPYEMBIE KJICTKH), CPEdy,
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KOHIUITHOHUPOBAHHYIO JTFOOOW KIIETKOW, TKAHBIO WIIA OPTaHOM, KyJIbTypou TKaHW. B
HEKOTOPBIX BAapPHAHTAX OCYIIECTBICHUS OHMONOTHYECKHE OOpa3Ipl, TMOAXOIANINE I
HACTOSAIIETO U300PETEHUs, MPEACTABIIIOT COO0H 00pasilbl, KOTOPhIE ObLTH 0OPaOOTAHBI C
LEIbI0 BBICBOOOKIACHHUS WJIM WHBIM 00pa3oM 00eCTeUeHUs TOCTYIMHOCTH HYKJICHHOBOW
KHUCITOTHI JJI BBIABIICHWSA, KaK OMHCAHO B HACTOSMIEM HOKyMeHTe. DUKCHPOBAHHBIE WIH

3aMOPOKCHHBIC TKAaHH TAKXKC MOTYT IPUMCHATHCA.

[00256] Conuonan onyxons. Vicnonp3yeMblil B HACTOSLIEM JOKYMEHTE TEPMHUH
«CONUIHAS OTMYXO0JIb» OTHOCUTCS K AHOMAIbHON Macce TKaHHU, KOTOPasi OOBIYHO HE COACPIKUT
KHUCT WJIM 00JIacTed KUAKOCTH. B HEKOTOPHIX BapHaHTaX COJHMIHASA OIMyXOJIb MOXKET OBITh
I0OpOKAYECTBEHHOM;, B HEKOTOPBIX BapHaHTaX CONMAHAS OIMYXOJb MOXKET OBITh
37M0KaYecTBeHHOH. CrieruanucTamM B JAHHOW 001acTH OyIeT MOHATHO, YTO PA3JIMYHBIC THITHI
COJIMIHBIX OITyXOJiel OOBIYHO HA3BIBAIOT IO THITy KIETOK, KOTOPBIE HX OOpPa3yioT.
[TlpumepamMu CONMMIHBIX OIYXOJIEH SBISAIOTCA KApPUUHOMBL, JTMM(POMBI ¥ CapKoMbl. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHHS CONUIHBIE OITYXOJIH MOTYT MPEICTABIATH COOON HITH
BKJIIOYAaTh OIYXOJIM HAJIOYEYHHUKA, JKEITYHOTO IPOTOKA, MOYEBOrO MY3bIPs, KOCTH,
TOJIOBHOTO MO3ra, MOJIOYHOM >KENe3bl, IMECWKH MATKH, TOJCTOM KHIIKH, SHAOMETPHA,
MUOIEBOJIA, TJIA3a, JKEIYHOTO IMy3bIPs, >KETyIOYHO-KUIIEYHOTO TPAKTa, MOYKU, TOPTaHH,
MEYEHH, JIETKOTO, TMOJIOCTH HOCA, HOCOTJIOTKH, TMOJIOCTH PTa, AUYHHUKA, MOJIOBOIO YJICHA,
rurmogu3a, MPOCTATHI, CETUYATKH, CIIFOHHOM KEJe3bl, KOJKH, TOHKOTO KHINECYHHKA, JKEITyIKa,

AWYKa, THMYyCa, IJ_[I/ITOBI/II[HOI‘/'I JKECJIC3BI, MATKH, BJIarajviia W/ Wi BYJIbBBI.

[00257] Cmpaoarowuii om. Y AHAUBUIYYMA, «CTPATAIOIETO OT» 3a00ICBAHHA,
HAPYIIECHUS W/HWIH COCTOSHUS (HAampuMmep, 000 BUABI paka, OMHUCAHHOW B HACTOSIIEM
JOKYMEHTE), IMEETCS JUATHO3 HITH TPOSABIIETCS OJWH WITH OOJIee CHMIITOMOB 3a00JICBaHHA,

HAPYIICHUS W/ WA COCTOSTHHS.

[00258] Bocnpuumuue k. Y wHAMBALYYMa, KOTOPBIM «BOCHPUUMYHUB K»
3a00JICBAHHUIO, HAPYIICHUIO W/HIIH COCTOSHHIO, HE HWMEETCS JHArHO3a W/HIA MOTYT HE
MPOSBIATHCA CHMIITOMBI 3a00JIEBaHMA, HAPYIICHHUS W/HWIH COCTOSHHUA. B HEKOTOpPHIX
BAPMAHTaX OCYIIECTBICHUA WHAMBHIYYM, KOTOPBIH BOCTIPHMMYHB K 3a00JI€BaHHMIO,
HApPYIIEHUIO W/HIH COCTOSHUIO (HAPHUMED, PaKy), MOJKET XapaKTEPHU30BATHCSA OJHUM HITH
oonee u3 cnemyroniero: (1) reHeTHUECKas MyTalus, CBA3aHHAS C PA3BUTHEM 3a00JIEBAHUS,
HAPYIICHUS] W/WIH COCTOSHUS, (2) TeHETHYECKUN TMONMMMOP(HU3M, CBI3aHHBIH C Pa3BHTHEM

3a00NeBaHMA, HAPYLOICHWA WWIH COCTOAHWA, (3) TOBBINICHHAA WWIH TOHWKCHHASA
95



SKCIIPECCHS W/WIM aKTHBHOCTH O€JIKa, CBA3AHHOTO C 3a00JIEBAaHHUEM, HAPYLICHHEM HW/HITH
coctrosiHueM; (4) MPUBBIMKK W/WIH 00pa3 SKU3HH, CBA3AHHBIC C PA3BUTHEM 3a00JIEBAHUS,
HAPYIICHUS] W/WIIA COCTOSTHUS; (5) ceMeWHbIM aHaMHe3 3a00JIeBaHUs, HAPYIICHUS W/ UIH
cocrosHuA; (6) peakums Ha OmpeAcNeHHble OakTepuu wiu BUpPYCh, (7) BO3AcHCTBHE
OTIPENIENICHHBIX XHMHYECKHX BEHIECTB. B HEKOTOPBIX BapHAHTAX OCYLIECTBIICHUS Y
WHAMBHUIYYMa, KOTOPBIH BOCIIPUHUMYHB K 3a00JIEBAHHUIO, HAPYIIEHUIO W/WIH COCTOSHHIO,
BO3HUKHET 3a00JIeBaHWE, HAPYIICHWE W/HIH COCTOSHHE. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUA Y WHAMBHAYYMa, KOTOPBIA BOCTIPHMMYHUB K 3a00JI€BAHMIO, HAPYIIECHHUIO

W/WTH COCTOSTHUIO, HE BOSHUKHET 3a00JI€BaHNE, HAPYIICHHUE W/ HIIA COCTOSTHHUE.

[00259] Tepanesmuuecku Ippekmuenoe Konuuecmeo. lcnomp3yempiil B
HACTOSIIEM JOKYMEHTE TEPMHUH «TEpPaneBTHYECKH J(PPEKTUBHOE KOIUYECTBO» HIIH
«3(p(EeKTUBHOE KOTMYECTBO» O3HAYAET KOJHYECTBO, KOTOPOE OOECTeuuBAET TPeOyeMbIH
3¢ dexT, A KOTOPOro €ro BBOAAT. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHSA JaHHBIN
TEPMHUH OTHOCUTCA K KOJMYECTBY, KOTOpPOE€ SBIAETCA JOCTATOYHBIM IPH BBEIACHUH
NOMYJISAIMK, CTpajarommied 3a0oeBaHWEM, HApPYHNIEHHEM W/WIH COCTOSHHEM WM
BOCIIPHUMYHMBOM K HUM, B COOTBETCTBHH C TEPANEBTHYECKOH CXEMOW BBEICHHUS JO3BI JUIA
JeueHus 3a00JIeBaHMsA, HAPYIICHWS WWIH COCTOSHHA. B HEKOTOPBIX BapHaHTaX
OCYHIIECTBIICHHA TepaneBTHYCCKH JS(PPEKTUBHOE KOIMHYECTBO TMPEACTABIIET COOOM
KOJIMYECTBO, KOTOPOE 00ECTICUNBAET CHIKCHHE YaCTOTHl BOSHHKHOBEHWS, W/HIIH CTCTICHH
TSDKECTH, W/HITH 33JICP’KKY Havana IPOsIBICHHS, W/HITH 33/IEPIKKY TIPOTPECCHPOBAHUS OTHOTO
WJTH 00JIee CUMIITOMOB 3a00JI€BaHUS, HAPYIICHUS H/HITH COCTOSHUSA. PAIOBBIM CieTIHaTucTaM
B JAHHOW OOIACTH OyAET TOHATHO, YTO TEPMHH «mepanesmuyecku s¢gpexmugnoe
KOIU4eCcmeo» B JEUCTBUTEIHBHOCTH HE TpPeOyeT MOCTIDKEHHUS YCIENIHOTO JICYeHUST Y
KOHKpETHOTO WHAnBHAyyMa. CKopee, TeparneBTHIeCKH 3(PPEeKTHBHBIM KOTHYECTBOM MOKET
OBITh ~ TaKO€  KOJHMYECTBO, KOTOpPO€  OOecneuymBaeT  KOHKPETHBIM  TpeOyeMBbId
(hapMaKOJIOTHYECKUN OTBET y 3HAYUTEIHLHOTO YHCIIA CYOBEKTOB MPH BBEJCHUH TMAITHCHTAM,
HYXXJTAOIIAMCS B TAKOM JICYCHHH. B HEKOTOPBIX BapHaHTaX OCYHIECTBIICHHS CCHUIKA Ha
TepaneBTHYECKH S((EKTUBHOE KOJHYECTBO MOJKET OBITh CCHUIKOH HAa KOJHYECTBO,
W3MEPEHHOE B OJHOW WM OO0Jiee KOHKPETHBIX TKAHAX (HampuMep, TKaHH, TOPAKEHHOH
3a00NeBaHNEM, HAPYIICHHEM HJIM COCTOSTHHEM ) WIIH KUAKOCTAX (HAIIPUMEDP, KPOBH, CITFOHE,
CBIBOPOTKE KPOBH, TIOTY, CJI€3aX, MOYE U T. A.). CpeAHHM CrieHaMcTaM B JAHHOW 001acTh

TCXHHUKH 6YI[GT MOHATHO, YTO B HCKOTOPBIX BapHAHTAX OCYHICCTBIICHUA TCPANICBTHYCCKHU
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3¢ (eKTHBHOE KOJUYECTBO KOHKPETHOTO CPEACTBA WM CPEICTBA TEPANHH MOMKET OBITH
COCTABJICHO W/WIIH BBEJCHO B OJIHOKPATHOM /103€. B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUS
TepaneBTHIECKH d(PPEKTHBHOE CPEACTBO MOKET OBITH COCTABIIEHO W/HIIM BBEJEHO B BHUJEC

MHOKECCTBA N03, HAIIPUMEDP, KaK HaCTh CXCMbI BBCACHHUA NO3bI.

[00260] Jleuenue. Vlcnonp3yeMbIil B HACTOSLIEM JOKYMEHTE TEPMHUH «I€YEHUEY
(TaroKe <JICYUTH» WM «OCYIIECTBICHHE JI€YEHUA») OTHOCUTCS K JIOOOMY BBEICHHIO
TEPANEeBTUYECKON MOJIEKYIIbI (HAPUMED, TFOOOT0 COCTUHEHHS, OMMUCAHHOTO B HACTOSLIEM
JOKYMEHTE), KOTOPOE O00€CIeYMBAET YACTHYHOE WIIM TIOJTHOE OCJa0JICHHE, YMEHBIICHHUE
WHTCHCUBHOCTH, YIy4YlICHWE, TOAABICHUE, 3a/E€P’KKy Hayajaa TPOSABICHUS, 3aIEPKKY
MIPOrPECCUPOBAHMSA, CHIDKEHHUE TSDKECTH W/WITM CHIDKEHHE YaCTOThl BOZHUKHOBEHHS OJHOTO
Wi 0ojiee CUMITOMOB WM TMPH3HAKOB KOHKPETHOTO 3a00JIEBAHUS, HAPYIICHHS W/ HIH
cocTosHUA (HampumMep, paka). Takoe IeueHHe MOXKET OBITh MPEIHAZHAYCHO U CYOBEKTa, Y
KOTOPOTO HE MPOSBIIIOTCS MPH3HAKA COOTBETCTBYIOIIETO 3a00JI€BAHUS, HAPYIIEHUSA /WU
COCTOSTHMA, W/HWIIM I CYyOBEKTa, Y KOTOPOTO MPOSIBIIIOTCS TOJNBKO pPAaHHHWE TPHU3HAKH
3a00JIeBaHUs, HAPYIICHHUA W/HWIH COCTOSHHA. ATBTEPHATUBHO MM JOTIOJHHUTEIBHO TaKOE
JICYCHUE MOKET OBITh TPEIHAZHAYEHO IS CYOBEKTa, y KOTOPOTO MPOSBISIETCS OJUH WITH
Ooyiee YCTAHOBJIEHHBIX TIPU3HAKOB COOTBETCTBYIOHIETO 3a00JIEBAHWS, HAPYIICHHUS W WA
cocTossHUA. B BapmaHTax OCYHIECTBICHHA JICYCHHUE TPEIYyCMATPHBAET BBEJICHUE CPEJICTBA,

BozaeicTByroniero Ha LAG-3, onucaHHOT0 B HACTOSLIEM TIOKYMEHTE.

NOAPOBHOE OIIMCAHME OIIPEAEJEHHBIX BAPUAHTOB
OCYHECTBJEHUA

[00261] I'en 3 akruBaruu mumdoruTos (LAG-3), KOTOPBIH TakKe U3BECTEH KaK
kmactep auddepenmmposkn 223  (CD223), sBnseTcs TPEACTABUTEIIEM CEMEHWCTBA
CYNIEPTEHOB WUMMYHOTJIOOYJTHHOB M CTPYKTYPHO W TE€HETHYECKH SBIIETCS POJCTBEHHBIM
CD4. LAG-3 skenpeccupyeTcs Ha T-kneTkax, B-kineTkax, KJI€TKax €eCTeCTBEHHBIX KHILIEPax
(NK) u mrazmoruronaasix neHApuTHEIX KieTkax (pDC). Kak u y CD4, skrogomen LAG-3
cocToHT U3 YeThIpex Ig-momooubx nomMenoB (D1-D4), u ObII0 TPOAEMOHCTPUPOBAHO, YTO
LAG-3 B3aumopetrictByet ¢ monekynamu MHC kmacca II (Baixeras et al., J. Exp. Med., 176:
327-337 (1992)), Ho cBa3piBaeTcs B apyrom yuactke (Huard et al., Proc. Nail Acad. Sci. USA,
94(11): 5744-5749 (1997)). Hampumep, pactBopumblii ciuteiii  Oemoxk  LAG-3-

ummyHOTTIOOYTHH (sLAG-31g) Hanpsamyro u cnemmduuecku cpsaspiBaeTcs yepe3 LAG-3 ¢
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MHC kmnacca Il ma knetounoi nosepxaoct (Huard et al., Eur. J. Immunol., 26: 1180-1186

(1996)).

[00262] LAG-3 axkTuBHpyeTCA TOCJE€ AKTHBAUUHU T-KIETOK U MOJYJIHPYET
¢yukmmro T-kaeTok, a Taroke T-xmerounsri romeoctas (Sierro et al., Expert Opin. Ther.
Targets, 15(1): 91-101(2011)). Bzaumopgeiicteue LAG-3/MHC xnacca Il mosxeT urpats ponp
B  TOAABICHUM  aHTUTeH3aBUCHUMOM  ctumyssiuu  CD4+  T-nmumdonmToB,  Kak
MPOAEMOHCTPUPOBAHO B MCCIECAOBAHMAX i/ Vilr0O B OTHOIIEHWH AHTHUTCHCTIEIM(PUIECKOM
npomudeparmn T-KIeTok, 001ee BBICOKOM SKCIPECCHH AKTHBHPYIOIIUX AHTUTEHOB, TAKUX
kak CD25, u Oonee BHICOKMX KOHIICHTPAIIWH IIUTOKHHOB, TAKUX KaK MHTEPPEPOH-TaMMa H
untepnevikud-4 (Huard et al., Eur. J. Immunol., 24: 3216-3221 (1994)). Taxxe ObL10
nokazaHo, 4yto CD4+CD25+ perymatopusie T-knetku (Treg) skcmpeccupyror LAG-3 mpu
akTuBalmu, W aHtuTena kK LAG-3 momaBisiOT CympeccHi0 HMHIYIHUPOBAHHBIMU Treg-
KJICTKaAMH KaK in Vilro, Tak ¥ in vivo, 410 CBHAETEIBCTBYET 0 ToM, uTo LAG-3 cocoOcTByeT
cynpeccopHoi aktuBHOCTH Treg-kietok (Huang et al., /mmunity, 21: 503-513 (2004)).
Kpome Toro, Opu10 mokazano, uto LAG-3 HeraTuBHO peryiupyet T-KIeTOYHBIA TOMEOCTa3 ¢
TIOMOIIBIO 3aBUCUMBIX U HE3aBUCHMBIX OT T-KIIETOK perynsaTopHbIx Mexanu3Mos (Workman,

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

[00263] [Moarpymmer 0ObraHBIX T-KIETOK, KOTOPBIE SBIAIOTCA AHEPTHYECCKUMH
WM TPOSIBIAIOT HapymieHable (yHkomw, skcrpeccupyior LAG-3, u LAG-3+ T-xnetkn
HAKATUTMBAIOTCA B MECTAaX OMyXOJEH W BO BPEMS XPOHHYECKHX BUPYCHBIX HH(EKIH.
OpmHako, XOTs OBUTO TIOKAa3aHO, 4YTO MbIMIH, HOKayTHble 1o LAG-3, AeMOHCTPUPYIOT
HOpMajbHbIe BUpYC-crienupuueckue otBeTsl CD4+ u CD8 T-knerok, 6mokana mytu PD-
1/PD-L1 B komOuHanmu ¢ Onokamod LAG-3 ymydmana KOHTPOJIb BUpycCa IO CPABHEHHIO C
omokanoi Toinpko PD-LI1 (Blackburn et al., Nat. Immunol., 10: 29-37 (2009) u Riehter et al.,
Int. Immunol.,22:13-2 (2010)). B MpImmmHOM MOJIENH € Ay TOTOJIEPAHTHOCTHIO/OTTYXOJIBIO, T/IE
tpancrenabie CD8+ T-kimeTku mpeacTaBieHBl KaK HEOTBEUAIOIIUE/aHEPTHUYECKHE i ViVo,
onmokana LAG-3 wmm nmepumur CD8+ T-knetok ycunmBamu mposmgepamuo T-KIETOK,
pexkpytuar T-kieTok u 3 dexropusie pyHKImH B yyacTke omyxoiu (Grosso et al., J. Clin.

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

[00264] Kpome Ttoro, B3aumoneiictBue mexay LAG-3 U €ro OCHOBHBIM
muraagoMm, MHC kmacca I, MmoxeT urpath poiib B MOIYTHPOBAHUU (PYHKITHH JTEHIPUTHBIX

kietok (Andreae et al., J Immunol., 168:3874-3880, 2002). HenaBaue IOKITHHHYECKHE
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uccienoBanus noareepawy poib LAG-3 B uctomenuun CD8+ T-knerok (Blackburn et al.,
Nat Immunol., 10: 29-37, 2009), u 6nokama Bzaumoxaevicteuss LAG-3/MHC kmacca II ¢

npuMeHeHHueM cauToro oenka LAG-31g MoskeT OBITh MONE3HOM /I TEPATIHH paKa.

[00265] CymecTtByer moTpeOHOCT B aHTaromucrax LAG-3 (Hampumep,
cpeactBax Ha ocHoBe aHTuTena Kk LAG-3), kotopsie cBsaszpmBaioT LAG-3 ¢ BBICOKOH
apdurHOCTRIO W/HK 3(P(PEKTHBHO HEUTpanu3yrOT akTuBHOCTH LAG-3. B mHacTosmem

M300PETEHUH TIPEyCMOTPEHBI Takue cBsizbiBatomue LAG-3 cpencrsa.
CpeactBa, Bo3aeiicteyrouue Ha LAG-3
Cpeocmea na ocnose aumumena k LAG-3

[00266] B HacTosmeM n300peTeHnH NpeyCMOTPEHBI, CPEIU MPOYETO, CPEICTBA
Ha ocHOBe aHTHTeNna K LAG-3, KOTOpbIE CBA3BIBAIOTCSA C SMUTOMOM OCIIKA, KOJUPYEMOTO
reaoM 3 akrtuBammH JMporuTtoB (LAG-3), W pa3jauyHble KOMIIO3WIIMH W CIOCOOBI,
CBS3aHHbIE C HUMH. Hanpumep, B HACTOAmEM H300PETEHHH TMPEIYCMOTPEHBI
AMUHOKHUCJIOTHBIE TIOCJIEIOBATEIBHOCTH CPEACTB Ha OcHOBe aHTuTena kK LAG-3,
COOTBETCTBYIOIUE MOCICAOBATEIPHOCTH HYKICMHOBOM KHCJIOTBL, KOJMPYIOIIHUE TaKHUE
AMUHOKHUCJIOTHBIE TIOCTIEAOBATETPHOCTH, a TAKXKE BapUAHTBl TAKUX CPEJICTB HA OCHOBE
anturena k LAG-3. B HacrosmeMm H300pETEHHH TaKXKe MPEIyCMOTPEHBI CBS3aHHBIC
BEKTOPBI, KOMITO3HIIHHA M CTIOCOOBI IPUMEHEHHUS CPEICTB Ha OCHOBE aHTUTENAa K LAG-3 ms
JICUYCHUS HAPYLICHHUA WIIH 3a00JIeBaHUs, KOTOPOE YYBCTBUTEIbHO K monaaBieHuo LAG-3,

TAKOTO KaK paK WM HHPEKIIMOHHOE 3200/ IeBaHHE.

[00267] B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUSA CPEACTBA HA OCHOBE aHTUTENA
kK LAG-3 (manpumep, antutena kK LAG-3 wmum ux (parMeHTBI) MOTYT CBSI3BIBATBHCA C
smuronioM LAG-3, uto 6mokupyet cBsazbiBanne LAG-3 ¢ momekynamu MHC kmacca 11 u
noaasysieT onocpeaopannyro LAG-3 mepenady curnana. Hampumep, cpeacTBO Ha OCHOBE
aaturena Kk LAG-3 MOXET CBA3BIBATECA C OAHHM WM Oojiee W3 4YeThIpeX [g-moaoOHBIX
BHEKJIETOUHBIX JoMeHOB (D1-D4) 6enka LAG-3 (cm., Hanmpumep, Triebel et al., J. Exp. Med.,
171(5): 1393-1405 (1990); u Bruniquei et al., /mmunogenetics, 47: 96-98 (1997)). B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHSA CpPeAcTBa Ha OCcHOBe aHTHTena K LAG-3 moryr
cBia3pBaThes ¢ pomeHoM 1 (D1) wwmm momenom 2 (D2) 6enxka LAG-3. B HekoTOpBIX
BAPHAHTaX OCYIIECTBICHHUA CPEACTBO Ha OcHOBe aHTHUTena K LAG-3 MOMXET CBA3BIBATH

snuton LAG-3, uto Onokupyet cBsazpiBanue LAG-3 ¢ moObM OJHUM WiH OoJee U3 €ro
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MPEANOJIATa€MbIX JIMTAHIOB. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUS CPEICTBO HA OCHOBE
antutena k LAG-3 moxeTt ca3bBath snuton LAG-3, yto Onmokupyet cesizbiBanne LAG-3 ¢

ABYMS UITA 0oJIee U3 ero npeanoaraCMbIX JTJMTaHIO0B.

[00268] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTENIA
kK LAG-3 MOXET NoJaBIATh WM HeWTpanu3oBaTh akTUBHOCTH LAG-3. Tepmunsl
«TO/ABIATEY WM «HEUTPATM30BaTh», HCIONb3YyEMbIE B HACTOSAMIEM JOKYMEHTE B
OTHOIIEHUHM aKTUBHOCTH CPEICTBA HA OCHOBE AHTHTENA, MOTYT OTHOCHUTBCS K CIIOCOOHOCTH
MO0 CYIECTBY MPOTUBOJEHCTBOBATh, NPEMATCTBOBATH, MPEAYNPEKIAATh, OTPAHUIHBATH,
3aMeJIATh, HAPYIIATh, MEHATh, WCKJIIOYaTh, OCTAHABIMBATH WM OOpaIiaTh, HAMpUMED,
OMOJIOTHYECKYI0O aKTUBHOCTh MUINEHH WM MPOTPECCUPOBAHUE WU TSHKECTh 3a00JIEBaHUA
WIM COCTOSHHUA, CBA3AHHOTO C MHUINEHBIO. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA
munieHpto aBiaseTcs LAG-3. B HEKOTOphIX BapHaHTaX OCYHIECTBICHHS 3a00JICBAHUC HITH
coctostHue cBs13aHO ¢ LAG-3. B HEeKOTOPBIX BapHaHTaX OCYIIECTBICHHS CPEACTBO HA OCHOBE
anturena k LAG-3 MOXeT MOAABIATh WIM HEUTpanu3oBaTh akTuBHOCTh LAG-3 Ha mo
MeHbIIeH Mepe mpuOmmM3uTenbHO 20%, mpuomusutensHo 30%, mpuOmmsurensHo 40%,
npuom3uTeabHO 50%, mpuOmmsutensHo 60%, mpudmusuTensHo 70%, TPHOTH3UTETHHO
80%, mpudOmuzurenpro 90%, mpHOMH3UTETHEHO 95%, mpuOmM3uTenpHOo 100% wWM Ha
3HAYCHHE B JHAIA30HE, OMPEACTSIEMOM JTFOOBIMH IBYMs M3 BBIMICYTIOMSHYTHIX 3HAYCHHH

Hampumep, 20% - 100%, 40% - 100% umu 60% - 95% u 1. 1.).
pHUMED

[00269] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
kK LAG-3 aBnserca BbIAEICHHBIM. B HEKOTOPBIX BapHaHTAaX OCYIIECTBIIEHHS CPEACTBO Ha
OCHOBE AQHTUTENIA MOXKET OBITh OUYMIIEHO A0 Ooyiee yeM 95% wmmm 99% YHCTOTHL,
ompeAeIeMon, Hampumep, dnaekTpodopeTudecku (Hanmpumep, ¢ momompbo SDS-PAGE,
nm3oaekTpudeckoro  ¢okycuposanus (IEF), kammmispaoro smekrtpodopesa) wim
xpomaTorpaduiecku (HapuUMep, ¢ MOMOLIBI0 HWOHOOOMEHHOW WM OOpameHHO-(a30BOU

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

[00270] B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
k LAG-3 cogepxxut Fc. Fc-momeHbl MOTYT B3aUMOJEHCTBOBAThH C PELENTOPAMH KIETOUHOM
MOBEPXHOCTH, YTO MO3BOJISET aHTUTENIAM aKTHBUPOBATh HMMYHHYIO CUCTEMY. B anTuTenax
m3otunoB IgG, IgA u IgD Fc-o0macte cocTouT M3 ABYX HAEHTHYHBIX (PPArMEHTOB OENKa,
MOJTYYEHHBIX U3 BTOPOTO U TPETHETO KOHCTAHTHBIX JOMEHOB JABYX TSKEJIBIX LIENICH AHTUTENA,

Fc-o6mactu IgM u IgE coaep:kxaT Tpu KOHCTAaHTHBIX TOMEHA TsDKEITOH 1ienH (momeHsr Ch 2—
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4) B Kk 104 TroyTien TUAHOM 1IeTH. Fc-o0macTu [gG HecyT BRICOKOKOHCEPBATHBHBIN CaWT N-
riuko3umupoBannsa (N297). ['mukosuwmposanue Fc-pparmenra Mmoker OBITE HEOOXOIUMO
JUIsl OTIOCPEIOBAaHHOM Fc-perenTopoM akTUBHOCTH. N-TJIMKAHBI, TPUKPEIJIEHHBIE K 3TOMY
CalTy, MOTYT TPEICTABIEITh COOOW TPEHMYHICCTBEHHO JAHAHTCHHAPHBIE CTPYKTYPHI

CIIO’KHOTO THIA ¢ (PYKOZHITHMPOBAHHBIM SIPOM.

[00271] XOTS KOHCTAHTHBIE OONACTH JIETKHX W TOKEIBIX IETIeH MOTYT HE
Y4acTBOBATh B HEMOCPEICTBEHHOM CBS3BIBAHHH AHTUTENNA C AHTHUTEHOM, KOHCTAHTHBIC
00J1aCTH MOTYT BIMATh Ha OPUCHTAIMIO BapuaOeNbHBIX oOnacTeil. KoHCcTaHTHBIE 00/acTh
TaKKe MOTYT TPOABIATH pasznuuHble 3(p¢eKTopHble (QYHKLIMHM, HAPUMEDP, YYaCTBYIOT B
AHTUTEI03aBUCHUMOM  KOMIUIEMEHT-OMOCPEAYEMOM  JIM3UCE WM  AHTUTEI03aBUCHUMOMN
KJIETOYHOM TOKCHYHOCTH 3a CUYET B3aUMOJEHUCTBHH C S(PPEKTOPHBIMH MOJIEKYJIAMU H

KIICTKaMMU.

[00272] PackpsiThie cpencTtBa Ha ocHoBe aHtuTtena k LAG-3  moryr
MPEACTABIAATH COOOM AHTHTENA JTFOOOTO U30TUTIA, BKITFOYAst W30THM IgA, m3otun gD, nzoTum
IgE, uzotun IgG umu uzotun IgM. B HekoTOpHIX BapHaHTaX OCYIIECTBIEHUS CPEICTBO HA
ocHoBe aHtutena kK LAG-3 coaepkutr koHcTaHTHBIM nomeH IgG y1, y2, y3, umu y4. B
WJUTFOCTPATHBHOM BapHWaHTE OCYIICCTBICHUSA CPEACTBO Ha OCHOBe aHTHTena k LAG-3

COJIEP’)KUT KOHCTAaHTHBIA noMeH [gG y4.

[00273] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AaHTUTENIA
Kk LAG-3 MoOkeT coaepikaTh TSKEIYIO IEMbh HMMYHOTJIOOYJIHMHA, KOTOpPas COJICPIKHT
AMUHOKHCIIOTHYTO mocnieoBaTeabHOCTh oA SEQ ID NO: 1. B HeKOTOpBIX clTydasx CpeACTBO
Ha ocHOBe aHTHTena K LAG-3 MOXET comepkaTh TSDKENTYH0 IENb WMMYHOTJIOOYJIHHA,
XapaKTepU3YIOIIYyI0Cs 10 MeHbIe mepe 60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%,
93%, 94%, 95%, 96%., 97%, 98%, 99% umu 100% HACHTHYHOCTHIO MOCIIEAOBATEILHOCTH C
AMUHOKHUCIOTHOM mocneaoBarenbHocThio 1o SEQ ID NO: 1. B HeKoTOphIX BapHaHTax
OCYIIECTBIICHHs CPEACTBO Ha OCHOBE aHTUTEeNa K LAG-3 MOXKET coaepskarh JETKYH0 LEMb
HMMYHOTJIOOYJTHHA, KOTOPas COAECPKUT aMHHOKHCIOTHYIO TOCIIEI0BATENHbHOCTh moa SEQ
ID NO: 2. B HEKOTOPBIX cly4yasx CpeACTBO HAa ocHOBe aHTHTeNa K LAG-3 MokeT coaepkaTh
JIETKY¥O IIETTh IMMYHOTJIOOYITHHA, XapaKTePU3YIOIIYIOCs 10 MeHbmer mepe 60%, 65%, 70%,
75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wumm 100%
WACHTUYHOCTBIO MOCIIEA0BATENIBHOCTH C AMUHOKHCIIOTHOM MOCIIEA0BATENBHOCTHIO oA SEQ

ID NO: 2. B HeKOTOpBIX BapHaHTaX OCYLIECTBIIEHUsA CPEACTBO Ha OCHOBE aHTuTeNa K LAG-
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3 MOXET coAepKaTh THKEIYI0 LENb HMMYHOTIIOOYIIMHA, KOTOPas COMEP)KUT CHTHAJIBHBIN
nentuy (moauepkayT B SEQ ID NO: 1). B HEeKOTOpHIX BapuaHTaX OCYIIECTBICHHSA CPEICTBO
Ha ocHOBe aHTHTeNa K LAG-3 MOXET cOaepkaTh TSDKENYH0 IENb WMMYHOTJIOOYJIHHA,
KoTopas He coaepkut curHampHbd nentun (SEQ ID NO: 21). B HexkoTopsIx BapHaHTax
OCYILIECTBICHUA CPEACTBO HAa OCHOBE aHTHTeNa kK LAG-3 MOXKET comep:KaTh JETKYIO LENb
HMMYHOTJIOOYJTHHA, KOTOPasi COACP’KUT CHrHANbHBIHN nientu (moauepkHyT B SEQ ID NO: 2).
B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHMs CPEACTBO Ha OCHOBE aHTuTEeNna kK LAG-3 MoxeT

COJZIEPKATh JIETKYIO IIETIh UMMYHOTJIOOYIIMHA, KOTOPast HE COACPKUT CUTHABHBINA TICTITH/T

(SEQ ID NO: 22).

[00274] B HEeKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTENIA
kK LAG-3 (mampumep, antureno k LAG-3) moxkeT coaepkaTh MOCIEIOBATENBHOCTh VH,
XapakTepu3yrolyrocsa no meHbsied mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%.,
97%, 98%, 99% wmmu 100% HIAEHTHYHOCTHIO MOCIIEIOBATEILHOCTH C AMHHOKHCIOTHOM
nocnenosaTenbHocThi0 Mox SEQ ID NO: 3. B HEKOTOpBIX BapuHaHTaX OCYIIECTBICHHUA
MOCJIEIOBATENIBHOCTh VH, XapakTepusyroomascs mo MeHbien mepe 80%, 85%, 90%, 91%,
92%, 93%, 94%, 95%, 96%, 97%., 98% wunu 99% HUIAEHTHYHOCTHIO IOCJICIOBATEILHOCTH,
MOJKET COJEP’KaTh 3aMEHBI (HAIPUMEP, KOHCEPBATUBHBIC 3aMEHBI), BCTABKH WJIH JICJICIIHH
OTHOCHUTEIIPHO STAJOHHOU TOCIIeI0BATEILHOCTH, HO aHTUTeN0 kK LAG-3, conmepkamiee 3Ty
MOCTIEIOBATEIIFHOCTh, COXPAHAET CIOCOOHOCTh cCBs3bBaThes ¢ LAG-3. B HekoTOpbhIX
BapHaHTAaX OCYHICCTBJICHHS B OOIIEH CIIOKHOCTH OT 1 10 10 aMHHOKHUCIIOT OBITA 3aMEIIEHBI,
BCTaBJICHBI H/HWITH yIAJI€HBI B AMHHOKHCITIOTHOU TrociieqoBatembHOCTH o SEQ ID NO: 3. B
HEKOTOPBIX BAPHUAHTAX OCYILIECTBJICHHS 3aMEHbBI, BCTABKH WJIU JEJIELIMH HUMEIOT MECTO B
obmactax 3a mpeaenamu CDR (mampumep, B FR). B HekoTophIx BapranTax OCymecTBICHUS
cpeacTBo Ha ocHoBe aHTuTena K LAG-3 MoxkeT coaeparh TMOCJEIOBATEIBHOCTh VH C
AMHHOKHUCJIOTHOH TocnenaoBarenbHOCTRIO Mox SEQ ID NO: 3, B TOM umHcle
MOCTTPAHCIALMOHHBIE MOIU(UKANWK JAHHOM TIOCIEJOBATEIHPHOCTH. B  HEKOTOPHIX
BApPHAHTaX OCYIIECTBICHUS VH MOXET cOAepKaTh OaHy, Ase wim Tpu CDR, BeiOpanHbie n3
(a) CDR-H1, conepskameii aMHHOKHCTIOTHYTO mocienoBatenbHOCTh o SEQ ID NO: 5, (b)
CDR-H2, conepskameii aMHHOKUCIOTHYIO TrocnieaoateibHOCTh o SEQ ID NO: 6, u (¢)

CDR-H3, conep:xanieii aMMHOKHCIOTHYIO nocaeaoBaTenbHocTh o SEQ ID NO: 7.

[00275] B HEKOTOpBIX BapHaHTax OCYIIECTBICHUA MPEAYCMOTPEHO CPEACTBO HA

ocHoBe aHTHTena k LAG-3 (wmanpumep, antureno k LAG-3), rae cpeacTBO HA OCHOBE
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AHTHUTENIA COACPKUT BapHAOETbHBIA JOMEH Jierkor mend (VL), XapaKTepU3YIOIMUUCS TI0
MmeHbIer mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%., 97%., 98%, 99% wunn
100% WAEHTHYHOCTBIO MOCIEAOBATEIBHOCTH C aMHHOKHMCIOTHOM MOCIEA0BATEIBHOCTHIO
noa SEQ ID NO: 4. B HEeKOTOpPbIX BapHaHTaX OCYIIECTBJICHHUS MOCIEI0BATEIbHOCTDh VL,
xapakrepusyromiascs mo meHpmen mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%., 96%,
97%, 98% umn 99% WAEHTUYHOCTBIO MOCJEA0BATEIBHOCTH, MOKET COJEP)KaTh 3aMEHBI
(HampuMep, KOHCEPBATHBHBIE 3aMEHBI), BCTABKH WM JAEICIUH OTHOCHUTEIFHO 3TAJOHHOU
MOCTIEIOBATENIPHOCTH, HO CPEACTBO Ha OcHOBe aHTuTena k LAG-3, coxepxamiee 3Ty
MOCTIEI0OBATENIbHOCTh, COXPAaHAET CMOCOOHOCTh cBs3piBaThcd ¢ LAG-3. B HekoTOphIX
BapHaHTAaX OCYHIECTBJICHHS B 00IIEN CIOKHOCTH OT 1 10 10 aMHHOKHUCIIOT ObIITA 3aMEIIEHBI,
BCTaBJICHbI /UM YAAJIEHBI B TFOOON U3 aMHUHOKUCIIOTHBIX TOCeaoBaTenbHocTeN nmoa SEQ
ID NO: 4. B HEKOTOpBIX BApHAHTAX OCYIICCTBICHUA 3aMEHBI, BCTABKU WM JCTICUU UMEIOT
MecTo B oOmacTax 3a npenenamu CDR (manpumep, B FR). CpenctBo Ha OCHOBE aHTHTENA K
LAG-3 Heobs3aTenpHO coaepkuT nmocieaosatenbHocTh VL moa SEQ ID NO: 4, B Tom uuncie
MOCTTPAHCIIALMOHHBIE  MOAM(HUKAIIMA  STOW  TOCIIEAOBATEIHHOCTH. B BapmaHTax
ocymecTBieHuss Vi comepkut oaHy, ase wim Tpu CDR, Beiopanusie u3 (a) CDR-L1,
coAepsKaled aMHHOKHCIOTHYI0 mocieaoBareabHocTh o SEQ ID NO: 8, (b) CDR-L2,
coaepsKamed aMHHOKHCIOTHYI0 mocieaoBateabHocTh moa SEQ ID NO: 9, u (¢) CDR-L3,

coJep:Kanied aMMHOKUCIIOTHYIO ocaeaoBaTenbHocTh oa SEQ ID NO: 10.

[00276] B HEeKOTOpBIX BapHaHTax OCYIIECTBICHUA IPEAYCMOTPEHO CPEACTBO HA
ocHoBe aHTHTena k LAG-3 (manpumep, antureno k LAG-3), rae cpeacTBO HA OCHOBE
AHTHUTENIA COMCPKUT VH, KaK B JFOOOM M3 BAapPHAHTOB OCYINECTBICHHUS, MPEICTAaBICHHBIX
BbIIIe, © VL, KaK B JIIOOOM W3 BapHAHTOB OCYINECTBJICHHS, TMPEJCTABIICHHBIX BhIIe. B
HEKOTOPBIX BapUAHTAaX OCYIIECTBIICHHUS CPEACTBO HAa OCHOBE AHTHUTENIA COACPKUT VH,
coAep:KalIuii aMUHOKHCIOTHYIO mocieaoBatenbHocTh mox SEQ ID NO: 3, wu
nocneaoBarenbHocTh Vi mog SEQ ID NO: 4, B ToM 4wHcle MOCTTPAHCISIUOHHBIC

MOAU(PUKAIIAN S THX TTOCITIEA0BATEITHEHOCTEH.

[00277] Kpowme Toro0, B HacTOSIIIIEM H300PETECHHH TIPEAYCMOTPEHBI BBIJICJICHHBIC
WIA  OYMINEHHBIE  IIOCIIEAOBATEIIBHOCTH  HYKJIEHHOBBIX  KHCIOT,  KOIHPYIOIIUE
BBITIICYKA3aHHBIC TONHUIENTHIN HMMYHOTIIOOYTHHA. PacKkpwiThie cpeiacTBa HA OCHOBE
aatutena kK LAG-3 MOryT cofepskath TSDKEIYIO IIeTlh HWMMYHOTJIOOYJIHHA, KOTOpas

KOJAUPYETCS TMOCIIENOBATENbHOCTRIO HyKIeMHOBOW kuciotel moja SEQ ID NO: 11. B
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HEKOTOPBIX BapHaHTaX OCYLIECTBJIECHHs CPEICTBO Ha ocHOBE aHTUTena K LAG-3 MmMoxer
COAEPKaTh TSHKENYIO IETTh HMMYHOTJIOOYIHHA, KOTOPas KOAUPYETCS TIOCIEA0BATETbHOCTHIO
HYKJIEMHOBOM KMCIIOTBI, XapakTepusyrouieics no Menomend mepe 60%, 65%, 70%, 75%,
80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wummu 100%
HWIEHTUYHOCTBIO TIOCTIEA0OBATEBHOCTH C TIOCTIEA0BATETBHOCTHIO HYKIIEMHOBOM KUCIIOTHI MO/
SEQ ID NO: 11. PackpsiTeie cpeactsa Ha ocHoBe aHTuTena K LAG-3 moryT coaepxaTth
JETKYI0 LEMb HMMMYHOTJIOOYIHMHA, KOTOpas KOZUPYETCA  MOCIEI0BATEIBHOCTHIO
HykJIenHOBOM KucaoThl oA SEQ ID NO: 12. B HeKOoTOpBIX clydasX CpeICTBO Ha OCHOBE
aututena kK LAG-3 MokeT coaepikaTh JIETKYI0 LENMb HWMMYHOTJIOOYJIWHA, KOTOpas
KOAUPYETCS TMOCIEAOBATEIPHOCTBI0 HYKIEHMHOBOM KHMCIIOTBI, XapaKTEPU3YIOLIEHCS IO
MeHbeit mepe 60%, 65%, 70%, 75%, 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%., 96%,
97%., 98%, 99% nmu 100% UAEHTUYHOCTHIO MOCIEA0BATEIBHOCTH C TIOCIIEI0BATEILHOCTHIO

HyKJIenHOBOHM kucioTel mox SEQ ID NO: 12.

[00278] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTENA
kK LAG-3 (mampumep, antuteno k LAG-3) cOmepKuUT MOCIEeAOBATEILHOCTh VH, KOTOpas
KOJHUPYETCS TMOCJIEIOBATEIIbHOCTBI) HYKICHMHOBOM KHUCJIOTBL, XapaKTEPU3YIOIIECHCA IIO
menbieit mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98%, 99% wunu
100% WACHTUYHOCTBHIO TIOCIEAOBATEIHHOCTH C TOCIEA0BATEIbHOCTHI0O HYKIEMHOBOM
kucnotel mox SEQ ID NO: 13. B  HeKoTOpeIX BapuHaHTaXx OCYIICCTBICHUA
MOCJIEIOBATENIBHOCT  VH, KOTOpas KOAMPYETCS TMOCIEA0BATEIbHOCTRIO HYKIEHHOBOM
KHCJIOTHI, XapakTepu3yromeics mo MmeHbinei mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%.,
95%., 96%, 97%, 98% wmu 99% HICHTHYHOCTHIO  IIOCJICIOBATEIIBHOCTH C
MOCJIEOBATENIBHOCTBI0 HYKIEMHOBOW KucHoThl mog SEQ ID NO: 13, moxeT coaepkatb
HYKJICOTUIHBIE  3aMEHbI, BCTABKM WM  JCIELMH  OTHOCUTENBHO  JTAJIOHHOM
MOCTIETOBATEIFHOCTH, HO CPEICTBO HAa OCHOBE aHTUTeNna K LAG-3 (Hanpumep, aHTHTENO K
LAG-3), comepkamee Vi, KOIHPYEMBIH JTOW TOCJIECIOBATEIHHOCTHIO, COXPAHAET
criocoOHOCTh cBsA3bBaThca ¢ LAG-3. B HeKOTOpHIX BapHaHTaX OCYIIECTBICHHSA B OOMICH
cnoskHocTH OT 1 10 10 HYKI€OTHAOB OBUTM 3aMEMICHBI, BCTABIICHBI W/HWIIH YAAICHBI B
MOCIIEA0BATENNBHOCTH HYKIEMHOBOM KHcnoThl o SEQ ID NO: 13. B HeKOTOpbIX BapuaHTax
OCYIIECTBJICHHSA 3aMEHBI, BCTABKHA WM JEIIEHUH MMEIOT MECTO B OOJACTAX 3a TMpeaesiaMu
CDR (manpumep, B FR). B HEKOTOpBIX BapHaHTaxX OCYMIECTBICHHA VH MOXET COACPIKATh

onny, nee unu Tpu CDR, BeiOpannbie u3 (a) CDR-H1, kogupyemoii mocie10BaTeIbHOCTHIO
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HykiaenHoBod kumcimotel mox  SEQ ID  NO: 15, (b) CDR-H2, xommpyemoi
MOCTIEIOBATENIFHOCTRI0 HYKJIEMHOBOM kucinoTel mox SEQ ID NO: 16, u (¢) CDR-H3,
KOJAUPYEMOM TMOCIEA0BATENBHOCTBIO HYKIEMHOBOW KkucimoTel mox SEQ ID NO: 17. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIIEHHUS CPEICTBO HAa OcHOBE aHTUTENa K LAG-3 (Hanpumep,
autureno Kk LAG-3) comepkutr BapmaOenmbHBIM AOMeH Jerkod uemu (VL), KOTOPBIH
KOJAUPYETCS TOCIEAOBATEIPHOCTHI0 HYKIEHMHOBOM KHMCIIOTBI, XapaKTEpPU3YIOLIEHCS IO
MmeHben mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%., 98%, 99% unn
100% WAECHTUYHOCTBIO TIOCIEAOBATEIBHOCTH C MOCIEA0BATEIbHOCTHIO HYKJIEMHOBOU
kucnotel mox SEQ ID NO: 14, B HeKOoTOpeIX BapuaHTax OCYLIECTBIICHHUA
MOCIIEA0BATENIBHOCT VL, KOTOpas KOJHUPYETCA MOCIEAOBATEIBHOCTBIO HYKIECHHOBOU
KHUCJIOTBI, XapakTepu3yrieics no Mmersiieit mepe 80%, 85%, 90%, 91%, 92%, 93%, 94%.,
95%, 96%, 97%, 98% wunmu 99% UACHTUYHOCTBIO C MOCIEAOBATEIPHOCTHIO HYKIIEMHOBOU
kucaotel o SEQ ID NO: 14, moxkeT coaep:kaTh HYKICOTHIHBIE 3aMEHBI, BCTABKH WIIH
JEJIENUHA OTHOCUTEIBHO STATIOHHOM MOCIIEI0OBATENBHOCTH, HO CPEICTBO HA OCHOBE AaHTUTENA
k LAG-3 (manpumep, antuteno k LAG-3), comepkamee Vi, KOAHPYEMBIH 3TOH
MOCTIEIOBATEIIFHOCTHIO, COXPAHAET CIIOCOOHOCTh CBsa3bBaThcs ¢ LAG-3. B HekoTopbIx
BapHaHTAaX OCYINECTBJICHHS B OOMICH CITOKHOCTH OT 1 10 10 HYKJI€OTHAOB OBLITH 3aMEINEHBI,
BCTaBJICHBI W/WJIH YAAJIEHBI B TIOCIIEA0BATEIbHOCTH HYKIEHHOBOM KUCI0THI Toa SEQ ID NO:
14. B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUs 3aMEHBI, BCTABKU WUJIU JICJICIUNA HMEIOT MECTO
B obOmactax 3a mpenenamu CDR (wampumep, B FR). B ompenemennsix BapmaHTax
ocymecTBieHuss VL comepkut oaHy, ase wim Tpu CDR, Beiopannsie u3 (a) CDR-L1,
KOAUPYEMOH MOCIIeI0BATEIFHOCTHIO HyKIIenHOBOM KucoThl moa SEQ ID NO: 18, (b) CDR-
L2, komupyeMou mocieI0BaTeIbHOCTRIO0 HyKIIenHOBOM KUCIoTh o SEQ ID NO: 19, u (¢)

CDR-L3, xoaupyeMoi mocie0BaTebHOCTRIO0 HyKIEMHOBOM KucnoTsl o SEQ ID NO: 20.

[00279] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETA
K LAG-3 MoXeT coaepaTp AENELUI0 HA KOHLE JIETKOM LieMd. B HEKOTOpPBIX BapuUaHTaX
OCYIIECTBIIEHHS CPEICTBO HA OCHOBE aHTUTEeNa K LAG-3 MOXKET coepKaTh AENENUI0 3 UIIH
0oylee aMHHOKHCIIOT HAa KOHIIE JIETKOW IeTH. B HEKOTOPhIX BapHWaHTaX OCYIIECTBICHHUS
cpeacTBo Ha ocHoBe aHTuTena Kk LAG-3 MoxkeT coaepkaTh AENELUI0 7 WM MEHbIIE
AMUHOKHCIIOT Ha KOHIIE JIETKOM LIeNH. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS CPEACTBO HA
ocHoBe aHTuTena kK LAG-3 MoxeT coaep:xath aeneuuto 3, 4, 5, 6 unu 7 aMMHOKHUCIIOT HA

KOHIIC JIETKOM IO CIIN. B HCKOTOPBIX BapHUaHTaX OCYHICCTBIICHUA CPCACTBO HA OCHOBC aHTUTCIIA
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Kk LAG-3 MOXeT conepkaTh BCTaBKY B JIETKOW LienmH. B HEKOTOpPBIX BapuUaHTax
OCYIIECTBIIEHHS CPEICTBO Ha OCHOBE aHTUTeNna kK LAG-3 MOxeT coepath BCTaBky 1, 2, 3,

4,5,6,7,8,9 umu 10 uau 00IbIIe AMHHOKHCIIOT B JIETKOM LICITH.

[00280] B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUA MPEIYCMOTPEHHOE CPEACTBO
Ha ocHOBe aHTHTena kK LAG-3 mMmeer CTpyKTypy, KOTOpas BKIIIOYAET OJHY WK Oonee
IUCYNb(PUIHBIX CBsI3eH. B HEKOTOPBIX BapuaHTAaX OCYINECTBIECHHA OJHA WK Oojee
IUCYNb(PHUIHBIX CBA3EH NPEACTABIAIOT COOOM WM BKIIOYAIOT JUCYIb(UAHYIO CBA3b B
OKH/IAEMOM  TIONIOKEHHH  UMMyHornoOynuHa IgG4. B HekoToppIX  BapuaHTax
OCYIIECTBJICHUA AMCYNb(HUIHAS CBA3b NPUCYTCTBYET B OJHOM MM OOJiee OCTaTKax,
COOTBETCTBYIOIIUX TMOJIOKEHUAM, BRIOpaHHBIM U3 ocTaTka 41, 115, 147, 160, 216, 239, 242,
274, 334, 380 u 438 u3 SEQ ID NO: 1 (mnmu octatka 22, 96, 128, 141, 197, 220, 223, 255,
315,361 1419 u3 SEQ ID NO: 21). B HeKOTOpPBIX BapHaHTaX OCYIIECTBICHUA JUCYIb(UIHASL
CBSI3b TPHCYTCTBYET B OJHOM MM OOJle€ OCTATKaX, COOTBETCTBYIOIIUX TIOJOKEHUIM,
BBIOpaHHBIM |3 ocTtaTka 45, 115, 161, 221 1241 u3 SEQ ID NO: 2 (umm octatka 23, 93, 139,
199 u 219 u3 SEQ ID NO: 22). BapuaOenpHas 0051acTh JETKOHW LETIH MOXET COBIAAATH C
BapHaOEbHOW O0JACTHIO TKEIOW IIETH, a KOHCTAHTHAS O0JIaCTh JIETKOW LEMH MOXKET
COBMAJNATh C MEPBOH KOHCTAHTHOH OONACTBIO TsoKEIOW mend. OCTajbHbIE KOHCTAHTHBIC

00IIaCTH TSDKENBIX IETIEH MOTYT COBIIAAATH IPYT C IPYTOM.

[00281] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE aHTUTETIA
Kk LAG-3 moxer cBsa3eBareca ¢ Oenkom LAG-3 ¢ Kp, cocrasisromen Oojiee 4Yem
MPUOTU3HTETFHO 1 MUKPOMOJIB/N. B HEKOTOPBIX BapHaHTaX OCYHICCTBJICHHS CPEICTBO Ha
ocHoBe aHtuTena K LAG-3 moxer cBa3sBathca ¢ Oenkom LAG-3 ¢ Kp, cocrasisromeit
MEHEE WA PABHOW MPUOM3UTENBHO | MUKPOMOIIB/T (HampuMep, MPHUOMH3UTENbHO 1 MKM,
0,9 mxM, 0,8 MxM, 0,7 MmxM, 0,6 MmxM, 0,5 MxM, 0.4 mxM, 0,3 MM, 0,2 MmxM, 0,1 MKkM,
0,05 MmxM, 0,025 mxM, 0,01 mxM, 0,001 MxkM wnu MmeHbiie). B HEKOTOPBHIX BapHaHTax
OCYHIECTBIICHHA CPEACTBO HAa OCHOBe aHTHTeNna K LAG-3 MOXKeT CBA3BIBATHCA C OCITKOM
LAG-3 ¢ Kp, cocrapmsroniedi MeHee WM paBHOW mpuOmu3uTeabHOo 100 HAHOMONB/IT
(manpumep, mpudmmzuTesao 100 HM, 90 HM, 80 HM, 70 HM, 60 M, 50 HM, 40 HM, 30
HM, 20 M, 10 aM, 5 aM, 2,5 M, 1 BM, 0,1 HM unu meHpmie). B HEKOTOPHIX BapuaHTax
OCYHIECTBIICHH CPEACTBO HAa OCHOBEe aHTHTeNna K LAG-3 MOXKeT CBA3BIBATHCSH C OEITKOM
LAG-3 ¢ Kp, cocraBmsronieli MeHEEe WIH PaBHOW NPUOMHM3UTENbHO 10 HAHOMOB/I
(manpumep, mpudmmsuTensHo 10 HM, 9 HM, 8 HM, 7 M, 6 M, 5 M, 4 HM, 3 HM, 2 M, 1
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HM, 0,5 aM, 0,25 M, 0,1 M, 0,01 HM wunu menpme). B HEekOTOpPBIX BapHaHTaxX
OCYIIECTBJICHHUA CPEICTBO HAa OcHOBE aHTUTENa K LAG-3 MOKET CBA3BIBATHCI C OCIKOM
LAG-3 ¢ Kp, cocrapmsroniei MeHee WM paBHOW TpHOMH3UTENHHO 100 MHKOMONB/N
(manpumep, mpudmuTensao 100 mM, 90 mM, 80 mM, 70 nM, 60 oM, 50 M, 40 nM, 30
nM, 20 oM, 10 oM, 5 oM, 2,5 oM, 1 oM, 0,1 oM unu meHpmie). B HEKOTOPBIX BapuaHTax
OCYIIECTBJICHUA CPEACTBO Ha OocHOBE aHTUTENa K LAG-3 MOKET CBA3BIBATHCS C OCIKOM
LAG-3 ¢ Kp, cocrapmsomeii MeHee WIM pPaBHOW TNPHOMM3HTENbHO 10 MHKOMOJIB/I
(manpumep, mpudmmsutensao 10 mM, 9 M, 8 M, 7 M, 6 M, 5 M, 4 oM, 3 oM, 2 M, 1
oM, 0,5 oM, 0,25 oM, 0,1 mM, 0,01 nM wunu menpme). B HEeKOTOpPHIX BapHaHTax
OCYIIECTBJICHUS CPEACTBO Ha OcHOBE aHTUTeNa K LAG-3 MOKET CBA3BIBATHCS C OCIKOM
LAG-3 ¢ Kp, cocTaBisroimeii MeHee Wi paBHOU MPUOTU3UTEHHO 1 HAHOMOJIB/JT (HaTpuMep,
npubnusureasHo 1 HM, 0,9 1M, 0,8 M, 0,7 1M, 0,6 M, 0,5 HM, 0,4 M, 0,3 M, 0,2 M,
0,1 M, 0,05 uM, 0,025 uM, 0,01 uM, 0,0 1 HM wunu meHsbiIe). B HEKOTOPHIX BapHaHTaxX
OCYIIECTBJIEHHA CPeICTBO Ha ocHOBE aHTUTENa K LAG-3 moskert cBsas3biBathes ¢ LAG-3 ¢ Kp,
COCTaBJIAIOIMEN MeHee Win paBHOH 200 MM (Hampumep, mpudmusutTenpao 200, M, 190 M,
175 oM, 150 oM, 125 oM, 110 oM, 100 oM, 90 M, 80 nM, 75 M, 60 oM, 50 M, 40 oM,
30 mM, 25 oM, 20 oM, 15 oM, 10 oM, 5 oM, 1 oM unu menpine). B HEKOTOPBIX BapHaHTaxX
OCYHIECTBIICHHA CPEACTBO HAa OCHOBE aHTHTeNa K LAG-3 MOKeT CBA3BIBATHCA C OCITKOM
LAG-3 ¢ Kp B nmamazoHe, onpeaensieMOM JTIOOBIMH JIBYMS W3 BBIIICYKA3aHHBIX 3HAYCHHM
(Hammpumep, B nuamazoHe oT 1 mM mo 1 MkM). Kp MOKHO HU3MEPATH ¢ TIOMOIMIBIO JIFOOOTO
noaxojdamero ananusa. Hanpumep, Kp MOXHO M3MepATh ¢ MOMOIIBIO aHATTKU3a CBSI3BIBAHUA
pamnoakTHBHO MedueHoTo aHTHreHa (RIA) (cm., Hanmpumep, Chen et al., J. Mol. Biol., 293:865-
881 (1999); Presta et al., Cancer Res., 57:4593-4599 (1997)). Hanpumep, Kp MoxHO
HU3MEPATHh C TOMOINBIO AHAIA3Aa TIOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCa (HAIpHMeEp, C
npumeHeHueM BIACORE®-2000 wmm BIACORE®-3000). Jlpyrue HeOrpaHHYHBAIOIINE
MPUMEPHI BKITIOYAIOT B Ce0s COPTUPOBKY KIIETOK ¢ aktuBanued ¢iyopecueHumn (FACS),
OTHEesIeMbIe TPaHYJIbI (HAITPUMEDP, MATHUTHBIE TPAHYIIbI), KOHKYPEHTHOE CBSI3bIBAHUE B
xuakon daze (KINEXAT™), myunauaT antureHa w/uid ELISA (oM., Hanpumep, Janeway et

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

[00282] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE aHTUTETIA
k LAG-3 npeactasnsgeT co00i MOHOKIIOHATBHOE aHTUTENNO K LAG-3 wnu ero ¢pparMeHT Uitk

cogepsxut ero. [Ipumepsr gparmeHTOB aHTHTEN BKIOYAaOT Oe3 orpanmueHus (1) Fab-
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¢parMeHT, KOTOPBIH TPEACTABISIET COOOH MOHOBAJICHTHBIM (PparMEHT, COCTOSIIIMHA W3
nomeroB Vi, Vi, CL m Cul, (2) F(ab')2-¢pparmMeHT, KOTOPBIH TPEACTABISET COOOH
OuBaneHTHBIM (parMeHT, cocrosmmid #u3 JAByX Fab-pparmMeHTOB, COEIMHEHHBIX
IUCYNMb(PUIHBIM MOCTHKOM B IMapHUpHOH oOmactu, (3) Fv-dparment, cocrosmmuii u3
noMeHoB VL U VH ogHOTO 1ieva antuTena (Hanpumep, scFv), (4) Fab'-¢pparment, kotopsrii
oOpasyeTcst B pe3ynbTate paspymieHus aucynbumanoro moctuka F(ab')2-¢pparmenra c
MPUMEHEHUEM  MATKMX  BOCCTAHABIIMBAIOIIHUX  YCIIOBHM, (5)  nmucympdpumnO-
ctabunmmusuposanubiil Fv-pparment (dsFv) u (6) omnomomennoe antureno (sdAb), kotopoe
MPEACTABIIAET COOOM MOMIIENTH/I OAHOTO JOMEHA BapraOenbHOM 00nacTu anTuTena (Ve unu

VL), KOTOpBIH crierU(UIECKH CBA3BIBAET AHTUTEH.
Jlononnumenvnvie cpeocmsa, éosoeticmeyiowue na LAG-3.

[00283] Taxoxe apyrue cpenctsa, Bo3acicTpyromue Ha LAG-3, Takke moaxoasar
IUTS IPUMEHEHUS B IFOOOM H3 CTIOCOOO0B (HAPUMED, B Iy TSIX TEPATIEBTHYSCKOTO IIPUMEHEHHS

Hu CXCMax BBCACHUA Z[03BI), OIMMCAHHBIX B HACTOAIICM JOKYMCHTC.

[00284] B BapuaHTax OCyIIeCTBIEHUS CPEACTBO, Bo3aeicTByromee Ha LAG-3,
MPEICTaBIIET COOOM  AHTUTENI0, KOHBIOTAT HA OCHOBE AaHTUTENA WIH  €ro
AHTHUTCHCBA3BIBAIOINMK  ¢parMeHT. B BapWaHTax  OCYHIECTBIIEHHS  CPEJACTBO,
Bo3acwcTByromee Ha LAG-3, mpeactaBimseT coOOW Manyl0 MOJIEKYIy, HYKJICHHOBYIO
KHCJIOTY, TIOJMIIENTH (HAPUMEP, AHTHTENO), YIJIEBOM, JIHIMWA, META/UT WX TOKCHH. B
BapHaHTaX OCYIICCTBIICHHS CPEACTBO, Bo3acHcTByromee Ha LAG-3, mpeactaBiseT coOoOM
MaJlyr0 MOJIEKYNTy. B BapuaHTax OCYIIECTBIIEHHA CPEACTBO, Bo3acHcTByromee Ha LAG-3,
mpeacTaBmsieT coOo cesaspiBaromee LAG-3 cpeactBo. B BapmaHTax oOCyIIecTBICHHS
cpencTso, Bo3ackcTByromniee Ha LAG-3, mpeacraBisieT COO0H aHTHUTEIIO0, KOHBIOTAT HA OCHOBE
aHTHTENa WM €ro AaHTHTCHCBA3BBAlOIUK (parmMeHT. B BapmaHTax oOCyIecTBICHUS
cpenctso, BosneucTryromee Ha LAG-3, mpeacrasmser coooit IMP321, penatnmumad (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, oucnenmdpuyeckuii adpdamep Avacta PD-L1/LAG-3,
aatureno k LAG-3 iOnctura, aatureno k LAG-3 Arcus mwmu Sym022 wnu uarudurop LAG-
3, omucanubeii B WO 2016/126858, WO 2017/019894 umu WO 2015/138920, kakmas u3

KOTOPBIX BKJIFOUYEHA B HACTOSIIIMHA JOKYMEHT IMOCPEICTBOM CCBIJIKH BO BCEU CBOEH MOIHOTE.
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YacroTta MmyTaumii.

[00285] CpenctBo Ha ocHOBe aHTUTENA K LAG-3 10 HacTosAmeMy H300pPETCHHIO
MOJKET COJIEPKATh MOCTIEI0BATETFHOCTD TSKEIIOH LIETH, KOTOPAs XapaKTEPU3YETCs YaCTOTOU
MYTAIMi, COCTABIIAIONMEN 110 MEHbIIEH Mepe MPUOIM3UTENbHO 5%, 6%, 7%, 8%, 9%, 10%,
11%, 12%, 13 %, 14%, 15%, 16%, 17%, 18%, 19% wumm 20% wiIu BeIIE OTHOCHTEIHHO
MOCIIEIOBATEIIBHOCTH 3apoabIiieBoro Tuna. CpeacTBa Ha OCHOBE AHTHUTENA TI0 HACTOSTIEMY
HW300peTeHnI0 MoOryT coxaepkatb oOmacte CDR3, xortopas mpexactaBisieTr coO0H
MOCJIEA0BATENBHOCTD JIETKOW LEMH C YACTOTOM MYTAal[MM, COCTABIISIOMICH 10 MEHBIIEH MEPE
npubIu3uTeILHO 5%, 6%, 7%, 8%, 9%, 10%, 11%, 12%, 13 %, 14%, 15%, 16%, 17%, 18%,
19% wmn 20% wunu BbIIE OTHOCHUTENBHO MOCIEA0BATEIPHOCTU 3apOJbIIIEBOTO THIIA.
CpencTtBa Ha OCHOBE aHTHTENAa IO HACTOAIIEMY HW300PETEHHUI0 MOTYT COJAEPIKATh
MOCIJIEIOBATEIBHOCTD TSHKEJION LIETIH U JIETKOW LETH C YaCTOTOM MyTaIlUi, COCTABIIAIOIIECH IO
MEHBIIEH Mepe MPUOTU3UTENBHO 5%, 6%, 7%, 8%, 9%, 10%, 11%, 12%, 13 %, 14%, 15%,
16%, 17%, 18%, 19% wumu 20% wuad BBIIIE OTHOCHTEIBHO IOCIIECAOBATEIIBHOCTH
3apoasimeBoro THma. CpencTBa Ha OCHOBE aHTHUTENA 10 HACTOAIIEMY W300PETEHHIO MOTYT
coaep:xaTh 0071acTh VH M3 ceMeicTBa VH, BRIOPAHHOTO M3 TPYIIIBI, COCTOSINEN U3 JTFOO0TO

u3 ceMmencTB Vy 4-59.
®parmMeHTbl aHTHUTEJI.

[00286] B omHom acmekte cpeactBo Ha oOcHoBe aHTuTena k LAG-3 B
COOTBETCTBHHM C JIFOOBIM M3 YKA3aHHBIX BBIIE BAaPHAHTOB OCYIIECTBICHHS MOJKET
MPEACTABIAATH COO0H (pparMeHT aHTHTENA. OPArMEHT AHTUTENA BKIFOYAET YACTh HHTAKTHOTO
aHTHUTENA, TAaKyl0 KaK AHTUTCHCBA3BIBAIOIAS WM BapuaOeabHas O0AacTh WHTAKTHOTO
anTuTena. OparMeHTHI aHTHUTEN BKITIOYAOT Oe3 orpanudenus Fab, Fab’, Fab’-SH, F(ab’),,
Fv, nmuaremo, nuHeWHBIE aHTUTENA, TMONHUCTIEHU(UYECKUE AHTHUTENA, OOpa30OBaHHBIE W3
¢parmenroB antuten, u scFv-gparmentsr, w npyrme ¢parMeHTHI, ONHMCAHHBIE HIDKE. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHA AHTHUTENO TPEICTABIIET COOOM TOIHOPA3MEPHOE
AHTHUTENO, HampuMmep, WHTakTHoe aHTHTeno [gGl wmm apyroro kimacca WM HW30THIIA
AHTHUTEIIA, KaK OMMMCAHO B HacTosmieM qokymeHTte. (Cm., Hanmpumep, 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 w marentst CIIA NeNe 5571894, 5869046, 6248516 wm 5587458).

[TonHOpa3MepHOE aHTUTENO, HHTAKTHOE AaHTUTETIO MITH LIETIO€ aHTHTEJNO MPEACTABIIIET COOO0M
109



AHTUTENIO, UMEIOIIEE CTPYKTYPY, MO CYIIECTBY CXOJHYKO CO CTPYKTYPOM HATHUBHOTO
AaHTHTENA, WK UMEIOIIEE THKEINbIE LENH, KOTOPBIE coaepkaT Fc-00macTp, Kak onpeaesieHo B
HACTOSMIEM JOKyMeHTe. (DparMeHTBI AHTHUTEN MOTYT OBITh TONYYEHBI PA3TUYHBIMH C
MOMOIIBI0  PAa3MYHBIX METOAMK, BKJIIOYas O€3 OrpaHH4YeHHA MPOTEOTUTHUYECKOE
pacIieryieHHe WMHTAKTHOTO AHTHTENA, a Takke NPOAYLHPOBAHHE PEKOMOWHAHTHBIMHU

KIIETKaMH-X03s1eBaMH (Hanpumep, £. coli unm ¢ar), Kak H3BECTHO B TAHHOW 001acTH.

[00287] Fv mpeactaBnser co00i MUHUMANBHBIN ()PATrMEHT aHTUTENA, KOTOPHIH
COAEPKUT TMOTHBIN AHTUTCHPACTIO3HAIOIIUIN U AHTUTE€HCBA3BIBAIOLINMA CAUT. DTOT ()parMeHT
COJIEP’KHT IUMEP U3 IOMEHOB BApHAOEITHbHOM 00J1aCTH OTHOM TSHKEIOW M OTHOM JIETKOU LETH
B TECHOM HEKOBAJICHTHOM accouuanuu. B pesynbrare cBOpayMBaHUA 3THX JBYX JOMEHOB
00pa3yroTcs MECTh runepBapruaOebHBIX NETENb (10 TPH METIN U3 Kakaou u3 rened H u L),
KOTOpBIE BHOCAT AMHUHOKHCIIOTHBIE OCTATKH AJIs1 CBA3BIBAHUS AHTUTCHA U PUAAIOT AHTUTEITY
AHTUTEHCBA3BIBAIOIIYI0 crierpuaaocTh. OMHAKO Nake oxHA BapuadenbHas o0macTs (MM
nonosuHa Fv, comeprkamas Tompko Tpu CDR, cmenumduyHbpie B OTHOIICHHHM AHTUTEHA)
00MaaeT CroCOOHOCTHIO PACIIO3HABATH M CBA3BIBATH AHTHIEH, XOTA M C 0OJice HU3KOU

apPUHHOCTHIO, YEM TIOJTHBIA CAWT CBA3BIBAHUS.

[00288] Onnoneroueunsrd Fv (sFv mmu scFv) npeacrasisieT coboi gpparmeHT
AHTUTENA, KOTOPBIM COAEPKUT JOMEHBI aHTHTENa VH W VL, COCAUHEHHBIE B OJHY
MOJUIENTUAHY0  1enb.  [lomumenTun sFv MOKeT  JIOTONHHTETBHO  COAEPIKATH
NONMUNENTUAHBIM JIMHKEP MEXAYy JOMEHAMHM VH W VL, KOTOpbIM T1O3BONsieT SKv
chOpMHPOBATh HEOOXOAUMYIO CTPYKTYPY JUIsl CBSI3BIBAHHA AHTHIEHA (CM., HAMpPUMED,
Pluckthun, 7he Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg and Moore
eds., Springer-Verlag, New York, pp. 269-315 (1994); Borrebaeck 1995, mike.

[00289] JHluatenmo mpexacTaBisieT COOOW HEOONBIMOW (pParMEeHT aHTHTENA,
MOJTYYEHHBIN IyTeM KOHCTpyHpoBaHusA sFv-pparmeHTa ¢ KOpOTKUM JTMHKEPOM (HATIPHUMED,
MPHOMH3UTENHHO 5-10 OCTATKOB) MEYKAY TOMEHAMHU VH U VL, B PE3yJIbTaTe YET0 JOCTHTACTCSA
MEKLEMOYEYHOE, a HE BHYTPHULENOYEYHOE CHAPUBAHHUE V-IOMEHOB, 4YTO MPUBOJUT K
MOJTYYEHUIO OMBAIEHTHOTO (pparmenTta. bucmenmdudeckne nquaTena MpeacTaBIAIOT COOOH
reTePOAMMEPHI IBYX MEPEKPECTHBIX SFV-(hparmMeHToB, B KOTOPBIX JOMEHBI VH U VL U3 IBYX
AHTHUTEN PUCYTCTBYIOT B PA3HBIX MOJHIIENITHAHBIX HETAX (cM., Hanpumep, EP 404,097, WO

93/11161 u Hollinger et al, Proc. Natl. Acad. Sci. USA, 90:6444-6448 (1993)).
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[00290] Jomennsie antutena (dAb), KOTOpbIE MOXKHO TIONYYUTh B TIOJTHOCTHIO
YyenoBeueckoW  (opMe, TMPEACTABIAIOT  COOOM  HAWMEHBIIMH W3  H3BECTHBIX
AHTUTEHCBA3BIBAIOINX (PparMEeHTOB aHTHTEN B AUamna3zoHe ot mpudmusurensHo 11 x/la mo
npuommsuTensbHo 15 k/la. DADb sBnsroTcss ycTOHYMBBIMH BapuaOENbHBIMH OOJIACTAMH
TSOKENBIX H JIETKUX Iened uMMyHOTrnoOynuHOB (Ve m VL cootBetcTBeHHO). OHH
SKCIIPECCUPYIOTCS HA BBICOKOM YPOBHE B KyJIbTYPe MUKPOOHBIX KJIETOK, JEMOHCTPHUPYIOT
OnmaromnpusTHbIe OWO(U3NYECKHE CBOWCTBA, BKJIIOYAs, HAmpuUMep, O€3 OTrpaHHUYCHHSA,
PacTBOPUMOCTh U TE€PMOCTAOMIIBHOCTh, M XOPOLIO MOAXOJAT Ui 0TOOpa W CO3PEBAHUA
a(p(pUHHOCTH C IOMOIIBIO CUCTEM 0TOOpA i1 Vifro, TAKUX KaK, HAampuMep, (paroBbIid JUCTIICH.
dAb aBRAIOTCS OMOTOTHYECKH AKTUBHBIMU B BUIE MOHOMEPOB U, OJ1arofaps UxX HeOOIBIIOMY
pasMepy M MPHUCYIIEH CTAOMIBHOCTH, MOTYT OBITh (POPMATHPOBAHBI B BHIE 00JI€€ KPYITHBIX
MOJIEKYJ JJIsl CO3/aHUS JIEKAPCTBEHHBIX CPEJACTB C TPOJOHTHPOBAHHBIMHU MEPHOAAMH
MOTY’KM3HUA B CHIBOPOTKE KPOBU WM APYTHMH BHAAMH (HapMaKOIOTHYECKOH aKTHBHOCTH.

(Cwm., Harmpumep, W09425591 u US20030130496).

[00291] Fv u sFv saBmaiOTCSs €IUHCTBEHHBIMH BHAAMH C HWHTAKTHBIMH
KOMOMHHUPOBAHHBIMH CAaUTaMH, KOTOPBIE JIWIICHBI KOHCTAHTHBIX oOacTel. Takum oOpasom,
OHHU TIPUTOJHBI [T CHIKEHHS HECTICHU(UYECKOTO CBS3BIBAHHSA MPH MPUMEHEHHH in ViVo.
Cmutbie Oemku sFv MOYKHO CKOHCTPYHpPOBATh ¢ oOecmeueHHeM cimsHusA 3PPexTopHOTO
Oenka Ha aMUHO- WITH KapOOKCUKOHIIE sFv. DparMeHT aHTHUTENA TAKKE MOKET PEACTABIIATH
coboi «mHeHHOe aHTuTenmo» (cm., Hampumep, mareHT CIIA No 5641870). Takwme
(parMeHTBI,  TPEACTABIAIOIHE  COOOHW  JIMHEHHBIE  AaHTUTENA, MOTYT  OBITh

MOHOCTIEIIH()DHICCKUMH HITH OHCTICIIH(PHUICCKUMHE.
XuMepHbIe 1 TYMAHU3UPOBAHHbIE AHTUTEJIA.

[00292] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE aHTUTETIA
k LAG-3 mnpeacraBimsier co00H MOHOKIOHAJIBHOE AHTHTENO, BKIIOYAas XHMEPHOE,

TYMaHU3HUPOBAHHOC HITH YCITIOBCYCCKOC aHTUTCIIO, UITU COACPIKUT €TO.

[00293] B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
k LAG-3, mpexycMOTpeHHOE B HACTOAIIEM JOKYMEHTE, MOJKET TIPEACTABIATH COOOM
XUMepHOe aHTuTeNo (cM., Hanpumep, mateHT CIIA Ne 4816567 u Morrison et al., Proc. Natl.
Acad. Sci. USA, 81:6851-6855 (1984)). XumepHOE aHTUTEIIO MOXKET MPEACTABIATH COOOM

AHTHUTEII0, B KOTOPOM YacTh TSIKEIIOW /WM JIETKOW IIETH TOJyYeHa W3 OMPEACIICHHOTO
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WMCTOYHHMKA MM BHJA, TOT/JA KaK OCTAJIbHAS YaCTh TSXKCIION M/HITH JICTKOM IIETTH TOTy4YCHA U3
JAPYroro WCTOYHWKA WM BHIA. B 0HOM mpuMepe XMMEPHOES aHTHTEIO MOXKET COACPIKATh
OTJIMYHYIO OT YEJIOBEHYECKOW BapHAOCITbHYIO 00JIaCTh (HampuMep, BapraOeIbHYI0 001acTh,
MOJTYYCHHYIO OT MBIIIH, KPBICHI, XOMSKA, KPOJHUKA WIIH OTIIMYHOTO OT YeJIOBEKa MpUMaTa,
TAKOTO KaK 00€3bsHA) U YEJI0BEUYECKYI0 KOHCTAHTHYIO 001acTh. B MOMOTHUTE TBHOM IpHMeEpe
XUMEPHOE aHTHUTEJIO MOKET MPEACTABIIATH COOOM aHTHTENIO C KIMEPEKITFOUECHHBIM KITACCOMY,
B KOTOPOM KJIACC WJTH TOJKJIACC OBLT M3MEHEH IO CPABHEHHIO C HCXOIHBIM AHTHUTEJIOM.

XI/IMepHBIe AHTHUTCJIa BKIIIOYAaIOT UX aHTHUT'CHCBA3bIBAIOIIIHUC (bpaFMeHTbI.

[00294] B HEKOTOpBIX BapuaHTax OCYIIECTBIICHUA XMMEPHOE AHTUTEIO MOKET
MPEICTABIATh COOOM I'YMAaHU3UPOBAHHOE aHTHUTENO (cM., Hanpumep, 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); marertsr CIIIA NeNe 5821337,
7527791, 6982321 u 7087409; Kashmiri et al., Methods 36:25-34 (2005); Padlan, AMol.
Immunol., 28:489-498 (1991); Dall'Acqua et al., Methods, 36:43-60 (2005); Osbourn et al.,
Methods, 36:61-68 (2005) mu Klimka et al, Br. J Cancer, 83:252-260 (2000)).
['yMaHW3UpOBAHHOE AHTHTENO TPEACTABIIET COOOH XHMEPHOE AHTHTENO, COJACPIKAIIee
AMHHOKHCJIOTHBIE OCTATKH M3 THIIEPBAPHUAOEITHHBIX 001aCTEH, OTITUYHBIX OT YEJIOBEYCCKHX,
U aMUHOKHUCIOTHBIE OcTaTKH U3 FR denoseka. B onpeneneHHbIX BaprUaHTaX OCYIICCTBICHUSA
T'YMaHU3UPOBAHHOE AHTHUTEIO OYAET COAEPKaTh MO CYIIECTBY BCE M3 MO MEHBIIEH MeEpe
OJTHOTO M, KaK TIPABHJIO, IBYX BapHAOETbHBIX JOMEHOB, B KOTOPBIX BCE WITH TI0 CYIIECTBY BCE
runepBapuadensaeie  oomactu (Hampumep, CDR) COOTBETCTBYIOT 00JACTAM aHTHTENA,
OTIMYHOTO OT YEJIOBEYECKOTO, M BCE MITH TI0 CYImEeCTBY Bce FR COOTBETCTBYIOT TAaKOBBIM Y
YEJIOBEYECKOTO aHTHTENA. | yMaHU3UPOBAHHOE AHTHTENIO HEOOI3aTETHHO MOYKET COACPIKATH
MO0 MEHBIIEH MEPE YaCTh KOHCTAHTHOM OOJIACTH aHTHTENA, TOTyYEHHOW U3 YEJIOBEYECKOTO

AHTHUTCJIA.

[00295] AHTHUTENO, OTJIMYHOE OT YEJIOBEUECKOTO0, MOKHO TYMaHH3UPOBATh C
LEAbI0 CHIKEHHA HWMMYHOTE€HHOCTH JJI1 YEJIOBEKA C COXPAHEHUEM TMPU ITOM
cnetmpuuHOCTH ¥ apPUHHOCTH HCXOJHOTO AHTUTENA, OTIHYHOTO OT YEJIOBEUYECKOTO.
['yMaHW3UpOBAaHHOE AHTHUTENO MOKET COAECPIKATh OJHMH WM 00Jiee BApHAOEITFHBIX JOMEHOB,
comepkamux oany win 6onee CDR wmy ux 4acTel, MONMYYEHHBIX W3 aHTUTENA, OTIUMYHOTO
OT YeNOBEYECKOTO. |'yMaHHM3MPOBAHHOE AHTHTENO MOXKET COAEPKATh OJUH WM Ooee

BapuaOEITbHBIX JOMEHOB, COJIepKaIuX OMHYy Wir Oojiee FR win ux yacTel, moTy4yeHHBIX U3
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MOCTICIOBATEIIBHOCTEH  YENIOBEYECKOr0  AaHTUTENa. | yYMaHM3HPOBAHHOE  AHTHTEIO
HE00A3aTEIbHO MOXKET COJIEPKATh 110 MEHBIIEH MEPE YaCTh KOHCTAHTHOHM 00IaCTH YeIOBEKA.
B HekoTOpBIX BapWaHTaX OCYHIECTBICHUS OJMH WM Oonee ocratkoB FR B
FYMaHHU3UPOBAHHOM AHTUTENE 3aMEIIEHBl COOTBETCTBYIOIIMMH OCTATKAMH AaHTHUTENA,
OTIMYHOTO OT YEJIOBEYECKOTO (HAITPUMED, AHTHTENA, U3 KOTOPOTo moy4deHs! octatku CDR),

AJIs1 BOCCTAHOBJICHUA WKW YITYUIICHUA CHCHH(l)H‘lHOCTH A a(l)(l)I/IHHOCTI/I AHTHUTCIIA.

[00296] Kapkacubie 00nacTH 4YeIOBEKa, KOTOPBIE MOXKHO HCIIOIB30BAThH JJIS
TYMaHU3alMHM, BKIIOYAIOT O€3 OrpaHWYeHHs KapKacHble OOJacTH, BBIOPAHHBIE C
MPUMEHEHUEM CITOCO0A «HAMITYYIIET0 COOTBETCTBHDY; KAPKACHBIEC 00JIACTH, MOTYYCHHBIC U3
KOHCEHCYCHOW TOCJIEIOBATEHPHOCTH YEIOBEUECKUX AHTUTEN OIMPEAEIIEHHOW MOArPYIIIbI
BapuaOEIIbHBIX 001aCTEH JIETKON UITH TSHKEJION IIETIH; 3pesibie (COMaTHYECKH MyTHPOBAHHBIE )
KapKacHbIC 00JIACTH YE€JIOBEKA MJIM KapKacHbe 00JACTH 3apOJBIIIEBOTO THIA YEIOBEKA; H
KapKacHble 00JIACTH, MOJTyYeHHbIE MPH CKpHHUHTE OnOnnoTek FR (cm., 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) m Rosok et al., J. Biol. Chem., 271:22611-22618 (1996)).

YenoBeyecKkue aHTUTE/IA.

[00297] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
k LAG-3, mpeaycMOTpEeHHOE B HACTOAIIEM JOKYMEHTE, SIBIIACTCSA Y€TIOBEYECKAM aHTHTEIIOM.
YenoBeueckue aHTUTEIA MOYKHO TIOTYYaTh C MPUMEHEHHEM PA3THYHBIX METOIHK, H3BECTHBIX
B JaHHOW 00yacTH (cM., HanpumMep, van Dijk and van de Winkel, Curr. Opin. Pharmacol., 5:
368-74 (2001) u Lonberg, Curr. Opin. Immunol., 20:450-459 (2008)). UemoBeueckoe
AHTHTEI0 MOXET TIPEACTaBIATH COOOM aHTHUTENO, OOJAJAIMEee AMHHOKHUCIOTHOW
MOCTIEIOBATEIFHOCTBI0,  KOTOPas  COOTBETCTBYET  TOCIIEAOBATENHHOCTH  AHTHUTEJA,
MPOAYILIUPYEMOTO YEIIOBEKOM HIJTH Y€JIOBEYECKOW KIIETKOM WM TIOYYEHHOTO M3 HCTOYHHKA,
OTIMYHOTO OT YEJIOBEYECKOTO, B KOTOPOM TPHUMEHAIOTCA PETEPTyapbl YEIOBEYECKHX
AHTHUTE WIH JPYTHE TOCIIEAOBATENHHOCTH, KOJHUPYIOIIHE YEIIOBEUECKHE AHTHUTENA. JTO
OTIPEZIETICHAE YENIOBEUECKOTO AHTUTENIAa KOHKPETHO HCKIIOYAET TYMaHHU3UPOBAHHOE
AHTHUTENO, COJEPKAIIECEC AHTUTCHCBA3BIBAIOIIUE OCTATKH, OTJIMYHBIE OT YEIOBEYECKHUX.
YenoBeueckue aHTUTENA MOTYT OBITh TIOTYYECHBI yTEM BBEJACHUS UMMYHOTEHA (HATIPUMED,
oenmka LAG-3) TpaHCTEHHOMY JKHBOTHOMY, KOTOpPO€ OBIIO MOAU(PHUIMPOBAHO C

oOecreYyeHHEM opoaynmupoOBaHUA HWHTAKTHBIX YCIOBCUCCKUX AHTHUTCIT HIIM HWHTAKTHBIX
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AHTHTEN C BApHAOETHHBIMHU 00JIACTAMH YETIOBEKA B OTBET HA AaHTHTCHHYIO CTHMYJIALIHIO (CM.,
Harmpumep, Lonberg, Nat. Biotech., 23:1117-1125 (2005); matentsr CIIIA NeNe 6075181,
6150584, 5770429 u 7041870 n myOmukaruro 3asBku Ha mateHT CLIIA Ne US 2007/0061900).
BapuaOenpHple 00MaCTH YENOBEKA W3 HMHTAKTHBIX AHTHUTEN, BBIPAOATHIBAEMBIX TAKHUMH
YKUBOTHBIMH, MO’KHO JOTIOJTHUTEIIEHO MOIU(HUIIMPOBATH, HATIPUMED, ITyTEM OOBEIUHEHUS C

APYrod KOHCTAHTHOM OOJIACTHIO YETIOBEKA.

[00298] Uenoseyeckue aHTUTENA TAaKKE MOKHO TNOJYYHUTh C IOMOIIBIO
Croco00B Ha OCHOBE THOpUAOM. Hampumep, yenoBeyeckue aHTUTEIA MOXKHO TOTY4YaTh U3
KJIETOYHBIX JTMHAH MHEJIOMBI YEJIOBEKA M T€TEPOMHETIOMBI MBITIIH-YEI0OBEKA C IPUMEHEHHEM
TEXHOJIOTUH B-KIeTOYHONH THOpPHIOMBI YelOBEKa M APYTUX CIOCOOOB (CM., HAampuMeEp,
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 CIIIA 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)). UenoBeyeckue aHTHTEIA
TaKKe€ MOJKHO TIOJTyYaTh MYTEM BBIACIICHHUS TOCIIEA0BATEIHHOCTEH BaAPHAOETHHOTO JTOMEHA
kioHa Fv, BRIOpaHHBIX W3 OHOMHOTEK (ParoBOro JUCTUIES, TIOMYYSHHBIX OT YeloBeKa. Takue
MOCTIEIOBATEIFHOCTA BapHAOCIPHOTO JOMEHA 3aT€M MOYKHO OOBEIUHATH C IKEIIAEMOM

KOHCTAaHTHOW 00JIaCTHIO YEITOBEKA.
HMoay4yenue u3 6uUGIMOTEK.

[00299] B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA CPEACTBO HA OCHOBE aHTUTETIA
k LAG-3, mpeaycMOTpeHHOE B HACTOSIIEM IOKYMEHTE, MOJKET OBITh BBIIEICHO TPH
CKPUHHUHTE€ KOMOWHATOPHBIX OMOTMOTEK HA HAJTMYUE AHTHTET C YKETAEMOH aKTUBHOCTHIO HITH
BUJAMH aKTUBHOCTH (CM., Hanpumep, B Hoogenboom et al., Methods in Molecular Biology
178: 1-37 (2001); McCafferty 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.
US4, 101(34): 12467-12472 (2004) u Lee et al., J. Immunol. Methods, 284(1-2): 119-132
(2004)). Peneptyapsi reHOB VH U VL MOKHO KIIOHHPOBATH OTAEITHHO (HATIPUMED, C TIOMOIIBIO

[1LIP) u cmy4yaiiHpiM 00pa3oM PEeKOMOMHHPOBATH B OMONMHMOTEKaX (HAIpuMep, B (aroBBIX
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OHONMHMOTEKaX) M MOABEPTaTh CKPUHUHTY (CcM., Hanpumep, Winter et al., Ann. Rev. Immunol.,
12: 433-455 (1994)). AnpTepHATHBHO, HE TIOABEPTHYTHIA BO3ACHCTBHIO PEMIEPTYaP MOKHO
KIIOHAPOBATh (HATIPHUMEP, OT YEJNOBEKA) C TMONyYEHHEM €JUHOTO WCTOYHHMKA AHTUTEN K
OIMPOKOMY CIEKTPY UY’KEPOIHBIX, 4 TAKKE ayTOAHTHUTEHOB 0€3 KaKOH-THOO0 MMMYHH3ALNH
(cm., Hanpumep, Griffiths et al., EMBO J., 12: 725-734 (1993)). AnpTepHaTHUBHO, HE
MOJIBEPTHYTHIE BO3ACUCTBUIO OWONMOTEKHM MOXKHO TOIyYaTh CHHTETHYECKH ITyTEM
KIIOHUPOBAaHUS HETEPErpyNIUPOBAHHBIX CETMEHTOB V-T€HAa M3 CTBOJOBBIX KIETOK H
koaupoBanusa oOmacrer CDR3 ¢ mpumeHeHweMm cCiydaliHBIX TpalMEpPOB WM IyTEM
MEPErPyNIHUPOBKU CETMEHTOB V-reHa in vitro (cMm., Hanmpumep, Hoogenboom and Winter, J.
Mol. Biol., 227: 381-388 (1992); matent CLIIA Ne 5750373 u nmyOnukaimu 3asBOK Ha MATCHT
CIIA 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). AnTuTena wiu
(parMEHTBl AHTHUTEN, BBIACICHHBIE W3 OHOMHMOTEK AHTUTEN YEIIOBEKA, MOTYT
paccMaTpUBATHCA B HACTOALIEM JOKYMEHTE KAaK YEJIOBEYECKHE AHTHTENA WM (PparMeHTHI

YCIOBCUCCKUX aHTUTCII.
Bapl/laHTbl AMHHOKHCJIOTHBIX MOCJIe10BaTEIbHOCTEM.

[00300] B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHUS PACCMATPUBAIOTCS BAPUAHTHI
AMUHOKHCIIOTHBIX TIOCIIEIOBATEIbHOCTEH CPEACTB Ha OCHOBe aHTuTena kK LAG-3,
MPEIyCMOTPEHHBIX B HACTOAIIEM JOKYMEHTe. BapuaHT, kKak MpaBHIIO, MOYKET OTIMYATHCSA OT
MOJTUTIENITHAA, KOHKPETHO PACKPBITOTO B HACTOSMIEM JOKYMEHTE, OJHOW WiH Ooee
3aMEHAMHW, JeNCHUAMH, IO0ABICHHUIMH W/WIM BCTaBKAMH. TaKWe BApHUAHTHI MOTYT
BCTPEYATHCS B MPUPOJE WM MOTYT OBITh TMOMYYCHBI CHHTETHYECCKH, HATPUMEpP, MyTEM
MOIU(UKANNN OJHON WM OOJiee BBIMICYKA3aHHBIX MOJIATIENTHIHBIX TTOCIIEA0BATEIBHOCTEH
MO0 HACTOAIMEMY H300PETCHHI0O W OIEHKH OJHOTO WM OOJie€ BHIOB OHOIOTHYECKOU
AKTUBHOCTH TIOJIMIIETITHAA, KaK OMHUCAHO B HACTOSIMIEM JOKYMEHTE, W/HIIHA C TIPUMEHCHHEM
Mr000H M3 pAla METOIHK, XOPOIIO M3BECTHRIX B JAHHOW oOnmacTH. Hampumep, MoskeT OBITH
JKENAaTeITbHBIM yiTydrneHue ahPUHHOCTH CBI3bIBAHUS H/HITH JPYTHX OHOIOTHUYECKUX CBOWCTB
aHTHTENa. BapHaHThl aMUHOKHCIOTHOW TOCJIETOBATETFHOCTH AHTUTENIA MOKHO TIONYYHTh
MyTEM BBEJCHHUS COOTBETCTBYIOIIHMX MOTU(PUKAIWH B HYKIIEOTUIHYIO TTOCIIEA0BATENBHOCTb,
KOJHMPYIOIYIO aHTHUTENIO, HJIH ITyTEM NMENTHIHOTO CHHTE3Aa. T akue MOAU(HUKAIIMH BKIFOYAIOT,
HanpUMEP, JENElWH, W/WIM BCTABKH, W/WIH 3aMEHBI OCTATKOB B AMHHOKHCIIOTHBIX

MOCJIEAOBATEILHOCTAX aHTHTENA. JIFo0as KOMOMHAIMA JIENEIHH, BCTABKA H 3aMEHBI MOYKET
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OBITh OCYIIECTBIICHA T TIOTYYCHHA KOHEUYHON KOHCTPYKIUH TIPH YCIOBHH, YTO KOHEYHAS
KOHCTPYKIIHSA obnamaer KENAEMBIMHU XapaKTEPUCTHUKAMH, HAIIpUMED,

AHTHUI'CHCBA3BIBAIOIIIUMMH.

[00301] B HEKOTOpBIX BapHaHTax OCYINECTBIICHHA NPETYCMOTPEHBI BAPHUAHTHI
aHTUTEN C OJHOW MM OO0Jlee AMHUHOKHCIOTHBIMH 3aMeHamMu. CaMThl, TpeaCTaBIAIOIINE
HWHTEPEC B OTHOLIEHUHU MyTareHesa myreM 3ameHsl, BKioyaroT CDR u FR. AMuHOKUCTOTHBIE
3aMEHBl MOKHO BBOJUTBH B IPEACTABIAIONIEE MHTEPEC AHTHUTENO, & MPOAYKTHI IIOJABEPraTh
CKPUHUHTY B OTHOIIECHUH KETaeMOM aKTUBHOCTH, HAIIPUMEP, COXPAHEHHOTO/YTy4YIIEHHOTO

CBA3BIBAHMS AHTUI€HA, MIOHWKEHHOW HMMyHOreHHOCTH Uiy yinyunieHHOU ADCC nmu CDC.

[00302] Hanpumep, omny unm Oonee aMHHOKHUCIOT MOXKHO YIAJIUTh WU
BCTABHTh B BBIMICYITOMSHYTHIE BapHaOeIbHbIE OO0NACTH TSHKENOH | jerkod menu. JlroOoe
KOJIMYECTBO JIOOBIX TOJXOMAINNX AMHHOKHCIOT MOJKHO VAQIUTh WIH BCTABUTh B
AMHHOKHCIIOTHYIO TTOCIIEIOBATEIFHOCTD BAPHAOEIbHBIX 00J1acTel TSHKETION U JIETKOW IIETIH.
B 3TOM OTHOIIEHWHU 1O MEHBINEH MEpPE OAHY AMUHOKUCIIOTY (Hampumep, 2 uiu Oolbie, 5
we 00JbIe, Wik 10 wiu 0oJIbIIe aMHHOKHCTIOT), HO He Oonee 20 aMHHOKHUCIIOT (HATpuMep,
18 unu MenbIIe, 15 Wy MeHbIe, WK 12 WK MEHbIE AMHUHOKHUCIIOT), MOYKHO YIaJIUTh HITH
BCTABUTh B AMHHOKHCJIOTHYIO TOCIIEOBATEIIBHOCTh BapHAOETHHBIX OOJIACTEH TSHKEIION H
JIETKOW TICTIH TIOJIMIENITH/IA, OMHUCAHHOTO B HACTOSAINEM JOKYMEHTE (HAIpPUMEp, OO0
cpeacTsa Ha ocHOBe aHTHTeNa K LAG-3, mro6oro cpeacTsa Ha ocHOBE aHTHTENA K PD-1 mim
M000TO CpeacTBa HA OCHOBE aHTUTENA K TIM-3, OMMCAaHHOTO B HACTOSIIEM JTOKyMeHTe). B
HEKOTOPBIX BapHaHTax ocymiecTBieHus 1-10 amuHOKHCTOT (Hampumep, 1, 2, 3,4, 5,6, 7, 8,
9 unu 10 aMHHOKHUCIIOT) YAAJSIOT HITH BCTABIISIOT B AMHHOKUCIIOTHYIO TTOCTIEI0OBATEIbHOCTD
BapHaOENbHBIX 00NacTed THKENOW LENH W/WIH BapuaOENbHBIX OO0JACTEH JIETKOW IETIH.
AMUHOKHUCIIOTY(-bI) MOJKHO YJAJIHTh HWJIA BCTaBUTh B JOOYI0 M3 BBIIICYTOMSHYTHIX
BapHaOeNbHBIX 00JacTed TSHKEIIOW LMW W/HWIIM BapHaOENbHBIX 00JacTed JIETKOM IIeTH B
ar000M ToaxoAdmeM Mecte. Hanmpumep, aMHHOKUCITOTY(-bI) MOXKHO YIAAJTUTh WIIA BCTABHUTH
B CDR (manpumep, CDR1, CDR2 umu CDR3) BapuaOenpHBIX 001aCTEH TSHKETION IETTH W/ HITH

BapHaOEITbHBIX 00JTACTEH JIETKOM TICTIH.

[00303] B HEKOTOpBIX BapHaHTax OCYLICCTBICHHA 3aMEHBI, BCTABKH WU
AETIEIMH MOTYT TPOUCXOIUTh B oHOM miH Oosee CDR, rie 3aMeHbl, BCTaBKH WITH JACTICITHH
IO CYHIECTBY HE CHIDKAIOT CBA3BIBAHUE AHTHUTEIA C aHTUTeHOM. Hanpumep, KOHCEpBaTHUBHBIE

3aMEHBI, KOTOPBIE TIO CYIIECTBY HE CHIKAIOT a(QPUHHOCTH CBA3BIBAHHUA, MOMKHO
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ocymniectBuTh B CDR. Takue u3sMeHeHHS MOTYT HMETh MECTO 32 TIPEIETIAMH KTOPTIUX TOUEK
CDR unu SDR. B HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS BAPUAHTOB MOCIEI0OBATEIbHOCTEN
Vi u Vi kaxknas CDR mu6o He u3MeHeHa, MO0 COAEPIKHUT He 00Jiee OJHOW, IBYX HITH TPEX

AMHWHOKHUCJIOTHBIX 3aMCH.

[00304] Wzmenenus (mampumep, 3ameHsl)) B CDR MoxkHO ocymiecTBisTs,
HanpuMmep, s ynyqmeHus appuanoctr anturena. Takue u3MEHEHUS MOYKHO OCYIIECTBHUTD
B koaupyromux CDR komoHax ¢ BBICOKOM 4YacTOTOM MyTalMii BO BPEMs COMATHYECKOTO
cospeBanus (cm., Hampumep, Chowdhury, Methods Mol. Biol., 207:179-196 (2008)), a
MOJMYYECHHBIH BApHAHT MOJKHO TIPOBEPUTh B OTHOLICHWH a((UHHOCTH CBS3BIBAHUS.
CozpeBanue adpdunHocTn (Hanmpumep, ¢ ucnonb3oBanuem [ILIP ¢ BHeceHmeM OMIMOOK,
neperacoBku  memed, panpomuzauud CDR  wiM  OJMrOHYKICOTHI-HAIIPABIEHHOTO
MyTareHe3a) MO>KHO MCIIOJIb30BaTh I yiaydineHus apGUHHOCTH aHTUTEN (CM., HAIIPUMED,
Hoogenboom et al., Methods in Molecular Biology, 178:1-37 (2001)). Octatku CDR,
YYaCTBYIOLIHE B CBA3BIBAHUN AHTUTEHA, MOYKHO KOHKPETHO HACHTH(UIIUPOBATH, HATIPUMED,
C IPUMEHEHUEM aJIaHUH-CKAaHUPYIOIIEro MyTareHe3a Uil MOJEIMPOBAaHUA (CM., HAIIPUMED,
Cunningham and Wells, Science, 244: 1081-1085 (1989)). Ha CDR-H3 u CDR-L3 wacto
MOJKHO HALIETMBATHCA. AJTBTEPHATHBHO WITH AOTOJTHUTEITFHO, KPUCTAIUTHYECKYIO CTPYKTYPY
KOMIUTEKCA aHTHUTEH-AHTHUTEIO TMPUMEHSIOT I WACHTH(HUKANWKA TOYEK KOHTAKTA MEKIY
AHTHUTEJIOM W aHTHTEHOM. Ha Takve KOHTaKTUPYIOIIHE OCTATKH M COCETHUE OCTATKH MOYKHO
HAICJIMBATHCS, WM OHU MOTYT OBITh MCKIIOYECHBI M3 KaHAHAATOB HAa 3aMeHY. BapwaHThI

MO’KHO TIOJIBEPTATh CKPUHHUHTY, YTOOBI OITPEEITHTh, COJEPKAT JIH OHHA TPEOYEMBbIE CBOMCTBA.

[00305] BcraBku v genenuyu aMUHOKHUCIIOTHOM TOCIIEI0BATENBHOCTH BKITIOYAIOT
aAMUHO- W/ WA KapOOKCHKOHIIEBBIE CITUSHUS, BAPPUPYIOIIHE B [UTHHY OT OJHOT'O OCTATKA 10
TOJTUTICTITAAOB, COJEPIKANIMX CTO MM OOJBIIE OCTATKOB, a TAaKXKE BCTABKH BHYTPH
MOCJIEA0BATENBHOCTA M ACHCHHUH OJHOTO HIIM HECKOJIBKHMX AMHHOKHCIIOTHBIX OCTaTKOB.
IIpumeppl KOHLEBBIX BCTABOK BKJIKOYAKT AHTHTENO C N-KOHLUEBBIM METHOHHIBHBIM
OCTaTKOM. Jlpyrue WHCEPUHUOHHBIE BAPUAHTHI MOJIEKYJIbl AHTUTENIA BKIIFOYAIOT CIUSHUE N-
i C-koHIa aHTUTENA ¢ (PepPMEHTOM (HATPUMED, I AHTHTEIIOHATIPABIIEHHOTO CPEICTBA
TEparnuu Ha OCHOBE (PepMEHTa U MPOJIEKAPCTBA) WITH TTOJTUTIETITHIOM, KOTOPBIA 00eCTICUHBAET
YBEIMYEHUE NIEPUOAA MOTYKHU3HU aHTHTENA B CBIBOPOTKE KPOBH. [IpumMepsl BapuaHTOB CO

BCTaBKOM BHYTpU NOCIACAOBATCIPHOCTH MOJICKYJI AHTUTCIIA BKIHOYAKOT BCTABKY 3
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AMHUHOKHCIIOT B JICTKYHO IICIIb. HpI/IMepBI KOHIICBBIX ,I[CJIeI_[I/Iﬁ BKIIIOYAKOT AaHTHUTCIIO C

Jeeuel 7 Wi MEHbIIIE aMHHOKHUCIIOT Ha KOHIIE JIETKOM IICTIH.
Bapuauntsi Fc-o061actu.

[00306] B HekoTOpBIX BapuWaHTaX OCYINECTBIECHUS OJHA WM OoJee
AMHHOKHCJIOTHBIX MOJU(UKAIMA MOTYT BBOAMTHCS B Fc-00macTe cpeacTBa HA OCHOBE
AHTUTENA, TPEIYCMOTPEHHOTO B HACTOAIEM JOKYMEHTE, C TMOJNYYCHHEM TEM CaMbIM
Bapuanta Fc-oOmactu. Fc-o6nmacTe B HacTosmeM OOKYMEHTE mpeacTaBisier cooou C-
KOHIIEBYIO O0JIACTh TSHKENIOW IENMH WMMYHOTJIOOYJIHHA, KOTOPAas COACPIKUT MO MEHbBIIEH
MEpe 4acTh KOHCTAHTHOM oOnactu. Fc-o0macth BKOYaeT B cedsa Fc-o0macTu ¢ HaTHBHOM
MOCTIEI0BATENHOCTHIO M BapuaHThl Fc-o0nacreit. Bapuant Fc-o0mactu MmokeT comep:karthb
MOCIIe0BaTEIHOCTH Fc-00macTu yenoseka (Hanpumep, Fe-obmacte [gG1l, 1gG2, 1gG3 nmm
[gG4 denoBeka), COACPIKAIIYI0 AMHUHOKHCIOTHYO MOJU(HUKAIUIO (HAPUMEP, 3aMEHY) B

OJHOM HIIN 00JIee AMHHOKHUCIIOTHBIX TOJIOKCHUAX.

[00307] B HEKOTOpBIX BapuaHTaX OCYHIECTBIIEHHS B HACTOALIEM H300PETEHUH
MOXET TIPEIyCMATPUBATHCA BAPHAHT AHTHTENA, KOTOPHIM 00NaNaeT HEKOTOPBIMH, HO HE
BCeMU (PPEKTOPHBIMH (PYHKIMAMH, YTO JIENAET €r0 JKEIaTeIbHBIM KAaHIUAATOM JJIS Iy TEeH
MPUMEHEHUS, TIPH KOTOPBIX BAKEH MEPHOMA TOMYKH3HH aHTHTENA in Vivo, HO TIPH 3TOM
ompeneneHabie d¢dekropHsie PyHkumu (Takue Kak komruieMeHT3aBucumbie u ADCC)
SBIIAFOTCS. HEHY)KHBIMH WJTH BPEAHBIMH. AHATH3bI IATOTOKCHYHOCTH i1 Vitro WM in vivo
MOJKHO TIPOBOJHUTH JJIsI TIOATBEPKACHHUSA CHIDKCHHS/MCTOIMEHUS BUAOB akTHBHOCTH CDC
w/umun ADCC. Hanpumep, ananmmssl csa3bBanus ¢ Fe-penentopom (FcR) moxkHO mpoBoauTh
UL TOTO, YTOOBI YIOCTOBEPHUTHCS, YTO AHTHTENO He cBaA3biBaeTcs ¢ FcyR (cnmemoBaTenbHO,
BEPOATHO, HE oOmagaeT akTuBHOCTEIO ADCC), HO COXpaHSET CIIOCOOHOCTH CBSI3BIBAHHUS C
FcRn. HeorpanuuuBaromiyrie mpuMepbl aHAIHU30B in Vitro nns oueHku aktuBHocTH ADCC
MPEACTABIISAIONIEH HHTEpeC MoJieKyTbl onrcanbl B maTeHTax CIITA NoNo 5500362 u 5821337.
ATBTEpHATHBHO, MOJKHO TIPUMEHATH AHAM3bl, HE OCHOBAHHBIE HA PATUOAKTHBHOCTH
(HampuMep, aHaMHM3bl, HE OCHOBAaHHBIE HAa  PAJMOAKTHBHOCTH, B OTHOIICHUH
muToToKCHIHOCTH ACTI™ 11 CytoTox 96®). IIpumennmeie 3¢ (eKTOpHBIE KIETKH IS TAKHAX
aHAJIM30B MOTYT BKIIIOYATh B CeOd MOHOHYKIICAPHBIE KIETKH TMepU(PepuIecKOod KpOBU
(PBMC) u xnetrku ectectBeHHble Kuuiepbl (NK). AbTepHATHBHO WM JAOTIOTHHUTEIBHO,
aktuBHOCTh ADCC mpeAcTaBisIOmEer HHTEPEC MOJIEKYJIBI MOKHO OLIEHUTh N Vivo,

HampuMep, Ha JKUBOTHOU MoaenH (cum., Hanpumep, Clynes et al., Proc. Nat'l Acad. Sci. USA,
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95:652-656 (1998)). Taxke MOXHO TPOBOAWUTH aHANHM3bl CBsA3bIBAaHUA Clq, YTOOBI
MOJTBEPAUTH, YTO AHTHUTEJIO CIOCOOHO MM HEeCTTOCOOHO cBA3bIBaTh C1q M, Cle10BaTeNBHO,
obmagaer wnmmu He oOmamaer aktuBHOCTRIO CDC (cm., Hampumep, WO06/029879,
W099/51642 u WOO05/100402; matent CIIIA No 6194551 u Idusogie et al. J. Immunol. 164:
4178-4184 (2000)). JIns OLCHKH aKTUBALMHM KOMILIEMEHTA MOKHO TTpoBoaAnTh aHamm3 CDC
(cm., manpumep, 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)).
Omnpenenenus cpaspiBanua FCRn v BhIBeeHUA/TIEpHOAA TIOTY>KU3HHU i1 VIVO TAKKE MOMKHO
OCYIIECTBJIATh C TMOMOIIBIO CIIOCOOOB, M3BECTHBIX B JAHHOH 00nacTu (CM., HampuMep,
Petkova, S. B. et al., Int'l. Immunol., 18(12):1759-1769 (2006)). AuTHTENA C TOHWKECHHOM
s¢pdexTopHON (PyHKIMEH MOTYT BKIIIOUATH AHTHUTENA C 3aMEHOM OJHOTO WM Ooyiee W3
octatkoB 238, 265, 269, 270, 297, 327 u 329 Fc-o0nactw; wim mo OBYM HIH Ooee
AMUHOKHCIIOTHBIM TONOKEHUAM 265, 269, 270, 297 u 327, Takue kak Fc-MyTaHT ¢ 3aMeHOM
ocTaTkoB 265 u 297 Ha ananuH (cM., Hanpumep, mateHTel CIIIA NoNe 6737056 u 7332581).
Taxke MOryT OBITH BKIFOUYEHBI BAPHAHTBHI AHTHTEN C YIIYYLIICHHBIM WM YMEHBIICHHBIM
cBsa3pBanueM ¢ FcR (cm., nanpumep, matent CIIHA Ne 6737056; WO04/056312 u Shields et
al., J. Biol. Chem., 9(2): 6591-6604 (2001)). B HekoTOpPBIX BapHaHTaX OCYIIECTBICHHUS
BApPHAHT aHTHUTENA MOXKET coaepkarh Fc-00macTe ¢ omHOM WM 0ojiee aMUHOKHCIIOTHBIMH
3ameHamu, kotopsie ynyumaoT ADCC, HanpuMep, 3aMeHaMu 10 mojokeHusM 298, 333

w/umm 334 Fc-00macTy.

[00308] AHTUTENAa MOTYT XapaKTepHU30BaThCS YBEIMYEHHBIM MEPHOJIOM
MOJTY’KU3HU W YITyYINECHHBIM CBA3BIBAHHEM C HeoHaTambHbIM Fc-periemropom (FcRn) (cm.,
Hanpumep, US 2005/0014934). Takue antuTena MOTYT coaepkarh Fc-00macTe ¢ 0qHON WiH
0oJjiee 3aMEHAMH B HEH, KOTOPBIEC yIydmaroT cesi3biBanue Fc-oomactu ¢ FcRn, u Bkmouarot
AHTHTEJIA C 3aMEHAMH OHOTO HIIH Oojiee ocTaTKOB Fc-o0mactu: 238, 256, 265, 272, 286, 303,
305, 307, 311, 312, 317, 340, 356, 360, 362, 376, 378, 380, 382, 413, 424 wmm 434 (cMm.,
Hanpumep, mateHT CIIA Ne 7371826). Takxke paccMaTpuBarOTCS JAPYrHE TPUMEPHI
BapuaHToB Fc-o0mactu (cm., Hampumep, Duncan & Winter, Nature, 322:738-40 (1988);
nateHThl CILIA NoNe 5648260 u 5624821 mw W(094/29351).

Bapl/laHTbl TJINKO3W/IUPOBAaHUSA.

[00309] B HACTOSIIEM HU300pEeTCHUN TaKKe peIyCMOTPECHBI

TIIAKO3UITUPOBAHHBIC BApPHAHTbI AHTHTCIL. B HCKOTOPBIX BapHWaHTaX OCYIICCTBIICHUA
119



MPEeIyCMOTPEHHBIE TsDKENas IeMb, JIETKas [eNb W/HIM aHTHUTEI0 MOTYT OBITh
TTIMKO3WIMPOBAHHBIMM TI0 OJHOMY WM Oollee caiWtam. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUA TJIIMKaH MOXET ObITh CBA3aH ¢ Fc-oOmacTeio mocpeactBoM aroma N. B
HEKOTOPBIX BapHaHTaX OCYIIECTBICHHA CPEACTBO Ha ocHoBe aHTtuTtena kK LAG-3

TITHKO3UIIMPOBAHO 10 Asn297 (mymepanus cornacHo Kabat).

[00310] B HEKOTOpBIX BapHaHTaX OCYIIECTBIICHHS B HACTOALIEM H300PETEHUH
MPEIyCMOTPEHA KOMITO3HIIHSA, COACPKANIas OHY WK O0Jiee TITHKO(OPM CPeIcTBa HA OCHOBE
TSDKEJIOW TIETH, JIETKOW IENH WM aHTUTENa, OMHUCAHHOTO B HACTOSHIEM JOKyMeHTe. B
HEKOTOPBIX BAapHAHTAX OCYINECTBIICHUS NPEAYCMOTPEHHAS KOMIIO3HUIMSA COACPIKHUT
HECKOJIBKO  TMKO(OPM, TPHUCYTCTBYIOIIUX B  YKA3aHHBIX  AOCOJMIOTHBIX  W/WIH
OTHOCHUTEJIPHBIX KOJIMYECTBAX. B HEKOTOpPBIX BapUaHTaX OCYIIECTBICHUSA B HACTOALIEM
HM300PETEHHUH TPEIYyCMOTPEHBI KOMIIO3HUIMH, KOTOPhIE MOTYT TIO CYIIECTBY HE COJEPIKAThH
OJTHOW WM 00JIee KOHKPETHBIX TIIHKO(OPM TSKEIIOHN IIETH, JIETKOW LENH W/HITH aHTHTENA,
OMMCAHHOTO B HACTOSALIEM JOKYMEHTEe. B HEKOTOpPBIX BapHaHTaX OCYLIECTBIICHHUSA
KOJIMYECTBO TIIMKO(GOPMBI MOXKET BBIPAKATHCA B BHJAE «IPOLEHTa». B ciydae moOoro
3aJJaHHOTO MTApaMeTPa KIPOIEHT» OTHOCHTCS K YHCITY MOJIEH KOHKPETHOTO TJTUKaHA (TIHKaHa
X) OTHOCHTENIBHO OOIIEro YMCjIa MOJIEH TJIMKAHOB B TpemapaTte. B HEKOTOPHIX BapHaHTaxX
OCYHIECTBIICHHS KIPOIIEHT)» OTHOCUTCS K YHCITY MOJIEH TJIHKaHA X, BBICBOOOKACHHOTO U3 Fe
oy aevicteueM PNGassel F, OTHOCHTEIBHO OOIIEro YHMCIa MOJIEH BBIABJIEHHBIX TJIMKAHOB,

BbICBOOOKIeHHBIX U3 Fc mox nevicteuem PNGassl F.

[00311] B HEKOTOpBIX BapHaHTaxX OCYINECTBIICHHSA AHTUTENA W3MEHAIOT I
VBEJTMUYEHUS WA YMEHBIICHHUS YPOBHS WX TTTHKO3WITHPOBAHUS (HATIPUMED, Ty TEM U3MEHEHHS
AMMHOKHCIIOTHOH MOCJIEJOBATEIBHOCTH TAKUM 00pa30oM, YTO CO3/AAETCS UITH yJANIAETCS OJUH
Wiy OoJee CauTOB IMTUKO3UIUPOBAaHNUA). Y IMIEBOJ, MPUCOEANHEHHBIH K Fc-00macTu anTuTeNa,
MOKHO W3MEHUTh. HaTHBHBIE aHTHTENA W3 KJIETOK MIIEKOTHMTAIOIUX OOBIMHO COAEPIKAT
PA3BETBICHHBIN JABYXaHTCHHBIM OJIMTIOCaxapuj, MPUCOEIUHEHHBIM OCPEACTBOM N-CBS3H K
Asn297 nomena Cu2 Fc-o0mactu (cm., Hanmpumep, Wright et al., 7IBTECH, 15:26-32 (1997)).
Onurocaxapua MOKET MPEACTABIATH COO0M pa3IMUHbIE YITIEBOAbI, HATPUMED, MAHHO3Y, N-
anerurmokozamuH (GlcNAc), ranakrosy, CHamoOBYIO KUCIIOTY, (PyKo3y, IPUCOETUHEHHYIO K
GlcNAc B cTeOne OBYXaHTEHHOM CTPYKTYpPBI — OnHurocaxapuaa. Moaupukanmn

omvrocaxapuja B aHTUTCJIC MOKHO OCYHICCTBIIATH, HAIPUMCP, AT CO3JaHUA BAPHAHTOB
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AHTUTCIIa C OMPCACIICHHBIMHA YITYYIIICHHBIMHA CBOMCTBAMH. FJII/IKOSI/IJ'II/IPOBEIHHBIG BapHUAaHTHI

aHTATEN MOTYT UMETh ynyumeHHyo pyrakmmo ADCC w/um CDC.

[00312] B HEKOTOpBIX BapHAaHTaX OCYIIECTBICHHUS BapUaHTBl AHTHTEIL,
MPEIYCMOTPEHHBIE B HACTOAIIEM IOKYMEHTE, MOTYT HUMETh YIJIEBOJHYIO CTPYKTYPY, B
KOTOPOH OTCYTCTBYET (pyK03a, MpHCOeTMHEHHAS (TIPAMO WIIH ONTOCPEIOBaHHO) K Fc-o0macTw.
Hanpuwmep, komuiecTBo (hyK03bI B TAKOM aHTUTENIE MOJKET COCTAaBIATH OT 1% 10 80%, ot 1%
10 65%, oT 5% 10 65% i ot 20% 10 40%. KonmruecTBO PyKO3bI MOKHO OTIPEAEITHUTD Iy TEM
pacdera cpeHeTo KoauiecTBa (PyKo3bl B LIETH caxapa Ha Asn297 OTHOCHUTEIBHO CYMMBI BCEX
ITIMKOCTPYKTYP, TpUCOeOUHEHHBIX K Asn297 (cm., Hanpumep, WO 08/077546). Asn297
OTHOCHUTCS K OCTAaTKy aclapariHa, pacrojioKeHHOMY MPUOIM3UTENIBHO B TIOJIOKeHHH 297 B
Fc-o6nactu (mymepamms octatkoB B Fc-oOmactu cormacHo Eu); omnako Asn297 Taroke
MOYKET PacoaraTbCs Ha MPUOIH3UTENBHO +3 AMUHOKHCIIOTHI BBIIIE WIIA HIDKE TTOJIOKEHUS
297, T1.e. mexay mnonoxkeHusMu 294 u 300, BCieICTBHE HE3HAYUTENIBHBIX BapHALUH
MOCTIEIOBATEIBHOCTA B aHTUTENaX. DB HEKOTOPhIX BapUaHTaX  OCYIIECTBJICHUSA
SKBUBAJIEHTHBIM OCTAaTOK Asn297 Takke MOMKET PacrojiaraThCs HAa NPUOIU3UTENBHO +7
AMHHOKHCJIOT BBIIIE WITH HIDKE TIOJI0keHus 297. Takue pyKO3UITHPOBAHHBIE BADHAHTHI MOTYT
xapakrepu3oBatbes ynyumeHHou Gyrakimedn ADCC (cM., HampuMep, My OTHUKAIH 3a9BOK Ha
nmateHt 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; W0O03/085119; WO03/084570;
WO005/035586; WO05/035778; WO05/053742; W0O02/031140; Okazaki et al., J. Mol. Biol.,
336:1239-1249 (2004) u Yamane-Ohnuki et al., Biotech. Bioeng., 87: 614 (2004)).
Knetounsie nmuHum (Hampumep, HOKAyTHBIE KIIETOYHBIE JIMHUH) MOJKHO TIPUMEHATH IS
noyydeHus ne(yKO3HITHPOBAHHBIX aHTUTEN, Hampumep, kietkn CHO Lecl3, nedurmurHbie
mo ¢ykosunmupoBanuio Oenka, u kimetku CHO, HokaytHbie mO TeHy ambga-1,6-
dbyxosunrpanchepassr (FUT8) (cm., mampumep, 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); WO03/085107; EP 1176195Al,
WO004/056312;  WO004/057002; W0O03/084570;  WOO03/085119; WO03/05691;4
WO004/024927 w nybOmukammm 3asBok Ha mateHT CIIA NeNe US 2003/0157108; US
2003/0115614, US 2004/093621, US 2004/110282, US 2004/110704 u US 2004/132140).

Taxcke MOTYT OBITh BKJIFOYEHBI APYTHUC TIIHUKO3UIIMPOBAHHBIC BAapHUAHTbI AHTHUTCIT (CM.,
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Hanpumep, mateHT CIHA Ne 6602684; myOmmkamms 3asBku Ha mateHT CILIA Ne US
2005/0123546; WO03/011878; WO97/30087; W0O98/58964 u W(099/22764).

[00313] CoOTBETCTBEHHO, B HEKOTOPBIX BAPUAHTAX OCYIIECTBICHHS CPEACTBA HA
ocHoBe anTtuTena Kk LAG-3 o HacTosAmeMy H300pETEHHIO MOTYT MPOAYLUPOBATHCS KIIETKOM-
XO3IMHOM C OJHHUM WM OOJ€e BHIAMH JK30I€HHOM W/WIM BBICOKOM JHIOTEHHOU
TTIMKO3UNTPaHc(pepasHOl aKTUBHOCTH. [€HBI ¢ TIMKO3UNTpPaHc(epazHOM AKTUBHOCTHIO
BkmovaroT [(1,4)-N-anerunrmokozamununtpancgepasy I (GnTIl), oa-manHO3Mnmazy 11
(Manll), B(1,4)-ranakrozuntpancdepasy (GalT), B(1,2)-N-
anetunrmokozamuaunTpanchepasy [ (GnTI) u B(1,2)-N-anerunrimokozaMuaunTpanchepasy
II (GnTII). I'mukotpandepa3bl MOTYT HpPEAyCMaTpPHUBATh CIUSHHUE, COAEpPIKAINEe TOMEH
nokamuzatmu [ompmku (cM., Hanpumep, Lifely et al., Glycobiology, 318:813-22 (1995);
Schachter, Biochem. Cell Biol., 64:163-81 (1986); npeaBapuTenbHbIE 3aIBKH Ha IATCHT
CIIOA NoNe 60/495,142 u 60/441,307; nyOmukammu 3asBok Ha mateHT CIIA NoNe US
2003/0175884 wm US 2004/0241817 u WOO04/065540). B HeKOTOphIX BapHaHTaX
OCYIIECTBJIEHHA CPEACTBO Ha OCHOBe aHTUTENa K LAG-3 MOXKET 3KCIpeccHpoBaTHCS B
KIIETKE-X03IMHE,  COACp:Kalmled  paspylICHHBIM  WIM  JIC3aKTUBUPOBAaHHBIM  T'E€H
rimko3unTpancdepazpl.  COOTBETCTBEHHO, B HEKOTOPHIX BAapHAHTAX OCYIIECTBICHUS
HACTOAINEE M300pPETEHUE MOKET OBITh HAMPABIICHO HA KJICTKY-XO35SHMHA, COACPKAIIyio (a)
BBIJICJICHHYIO HYKJICHHOBYIO KHCJIOTY, COACPIKAIIYIO TOCIIEA0BATEIFHOCTD, KOIUPYIOUIYIO
TOJTHIICTITH, OONAMAIOIMNNA TIHKO3UITPAaHC(epa3HOH aKTUBHOCTBHIO, W (b) BBIICICHHBIH
MOJIMHYKJIEOTH]I, KOJUPYIOIIMHA CpencTBO Ha ocHOBe aHTUTeNa K LAG-3 mo Hacrosmemy
n300peTeHnio, Kortopoe cBa3bpBaeT LAG-3 denmoBeka. B HEKOTOpPBIX BapHwaHTax
OCYIIECTBICHUA MOAU(PHUIMPOBAHHOE CPEACTBO Ha oOcHoBe aHTHTena K LAG-3,
MPOAYIIUPYEMOE KIETKOW-XO03THHOM, UMEET KOHCTAaHTHYIO 00macTh [gG mmm ee ¢parmenr,
conmepkamuii Fc-o0macte. B HEKOTOPHIX BapuaHTaX OCYMIECTBIICHUS CPEICTBO HA OCHOBE
aatutena kK LAG-3 MOXeT MpeAcTaBIATh COOOW TYMAaHHU3UPOBAHHOE AHTHTEIO WM €T0
dparmeHt, conepkamuid Fc-o0macTe. BeimeneHHas HyKJIEHWHOBas KHCJIOTA MOJKET
MPEICTABIAATE COOOM MOJIEKYITy HYKJICHHOBOW KHCIIOTBI, KOTOpas ObUIa OTAENEHa OT
KOMIIOHEHTA €€ €CTECTBEHHOU Cpepl. BrineneHHas HyKJIeMHOBAs KUCIOTa MOJKET BKITFOYATh
MOJIEKYITY HyKJIEHHOBOW KHCIIOTBI, COAEPKAIIYIOCS B KIETKaX, KOTOPbIe OOBIYHO COAEPIKAT

MOJIEKYJTy HYKJICHUHOBOM KHMCIIOTBI, HO MOJIEKYJIa HYKJIEHWHOBOM KHMCIIOTBI NPHUCYTCTBYET
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BHCXPOMOCOMHO HJIM B XPOMOCOMHOM MCCTOIIOJIOKCHUH, KOTOPOC OTIHUYACTCA OT C€C

CCTCCTBCHHOI'O XPOMOCOMHOTO MCCTOITOJTOKCHHA.

[00314] B ogHOM acniekTe B HACTOSIIEM H300PETEHHH TIPETYCMOTPEHBI CHCTEMBI
9KCIPECCUU B KJIETKAX-X031€BaX JUIA MOJyYEHHs aHTUTE MO HACTOAMIEMY H300pETEHUIO,
UMEIOIHMX MOAU(HULIIMPOBAHHBIE MPO(PHIN TTTUKO3HIUPOBAHU. B 4acTHOCTH, B HACTOSIIEM
M300pPETEHNUH MPETYCMOTPEHBI CUCTEMBI KIIETOK-X034€B I MOY4YESHUA TTTUKO(YOPM aHTUTEN
MO0 HACTOSALIEMY H300PETEHUIO, XapaKTEPU3YIOIIMXCS YIYYIIEHHBIM TEepPareBTHUYECKUM
aevicteueM. (CenoBaTeNbHO, B HACTOSIIEM HW300PETEHHH TMPETYCMOTPEHBI CHCTEMBI
9KCIIPECCHUU B KIIETKAX-X035€BaX, BBIOPAHHbBIE WM CKOHCTPYHPOBAHHBIE A 0OECTICUCHHSA

SKCIIPECCUU TOJUTIENTHAA, 00JIAAAIOIIETO TITUKO3UITPAHC(hEepa3HON aKTUBHOCTBIO.

[00315] Kak mpaBuio, KyJbTHBHPYEMYIO KIETOYHYIO JIMHHIO JFOOOTO THIIA,
BKJIFOYAs KIIETOYHBIE JIMHUH, 00CY’KIaeMbIe BBIIIE, MOKHO TIPUMEHATH B KauecTBe (oHa I
KOHCTPYMPOBAHUS JIMHUHM KIIETOK-XO35€B 10 HACTOAIIEMY H300pETeHHIO. B HEKOTOPBIX
BapuanTax ocymecteieHus kimetku CHO, knetkn BHK, knetku NSO, kietku SP2/0, knetku
mueaoMbl YO, xietku muenombl Mbimu P3X63, kimetku PER, knetku PER.C6 unu knetku
THOPHIOMBI, TPYTHE KIIETKH MIICKOITUTAFOIIHNX, KIIETKHA APOMCOKEH, KIIETKA HACEKOMBIX WITH
KJICTKH PACTCHUH TPUMEHSIOT B KauecTBe (POHOBOW KIIETOYHOM JMHHH IS TIONYYCHHS

CKOHCTPYHPOBAHHBIX KJIETOK-XO035€B M0 HACTOAIIEMY H300PETCHHIO.

[00316] KneTtku-xo3sesa, KOTOpBIE comep:kar KOJHUPYIOLIYIO
MOCTIEIOBATEIIFHOCTh CPEJACTBA HA OCHOBE AHTHUTENA TO HACTOSIIEMY H300PETECHHIO H
KOTOPhIE  DKCIPECCHPYIOT  OHOJOTHMYECKH  AaKTHBHBIE TPOAYKTHI  TEHA,  MOKHO
WACHTU(PHUIIUPOBATh C TIOMONIBIO IO MEHBIIEH Mepe YeTHIPpeX OOMIMX IMOAX0A0B; (a)
ruopuauzanmus  JIHK-/IHK wma JIHK-PHK; (b) mamuume wmm otcyTcTBHE (QyHKIHIA
«MapKepHOTo» reHa; (C) OIECHKA YPOBHA TPAHCKPHIIWH, H3MEPEHHOTO MO JKCIPECCHH
COOTBETCTBYIOIIMX TpaHCKPUNTOB MRNA B kiteTke-xo3suHe; U (d) oOHapykeHHE POAYyKTa
TeHa, U3MEPSIEMOTO C TTOMOIIBI0O UIMMYHOJIOTHYECKOTO aHAIIA3Aa, WIIH TI0 €T0 OHOIOTHYECKOH

AKTUBHOCTH.

[00317] Hanpumep, nmonydyenne npodumeri N-TIMKaHOB CPEICTBA Ha OCHOBE
antutena Kk LAG-3 c¢ 3aHATBIM calToM N-TTIMKO3WIMPOBAHHUS MOKHO NPUMEHATH AJIA

WACHTA(HUKAIWN TPUCY TCTBYIOIMX BHIOB TJTHKAHOB.
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[00318] B BapmaHTax OCyIIECTBICHUSA CAUT INIMKO3WIMPOBAHUA HAXOJWUTCA HA
TSHKEION LEMU Cpe/icTBa Ha OcHOBe aHTuTeNa K LAG-3. B BapuaHTax oCyIiecTBICHUS CalT

TIIMKO3UIMPOBaHuA pacnonaraerca B N291 tsokenou uenu.

[00319] UnmocTpaTuBHBIE BHIBI  OJIMTOCAXapUAOB, NPUCYTCTBYIOINHE B
CPEICTBE HAa OCHOBE TIIMKO3WIMPOBAHHOTO aHTHTENa K LAG-3, BrmovaroT moooi u3 GOF,
G1F, G2F, Man-5, GO-GN, GOF-GN, GO, GOF+GN u G1F+GN, a Takke apyrue BUABI
OJITOCaXapua0B (HAapHUMeEp, APYTHE BUABI OJTUTOCAXaPUAOB, 00BIMHO HaOmogaemble Ha [gG,

SKCIIPECCUPYEMBIX B KYJIBTYPE KIETOK MIIEKOMUTAIOIIHNX ).

[00320] B BapmanTax = OCYINECTBIIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX

onmrocaxapuos npegycmartpusaet GOF.

BapHaHTaX  OCYIIECCTBIICHHA  COBOKYIIHOCTh -CBsI3aHHBIX
00321 B N

onurocaxapuaos npexycmarpusaet G1F.

[00322] B  BapmaHTax  OCYyIIECTBIEHHS  COBOKYNHOCTb  N-CBS3aHHBIX

onurocaxapuaos npexycmarpusaet G2F.

[00323] B BapmaHTax  OCYIIECTBICHHA  COBOKYIIHOCTh  N-CBSI3aHHBIX

OJIMTOCaxapuI0B mpeaycMaTpusaet Man-5.

[00324] B BapmaHTax  OCYIIECTBICHHA  COBOKYIIHOCTh  N-CBSI3aHHBIX
omurocaxapunoB mpeaycmatpuBaer GOF uw GIF. B BapmanTax ocymiecTBICHUA
COBOKYMHOCTh N-CBA3aHHBIX OJIMIOCaXapua0B JOMONHUTENbHO TpexycmaTpuBaet GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN mmu mo0yro uX KOMOHHAIIHIO.

[00325] B BapmaHTax  OCYINECTBIEHHA  COBOKYIIHOCTh  N-CBSI3aHHBIX
omurocaxapunoB mpeaycmatpuBaeT GOF uw G2F. B BapmanTax ocymiecTBICHUA
COBOKYMHOCTh N-CBA3AHHBIX OJIMIOCaxapuaoB JAOMONHUTENBHO NpexycmaTtpuBaet GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN mmu mo0yio uxX KOMOHHAIIHIO.

[00326] B BapmanHTax = OCYIIECTBIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX
onmurocaxapuaoB mnpeaycmarpusaetr GOF u Man-5. B BapuaHTax oOCyIIECTBIECHHUA
COBOKYMHOCTh N-CBA3aHHBIX OJMIocaxapuaoB AOMONHUTENBHO npexycmaTtpuBaet GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN wmu mo0yio uxX KOMOHHAIIHIO.

[00327] B BapmaHTax  OCYINECTBIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX

omurocaxapunoB mpeaycmatpuBaeT GIF u G2F. B BapmanTax ocymiecTBICHUA
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COBOKYITHOCTh N-CBA3aHHBIX OJIMIOCaxapuaoB AOMONHUTENBHO npexycmaTtpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN mmu mioOyio uxX KOMOHHAIIHIO.

[00328] B BapmanTax  OCYINECTBIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX
onmurocaxapunoB mnpeaycmarpusaetr GIF u Man-5. B BapuanTtax ocymiecTBiIeHUA
COBOKYIHOCTbh N-CBA3aHHBIX OJMIOCaxapuaoB AOMONHHUTENBHO npexycmaTtpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN umu mo0yio ux KOMOHHAIIHIO.

[00329] B BapmanTax  OCYINECTBIIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX
onmurocaxapuo mnpexycmarpusaetr G2F u Man-5. B BapuanTtax ocCymiecTBICHUA
COBOKYIHOCTb N-CBA3aHHBIX OJIMIOCaXapuaoB AONONHHUTENBHO npexycmaTpuBaet GO-GN,

GOF-GN, GO, GOF+GN w/umu G1F+GN unmu mo0yio ux KOMOHHALIHIO.

[00330] B  BapmaHTax  OCYINECTBIEHHS  COBOKYNHOCTb  N-CBS3aHHBIX
omurocaxapunos mpexycmatpuBaeT GOF, GIF u G2F. B BapmanTax ocCymecTBICHUS
COBOKYMHOCTh N-CBSI3aHHBIX OJIMTOCaXapuI0B AOMOJHUTENbHO npenycmarpuBaer GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN mmm mo0yro uX KOMOHHALIHIO.

[00331] B BapmaHTax  OCYIIECTBICHHA  COBOKYIIHOCTb  N-CBSI3aHHBIX
omurocaxapunos npexycmarpuBaer GOF, G1F u Man-5. B BapmaHTax OCyIIECTBICHUSA
COBOKYIHOCTh N-CBA3aHHBIX OJIMTOCAXapuA0B JOMOJHUTENBHO TpexycmaTpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN mma mo0yro uX KOMOHHAIIHIO.

[00332] B BapmaHTax  OCYIIECTBICHHA  COBOKYIIHOCTh  N-CBSI3aHHBIX
omurocaxapunoB npexycmarpuBaetr GOF, G2F u Man-5. B BapmaHTax OCyIIECTBICHUSA
COBOKYIHOCTh N-CBA3aHHBIX OJIMIOCaXapuA0B JOMONHUTENBHO TpexycmaTpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN mmu mo0yio uX KOMOHHAIIHIO.

[00333] B BapmaHTax  OCYINECTBIEHHA  COBOKYITHOCTb  N-CBS3aHHBIX
omurocaxapunoB npexycmarpuBaetr G1F, G2F u Man-5. B BapuaHTax OCyIIECTBICHUSA
COBOKYIHOCTh N-CBA3aHHBIX OJIMIOCaxapuaoB AOMONHUTENBHO npexycmaTtpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN wmu mio0yio uxX KOMOHHAIIHIO.

[00334] B BapmaHTax  OCYINECTBIEHHA  COBOKYIIHOCTb  N-CBS3aHHBIX
onmurocaxapunaos npeaycmatpusaet GOF, G1F, G2F u Man-5. B BapuanTax ocymiecTBiIeHUA
COBOKYIHOCTh N-CBA3aHHBIX OJMIrocaxapuaoB AOMONHUTENBHO npexycmaTtpuBaet GO-GN,

GOF-GN, GO0, GOF+GN w/umu G1F+GN mmu mo0yio uxX KOMOHHAIIHIO.

125



CKOHCprI/IpOBaHHbIe o OCTATKaAM HUCTEHHA BAPUAHTbLI AaHTUTEJI.

[00335] B HEKOTOpBIX BapHaHTaX OCYLIECTBIIEHUS MOJKET OBITh JKEIATEIHHBIM
CO3/1aTh CKOHCTPYHPOBAHHBIE 1O OCTATKAM ITUCTEHWHA aHTHUTEN, Hanmpumep, «thioMAby, B
KOTOPBIX OJUH WJIH 00JIe€ OCTATKOB AHTUTEJIA MOTYT OBITh 3aMEHEHBI OCTATKAMH ITUCTEHHA.
B HekoTOpbhIX BapuUaHTaX OCYINECTBIICHHS 3aMEHEHHBIE OCTATKHM MOTYT BCTPEUYAThCA B
JOCTYITHBIX CANTaX NMPEIyCMOTPEHHBIX AHTHTEN. PeaKIMOHHOCTIOCOOHBIE THOBHBIE TPYTITIHI
MOTYT PacroJiaraThCsl B CAWTax ISl KOHBIOTAIMH C JAPYTUMHU (parMeHTAMHU, TAKUMHU KakK
(hparMeHThI TIEKAPCTBEHHBIX CPEICTB UITH (PPArMEHTHI JIMHKEP-IEKAPCTBEHHOE CPEACTBO, IS
MOJTy4€HH UIMMYHOKOHBIOTaTa. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS JIFOO0H OJTUH WITH
0oj1ee M3 CIACAYIOIMUX OCTATKOB MOKHO 3aMEHATh HMUCTEHHOM: V205 MM 5KBUBAJCHTHBIN
ocratok (Hymeparms cormacHo Kabat) nerxoit menu; A118 umu SKBUBaNEHTHBIA OCTATOK
(mymeppammsa cormacHo Eu) Toxemodt uenu w S400 WM SKBHUBAJIEHTHBIH OCTATOK
(aymepparms cormacHo Eu) Fc-o6mactu tsoxenoit nenmu. CKOHCTPYHPOBAHHBIE TT0 OCTATKAM
UUCTEMHA AHTUTENA MOXKHO TMOJy4yaTh, Kak omucaHo (cm., Hampumep, mateHT CIIA

Ne 7522541).
IIpousBoaHble aHTUTET.

[00336] B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HAa OCHOBE
aHTHTENA, TPEIYCMOTPEHHOE B HACTOAMIEM JOKYMEHTE, MOXKHO B JallbHEHIIEM
MOIU(UITUPOBATH C  BO3MOJKHOCTBIO  COJAEPIKAHUSA  JOTMOJHUTEIBHBIX  HEOETKOBBIX
(parMeHTOB, KOTOPBIE HM3BECTHHI B JAHHOW OONACTH W JIETKO AOCTYMHBI. (DparMeHTH,
MOIXOAAIINAE IS JCPHUBATHU3ALMH AaHTUTENA, MOTYT BKIOYaTh 0€3 OrpaHuYCHHUS
BOJIOPACTBOPUMBIE  TOJUMEPHL. HeorpaHW4uBarommpe TPUMEPHI  BOAOPACTBOPHUMBIX
MOJIMMEPOB MOTYT BKIIIOUATh Oe3 orpanmyeHus noaudTuieHrmkonb (PEG), comonmmMepsr
STHIIEHTITUKOJIS/ TIPOTTUJICHTTHKOJIA, KAPOOKCHUMETHIILIEIUTIONO3Y, NEKCTPAH, TTOJTMBUHUIIOBBIH
CIHPT, MNOJUBUHWINUPPOIUIAOH, MOJHU-1,3-THOKCONaH, MoJH-1,3,6-TpHOKCaH, COMOJIMMEpP
STHJIEHA/MAIENHOBOTO AHTHAPH/A, TIOJIMAMHHOKHUCIOTH! (TOMOTIONMMEPHI WIIH CIyYaiHbIE
COTIOIMMEPBI) W JEKCTPaH WA  TOJH(H-BUHUIHAPPOIUIOH )IOTHI TUIICHT KO,
TOMOTIOTHMEPHI TOJTUTIP OTIMJIEHT JTUKOJTA, COTIOJTUMEPHI
MOJTUTIPOTIMIIEHOKCHIA/3THJICHOKCHIA, TTOJIMOKCHUATHIIMPOBAHHBIE TIOJIHOJNIBI  (HATIPUMED,
TIIMLEPHH), TOTUBHHHUIIOBBIA CIIUPT M WX CMECH. [lONMMATHIIEHTTTMKONBIIPOTTHOHABACTH

MOKCT HMCTh IMPCUMYIICCTBA MPH U3TrOTOBJICHUHA 10 MPHUYHUHE €T'O CTAaOMIILHOCTH B BOJC.
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[00337] [Tomumep MOXET UMETH TFOOON MOJIEKYIAPHBIM BEC W MOKET OBITH
PA3BETBICHHBIM HJIM HEPA3BETBICHHBIM. KOIMYECTBO MOMMMEPOB, NPHUCOECIHHEHHBIX K
AHTHUTETY, MOJKET BAPbUPOBATHCS, U, €CIIM NMPUCOEIUHEHBI IBA WIIH 0O0JIee TIOMMMEPOB, OHU

MOTYT OBIThH OAWHAKOBBIMHU WUITK PAa3HbIMHU MOJICKYJIAMH.

[00338] B HEKOTOPBIX BapHaHTax OCYIIECTBIICHHS ITPEAYCMOTPEHBI KOHBIOTaThI
aHTHUTENAa U HEOEKOBOTO (hparMeHTa, KOTOPBIE MOTYT OBITh H30UPATETHHO HATPETHI MTyTEM
oOmydyeHus. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHHA HEOENKOBBIM (PParMEHT MOXKET
MPEACTaBIATh COOOM YTIIEPOIHYIO HAHOTPYOKY (cM., Hanpumep, Kam et al., Proc. Natl. Acad.
Sci. USA, 102: 11600-11605 (2005)). U3nyueHre MOKET XapaKTEPHU30BATHCA JFOOOM JITMHOM
BOJIHBI U MOXKET IMpEaycCMaTpuBaTh 0€3 OrpaHUYEHUS JJIUHBI BOJH, KOTOPBIE HE HAHOCAT
BpeJa OOBIYHBIM KIIETKaM, HO KOTOPBIE 00ECTIEYMBAIOT HATPEBAHKE HEOSIIKOBOTO (hparMeHTa
10 TEMIIEPATYPHI, IPH KOTOPOH KIETKH, OJIM3KO PACTIONOKEHHBIE K AHTHTEITY/ HEOCITKOBBIMY

(parMeHTy, YHUUTOKAIOTCS.
PexoMOMHAHTHBIE CITIOCO0ObLI U KOMITO3ULIMH.

[00339] CpencTBa Ha OCHOBE AHTHTEN, AHTUTENIA M WX (PParMEHTHl MOMKHO
MOJTy4aTh C TIOMOIIBI0 PEKOMOMHAHTHBIX CTIOCOO0B W KOMITO3HUIIMH (CM., HATIPUMED, TATCHT
CIIA Ne 4816567). B HEKOTOPHIX BapHAaHTaX OCYHIECTBIEHHUS MOKET OBITh MTPETYCMOTPEHA
BBIJICJIEHHAS HYKJIEMHOBAs KUCJIOTA, KOJAUPYIOLIAas CPEICTBO Ha ocHOBE aHTUTENa K LAG-3,
ONMHMCAHHOE B HACTOSIIEM JNOKyMeHTe. Takas HyKJI€HMHOBas KHCIIOTa MOXKET KOIUPOBAThH
AMHUHOKHCJIOTHYIO TIOCIIEIOBATENIBHOCTD, COACPKAIMY0 VL, WHIH aMHHOKHUCIIOTHYIO
MOCJIEJOBATENIBHOCTh, COJAEPKAIYyI0 VH aHTUTENa. B JOMONHUTENbHOM BapHaHTE
OCYIIECTBICHHSA MOTYT OBITh TPEAYCMOTPEHBI OJWH WM OOJieeé BEKTOPOB, COJEPIKALINX
TaKyI0 HYKIIEMHOBYIO KHUCIIOTY. BEKTOp MOXKET MPEICTAaBIIATh COOOM MOJICKYITY HYKJICHHOBOM
KHCJIOTBI, CHOCOOHYIO OOECTIeUYMBATh PA3MHOKEHHE APYTrOM HYKJICHHOBOW KHCIIOTHI, C
KOTOPOW OHa CBf3aHAa. TepMHH MOKET BKIIIOYaTh B Ce0I  BEKTOP  Kak
CaMOPEIUTMLIMPYIOIIYIOCS CTPYKTYPY Ha OCHOBE HYKJIIEMHOBOM KHCIIOTBI, a TAaKK€ BEKTOP,
BCTPOCHHBIN B TEHOM KJIETKH-XO03IHHA, B KOTOPYIO OH ObLT BBeAeH. OTnpeieieHHbIE BEKTOPHI
CHOCOOHBI ~ HANPABIATh OSKCIPECCHIO HYKJIEHHOBBIX KHCIOT, C KOTOPBIMH OHH

(PYHKIIMOHAITBHO CBS3aHBI

[00340] B ngomomHWTENBHOM ~ BapHAaHTE OCYIIECTBIECHHS MOJMKET  OBITH

MPEIYCMOTPEHA KIIETKA-XO35IMH, COAEprKallas TaKyl) HYKIEHMHOBYIO KucnoTy. Kierkamu-
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X035€BAMH MOTYT OBITh KJIETKH, B KOTOPBIE ObIJIa BBE/ICHA SK30T€HHAS HYKICHHOBAS KHCIIOTA,
BKIIFOYAas TIOTOMCTBO TaKuWX KIETOK. KIeTku-xo3seBa MOTYT BKIIIOYaTh B CeOA
«TpaHc(POPMAHTB ¥ «TPAHC(OPMUPOBAHHBIE KIETKW», KOTOPBIE MOTYT BKIIOYATh
MEPBUYHYIO TPAHC(OPMUPOBAHHYIO KIETKY U TOJIyY€HHOE OT HEE TIOTOMCTBO, HE3aBUCHMO
oT yucna maccaked. [IoTOMCTBO MOXKET He OBITh MOJHOCTHIO HIECHTHYHBIM TI0 COCTaBY
HYKJIEUHOBOM KHCJIOTHI POAUTENBCKOM KIETKE, HO MOKET COJIEPKaTh MyTaluu. B HacTOsIuiA
JOKYMEHT BKJIOYEHO MYTAHTHOE TIOTOMCTBO, KOTOPOE OOJIamacT TOW ke (PYHKIMeH Win
OMOIOTHYECKOW AKTUBHOCTHIO, B OTHOIIEHUH KOTOPOM ObLiIa MOABEPTHYTAa CKPUHUHTY HIIH
BbIOpaHa TEPBOHAYAIBHO TpaHC(POPMHpPOBaHHAA KJIEeTKa. B OZHOM TakoM BapuaHTe
OCYIIECTBJICHUA KJIETKA-X03IMH MOXKET CO/Iep:KaTh (Hampumep, Obuia TpaHchopMHpOBaHa ¢
€ro TMOMOIIBIO) BEKTOP, COJAEPKAIIMHA HYKIEHHOBYIO KHCJIOTY, KOTOpas KOAMPYET
AMUHOKHCJIOTHYIO TOCJIEIOBATENBHOCTD, COJAEPKANIYI0 VL aHTUTENA, U aMUHOKHCIOTHYIO
MOCTIEI0OBATENIBHOCTD, COAEPKAILYI0 VH aHTUTENa, WM TEPBBIM BEKTOP, COJACpPKAIIMA
HYKJIEMHOBYIO KHCJIOTY, KOTOpas KOJUPYET AMHUHOKHCIOTHYIO IIOCIIEA0BATEIbHOCTD,
coJepKallyro VL aHTUTENA, U BTOPOM BEKTOP, COACPKAIIMNI HYKIEHHOBYIO KHCIIOTY, KOTOpas
KOAUPYET aMHUHOKHCIIOTHYIO TIOCTEAOBATENIbHOCTh, COJEpKAIMyl0 VH aHTuTena. B
HEKOTOPBIX BApHUAHTAX OCYIIECTBIICHHSA KJIETKA-XO3IHH MOXKET OBITh SYKAPHOTHYECKOM,
HanpUMEP, KIIETKOW suyHUKa Kutakckoro xomsuka (CHO) wnmm mum¢oumHONW KIETKOH
(manpumep, kiaetkod YO, NSO, Sp20). B HeKOoTOpBIX BapHaHTaX OCYIIECTBIECHUS MOKET OBITh
MpeaycMOTpeH crnoco0d monydeHuss antutena kK LAG-3, rae cmoco0 MOKET BKITIOYATH
KyJIbTHBHPOBAHUE KIIETKU-XO35IWHA, COAEPKAIMIEH HYKJICHHOBYIO KHCIIOTY, KOJUPYIOIILYIO
AHTHUTENO, KaK YKA3aHO BBIME, B YCIOBUAX, MOAXOMAIUX IS SKCIPECCHU AHTUTENA, W
HEO0O0SM3aTENbHO U3BIICYCHHUE AHTHTENA U3 KICTKU-X03IHHA WA CPEIBI IS KYJIb THBHPOBAHUS

KIICTKHU-XO03dHUHA.

[00341] JIis peKOMOWHAHTHOTO TIOJyYEHHsI CPEJACTBA HA OCHOBE AHTUTENA K
LAG-3 BbIACIECHHYIO HYKJICHHOBYIO KHCJIOTY, KOJUPYIOIIYIO AaHTHUTENIO, HAMPUMED,
OTIMCAHHYIO BHINIE, MOXXHO BCTABHTh B OJWH WK OO0Jieeé BEKTOPOB A JATBHEUTIETO
KIIOHUPOBAHUS W/UITH YKCTIPECCHU B KJIETKE-X03HHE. TaKyr0 HYKIIEHHOBYIO KUCJIOTY MOSKHO

JICTKO BBIACITHUTD H CCKBCHUPOBATH C MPUMCHCHHUCM OOBITHBIX nopoucayp.

[00342] [Togxoasume KIETKU-XO035€Ba Uil KJIOHHUPOBAHUA WM JKCIPECCHHU
KOIUPVIOUIUX  AHTHUTEIIO BEKTOPOB  MOTYT  BKIIFOYATh  IMPOKAPUOTHYECKHE  HIIH

OYKAPHUOTHUICCKHUC KIICTKH, OIMMCAHHBIC B HACTOAIICM AJOKYMCHTC. HaanMep, cpc€acTBa Ha
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OCHOBE aHTHUTENAa MOTYT TPOAYIHPOBATBECA B  OakTepwsAx, HANPHUMEP, €CIH
TTIMKO3UNMApOBaHne U 3¢ dexTopHas PyHkumsa Fc He aBArOTCA HY)KHBIMH (CM., HAIPUMED,
nateHThI CIITA NeNo 5648237, 5789199 u 5840523 ; Charlton, Methods in Molecular Biology,
Vol. 248, pp. 245-254 (2003)). Tlocne sKCIPECCHH CPENCTBO HA OCHOBE AHTHUTENIA MOXKHO
BBIIETATh M3 MAacChl OaKTepHUANBHBIX KIETOK B PAcTBOPUMON (PAKIMH U MOMKHO

JOINIOJIHUTCIIbHO OYHINATD.

[00343] B nomonHeHne k MpoKapuoOTaM SYKaPHOTHUECKHE MUKPOOBI, TAKHE KaK
HUTYATBIE TPUOBI MU JPONOKH, MOTYT OBITh MOJXOSAIIUMHU KIOHUPYIOIIUMH WM
SKCIPECCUPYIOIMUMH X034€BaMHU I KOJUPYIOLIUX AHTUTENA BEKTOPOB (CM., HampHUMeEp,
Gerngross, Nat. Biotech.,22:1409-1414 (2004) u L1 et al., Nat. Biotech.,24:210-215 (2006)).
[Tomxopsimue KIETKU-X035€Ba Ui SKCIPECCHH TIIMKO3UIMPOBAHHOIO AHTHTENA TAKKe
MOXXHO TIOJTY4aTh W3 MHOTOKIJIETOYHBIX OPTaHM3MOB, BKIIOYas OECIIO3BOHOYHBIX H
M03BOHOYHBIX. [[puMepbr 0eCTIO3BOHOYHBIX MOTYT BKITFOYATh KIIETKH PACTEHUH U HACEKOMBIX
(cMm., Hampumep, mateHTsl CIIIA Ne 5959177, 6040498, 6420548, 7125978 u 6417429).
[TpumMeps! KIIETOK MO3BOHOYHBIX MOTYT BKIIOUYATh JIMHUU KJIETOK MJIEKOTUTAIOMIMX, JTUHHIO
CV1 moukm o00e3psHbI, TpanchopmupoBaHHyro ¢ mnomompbo SV40 (COS-7); muHuIO
IMOPHOHATIBHOM MOYKH YeIoBeKa (kimeTku 293 wmm 293 T, kak onucaHo, Hanpumep, B Graham
et al., J. Gen Virol., 36:59 (1977));, knetku mouku aerensrma xomsaka (BHK); kmetkn
Cepromu wmbpimmu  (kietkn TM4); kimetkn moukn 00e3bstHbl (CV1); KIETKH TOYKH
a¢ppuxanckou 3emeHor MapTeinku (VERO-76); kneTku KapIimHOMBI TIEWKH MATKH YEIOBEKA
(HELA); kmetku nmouku codaku (MDCK); kneTku nedyeHu cepout Kpwichl mHuH byddano
(BRL 3A); knetku nerkoro yenoseka (W138); knetku neuenn yenoseka (Hep G2); omyxois
MoTo4HOM kee3bl Mbimd (MMT 060562); kitetku TR 1; kmetkrn MRC 5; kietku FS4; kimetku
suyHuKa kutaiickoro xomsuka (CHO), skmrouas knetku DHFR-CHO, u kimeTouHble THHUH
muenombl, Takue kKak YO, NSO u Sp2/0. (Cm., Hanpumep, Yazaki and Wu, Methods in
Molecular Biology, Vol. 248, pp. 255-268 (2003)).

AHaJIU3bI,

[00344] CpeactBa Ha ocHoBe aHtuTena Kk LAG-3, mnpeaycMOTpEHHbBIE B
HACTOSIIEM JOKYMEHTE, MOXKHO HICHTH()HUIMPOBATh, IOABEPTHYTh CKPUHUHTY WIIH
OXapaKTEPH30BaTh B OTHONICHHH WX (DU3HYECKUX/XUMHUYECKHX CBOUCTB  W/HIIH
OHOJIOTHIECKOW AaKTHBHOCTH C TIOMOIIBIO PA3JMYHBIX AHAIH30B, M3BECTHBIX B JAHHOU

o0JacTH.
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[00345] B omHOM acmekTe aHTHTENO TO HACTOSAIIEMY HW300PETEHHIO MOMKHO
HCCIIEA0BATh B OTHOIICHUHU €TI0 AaHTUTE€HCBI3BIBAIOIIEH AKTUBHOCTH, HAITPUMED, C TIOMOIIBIO
ELISA, BectepH-OnoTrTMHTa W T.A. B OZHOM acmekTe KOHKYPEHTHBIE AHAIIA3BI MOMKHO
MPUMEHSTH I UACHTH(UKALIMK AaHTHTETIA, KOTOPOE KOHKYPHUPYET CO CPEICTBAMH HA OCHOBE
antutena Kk LAG-3, onmucaHHBIMH B HACTOSIIEM JOKYMEHTe, 3a cBsi3biBaHue ¢ LAG-3. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBIICHHUA TAKOE KOHKYPHUPYIOIIEE AHTUTENO CBSA3BIBAETCS C TEM
KE STMUTOTIOM (HATIPUMED, JIMHEWHBIM HITH KOH(OPMAIIMOHHBIM STUTOTIOM ), KOTOPBIH CBA3aH
cpeacTBaMH Ha OCHOBe aHTutena K LAG-3, OnmuMCaHHBIMH B HACTOSINEM JIOKYMEHTE.
WnmocTpaTuBHBIE CTIOCOOBI KapTUPOBAHUS SMUTONOB H3BECTHBI (CM., Hampumep, Morris

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

[00346] B oxHOM W3 mMpUMEpOB KOHKYPEHTHOTO aHAH3a UMMOOWITH30BAHHBIHN
LAG-3 MOXHO HHKYOHPOBATh B paCTBOPE, COACPKANIEM NTEPBOE MEYEHOE AHTUTETIO, KOTOPOE
csasbiBacTes ¢ LAG-3, u BTOpoe HEMEUEHOE aHTUTENO, KOTOPOE MCCIEeTYEeTCA B OTHOLICHUN
€ro CroCOOHOCTH KOHKYPHPOBATh C IEPBBIM aHTHUTEIOM 3a cBasbiBaHue ¢ LAG-3. Btopoe
AHTUTENI0 MOJKET NPHUCYTCTBOBATH B CyNEPHATAHTE THOPUAOMBL. B KauecTBe KOHTPOIIA
uMMOOMM30BaHHbI [LAG-3 MOXKHO HWHKYOHMpPOBATh B PACTBOPE, COACPIKAIIEM IEPBOE
MEYEHOE aHTHTEJIO0, HO HE BTOPOE HeMeUeHOe aHTUuTelo. [1oce HHKyOHpOBaHHSA B YCIIOBHUSAX,
o0OecreYrBaOINUX CBsA3bIBaHHWE TMepBOro aHTUTeNna ¢ LAG-3, MOXKHO yAamsiTh H30BITOK
HECBSI3aHHOTO AHTUTENIA U U3MEPHUTh KOJUYECTBO METKH, CBA3aHHONW C UMMOOMITH30BAHHBIM
LAG-3. Ecu konu4ecTBO METKH, CBSI3aHHON ¢ HMMOOMIM30BaHHBIM LAG-3, CymecTBEHHO
CHIDKAETCS B UCCIIEAYEMOM 00pa3Iie IO CPABHEHHUIO C KOHTPOJIBHBIM 00PA3IIOM, TO 3TO MOKET
YKa3bIBaTh HAa TO, YTO BTOPOE AHTUTENO KOHKYPUPYET C IIEPBBIM AaHTUTEIIOM 34 CBSI3BIBAHUC
¢ LAG-3 (cm., manpumep, Harlow and Lane, Antibodies: A Laboratory Manual, ch. 14
(1996)).

[00347] B omHOoM acmekre MOTyT OBITh TIPEAYCMOTPEHBI AaHAIM3BI IS
WACHTH(UKAIMKA CPEeACTB Ha ocHOBe aHTHUTena Kk LAG-3, obnmamarommx OHOIOTHYECKOU
AKTUBHOCTHIO. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHA MOTYT OBITH TPETYCMOTPEHBI
aHANMM3bl IS WIASHTHU(UKAIMA CPEACTB HAa OCHOBe aHTutTena k LAG-3, oOmamarommmx
HEWUTpaNu3yoIend akTUBHOCThIO B oTHomeHuH LAG-3. Cpeactsa Ha OCHOBE aHTHTET,
o0agaronIre TaKOW OMOIOTHIECKOW aKTUBHOCTHIO i71 ViVo W/WIH in Vilro, TAKKE MOTYT OBITh
MPEeAYCMOTPEHBl. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUA AHTUTENO IO HACTOSLIEMY

W300PETEHUIO MOKHO HUCCJIEIOBATh B OTHOMICHUH TAKOW OHOJIOTHYECKOH AaKTHBHOCTH.
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[00348] «buonornyeckas akTUBHOCThY» CPEACTBA Ha OCHOBE aHTUTeNa K LAG-3
WM (pparMeHTa MOKET OTHOCHTHCS, HAMpUMeEP, K aQPUHHOCTH CBA3BIBAHUA KOHKPETHOTO
snutona LAG-3, HelTpanu3aiuu uin nojaasieHuto cesa3biBanusa LAG-3 ¢ ero penentopom(-
amH), HEWTpaNM3alliil WM TOAaBIeHHI0 akTUBHOCTH LAG-3 in vivo (mampumep, [Cso),
(apMaKOKMHETUYECKHM TIOKA3aTeNsAM M TIEPEKPECTHOW PEAKTHBHOCTH (HAmpUMEp, C
rOMOJIOTaMH WM opTojoramu 6enka LAG-3, OTIHYHBIME OT Y€T0BEYECKHX, HITU C JPYTHMH
OemkaMu WM TKaHAMH). Jlpyrue OHONOTHYECKHE CBOMCTBA WM XapaKTEPUCTUKU
AHTUTCHCBA3BIBAIOLIETO CPEACTBA, NPU3HAHHBIE B YPOBHE TEXHUKH, HAIPUMEDP, MOTYT
BKIJIFOYATh ABUJTHOCTb, CEJIEKTUBHOCTD, PACTBOPHUMOCTD, CBEPHYTOCTh, HIMMYHOTOKCHYHOCTb,
SKCIIPECCUI0 M COCTABJICHHE. BBIIEYyNOMSAHYTHIE CBOMCTBA WIIM XAapPaKTEPUCTHUKU MOXKHO
HAOMIOAAaTh, U3MEPATH W/HIIM OLEHUBATH C MPUMEHEHUEM CTAHAAPTHBIX METOJUK, BKIIOYAS
0e3 orpannueHuss ELISA, xonkypentnorii ELISA, aHanu3 moBepXHOCTHOTO IUIA3MOHHOTO
pesonanca (BIACORE™) umu anamu3 kuHeTrueckoro uckimodeHus (KINEXA™) anamussr
HEWUTpaNU3aLyH (7 Vilro WU in vivo, aHanu3bl CBA3BIBAHUA PELIETITOPA C JINTAHAOM, AaHATH3bI
NPOAYLMPOBAHUA W/HMIH CEKPELMH IMTOKWHOB WM (PAaKTOPOB pOCTa, a TaKKe AaHAIH3

CUTHAIIbHOM TPAHCAYKLMU U HIMMYHOTHCTOXMMHYECKHE AHATTU3BI.
NMMYyHOKOHBHOTATBI.

[00349] B HACTOSIIEM HU300pETCHUN TaKKe peTyCMOTPEHBI
WMMYHOKOHBIOTATBI, COJAEpKalIKe CPeACTBO Ha OCHOBe aHtutenma Kk LAG-3,
MPEeIyCMOTPEHHOE B HACTOAMIEM JOKyMEHTE. IMMYHOKOHBIOTAT MOJKET TMPEACTABIIATH
cO00H aHTUTENO0, KOHBIOTUPOBAHHOE C OJHOW WM 0O0JIee TeTePOIOTHYHBIMU MOJIEKYJIAMH.
Hampumep, IMMyHOKOHBIOTAT MOKET coAep kaTh aHTUTENO K LAG-3, KOHBIOTUPOBAHHOE C
OJHUM WM OOJiee IMUTOTOKCHYECKUMH CPEICTBAMH, TAKHMH KaK XHMHOTEPATEBTHYECCKHE
CPeACTBA WIIM JIEKAPCTBEHHBIE CPEICTBA, CPEACTBA, MOJABILIOIIME POCT, TOKCHHEI
(HarmpumMep, OeTKOBBIE TOKCHHBI, ()EPMEHTATHBHO AKTUBHBIE TOKCHHBI OaKTE€PHAIBHOTO,
TPUOKOBOTO, PACTUTENHHOTO HIIA YKUBOTHOTO TMPOUCXOKIACHHUA WM HX ()ParMEHTHI) WIIH

PaaruOaKTUBHBIC U30TOTIIbI.

[00350] B HEKOTOpBIX BapuaHTaX OCYINECTBICHHA HWMMYHOKOHBIOTAT MOKET
MPEICTABIAATE COOOW KOHBIOTAT aHTHTENO-ieKapcTBeHHOEe cpeactso (ADC), B koTopom
AHTHUTEO KOHBIOTUPOBAHO C OJHUM HITH 0O0JIee JIEKAPCTBEHHBIMHU CPEACTBAMH, BKITFOUAsA 0€3
OTPaHWYECHHUA MAUTAH3WHOWM, AayPUCTATHH, TAKOW KaK MOHOMETHIIAYPUCTATHHOBBIE

nexapcteeHasie pparmerTsl DE u DF (MMAE u MMAF); nonactaTis; KanuxeaMUIdH WITH
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€T0 MPOU3BOAHOE; AHTPALMKITNH, TAKOHM KaK JAYHOMHLIWH WIH JOKCOPYOHIINH; METOTPEKCAT;
BUH/E3WH, TAKCaH, TAKOH KaK [OIETAKCEN, TAKIUTAKCEI, JAPOTAKCEJl, TE3E€TAKCeNn H
oprarakcen; tpuxoreueH u CC1065 (cm., Hampumep, mateHTsl CIIIA 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 BapHWaHTaX OCYIIECTBICHUA MMMYHOKOHBIOTAT MOKET
coAep:KaTb AHTHTENO, ONUCAHHOE B HACTOAINEM JOKYMEHTE, KOHBIOTMPOBAHHOE C
(epMEHTATUBHO AKTHBHBIM TOKCHHOM HIIM €ro ()parMEHTOM, BKIIOUAs O€3 OrpaHHYCHHA
T TEpUHHYIO 1IeTTh A, HECBA3BIBAIOINUE AKTHUBHBIE ()parMEeHTHI AH(TEPUHHOTO TOKCHHA,
nenb A sk30TokcHHA (M3 Pseudomonas aeruginosa), menb A puiuHa, enb A aOpuHa, 1ETb
A mopekiuHa, anbda-capuun, Oenku Aleurites fordii, Oenku nuantHHa, Oenmkum Phytolaca
americana (PAPI, PAPII u PAP-S), uaruOutop u3 Momordica charantia, KypiuH, KpOTHH,
WHTHOUTOP |3 Sapaonaria officinalis, reTOHHH, MUTOTEITMH , PECTPUKTHH, (PECHOMUIWH,

OHOMHUIIUH H TPHUXOTCIICHBI.

[00352] B HEKOTOpBIX BapuMaHTaX OCYINECTBICHHA HUMMYHOKOHBIOTAT MOKET
COEPKATh AaHTHUTENIO, OMNMCAHHOE B HACTOSALIEM JOKYMEHTE, KOHBIOTUPOBAHHOE C
PaIHOAKTHBHBIM  aTOMOM C  OOpa3oBaHWEM paJAHOKOHBIOTaTa. WmmocTpaTuBHBIE
PAaaNOAKTHUBHBIE U30TOMBI, JOCTYMHBIE IS MOIYYEHH PAJHOKOHBIOTATOB, MOTYT BKIIFOYAaTh
At211, 1131, 1125, Y90, Rel86, Rel88, Sm153, Bi212, P32, Pb212 u paauoakTuBHBIC
n3otonsl Lu. PaavokoHBOTaT MOMKET COJAEpPKAaTh PAJAUOAKTHBHBIA  aTOM  JJIs
CIMHTHTpadUIECKOTO OOHAPYKEeHHA (HarmpumMep, tc99m wmm 1123, Wi CIHHOBYIO METKY IS
aaepHo MarauTHO-pe3oHaHcHOW (NMR) tomorpaduu, Takyro kak #Hon-123, #om-131,
uHaai-111, ¢rop-19, yraepon -13, azor-15, kucmopon-17, TagoNMHHA, MapraHEl WIH

KENE30).

[00353] Konbrorarsr Ha OCHOBE aHTUTENA U HUTOTOKCUYECKOTO CPEICTBA MOKHO
MOJTy4aTh ¢ MPUMEHEHHEM OM(YHKITHOHATBHBIX OEITKOBBIX CBS3YIOIUX CPEJICTB, TAKHUX KaK

N-CyKIMHAMHAIUIT-3 -(2-TUPUANITAUTHO )IIPOTTHOHAT (SPDP), cyKumHAMUATUIT-4-(N-
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MaJIEUMHUAOME THIT)IIUKIIOT €KCaH- | -KapOOKCHIAT (SMCCQ), WMHHOTHOJIaH T),
On(yHKIMOHATBHBIE TTPOU3BOAHBIE UMHI03(HpoB (Takue Kak gumeTwnaaumumuaat HCI),
AKTUBHBIE CIIO’KHBIE Y(UPHI (HATPUMED, TUCYKIMHUMHIUICYOEpaT), alibACTHABI (HATPUMED,
TITyTapambAeTH ), OUC-a3uA0COeTHHEHHA (HapuMep, OUc(T-a3ua00eH30MT ) TeKCAHTHAMUH ),
MPOU3BOJMHBIE  OWC-IWa30oHuA  (Hampumep, Owc(T-IHAa30HHUHOECH30M )-3THIICHTHAMUH ),
JUU30IHAHATHI (TaKKWE KaK TOJYOJ-2,6-TUHU30IIMaHAT) U OUC-aKTUBHBIE COeTUHEHUS (TOpa
(mammpumep, 1,5-mudrop-2,4-muHnTpoOeH3om). HampuMep, MOKHO MOMy4aTh PULMHOBBIN
UMMYHOTOKCHH (cM., Hampumep, Vitetta et al., Science, 238:1098 (1987)). Meuennas
yriepoaom-14 1-u30THOIIMAHATOOEH3UII-3-ME THIAMI TUIIEHTPUAM UHIICHTAYKCY CHast
kuciota (MX-DTPA) mpencrasnseT co00# HILTIOCTPATHBHOE XENATHPYIOLIEE CPEACTBO IS
KOHBIOTAIIUM PAJTUOHYKIEOTHAA C aHTUTENIOM (cM., Hampumep, WO094/11026). Jlunkep
MOXET  OBITh  pacIIEIUIIEMBIM,  O0Jler4as  BBICBOOOJKIEHHE  LUTOTOKCHYECKOTO
JIEKapCTBEHHOT'O CPEeACTBa B KieTKe. MmmocTpaTuBHble paciieruisieMble JTUHKEPHI MOTYT
BKIIFOYATh B C€Of KHUCIOTOHEYCTOWYHMBBIM JIMHKEP, MENTHAA309yBCTBHTEIBHBIM JIHHKEP,
($boTONAOUTBHBIN JTUHKEP, AUMETHIOBBIN JIMHKEP M AUCYIbPHUICOACPKAIIMHA THHKEP (CM.,

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

[00354] B Hacrosmem JgokymeHTe HMMMYHOKOHBIOTaTbl wWin ADC sABHO
MPEIyCMATPUBAIOT KOHBIOTATHI, MOJMYYEHHbIE C TPUMEHEHHEM CIHIMBAIOLINX PEAre€HTOB.
NnmrocTpaTuBHBIE CIIMBAIOIIKE peareHThl MoTyT BKouate BMPS, EMCS, GMBS, HBVS,
LC-SMCC, MBS, MPBH, SBAP, SIA, SIAB, SMCC, SMPB, SMPH, cymspo-EMCS,
cynbho-GMBS, cympdo-KMUS, cympdo-MBS cynbdo-SIAB, cynspo-SMCC u cynbdo-
SMPB u SVSB (cykumaumumnn-(4-BuHUICY1b(oH)0eH30aT).

Cnioco0b1 1 KOMNO3ULIUM /IS IMATHOCTUKHU U 00HAPY KEeHHUsl.

[00355] B HEKOTOPHIX BapHaHTaX OCYHIECTBICHHS JIFOOOE U3 CPEACTB HA OCHOBE
auturena kK LAG-3, TpeayCMOTPEHHBIX B HACTOAMIEM JOKYMEHTE, MOJKET OBITh
MPUMEHUMBIM i1 OOHapykeHuss mnpucyTctBua LAG-3 B OwuosormdeckoM 0oOpasiie.

OOHapy:KeHHE MOKET BKIIFOYATh KOJTMYECTBEHHOE HITH KAY€CTBEHHOE OOHAPYKEHHE.

[00356] Cpenctea Ha OCHOBE AQHTUTENA W KOMIIO3HUI[MH, PACKPHITHIE B
HACTOSIIEM IOKYMEHTE, MOKHO MIPUMEHSITh JJIs1 PA3JIMYHBIX IIEJIEH, TAKUX KaK OTCIIC)KHUBAHHE
ypoBasa Oenka LAG-3 y cyObeKTa, UCCIEAyEeMOTO HAa TIPEAMET HANHYMSA 3a00JICBAHUS WU

HAPYIICHUsI, KOTOPOE YYBCTBUTEIIBHO K moaaBeHui0 LAG-3. 3T crmocoObl MOTYT BKITFOUATh
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NPUBEICHUE B KOHTAKT O0pasna OT CyOBEeKTa, y KOTOPOrO JHArHOCTHUPOBAHO TaKOE
3a00NIeBaHNE WM HAPYIIEHHE, C AHTUTEIIOM, OMHMCAHHBIM B HACTOSIIEM IOKYMEHTE, H
OOHapy’KEHHUE CBA3BIBAHUA aHTUTENA ¢ 00pa3oM. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUA
CHOCOOBI MOTYT JOTOJHUTENBHO BKIIOYATh NPUBEIACHHE B KOHTAKT BTOPOTO AHTHTENA,
KoTopoe cBa3bBaeT LAG-3, ¢ 00pa3iiom, U 0OHapy:KEHUE CBA3BIBAHUS BTOPOro aHTUTENA. B
HEKOTOPBIX BAapHAHTaX OCYIIECTBIECHUS CIOCOOBI MOTYT JOMOJHUTENPHO BKIIHOYAThH
MPHUBEJEHUE B KOHTAaKT BTOPOTO CPEICTBA HA OCHOBE AHTHUTENA, KOTOPOE CHEIU(PUUECKH
pacmo3HaeT cpeAcTBO Ha ocHoBe aHTHTena Kk LAG-3, ¢ oOpasmoM u OOHapy:KeHHUE

CBA3BIBAHUA BTOPOT'O CPCACTBA HA OCHOBC aHTUTCIIA.

[00357] B cootrBeTcTBHM ¢ APYrMM BapHaHTOM OCYILECTBICHUS B HACTOALIEM
W300PETCHUH TPEIYCMOTPEHBI CHOCOOBI AHUArHOCTHKH. CIOCOOBI JHATHOCTHKH OOBIYHO
BKIIIOYAIOT B CeOs TMPHUBENEHHE B KOHTAKT MOJIYYEHHOTO OT MAIMEHTa OHOIOTHYECKOTO
o0pasmua, Takoro Kak, HaIpuUMep, KPOBb, CBIBOPOTKA KPOBH, CIFOHA, MOYa, MOKPOTa, 00paser
KJIETOK OyKKaJIbHOTO Ma3Ka MM OMOTICHS TKaHH, CO CPEACTBOM Ha OCHOBE aHTHTENA K LAG-
3 U ompeneneHue, CBIA3bIBACTCA JIM CPEACTBO HAa OCHOBE AHTHTENA IPEUMYIIECTBEHHO C
O0pa3IoM 1O CPaBHEHHIO C KOHTPOJIBHBIM OOpa3loOM WIIH C 3aJaHHBIM TOPOTOBBIM
3HAYCHHUEM, YTO YKa3bIBaeT TAKHUM 00pa3oM Ha npucytcTBue LAG-3. B cBs3H ¢ 3TH CpeacTBo
Ha ocHOBe aHTHTeNa K LAG-3 MOKHO IPUMEHSATH B CIIOCOOE THATHOCTHKHU HAPYIIECHUS WITH
3a00JIeBaHM, TIPH KOTOPBIX HEAJACKBATHAS dKCIPECCHs (HAMPUMEP, CBEPXIKCIIPECCHUS) HITH
MOBBITICHHAS aKTUBHOCTh L AG-3 BBI3BIBACT WM BHOCHT BKJIQJ B TATOJIOTHYECKUE dPPeKThI
3a00JICBaHNUA WIH HAPYIIEHUS. AHAJTOTHYHBIM 0OpPa30M, CPEICTBO HAa OCHOBE AHTHUTENA K
LAG-3 MOKHO TPUMEHSTH B aHAITH3E I OTCICKUBaHUS ypoBHei O0enka LAG-3 y cyObekTa,
HCCIIEAYEMOTO HA TPEIMET HATHYHSA 3a00JI€BaHUS WITH HAPYIIEHHUS, KOTOPOE YyBCTBUTEIILHO
k nonasneHuto LAG-3. IlyTu wuccnenoBaTenbcKOro MPUMEHEHUS NPEIYyCMAaTPUBAIOT,
HanpUMeEp, CIOCOOBI, B KOTOPBIX MCIIONB3YETCS CPEACTBO Ha OoCHOBE aHTHTENAa K LAG-3 m
MeTKa i BeiaBieHus Oenka LAG-3 B oOpasue, HampuMep, KPOBH, CBHIBOPOTKH KPOBH,
CIFOHBI, MOYH, MOKPOTHL, 00pa3iia KIETOK OYKKaJbHOTO Ma3Ka WM OWOTICHH TKAHH.
CpenctBo Ha ocHOBe aHTUTENA K LAG-3 MOKHO MPUMEHATHh B HEMOAU(PUIUPOBAHHOM HITH
MOIUA(DUITUPOBAHHOM BHJE, HAPUMEP, NPHU KOBAJCHTHOM WM HEKOBAJIEHTHOM MEUYCHHH
BBIABIIEMBIM  (pparMeHTOM. Hampumep, BbIABIsIEMBIM (PAarMEHTOM MOMKET OBITH
pagumomnszoron (mampumep, -H, MC, *¥P, 3°S, I mm P), dmyopecuentnoe wnmm

XEeMHJTIOMUHECIICHTHOE COEOUWHEHHE (Hampumep, (PiIyopecuenH-u30THOIHAHAT, POJAMHH
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wm mouudepun), ¢pepmeHT (Hampumep, menodHas ¢ocdaraza, Oera-raakTO3HIA3A WA
MEPOKCHAA3a XPEHA) HITH MPOCTETUIECKHE TPYIIBL. B KOHTEKCTE HACTOAIIETO H300PETCHHA
MOKHO TIPUMEHATH JFOOOM W3BECTHBIM M3 YPOBHA TEXHHUKH CIOCO0 OTAETBHOTO
KOHBIOTUPOBAHUS aHTUTCHCBA3BIBAIOIIETO CPEACTBA (HAIPUMED, AHTUTENA) C BBIABIIEMBIM
¢parmenrom (cm., Hanpumep, 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] VpoBuu Oenka LAG-3 MOXKHO U3MEPATh C IPUMEHEHHEM PACKPBITHIX
cpencts Ha ocHoBe aHtuTena kK LAG-3 ¢ momompro TH000TO0 TOAXOMAAIIETO CIOC00a,
W3BECTHOTO B JaHHOW oOmacth. Takume cmocoObl MOTYT BKIIOYaTh, HAaIpPUMED,
paguonmmyHosornyeckuid ananmus (RIA) u FACS. HopmanbHbie Wiy cTaHIaPTHBIE 3HAYCHHSA
skcrpeccud LAG-3 MOKHO YCTAHOBUTH C MPUMEHEHHEM JTFOOOW MOAXOMAMICH METOIUKH,
HampUMep, IyTeM OOBEAMHEHHA O00pasia, COACPKAIEr0 WM MPEINOTI0KHTEIBHO
coaepkamero LAG-3, co cpeicTBOM Ha OCHOBE aHTHUTENA, CIENU(UICCKOTO B OTHONICHHU
LAG-3, B ycnoBusaX, NOAXOAIUX Ui OOPa30BaHHMA KOMIUIEKCA AHTUTEH-CPEICTBO Ha
ocHOBe aHTHTeNa. CpecTBO HA OCHOBE AHTHTEIA MOKHO TIPSIMBIM HITH KOCBEHHBIM CTIOCOOOM
MOMETUTh BBIABISIEMBIM BEIIECTBOM JUIS OOJIETYEHHUS BBIABICHUS CBS3aBIIETOCS WJIH
HecBsA3aBUIerocs aHturena. [loxxonsdmue BBIABIAEMBIE BEIIECTBA BKIIOYAIOT PA3JIMYHBIC
(epMEHTHI, TPOCTETUYECKHE TPYMIIEI, (ITYOPECHECHTHBIE MATEPHANIbBI, JFOMHUHECIICHTHBIC
MaTEepHAITBl ¥ PaJHOAKTUBHBIE MaTeprabl (CM., Hapumep, Zola. Monoclonal Antibodies: A
Manual of Techniques, CRC Press, inc. (1987)). KommuectBo momunentuaa LAG-3,

IKCIPECCHPYEMOTO B 00pasIie, 3aTeM CPABHUBAIOT CO CTAHJAPTHBIM 3HAYCHHEM.

[00359] CpenctBa Ha ocHoBe aHTuTena kK LAG-3 moryT oOecreyuBaThCS B
HaOope, T.€. YNaKOBAaHHOW KOMOWHALIMK PEAareHTOB B TPEABAPUTENBHO OTIPEAETICHHBIX
KOJIMYECTBAX C HHCTPYKLIMAMHU 10 TIPOBEICHHUIO THATHOCTHIECKOTO aHanmu3a. Ecim cpencTso
Ha ocHOBE aHTUTENA K LAG-3 momeueHo pepMeHTOM, TO HAOOP MPEAMOYTUTENHBHO MOKET
colmepkath cyocTpaTtel W KO(akTopel, HeoOxomumble s (epmeHTa (HAPUMED,
MPEINIECTBEHHUK CyOCcTpaTra, KOTOPBIA OOECTIEYMBAECT BBIABIKIEMBIH XpoMOoQOp HIH
dbayopodop). Kpome Toro, B HaOOp MOTYT OBITH BKIIFOUYEHBI U JIPyTHE NOOABKH, TaKHe Kak
cTabmumuzaropsl, Oydepsl (Hampumep, ONOKUpyronHi Oydep wmm Oydep I mu3uca) u T. 1L
OTHOCUTENBHBIE KOTMYECTBA PA3TMYHBIX PEATEHTOB MOTYT BAPHHUPOBATHCSA IS 00€CTICUEHUS

B PacTBOPE KOHLEHTPALMK PEAreHTOB, KOTOPBIE B 3HAYHUTEIIBHOM CTENEHU ONTHMHU3UPYIOT
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YyBCTBHTEIBHOCTh aHANW3a. PeareHThl MOTYT OOECTIEUYMBATHCS B BHIE CYXHX TOPOIIKOB
(00BIYHO MHO(UITH30BAHHBIX ), H HAOOPHI BKIIFOYAIOT BCIIOMOTATEIbHBIE BEMIECTBA, KOTOPHIE
MIOCJIE PACTBOPEHMS MOTYT OOECTIEYMBATh PACTBOP PEAreHTa, UMEIOIUN COOTBETCTBYIOIIYIO

KOHLICHTPALIHIO.
dapmaneBTHUYECKHE COCTaBbI.

[00360] B HacTosimem n300peTeHHH TakKe TIPEAYyCMOTPEHBI (hapMalleBTHYECKHE
cocTaBbl (Hampumep, papMarieBTHYECKH MMPUEMIIEMAast KOMITO3HIIHSA ), COJIEPKAIIUE OTHO HITH
00J1e€e TIPeayCMOTPEHHBIX CPEACTB HA OCHOBE aHTHUTENA K LAG-3, OMUCAaHHBIX B HACTOSAIIEM

JOKYMEHTE.

[00361] B BapHaHTax OCYIIECTBIICHHUS HacTosAIee H300peTeHHE
NpeIycMaTpUBaeT JO00€ CPEACTBO, OIMCAHHOE B HACTOAIEM JOKyMeHTe. Takue
(apmarieBTHIECKHE KOMIIO3UIIMM HEOOA3aTENbHO MOTYT BKIIOYATh W/HIIK BBOJMTHCS B
KOMOMHAIIMK C OJHUM WM OoJiee IOMOJHHUTEIbHBIMH TEPANEBTHYECKH AKTHBHBIMH
BEIIECTBAMH (HANPUMEpP, WHTHOUTOPOM KOHTPOJIBHOW TOYKH MM TPOTHBOPAKOBBIM
CPEACTBOM, TaKMM KakK Hupamapu0). B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHA
MpeIyCMOTPEHHBIE (PapMAIIEBTHYCCKUE KOMITO3HIIMU TIOJIE3HBI B MEIUIIMHE. B HEKOTOpPHIX
BAPMAHTAX  OCYIIECTBICHUS  TPEIyCMOTPEHHBIE  (papMaleBTHUYECKHE  KOMITO3HIIHH
MPUMEHUMBI B KayecTBE MPOQHUIAKTHUYECKHX CPEACTB (T. €. BAKIMH) TIPU JICUYCHUH HWITH
mpoUITaKTHKE 3a00ICBAaHUHA M HAPYIICHUH, TAKHX KaK OTMUCAHHBIE B HACTOATIEM JOKYMEHTE.
B HeKOTOpPBIX BapHWaHTaX OCYIIECTBICHHS TPEAYCMOTPEHHbIE (hapMalEBTHYCCKHE
KOMIIO3ULIMHA NPUMEHUMBI B IMyTAX TEPANECBTUYECCKOIO MPUMEHEHHs, HAIPUMEP, Y JIHOACH,
CTPAJaOIuX OT 3a00JIeBAaHWH W HAPYIICHHWH, TAKWX KaK OIHMCAHHBIE B HACTOSIIEM

AOKYMCHTC, HJIH BOCIIPUUMYHNBLIX K HAM.

[00362] B  HekoTOphIX BapWaHTaX OCYINECTBICHHUS (papMaleBTHUECKHE
KOMIIO3ULIMHA COCTABJICHBI U1 BBEACHHUS JIIOAAM. B HEKOTOPBIX BapuaHTaX OCYIICCTBIICHUS
dhapMaIeBTHIECKUE KOMIIO3HUITUH COCTABJICHBI /I BBEJCHUS MIICKOITHTAIOIINAM, OTTHYHBIM

OT YeN0OBEKa (HampuMep, TOAXOAAT I IPUMEHEHUS B BETCPUHAPHUN).

[00363] dapmaleBTHUYECKUE COCTaBbl CPEACTBA Ha OCHOBE aHTUTeNa K LAG-3,
OMMHUCAHHOIO B HACTOALIEM JOKYMEHTE, MOKHO IIOJIYYUTH IIYTEM CMEIIMBAHUA TAaKOIO
AHTHUTEIIA, UMEIOIETO KETAEMYIO CTETIEHh YHCTOTBL, C OJTHAM HITA 00Jiee HeOOI3aTeIbHBIMH

(apManeBTUYECKH  TPHEMIIEMBIMH  HOCHTEIAMH  (CM., Hampumep, Remington's
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Pharmaceutical Sciences 16th edition, Osol, A. Ed. (1980)) B popme muodpumiznpoBaHHBIX

COCTaBOB UJIM BOAHBIX PAaCTBOPOB.

[00364] dapmareBTHUECKH TMPUEMIIEMbIE HOCUTENH OOBIMHO HETOKCHYHBI JUISA
PELMITUEHTOB TIPH HCIOJB3YEMBIX JO3UPOBKAX W KOHLEHTpammsx. MmmoctpaTtuBHbie
(apManeBTUYECKH TIPHEMJIEMBIE HOCHTENH MOTYT BKMO4YaTh Oydeprr (Hampumep,
¢docaTHpI, IUTPATHBIM U IPYTHX OPTAHMYECKHX KHUCIIOT); aHTHOKCHIAHTHI (HAmpuMeE,
aCKOPOMHOBYIO ~ KHCIIOTY W  METHOHMH), KOHCEPBAHTHl  (HAmpuMmep,  XJIOPHI
OKTAJECIMIAUME THIOC H3UJIAMMOHUS ); XJIOPU TEKCAMETOHHUSA; XJIOPHUL OEH3ATIKOHHUSA, XJTOPHT
OeHzeToHMsA; (peHoN, OyTHIOBBIM WM OCH3WIOBBIM CIHPT; AIKHINApaOeHbI (Hampumep,
METHJI- WM MIPOTIUIIAPAOEH); KATEXHH;, PE30PLIMH; [IMKIIOTEKCAHOIT; 3-TIEHTAHOJ U M-KPE30JL;
HU3KOMOJIEKYJIIpHbIE (MeHee YeM NpHOIM3HTENbHO 10 OCTATKOB) MONHMIENTHABI, OCIKH,
(HampuMep, CBIBOPOTOYHBIN aTbOYMUH, YKETATHH WIH HMMYHOTJIOOYITUHBI); THAPO(QUITHHBIE
MOJMMEPHI  (HAIIPUMED, TONUBUHWINHPPOIUAOH), AMHHOKHCIOTH (HApPUMEp, TJIHLUH,
IJyTaMUH, acTaparvH, TUCTHIWH, aprHHUH WU JIM3HH), MOHOCAXapuibl, AUCAaXapuabl H
ApyTHe YTrieBOAbl (HAmpUMep, TIIOKO3y, MAaHHO3Y WM JAEKCTPHHBI); XEIaTHPYIOIIUE
cpeactBa (Hampumep, EDTA); caxapa (Hampumep, caxapo3y, MaHHHT, TPETAJ03y WIIH
COpPOMT); CONIEOOpa3yIOIIHe MPOTHBOUOHBI (HANPHMEP, HATPHH), KOMIUIEKCHI METaJIOB
(Hampumep, Zn-OCNKOBBIE KOMIUIEKCH) W/HWJIM HEHOHHBIE TOBEPXHOCTHO-aKTHBHBIC
BemiecTBa (Hampumep, mommdTHiaeHTIHKOMs (PEG)). MmmrocTpaTuBHbIE apManieBTHYECKH
MpUEMJIEMbIE HOCHTEIH B HACTOSIIEM JOKYMEHTE MOTYT JOIMOJHHUTEIIFHO BKJIIOYATh
CpeAcTBa TUCTIEPTHPOBAHHSA JICKAPCTBEHHOTO CPEICTBA B MEKKJIETOUYHOM TPOCTPAHCTBE
(HampuMep, PacTBOPUMBIE TITUKOTPOTEWHBI THATYPOHHIA3BI C HEUTPATBHOW aKTHBHOCTBIO
(sHASEGP)) (cm., nampumep, 3asBku Ha mateHT CIIIA NeNe US 2005/0260186 wu
US 2006/0104968). B ogaom actiekte SHASEGP MoxHO 00BEIHHATE C OOHOW WM OoJee

JOIMOJIHUTCIJIbHBIMU I'N'TUKO3aMHHOTJIMKaHA3aMH (HaanMep, XOHI[pOI/ITI/IHaSaMI/I).

[00365] B HekoTOppIX BapuaHTaX OCYHIECTBIICHUSA MPEIYCMOTPEHHBIC
dapMareBTHYECKHE KOMITO3HUIIMKA  COJEPIKAT OJHO Wil Oojiee  (apMaleBTUYCCKH
MPHEMJIEMBIX BCITIOMOTATE/IbHBIX BEIICCTB (HAITPUMEP, KOHCEPBAHT, HHEPTHBIN Pa30aBHTE]Ib,
JAUCTICPTHPYIONIEEe CPEACTBO, TOBEPXHOCTHO-AaKTHBHOE CPEACTBO W/HWIIK 3MYIIBratop,
Oy(epHOE CPEeICTBO | T. 11.). B HEKOTOPBIX BapHAHTaX OCYIIECTBICHUS (papMaleBTHYECKHE
KOMIIO3HMIIMH COJCpKAT OJWH WM OoJiee KOHCEPBAHTOB. B HEKOTOPHIX BapHaHTaX

OCyHIeCTBIICHHA (papMalleBTHUECKHE KOMIIO3HMIIMM HE COJAepKaT KOHCepBaHTa. B

137



Remington’s The Science and Practice of Pharmacy, 21st Edition, A. R. Gennaro, (Lippincott,
Williams & Wilkins, Baltimore, MD, 2006) packpsIiBatoTCs pa3iIHIHBIE BCTIOMOTATEIBHBIC
BEIIECTBA, IPUMEHSIEMbIE TIPH COCTABIICHHH (PapMANCBTHYCCKHX KOMITO3HUIIAN, W U3BECTHBIC
METOJBI WX TOJIY4YEHHUS. 3a HUCKIIOYCHHEM TEX CIIyYaeB, KOTJAa Kakas-IM00 OOBYHAs
BCIIOMOTATEJIbHAS CPE/la HECOBMECTHMA C BEIIECTBOM HJIM €T0 MPOU3BOIHBIMH, HATIPHUMED,
W3-32 KAKOTO-THMOO HEKENATeIbHOr0 OHOIOTHYeCKOTO 3¢¢eKTa WM HHBIM 00pa3oM
BPEIHOTO  B3aUMOJIEUCTBUS C JEOOBIM  JPYTUM  KOMIIOHEHTOM  (KOMIIOHEHTaMH)
(apMarieBTHIECKOM KOMIIO3HIUH, MPEIIIOIaraeTcsl, YTO €€ NPHUMEHEHHWE HAXOTUTCS B

npejenax 0obeMa HaCTOSIIEr0 H300PETEHHUA.

[00366] B HexkoTOphIX BapWaHTaX OCYINECTBICHHUS (papMalleBTHUECKHE
KOMITO3UIIMH TPEAYCMOTPEHBI B (opMe, KOTOpas MOXKET OBITh OXJIAKICHA W/ HIH
3aMOpPO’KE€HA. B HEKOTOpBIX BapuUaHTAaX OCYINECTBJICHUS (hapMaLEBTUYECKUE KOMITO3ULIMH
NPEAYCMOTPEHBI B (OpPME, KOTOpPas HE MOKET OBITh OXJIAXKICHA W/HIIH 3aMOpokeHa. B
HEKOTOPBIX BApPUAHTAX OCYIIECTBIICHHUSA COCTAB CPEICTBA HA OCHOBE AHTUTENIA MOKET OBITH
nmuodunusuposaH (cM., Harpumep, mateHT CIIA Ne 6267958). CoctaBbl cpeicTBa Ha OCHOBE
aHTHTENa MOTYT OBITh BOAHBIMH (cM., Hampumep, mnareHT CIIA Ne6171586 wu
WO006/044908). B HEeKOTOPHIX BAapHAHTAX OCYIIECTBIICHUS BOCCTAHOBJICHHBIE PACTBOPHI
W/WITH )KUJIKHE JIEKapCTBEHHBIE (POPMBI MOYKHO XPAHHUTh B TEUECHHE OTIPEACIIEHHOTO TIEPHO/IA
BPEMEHH TIOCTIE BOCCTAHOBJICHUS (HampuMmep, 2 4aca, 12 yacos, 24 4aca, 2 nHs, 5 mHEH, 7
aHew, 10 mHewW, 2 Hemenw, MEcsI, ABa MecsIa WiIH J0jblie). B HEKOTOPHIX BapHaHTaX
OCYIIECTBJICHUSA XpaHEHHE KOMIIO3HUIIMIA HA OCHOBE AHTUTENA B TE€UEHHE 00JIee IITUTETHHOTO

BPEMEHH, YEM YKa3aHO, MIPUBOJUT K Pa3PYIIEHHUIO MOJIEKYIL.

[00367] XKunkue nmexkapcTBeHHBIE (POPMBI H/HIH BOCCTAHOBIIEHHBIE PACTBOPHI
MOTYT TPEAYCMATPHUBATh TBEPABIC YACTHIBI W/WIH OOECIBEUMBAHHUE TIEPE] BBEICHUEM. B
HEKOTOPBIX BapHAaHTaX OCYUIICCTBJICHHSA PACcTBOP HE CIIEAYET HMCIOJb30BaTh, €CIIH OH

00€CIIBEYEH WITH MYTHBIH W/HIIH €CITH TIOCHE (PUIBTPAIIH OCTAFOTCS TBEP/IbIE YACTHIIHL.

[00368] CocTaB B HAcTOSIMIEM JOKYMEHTE TAaKKE€ MOMKET COJEpPiKaTh Oolee
OTHOTO AKTHBHOTO WHTPEAWEHTA, €CITH HEOOXOJAMMO ISl KOHKPETHOTO TOKA3aHHUS,

TTOITICIKAIIETO JICUCHUTO (HAPUMED, PaKa).

[00369] AKTHBHBIE WHTPEIUEHTHI MOTYT OBITh 3aKJITFOUYEHBI B MHKPOKATICYIIBI

(HaHpI/IMep, THAPOKCHM CTUITLCIIITFOJIO3HBIC WM  JKCIIATHHOBBIC MHUKPOKAIICYJIbI H
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MOJTM(METHIIMETAKPUIIAT)). AKTHBHBIE HWHTPEAMEHTHI MOTYT OBITh 3aKIIOYECHBI B
MHUKPOKAICYIIbl B KOJUIOWAHBIX CHCTEMAaX TOCTABKH JIEKAPCTBEHHBIX CPEACTB (HATPHUMED,
JUITOCOMBI, aTbOYMHUHOBBIE MHKPOC(EPHI, MUKPOIMYITBCHH, HAHOYACTHIIB U HAHOKATICYITBI )
WM B MaKpO3MYJIbCHU. MOKHO TIONTy4YaTh MPENapaTsl ¢ 3aMEJIEHHBIM BBICBOOOKICHHEM.
[Momxoasmue mpuMepbl MPEenapaToB C 3aMEIJICHHBIM BBICBOOOKICHHEM MOTYT BKIIHOYATh
MOJYTIPOHULIAEMBIE MATPHULIBI W3 TBEPABIX THAPO(POOHBIX TOTHMMEPOB, COAEPIKAIIUX
AHTUTENO, TPUYEM 3TH MATPULIEI UMEIOT HopMy POPMOBAHHBIX U3IENHHA (HATPUMED, TIIEHOK
n MHUKpokaricyi). CocTaBbl, MPUMEHIEMBIE AJI BBEIEHUS i1 Vivo, OOBIMHO MOTYT OBITH
CTEPUIIBHBIMH (HampuMep, MyTeM (QUIbTPALMHA 4Yepe3 MEMOpaHbl A CTEPUIH3YIOIIEH

¢bunpTpanmn).

[00370] Hanpumep, ¢apmaneBTHueckHe KOMIO3ULUH, NPEIYCMOTPEHHBIE B
HACTOAIIEM JOKYMEHTE, MOTYT OBITh NPEJCTABIECHBI B CTEPHIBHOH (OpPME I MHBEKIUH
(Hanpumep, B Gopme, KOTOpas MOAXOAMT JUIA TMOAKOKHONH WHBEKIWH WA BHYTPUBEHHOM
uH}py3un). Hanpumep, B HEKOTOPBIX BapHAaHTaX OCYIIECTBICHHUS (papMaleBTHUECKUE
KOMITO3UIIMH TIPETYCMOTPEHBI B JKHIKOHM JEKapCTBEHHOW (opmMe, KOTOpas MOJXOAUT I
WHBEKIMH. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHSA (hapMaIeBTUYECKHUE KOMITO3HUIUH
MPEeIyCMOTPEHBI B BHAE TOPOIONKOB  (HAmpuMmep, JHO(PHIU3UPOBAHHBIX  W/HIH
CTEPUIIM30BAHHBIX ), HEOOA3aTEIHHO TOJ BAKYyMOM, KOTOPHIE BOCCTAHABIMBAIOT BOIHBIM
pasbaBuTesieM (HampuMep, BOJAOH, Oy(depoM, COJIEBBIM PACTBOPOM H T. [I.) TIEPET HHbEKITUCH.
B HexoTOphIX BapHaHTaX OCYIIECTBIICHUS (papMaleBTHUECKHE KOMIIO3WUIIUH Pa30aBIAIOT
W/WH BOCCTAHABIIMBAIOT B BOJE, PACTBOPE XJIOPHIA HATPHs, PACTBOPE aleTaTa HATPHSL,
pacTBope OeH3mIOBOTO crmpTa, (GocdaTHO-OyPepHOM CONEBOM pacTBOpe W T.A. B
HEKOTOPBIX BAPUAHTAX OCYHIECTBICHHUS TOPOIIOK CIIEYET OCTOPOKHO CMEIIMBATH C BOJHBIM

pas0aBuTesieM (HampuMmep, He B30aITHIBATH).

[00371] Cocrassl (1)apMaI_[eBTI/ILIeCKI/IX KOMITO3HIIHM, OMACAHHBIX B HACTOSIIECM
JOKYMEHTE, MOKHO TIOJYYHTH JIFOOBIM CIIOCOOOM, HW3BECTHBIM WJIM B JajbHECHIIEM
pa3paboTaHHBIM B 00J1aCTH (hapMaKOJIOTHH. B HEKOTOPHIX BAPHAHTAX OCYIICCTBIICHHS TAKHE
CIIOCOOBI TIOJTYYEHHUS BKIIOYAIOT CTAIHI0 OOBEIUHEHHS] aKTHBHOTO WHTPEIUEHTA C OJHUM
unu  OOJiee BCIIOMOTATENIbHBIMH BEHIECTBAMH W/WIIM OJHHM WIH 0OOJiee IPYTHUMH
BCIIOMOTATEIbHBIMA HMHTPEIUCHTAMH, a 3aT€M, €CITH HEOOXOJMMO W/HITH KENaTelhHO,
($hOopMOBaHUS W/WITH YITAKOBKH MPOIYKTA B JKEJTAEMYFO €THHHUITY JO3BI I OTHOKPATHOTO HITH

MHOTOKPATHOI'O IMMPUMCHCHMUA.
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[00372] DapMalCBTHYECKYI0) KOMIIO3ULMIO B COOTBETCTBHM C HACTOSIIAM
M300PETEHHEM MOKHO TIOJYYHTh, YIIAKOBATH W/HIIH MPOJATh O3 YIIAKOBKH B BHJIE OTHOM
CJMHWYHON CTAHJAPTHOW O3Bl W/WIIH B BHUIE MHOKECTBA €IMHHYHBIX CTAHIAPTHHIX JI03.
Hcmonp3yeMbIi B HACTOAIIEM TOKYMEHTE TEPMUH «CTaHAAPTHAS J03a» MPEICTABIISIET COO0H
JUCKPETHOE KOJMMYECTBO (hapMAaIeBTHUECKOW KOMIIO3HIH, COAEpKAlIee 3aJaHHOE
KOJIMYECTBO AKTHBHOTO HWHrpeaueHTa. KONMWMYeCTBO AKTHBHOTO HWHIPEIUEHTA OOBIYHO
paBHSETCSA /103€, KOTOPYIO BBOJAAT CYOBEKTYy, W/HIHW YOOOHOH J0Je TaKOH MO03bI, Kak,

HanpUuMeEp, MOJOBHUHA HIIH OJTHA TPETh TAKOU JI03BI.

[00373] OTHOCHUTEIHHBIE KOJIMYECTBA AKTUBHOI'O HHIPEIHUCHTA,
(dapMaleBTUYECKH  MPUEMJIEMOTO  BCIIOMOTATEJbHOTO  BEIIECTBA  W/HWIH  JIFOOBIX
JOTIOTHUTENTFHBIX WHTPEIUEHTOB B (PpapMaleBTHUECKOW KOMIIO3HIIMM B COOTBETCTBUH C
HACTOSIIMM HM300PETEHHEM MOTYT BapbHPOBATHCA B 3aBHCHMOCTH OT HHIWBHAYATbHBIX
0COOEHHOCTEH, pa3Mepa W/WIH COCTOSHHUS CYOBEKTa, MOABEPTraeMOro JICYCHHIO, W/HIH B
3aBUCUMOCTH OT TMYTH, KOTOPBIM TIOJUIEKUT BBEACHUIO Kommo3uuusa. Hampumep,

KOMTIO3HIIHA MOKET coaepkath oT 0,1% m0 100% (Bec./Bec.) aKTUBHOTO WHTPEIHEHTA.

[00374] @apManeBTHYECCKYI0 KOMITO3ULIMIO MOYKHO BBOJUTH MJIEKOIUTAKOLIEMY
¢ MPUMEHEHUEM CTAHAAPTHBIX METOJUK BBEIACHUA, BKIIOYAs MEPOPAIIBHOE, BHYTPUBEHHOE,
UHTPANICPUTOHEATIBHOE, IIOJKOKHOE, JIETOYHOE, TPAHCAEPMAJIbHOE, BHYTPUMBILIEYHOE,
WHTpPaHA3aIbHOE, OYKKaJbHOE, TOMBA3BIYHOEC BBEJACHHE WM BBEICHHE C TOMOIIBIO
cynmo3utopus. KoMmmoszuius MOKET TOAXOAWTh JJisi TMApPEHTEPAIbHOTO BBEJCHMS.
HUcnonb3yeMblii B HACTOAIIEM JOKYMEHTE TEPMHUH «IAPEHTEPAIBHOE» MPEAYyCMATPUBAET
BHYTPUBEHHOE,  BHYTPUMBINIEYHOE,  IIOJKOKHOE,  PEKTAJIbHOE, BaruHaJIbHOE U
HHTPANECPUTOHEATTPHOE BBEJACHHE. B BapHaHTax OCYIIECTBICHHUS KOMIO3ULIMK) BBOJST
MJICKOTIUTAIONIEMY C TIPHMEHEHHEM TepH(PEPHUECKOW CHCTEMHOW JOCTaBKH 3a CYET

BHYTPUBEHHOW, HHTPANIEPUTOHEATIBHON WIIH MOJKOXHON UHBEKLIUU.
TepaneBTuyeckue cnocoobl.

[00375] B HacTosmem wW300peTeHMH TakXKe TPEXyCMOTPEHBI CIOCOOBI |
KOMITO3HIIMH TIPUMEHEHUS CPEACTBa, Bo3aekcTByronero Ha LAG-3 (Hanpumep, CpeacTsa,
KOTOPOE CITOCOOHO TOIABIIATH TIepeaavy curHana ¢ yuactuem LAG-3, Takoro Kak pacKpbIThIE
CpeAcTBa Ha OCHOBE AHTHTEN), /UIA JICUECHHUS 3a00JEBaHUA WK HapymeHus. B Hactrosmem

W300pETEeHUH TPEAYCMOTPEHAa KOMIIO3HMIMA, cojaepkamas 3((EeKTHBHOE KOJIHMYECTBO
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cpenctsa, BozaewcTByromero Ha LAG-3 (mampumep, cpeacTBa, KOTOPOE CTHOCOOHO
MO/IABIIATH TIepeaavuy curHana ¢ yaactueM LAG-3). B BapuanTax oCyImecTBICHHS CPEACTBO,
BoznerncTByroniee Ha LAG-3, npeactasisieT cOO0H PACKPBITHIN MOJATICTITH, TSHKEIOW IIETTH
WMMYHOTJI00YJTMHA, PACKPBITHIN TTOJATIETITH/, JIETKOW IETTH HUMMYHOTJIOOYJTHHA, PACKPBITHIC
cpeacTBa Ha ocHOBe aHTHUTeNa K LAG-3, packpbITyi0 MOCIEA0BATENBHOCTh HYKICHHOBOU
KHCITOTHI, KOJUPYIOIYTO TF0O0€ M3 YKA3aHHOT'O BBIIIE, UITH PACKPBITHIA BEKTOP, COACPIKATIIHMA

PACKPBITYIO TTOCJIEI0BATEIBHOCTh HYKIIEMHOBOW KUCIOTBHL.

[00376] Kak ommcano B HACTOAIMEM JOKYMEHTE, KOMIO3ULIMS MOKET
MPEACTaBIATh CO00M (papManeBTHUECKH TIpHEMIIEMYIO (HampuMep, (HH3HOTOTHUYECKH
MPUEMJIEMYIO) KOMITO3HIIMIO, KOTOpPas COACPKUT HOCHTENb, HATPUMEDP, (papMalieBTHUECKH
MpUeMJIEMbIH  (HanpuMep, (U3HOIOTUYECKH TIPUEMJIEMBIH) HOCUTENb, M PACKPHITHIC
AMUHOKHCIIOTHBIE TIOCJIEIOBATEIbHOCTH, AHTUICHCBSI3BIBAIOLICE CPEACTBO MIIH BEKTOP.
JtoOo¥ MOAXOAAIIMNM HOCHTEIh MOJKHO HCIOJB30BaTh B KOHTEKCTE HACTOSIIETO
H300peTEeHHs, U TaKWE HOCHTEIM XOPOIIO W3BECTHHI B JAHHOH OONACTH TEXHHKH. BHIOOp
HOCHTEIIA YaCTHYHO MOKET OMPEAEIATHCS KOHKPETHBIM Y4aCTKOM, B KOTOPBIA MOJKET OBITH
BBEJICHA KOMITO3HIIMA, ¥ KOHKPETHBIM CIIOCOOOM BBEACHHSA KOMTO3HMIMH. HeoOs3aTembHO
KOMITO3HIIHA MOKET OBITh CTEPHIIbHOH. KOMIO3HMIMA MOKEeT OBITh 3aMOPOKEHA WITH
TMo(HUITM30BaHA ISl XPAHEHUS W BOCCTAHOBJIEHA ¢ TIOMOMIBIO MOAXOMAIIETO CTEPUITBHOTO
HOCHUTENS Tepea nmpuMeHeHneM. KOMMO3HIIMH MOTYT OBITh MOJYY€HBI B COOTBETCTBHH C
TPAJIUIIMOHHBIMH METOAHKAMH, OIMMCAHHBIMHU, Hampumep, B Remington; The Science and

Practice of Pharmacy. 2 1st Edition, Lippincott Williams & Wilkins, Philadelphia, PA (2001).

[00377] B BapuanTax OCYyIIECTBICHUS BBEACHUE CPEACTBA, ONHCAHHOTO B
HACTOAIIEM JOKYMEHTE, IPUBOIUT K TepaneBTHYecKOMY 3 (deKTy (HampuMmep, KerlaeMoMy
(dapmakonoruueckoMy wunu ¢uznonormdeckomy s¢dekry). Tepaneprrueckuii >¢dext
MO’KET BKITFOYATHh YACTHYHOE WITH MOJTHOE U3JICUYEHHE 3200I€BaHMA, OCIA0TICHHE OJHOTO WITH
Oonee HEONMATONPHUATHBIX CHUMIITOMOB, CBS3aHHBIX C 3a00JIEBAaHHEM, W/HIH 33JEP)KKY
MPOTPECCUPOBAHMA 3a00JeBaHuA. B CBA3HM ¢ 3TUM, CTIOCOO IO HACTOSAMIEMY H300PETCHHUIO
MPeAyCMAaTPUBAET BBEACHHE KTEPAMCBTHYECCKH Y(PPEKTHBHOTO KOJTHYECTBA» CBA3BIBAIOIIETO
LAG-3 cpenctBa. «TepameBTuuecku 3((EKTHBHOE KOJIHMYECTBO» MOYKET TPEACTABIATH
c000# KOMHYECTBO, 3PPEKTUBHOE B 03aX U B TEUCHHUE HEOOXOAUMBIX TIEPHOIOB BPEMEHH B
JTOCTWKEHHH TPeOyeMOro TepaneBTHYECKOTO pe3ynbraTta. TepaneBTHYecKH 3((eKTHBHOE

KOMUYCCTBO MOXKCT BapbHUPOBATHLCA B 3aBHCHMOCTH OT TaKHUX q)aKTOpOB, Kak cTaausa

141



3a00JIeBaHUs, BO3PACT, MOJT U Macca WHAMBHIYYMA, a TAKXKE CIIOCOOHOCTH CBS3BIBAIOIIETO
CpelcTBa BBI3BIBATH TPEOYEMBIH OTBET y HHAMBHAyyMa. Hampumep, TepaneBTHYCCKH
3(pPEKTHBHOE KOJIMYECTBO CBS3BIBAIONIETO CPEACTBA MO HACTOSIIEMY H300PETECHHIO
MPEACTABIAET COO0M KOJTMIECTBO, KOTOPOE 00ECTICUHBAET CHIDKEeHHE OnoakTuBHOCTH LAG-

3 y 4eloBeKa.

[00378] AnbTepHaTHBHO, (PapMaKONOTHYECKUH WHIH  (PU3HOTOTHUECKUN
3¢pdexT Moker ObITh NPOPUIAKTHIECKUM, T. €. SPPEKT MOTHOCTHIO WIH YaCTHIHO
MpeayNpekJaeT 3a00JI€BaHNUE UM €r0 CUMIITOM (HAPUMED, 3aI€P’KKY Havasia IposiBJICHUA
WM 3aMEJJIEHHE TPOTPECCHPOBAHMA 3a00JIEBAHUS WIIM €r0 cUMOTOMa). B cBsA3u ¢ 3TUM
CHOCO0 MO HACTOALIEMY H300PETEHHIO MPETyCMAaTPUBAET BBEJIEHHUE «IPOPUIAKTHUECKU
3¢ (EeKTUBHOTO KOJIMYECTBA» CBA3bIBaroOIero cpeactsa. «IIpopunakruuecku 3¢ pekTuBHOE
KOJIMYECTBOY» OTHOCHUTCS K KOJMYECTBY, 3P (PEeKTUBHOMY B 1033aX H B TEUCHHE HEOOXOTUMBIX

TIEPHOIOB BPEMEHHU B TOCTIKEHUH TPEOYyeMOTO MPOPHIAKTHIECKOTO PE3YIbTaTa.

[00379] Takum oOpa3om, B HACTOSMIEM HW300PETCHHH JOMOJIHUTEIILHO
MPEIYCMOTPEH CITOCOO JICUECHUS HAPYIICHHS Y MJIEKOTTUTAIOIIETO, KOTOPOE YyBCTBUTEIIHHO K
noaasiieHnio LAG-3. Cioco® MOkeT BKITIOYATh BBEJCHUE BBIMCYTIOMSIHYTOH KOMITO3HITHH
MJIEKOTUTAIOIIEMY, UMEIOIIEMY HAPYIIEHHE, KOTOPOE YyBCTBUTENBHO K TtoaaBneHuo LAG-
3, 3a CUET 4Yero OCYMICCTBJIIETCS JICUCHHE HAPYHICHHS Yy MJeKomurtaromero. Hapymenue,
KOTOpOe «pearupyeT Ha moaaBieHue LAG-3» MOXET OTHOCHTBCA K JTFOOOMY 3a00JICBAHUIO
W HapYIICHHIO, TIPH KOTOPOM CHIDKEHHE YPOBHEW WM akTUBHOCTH LAG-3 mpuBOAUT K
TEPANEBTUYECKON TMOJb3€ Y MIIEKOMHUTAIOIIUX, HATPUMEP, YEJOBEKA, WM HEaJeKBaTHAA
JKCTpeccus (HampuMep, CBEPX3KCIIPECCHs ) UITH TTOBBIMMEHHAS aKTHBHOCTh LAG-3 BbI3bIBaCT

WJT BHOCHT BKIIaJ| B TATOJOTHYECKUE 3P PEKTHI 3a00JI€BAHUS WK HAPYIIICHHS.

[00380] B BapuanTe OCYImECTBICHHS B HACTOAIIEM H300PETEHUH MPEAYCMOTPEH
CHOCO0 YCHIIEHHS HWMMYHHOTO OTBETa Yy MIICKOTIMTAIOMIETO WM JICYCHHA WA
MPEeJOTBpPAlICHUs 3a00J€BaHWA WM HAPYMICHHA Y  MIIEKOTMTAIOMIETO, KOTOPOE
YyBCTBHTEJBHO K TTOIABIICHUIO WK HeUTpamuzamun LAG-3, mpudem 3T0T crioco0 BKITFOYAeT
BBEJICHUE MJIEKOIMUTAIOIIEMY, HYKAAIOIEMYCs B 3TOM, cBsi3biBatomero LAG-3 cpeactsa unu
(hapManeBTUIECKOH KOMITO3HUIIMH, OTIMCAHHOW B HACTOSIIEM JOKYMEHTE, BCIIECACTBHE YETO
WMMYHHBIA OTBET Y MIJIEKOMUTAIOIIETO YCHIIMBAETCA WM OCYLIECTBIAETCA JIEYECHHE
3a00JICBaHAS WA HAPYHICHUS Yy MJICKOTUTAroniero. VIMMYHHBIH OTBET YCHIIMBAETCA,

HanpuMep, yTeM ycuieHus antureHcnenupuyeckor T-3¢dexToproit pyHKIMH. AHTHTECH
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MOJKET TIPEJCTABIATH cO00H BUpycHBIN (Hampumep, HIV), OakrepuansHbIi, mapa3uTapHbIA
WM OIMyXOJIEBBIM AHTHTeH (HAampUMep, M0O00H AHTHUIEH, ONWUCAHHBIA B HACTOSIIEM
OOKyMeHTe). B BapmaHTax oOCyIIECTBICHHA HWMMYHHBIM OTBET TMPEICTABIAECT COOOM
NPUPOJHBIA MMMYHHBIM OTBET. 1loA IPUPOIHBIM MMMYHHBIM OTBETOM ITOJAPa3yMEBACTCA
WMMYHHBIH ~OTBET, KOTOPBIH SBIAETCA pe3ynbraroM HWHpekuuu. B BapmaHTax
OCYLIECTBICHUA MH(EKIUS MPEACTAaBIsIET cO00M XpoHMYecKyro HMHGpekuuoo. B Bapuanrax

OCYHIECTBIICHUA HH(EKIUSA TIPEICTABIAET COOOH OCTPYIO HH(DEKITHIO.

[00381] IloBbIIIEHNE WM YCUIIEHUE UMMYHHOTO OTBETA B OTHOLICHUY AHTUTCHA
MO’KHO M3MEPATH C MOMOIIBIO Psijia CIOCOO0B, M3BECTHBIX B JaHHOM oOmactu. Hanmpuwmep,
MMMYHHBIH OTBET MO’KHO U3MEPUTH ITyTEM U3MEPEHHUS JTFOO0TO U3 CIEAYIOIUX: AKTUBHOCTD
T-knetok, mpomudepanus T-kneTok, akruaumsa T-KIETOK, MPOayLpoBaHUE (P (HEKTOPHBIX
LUTOKHHOB U NpOo¢uib TpaHcKpunuuu T-kieTok. B BapuaHTax OCyIIECTBICHUS UMMYHHBIH
OTBET TIPEACTABIIET COOOH OTBET, HWHAYLHUPOBAHHBIM BCIEJACTBHE BaKIMHALIMHU.
COOTBETCTBEHHO, B JPYrOM acleKTe B HACTOAILIEM H300PETEHUM INPEAYCMOTPEH CIOCO0
NOBBIIEHHA 3(P(PEKTUBHOCTH BaKUMHBI IyTEM BBEICHHA CYOBEKTY MOHOKIIOHATBHOTO
antutena wiaM scFv-aHTHTENna Mo HacTosAmEMY H300PETEHHIO W BAKIUHBL. AHTHTENO H

BaKI[UHY BBOJAT IOCJIEIOBATEIbHO MW OJHOBPEMEHHO. BakimHa mpeacTaBisieT COOOM

MPOTHBOOMYXOJIEBYIO BAKIIHHY, OAKTCPHAIIbHYIO BAKIIHHY WJTH BUPYCHYIO BaKIMHY.

[00382] B BapmaHTax OCYIIECTBIEHHUS CIIOCOOBI, OMUCAHHBIE B HACTOSIIEM
JOKYMEHTE, MPUMEHHUMBI [T IOBBIIICHUS aKTHBAWH T-KI€TOK WK 3((HEKTOPHOH ()yHKIHH

T-kmeTok y cyObekTa.

[00383] B BapmaHTax OCYIIECTBIEHHUS CIIOCOOBI, OMUCAHHBIE B HACTOAIIEM

AOKYMCHTC, IPUMCHHUMBI JJI1 HHAYIHPOBAHHUA UMMYHHOT'O OTBCTA Y CY6’b€KTa.

[00384] B BapmaHTax OCYIIECTBIEHHS CIIOCOOBI, OMUCAHHBIE B HACTOSAIIEM
JIOKYMEHTE, TIPHMEHUMBI JJIs1 YCHJICHHA MMMYHHOTO OTBETA WJIH MOBBIMICHHUS aKTHBHOCTHU

WMMYHHOM KIIETKH Yy CYOBEKTA.

[00385] B BapmaHTax OCYIIECTBIEHHS CIIOCOOBI, OMUCAHHBIE B HACTOAIIEM
JOKYMEHTE, TPUMEHUMBI JUIA JIEYeHHS T-KI€TOYHBIX AUCHYHKIHOHATIHHBIX HAPYIICHHH

(Hampumep, paka).
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[00386] B BapmaHTax OCYIIECTBIEHHUS CIIOCOOBI, OMUCAHHBIE B HACTOSAIIEM
JOKYMEHTE, IPUMEHUMBI JJI1 YMEHBINEHHA OITyXOJIEH WM MOAABICHUA POCTA OIyXOJEBBIX

KIIETOK y CyOBEKTA.

[00387] Takum oOpazom, cmoOcoO MO HACTOAIMEMY H300PETEHUIO MOKHO
MPUMEHSTH JJIS JICUEHHUS JIFOO0TO THUTIA MH(DEKITHOHHOTO 3a0071eBaHus (T. €. 3a00JIeBaHUS HITH
HapyIIEHUs, BBI3BIBAEMOTO OaKTEpHEH, BHPyCcOM, TPHOKOM WM mapazutom). [Ipumepsr
WH(PEKIMOHHBIX 3a00JI€BaHUN, KOTOPBIE MOJKHO JIEUHTh TIOCPEACTBOM CIOCO0a IO
HACTOSIIEMY H300PETEHHUIO, BKJIIOYAIOT O€3 OrpaHHYeHHUs 3a00JI€BaHUA, BBI3BIBAEMBIC
BUpycoM umMMmyHojaepuimra uenoseka (HIV), pecrnmparopHO-CHHIIMTHATBHBIM BHPYCOM
(RSV), Bupycom rpumma, BupycoM aeHre, Bupycom rematuta B (HBV) wmm Bupycom
rematuta C (HCV). Eciu crmoco6 1o HacTosmieMy H300PETEHHIO PUMEHSIOT IS JICYCHHS
WH(EKIMOHHOTO 3a00JIEBaHMA, TO CPEACTBO HA OCHOBE AHTUTENIA MOKHO BBOJUTH B
KOMOWHAIIMK C TI0 MEHBLIEH MEpPE OJHHUM TNPOTHBOOAKTEPHATIBHBIM CPEACTBOM HIIH IO
MEHbBIIEH Mepe OJHUM MPOTHBOBUPYCHBIM CPEACTBOM. [IpH 3TOM MPOTHBOOAKTEPHATHHBIM
CPEACTBOM MOJKET OBITh JTFOOOH MOIXOIANINIA AHTHOMOTHK, H3BECTHBIN U3 YPOBHS TEXHHKH.
[TpOTHBOBHPYCHBIM CPEJACTBOM MOXET OBITH JFOOAst BAKI[MHA JFOOOTO TOIXOMISINETO THUIIA,
KOTOpas crenu(UYEeCKA HAIEIMBACTCS HAa KOHKPETHBIM BHPYC (HAmpHUMEp, >KHBBIC
ATTEHYUPOBAHHBIC BAKI[HHBI, CYOBCIMHUYHBIC BAKIMHBI, PEKOMOWHAHTHBIC BEKTOPHBIC
BaKIMWHBI) M HU3KOMOJIEKYJSIPDHBIC TMPOTHBOBHPYCHBIC TEPANEBTHYECKUE CPEICTBA

(HampuMep, HHrHOUTOPBI BUPYCHOM PETUTUKALMN M AHAIOTH HYKJICO3UI0B).

[00388] B BapmaHTax OCyIIECTBIEHHS CTIOCOOBI MO HACTOSIIEMY H300PETECHHIO
MOJKHO TPHUMEHATH JUIsl JICUECHHS JIOOOTO THIA AyTOMMMYHHOTO 3a0ojieBaHUsA (T. €.
3a00JIeBaHUs WJTH HAPYIICHUS, BBI3BAHHOTO YPE3MEPHOU aKTHBHOCTHIO HMMYHHOMW CHCTEMBI,
NpH KOTOPOM OPraHW3M aTaKyeT W MOBPEKAAET CBOM COOCTBEHHBIE TKAHH), TAKOTO KakK
3a0oneBanus, onucanublie, Hanpumep, B MacKay [.R. and Rose N.R., eds., The Autoimmune
Diseases, Fifth Edition, Academic Press, Waltham, MA (2014). [Tpumepsl ayTOUMMYHHBIX
3a00JICBaHUI, KOTOPBIE MOXHO JIEYHTh IOCPEACTBOM CHoco0a MO HACTOSHIEMY
W300pETEHHIO, BKITIOYAIOT 0€3 OTPaHHYCHHS PACCESTHHBIN CKIIEPO3, CaXapHbIid quadeT 1 Tuma,
PEBMATOMIHBIN apTPHUT, CKIIEPOAEpMHUI0, Oolie3Hh KpoHa, 1mcopuas, CHCTEMHYIO KPAacHYIO
BomyaHky (SLE) m sa3Bensbiii komur. Korma cmoco0 mo HacTosmemy H300pPETEHHIO
NPUMEHSIOT JUTA JICUEHUS] Ay TOMMMYHHOTO 3a00JIEBaHUs, TO CPEACTBO Ha OCHOBE AHTHTENA,

OMHUCAaHHOC B  HACTOAIICM  OOKYMCHTC, MOXHO TPUMCHATH B KOM6I/IHaI_[I/II/I C
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MTPOTHUBOBOCTIAIUTEIEHBIM CPEACTBOM, BKITFOUAS, HAPUMEP, KOPTHKOCTEPOUIBI (HATIPUMED,
MPETHU30H U (IYyTHKA30H) U HECTEPOUAHBIE MPOTHBOBOCTIATUTENBHBIE cpeacTBa (NSAID)

(Hampumep, actupuH, HOyNPoeH U HATIPOKCEH).

[00389] Jlpyrue WUIFOCTPaTUBHBIE HAPYIUIECHUs, KOTOPBIE YYBCTBHUTEIBHBI K

noaasiaeHut0 LAG-3, MOTYT BKIIOUATh, HATTPUMEDP, PaK.

[00390] COOTBETCTBEHHO, B OJHOM AacCIMEKT€ B HACTOAIMEM HW300PETEHUH
NPEAYCMOTPEHBI  CIIOCOOBI  TPEIOTBPAINEHUSA, JICYCHHUS WM OONEr4eHus KIETOYHO-
pOoaU(ePaTUBHOTO 3a00JICBAHUS WM HAPYIIECHHUS WITH CUMIITOMA YKa3aHHOTO 3a00JIeBaHUS
WM HApYyIIEHUs y cyObeKTa (HampuMep, CyOBeKTa, CTPAJAOLIEr0 PaKOM HIIM KJIETOYHO-
nposM(epaTHBHBIM 3a00JIEBAHIEM HIIH HAPYIICHUEM, HITH CyObEKTa, TOJBEPKEHHOTO PUCKY
PasBUTHA pPaKa WIH KICTOYHO-NIPOIU(PEPATHBHOTO 3a00JICBAHHMA WIIM HAPYIICHHSA).
CyObeKTamMu, TOABEPKEHHBIMU PUCKY Pa3BHUTHS 3a00JICBAHUH WITH HAPYIICHHM, CBI3aHHBIX
¢ mposdeparpen KIeTOK, SIBIIOTCS MALMEHTHI, Y KOTOPHIX B CEMEHHOM aHaMHe3e OB PakK,
WA CYOBEKT, TMOJABEPTIIUHCA BO3ACUCTBHIO M3BECTHOTO MM TPEIIOIOKHTEIBHO
BBI3BIBAIOIIETO pak CpeacTBa. BpemeHuwe mNpOQUIAKTHYECKOTO CPEACTBA  MOKHO
OCYIIECTBJIATh IO TPOSBIICHUS 3a00JICBAHUS WM HAPYIICHHS, 3a CYET YEro OHO
NpeAOTBPAIIACTCS WM,  AJIbTCPHATHBHO,  OOECMEYMBACTCA  3aJepKKa B €r0

NPOTPECCUPOBAHUH.

[00391] Cmoco0 B COOTBETCTBHH C HACTOAIMUM H300PETCHHEM MOKHO

OPUMCHATD AJIA TCUCHUA JF000TO THIIA PaKa, H3BCCTHOI'O B YPOBHC TCXHHUKH.

[00392] B BapuanTax OCyImEeCTBICHHS PaK MPEICTABIIET COOOH pak Ha TO3THEH
cTamuu. B HEKOTOPHIX BapHaHTAaX OCYMIECTBIICHHUS PaK MPeACTaBiieT cooou pak Il cragum,
I ctagum wmm IV cragun. B HEKOTOPBIX BapuUaHTAaX OCYHIECTBIICHUA PAaK MPEACTABISECT
co6oii pak Il cragum. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS PaK MPEICTABIAECT COOOU pak
[T cramumm. B HEKOTOPHIX BapHaHTaX OCYMIECTBIIEHWS PaK MPEACTABIIET coOoM pak [V

CTaauH.

[00393] B  BapmanTtax  OCymIeCTBICHHSA pak  TPEICTABIAECT  COOOHU

METAaCTaTHYECKHH PaK.

[00394] B BapmaHTax OCYIIECTBIEHHUS CIIOCOOBI, OMMCAHHBIE B HACTOAIIEM
JOKYMEHTE, IPUMEHUMBI JJI1 YMEHBINECHHA OIyXOJIEH WM MOAABICHUA POCTA OIyXOJIEBBIX

KIIETOK y CyOBEKTA.
145



[00395] B  BapmaHTtax  OCymIeCTBIEHHA pak  TPEACTABIAECT  COOOH

PEUHUINBUPYIOIIHM PaK.

[00396] Bubr paka, KOTOpbIe MOKHO JIEUUTH C TIOMOTIBIO CITIOCOOO0B, OMMMCAHHBIX
B JAHHOM JOKYMEHTE, BKIIIOYAKOT PAK, CBA3aHHBIM C BBICOKOM MYTAalMOHHOM HArpy3KOU
omyxomu (TMB), BuasI paka, KOTOpbIE SBIAIOTCS MUKPOCATEUTUTHO-CTAOMIbHBIME (MSS),
BUBI PaKka, KOTOPHIE XapaKTEPU3YIOTCA MUKPOCATEIUNTATHON HECTAOMIBHOCTBIO, BUIBI PaKa,
KOTOPBIE UMEIOT CTATYC BBICOKOW MUKPOCATEITMTHON HecTaObmibHOCTH (MSI-H), Bunb! paka,
KOTOPBIE UMEIOT CTATYC HU3KOM MHKPOCATEIUIMTHOU HecTaOumbHOCTH (MSI-L), BUaBI paka,
cBs3aHHble ¢ BeiIcokoM TMB u MSI-H (manpumep, BuabI paka, cBa3aHHbIE ¢ BbiIcOkoH TMB
u seomuecs MSI-L wnmm MSS), Buabl paka, XapaKTepH3yIOIIUECS HEIOCTATOYHOCTHIO
cUCTEMBI penapaiuu npu omuodounom crnapuBanuu JIHK, Bugsl paka, umeromue nedexr B
reHe penapanuu omuOoyHoro crapusanusa [{HK, runepmyTupoBaHHBIE BHIBI paka, BUIIBI
paka, UMeroIIHe e HUIUT PETapaiiiy MOCPEACTBOM TOMOJIOTHYHOM PEKOMOHHAIIHH/ NP UIUT
romosiornyHol penaparuu («KHRD») unm xapaktepusyroTcs MyTalued WK JeNeruel reHa
perapanuy mocpeacTsoM romonoruunor pekomOunammu (HRR), Buasr paka, comepxamue
MyTamuio B mojumepase-aensta (POLD), a Taxke BHABI paka, COACPKANIHE MYTAlHIO B
noyumepase-3ncuion (POLE). B BapuanTax oCyImecTBIeHHs paK MPEACTaBIseT COO0H pax,
XapaKTCPU3YIOIIUKUCA ~ MyTalMeW WM JICNIEUEd TE€HAa penapanud MOCPEACTBOM
romojiornyHol pekomOuHaimu (HRR), myTammeir B mytu penmapaumu mospexacanii JJHK
(DDR), nmedummrom BRCA, wmyramumeit wusommrparmeruaporenasst (IDH) w/mm
XPOMOCOMHOM TPaHCIIOKaUed. B HEKOTOPBIX BapuaHTaX OCYIICCTBIICHUS PaK MPEACTABIISACT
co0oil TunepMmyTupoBaHHYI0 (Gopmy paka, pak MSI-H, pak MSI-L wm pak MSS. B

BapHaHTAaX OCYIICCTBIICHHS PAK XaPaKTEPU3YETCS OAHOM HITH OOJIEE M3 ITUX XapPAKTCPHCTHK.

[00397] B HEKOTOpPBIX BapuaHTaXx OCYINECTBICHHUS OIyXOJb, IOJJIeKaIas
JCYCHUIO, XapaKTEPH3yeTCs MHKPOCATEIUIMTHOW HECTAOMIIBHOCTRIO. B HEKOTOpHIX
BapUaHTaX  OCYIIECTBICHHUS  OMyXOJlb  XapakTEpU3yeTcs  CTaTycOM  BBICOKOM
MUKpocaTelmMTHOH HectabmnpHOCTH (MSI-H). MukpocaremmurHas HeCTaOMIBHOCTD
(«MSI») mpexacraBnsieTr coOoii wim mpexycmatpuBaeT usmeHenne B JIHK ompeneneHHbpIx
KJIIETOK (TaKHX KaK OIyXOJIEBBIE KIIETKH), IPH KOTOPOM YHCIIO TTIOBTOPOB MHUKPOCATEJTUTOB
(kopoTKHX TOBTOpsFONIUXCS mocnenaoBarenpHocTer JIHK) otmiaaeTcs ot umrcna moBTOpOB,
koTopeie conepxkamuck B JIHK, w3 kortopoit oma mpowmsomia. [IpuOmmsurenmsro 15%

CTIOPAAMYECKHX KONOPEKTAIbHBIX pasHoBuAHOcTeW paka (CRC) coxmepxkar mumpoko

146



pacTpocTpaHeHHbIE M3MEHEHUA JUTHHBI MUKpocaTelmmTHeIX (MS) mocnemoBarenpHOCTEH,
W3BECTHBIE Kak MUKpocareumtHas HectaOmmbHOCTE (MSI) (Boland and Goel, 2010).
Cnopammyeckue omyxomu CRC  MSI  aeMOHCTPUPYIOT  YHUKAlbHBIE  KIMHHUKO-
MATOJIOTHYECKHE OCOOEHHOCTH, B TOM YHCIIE TTOYTH JTUTUIOUIHBIN KApUOTHIL, 00Jiee BRICOKAS
YacTOTa B MOMYJLIIMAX OOJee CTApIIEr0 BO3PACTa M Y JKEHIIMH W Jyqmmui mporHo3 (de la
Chapelle and Hampel, 2010; Popat et al., 2005). MSI Tarxxke mpUCYTCTBYET B JAPYTHX
omyxonsaxX, Takux kak pak sSHaoMmerpus (EC) wmarku, HamOomee pacmpocTpaHEeHHas
THHEKOJIOTHYECKOE 3I0KaYeCTBEHHOE HOBoOOpa3osanue (Duggan et al., 1994). OnHa u Ta ke
stamoHHas maHenb Bethesda, mepBoHawampHO paspaboTaHHas AN CKPUHMHTA
HACJIEZICTBEHHOTO TeHeTHYeckoro HapymeHus (cunapoma Jluxua) (Umar et al., 2004), B
Hactosmiee Bpems npumensercsa ana tectupoBanus MSI mpu CRC u EC. Tem He MmeHee,
TeHBI, KOTOpPbIE YacTo ciaykaT mMumeHbl0 MSI B renomax CRC, peako mpeaycMaTpuBarOT

coosiTus pockanb3biBanmst JJHK B renomax EC (Gurin et al., 1999).

[00398] MukpocarenuTHas HECTAOMITBHOCTh BO3HHUKAET BCJIE/ICTBHE
HECTIOCOOHOCTH MCIIPABUTH OIMHUOKH, CBA3aHHbIE C PETUTUKALIMEH, U3-3a 1e(EKTHON CHCTEMBI
penaparu ommroouHoro crapuBanus (MMR) JIHK. Takas HecrmocoOHOCTh 0OeCTIEUHBACT
BO3MOKHOCTh COXPAaHEHHS MYTalMHd ONIMOOYHOTO CIAPHBAHHA IO BCEMY TE€HOMY, HO
0coOeHHO B oOjacTax moBtopsromieiics JIHK, WM3BECTHBIX KaK MHUKPOCATEIUTHTHI, YTO
MPUBOAMUT K YBEJIMYEHUIO MYTAMOHHOW HArpy3KH. BBUIO TPOAEMOHCTPHUPOBAHO, YTO TIO
MEHBIIIEH Mepe HEKOTOPhIE OIMYyXOJHW, s KOTOphIX XapaktepHa MSI-H, mnpossmstoT
VIIy4IIEHHBIE OTBETHI Ha OMpPEJENIeHHbIE CpeacTBa, Bo3aeHcTRyromero 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 HeKOTOpPBIX BapWaHTaX OCYIIECTBICHUSI PaK
XapaKTEPU3YETCsI  MHUKPOCATEIUIMTHOM  HECTAOMIBHOCTHIO, TMPEICTABIAIOMENR  COOOM
BBICOKY0 MHKPOCATEJUTMTHYI0 HECTaOMIIbHOCTh (Hampumep, crtatycom MSI-H). B
HEKOTOPBIX BApHAHTAX OCYIIECTBICHHA paK HWMEET CTaTyC MHKPOCATEIUTUTHOM
HECTAOMITEHOCTH, TPEJACTABIISIONICH COOOM HU3KYI0O MHUKPOCATEIUTMTHYIO HECTAOWITBHOCTD
(mampumep, MSI-Low). B HeKOTOpPBIX BapHaHTaX OCYIIECTBIIEHHS PaK HMEET CTaTyC
MHUKPOCATEIUIATHOH HECTAOMIBPHOCTH KaK MHUKPOCATEINTUTHO-CTAOMIBHOTO (HATpUMED,
ctatryc MSS). B HeKOTOpPBIX BapHWaHTaX OCYHIECTBICHHS CTATyC MHKPOCATEIUTUTHOM
HECTAOMIIBHOCTH OIICHHBAIOT C TIOMOINBI0 AHANHM3a HA OCHOBE CEKBEHHPOBAHHS HOBOTO

nokonerus (NGS), anamnsza Ha ocHoBe nMmMmyHoructoxumud (IHC) w/unm ananuza Ha ocHOBE
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[ILIP. B HEKOTOPHIX BapHAHTAX OCYINECTBICHHA MHKPOCATEIUTUTHYIO HECTAOMIBHOCTD
BBIABIAIOT ¢ MOMOIIBI0 NGS. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHU MUKPOCATEIIUTHYIO
HECTAOMITBHOCTh BHIABIIIOT ¢ Tomompio [HC. B HekoTOphIX BapWaHTaX OCYIIECTBIICHUS

MHUKPOCATEIIUTHYIO HECTAOMIIBHOCTD BBIABIIOT ¢ ToMotnbko [TLP.
[00399] B BapuaHTax OCyIIECTBIEHUS Y NauueHTa umeeTcs pak MSI-L.

[00400] B BapmaHTax ocymniecTBieHHMA y mnanueHta ummeerca pak MSI-H. B
HEKOTOPBIX BapHaHTaX OCYIIECTBIECHUSA y MalMEHTa UMeeTcs conuaHas onyxons MSI-H. B
BapuaHTax ocymectBieHus pak MSI-H mpeacrasmser coboit pak sugomerpus MSI-H. B
BapuaHTax ocymiectBieHus pak MSI—H mnpencrasnser coOoli commaHyro omyxonb. B
BapHaHTax ocyuiecTsieHus pak MSI-H npencrasnser co0o#t MeTacTaTHUECKYIO OIyX0Jib. B
BapHaHTax ocyniecTieHus pak MSI-H npeacTasmiser co00i pak sHAOMEeTpUsA. B BapraHTax
ocymecteiaeHus pak MSI-H npeacrasnser co00i He HIOMETPHAIBHBIM pak. B BapuanTax

ocymecTsieHus pak MSI-H npencrasnser co00# KOJTOPEKTAIBHBINA PaK.

[00401] B BapuaHTax ocCymiecTBICHHMA y TNalMeHTa umeerca pak MSS. B

BapHaHTaX OCYHIECTBIEHHUS pak MSS npeacrapmseT coOoi pak sHAoMeTpUst MSS.

[00402] B BapmanTax ocymiecTBieHus pak accommmupoBaH ¢ myrauuer POLE
(JAIHK-momumepassi-snicunon) (1. €. pak mpeactaBisger coooit POLE-myrtanTHBIN pak). B
BapuaHTax ocymiectBieHus wmyTamms POLE  npeacraBmsier coOodi  MyTanmuio B
3K30HYKJEa3HOM aoMmeHe. B Bapuantax ocymectBieHus myrtauus POLE mpencrtaBnser
coOO TeHepaTWBHYI0 MyTanuio. B Bapmantax ocymectBieHus wMytamus POLE
MPEAICTABISET COOOM CIOpPAgUYEeCKyr0 MyTamuio. B BapuanTax ocymectsieHuss pak MSI
Take accouuupoBaH ¢ mytammedt POLE. B BapuanTax ocymectBieHus pak MSS Ttaxke
accoruupoBan ¢ wmyrtammed POLE. B Bapuantax ocymectsienus wmytaiuio POLE
UACHTH(PHUITUPYIOT ¢ IPUMEHEHHEM CEKBeHHpoBaHUsA. B BapuanTax ocymectsienus POLE-
MYTAHTHBIH pak MPEeACTABIICT COO0H pak SHAOoMeTpus. B BapuanTax ocymectsienus POLE-
MYTaHTHBIH pak MPEACTaBIsIeT COOOH pak TOJCTOM KWUIIKK. B BapuaHTaxX OCYMIECTBIICHHUS
POLE-MyTaHTHBIH pak IPEACTABISIET COOOH PaK MOPKETYJOUYHON JKETIE3bI, PaK AHYHUKA HITH

PaK TOHKOTO KHIIICYHWKA.

[00403] B BapuaHTax OCyIECTBICHHUS PaK accOLMUpoBaH ¢ myrtauue POLD
(AHK-momumepaspl-nenpra) (T. €. pak mpexacraBisier coboir POLD-myrtanTHBIM pak). B

BapuaHTax ocymecTBieHns wytammsa POLD mpencrasmaer coOodt  MyTamuio B
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SK30HYKJIEAa3HOM JAoMeHe. B Bapuantax ocymiectBiaeHus myrtaums POLD mpeactasmser
cO0OM COMATHYECKYyl0 MyTamuio. B BapumanTtax ocymectBieHus wytamus POLD
MPECTABIsSET COOOM TEeHepaTWBHYIO MyTanmioo. B Bapumantax ocymectsrenus POLD-
MYTaHTHBIA PaKk WACHTHQUOUPYIOT C TPUMEHEHHEM CEKBEHHPOBaHWA. B BapmaHTax
ocymiectienns POLD-myTaHTHBIN pak mpeacTaBiseT co00H pak sHAOMETpHA. B BapranTax
ocymiectBieanss POLD-myTaHTHBIH pak TpeacTaBiIseT COOOM KOJOPEKTANbHBIM pak. B
BapuaHTax ocymecTtBieHuss POLD-myTanTHBIH pak mpeacTaBiseT coOOM pak TONOBHOTO

MoO3ra.

[00404] B BapuanHTax OCYINECTBICHHSA pak HUMeEET ACPEKTHYI0 CHCTEMY
penapaiu  omuoOoyHoro cnapusanus JIHK (manpumep, mpeactaBmser coOoi pak ¢
naeduuToM pernaparnuu omuoouHoro cnapusanus (MMRA)). B BapuanTax ocymiecTBieHus
pak xapakrtepusyeTcs AeeKTOM B TeHe pemapammu omudounoro cmapusanms J[HK. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHUS Y MAIMEHTa UMEETCS PaK C ACPHUIUTOM pernaparuu

OLIMOOYHOTO CTIAPUBAHMAL.

[00405] B Bapmantax ocymectBienuss pak MMRd mpexacrasiser co0oi

KOJIOPEKTAIbHBIN PakK.

[00406] B  BapmaHTtax  OCYIIECTBJICHHS pak  MPEICTABIAECT  COOOHM

TUIIEPMYTUPOBAHHBIN PaK.

[00407] B BapmaHTax oOCyHIeCTBICHHA pPaK HMEET JAePUIUT pemaparuu
MOCPEACTBOM TOMOJIOTHYHON peKOMOHHAH/ et romoaoruaHou penapammn («KHRDy)
WM XapakTepU3yeTcs MyTallded WM JeJelHeld TeHa pemapalud TOCPEACTBOM

romoyioruaHoi pekomOuHaru (HRR).

[00408] B Bapmantax ocymecTBieHus pak (Hampumep, pak MMRJA)
XapaKTEPU3yeTCs BBICOKOW MYTALMOHHOM HArpy3KOW OMyXOiH (T.€. paK TPEACTaBIsIeT
co00# pak ¢ Beicokoi TMB). B HeKOTOpBIX BapHaHTaxX OCYIIECTBIIEHUS PAK ACCOLUHPOBAH C
BoicokoM TMB u MSI-H. B HekoTOphIX BapuaHTaX OCYIIECTBICHHS PAaK aCCOLMHUPOBAH C
Boicokod TMB u MSI-L unu MSS. B HekoTOpsIX BapuaHTaX OCYIIECTBIICHHS pak
MPEICTABIIAET COOOM pak YHAOMETPHS, aCCOIMUPOBAHHBIN ¢ Bhicokoi TMB. B HekoTopbIx
POACTBEHHBIX BApHAHTAX OCYLIECTBIICHUA PAaK SHIAOMETPHUS aCCOLMUPOBaH ¢ Bhicokod TMB
u MSI-H. B HEKOTOpBIX pPOACTBEHHBIX BapHAHTAX OCYILECTBIECHUA PaK SHIOMETPHUA

accoumupoBaH ¢ Bbicokoil TMB u MSI-L unu MSS. B BapuaHTax OCYLIECTBICHHS PakK C
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BbicokoW TMB mpesncrapisier co00M KOIOPEKTANBHBIN pak. B BapuaHTax OCymIeCTBIICHUS
pax ¢ Beicokor TMB mpencraBmsier co00# pak JerKoro (HarmpuMep, MEIKOKIIETOUHBIA PaK
nerkoro (SCLC) wmu  HemenkokmetouHsld pak Jerkoro (NSCLC), Ttakod Kak
miockokiaerounbii  NSCLC  wmm  memmmockokmetounsii  NSCLC). B BapmanTax
OCymIeCTBIICHHA pak ¢ Bbicokod TMB mpencrasnser coOoit MemaHomy. B Bapuantax

OCYyIIECTBJIEHUA pak ¢ BbicokoH TMB mpencrasnser co0oi ypoTenTHaIbHBIA PaK.

[00409] B BapumaHTax OCyINECTBIICHHA Y MALMEHTAa UMEETCS PAK C MOBBIIIEHHON
sKcnpeccued HHPUIBTPYIOMUX omyxoyab aumdormtos (TIL), T. €. y manmeHTa uMeeTcs pak
¢ BBICOKMM cogep:kanueM TIL. B BapuanTax oCynIECTBIECHUA PaK C BBICOKMM COJEPKaHUEM
TIL mpenctaBmser coOoi pak MOJIOYHOM >Kene3bl (HApUMEp, TPHKIbl HETaTUBHBIM pak
mosouHoH xkene3sl (TNBC) unmn HER2-no3uTuBHBIN pak MOJIOYHOM Kene3bl). B BapuanTax
OCYIIECTBJICHHS PaK ¢ BRICOKUM cojepskanueM TIL mpeacTaBiseT coOO0H METaCcTaATHYCCKHM

paK (HampuMep, METACTATHYECKHIA PAK MOJIOYHOH KEIIe3bl).

[00410] Heorpannuusaroniue npuMepsl BUAOB paka, MOIECKAIMUX JICYEHUIO C
MTOMOTIBIO CTIOCOOOB IO HACTOAIIEMY H300PETEHHIO, MOTYT BKIIFOUATh MEJTAHOMY (HATIPHMED,
METACTATHYECKYIO 3JI0KAYECTBEHHYIO MEJIAHOMY ), PaK MOYKH (HAIPUMEP, CBETIIOKIETOYHBIH
paK), pak MpeacTaTeIbHON JKeNne3bl (HapuMep, TOPMOHOPE3UCTEHTHYIO aJCHOKAPIIHHOMY
MPEACTATEIBHOM KENe3bl), aACHOKAPIMHOMY TOKEITY0YHOM KEJe3bl, pak MOJOYHOM
JKEIIE3bl, PaK TOJCTOM KHIIKH, PaK JIETKOTO (HAIPUMEP, HEMEIKOKIETOUHBIA PaK JIETKOTO),
pak MUILNEBOJA, PaK TOJIOBBI U IIEH, MJIOCKOKIETOUYHBIN paK, pak NMEYeHH, paKk AUYHUKA, paKk
NIEWKH MATKH, PaK MIMTOBUIHOW JKEJE3bl, TIHOOIACTOMY, TIIHOMY, JIEHKO03, JTHM(poMYy,
ME30TETHOMY, CApPKOMY W JpyTHE 3JI0KaYeCTBEHHBIE HOBOOOpa3oBaHmsA. Kpome Toro,
HACTOSIIEE  HWM300pETeHHWE  BKIOYAeT  pepakTepHbIE  WIH  PEHUIUBHPYIOIIHE
37IOKAYECTBEHHBIE HOBOOOPA30BAHMA, POCT KOTOPBIX MOXKHO TIOAABIITH C TPUMEHEHHEM
CHIOCOOOB TI0 HACTOAIMEMY H300peTeHHIO. B HEKOTOPHIX BapHaHTAaX OCYINECTBIEHHUS PaK,
MOJUTEXKAIIHMN JICUEHHIO C TIOMOIINBIO CIIOCOOO0B IO HACTOAIIEMY H300PETEHHIO, BKITFOYAET,
HanpUMeEP, KAPUUHOMY, TUIOCKOKIIETOYHYIO KapIIMHOMY (HAIPUMED, IEPBUKAIBHOTO KaHama,
BEKa, COCJIMHUTEIIPHON OOOJIOYKH, BJIATaJIMING, JIETKOTO, TIOJOCTH PTa, KOKH, MOYEBOTO
My3BIP, TOJIOBBI M IIEH, SA3bIKA, TOPTAHW W THINEBOJAA) U AJACHOKAPIHMHOMY (HAmpUMeED,
MPEACTATENBHOW JKENE3bl, TOHKOTO KHIIEYHUKA, SHAOMETPHUS, LIEPBUKAIBHOTO KaHana,
TOJICTOTO KUIIEYHHUKA, JIETKOTO0, MOLKETYAOYHOM sKENe3bl, MUIIEBOAA, KUIIEYHHUKA, TPIMOU

KHWIIKH, MAaTKH, XCIIyIKa, MOJIOUYHOM JKEJIe3bl H SII/I‘IHI/IKa). B HCKOTOPBIX BapHaHTax
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OCYLIECTBIICHUSA PaK, MOAJECKAIIMN JIEYEHUIO C IOMOINBI0 CHOCOOOB IO HACTOSIIEMY
W300pPETEHUIO, TOTIOTHUTENBHO BKITFOYAET CAPKOMBI (HAPUMEP, MHOTEHHYIO CapKOMY),
JEWKO3, HEBPOMY, MENAaHOMY W TMM(poMy. B HEKOTOpPBIX BapuaHTaX OCYINECTBIEHHUS pak
NPEACTaBIAECT COOOM METaHOMY, IOYEYHOKIETOYHYIO KApLUHOMY, pakK JIErKoro, pak
MOYEBOTO Iy3bIPsA, PAK MOJIOYHOM JKENE3bl, PAK IIECHKHU MATKH, PaK TOJICTOM KHILUKH, PaK
JKETYHOTO Iy3bIPsA, paK TOPTaHH, paK MEUYEHH, PaK IMUTOBUIHOM JKENE3bl, PaK JKEIyIKa, paKk
CIIFOHHOM JKEJIEe3bl, PaK IPEACTATEIbHOM >KEJIE3bl, PaK IOKEITYJOYHOM JKEIE3bl WIIN
KapIHOMY U3 KineTok Mepkens (cm., Hanpumep, Bhatia et al, Curr. Oncol. Rep., 13(6): 488-
497 (2011)).

[00411] B BapuanTax OCYImECTBICHHS pakK TMPEACTABIAECT COOOW OCTPBIH
MHETOUAHBIH  Jeiko3 («AML»), octpeiii  mumdoOnacTaeii  neiiko3  («ALL»),
a/ICHOKapLIMHOMY, aJICHOKAPILIMHOMY JIETKOTO, aIpEHOKOPTUKAJIbHYIO KapLIUHOMY, PaK aHyca
(HampuMep, TIOCKOKIETOYHBIH pak aHyca), paK ammeHAuKca, B-KIeTo4HbId Jeiko3, B-
KJIETOUHYIO TUM(POMY, PaK MOUYEBOTO ITy3BIPS, PAK TOJIOBHOTO MO3Ta, PAK MOJIOYHOM YKEIIE3bI
(HampuMep, TPIKAbI HETaTHUBHBIM pak MomouHOHM »keme3bl (TNBC) mmm pak MomouHOM
JKEJIE3bl, OTJTUYHBIA OT TPWKIBI HETATHBHOTO), Pak (ayutonmueBod TpyObI(TPyO), pak SUYEK,
nepeOpaabHBIN paK, paKk NIEHKH MATKA (HAPUMEP, IIOCKOKICTOYHBIN paK MICHKH MATKH),
XOJIAHTHOKAPLIMHOMY, XOPHOKAPLUUHOMY, XPOHHYECKHNA MHUEIOTCHHBIM JIEHKO3, OIyXOJb
CNS, pak TOJCTON KUIIKH WITH KOJOPEKTATBHBIN paK (HaIpuUMep, aJeHOKAPIIUHOMY TOJICTOH
kumkH), auddysHyro rmomy crBoja romoBHoro Mosra (DIPG), muddysayro B-
kpynmHOKJIeTouHy0 uMpomy («DLBCLy), smOpuoHanehyto padaomuocapkomy (ERMS),
PaK >HIOMETPHS, SMUTEIHANBHBIN PaK, PaK MHAMEBOAA (HATTPUMED, TUIOCKOKIETOYHBIN paKk
munieBoaa), capkomy IOwHra, pak rm1a3a (HampuMmep, YBCAIBHYIO MEJIaHOMY),
dommukysapayo maMpomy («FL»), pak jKeT4HOTO TMy3bIPs, PaK JKEIYAKA, PAK JKETYJO0UHO-
KHIIEYHOTO  TPaKkTa,  MYyIbTHQOPMHYHO  TIOHOOMacToMy,  THoMy  (Hampumep,
BBICOKOAM(PPepeHIMPOBAHHYIO TTTHOMY ), PAK TOJIOBBI U MEH (HATIPUMED, TUTOCKOKIE TOUHBIH
pak tonoel W meu (SCHNC)), reMaronoruveckuidl pak, TNEYCHOYHOKJICTOYHBIH PaK,
mimpomy Xomxkuaa (HL)/mepsuuHyr0o MenuacTHHANBHYIO B-kimeTouHyro mumdomy, pak
MOYKH (HATIPUMEP, CBETIIOKIETOUYHBIM PaK MOYKH, TAMHWUIAPHBIA PaK TOYKH, XPOMOGOOHBIH
MOYEYHOKJIETOYHBIM pak), B-KpynmHOKIETOUHY0 IuMGpOMy, pak TOPTaHH, JEHKO3, pak
MEYEeHH, pak JIerkoro (HampuMep, HEMENKOKIeToOuHbd pak Jerkoro (NSCLC),

MEJIKOKJIC TOYHBIHN paK JETKOT0, aACHOKAPIHWHOMY JICTKOTO HWIIH MIOCKOKIJIC TOYHBIHN paxk
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JE€TKOT0), TUM(POMYy, METAHOMY, KApPUUHOMY U3 KIETOK MepKens, Me30TeInomy,
MOHOITUTAPHBIA JIEMKO3, MHOKECTBEHHYI0 MHEJIOMY, MHEIOMY, HEUPOOIaCTHYECKYIO
omyxomb CNS (manpumep, neirpodmactomy (NB)), Hexomkkmackyto mmmbpomy (NHL),
HeMeTkokaeTouHb pak Jerkoro (NSCLC), pak poTOBOH MOJOCTH, OCTEOCAPKOMY, pakK
ANYHUKA, KAPIUHOMY SHUYHHWKA, PAK TOMKETYAOYHOH JKENe3bl, pak OpIOIIHHEI,
(eoXpOMOLIMTOMY, TIEPBUYHBIN pPaK OPIOIIUHEL, PaK MPEACTATETBHOMN JKeIe3bl, PEIUIUBHYIO
unu pedpakTepHyro kinaccuueckyro nuMmpomy Xomkkuaa (cHL), pak mouku (Hampumep,
MOYEHYHOKJIETOUYHBIM PaK), KAPLMHOMY MPAMOM KHUIIKH (KApLIUHOMY NPAMON KHUINKH), pak
CIIFOHHOM ’Kene3bl (HampuMep, OIyXONb CIIFOHHOM JKENE3bl), CapKOMY, PaK KOXH,
MEJIKOKJIETOYHBIN PAK JIETKOTO, PAK TOHKOW KHUIIKH, IJIOCKOKJIETOYHBIN PaK MOJIOBOTO YJICHA,
CapKOMY MATKUX TKAHEH, MIIOCKOKIETOYHbIN PaK MUIIEBO/A, MIOCKOKIETOYHbIN paK rOJIOBBI
u meu (SCHNC), nioCKOKIETOUHBIN pak JIETKOTO, PaK Kenyaka, T-KIeTouHbId Jieikos, T-
KIETOUHYI0 JTUM(OMY, OMyXOJlb SAWYKA, PaK THMYCA, THMOMY, KapUMHOMY IITUTOBHIHOM
XKene3bl (KapUUHOMY IMUTOBHIHOW SKEJIE3bl), YBEATBHYIO MEJIAHOMY, YPOTEIHATBHYIO
KapIHUHOMY, PaK MaTKH (HAaIPpUMED, pak SHAOMETPHUS MATKH MITH CAPKOMY MATKH, TAKyO KaK
KapIMHOCAPKOMA MATKH), PaK BIIArajvIia (HAPUMEP, TUTOCKOKJIETOYHBIH PaK Barajmina),

pax ByJbBBI (HATPUMED, TUIOCKOKJIETOUYHBIA PAaK BYJIbBBI) WIIH OIYyXO0JIb BHbMca.

[00412] B  BapmaHTtax  OCyIIECTBJICHHS pak  MPEICTaBIACT  COOOH
aJICHOKAPIIMHOMY, PakK >HIOMETPHs, PaK MOJOYHOW JKEJIE3bl, PaK SHYHHKA, PAK MICHKH
MaTKH{, pak (autonueBOd TPyObI, pPaK SWYKA, NEPBUYHBIA PAK OPIOIMWHBI, PaK TOJICTOM
KHIITKH, KOJOPEKTANBHBIN PaK, pak >KeyaKa, paK TOHKOTO KHIIEYHHKA, TUIOCKOKIIETOUHYIO
KapLMHOMY aHyCa, IUIOCKOKJIETOYHYIO KapIMHOMY IIOJIOBOTO YIIEHA, IUIOCKOKIETOYHYIO
KapIMHOMY INEHKH MATKH, INIOCKOKIETOYHYI0 KApIWHOMY BJIATAJIHINA, TIOCKOKIETOYHYIO
KapIMHOMY BYJIBBBI, CAPKOMY MATKHX TKAHEH, MEJTAHOMY, TTOUYCYHOKIIETOYHYIO KaPIHHOMY,
paK  JIETKOTO, HEMENKOKIETOYHBIM paKk  JIeTKOTO,  aJCHOKApPILMHOMY  JIETKOTO,
TIOCKOKJIETOYHYFO KAPIIUHOMY JIETKOTO, PaK JKEIYAKA, PAK MOYEBOTO Ty3bIPS, PAK KEITYHOTO
My3BIPs, PaK TIEUYEHH, paK MIMTOBUIHOH JKENIE3bl, PaK TOPTAHH, PAK CIFOHHOM KEIIEe3bl, paK
MUIIEBO/IA, PAaK TOJIOBBI W TIECH, IUIOCKOKJIETOYHYIO KAPIHHOMY TOJOBBI M INEH, pPak
NPEACTATEIbHOM JKETE3bl, PaK IOKEITYJOYHOM JKENe3bl, ME30TEIHOMY, KapLUHOMY W3
KIeTOK Mepkensa, capkoMmy, INIHOOIACTOMY, TeMAaTOJOTMYECKHHM pakK, MHOKECTBEHHYIO
MHUETIOMY, B-knetouHyro mMpomy, T-kneTounyro mMpomy, mMpomy

XOLKKAHA/IEPBUYHYI0  MEAHACTUHANBHYIO B-kimetounyro muMdomy, XpOHHYECKHH
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MUEJIOTCHHBIA JIEHKO3, OCTPBHIA MHUEIOWAHBIA JIEHKO3, OCTPHId JIHM(OOTACTHBIN JIEWKO3,
HEXO/UKKUHCKYIO TuMpomy, Helipoomacromy, omyxonb CNS, muddysHyro riamomy cTBONa
ronoHoro wmosra (DIPG), capkomy IOunra, >mMOpuOHABHYIO PadIOMHOCAPKOMY,
OCTEOCAPKOMY WJIH OTTyX0Jb Bunbmca. B BapuanTax ocyimecTBieHus pak sipisgetcss MSS unu
MSI-L, xapakrepusyeTcss MUKPOCATEIIMTHOM HECTAOMIBHOCTHIO, siBisieTcs MSI-H, umeer
BbICOKYIO TMB, umeet Boicokyto TMB u aBnsercas MSS unmun MSI-L, nmeet Boicokyro TMB
u saBisiercss MSI-H, umeeT nedextHyro cucteMy penapanuu omudouHoro cnapusanus JJHK,
umeeT neeKT B reHe pemapaimu ommoOouHoro cmapuBanus JIHK, mpeacraBmser coGoii
TUIIEPMYTUPOBAaHHBIN pak, mpeactaBmsaer coboi pak HRD mmu HRR, mpenycmarpusaer
MyTauuio B nojuMepase-aensta (POLD) unu npexycMaTtpuBaeT MyTalMio B MOJIMMEpPase-

sncuniod (POLE).

[00413] B HEKOTOPHIX BapHaHTaX OCYHIECTBIIEHHUS PaK MPEACTaBIET coO0U B-
KPYITHOKJIETOUHYIO JTUM(OMY, THMOMY, OCTPBIH MHEIOUIHBIA JIEWKO3, OMyXOJb SHYKA,
aJICHOKAPLIMHOMY JIETKOTO, HEMEIKOKJIETOYHBIM PaK JIETKOTO, CBETIIOKIETOYHBIN PAaK MOYKH,
paK MOJIOYHOM JKENIe3bl, TPIKIbI HETaTWBHBIA pak MmomouHou kenme3pl (TNBC), pax
MOJIOYHOM JKEJIE3bl, OTIMYHBIH OT Tpwkapl HeraTuBHOTO (oTmmuHbd OoT TNBC), pak
JKETYKA, TUIOCKOKJIETOUHBIN paK JIETKOTO, ME30TETHOMY, PaK MOKETYJOYHOM JKEJE3bl, paKk
OIeMKW MAaTKH, paK TOJOBBI U IIEH, MEIAHOMY, TeMaTOLEUIOJIIPHYIO KapLHUHOMY, pak
HOCOTJIOTKH, pakK MHINEBOJA, aJCHOKAPLMHOMY TOJCTOM KHUIIKH, KOJOPEKTAJIbHBIM PakK,
KapUMHOMY MPSAMOM KHIIKH, XOJIAHTHOKAPLMHOMY, PaK 3HIOMETPHS MATKH, CAPKOMY, pakKk
MOYEBOI0 MY3bIps, KApLUUHOMY INMTOBUAHOW SKEJE3bl, NANWUIAPHBIA paK TOYKH,
MYITbTHOOPMHYIO TIIHOOIACTOMY, PaK MEYEHHU, KAPIUHOCAPKOMY MATKH, ()EOXPOMOIIUTOMY,
BBICOKOAM(pPepeHIMPOBAHHYIO TAHOMY, XPOMO(OOHBIH TMOYEYHOKIIETOUYHBIA paK, pak

HaAIMO4YCUYHHUKA HITH YBCAJIIbHYIO MCIITAHOMY.

[00414] B npyrux BapmaHTax OCYIIECTBICHHS PaK MPEACTABIET COOOU pak
TOJIOBBI W IIIEH, PAK JIETKOTO (HampuMep, HeMelKkokieTounbld pak jgerkoro (NSCLC)), pak
MOYKH, PaK MOYEBOTO IMy3bIps, MEIAHOMY, KapUMHOMY M3 KIETOK Mepkens, pak MMEeHKu
MaTKM, pPaK Bllarajviia, pak BYJbBbI, paK MaTKH, PaK 3HAOMETPUs, PaKk SUYHHUKA, PakK
damronueBoil TPYOBI, PaK MOJIOYHOW KEJE3bl, PaK MPEJACTATEIHHOW SKEIE3bl, OIMyXOJIb
CIIOHHOM JKEJIE3bl, TUMOMY, aJPEHOKOPTUKAIBbHYIO KapLMHOMY, paK IHUIIEBOJA, pPakK

JKCITyAKa, KOHOpeKTaHBI{BIfI PaK, paK anmncHAUKCA, KAPIUHUHOMY YPOTCITHAJIIbHBIX KIICTOK HUITH
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TIOCKOKJIETOUHYO KAPLUHOMY (HAIIPUMEP, JIETKOTO; AHOTEHUTATBHOU 0OJIACTH, B TOM YHCJIE

aHyca, TTOJIOBOTO YJICHA, INEWKH MATKH, BJIATAJTAINA WITA BYJIHBBI, HITH TTHIICBO/IA).

[00415] B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS PAK IS JICUEHHS B KOHTEKCTE
HACTOSIIETO H300PETEHUS MPEACTABIAET COO0H METAHOMY, TIOYEYHOKIETOUHYIO KaPIHHOMY,
PAaK JIETKOTO, PAK MOYEBOTO IMy3bIPsl, PAK MOJIOYHOM JKEJIE3BI, PAK MIEHKH MATKH, PAK TOJICTOM
KMILIKH, PAK YKETYHOTO Iy3bIPs, PaK TOPTAaHH, PaK IEYECHH, PAK MIUTOBUIHOM KEIIE3BI, pPaK
JKEITyIKA, PaK CIIFOHHOM JKEJE3bl, PaK MPEACTATEIbHOM MKEJE3bL, PAK IOKEITY JOYHOH JKEIIE3bI

WJIM KApLMHOMY M3 KIIETOK Mepkers.

[00416] B BapuanTax OCYINECTBICHHS pak TMPEACTABISIET COOOM TMMQOoMmY,
TaKyl0 Kak 00jie3Hb XOKKHHA, HEXO/KKHHCKas THM(OMA, MHOKCCTBEHHYIO MHEJIOMY,
MakporiaoOynuHeMur0  BampaeHcTpema, OOJI€3HP  TDKENBIX IEEd W HCTHHHYIO

TTOJITMITUTCMHIO .

[00417] B BapmaHTax  OCYHIECTBIIEHHS  paKk  TMPEACTaBIIET  COOOM
IUIOCKOKJIETOYHYIO KapIMHOMY. B BapHaHTax OCYIIECTBIEHHMsA paK MpPEACTAaBIIET COOOH
IJIOCKOKJIETOYHY0 KapLUUHOMY JIETKOTO. B BapmaHTax OCyIIECTBIECHMA PaK MPEACTABIAECT
COOOHM TIJIOCKOKJIETOYHYIO KApPIMHOMY IHINEBOAA. B BapHaHTax OCYIIECTBIECHUSA pak
NPEACTABIAET COOOU MIOCKOKIETOYHYIO KapIIMHOMY aHOT€HUTAIBHON 00IacTH (Hampumep,
aHyca, TIOJIOBOTO 4JIEHA, WICWKH MAaTKH, BJIaraJidiia WIA BYJIbBBI). B BapmaHTax
OCYLIECTBIICHUSA PaK MPEACTABIAET COOOM IUIOCKOKIETOYHYIO KapIMHOMY TOJIOBBI M IIEH

(HNSCO).

[00418] B BapmaHTax OCyIIeCTBICHHS PaK MPEACTABISIET COOOM PaK MOYEBOTO
My3BIPS, PaAK MOJIOYHOM KeJie3bl (HAIPUMEp, TPYKABI HETATUBHBIA PAK MOJIOYHOH JKEJIe3bI
(TNBC)), pak ¢pammonueBoit TpyOsI(TPYyO), XOJAHTHOKAPIIUHOMY, aIEHOKAPIIMHOMY TOJICTON
KHIITKH, PaK SHIOMETPHSA, PaK MUIIEBOAa, capkomy FOHHTa, pak sKelyIKa, CBE TIOKIETOUHBIH
PaK TMOYKH, PAK JIETKOTO (HATIPUMEP, aIEHOKAPLIIMHOMY JIETKOTO HITH TIOCKOKJIETOYHBIN paKk
JIETKOTO0), ME30TEIMOMY, PaK SMYHUKA, PAK TOHKETYJOYHOW JKENe3bl, Pak OPIOIIHMHEL, Pak
MPEACTATETbHOM JKETIE3bl, paK MATKU YHIOMETPHS WM YBEAbHYI0 MelTaHOMY. B BapmaHTax
OCYIIECTBJICHHSA PaK NMPEACTABIIET COO0H pak IMYHUKA, pak GamuionueBoi TpyOsI(TpyO) uimm
pak OprommHBL. B BapuwaHTax OCYINECTBIIEHHS pakK TMPEACTABISAET COOOM PaK MOJOYHOM

xene3bl (Hanpumep, TNBC). B BapuanTax oCymiecTBIEHHS PaK MPEACTaBIAECT COOOM pak
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JIETKOTO (HApHUMeEpP, HEMEIKOKIIETOUHBIA PaK JIETKOT0). B BapmaHTax ocymiecTBIeHHA pak

MPEICTABIIET COOON PaK MPEACTATEIEHOM JKENIE3bI.

[00419] B BapmaHTax ocymiecTBIIeHHs pak mpeactaBisier cobor pak CNS wmm
TOJIOBHOTO MO3ra, TakoW Kak HeipoOmacroma (NB), rmmoma, nuddysHas BHYTpeHHAA
moctoBas rimoma (DIPQG), munmompHas acTpommrTomMa, acTpOLMTOMA, AHAIUIACTHYECKAS
aCTPOILMTOMA, MYJIbTH(OPMHAS TIHOONIACTOMA, MEIYJLIO0IacTOMa, KpPaHHO(APUHTHOMA,
SMEHIUMOMA, MUHEaIoMa, reMaHrHo0IacToMa, aKyCTHYECKas OIBAHHOMA,
OJIUTOICHAPOTITUOMA, MEHUHIHOMA, BECTHOYJISIPHASA IIBAHHOMA, aJIcHOMa, METACTaTHUECKas
OITyXOJIb TOJIOBHOTO MO3ra, MEHHHTHOMA, OITyXO0JIb CIUHHOTO MO3Ta MJIM MEAYIII001acTOMA.

B BapuaHTax oCymecTBIEHUS paK MPeACTaBIIeT co00i omyxoib CNS.

[00420] B napyrux BapHaHTax OCYHIECTBICHHS pak NPEACTABIIET COOOM
MEJIaHOMY, IMOYEYHOKJIETOYHYIO KAapLUUHOMY, paK JIErKOTO, Pak MOYEBOTO Iy3bIps, pak
MOJIOYHOM JKEJIE3bI, PAK IIECHKH MATKH, PAaK TOJCTOM KHILUKH, PaK >KEITYHOTO ITy3bIps, paKk
TOPTaHH, PaK MEYCHH, PAK IUTOBUAHOMN JKETIE3bI, PAK JKEIYJKA, PaK CIFOHHOM KENE3bl, paKk
MPEACTATENBHOM JKETIE3BI, PaK MOAKEITYI0YHOHU JKETIE3bI MM KAPLIUHOMY M3 KIETOK Mepkerst

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

[00421] B HEKOTOpBIX BapuaHTax OCYIIECTBICHUS Y NALMCHTA WM MOIYJIALUU
MAIUEHTOB MMEETCS TeMATOJIOTHYECKUH pak. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHHS Y
MAIUeHTa MMEETCS TEeMATOJOTHYECKUH PaK, TakoM Kak muddysHas B-kpymHOKIeTOUYHAS
mimpoma («DLBCLy), mumdoma Xomxkura («HL»), Hexomkkuackas mamdpoma («NHL»),
dommukynsapras muMmpoma («FL»), octperii mMuenoumsbeid neiko3 («AMLy), octpeiid
mumMpoomacTHeIN nerko3 («ALL») mmm mHOKecTBeHHas muenmoma («MM»). B BapmanTax
OCYIIECTBJICHHUSA PaK TMPEACTABIAECT COOOH MPOUCXOMAINNN W3 KPOBETBOPHOW TKAHH PaK,
TAaKOM Kak OCTpbid JmMdoOnacTHed JeWKo3(«ALL»), octpeiii mum¢odOmactaeii B-
KIIETOYHBIH  JIEWKO3, OCTpbId  nuMQoOIacTHBIM  T-KIETOYHBIH  JIEHWKO3,  OCTPBHIN
MuenoomacTHeI neiko3 («AMLY), octperii mumdoOnacTheiid nerko3 («ALL»), octpsiid
MPOMHUENIONMTAPHBIA  TeWKo3 («APL»), oOCTpeIii MOHOONACTHBIM JEWKO3, OCTPHIH
SPUTPOIIEHKO3, OCTPHIA METAKAPUOOIIACTHBIH JICHKO3, OCTPHIH MUEJIOMOHOIIMTAPHBIN JIEHKO3,
OCTPhIi  HEMMM(OOIACTHBIN  JIEWKO3, OCTPhii  HeaupPepeHIMPOBAHHBIA  JIEWKO3,
XPOHUYECKHNA MHETOUUTAPHBIA eiko3 («CMLy), xpornueckuii TUMQPOUUTAPHBIA JTEWKO3
(«CLL»), BOIOCATOKIIE TOUHBIN JIEWKO3 U MHO’KECTBEHHASI MHETIOMA; OCTPBIE U XPOHHYECKHE

JIEWKO3bI, TaKHe Kak TUM(POOTaCTHRIE, MHEIIOTEHHBIE, IMM(OIMTAPHBIE U MHETOLUTAPHBIC
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JEeWKO3bl. B BapWaHTax OCYMIECTBICHHSA, T€MATOJOTHYECKHE paK TMPEICTABIAECT COOOM
miMmpomy (Hanmpumep, muMpomy XOWKKHHA (HAPUMEP, PEUUAMBHPYIOMIYIO WA
pedpakrepHyro kmaccuueckyro muMmbpomy Xomxkuaa (CHL), HexomKkkuHCKYIO TMpOMYy,
mudpdysayro  B-kpynmHoknerounyro  gumdomy wiu  gumbomy  T-muamdoOmacTHBIX
MPEIMIECTBEHHUKOB),  TUM(POIMHUTETHAIBHYI0  KapLUHOMY WM  3JI0KAY€CTBEHHBIH

THCTHOIIUTO3.

[00422] B HEKOTOPBIX BapuaHTax OCYIUIECTBICHUS Y NALUUEHTA WIH MOIYJIALUU
NAIMEHTOB UMEETCA CONMAHAA OIyXOJb. B BapHaHTax OCYINECTBIECHUS PaK MPEACTABIACT
COOOM CONMUAHYIO OMyXOJib TaKyl Kak (uOpocapkoMa, MHKCOCAPKOMA, JUIIOCAPKOMA,
XOHJIPOCAPKOMa, OCTEOTE€HHAs CapKoMa, XOpAOMa, AaHTHOCAPKOMA, 3HAOTEIHOCapKOMA,
nuM@aHruocapkoMa, TUM(PAHTHOIHIOTETHOCAPKOMA, CHHOBUOMA, ME30TEITUOMA, OITyXOJIb
IOwunra, neomuocapkoMa, padIOMHOCAPKOMA, OCTEOCAPKOMA, PAK TOJCTOH KHIIIKH,
KOJIOPEKTAIbHBIN PaK, paKk MOYKHU, PaK MOKEITyJ0UYHOM KEJIE3bl, PaK KOCTH, PAaK MOJIOYHOMU
JKEJE3bl, paK AWYHUKA, PAK NPEACTATEIBHOM JKENE3bl, PaK MUIICBOJA, PAK JKEIyIKa, pak
POTOBOM TIOJIOCTH, HA3albHBIA paK, pak Tropia, IUIOCKOKIETOYHAs KapLHUHOMA,
0a3aIbHOKJIETOYHAS KapIWHOMA, QJCHOKAPIMHOMA, KapIMHOMAa TIOTOBOM JKEJE3HI,
KapUMHOMA CAJIbHOM >KENe3bl, MAMWUIAPHAs KapLHUHOMA, MaNMWUIIPHbIE aJ€HOKAPLIMHOMBI,
OUCTAACHOKAPIIMHOMA,  MEIy/UIApHAs  KapUWHOMAa,  OpPOHXOT€HHAs  KapIHHOMA,
MOYEYHOKJIETOYHAass  KapLMHOMa,  TeMeToMa,  KapUMHOMa  JKEJIYHOTO0  IMPOTOKa,
XOPHOKAPIIMHOMA, CEMUHOMA, SMOPHOHAIbHAS KapIIMHOMA, OMyX0JIb BUibMca, pak IIeHKu
MATKH, PaK MATKH, PaK AHYKA, HEMEJIKOKIeTOUHbIN pak Jierkoro (NSCLC), MeTKoKIIeTOuHAs
KapUMHOMA JIETKOTO, KapLUMHOMa MOYEBOI0 Iy3bIps, PaK JIETKOTO, JIMUTEIHAIbHASA
KapIuHOMa, PAaK KOKH, MejlaHoma, HewpoOmactoma (NB) wimm permno6nactoma. B
HEKOTOPBIX BAPHUAHTAX OCYILECTBIIEHUA OIMyXOJIb ABJISAETCA COMUIHON OMYXOJIbIO HA TO3HEH
CTaAuHu. B HEKOTOpBIX BapHAaHTAX OCYIIECTBICHHUA OMYXOJb SIBISETCA METACTATHYECKOU
COJIMAHOM OIMyXOJbl0. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHUS Y MAaLMEHTa HUMEETCA
comuaHasa omyxojib MSI-H. B BapuanTax ocyiecTBieHHs COIUIHASA OMyXOJIb MPEACTABIISET
coboil comuaHyo omyxonb MSS. B BapuaHTax OCYImECTBICHHUS COJMAHAS OITYXOJIh
npeactapnseT coooit POLE-mytanTHYIO comuanyro omyxois. B BapuaHTax OCymiecTBIICHUS
CONIUAHAS OMyXOJib TPEACTABIIET COO0M comuaHyro omyxomb MSS. B Bapumantax

OCYHIECTBIICHHS COJIHIHAS OMyXOJb TpeAacTaBisieT cooor POLD-myTaHTHYIO CONMHIHYIO
OIMyXOJIb.
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[00423] B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUS Y NALMEHTA WM MOIYJIALUN
MAIMEHTOB, TOAJICKANINX JICYCHHAIO C TIOMOINBIO CTIOCOOOB B COOTBETCTBHH C HACTOSIIUM
HW300peTEeHHEM, MMEETCS paK, TAaKOW KaK pak TOJIOBBI M INEH, PaK JIETKOTO (HAmpuMep,
HeMeTKOKIeTOuHbIH pak jierkoro (NSCLC)), pak moYku, pak MOYEBOTO ITy3bIPs, MEJIAaHOMA,
KapIMHOMA W3 KIETOK MepKeIrs, pak NIeWKH MAaTKH, PaK BIIATAJIHMINA, PAK BYJIbBbI, PAK MATKH,
paK PHIOMETPHS, paK SMYHHUKA, paK (hajtonueBod TPYObI, pak MOJIOYHOW JKEIe3bl, paK
NPEACTATeIbHON JKENe3bl, OMyXOJIb CIIFOHHOM JKENle3bl, THMOMA, AJIPEHOKOPTHKAIbHAS
KapIWHOMA, paKk NHINEBOJA, PaK JKEITyIKa, KOJOPEKTAIBHBIM paK, paK anmeHaIuKCa,
KapLUHOMA yPOTEHATBHBIX KJIETOK HITH TUTIOCKOKIIETOYHAS KapIMHOMA (HAIPUMED, JIETKOTO;
AHOTEHUTAIBHOM 00JIACTH, B TOM YHCIIE aHyCa, MOJIOBOTO YICHA, MIEWKA MATKH, BJIaraIHnia
WJTH BYJIBbBBI;, WM NMUNICBOAA), WIH OHH BOCIIPHUMYHBBI K HEMY. B HEKOTOpBIX BapHaHTaX
OCYHIECTBICHUS Yy NAIMEHTa WM TOMY/AIHUH TAIUEHTOB, MOJUICKAIMX JIEYECHUIO C
MIOMOIIBIO CIIOCOOOB B COOTBETCTBHU C HACTOSIIUM H300PETEHHEM, UMEETCS PaK JIETKOTO
(mammpumep, NSCLC), pak mouku, MeJIaHOMA, PaK IMIEWKH MATKH, KOJIOPEKTAbHBIN PaK WUITH
pak sHAOMETpUs (HanmpuMmep, pak sHAoMeTpus MSS wmnm pak samomerpus MSI-H) wnm

BOCITPUHUMYIHBOCTD K HHUM.

[00424] B HEKOTOpBIX BapuaHTax OCYIIECTBJICHUS Y NALMECHTA WM MOIYJIALUU
MAIUEHTOB, TIOUICKAIIHNX JICYCHHIO C TTIOMOIIBIO CTIOCOOOB B COOTBETCTBHH C HACTOSIIIHM
HU300pETEHUEM, HMEETCST HEMETKOKIeTOUHbIH pak Jierkoro (NSCLC), me4eHOUHOKIE TOUHBIH
PaK, pak MOYKH, MEIIAHOMA, PaK INEWKH MATKH, KOJOPEKTAIBHBIA PaK, IJIOCKOKICTOYHAS
KapIMHOMAa aHOTE€HUTAIbHOW 001acTH (HAIpHUMeEpP, TUIOCKOKIETOYHAs KapIMHOMA aHyca,
MOJIOBOTO YJIEHA, MIEHKW MATKH, BIArajHINa WIA BYJbBBI), PaK TOJIOBBI W IIEH, TPHIKJIBI
HETAaTUBHBIA PAaK MOJIOYHOM JKENE3bl, PAaK SWYHUKA WM PAaK 3HAOMETPHA, WU OHH
BOCIIPUMMYHMBBI K HEMY. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUSA Y MAallMEHTA UMEETCA
CONIMJHAsA OIMyXOJIb HAa MO3AHEHM CTaJWW, TaKas KaK HEMEIKOKJIETOYHBIM PaK JIETKOro
(NSCLC), meueHOYHOKICTOUHBIA pakK, pakK TOYKH, MEIIAHOMA, PaK NICWKH MATKH,
KOJIOPEKTATBHBIN PAK, INIOCKOKIETOYHAS KAPLUHOMA aHOTEHUTATFHOW 00NacTH (Hampumep,
IJIOCKOKJIETOYHAs KAapLMHOMA aHyca, MOJIOBOIO YJICHA, INEWKW MAaTKH, BIArajuilia WIH
BYJIBBBI), PAK TOJIOBBI M II€H, TPYDKIBI HETATUBHBIN PAK MOJIOYHOW JKEJIE3bI, PAK AMYHUKA UITH
paK 3HAOMETPHA. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHA y NMALIUEHTA UMEETCA CONMIHASL

OMYXOJIb HA MO3AHEN CTaJUH C MUKPOCATEIUTUTHON HECTAOMIBHOCTBIO.
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[00425] B HekoTOpHIX BapHaHTAaX OCYHICCTBIICHHS PaK TMPEACTABIAET COOOM
THHEKOJIOTHYECKUH pak (T. €. pak >KEHCKOW PETMPOAYKTHBHON CHCTEMBI, TAKOW KaK pak
AWYHHUKA, pak (pamronmeBod TpyObl, pak MEHKH MATKH, PaK BIIATAJIMINA, PAK BYIBBBI, pak
MaTK{, WIH TIEPBUYHBIA pak OpPIOIIMHBL, WM PaK MOJIOYHOW JKee3bl). B HekoTopshIx
BAPHUAHTAX OCYUICCTBICHUA PA3HOBHJHOCTH pPaKa >KEHCKOM PENPOAYKTUBHOM CHCTEMBI
BKITIOYAIOT 0€3 OTPaHUYECHHA PaK SHYHUKA, PaK PanmonueBoil TpyOsI(TpyO), pak OprOIIHUHEI

Y PaK MOJIOYHOM >KEJE3BI.

[00426] B BapuanTax ocymiecTBIIeHHA PaK MPEACTABISIET COOOM pak SUYHUKA
(HampuMep, CEpO3HBIM WM CBETIOKIETOUYHBIN paK AWYHHUKA). B BapuaHTax oCymecTBIeHUA
paKk TpeacTaBIEIET CcOo0OM pak (QamwtonueBor TPYObl (HampuUMep, CEPO3HBIA WM
CBETJIOKJIETOYHBIM pak (amronueBo TpyObl). B BapuMaHTax OCYIIECTBIEHHS pak
NPEACTaBIAET COOOM TMEPBHYHBIM pak OpIOMMHBI  (HApPUMEP, CEPO3HBIM WM

CBETJIOKJICTOUHBIN TIEPBUYHBIN PaK OPIOIIHUHBI).

[00427] B HEKOTOPBIX BapHaHTaxX OCYINECTBICHHS PAK AWYHUKA MPEACTABIACT
COOO0M SMUTETHANTBHYIO KAPIUHOMY. DT TETHATbHAS KapIIUHOMA COCTaBIAET 0T 85% 1m0 90%
CIly4yaeB paka SHUYHHUKA. XOTA HCTOPHYECKH CUHTAETCA, 4YTO JAaHHOE 3a00JeBaHUE
pa3BUBAETCS HA MOBEPXHOCTH SIMYHUKA, HOBBIE IAHHBIE TAFOT OCHOBAHHE TIPEATIONIOKUTD, UTO
MO0 MEHBIIEH MEpe HEKOTOPhIE PA3HOBHIHOCTH paka SHYHHUKA OEpPyT CBOE HAYaIO OT
KOHKPETHBIX KJIETOK B 4acTd (amronueBod TpyOsl. DaionueBsl TPyObl TPEACTABIIOT
cO00M MaJeHbKHE TPOTOKH, KOTOPHIE CBA3BIBAIOT SHYHUKH JKEHIOIMHBI C €€ MATKOH, H
ABJSIOTCA YaCThIO PENMPOAYKTHBHOM CHUCTEMBI SKCHIMUHBL. B HOpMalIbHOM KEHCKOU
PENIPOAYKTHBHOM CHCTEME HMEIOTCS JIBE (haJIONTUEBBI TPYOBI, TIO OJTHOW C KaKI0H CTOPOHBI
MaTKd. PakoBbIe KIIETKH, KOTOpbIe OEpyT CBOE Haudano B (awionueBod TpyOe, MOTYT
BBIXOJUTh HA MOBEPXHOCTHh SIMYHMKA HA PaHHEH cTaguu. TEepMHH «pak SMYHHUKA» YacTo
WUCTIONB3YIOT JJIS OTIMCAHHSA PA3HOBHAHOCTEH SMHTEHATBHOTO Paka, KOTOPBIE OEpyT CBOE
HAYaJl0 B SWYHUKE, B (DauionmmeBod TpyOe M CIM3UCTOW 000IOYKE OPIONTHOW TOJOCTH,
Ha3bIBAEMOU OPIOIMMHON. B HEKOTOPBIX BapHaHTaX OCYHIECTBIICHHUS PAK MPEACTABIIIET COOOH
WIJTH COJIEPKUT OITYXOJIb TTOJIOBBIX KIETOK. OTyXOJIH TOJOBBIX KIIETOK MPEACTABISIIOT COOOM
TUN paka SMYHUKA, KOTOPBIH pa3BUBAETCS B KIETKAX SAUYHHUKOB, NPOAYLIMPYIOIINX
AWLEKIETKH. B HEKOTOPBIX BapHaHTaX OCYHIECTBICHHA PAaK TMPEACTABIIET COOOW WIH
COJIEP’)KUT CTPOMANIBHYIO oOmnyXonb. CTpoMasbHBIE OINMYXOJHM Pa3BUBAIOTCA B KIETKaX

COGI[I/IHI/ITGJ'IBHOI‘/'I TKaHH, yz[epn(HBanmefI AAYHUKHA BMCCTC, KOTOpasd HWHOrAa ABIEICTCA
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TKAaHBIO, KOTOpPAas BHIPAOATHIBAET >KEHCKHE TOPMOHBI, HA3bIBa€MbIE JSCTpOTeHamMH. B
HEKOTOPBIX BApHAHTaX OCYIIECTBJIEHHS paK MpPEACTAaBIsIET COOOM MM  COJNEPIKUT
IPaHyNe30KIECTOYHYI0 OMyXOnb. ['paHyne30KIETOUHBIE OIyXOIU MOTYT CEKpPETHPOBAThH
3CTPOTEH, YTO MPHBOAUT K HEOOBIYHOMY BIIATAJTHINHOMY KPOBOTE€YEHHIO BO BpEMS
AUAaTHOCTUKA. B HEKOTOPHIX BapuWaHTaX OCYIIECTBICHUS T'HHEKOJIOTHYECKHH pak
acCOLIMUPOBAH C aepuTOM penapanuu MOCPEICTBOM TOMOJIOTHYHOU
pexoMOuHarmu/ nepuruTom romonornyaoi penapammu («HRD»), myTarmet wmm geneumeit
reHa pemapalyMd  TOCPEeICTBOM  romonorndHod  pekomOumHammu  (HRR)  w/mnm
mytammed(myraimsamu)  BRCA1/2. B HEKOTOpBIX  BapHaHTax  OCYINECTBJICHHUA
TMHEKOJIOTMYECKUM paK SABISIETCS UyBCTBUTEIBHBIM K CPEACTBAM HA OCHOBE IIATHHBL. B
HEKOTOPBIX BApHUAHTAaX OCYINECTBICHHUSA T'HHEKOJOTHYECKMHM paK OTBEYal Ha CPEIACTBO
TEpaIruu Ha OCHOBE IUIATUHBI. B HEKOTOPBIX BapHAHTaX OCYIIECTBICHHUS THHEKOIOTHYECKUM
paKk MmpHOOpEN YCTOHYMBOCTH K CPEACTBY TEPAIMHd HA OCHOBE IUIATHHBL. B HEKOTOPBIX
BAPMAHTaX OCYINECTBICHUA THHEKOJIOTHYECKHH pak OJHAKIBl IPOJEMOHCTPHUPOBAI
YACTHYHBIA MJIM TOJHBIA OTBET HA CPEACTBO TEPAllMd HA OCHOBE IUIATHUHBI (HAIIpPHMED,
YaCTUYHBIN MJIM TIOJTHBIN OTBET HA MOCTIETHEE CPEACTBO TEPAIIMK Ha OCHOBE TUIATHHBI HITH HA
MPEaNoCeIHEE CPEACTBO TEPAMd HA OCHOBE IUIATHHBI). B HEKOTOPBIX BapHaHTaX
OCYIIECTBJICHHSA B HACTOSIIEEC BPEMS THHEKOJOTHYECKHH PaK SBIIETCS YCTOHYMBBIM K

CPEACTBY TE€pPANUH Ha OCHOBE TIJIATHHBI.

[00428] B BapuaHTax OCyIIeCTBIICHUS PaK MPEACTABIIET COOOM PaK MOJOYHOM
xene3bl. OOBIMHO PaK MOJIOYHOW JKEJe3bl HAUMHAETCS JTHOO B KIETKAX MOJIOYHBIX JKENE3,
W3BECTHBIX KaK JIOJIBKH, JTHOO B IPOTOKAX. Peke pak MOIOYHOM KeNe3bl MOKET HAUMHATHCS
B CTPOMAJIbHBIX TKaHIX. K HUM OTHOCSTCS )KUPOBBIE M BOJIOKHUCTHIE COCAUHUTETHHBIE TKAHU
MOJOYHOH kejie3bl. CO BpEMEHEM KIIETKH Paka MOJIOYHOW JKENie3bl MOTYT NMPOHUKATh B
ONM3IIeKANINE TKAHU, TAKHE KaK MOMBIIICYHbIC THM(paTHIECKHUE Y3/l HIH JICTKHE, B XOJIE
MpoLecca, U3BECTHOIO Kak MeractazupoBaHue. CTaaus paka MOJOYHOM >KEJE3bl, pasMep
OTTyXOJIM U CKOPOCTh €€ POCTa MPEACTABIIOT COO0H (PaKTOPHI, KOTOPHIE OTPEAEIAIOT THIT
MPEAJIaraeMoro JieueHHs. BapuaHThI IeYeHUS BKITFOUAIOT XUPYPTHUECKOE BMEMIATEIHCTBO TIO
VAATICHUIO OTYXOJIH, MEAUKAMEHTO3HOE JIEYEHHE, KOTOPOE BKITFOYAET B CE0S XHMHO TEPATIHIO
U TOPMOHAIBHYIO TEPANHI0, PATUALMOHHYIO TEPANUI0 W HUMMyHOTepamuio. [IporHo3 u
YPOBEHb BBDKHUBAEMOCTH CHIIBHO BapbUPYIOTCS;, YPOBHU TSTUJIETHEH OTHOCUTEIBHOU

BBLKMBAEMOCTH BapbUpYyHOTCS 0T 98% 10 23% B 3aBHCHMMOCTH OT THMIA paka MOJOYHOU
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JKEJIE3bl, KOTOPBIM HMEET MECTO. Pak MOIIOYHOM JKENe3bl SABIAETCS BTOPBIM IIO
PacTpOCTPaHEHHOCTH BHAOM paka B MUpeE, B 2012 roay ObLIO 3apeTUCTPUPOBAHO IPUMEPHO
1,7 MUIITHOHA HOBBIX CITy4aeB 3a00JIEBAHUSA, U OH SBJISIETCS MATOM IO PACIIPOCTPAHECHHOCTH
NPUYUHOU CMEpPTH OT paka, ¢ npuMmepHo 521000 cmyuaes cmeptu. M3 >THX Ciy4daes
npumMepHo 15% ABNAOTCS TPWKABI HETATUBHBIMHM, IPH KOTOPBIX HE IKCIPECCUPYETCA
peuenTop scTporeHa, peuenrop nporecrepona (PR) mmu HER2. B HekoTOphIX BapmaHTax
OCYIIECTBJICHUA TPHKIbI HETATUBHBIN pak Mono4uHOM xene3bl (TNBC) xapakrepusyercs kak
PAKOBBIE KIIETKM MOJIOYHOM JKEIIE3Bl, KOTOPBIE SABIAIOTCA HETATHBHBIMU IO JKCIPECCUMU
peuenropa oscTporeHa (<I% KIE€TOK), HETATUBHBIMH II0 OSKCIPECCHH PELENTOpa

nporectepona (<1% kmnerox) 1 HER2-HeraTuBHbIMH.

[00429] B BapmaHTax oOCymIeCTBIEHHA pak TnpexacraBmier cobod  ER-
MO3UTUBHBIA pPaK MOJIOYHOM kene3bl, ER-HeraTwBHBIM pak MOIOYHOM kenes3sl, PR-
MO3UTUBHBIN PAaK MOJOYHOM >kene3bl, PR-HeraTtuBHbIM pak Mono4HoM »kenespl, HER2-
MO3UTHBHBIN pak MoJIouHOM skejie3br, HER2-HeraTuBHBIN pak MotouHO#H sxene3br, BRCA1/2-
MO3UTUBHBIN pak MoJIOYHOH skene3bl, BRCA1/2-HeraTUBHBIN pak MM TPHKIBI HETATHBHBIH
pax monounol xene3sl (TNBC). B BapumaHTax OCymIECTBIIEHHsS pak MPEACTaBISIET COOOH
TPWKIbl HeratTuBHbIA pak MojouHo skene3sl (TNBC). B HekoTopbix BapuaHTax
OCYIIECTBJICHHSA PAK MOJIOYHOW JKENIe3bl TPEACTABIAET COOOM METACTATHYECKHH pak
MOJIOYHOM >Kene3bl. B HEKOTOPBIX BapHaHTaX OCYHIECTBIEHHS PaK MOJOYHOM IKENe3bl
MPEACTABIIET COOOHM PaK MOJIOYHOM JKeJIe3bl HAa TIO3AHEN CTaANH. B HEKOTOPHIX BapHaHTaX
OCYHIECTBIICHHS PaK MPEACTABIAECT COOOM pak MOJIOYHOM skene3bl I cramum, [11 ctagum wmm
IV craguu. B HEKOTOPBIX BapuaHTaX OCYHICCTBIICHHS PaK NPEICTABIET COOOW pak
MOJIOYHOM skenes3pl [V crannu. B HEKOTOPBIX BapuaHTax OCYINECTBIICHHA PAaK MOJIOYHOU
JKEJE3bl PEACTABISIET COOOM TPWKIBI HETATHBHBIA PAaK MOJIOYHOM »Keje3bl. B BapmaHTax
OCYIIECTBICHHA PAaK MOJIOYHOW JKEJIe3bl TPEACTABIAET COOOH METACTATHYECKHH pak
MOJIOYHOM kene3bl. B BapmaHTax OCYINECTBIICHUS PaK MOJOYHOM JKENE3bl NMPEICTABIAECT
co00# pak MomouHOH kene3sl MSI-H. B BapuaHTax OCyImecTBIeHHs paK MOJOYHOH KeEJe3bl
MPEICTABIIET COOOM pak MONO4YHOHM skenme3bl MSS. B BapmanTax ocymiecTBiIeHHSA pak
MOJIOUYHOW Kene3bl mpeactasisieT co0oi POLE-myTaHTHBIN pak MONIOYHOM >kene3sl. B
BapHaHTAaX OCYNICCTBJICHHS PAK MOJIOYHOM sKeJie3bI TipeacTaBisieT co0oit POLD-MyTanTHBIH
PaK MOJIOYHOM KeJie3bl. B BapruaHTax OCYIIECTBICHHUS PAK MOJIOYHOM SKEE3bI MPEACTABISAET

cO00¥ pak MOJIOYHOH Jkene3bl ¢ Bbicokod TMB. B BapuanTax ocyniecTBIeHHS pak MOJTOYHON
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JKENEe3bl  acCOLMUPOBAaH C JAepUIMTOM pemapanuud MOCPEICTBOM  TOMOJOTHYHOU
pexoMOuHarmw/ nepurutom romonoruuHor pemapammu («KHRD») wmm xapakrepusyetcs
MyTalMed WM ACNIElUe T'eHa pPernapanyuyd MOCPEICTBOM TOMOJOTHYHOM PEKOMOWHAIMH

(HRR).

[00430] B HEKOTOPBIX BapuaHTax OCYIIECTBICHUS Y NALUMEHTA WM MOITYJIALUU
MAIMEHTOB, TOIEKAIINX JIEYCHHIO C TTIOMOIIBI0 CTIOCOOOB B COOTBETCTBHHU C HACTOAIIMM
nzo0peTenuem, umeercs pak dHAoMeTpua («EC»), unu OHM BOCHIPHUMMYHMBEI K HEMY.
Kapimaoma sHpoMeTpus ABiseTcs HauOOJeE PAaCIpPOCTPAHEHHBIM BHAOM PaKa MKEHCKOTO
MOJIOBOrO TpakTa, HacuuThiBaromuM 10-20 ciyuyaes Ha 100000 gemoBeko-neT. ExkerogHoe
YHUCJIO HOBBIX ciry4yaeB paka sHpoMmetpus (EC) oueHuBaeTcss B MpUOTU3UTENHEHO 325 THICSY
B0 BceM Mupe. Kpome Toro, EC sBnsiercs HanOosee 4acTo BCTPEUAIOIIMMCS PAKOM Y HKSHIITHH
¢ moctMeHonay3oH. [IpubmmsurenmsHo 53% ciyuaeB paka >HIOMETPUS NPUXOAUTCS Ha
passurbie ctpanbl. B 2015 roay B CIIIA 6but0 muarnoctuposano npuMmepao 55000 cinyyaes
EC, u B Hacrosmee BpeMs OTCYTCTBYIOT OJOOpPECHHBIC HAIIEJICHHBIE TEPAIEBTHYECKHUE
cpeactea amsa mpumeHenus nmpu EC. CymecTByeT MOTpeOHOCTh B CPEACTBAX M CXEMAX,
KOTOpbIe O0ECIEYMBAIOT yIiy4lleHHe BbpkHBaeMOocTH mpu EC Ha mo3gHeW cramuu u
peuuausupytomeM EC npu naznavyennu 1L u 2L. CormacHo nmporroszam B 2016 roxy B CIITA
ot EC ymper npumepro 10170 denosek. Hambomnee pactpocTpaHEHHON THCTOIOTHYECKOU
(dopMO¥ ABIAETCS SHIAOMETPHOUAHAA AJCHOKAPIIMHOMA, COCTABILIIOIAS MPHOITH3UTEIHHO
75-80% muarHOCTHPOBAHHBIX CiydaeB. J[pyrue ructonoruueckue (POpMbI BKITFOUAIOT B ceOs
MaTOYHbBIE MAMMIUIApHbBIE cepo3nbie (MeHee 10%), cBeTnokneTounsie 4%, cmmu3ucteie 1%,

IJIOCKOKIIeTOUHbIE MeHee 1% 1 cMenanubie puOIu3uTeIbHO 10%.

[00431] C maroreHernueckor Ttouku 3peHus EC moapasagenserca Ha JBa
pa3nuyHBIX THMA, Tak HaszpBaeMmbix Thma [ u [I. Omyxomm trma I mpeacraBmsroT coOoi
sHpomeTpuonaHbie KapuuHOoMbl (EEC) HH3KOH CTeeHHM W CBSI3aHHBIE C 3CTPOTCHOM, TPH
sToM omyxonu tumna Il mpeacraBmsator coboli Hesnmomerpuonaasie (NEEC) (B ocHOBHOM
CEpO3HBIE W CBETIIOKJIETOYHBIE) KAPIMHOMBI. BceMupHas opraHu3amms 31paBOOXPAHECHUSA
HETaBHO OOHOBWIIA TATOJOTHYECKYIO Kiaccupukammioo EC, mpu3HaB /JeBATH Pa3THYHBIX
moaturioB EC, wo EEC wm ceposnas kapuuaHoma (SC) COCTaBISIOT TOMABIIAIONICE
OompmuHCTBO ciydaeB. EEC ABIAIOTCS CBA3aHHBIMH C 3CTPOTEHOM KaPIIHHOMAMH, KOTOPBIE
BO3ZHMKAIOT y NALMEHTOB C IEPUMEHOMNAY30H, U UM MPEAIIECTBYIOT MPEAPAKOBBIE MOPAKEHUA

(rumeprUiasus  SHAOMETPHUSA/SHAOMETPUOMIHAS  HMHTPASMUTENMANbHAS  HEOIUTa3Hs).
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Muxpockonmuecku npu EEC wuskoit crenenn (EEC 1-2) cogepixarcsa TpyOUarsie skenessbl,
HECKOJIPKO ~ HATMIOMHUHAIOIWE TNPONU(PEPATUBHBIA  SHIOMETPHH, C  aPXHUTEKTypHOH
CIIO)KHOCTBIO CO CIHSHHEM JKenne3 W KpuOpo3ubM xapakrepom. EEC Bwicokoi cTemeHu
JEMOHCTPUPYET COMMAHBIN Xapaktep pocta. HampotuB, SC BO3HHUKAET y MALUEHTOB C
MOCTMEHOIAY30H B OTCYTCTBUE runep3crporenusma. [log mukpockonom SC 1eMOHCTpUPYET
TOJICTBIE, (PUOPO3HBIE WM OTEYHBIE MANMMJUIBI C 3aMETHOW CTpaTH(PHKAIMENH OITyXOJIEBBIX
KJIETOK, KIIETOYHBIM IIOYKOBAHHMEM W aHAIJIACTHYECKUMHM KIETKAMH C KPYIHBIMH
303uHOGUIBHBIMEU IuToTazmMamu. [logasmsaromee comprmmacTBo EEC mpencrasnsaroT co0oit
OTTyXOJIM HU3KOM cTereHu (1 ¥ 2 CTemeHu) U CBA3aHBI C XOPOIIUM MPOTHO30M, KOTJIa OHU
orpannumBaroTca Matko. EEC 3 cremenu (EEC3) sBnseTcss arpecCHBHOM OIYXOJBIO C
MOBBINICHHOM YaCTOTOM METACTAa3UPOBaHUs B TuMpaTHueckue y3ibl. SC 0UeHb arpecCUBHBI,
HE CBS3aHbBI CO CTUMYJIALIMEH 3CTPOT€HAMH, B OCHOBHOM BO3HHUKAIOT Y MOKUIIBIX JKEHIIMH.
EEC 3 u SC cuuTatorcs OmyXoisiMH BBICOKOM crerneHu 3nokavectBeHHOCTH. SC u EEC3
CPaBHHMBAJIH C MPUMEHEHHUEM JAHHBIX IPOTPAMMBI 0030PHOT0 HAOIFOIEHUS, STTHAECMUOIOTHH
1 koHeuHBIX pe3ynbTaToB (SEER) ¢ 1988 mo 2001 roast. Onu npeactasmsim 10% u 15% EC
COOTBETCTBEHHO, HO COCTABILIU 39% 1 27% ciyyaeB CMEpPTH OT paka COOTBETCTBEHHO. Pak
SHAOMETPUSA TAKKE€ MOXKHO Pa3IeHTh HAa YEThIpE MOJEKYyJsIpHble moarpymmel: (1)
ynbrpamytupoBanHbli/ POLE-myTanTHeA; (2) runmepmytupoBanHbld MSI+  (Hampumep,
MSI-H wm MSI-L); (3) ¢ MabiM YHUCIIOM KOTIHH/MHKPOCATEUTATHO-CTAOMITbHBIN (MSS); 1
(4) c¢ OompmmMm umciaoM — Komwi/cepo3omomoOHbri.  [Ipumepro 28%  ciydaes
xapakrepusyrorcs Beicokod MSI. (Murali, Lancet Oncol. (2014). B HeKOTOPBIX BapHaHTaX
OCYIIECTBJICHHSA y TIAMEHTa MMEETCS pak sHaoMmeTpus 2L w3 moarpynmsl ¢ meduuToM
pemnapamyy OIMMUOOYHOTO CHapuBaHWSA. B BapHaHTax OCYMIECTBICHHA PaK SHIOMETPHA
MPEICTABIIET COO0M METACTATHYECKHHA PaK SHAOMETpHA. B BapmaHTax OCyIIECTBICHHA Y
nauyMeHTa uMeerca pak sHAoMmeTpus MSS. B BapuaHTax OCYIIECTBICHHMS Y MalMEHTa
umeercs pak sHaomeTpusa MSI-H. B BapuaHTax oOCYIIECTBIEHHMsS pakK >SHIOMETPUSA
mpeacTaBseT co0ou pak sHaoMeTpus MSI-L. B BapuanTax ocymecTBIIEHUS PaK SHAOMETPUS
MpeacTaBIsgeT co0oH pak >HmoMeTpuss MSS. B BapuaHTax oCcymiecTBIIEHUS pak SHAOMETPHUS
npeacTasmsieT co0oit POLE-MyTanTHBIN pak sHAOMETpHUS (HAampuUMep, pak sHxomMeTpus MSI-
H, npexycmarpusaromuii myranmio 8 POLE). B BapranTax ocymecTBiIeHHS pak SHIOMETPHS
npeacTaBmieT co0oit POLD-MyTaHTHBIN pak SHIOMETPHS (HapuMep, pak sHxomeTpust MSI-

H, npeaycmatpusaromuii mytanuio B POLD). B BapuanTax ocymecTBiIeHHA pak SHAOMETPHS
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MpeaCTaBIIET cO00H pak ¢ Beicokod TMB sHoomerpusa. B BapuaHTax OCyIIEeCTBIEHHUS pak
SHIOMETPHUA AaCCOLMHPOBAH C JACUIMTOM penapalyyu IOCPEJCTBOM T'OMOJIOTHYHOHN
pexoMOuHarmw/ nepurutom romonoruuHor pemapammu («KHRD») wmm xapakrepusyetcs
MyTalMed WM ACNIElUe TeHa pernapanyuyd MOCPEICTBOM TOMOJOTHYHOM PEKOMOWHAIMH

(HRR).

[00432] B BapmaHTax OCymIeCTBIEHHA paK MPEACTABISIET COOOW OIMyXOJb
TOHABI.
[00433] B  BapmaHTtax  OCyIIECTBIECHHMA  pak  MPEICTABIAECT  COOOH

HEOHJOMETPHATIBHBIA pak (HampUMeEp, HEIHIOMETPHAIBHYIO COJMAHYIO OMyXoib). B
BapHaHTaX OCYIIECTBIIEHUS HEIHAOMETPHAIBHBINA PaK MPEACTABIAECT COOOM pak Ha TO3AHEH
cragud. B BapmaHTax OCYHIECTBICHHS HEIHIOMETPHUAIBHBIA PaK MPEACTABIIET COOOM
METACTaTHYECKUN pak. B BapuaHTax OCYIIECTBICHHMS HEIHIAOMETPHAIBHBIA  pakK
npeacrasisieT coood pak MSI-H. B Bapuantax ocymecTBICHHS HEIHIOMETPHAIBHBIN PaK
MpeaCcTaBIsIET CcoOOM pak sSHAoMeTpus MSI-L. B BapmanTax oOCyIIecTBICHHS
HESHIOMETPHATIBHBIN pak TMpeAcTaBiIsieT coboi pak MSS. B Bapmantax ocymiecTBIeHHUS
HEOHIOMETPHAIIBHBIA pak TmpeactasmsieTr coO0od POLE-myrtanTHBIN pak (Hanpumep,
HEedHIOMeTpUanbHbIA pak MSI-H, npexycmarpusarommii mytaruio 8 POLE). B BapuanTax
OCYIIECTBJICHHSA HEIHIAOMETPHANBHBIN pak mpeactaBiser coOoii POLD-MyTaHTHBIH pak
(Hammpumep, HedHAOMETpHATBHBIN pak MSI-H, npeaycmatpusatomuii mytammo 8 POLD). B
BAPHAHTAX OCYIICCTBIICHUS HEIHIOMETPHAIBHBIA PAaK TPEACTABIIET COOOHM CONMIAHYIO
OMyXOJIb (HampHUMeEp, COMMAHYI omyXxoiab MSS, commmnyro omyxoms MSI-H, POLD-
MYTaHTHYIO CONUAHYIO omyXxoib wid POLE-myTanTHYI0 cComumnyro omyxonb). B BapranTax
OCYHIECTBIICHHS HEIHAOMETPHAIBHBIA PAaK MPEACTABIIET cOOO0M pak ¢ Beicokor TMB. B
BAPHAHTaX OCYINECTBICHHUA HEIHAOMETPHAIBHBIM pPAaK acCOUMHUPOBAH C JaepHUIUTOM
penapamui  TOCPEJACTBOM TOMOJIOTHYHOW PEKOMOHWHAIMH/IE(HUIIUTOM TOMOJIOTHYHOU
penapammu («KHRD») wnm xapaktepusyeTcs MyTalMed HWIIH JIEJICIUEH TeHa penapariu

MOCPEICTBOM TOMONOTHYHOU pekomOnHanmu (HRR).

[00434] B BapmaHTax ocymniecTBICHHS Pak MPEACTABISIET COOOH pak Jierkoro. B
BAPMAHTAaX OCYHIECTBIIEHUS PaK JETKOTO TPEACTABISIET COOOH TUIOCKOKIIETOUHYIO
KapIMHOMY JIETKOTO. B BapmaHTax OCYINECTBIEHHS PaK JIETKOTO TPEACTABIAET COOOM
MenkokieTouHsid pak Jerkoro (SCLC). B BapmaHTax OCYIIECTBIEHHS PaK JIETKOTO

MPEACTABIIET CcOOOM HemenkokneTouHbld pak jerkoro (NSCLC), Takodi kak
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miockoknerounbid NSCLC. B BapraHTax oCymieCTBIIEHUS PaK JIETKOTO MIPEICTABIISIET COOOH
pak merkoro ¢ TtpaHcrmokammed ALK (mampumep, NSCLC ¢ tpancmokammenr ALK). B
BapHaHTax ocymiecTBieHUs pak mpexactasiuier coboit NSCLC c¢ wmaeHTHOUIIMPOBAHHON
tpancimokanued ALK. B BapuanTax OCyHIECTBICHHS Pak JIETKOTO MPEACTABISIET COOOM
EGFR-myTtanTHbii pak nerkoro (Hampumep, EGFR-myrtantaeiii NSCLC). B BapmanTax
ocymecTBieHusa pak mpeactasisieT cobort NSCLC ¢ uaeHTHOUIMPOBAHHONW MyTalmen

EGFR.

[00435] B  BapmaHTtax  OCyIIECTBICHHMA pak  MpPEICTaBIAET  COOOH
konopektanpHbii  (CRC) pak (Hampumep, COMMOHYIO OMyXonb). B BapuaHTax
OCYIIECTBJICHUA KOJOPEKTAIbHBIM PaK NPEACTABIET COOOM KOJNOPEKTAaIbHBIM pak Ha
MO3IHEN cTaauu. B BapuaHTax OCYyIIECTBICHHS KOJOPEKTAIBHBIN PaK MPEACTaBIAET COOOM
METacTaTHYECKUI KONOPEKTAIbHBINA paK. B BapuaHTax oCyInecTBICHHUS KOJIOPEKTAIbHBIM paKk
MPEeaCTaBIsIET COO0M KojopekTampHbid pak MSI-H. B Bapmantax ocymiecTBICHHS
KOJIOPEKTANPHBIM PaK TPEACTABISIET COOOM KonopekrambHbeli pak MSS. B Bapuanrtax
OCYHIECTBICHUS  KOJOPEKTAbHBIM pak mpenactaBisier coboit  POLE-myTtaHTHBIHM
KOJIOPEKTaIbHBIN pak. B BapmaHTax OCyIIECTBICHHsA KOJIOPEKTAJIbHBIM PAaK MPEACTABIACT
coboii  POLD-mMyTaHTHBI KOJIOPEKTANBbHBIA pak. B BapwaHTaX OCYIIECTBICHHS

KOJIOPEKTAJIbHBIA PaK MPEACTaBIIET COOOH KOMOPEKTAIBHBIN pak ¢ BRICOKOH TMB.

[00436] B BapuaHTax OCyIIECTBICHHUS PakK MPEACTABISIET COOOM MenaHomy. B
BApPHAHTaX OCYIIECTBIIEHUS MEJIaHOMA TIPEACTABISET COOOH METAaHOMY Ha TO3THEH CTaIHH.
B BapuaHTax OCymecTBICHHAS METAHOMA MPEICTABISIET COOOM METACTATHUECKYIO METIAHOMY.
B BapuanTax ocCymiecTBICHHS MeJaHOMAa TPEACTaBIsieT coOor Mmemanomy MSI-H. B
BapHaHTAaX OCYIICCTBIICHHS MEJaHOMA TPEACTaBIseT co0or memanomy MSS. B BapuanTax
OCYIIECTBIICHHA MeTaHoMa nipeAcTaBisieT co0oit POLE-myTanTHYI0 Menanomy. B BapranTax
OCYIIECTBIICHHA MeJaHoMa mpeacTaBmsier cobor POLD-myranTHY®0O Memanomy. B

BapHaHTAaX OCYHICCTBJICHHUS MEIIAHOMA TIPECTABISIET COOOM MeTaHOMY C BhicOkor TMB.

[00437] B  BapmanTtax  OCymIeCTBICHHSA  pak  TPEICTABIAECT  COOOHU
PELMIUBUPYIONINH PaK (HATTPHMED, PELHIUBUPYIONIMA THHEKOJIOTHYECKAN PaK, TAKOW Kak
PELMINBUPYIONINHA STUTEIHATBHBIA PaK SUYHHUKA, PELUJAMBHPYIOIUN pak (auIonmueBOH
TPpyOBI, PEUHMIWBUPYIONINH TIEPBUYHBIA pPaK OPIOMNHBI WM PELUIUBHPYIOIUN pak

SHIAOMETPHS ).
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[00438] B BapmaHTax OCYHIECTBICHHSA CHUTHATYPBl JKCIPECCHH TI'E€HOB,
CBSI3aHHBIX C MMMYHHTETOM, MOTYT OBITh TIPEAMKTOPAMH OTBETA HA CPEIACTBO TEPAIHH,
HanpasicHHOe TpoTuB PD-1, B ciaydae paka, Kak ONMMCAaHO B HACTOAIIEM JOKYMEHTE.
Hanpumep, reHnas maHemp, KOTOpas BKIIIOYAET B CeOsS TEHBI, CBA3AHHBIE C TEepeaadeH
curHana IFN-y, moskeT ObITh IpUMEHMMA MPH WACHTH(UKALMU TTALKMEHTOB, HMEIOIINX PaK,
KOTOpPBIE MOJIyyaT TIOJIb3Y OT CpPEACTBAa TEpamuy, HampasieHHOro npotus PD-1.
WnmocTtpaTuBHbIEe reHHBIE TaHEeH onrcanbl B Ayers et al., J. Clin. Invest., 127(8):2930-2940,
2017. B BapmaHTax OCYLIECTBJICHUA MALMEHT, MMCIOIIHUM PaK, XapPAKTEPH3YETCA PAKOM,
KOTOPBIN MPEICTABIAET COOOM pak MOIOYHOM skene3bl (Hanmpumep, TNBC) umu pak suaHHKa.
B BapuanTax oCylEeCTBICHUSA NAUUEHT, UMEIOIIUN PaK, XapaKTEPU3YETCs PAKOM, KOTOPBIA
MPEICTABIAET COOOM PaK MOYEBOTO IMy3BIPs, Pak >KENMyJIKa, PaK >KETYHOTO MPOTOKA, pak
MUOICBOJIA WM TUIOCKOKIIETOUHYI0 KapiuHoMmy ronoebl u men (HNSCC). B BapuanTax
OCYIIECTBICHHA MALMEHT, UIMEIOIIHMH PaK, XapaKTEPHU3yeTCs PaKOM, KOTOPBIN MPEICTABIAET

cO00H aHABHBIN PaK WK KOJIOPEKTAIBHBIH PakK.

[00439] B HekOoTOpBIX BapumaHTaxX OCYIIECTBICHUS Y TMALUEHTA HMEETCA
OMyXO0Jib, KOTOpas dkcrpeccupyet PD-L1. B HEKOTOpBIX BapuaHTaX OCYHIECTBIICHHSA CTaTyC
PD-L1 aBnsercsd MOBBINIEHHBIM Yy MAUMEHTAa WIM MOMYJALMU MALUMEHTOB. B HEKOTOPBIX
BapHAHTaX OCYIIECTBIICHHUS MPO(HITH MyTAIITHOHHON HATPY3KH B Oa30BOM SKCTIPECCHH TE€HOB
B APXHMBHBIX HJIH CBEKHX OHOTICHSX, TMOJYYECHHBIX 0 JICYCHHS, OLCHHBAIOT /0, BO BPEMS
W/WIH TIOCHIE JICYSHHs C TMOMOMIIBIO CPEACTBA HAa OCHOBE aHTHTeNna K PD-1. B HexoTophix
BapHaHTaX OCYIICCTBIICHHA Yy TAIMEHTOB OIEHWBAIOT CTATyC W/WmH 3Kcmpeccuro TIM-3

w/umu LAG-3.

[00440] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHs MALMEHTA PAHEE JICUMIU C
MTOMOTMIBIO OHOTO WM 00JIee Pa3IMYHBIX METOJOB JICUCHUS paka. B HEKOTOPBIX BapHaHTaX
OCYIIECTBICHHA TI0 MEHBIIEH Mepe HEKOTOPHIX NAIMEHTOB B TOMYJSIHH TANUEHTOB,
WMEIOIIMX PAaK, PaHee JEYMIH C TOMOMIBI0 OJHOTO HWIH O0Jie€ W3 XHPYPTHYECKOTO
BMEMNIATEIbCTBA, PATUOTEPANHH, XHMHOTEPAIMH WM HMMYHOTEpanmud. B HEKOTOpPHIX
BAPHAHTAX OCYIIECTBICHUSA I0 MEHBIIEH Mepe HEKOTOPHIX ITAMEHTOB B TMOMYIIALHA
MAIMEHTOB, HMMEIOIMUX pPAaK, paHee JIEYWIHd C TOMOIIBI0 XHMHOTEpanuu (Hampumep,
XUMHOTEPANTMH Ha OCHOBE TUIATHHBI). Hampumep, mammeHT, KOTOPBIM MOMyYan IBE JTHHUH
JICUCHHUS PaKa, MOXKET OBITh WICHTH(PHIIMPOBAH KaK 2L mManMeHT, UMEIOIMUN pak (HampuMmep,

2L marmuent, umetromuii NSCLC). B BapmaHTax OCyIIECTBICHHUS MAIMEHT TOy4Yall JIBE
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JVHHAW WK O0JIee THHHUM JIeUeHHA paka (Hampumep, 2L+ manueHT, MMEIOIIHN paK, TAKOU Kak
21+ manmeHT, UMEIOIMHA PaK SHIOMETPHA). B BapuaHTax ocymiecTBICHH NAIIMEHTA PaHEe
JCYWIM ¢ TMOMOUIBI0 CPEACTBAa Tepamuu, HampaslieHHOro mnpotus PD-1. B BapuanTax
OCYIIECTBJICHHA NMALKMEHT PAaHEE IOJydas IO MEHbLIEHM MEpe OJHY JIMHUIO JICUYECHHA Paka
(HampuMep, MAIUEHT PaHee TOTyYall 0 MEHBIIEH MEpe OJIHY JTMHHIO UJIH IO MEHBIIEH Mepe
JBE JMHUU JICYCHUs paka). B BapuaHTax OCYIIECTBICHMsA MAlMEHT paHee MONIydan Mo
MEHBIIEH MEpe OAHY JIMHHUIO JICYCHHS METACTATUYECKOTO paka (HampuMmep, MalUeHT paHee

noyvai OaAHy HIIH ABC JIMHWUH JICYCHUA MCTACTATHICCKOTO paKa).

[00441] B BapuaHTax OCYINECTBIICHHsA IALMEHT PAHEE HE IOJy4all JICYEHHE C
MOMOIIBIO CPEACTBA UMMYHOTEpPANUH (HANPUMEpP, MALMEHT PaHEE HE MOJIydall JICYEHHUE C
MPUMEHEHUEM CpEACTBA TE€paluM, HampasieHHOro npotus PD-1, HampaBneHHOro mpoTus
PD-L1, wnanpasnennoro mnpotuB CTLA-4, wnanpasnenHoro mnpotuB TIM-3 w/umm
HarpasieHHoro nmpotuB LAG-3). B BapuaHTax OCyIIeCTBIIEHUS MALIUEHT PAHEE HE TOTyYal
JCYECHHUE C NPUMEHEHUEM CPEACTBA UMMYHOTEPANMM, HampasieHHoro npotus PD-1. B
BapUaHTaX OCYIIECTBIICHUA MALMEHT PaHEE HE MOJTy4Yall JICUCHHE C MPUMEHEHUEM CPEICTBA
MMMYHOTEpanuu, HanpasiaeHHOro npotus PD-L1. B BapuaHTax OCyHmIECTBICHHUSA MALMEHT
paHee He MOJy4ana JIEYEHHE C MPUMEHEHHUEM CPEACTBA UMMYHOTEPAIHMH, HAIMPABICHHOTO
npotuB CTLA-4. B BapuaHTax OCyHIECTBJICHHs MALMEHT PAHEE HE MOJy4as JIEUEHHE C
MPUMEHEHHEM CpEACTBa MMMYHOTEpANuM, HampasieHHOro npotus TIM-3. B BapuanTax
OCYIIECTBJICHUA TMALMEHT paHee HE TOoNydyal JIeYeHHE C MPUMEHEHHUEM CPEICTBA
HMMYHOTEpanuu, HamnpasieHHoro npotus LAG-3. B BapuaHTax OCyINECTBICHUS MALIUEHT,
KOTOPBIHM paHee HE MOyqall JIECYEHUE C MPUMEHEHHUEM CPEICTBA UMMYHOTEPAIUH, MOTYYHIT
Mo MeHbIed Mepe oaHy apyryio ymauio yederusa (LOT), ommcanHyr0 B HacTosImeMm
JOKyMEHTe. B BapuaHTax OCYyIIECTBIIEHUS MALMEHT, KOTOPBIM paHee HE MOy4al JIEUYEHHUE C
MPUMEHEHUEM CPEACTBA MMMYHOTEpAIUH, MONYYHJI N0 MEHbLIEH Mepe OAHY, ABE, TPH,
yetbipe Wik TATh npeamectyommx LOT (mampumep, moOyro LOT, omucannyio B

HACTOSAIIEM JOKYMEHTE).

[00442] B BapuaHTax OCYINECTBICHMS NAUMEHT PAaHEE MOJIYYHII JICYEHHE C
MPUMEHEHHEM TI0 MEHBIIEH MEpPEe OJHOTO CPEJCTBA UMMYHOTEpanuH (HampuUMep, MAHECHT
paHee MOYYHIT JICUCHUE C MPUMEHEHUEM CPEICTBA TEPANUH, HATPABICHHOTO MPOTHB PD-1,
HarpasieHHoro npotus PD-L1, nanpasnenHoro npotus CTLA-4, HanpaBIe€HHOTO NPOTUB

TIM-3 w/umi nanpasneHHoro npotus LAG-3). B BapraHTax oCymecTBIeHNS TALMEHT PAHEE
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MOJTYYHJ1 JICYUEHHE C TPUMEHEHUEM CPEACTBA UMMYHOTEPAIIHH, HAIPABICHHOTO NMpoTuB PD-
1. B BapnaHTax OCymeCTBICHUA NAUUEHT PAHEE MOTYYHNII JICYCHUE C MPUMEHEHUEM CPEACTBA
MMMYHOTEpanuu, HanpasieHHoro npotus PD-L1. B BapmaHTax OCyHmIECTBICHHSA NMALMEHT
paHee MONY4YMWIJI JICYEHHE C IPUMEHEHHEM CPEACTBA HMMMYHOTEPAIIMH, HAMPABIECHHOTO
npotuB CTLA-4. B BapuaHTax OCYLIECTBICHHsA MALMEHT paHEE IOJYYMII JICYEHHE C
MPUMEHEHUEM CPEACTBa MMMYHOTEPANUM, HampasiieHHOro mporus TIM-3. B BapuanTax
OCYIIECTBIICHHA MALMEHT paHee TMOMy4YWJl JICYEHHE C IPUMEHEHHUEM CPEICTBA
HMMYHOTEpanuy, HanpasieHHOro npotus LAG-3. B BapuaHTax OCyINECTBICHUS MALIMECHT,
KOTOPBIH PAaHEE IOJIyYHUII JICUEHHE C IPUMEHEHUEM CPEACTBA UMMYHOTEPAIINH, ITOIYYHII IO
MEHbIIEN Mepe oaHy ApyTyio nuHuio gedenus (LOT), onucanHyro B HACTOALIEM JOKYMEHTE.
B BapmanTtax OCyIIECTBIIEHHMA MALMEHT, KOTOPBIM paHee HE IMONy4all JIEYEHHE C
MPUMEHEHUEM CPEACTBA MMMYHOTEpAIUH, MONYYHJI IO MEHbLIEH Mepe OAHY, ABE, TPH,
yerpipe win 1maATh Apyrux LOT (wampumep, mobOyro LOT, ommcanHylo B Hactosmem

JOKYMEHTE).

[00443] B BapmaHTax OCyImECTBICHHS CYOBEKT SBISAECTCS HETOAJAOIIUMCS
JICYECHUIO ¢ TIOMOIIBIO CpeACTBa, KoTOpoe nmoaasiseTr PD-1. B BapuanTax ocymecTBICHHUA
CYOBEKT SBISIETCA TPYAHO TOMTAIOMIMMCS JICYCHHIO C TOMOIIBIO CPEICTBA, KOTOPOE
nomaBisier PD-1. B BapmaHTax OCyIIECTBIEHHUS CIOCOO, OMHUCAHHBIA B HACTOSIIEM
JOKYMEHTE, TIOBBIIMAET YYBCTBHTEIBHOCTh CYOBEKTa K JICUCHHIO C TIOMOIIBIO CPEACTBA,

KoTopoe noaasnset PD-1.

[00444] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHUsS HAPYLICHHE, MOJICKAIIEe
JICYCHHUIO C TIOMOMIIBIO CIOCOOOB IO HACTOSIMIEMY HW300PETEHHIO, TPEICTABISET COOOH
WH(PEKIUOHHOE 3a00JieBaHWE. B HEKOTOPBIX BapHAHTAX OCYHIECTBIICHUS HH(PEKITHOHHOE
3a00JIeBaHNE BBI3BAHO BUPYCOM WM OakTepueld. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
BHPYC TpeAcTaBiseT coOoi BUpyc uMMmyHomedwummra uvenoseka (HIV), pecnmparopHo-
cuHmmTHanbHbii Bupyc (RSV), Bupyc rpunma, Bupyc aenre, supyc Jmmreiaa-bapp (EBV),
namnioMmasupyc yenoseka (HPV), supyc rematuta B (HBV) i Bupyc remarura C (HCV),
I7Ie He00A3aTEIBHO PAK PEACTABIAET COO0H HHUIIUPOBAHHBIA BUPYCOM PAK TOJIOBHI U HIEH,
PaK MEeWKH MATKH, TEMAaTOLEIUIOIAPHYIO KAPIMHOMY HITH PaK HOCOTIIOTKH. Ecim crioco0 mo
HACTOSIIEMY HM300PETEHUIO TMPUMEHAIOT A JIeYeHHA WHPEKIHOHHOTO 3a00JIEBAHUS, TO
cpencTBo Ha ocHOBe aHTUTENA K LAG-3 MOXHO BBOJUTHh B KOMOWHAITHH C TTO MEHBINIEH Mepe

OJHHUM HpOTI/IBO6aKTepI/IaJ'IBHBIM CpCaAcCTBOM U1 110 MEHBIIEH MEpe OJHHUM
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MPOTHBOBHPYCHBIM CPEACTBOM. [IpH 3TOM MPOTHBOOAKTEPHATBHBIM CPEICTBOM MOJKET OBITH
000 TOAXOMANINK AHTHOMOTHK, M3BECTHBIM W3 YPOBHS TEXHUKH. [IpOTHBOBHUpPYCHBIM
CPEACTBOM MOXKET OBITh JI00as BaKIHMHA JHEOOOTO TOAXOAAIIETO THIMA, KOTOpas
cren(pUIECKH HALIETMBAECTCA HA KOHKPETHBIA BUPYC (HATIPHMED, JKUBBIE ATTCHYHPOBAHHBIE
BaKIMHBI, CYOBEIUHUYHBIC BAKIMHBI, PEKOMOWHAHTHBIE BEKTOPHBIE BAKLIUHBI) H
HU3KOMOJIEKYJIIPHBIE ~ TIPOTHBOBHUPYCHBIE  TEPANEBTHYECKHE CpeACTBA  (HampuUMep,

WHTHOUTOPHI BUPYCHON PETUIMKALIMH U aHAJIOTH HYKJIEO3H/IOB).

[00445] PackpbIThie CcTOCOOBI MOKHO TIPUMEHATH JUIS JICYEHHS JHO0O0TO
MOJXOASAIIETO THUIIA AyTOMMMYHHOTO 3a0o7neBaHHs (T.€. 3a00JI€BaHUA WM HAPYLICHHA,
BBI3BAHHOTO YPE3MEPHOW AKTHBHOCTHIO WMMYHHOH CHCTEMBI, TIPH KOTOPOM OPTaHH3M
aTaKyeT W MOBPEKIAECT CBOM COOCTBEHHBIE TKAHH), TAKOTO KaK 3a00JI€BaHWA, OTHCAHHBIE,
nanpumep, B MacKay [L.R. and Rose N.R., eds., The Autoimmune Diseases, Fifth Edition,
Academic Press, Waltham, MA (2014). [IpuMepbl ayTONMMYHHBIX 3a00JI€BaHUM, KOTOPbIE
MOXXHO JIEUHUTh TIOCPEACTBOM PACKPBITBIX CIOCOOOB, BKIIOYAIOT 0€3 OTpaHHYCHHA
PaCCesHHBIM CKJIEPO3, CaxapHbIH auadeT 1 THIA, PeBMATOWAHBIN apTPHT, CKIEPOJACPMHIO,
oone3np Kpona, mcopuas, cucteMHyro KpacHyro Bordanky (SLE) u si3Bennbii komut. Korma
CIOCOO IO HACTOSANIEMY HW300PETEHUIO TIPHUMEHSIOT IS JICYCHHS ayTOMMMYHHOTO
3a00JIEBaHMA, TO CPEICTBO HA OCHOBE aHTUTENA K LAG-3 MOKHO IPUMEHATh B KOMOWHAIIHH
C TPOTHBOBOCHAIUTEIBHBIM  CPEJACTBOM, BKIIIOYAs, HANPUMEpP, KOPTHKOCTEPOHIbI
(HampuMep, TPEAHU30H U (PITyTHKA30H) U HECTEPOHUTHBIE TIPOTHBOBOCTIATUTEITLHBIE CPEICTBA

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

[00446] BeeneHne KOMIO3WUHM, COACPKAIMIEH PACKPBITHIM  MOTUNEITHL
TSOKETIOW — [EeMd  WMMYHOTTIOOYJMHA,  PACKPBITBIA  TOJMUMENTHI  JIETKOM  Iemd
HMMYHOTJIOOYJTHHA, PACKPHITBIE CpeacTBa Ha ocHoBe aHTHTena K LAG-3, packpbITyro
MOCTIETOBATENNHHOCTD HYKIEHHOBOW KHCIIOTHI, KOAUPYIOMIYIO JTF000€ M3 BRIIEYTTOMSIHYTOTO,
WM PACKPBITBIA BEKTOP, COAEPKALIUN PACKPBITYIO MOCIEAOBATEIBHOCTh HYKIECHHOBOM
KHCJIOTHI, HHAYIIUPYET HIMMYHHBIH OTBET MPOTUB PaKa WA HHPEKIHOHHOTO 3a00ICBaAHUS Y
MIeKomuTaromero.  «MMMyHHBIH ~ OTBET»  MOXKET  TIOJApa3yMeBaTh,  HAIPUMED,
MPOAYILIUPOBAHUE AHTUTEI W/ HITH aKTUBALMIO IMMYHHBIX 3(h(PEeKTOPHBIX KIeTOK (Hampumep,

T-knerox).

168



Unnmocmpamusnvie 003bl U cxembl 66e0€eHUs1 003 CPeOCms, 8030€UCMEYIOUUX HA

LAG-3.

[00447] HUcnonp3yemple B JAHHOM  JOKYMEHTE TEPMHHBI  (JICUCHUEY,
«OCYIIECTBIIEHUE JIEYEHUS» M T.T. MOTYT OTHOCHTBCA K JOCTH)KCHHIO TPEOyemMoro
(dapmakonoruueckoro w/mnu (¢uznomorundeckoro 3¢ddexra. B HEKOTOPHIX BapuaHTax
ocymiectBieHus >pPeKT nmpeacTaBiieT codou TepaneBTHUYECKUH dPdekt, T. e. 3dderToMm
ABIIIETCSI YACTMYHOE WIIM TIOJIHOE H3JICUEHHE 3a00NIEBAHUS W/WIM HEOIarompUsATHOTO
CHUMIITOMA, IPUCYINETO 3a00€BaHUIO. B CBA3HM € 3TUM PACKPHITHIHM CIIOCOO MOYKET BKIFOYATh
BBEJICHUE «TEPANEBTUUYECCKH d(PPEKTUBHOTO KOTMUYECTBA» CPENCTBA, BO3ACHCTBYIOIIETO HA
LAG-3. «Tepaneprudecku 3QPeKTUBHOE KOTUYECTBO» MOKET OTHOCHUTHCS K KOJIHUYECTBY,
3¢ PeKTHBHOMY B 1033aX M B TE€YECHHE HEOOXOJAMMBIX TMEPHOAOB BPEMEHH B JOCTIKECHUH
TpeOyeMOro TepaneBTUYECKOTO pe3yabraTa. TepaneBTUdYecKd 3(P(PEKTHBHOE KOTUYECTBO
MOKET BapbHPOBATHCS B 3aBUCHMOCTH OT TaKHX (PaKTOPOB, Kak CTaaus 3a00JeBaHUs,
BO3PACT, TIOJI M Macca MHAUBUAYYMA, a TAKKE CIIOCOOHOCTH CPEACTBAa HA OCHOBE aHTUTENA K
LAG-3 BbI3bIBaTh TpPeOyeMbIii OTBET y HWHAMBHAyyMa. Hampumep, TepaneBTHYECKH
3¢ (eKTHBHOE KOJIMYECTBO CPEICTBA, Bo3aeHcTByromero Ha LAG-3, MOKeT mpeacTaBiIsaTh

CO00M KOJIMYECTBO, KOTOPOE 00ECTIeYHBAET CHIDKEHHE OHOakTUBHOCTH LAG-3 y uenoBeka.

[00448] B amprepHaTuBBI (HAPMAKOIOTHYECKHH W/HIH (U3HOIOTHICCKUH
3¢pdexT MokeT OBITh NPOPHUIAKTHYECCKHUM, T. €. SPPEKT MOTHOCTHIO WIH YACTHYHO
MPeIyTPEKIAET 3a00JICBAHUE UITH €TO CUMIITOM. B CBSI3M ¢ 3THM, PACKPBITBHINA CTIOCOO0 MOJKET
BKIIOYATh BBeAEHHE «mpodumakTuuecku >(P(PEKTHBHOTO KOJIMYECTBA»  CPEICTBA,
BosneucTByromero Ha LAG-3. «IIpodunakrudecku 3PQPeKTHBHOE KOIHYECTBO» MONKET
OTHOCHTBHCS K KOJTHUYECTBY, 3PPEKTUBHOMY B 033X M B T€YECHHE HEOOXOJMMBIX TIEPHOIOB
BPEMEHH B JOCTKEHHH TpeOyeMoro MpOQHIaKTHUECKOTO pe3ynbTata (HampuMep,

MPeIyTPEKACHUS HaYalla POsIBICHUS 3a00ICBAHUS ).

[00449] TunaHas 703a MOXKET HAXOAUTHCS, HAPUMED, B THANa30HE OT 1 mr/Kr
70 20 MT/KT MacChl TeNa )KHBOTHOTO WJTH Y€JIOBEKA; OJHAKO JI03bI BHITIE WA HIDKE JAHHOTO
WUTIOCTPATUBHOTO JTHAMA30HA TOMAMAI0T B 00BEM Hactosmiero m3oopeTeHms. CyTodHas
MapeHTepajgbHas 7032 MOXET COCTAaBIATh OT npuOmusuteapbHo 0,00001 wMKr/Kr g0
pubu3uTeIbHO 20 MI/KT 00mIe# Macchl Tena (Hanmpumep, mpudmmsutensHo 0,001 MKr/kr,
mpubmu3uTebHO 0,1 MKI/Kr , MPUONH3UTENBHO | MKI/KT, TPUOIM3UTETFHO 5 MKI/KT,

npuOmm3uTebHO 10 MKrkr, mpuOmm3uTensHO 100 MKr/kr, mpuOmmsutensHo 500 MKI/KT,
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MPHONMH3UTENHHO | MI/KT, TPUOIM3UTENFHO 5 MI/KT, MPUOMM3HTENbHO 10 MI/Kr Wi B
AWana3oHe, ONpPEACIIEMOM JIEOOBIMH JBYMS W3 BBIIICYKA3aHHBIX 3HAYCHHH), OT
mpubmu3uTeIbHO 0,1 MKI/Kr 10 MpuOMH3UTETbHO 10 MI/KT 00mIeH Macchl Tena (Hampumep,
npubmu3uTebHO 0,5 MKI/Kr, MPUOMH3UTENbHO | MKI/KT, MPUOMU3UTENbHO 50 MKI/KT,
npuOm3uTenbHo 150 mkr/kr, mpuOnusutensHo 300 MKr/Kr, mpuOmu3uTenbHo 750 MKI/KT,
MpHOMM3UTENBHO 1,5 MI/KT, TIPHONMHM3UTENBHO 5 MI/KT WM B JAMANAa30HE, OMPEAETIsIeMOM
TFOOBIMH IBYMsI U3 BBIIICYKA3aHHBIX 3HAYEHUH), OT MPHUOTU3UTENHFHO | MKI/KT 10 5 MI/KT
oOmied Maccel Tena (HampuMep, MPHOTU3UTETPHO 3 MKI/KT, MPUONH3UTENBHO 15 MKI/KT,
NpUONMM3UTENBHO 75 MKI/Kr, mpuOmu3uTenbHo 300 MKI/Kr, mpuOMu3uTensHO 900 MKI/KT,
MPUONMHU3UTENBHO 2 MI/KI, TPHONM3UTENBHO 4 MI/KI WM B JWANAa30HE, OMPEAeTsIeMOM
JTFOOBIMH JIBYMS W3 BBIINICYKA3aHHBIX 3HAYEHHH) WM OT npuonusurensHo 0,5 10 15 mr/kr
Macchl Tela B JECHb (HAmpuMep, MPHOTHU3UTETBHO | MI/KT, TMPHONH3UTEITBHO 2,5 MI/KT,
NPUOTU3UTENBHO 3 MI/KI, TPHONHM3UTENBHO 6 MI/KI, TNPHONH3HTENBHO 9 MI/KT,
npuOIU3UTENbHO 11 MI/Kr, mpuOMHM3UTENbHO 13 MI/Kr WM B JIUama3oHe, ONpeaeIieMOM
MOOBIMH  ABYMS W3  BBIEYKA3aHHBIX  3HaueHWH).  TepameBTHUECKYHO WM
MpOoPUIAKTHYECKY0O  3()(PEKTHBHOCTP MOKHO  OTCIICKHBATH IyTEM  TPOBEACHHS
MEPUOANUECKON OLEHKH MOJTy4ar0IUX JICYEHUE TALUECHTOB. B cyyae mOBTOPHBIX BBEACHUMN
B TE€YECHHUE HECKOJIBKHX JHEH WK JOJIbIIC B 3aBUCHMOCTH OT COCTOSIHHS JICUCHHE MOKHO
MOBTOPATH IO TOSABJICHHUS TPeOyeMOro TMOJABICHUS CHMITOMOB 3a00JICBaHHsA, WIH B
Ka4eCTBE aJIbTCPHATHBBI JICUCHHE MOKET MPOJOIDKATHCS B TCUCHHE BCEH JKU3HHU MAIUCHTA.
OmHaKo MOTYT OBITh MPUMEHUMBI M JIPYTHE CXEMBI BBEICHHS 03I, H 3TH CXEMBbI MOMAIAI0T
B 00BEM HACTOAMIETO M300peTeHus. TpedyeMas JO3HPOBKA MOMKET JOCTABIATHCA 3a CHET
OJJTHOKPATHOT'O OOJFOCHOTO BBEACHUS KOMIIO3HIUH, HECKOJIBKUX OOJIOCHBIX BBEICHHIMA

KOMITO3HUIIUH WUITWU HEMMPCPBIBHOT'O I/IH(i)YSI/IOHHOI‘O BBCACHHA KOMITO3HUIIHUU.

[00450] B HekoTOpBIX BapuaHTaxX OCYHIECTBIICHUSA CPEACTBO, BO3ACHUCTBYIOIIEE
Ha LAG-3, BBOZIT CYOBEKTYy B KAaueCTBE CPEJCTBA MOHOTEPANUU I HHIYIHPOBAHUS
WMMYHHOTO OTBETA. B HEKOTOPHIX BapHaHTAX OCYIIECTBIICHUS CPECTBO HA OCHOBE AHTUTENA
kK LAG-3 BBOAAT B KaU€CTBE CPEACTBA MOHOTEPAIIHH MAIUEHTY, Y KOTOPOTO UMEETCA paK. Y
MAIMEHTa MOKET OBITHh JIOOOH BUJ paka. B HEKOTOpPHIX BapuWaHTaX OCYIICCTBIICHHS PakK
BKITFOYAET JTF000E OJHO WM 00Jiee W3 CIACAYIONETro: dMuTenHanbHbli pak suaanka (EOC),

TPWKIBI HEeTaTUBHBIN pak MonouyHou skene3sl (TNBC), yporemmansras kapiunoma (UC)
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Mocyie JISUEHHUs cpeicTBaMu, HanpasiieHHbIMU ipoTtuB PD-1/PD-L1, u UC, He nmoaseprayTas

JICYEHUIO CPEACTBAMU, HAMpaBIeHHbIMH IPoTHB PD-1/L1.

[00451] B HEkOTOpBIX BapuaHTaxX OCYHIECTBIICHUSA MALMEHTY BBOJAT 103y
cpenactea, BosacHcTByromero Ha LAG-3. B HEKOTOpPBIX BapHaHTax OCYIIECTBICHUA
nojxosmme 10361 BKimovatot 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 wmm 800 mr/mammeHt. B HEKOTOpPHIX BapHaHTaX
ocymiecTBieHus no3a BbiOpana u3z 20, 80, 240 wu 720 mr/mamment. B BapumanTax
OCYHIECTBICHHSA TOAXOMANIAS 032 HAXOAWTCS B JHANA30HE OT MPHOIHUZHUTEIEHO
240 mr/mampeHT 10 npuOIM3HTENbHO 720 Mr/mampieHT. B BapmaHTax OCyIIECTBICHHA
MOIXOASAINAs 032 COCTaBIAECT NPHONH3HTEIBHO 240 MI/MAMEHT, TPHOIHIUTEITHHO
320 mr/mammenT, npuOMH3UTEAbHO 400 Mr/mammeHT npPUOTU3UTENbHO 480 MrI/marmeHt,
npuOmu3uTenbHo 500 Mr,  mpuUONMM3UTENBHO 560 MI/mManMeHT, — MPUOIH3UTENBHO
640 Mr/manmeHT WM TpHOMH3UTETbHO 720 Mr/maimpieHT. B BapmaHTax OCYIIECTBICHHS
MOIXOASAIAs /032 COCTaBIAeT NpHOMH3HTETHbHO 200 MT/MAalMEHT, TPHOIHIUTEITHHO
300 mr/manmeHT, TpuOTU3HTEIbHO 400 Mr/manueHT, NpHOMH3UTEIBbHO 500 MI/MaIMeHT,
npuOmH3uTeIbHO 600 Mr/manmeHT WM npuodmusuTenbHo 700 mr/marment. B mpyrux
BAPMAHTAX  OCYIIECTBIICHUS  TOAXOAAIAS 7032  COCTABIIET  MPHOIH3UTEITHHO
250 mr/manment, TpUOMM3HTETbHO 300 MI/MAanMeHT, NPHOMH3UTEIBHO 350 MI/MaIUeHT,
mpuOmm3uTeabHO 400 MT/mManueHT, TpHOMH3UTENBHO 450 MT/MALMEHT, TPHOTH3UTETHHO
500 Mr/manmeHT, TPHOTU3HTETPHO 550 Mr/manueHT, NpHOMH3UTEBbHO 600 MT/MaIUeHT,

MPHOMH3UTETHHO 650 MT/TaMEeHT WK MPUOTU3HTENBHO 700 MT/TIAHEHT.

[00452] B HexoTOpBIX BapHaHTaX OCYIIECTBIIEHUS CIIOCOO BKJIFOYAET BBEICHHUE
cpenctsa, BosaeucTByromero Ha LAG-3, B mo3e, cocrapmsromer 20 mr/mamueHTt. B
HEKOTOPBIX BAapUAHTaX OCYIIECTBIIEHUS CIOCOO BKIIFOYAE€T BBEJCHHE CPEJICTBA,
Bo3nercTByronero Ha LAG-3, B mose, cocrasmsronied 80 mr/marieHT. B HekoTOpHIX
BapHaHTAaX OCYIIECTBIICHHS CIIOCOO BKIIFOYAET BBEJICHUE CPEJCTBA, BO3JCHCTBYIOMIETO HA
LAG-3, B no3e, cocrapironien 240 Mr/mamueHT. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CTIOCO0 BKITFOYAET BBEACHHUE CPENICTBA, Bo3aencTByromero Ha LAG-3, B 103€, COCTaBISIOMEN

720 Mr/TIalHEHT.
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[00453] B HexoTOpBIX BapHaHTaX OCYIIECTBIEHUS CIIOCOO BKIIFOYAET BBEICHHUE
cpenctsa, Bo3acucTByromero Ha LAG-3, B m03e, COCTaBISIOMENW A0 TPHOTHUIUTEITHHO

3000 mr wmm g0 npubmH3uTeNnsHO 2500 Mr.

[00454] B BapmaHTax OCyIIECTBIEHUSA CIIOCOOBI MO HACTOSMIEMY H300PETECHHIO
BKJIFOYAIOT BBEJCHHE CpeACTBa, Bo3ackcTByromero Ha LAG-3, B A03€, cocCTaBsArOmIeH
npuOmM3uTENsHO 20 MT, TpuOIHM3HTENBHO 80 MT, MpUOIM3HTENbHO 240 MT, TPUOTH3UTETHEHO
500 mr, npubnusutenpHo 720 mr, mpuOmu3uTenbHO 900 mr, mpubmuzurensHo 1000 MT,
npuomsutenbHo 1200 mr, mpuOmmsutensHo 1500 mr, mnpubmusurensHo 1800 wmr,
npuom3uTenbHo 2100 mr, mpuOmusurensHo 2200 mr wimm npuOnusutensHo 2500 mr. B
BApPHAHTaX OCYIIECTBIECHUA CIIOCOOBI MO HACTOSALIEMY HM300PETEHHUIO BKIIIOYAIOT BBEICHHE
cpeactsa, Bo3aewcTByromero Ha LAG-3, B 103e, cocTaBisomed npuomm3uTenbao 500 mr,
npuomu3uTenbHo 900 Mr, mpuOmm3urensHO 1000 Mr, mpuOmM3uTENHEHO 1200 MT,
npuomu3uTenbHo 1500 mr, mpuoOmusurensHo 1800 mr, mpuOmu3uTensHO 2100 M,
npuomu3uTenbHo 2200 Mr wimm mpubmu3uTenbHo 2500 Mr. B BapmaHTax OCyIIECTBIICHUA
CTIOCOOBI TIO HACTOSIIEMY M300PETEHHIO BKITIOYAIOT BBEIEHHE CPEICTBA, BO3AECHCTBYIOMIETO
Ha LAG-3, B mose, coctaBsomed npudmusutenbao 500 mr. B HEKOTOphIX BapHaHTax
OCYIIECTBJICHHUA CHOCOOBI 10 HACTOSMIEMY H300PETEHHIO BKIIOYAIOT BBEICHHE CPEICTBA,
BosnercTByronero Ha LAG-3, B jg03e, cocraBisitomed npuomusutenbHo 900 mr. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS CIIOCOOBI IO HACTOSIIEMY H300PETEHUIO BKITFOYAIOT
BBEJICHUE CPEICTBa, Bo3AcHCTRYOMIEro Ha LAG-3, B 103€, COCTABIAIOIMEH TPHOTHZUTEITHHO
1000 mMr. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHUS CIIOCOOBI TI0 HACTOSTIEMY H300PETEHUIO
BKJIFOYAIOT BBEJCHHE CpEeACTBa, Bo3acHcTByromero Ha LAG-3, B J03€, COCTaBIAOIICH
npuOmm3uTeTbHO 1200 M. B HEKOTOPBIX BapHAHTAaX OCYMIECTBICHHA CIOCOOBI TIO
HACTOAIIEMY H300PETEHHIO BKITFOYAIOT BBEACHHUE CPEACTBA, Bo3aecTBytomero Ha LAG-3, B
103€e, cocTaBisromeld mpuodmu3uTenbHo 1500 Mr. B HEKOTOPHIX BapHaHTaX OCYINECTBICHHS
CTHIOCOOBI TI0 HACTOSTIEMY H300PETEHHIO BKIFOYAIOT BBEJICHUE CPECTBA, BO3IEUCTBYFOIIETO
Ha LAG-3, B n03e, cocrapmstomeid nmpuodmmsuTenbao 1800 Mr. B HEKOTOPBIX BapuaHTax
OCYIIECTBICHUA CIOCOOBI 10 HACTOSMIEMY H300PETEHHIO BKIFOYAIOT BBEICHHE CPEICTBA,
BosnekcTByronero Ha LAG-3, B mo3e, cocraBmsronied mpuoOmmsurensao 2100 mr. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHS CIIOCOOBI IO HACTOSIIEMY H300PETEHUIO BKITFOUAIOT
BBEJICHHE CPECTBA, Bo3AcHCTRYOmEero Ha LAG-3, B 103€, COCTABNAOMEH TPHOTHIUTETHHO

2200 mr. B HEKOTOPBIX BapHAHTAaX OCYIIECTBICHHA CITIOCOOBI TI0 HACTOAIIEMY H300PETCHHIO
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BKJIFOYAIOT BBEJCHHE CPEeACTBa, Bo3ackcTByromero Ha LAG-3, B J03€, coCTaBsArOmICH

npuOIHM3uTENHHO 2500 MT.

[00455] B HEKOTOpBIX BapuMaHTaX OCYIIECTBIEHHA CIOCOOBI MO HACTOSIIEMY
M300PETEHUIO BKITIOYAIOT BBEACHHWE CpPEACTBa, BosaehcTByromero Ha LAG-3, B m03e,
COCTaBIAIOIMEN TMPHOMU3UTENBHO | MI/KT, TPHONH3UTENBHO 3 MI/KT, TPHONMH3UTEIBHO
10 Mr/kr, mpuOMM3UTENBHO 12 MI/KT, MPUOMH3UTENBHO 15 Mr/Kr, mpuOmu3nuTenbHo 20 Mr/Kr
WM TPUONMHM3UTENBHO 25 MI/Kr. B HEKOTOpPHIX BapHaHTaX OCYIIECTBICHHS CIOCOOBI IO
HACTOAIEMY U300PETEHUIO BKITFOYAIOT BBEACHUE CPEACTBA, Bo3aeHcTBytomero Ha LAG-3, B
703€, COCTABIAIOMEH MPUOMU3UTENBbHO | MI/Kr. B HEKOTOpPBIX BapuHaHTaX OCYINECTBICHUSA
CHOCOOBI 10 HACTOALIEMY H300PETEHHIO BKIIFOYAIOT BBEICHUE CPEIACTBA, BO3IEUCTBYIOIIETO
Ha LAG-3, B m03e, cocTaBisironied mpHOIH3UTENbHO 3 MI/KT. B HEKOTOPHIX BapuaHTax
OCYHIECTBJICHUS CIIOCOOBI 10 HACTOSIMIEMY H300PETEHHIO BKIIOYAIOT BBEJCHUE CPEICTBA,
Bo3aewcTByromero Ha LAG-3, B mo3e, coctaBisomed mpuOmu3utenbHo 10 mr/kr. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIICHHS CIIOCOOBI IO HACTOAIMEMY H300PETECHHIO BKITFOYAFOT
BBEJICHHE CPEACTBA, Bo3acHcTBytoniero Ha LAG-3, B 103e, COCTAaBIAIOMICH MPHOTHU3UTETHHO
12 mMr/kr. B HEKOTOPBIX BapHAHTAX OCYIIECTBIICHHUS CIIOCOOBI IO HACTOSTIEMY H300PETEHHUIO
BKJIFOYAIOT BBEJCHHE CpeACTBa, Bo3acHcTByromero Ha LAG-3, B J03€, COCTaBIAIOIICH
mpHOMH3UTENBHO 15 MI/Kr. B HEKOTOpPBIX BapHaHTaX OCYIIECTBICHUS CIOCOOBI TIO
HACTOAIEMY H300PETECHHIO BKITFOYAIOT BBEACHHUE CPEACTBA, Bo3aecTBytomero Ha LAG-3, B
103€, COCTABILIIOMEH MTPHOMH3UTENHHO 20 MI/KT. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS
CTIOCOOBI TI0 HACTOSATIEMY H300PETEHHIO BKIFOYAIOT BBEJICHUE CPEJCTBA, BO3IEUCTBYFOIIETO

Ha LAG-3, B 103€, COCTABIIAIONICH MPUOTU3UTEITHHO 25 MI/KT.

[00456] WutepBan BBeneHHA npu BBeAeHuW aHtuTena k LAG-3 moxker
MPEACTABIATE CO00H M0O0H HTEpBaN. Hampumep, B HEKOTOPHIX BAPHAHTAX OCYIIECTBICHUS
WHTEPBAI BBEICHHUS COCTABIIACT OAuH pa3 B Henemo (Q1W), onu pa3 B ase Hepemu (Q2W),
onxuH pa3 B Tpu Heaemn (Q3W), oqun pa3 B yetbipe Heaenu (Q4W), oauH pas B ISTh HEIETh
(Q5W), omun pa3 B mecth Heaenb (QO6W), omun pa3 B cemb Heaenb (Q7W), omuH pas B
Bocemb Heaenmb (Q8W), onuH pa3 B aeBath Hexenb (QOW) unu oauH pas B AecsaTh HEACTh
(Q10W). B HeKoTOPBIX BapHAHTAX OCYINECTBIICHHUA HHTEPBAJ BBEICHHUS COCTABIIAET OMH Pa3

B nBe Heaemn (Q2W).

[00457] Hampumep, B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUS HWHTEPBAI

BBEJICHUS COCTABIIIECT OAMH pa3 B aBe Heaemn (Q2W).
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[00458] B HekoTOphIX BapHaHTaX  OCYWIECTBIEHHS 103y  CPEACTBA,
Bo3aeHcTByromero Ha LAG-3, cocTaBmistroniyto npuOmm3uTenbHo 240 MT, BBOJAT OJIMH Pa3 B

nse Hexenmu (Q2W).

[00459] B HekoTOphIX BapHaHTax  OCYIIECTBIEHHS 103y  CPEACTBA,
Bo3aeHcTByromero Ha LAG-3, coctasmsrontyto npuommsutenbao 500 Mr, BBOAAT OJIUMH pa3 B

ase Hexenmu (Q2W).

[00460] B HekoTOphIX BapHaHTax  OCYIIECTBICHHS 103y  CPEACTBA,
Bo3zeHcTByromero Ha LAG-3, cocTaBmsronyo npuOIM3uTeabHo 720 Mr, BBOAAT OJIUH Pa3 B

ase Hexenu (Q2W).

[00461] B HekoTOophIX BapHaHTax  OCYINECTBICHHS 103y  CPEACTBA,
Bo3aercTBytomero Ha LAG-3, cocrapnsromnyro npuommu3utenbao 900 Mr, BBOJAT OJUH pa3 B

nse Heaemn (Q2W).

[00462] B HEKOTOpBIX BapHaHTaX  OCYIIECTBIICHHMS /103y  CPEJACTBA,
Bo3zeHcTByromero Ha LAG-3, cocraBmsromyro npudmmsurensao 1000 Mr, BBOJAT OAMH pa3

B e Heaemn (Q2W).

[00463] B HekoTOphIX BapWaHTax  OCYIIECTBIEHHS  J03y  CPEACTBA,
Bo3nercTBYrONIEero Ha LAG-3, cocTaBnsronyro npuOmu3uTeIbHO 1500 MT, BBOJST OJUH pa3

B e Heaemn (Q2W).

[00464] B HekoTOphIX BapWaHTaxX  OCYIIECTBIICHHS 103y  CPEACTBA,
BO3neHcTBYrONIETO Ha LAG-3, COCTAaBIAIONIY IO MPUOTH3UTEIBHO 3 MT/KT, BBOJST OJIUH Pa3 B

nse Hexenmu (Q2W).

[00465] B HekoTOpBIX BapWaHTaX OCYHICCTBJICHUA J03Y  CPEACTBA,
Bo3zeHcTByromero Ha LAG-3, cocTapnsronIyro mpuOMu3uTenbHO 10 MI/KT, BBOIAT OJUH pa3

B e Heaemn (Q2W).

[00466] B HekoTOphIX BapWaHTaxX  OCYWIECTBIICHWS 103y  CPEACTBA,
Bo3AeHcTByromero Ha LAG-3, cOCTaBIArONIyI0 TPHOMH3UTENBHO 12 MT/KT, BBOIAT OJUH pa3

B e Heaemn (Q2W).

[00467] B HekoTOphIX BapHaHTaXx  OCYWIECTBIICHWS 103y  CPEACTBA,
Bo3nercTBYIoNero Ha LAG-3, cOCTaBISIONIY 0 IPHOTHU3UTENBHO 15 MI/KT, BBOIAT OJIMH Pa3
B e Heaemn (Q2W).
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[00468] Hampumep, B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHUA WHTEPBAI

BBEJICHUS COCTABIIACT OAMH pa3 B Tpu Hememu (Q3W).

[00469] B HekoTOphIX BapHaHTax  OCYIIECTBIEHHS 103y  CPEACTBA,
Bo3aeHcTByromero Ha LAG-3, coctaBmstronyto npuomm3uTenbHo 500 Mr, BBOAAT OJIUH pa3 B

pu Heaenu (Q3W).

[00470] B HekoTOphIX  BapHaHTax  OCYIIECTBICHHS 103y  CPEACTBA,
Bo3zeHcTByromero Ha LAG-3, cocTaBsromyo npuOIM3uTeabHo 720 MT, BBOAAT OJIMH Pa3 B

pu Heaenu (Q3W).

[00471] B HexkoTOphIX BapHaHTax  OCYINECTBICHHUS  J03y  CPEACTBA,
Bo3zaeHcTByronero Ha LAG-3, coctasmsromnyto npuommusureabHo 900 Mr, BBOAAT OJUH pa3 B

pu Heaenu (Q3W).

[00472] B HEKOTOpBIX BapHaHTaX  OCYIIECTBIICHMS /103y  CPEJACTBA,

Bo3zaeHcTBytomero Ha LAG-3, cocraBmsaromyro npudmmsurensao 1000 mMr, BBOJAT OAMH pa3
B Tpu Heaemu (Q3W).

[00473] B HEKOTOpBIX  BapHaHTaX  OCYIIECTBIICHHWS /103y  CPEJACTBA,

Bo3nercTBYrONIEero Ha LAG-3, cocTaBnsronyro npuOmu3uTeibHo 1500 Mr, BBOJAT OJUH pa3
B Tpu Heaenn (Q3W).

[00474] B HekoTOphIX  BapWaHTax  OCYIIECTBIICHHWS 103y  CPEACTBA,
BozaercTByromero Ha LAG-3, coctasnsromyro mpuoOmmsuteabHo 1800 M, BBOAAT OAHMH pa3

B TpH Henenu (Q3W).

[00475] B HekoTOphIX BapWaHTaX  OCYWIECTBIICHHS 103y  CPEACTBA,
Bo3aeHcTByromero Ha LAG-3, cocTasmsromyro mpuOmm3uTeabHo 2100 MT, BBOAAT OAWH pa3

B Tpu Hepenn (Q3W).

[00476] B HekoTOphIX BapHaHTaX  OCYWIECTBIICHHWS 103y  CPEACTBA,
Bo3nercTByronero Ha LAG-3, coctaBnsronyo npuOmu3uTenbHo 2200 MT, BBOJST OJIUH pa3

B Tpu Heaenu (Q3W).

[00477] B HekoTOphIX BapHaHTaX  OCYWIECTBICHWS 103y  CPEACTBA,
BozaeHcTByromero Ha LAG-3, cocTasmsromyro mpuOmm3uTeabHo 2500 MT, BBOAAT OAHMH pa3

B TpH Henenu (Q3W).
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[00478] B HekoTOphIX BapHaHTaX  OCYWIECTBIEHHS 103y  CPEACTBA,
Bo3neHcTBYrONIEeT0 Ha LAG-3, COCTaBISIONIY 0 IPHOTU3UTENBHO 10 MI/KT, BBOJIAT OJIMH Pa3

B TpH Hemenu (Q3W).

[00479] B HekoTOphIX BapHaHTax  OCYIIECTBIEHHS 103y  CPEACTBA,
Bo3nercTByroNero Ha LAG-3, cOCTaBISIONIY 0 PHOTU3UTENBHO 12 MT/KT, BBOJIAT OJHMH Pa3

B TpH Hemenu (Q3W).

[00480] B HekoTOphIX BapHaHTax  OCYIIECTBICHHS 103y  CPEACTBA,
Bo3zeHcTByromero Ha LAG-3, cOCTaBIsIONIyI0 MPHOMU3UTENBHO 15 MI/KT, BBOJAT OJUH pa3

B TpH Henenu (Q3W).

[00481] B HekoTOophIX  BapHaHTax  OCYINECTBICHHS  J03y  CPEACTBA,
Bo3aercTBytomero Ha LAG-3, cocTapnsrontyto npuOau3uTenbHo 20 MI/KT, BBOAAT OJUH Pa3

B Tpu Heaemu (Q3W).

[00482] B HEKOTOpBIX BapHaHTaX  OCYIIECTBIICHHMS /103y  CPEJACTBA,

Bo3ecTByromero Ha LAG-3, coCTaBIsIONIYy 0 MPUOIM3UTENBHO 25 MI/KT, BBOAAT OJUH Pa3
B Tpu Heaenn (Q3W).

[00483] B BapuanTax oCymiecTBIIEHUsA CPEACTBO, Bo3aeucTByromee Ha LAG-3,
mpeacTaBseT cooou mommmnentua, coaepskamuii CDR-H1, onpenenennyro moa SEQ ID NO:
5; CDR-H2, onpenenennyto moa SEQ ID NO: 6; CDR-H3, onpeaenennyro noa SEQ ID NO:
7, CDR-L1, onpenenennyto o SEQ ID NO: 8; CDR-L2, onpenenennyro moa SEQ ID NO:
9; u CDR-L3, onpeaenennyto nox SEQ ID NO: 10. B BapuanTax ocyIecTBICHHs CPEACTBO,
BosnehcTByroniee Ha LAG-3, mpeacraBiser COOOW  TONHIIENITHI, COJICPKAIIHAN
AMUHOKHUCJIOTHYFO  TOCJICJOBATEIPHOCTh  BApUAOCIIBHOM  OONIACTH  TSHKEJIOW  TICTIH,
XapakTepu3ymlnyrocsa mo Mmenbimei mepe 80%, 85%, 90%, 95% wunu 98% HaeHTUYHOCTHIO
nocaeaoBarenbHocT ¢ SEQ ID NO: 3; W aMHUHOKHCIOTHYIO TIOCJIE€AO0BATEIHBHOCTD
BapuaOEITbHOM 00JIACTH JIETKOH TETH, XapaKTepH3YyIOMyocs mo MmeHbmed mepe 80%, 85%,
90%, 95% unmu 98% unentruHOCTHIO TIOcHenoBatTenbHOCTH ¢ SEQ ID NO: 4. B BapuanTax
OCYIIECTBIICHHS CPEACTBO, Bo3aekcTBytomee Ha LAG-3, mpeacTaBisieT cOO0H MOTUTIETITHI,
COJIEPIKAIMUEN TOTUIETITHIHYIO TIOCIEI0BATEFHOCTD TSHKENION TIETIH, XapaKTePU3YIOIYFOCS
o MeHbie mepe 80%, 85%, 90%, 95% unu 98% HACHTUUHOCTHIO MTOCIIEA0BATEIBHOCTH C
SEQ ID NO: 1 unu SEQ ID NO: 21; 1 momunenTuaHy 0 MOCIeI0BATEIbHOCTD JIETKOW LIETH,

XapakTepu3ymlnyrocsa mo Menbimei mepe 80%, 85%, 90%, 95% unu 98% HaeHTUYHOCTHIO
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nocnenoatenbHocTH ¢ SEQ ID NO: 2 unu SEQ ID NO: 22. B BapuaHTax 0CyIIECTBICHHUSA

cpenctso, BozaencTBytomee Ha LAG-3, mpeactasiser codoit TSR-033.

[00484] B HekoTOpBIX BapuaHTaxX OCYHIECTBIICHUA CPEACTBO, BO3ACHUCTBYIOIIEE
Ha LAG-3, BBOAAT CyOBEKTYy B KauecTBE KOMOMHHUPOBAHHOTO CPEICTBA TEPAIMH, KaK
JOTIOTHUTENIFHO OMUCAHO B HACTOAIIEM AOKYMEHTE (HampuMmep, ¢ aHturenom k PD-1 msa
WHAYLUPOBAHUSI UMMYHHOTO OTBETA). B HEKOTOPHIX BapHaHTaX OCYIIECTBIEHHUS CPEACTBO HA
ocHoBe aHTuTeNa K LAG-3 BBOJAT MAallMEHTy, Y KOTOPOTO UMEETCA PaK. Y MAlMEHTa MOKET
OBITh M000 BUA paka. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA PaK BKIIOYAET JIFOO0E OTHO
WM 00JIee U3 CIEAYIOIET0: 3MUTeNHaIbHbIN pak sudauka (EOC), Tpkapl HeraTUBHBIN pak
monourou xkene3bl (TNBC), yporemuanshas kapuuaoma (UC) moce iedyeHust CpeicTBaMH,
HanpasiaeHHbIMU nipotuB PD-1/PD-L1, u UC, He monaBeprHyTas JEYEHHUIO CPEACTBAMM,
HanpasiieHHbIMH TIPpOTHB PD-1/L1. B HekoTOpHIX BapHaHTaX OCYIIECTBIICHHS TAIMCHT,
KOTOPBIM MOJTy4aeT CPeACTBO Ha OCHOBE aHTUTeNa K LAG-3 U cpeAcTBO HA OCHOBE aHTUTENA
Kk PD-1, cHauana momyuaetr mHQY3u0 cpeactBa Ha ocHoBe aHTuTena Kk LAG-3, a 3arem
uH(}Y3UI0 cpeacTBa Ha OCHOBE aHTUTeNa K PD-1. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS
MALUEHT, KOTOPBIN MOJyYaeT CPEACTBO Ha ocHOBE aHTUTENAa K LAG-3 1 cpecTBO HA OCHOBE
antutena k PD-1, cHauana monydaetr mH(Y3HIO cpeacTBa Ha OCHOBE aHTHTena Kk PD-1, a
3areM HH(]Y3ur0 cpeactBa Ha ocHOBe aHThUTena kK LAG-3. B HekoTOphIX BapuaHTax
OCYHIECTBIICHHA MAMEHT NoJTydaeT uHQy3uto antutena k LAG-3 mpwu 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 wumu
800 mr/maruenT, a 3areM uHy3uo 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, 560, 570, 580, 590, 600 mr/manpieHT. B HEKOTOPBIX BaApHAHTAX OCYIIECTBICHUS MAIUEHT
nonyyaeT uHpy3uo antutena kK LAG-3 mpu 20, 80, 240 mmu 720 mr/manueHT, a 3ateMm
uH}y3uro anturena k PD-1 npu 500 mMr/marpierT. B HEKOTOPBIX BapHaHTaX OCYMIECTBICHHS
ManueHT nojrydaet uHpysuro anturena 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/marieHT, a 3areM uH}py3uto anturena 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/marmeHT. B HEKOTOPBIX BapHaHTaX OCYHICCTBIICHHS TMAIMEHT TMOy4aeT HHY3HIO
aututena k PD-1 mpu 500 mr/mamment, a 3atem 20, 80, 240 wnm 720 mr/manuent. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHHUA WHTEPBAl BBEACHHA [JIsI KOMOWHHUPOBAHHOTO
CPEICTBA TEPAIMHU COCTABIAECT OuH pa3 B Hexemo (Q1W), ogun pa3 B ase Heaenu (Q2W),
onuH pa3 B Tpu Heaemu (Q3W), oqun pa3 B yetbipe Heaenu (Q4W), oquH pas B IATh HEETb
(Q5W), omun pa3 B mecth Heaenb (QO6W), onun pa3 B cemb Heaenb (Q7W), onun pas B
BoceMb Heaenb (Q8W), oaun pa3 B aeBaTh Heaenb (QOW) umu oauH pa3 B JECATh HEJENb
(QI0W). B HEKOTOpHIX BapHAHTAX OCYIIECTBICHHWA HWHTEPBA BBEICHHUA JUIA

KOMOHMHHPOBAHHOTO CPEJICTBA TEPAITUH COCTABIAET OAHH pa3 B TpU Heaemu (Q3W).

[00485] B HEKOTOPBIX BapHaHTax OCYLIECTBIICHHS MALMEHT CHA4alla MOJTy4acT
CXeMy JI€YeHHA C TPUMEHEHHEM CpPEACTBA MOHOTEpAIMH, KaK OIHCAHO BBIIE, C
MOCIICAYIONIMM KOMOMHHPOBAHHBIM CPEICTBOM Tepamud. Hampumep, B HEKOTOPBIX
BapHaHTAaX OCYINECTBIICHUS MAIIMEHT MOKET TMOJIy4aTh CPEACTBO MOHOTEPAIHH HA OCHOBE
antutena k LAG-3 npu 20, 80, 240 wmm 720 Mr/manueHT ¢ HHTEPBAJIAMH OJIHH Pa3 B HEJIEITIO
(Q1W), onun pa3 B ase Heaemu (Q2W), oxun pa3 B Tpu Heaenu (Q3W), omuH pa3 B 4eThIpe
uHeaemw (Q4W), omun pa3 B Atk Heaenmb (Q5W), onuH pa3 B mecTh Heaeab (QO6W), oguH pas
B cemb Henenb (Q7W), omuH pas B Bocemb Hexelb (Q8W), oauH pas B aeBaTh Hexelb (QOW)
WM OJUH pa3 B aecath Hemeab (Q10W) ¢ mociaeayromuM KOMOWHHUPOBAHHBIM CPEICTBOM

Tepanuu Ha ocHoBe aHTUTena kK LAG-3 u anturena k PD-1, kak onucaHo BbIIIIe.

[00486] B HEeKOTOPBIX BapHaHTaX OCYIIECTBICHUS BO BPEMsI KOMOMHHPOBAHHOHM
TEpaTHH MAIUEHTY BBOJAT 103y aHTtuTena K LAG-3 ¢ mocnmeayrommm uaraoutopom PD-1. B
HEKOTOPBIX BapHaHTaX oOCymecTBIeHHs uWHruouTop PD-1 BBOmAT B mepBOW 103€
mpubu3uTeIbHO 500 MT OTUH pa3 B 3 HEAETH B TEUCHHUE MHOKECTBA [IUKJIOB, HATIPUMED, 3,
4 unu 5 MHKIOB, ¢ MOCJEAYIOMENR BTOPOU 10301 mipuOmm3nuTenbHo 1000 MT OMH pa3 B 6
Heaenb. B HEKOTOPBIX BapHaHTaX OCyIECTBICHU HHruouTop PD-1 BBOAT B mIepBO# 103€
npuOH3uTENHHO S00 MT OHMH pa3 B 3 HEACH B TEUEHHE 3 IUKIIOB C TIOCIEAYIOIMEH BTOPOH

o301 mpuOM3uTenbHO 1000 MT 0TMH pa3 B 6 HeAeb WK O0JbIe. B HEKOTOPHIX BapHaHTax
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ocymecTBiIeHuss HHTHOUTOP PD-1 BBOAAT B IepBoO# 103e mpubmu3nTensHo S00 MT OauH pa3
B 3 HEJECNH B TCUCHHE 5 TUKIIOB C TOCIIEAYIOTIEH BTOPOH 1030M mpuOm3uTenbHo 1000 mr
OJuH pa3 B 6 Henenb WK Oonbine. B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHUA BTOPYIO 03y

uaruouropa PD-1 BBoasT 0MH pas B 6 HEAEIb.

[00487] Kommozumurio, coaepskamyo 3(h(PEeKTHBHOE KOIHYECTBO PACKPHITOTO
MOJIMNENTHAA TSDKEIOW LENH UMMYHOTTIOOYJIMHA, PACKPBITOTO MOJMIENTHIA JIETKOM IETTH
HMMYHOTJIOOYJTMHA, PACKPBITOTO CpeAacTBa Ha ocHoBe aHturena kK LAG-3, packpsiToii
MOCTIEIOBATENIFHOCTH HYKJIEMHOBOW KHUCIIOTHI, KOAUPYIOIIEH TH000€ U3 BHILIEYTIOMSIHYTOTO,
WM PACKPBITOrO BEKTOPA, COAECPIKALIETO PACKPBITYIO MOCIEA0BATEIbHOCTh HYKICHHOBOU
KHCIIOTBI, MOKHO BBOJHTH MJICKONMUTAIONIEMY C NPUMEHEHHMEM CTAaHIAPTHBIX METO/0B
BBEJICHUA, BKIIOYas MEPOPAIbHOE, BHYTPUBECHHOE, HHTPANCPUTOHEANBHOE, IOJKOMKHOE,
JETOYHOE, TPAaHCACPMAIBHOE, BHYTPHUMBINIEYHOE, HMHTPAHA3aIbHOE, OYKKaJIbHOE,
MOABA3BIMHOE BBEACHHE WM BBEJCHHE C MOMOINBIO Cynmo3uTopus. Kommosunus MokeT
HNOAXOJUTh Ul NApEeHTEPaNbHOrO BBEACHUA. MCmonb3yeMbIi B HACTOAINEM JOKYMEHTE
TEPMHH «IAPEHTEPANBbHOE» MOKET BKIKOYAaTh BHYTPHUBEHHOE, BHYTPHUMBIIIECYHOE,
MOJKOKHOE, PEKTAIIBHOE, BATMHAJIBHOEC M MHTPAIECPUTOHEAIbHOE BBeAcHHE. KomMmosunmio
MOTYT BBOJUTH MJICKOITUTAIOIIEMY C IPUMEHEHHEM MEPUPEPUISCKON CHCTEMHON JOCTABKH

3a CYET BHYTPUBEHHOW, HHTPANIEPUTOHEATTBHON WITH TTOAKOKHOW UHBEKIUU.

[00488] [Tocme  BBeAcHWS ~ MJICKOMUTAOmIEMy  (HAPUMEpP,  YEJIOBEKY)
OHOJIOTHYECKYI0 aKTHBHOCTH CPEACTBAa Ha OCHOBE aHTUTENa K LAG-3 MOKHO H3MEPSTH C
MTOMOIIBIO JTFOOOTO TOAXOMAMETO CIOCO00a, W3BECTHOTO W3 YPOBHSA TeXHUKH. Hampumep,
OHOJIOTHYECKYI0O AKTHBHOCTh MOJKHO OIIEHHUTH TIOCPEICTBOM OTPENEICHHA CTAOUIbHOCTH
KOHKPETHOTO cpeacTBa Ha ocHOBE aHTHUTENAa K LAG-3. B 0lHOM BapHaHTe OCYIIECTBIEHUA
cpeacTBo Ha ocHOBe aHTHTENAa K LAG-3 xapakrepusyeTcs in Vivo BpEMEHEM TIOTYKH3HH OT
npuOmmsureabHo 30 MuHYT g0 45 ngHe#W (Hampumep, TpHOMM3UTENBHO 30 MHHYT,
MpUONMH3UTEIPHO 45 MHHYT, TPUONM3HTENbHO 1 dYac, mnpuOIM3UTEN HO 2 4aca,
NpUONMH3UTEPHO 4 4aca, NPHOMU3WUTENbHO 6 4YacoB, npuOMM3HTENbHO 10 wYacos,
MpHONMHM3UTENRHO 12 4YacoB, NPUOMM3HTENBHO | CYTKH, TPUONM3HTENBHO S5 JHEH,
npuOmm3uTeTbHO 10 gHEH, mpuOMM3UTENpHO 15 gHEHW, NPUOMM3UTENHPHO 25 1HEH,
mpuOTU3HTEIbHO 35 aHew, mpuOmmsutTenbHo 40 mHeW, TpuOMU3HTETbHO 45 aHEH, WiIH
HAXOJWTCS B TWATIA30HE, ONPEACIIIEMOM JIFOOBIMH IBYMsI U3 BBIIICYTIOMSHYTHIX 3HAYCHUH).

B opHOM BapuaHTE OCYIIECTBIEHUSA CpEICTBO Ha oOcHoBe aHtutena Kk LAG-3
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XapaKTEPU3YETCs in Vivo BPEMEHEM TIONYKH3HH OT NMPHOIM3UTENBHO 2 acoB a0 20 aHEH
(Hampumep, TPUOTUZHTETFHO 5 YacoB, NMpHOMM3UTENHHO 10 4YacoB, MPUOIMZHTENTHFHO 15
4yacoB, MpuOIM3uTeTpHO 20 YacoB, MPUOTUZHTENHFHO 2 THEW, MPHOIU3UTENBHO 3 IHEH,
NpHONMM3UTENBHO 7 JHEW, mnpuONMu3uTeNnbHO 12 pgHEW, mnpuOmM3uTensHO 14 aHEH,
npuOIu3uTeIbHO 17 aHEeH, npuOmM3uTeNbHO 19 1MHEW, WM HAXOAWTCA B AHANa30HE,
OTIpeZieIIeMOM JIOOBIMU JBYMsS M3 BBIIICYNIOMSHYTHIX 3HauyeHWi). B omHOM BapmuanTte
OCYIIECTBJICHUA CPEACTBO Ha ocHOBE aHTUTeNa K LAG-3 xapaktepusyeTcs in vivo BpeMeHEeM
MONMYKU3HU OT mpudOmusurenbHo 10 muel no mpubOmusurensHo 40 nHel (Hampumep,
npuomu3uTenbHo 10 gHel, mnpuOmmusutensHO 13 gHel, mnpuOmM3uTensHO 16 aHEH,
npuOmu3uTenbHo 18  gHel, mpuOmmusutensHo 20 gHEW, NPHOMM3UTENHHO 23 1HEH,
MPUOMU3HTEILHO 26 AHEHW, npuOMM3uTeNnbHO 29 nHeW, npuOmu3uTeabHo 30 gHEH,
OpHONMH3UTEIbHO 33  JaHEW, NpHOMM3UTEeTbHO 37 AHEHW, NpHOIM3UTENTbHO 38 moHEH,
npuOTU3UTENbHO 39 nHe#, npuOnmusuTenbHO 40 1THEH, WM HAXOJUTCA B JHAINA30HE,

OTIPEJETIAEMOM JIFOOBIMH JBYMS U3 BBIICYTIOMSIHYTHIX 3HAYCHHH).

[00489] CraObunpHOCTH cpencTBa Ha ocHOBe aHTuUTena kK LAG-3 MokHO
HU3MEPSTHh C TPUMEHEHUEM JTFOO0TO APYTOTO MOJXOSMIIETO aHATN3a, H3BECTHOTO U3 YPOBHS
TEXHUKH, TAKOTO KaK, HAIPUMEP, WU3MEPEHHE BPEMEHHU TIONY)KH3HH B CBIBOPOTKE KPOBH,
muddepentmanpras ckanupyromas kamopumerpus (DSC), aHamu3bl Ha TETUIOBOW CABUT H
AHAJTM3BI BRITCCHECHUS METKH. J[pyrue criocoObl n3MepeHus: CTAOMIBHOCTH O€JKa in Vivo | in
Vilro, KOTOPHIE MOYKHO TIPUMEHATH B KOHTEKCTE€ HACTOSMIETO HM300PETEHHS, OTHMCAHBI,
Hanpumep, B Protein Stability and Folding, B.A. Shirley (ed.), Human Press, Totowa, New
Jersey (1995); «Protein Structure, Stability, and Interactionsy», Methods in Molecular Biology,
Shiver J.W. (ed.), Humana Press, New York, NY (2010) u Ignatova, Microb. Cell Fact., 4:
23 (2005).

[00490] CtaOunpHOCTh cpeAcTBA Ha OcCHOBe aHtTHTeNna K LAG-3 MOXHO
W3MEPATHh 10 3HAYECHHIO cpeaHed Touku mnepexona (Tm), MpeacTaBIsArOmIed CcoOO0H
TeMIIepaTypy, npu kKoTopor 50% aMHUHOKHCIOTHOM MOCJIEA0OBATENHHOCTH MPUCYTCTBYET B
CBOEH HATHBHOM KOH(popMaImH, a octainbHbie 50% JeHaTypuUpOoBaHbL B menom, yem BbIme
T, TEM OOIEE CTAOUITHHBIM SBJISETCS O€IOK. B 0/THOM BapuaHTE OCYMIECTBICHHUS PACKPHITOE
aatureno k LAG-3 MokeT mMeTh 3HaueHHe cpegHed Touku mepexona (Twm) in vitro,
cocrasaromee mpuomu3uTensHo 60-100°C. Hanmpumep, antateno k LAG-3 moxeT umMeTh T
in vitro, cocTaBIAONIYI0 puOu3uTenbHo 65-80°C (Hampumep, 66°C, 68°C, 70°C, 71°C,
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75°C umm 79°C), npubmuzurensro 8§0-90°C (manpumep, npudmmsurensHo §1°C, 85°C wm
89°C) wnmm npudmmzurensHo 90-100°C (Hanpumep, npudbmusuTenpao 91°C, mpuOIM3HTENBHO

95°C nm mpuOmsuTensHo 99°C).
Hsmepenue omeema onyxonu

[00491] B BapmaHTax OCYIIECTBIEHHUS CIIOCOOBI, OMUCAHHBIE B HACTOAIIEM

JOKYMEHTE, 00ECTIEUMBAIOT KIMHUYECKYIO TONb3Y I CyObEKTA.

[00492] B HEKOTOpPBIX BapuaHTax OCYINECTBIIEHHWA KIMHHYECKAs I0JIb3a
npeacTaBisieT co0oi momHeli oTBeT («CRY»), wacTrunsiii oTBeT («PRY») mnm crabunuzammro
3a0oneBanns («SD»). B HEKOTOpHIX BapHaHTaX OCYIIECTBICHHA KIWHHYECKAs TOJb3a
COOTBETCTBYET IO MeHbHie Mepe SD. B HEKOTOpBIX BapHaHTaX OCYIIECTBICHUA
KIIMHUYECKas MOJb3a COOTBETCTBYET NmO MeHbmed Mepe PR. B HekoTOphIX BapmaHTax
OCYIIECTBJICHUA KIMHUYECKass moib3a coorBercTByeT CR. B HekoTOphIX BapuaHTax
ocymiecTBieHus o MeHbuiei 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% wum 95%
MAIUEHTOB JOCTHUTAIOT KIIMHUYECKOM MOJIb3bl. B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHUSA 110
MeHbIIIeH Mepe 5% MalueHTOB JOCTUTAIOT KIIMHHYECKOH TIOJTb3bl. B HEKOTOPHIX BapHaHTaX
OCYIIECTBIICHUS 1O MEHbINEH Mepe 5% mareHToB JocTuraroT SD. B HEKOTOpBIX BapraHTax
OCYIIECTBIICHHUS 10 MEHbIIEH Mepe 5% MmanueHToB MOoCTUTArOT 1o MeHbIeH mepe PR. B
HEKOTOPBIX BAPHAHTAX OCYIIECTBIIEHUA IO MeHbIIEN Mepe 5% maumenToB nocturaroT CR. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHA MO MeHbIied Mepe 20% NanueHTOB JOCTHTAKOT
KIIMHUYECKOHN TOJIb3bl. B HEKOTOPBIX BapHaHTaX OCYIIECTBIIEHUSA MO MeHbIIeH mepe 20%

MALUEHTOB JOoCTUraroT SD.

[00493] B HEKOTOpPBIX BapuaHTax OCYINECTBIICHHA KIIMHHYECKAas MOJb3a
(manmpumep, SD, PR w/mumu CR) ompenensieTcss cornmacHo KpurepusiMm OIEHKH OTBETA MPH
comumubix omyxomsix (RECIST). B HekoTOphIX BapHaHTaxX OCYIIECTBIICHUS KIMHHYECKAS

nonib3a (Harpumep, SD, PR w/umm CR) onpenensiercs cornmacuo pykooacTeam RECIST.

[00494] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHS OTBET OIYXOIM MOKHO
HU3MEPUTH, HATIpUMep, ¢ momotibio pykoBoacTs RECIST v 1.1. PykoBoacTBa npeaocTaBaeHbI
B E.A. Eisenhauer, et al., «New response evaluation criteria in solid tumors: Revised RECIST
guideline (version 1.1.),» Eur. J. of Cancer, 45: 228-247 (2009), KOTOpOE BKIFOUYEHO

MOCPE/ICTBOM CCBUIKM BO BCeH cBoed momHOTe. COTIacHO PYKOBOJACTBAM TpeOyeTcs
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W3HAYATbHAS OIIEHKA OOIIeH OITyXOJIEBOW HATPY3KH HAa HMCXOJHOM YPOBHE, KOTOPYIO
WCTIONTB3YIOTCSA B KAYECTBE CPABHUTEITFHOM TS MTOCIIEAYFOINUX H3MepeHHH. OTyX0JIi MOKHO
U3MEPATH C IPUMEHEHUEM JIFOOOH CHCTEMBI BU3YATU3AIMH, H3BECTHOH U3 YPOBHS TEXHUKH,
Hanpumep, ¢ momompbo CT-ckanupoBanws wim peHtreHorpadum. [lommaromeecs
W3MEPEHHUI0 3a00JIeBAaHWE OMNPENEIIIOT 1O HAJIWYHIO IO MEHBIIEH Mepe OJHOTO
MOAJAONIETOCA M3MEPEHUIO o4ara. B uccrnenoBaHusax, rAe NMEPBUYHOM KOHEYHOM TOYKOM
ABIIACTCS MPOTPECCUPOBAHUE OITYXOJIH (JTMOO MEPUO BPEMEHH 0 IPOTPECCUPOBAHUS, JTHOO
A0 C TMPOTPECCUPOBAHHUEM 3a (PUKCHPOBAHHBIA NEPHOJ BPEMEHH), B TIPOTOKOJE TOJLKHO
YKa3bIBATHCS, OTPAHHYEH JI JOMYCK MAITHEHTOB C ITOIJA0IIUMCS H3MEPEHHIO 3a00JIEBAHHEM
WJIH K€ TIPUTOJHBI TOJIBKO TAIUEHTHI, Y KOTOPBIX HMEETCS HETOJIAIOMIEECT U3MEPEHHIO

3a00JIeBaHHUE.

[00495] Ecmi Ha WCXOOHOM YpPOBHE TPHCYTCTBYET OoOJjiee YeM OJIUH
MOAJTAFOIIUNCS U3MEPEHHIO OYar, BCE 04Yard BIUIOTh 0 MAKCHUMYM IIATH OYaroB B LIEJIOM (H
MaKCHMYM JIBYX OYaroB Ha OpPraH), MPEACTABIISAIONINE BCE MOPAYKEHHBIE OPTaHbI, JOJLKHBI
OBITh HMICHTH(PHUIIMPOBAHBI KAK IEJIEBBIC OYard, W OHH OyIyT PETHCTPHPOBATHCA W
HU3MEPATHCA HA MCXOAHOM yPOBHE (3TO O3HAYAET, YTO B TEX CIAyYasX, KOTJA y MAIUEHTOB
HUMEETCS TOJBKO OJWH WM JBAa IMOPAKEHHBIX YYaCTKAa OpPraHa, TO COOTBETCTBEHHO MOTYT

OBITh 3aPETHCTPUPOBAHBI MAKCUMYM JIBA U YETHIPE 0Yara).

[00496] [leneBbie OdYaru CjaeayeT BBHIOMPATH C Y4ETOM HX pa3Mepa (o4ard ¢
HAWOOJIBIITUM JHAMETPOM ), OHH JOJUKHBI OBITh PEMPE3€HTATHBHBIMH I BCEX MOPA’KEHHBIX
OpPraHoB, HO, KpOME€ TOTO, JOJUKHBI OBITh TAKOBBIMH, KOTOPBIE TOIIAFOTCS

BOCIIPOU3BOAUMBIM ITOBTOPHBIM U3MCPCHUAM.

[00497] Jlumdatrdaeckue y3mbl 3aCITy>KHBAIOT 0COOOTO0 BHHMAHHSA, MOCKOJBKY
OHH TPEACTABISIOT COOOW HOPMAJIbHBIE AHATOMUYECKHE CTPYKTYPHI, KOTOPbIE MOTYT OBITh
BH/IHBI [IPH BU3YAJIH3ALIHH, AK€ €CIIM OHU HE TTOPAYKEHBI OITyXO0JbI0. [laTonornyeckue y3msl,
KOTOPBIE OTIPENENAIOTCS KaK MOJNAI0IIHECST H3MEPEHUIO U MOTYT OBITh HACHTH()HUIIMPOBAHBI
KaK LIEJIEBBIE OYaru, JOJDKHBI YAOBIETBOPATh KpUTEPHIO KOPOTKOM ocu P15 mm mpu CT-
CKAaHUPOBAHWH. TONBKO KOPOTKAsA OCh ITHX Y3JIOB OYAET YYHUTHIBATHCS B CYMMAapHOM
3HAYCHUH HA HCXOTHOM ypoBHE. KopoTkas 0ch y3/ma npeacTaBIsieT coO0H THaMETP, OOBIYHO
WCTIONB3YEMBIH PEHTTEHOJIOTAMH, YTOOBI CYAHTH O TOM, TMOPAKEH JIM Y3€l CONHIHOM
oryx0Jbt0. PazMep y31a 0OBIMHO YKA3BIBAIOT IO IBYM H3MEPEHHUAM B INIOCKOCTH, B KOTOPOH

noiy4eHo uzoopaxenue (st CT-ckaHUpOBaHMA 3TO MOYTH BCET/Ia 0CEBAs INIOCKOCTD; JJIA
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MRI mmockocTe 111 OOHAPYKEHHSI OOBEKTAa MOXKET OBITh OCEBOW, CAITHTAIIBHOW WA
dbpoHTaNbHOM). MeHbImass W3 JTHX H3MEPAEMBIX TOKA3aTeNed TMPEACTABIAET COOOM

KOPOTKYIO OCb.

[00498] Hampumep, y3em OpOMHOW TOJIOCTH, KOTOPBIM PETUCTPUPYIOT C
pasmepamu 20 x 30 MM, UMEET KOPOTKYHO OChb 20 MM H CUMTAETCs 3JI0KAYECTBECHHBIM
MOAJAIOIUMCST U3MEPEHUIO y3moM. B stom mpumepe 20 MM JOIDKHO OBITH 3alHCAHO KakK
u3MepeHue ysna. Bee npyrue maronoruueckue y3isl (¢ KOPOTKO# ockio P10 MM, HO <15 mMm)
JOJDKHBI PacCMaTpUBATBCS KAaK HELEJNEBBIE OYaruh. Y37l C KOPOTKOM Ochro <10 mm
paccMaTpUBAKOTCS KAaK HEMATOJIOTHMYECKHE W HE JOJDKHBI PETUCTPUPOBATHCS HIIH

OTCJIC)KHUBATHCA.

[00499] CyMmmy auamMeTpoB (HAaHOONBINUX JUIA HE Y3JIOBBIX 0YAaroB, KOPOTKUX
OCeH JUIA Y3JOBBIX 04aroB) JUIA BCEX IIEJIEBBIX 0YaroB OYAyT PaCCUMTHIBATH M 3AITUCHIBATH
KaKk CyMMY JIMaMETpPOB HAa HCXOJHOM YpoBHe. Ecmm numgaTHyeckuwe y37bl IOUIEkKAT
BKITFOUYEHHUIO B CyMMY, TO, KAK OTMEUEHO BBILIE, B CYMMY JI00aBJIAIOT TOJIBKO KOPOTKYIO OCh.
CymMMy IHaMeTpoB HAa HMCXOJHOM YPOBHE OYAyT HCIOJIB30BAaTh B KAYECTBE JTAJOHA JUIA
JATPHEHUINETO OMPEACIICHUS XapAKTEPUCTHK JO00H OOBEKTHBHOM PETPECCHH OIMYXOJH B

MO/TAOIIMXCS U3MEPEHHUIO MTapaMeTpax 3200 IeBaHUS.

[00500] Bce napyrume owarm (Wam y4acTKu 3a00NI€BaHUs), B TOM YHCIE
MATOJIOTHYECKHE JTUM(PATHICCKHE Y3JIbI, HEOOXOAMMO HICHTH(UIMPOBATH KAaK HELEJICBbIC
OYard ¥ TaKKe€ PETHCTPUPOBATH HA MCXOJHOM YpOBHE. V3mepeHus He TPeOyIOTCS, W ITH
OYard OMHCHIBAIOT KaK CIIAYIOIIEE. KIPUCYTCTBYIOIINEY, KOTCYTCTBYIOIIHE) HITH, B PEIKUX
CITy4asiX, «IBHOE MPOTPECCHPOBaHHE». Kpome TOro, MHOMKECTBEHHBIE HEIIEJICBBIE OYard,
BOBJICKAIOIIME OJWH M TOT K€ OPraH, MOJKHO 3alMChIBATh B BHAC OJHON IMO3UIHH B
WHIWBUAYATbHON PETHCTPAIMOHHON KapTe (HAmpUMep, «MHOKECTBCHHBIC YBEIHYCHHBIC

J'II/IM(i)aTI/I"IeCKI/Ie Y3JbI Ta3a» U KMHOKCCTBCHHDBIC MCTACTa3bl B HC"IGHI/I))).

[00501] B HEKOTOpBIX BapHaHTaX OCYINECTBICHHS OTBET OIYXOJIH MOKHO
W3MEPHUTH C IOMOIIBIO, HAMPUMED, CBA3aHHBIX C UIMMYHHOU cucteMoi pykoBoacTB RECIST
(irRECIST), koTOpbIe BKIFOYAIOT B C€0S CBA3aHHBIE C AIMMYHHON CHCTEMON KPUTEPHUH OTBETA
(rRC). B 1RC m3mMepstoTcss m3mepseMble TOPAKEHHUS, KOTOPBIE XapaKTEPHU3YIOTCA TIO
MEHBIIEH MEpPEe OJHUM HW3MEPEHHEM C MHHHUMAIBHBIM pazMepoM 10 MM (Tpu HaHOOIBIIEM

muametpe nipu CT- mm MRI-ckaHupOBaHWY) AJT HEY3JTOBBIX MOPAKEHHUM, W TIPEBBITIA0 ITAM
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WY PaBHBIM 15 MM And y37I0BBIX MOPAXECHHM, WIM MO MeHbmien Mepe 20 MM mpu

PEHTIEHOTPAMME I'PYTHOU KIIETKH.

[00502] B HEKOTOpBIX BapHaHTaX OCYINECTBIICHHA CBS3aHHBIE ¢ WMMYHHOH
CHUCTEMOM KPUTEPHH OTBETA BKIFOUAIOT B ce0sa CR (TomHOE HCUe3HOBEHUE BCEX MOPAKEHUN
(M3MepsAEMBIX WM HET M OTCYTCTBHE HOBBIX MopakeHui)); PR (CHwkeHHE OmyXoneBOM
Harpy3ku Ha 50% wW OOJbIIE OTHOCHTEIFHO HWCXOMHOTO ypoBH#A);, SD (HecooTBeTcTBHE
kputepusiMm CR unu PR nipu orcyreTsuu PD) unu PD (yBenuyenue omyxosieBoit Harpy3Kku Ha
25% wm OoJTbIIE OTHOCUTENTFHO CaMOT0 HU3KOTo ypoBH:). [TogpooHoe onmcanne irRECIST
Mo>kHO HaWTu B Bohnsack et al., (2014) ESMO, ABSTRACT 4958, u Nishino et al., (2013)
Clin. Cancer Res. 19(14): 3936-43.

[00503] B HEKOTOPHIX BapHAHTAX OCYIIECTBIICHHUSA OTBET OIYXOJH MOKET OBITH
oueHeH 160 ¢ momombko irRECIST, mu6o ¢ momompio RECIST Bepcuu 1.1. B HeKoTOpBIX
BapHAHTaX OCYIIECTBIICHHS OTBET OIYXOJId MOXKET OBITh OLICHEH Kak ¢ momombio irRECIST,

tak u ¢ nomonibio RECIST Bepcum 1.1.
Kom0uHupoBaHHble cpeacTBa Tepanuu.

[00504] B HacrosmiemM J0OKYMEHTE TIPEIYCMOTPEHBI CHOCOOBI, KOTOPHIE
BKJIFOYAIOT BBEJEHUE CPEeACTBa, BosuaewcTByromero Ha LAG-3 (mampumep, cpeacTtBa Ha
ocHoBe aHTHTena K LAG-3), B KOMOWHAIMM C OJAHHM WM OOJie€ TOTOJHUTCIIBHBIMH

TCPANICBTUICCKUMHA CPCACTBAMMH.

[00505] Hampumep, cpeactBo, BosmewctByronmiee Ha LAG-3 (Hampumep,
cpeactBo Ha ocHoBe aHTHTena K LAG-3), MOKHO BBOAWTh B KOMOHWHAIIMH C JAPYTHMHU
CpeACTBaMH I JICYCHHA WIH TPEAYNMPEKACHHUA 3a00JICBAHUM, PACKPBHITBIX B JAHHOM
JOKYMEHTE, 3a CUET YEro CPEJICTBA, KOTOPHIE SIBISIIOTCS LIMTOTOKCHYHBIMU AJI1 PAKOBBIX
KJIETOK, MOAYJIHPYIOT MMMYHOT€HHOCTh PAKOBBIX KIIETOK WM CTUMYJIHPYIOT MUMMYHHBIE
OTBETHI HA PAKOBBIE KIIETKU. B CBsI3M ¢ 3TUM, HanmpuUMep, CPEACTBO Ha OCHOBE aHTHUTENA K
LAG-3 MOXHO TPHUMEHATh B KOMOWHAIIMM C TIO MEHBIIEH MeEpe OTHHUM JPYTHM
MPOTHBOPAKOBBIM CPEJICTBOM, BKIIIOUYAs, HAMpPUMEp, TI000€ XHMHOTEPANIEBTHYECKOE
CPEICTBO, U3BECTHOE U3 YPOBHA TEXHUKHU; HOHU3UPYIOIIEE U3TTyUYEHHUE, HU3KOMOJIEKYIISIPHBIE
MPOTHBOPAKOBBIE CPEACTBA; MPOTUBOPAKOBBIE BAKIIMHBI, OHOJIOTHYECKHE TEPATIEBTUIECCKHE
cpeacTBa (HampuUMep, APYTHE MOHOKJIOHAIBHBIE AHTHUTENA, MPOTHBOPAKOBBIE BHUPYCHI,

CpeAcTBa TEHHOW TEpanmuyd W aJONTHBHBIM TEPEHOC T-KIETOK) WHIM XHPYPTHYECKOE
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BMEOIATEIBCTBO. ECIHM PacKphITBIH CIMOCOO TPUMEHAIOT [UIA JICUYEHHUS HH(EKIIMOHHOTO
3a0oneBaHus, TO CPEACTBO, Bo3aeHcTByronmee Ha LAG-3 (Hanmpumep, CpeacTBO Ha OCHOBE
aatutena Kk LAG-3), MOXKHO BBOJHTh B KOMOHWHAIIMM C IO MEHBIIEH MEpe OJHHUM
AHTHOAKTEPHATBHBIM CPEICTBOM MM IO MEHBINEH Mepe OJHHM TPOTUBOBUPYCHBIM
cpeacteoMm. [lpu 3TOM TIPOTHBOOAKTEPHUATBHBIM CPEICTBOM MOMKET OBITh OO0
MOIXOAAIINN AHTHOUOTHK, U3BECTHBIN U3 YPOBHA TEXHUKHU. [[pOTHBOBHPYCHBIM CPEACTBOM
MOJKET OBITh J00As BaKIMHA JIFOOOTO TOIXOMAMIETO THMA, KOTOpas Crenu(puIecKu
HAIEJIMBAETCSI HA KOHKPETHBIA BHPYC (HAIpHUMEp, KUBBIE ATTEHYMPOBAHHbBIE BAKLIUHBI,
CYObEIUHUYHBIE BAKI[MHbBI, PEKOMOWHAHTHBIE BEKTOPHBIE BAKIIMHBI) U HU3KOMOJIEKYIIAPHBIE
MPOTUBOBUPYCHBIE ~TEPANEBTHYECKHE CpPEACTBA (HANpPUMEpP, HMHTHOUTOPHI BUPYCHOM
PEIUIMKAIMKA W aHAJIOTH HyKIeo3uaoB). Korma cmoco® mo HacToAmeMmy H300pETEHHIO
NPUMEHAIOT U JICYEHHUS ayTOMMMYHHOTO 3a0onieBaHusA, TO aHTHTENO0 K LAG-3 MOXHO
NPUMEHATh B KOMOWHAIIMK C TMPOTHBOBOCHAIIMTEIBHBIM CPEACTBOM, BKJIFOUAs, HATIPUMED,
KOPTHUKOCTEPOHIBl  (HApUMEp, TPEAHU30OH W  (PIYyTHKA30H) ©  HECTEPOUIHBIC
npotuBoBocnamuTenbHbie  cpenctsa (NSAID) (manpumep, acmupuH, uOympodeH W

HATIPOKCEH).

[00506] B HEkOoTOpBIX  BapuaHTax OCYLIECTBICHHUA, €CIIH  CPEACTBO,
BosnercTByroniee Ha LAG-3 (Hampumep, cpeacTtBo Ha ocHoBe aHTHTena Kk LAG-3),
MPUMEHSIOT JJIA JICUCHUS paka Wi WHPEKIHOHHOTO 3a00/eBanus, T0 aHTuTeno Kk LAG-3
MOKHO BBOJWUTh B KOMOHWHALIMKA C APYTHMH CPEACTBAMH, KOTOPHIE TIOJABISIOT ITyTH

MMMYHHBIX KOHTPOJIbHBIX TO4YeK. CM., Hanpumep, ¢purypy 1.
HHeubumopvi KOHMPOIbHOU MOYKU

[00507] CpenctBo, Bo3acHcTByromee Ha [LAG-3 (Hampumep, CpeiacTBO Ha
ocHoBe aHTUTeNa K LAG-3), MOKHO BBOJAHTH B KOMOHWHAIIMH C JPYTHMH CPEICTBAMH,
KOTOPBIE MOJABIISIFOT ITyTH HMMYHHBIX KOHTPOJBHBIX ToUeK. KOMOWHHUPOBAHHBIE CPEICTBA
TEparuH, OJHOBPEMEHHO HAIEIMBAIOIIHECS HA JBa WM OOJ€e TAKMX MyT€d WMMYHHBIX
KOHTPOJBHBIX  TOYEK,  MPOJEMOHCTPHPOBANH  YyIyYINIEHHYID H  TOTEHIHAJIHHO
CHHEPTETHYECKYIO IPOTHBOOITYXOJIEBYIO 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 OCYHIECTBICHHSA WHTHOWUTOP KOHTPOJNBHOH TOYKH
MPECTABISET COOOW CPEACTBO, CIIOCOOHOE TOMABIATH JHOOOe w3 crnemyronux: PD-1
(HampuMep, TOMABJIEHHWE C TIOMONIBIO CPEACTB TEPAlWH, HAMPaBICHHBIX MPOTHB PD-1,
npotuB PD-L1 wmm nmpotus PD-L2), CTLA-4, TIM-3, TIGIT, LAG (wanpumep, LAG-3),
CEACAM (manpumep, CEACAM-1, -3 w/unmu -5), VISTA, BTLA, LAIR1, CD160, 2B4,
CD80, CD86, B7-H3 (CD276), B7-H4 (VTCN1), HVEM (TNFRSF14 unu CD270), KIR,
A2aR, MHC xnacca I, MHC xnacca II, GALS, ageno3un, TGFR (manpumep, TGFR Gera),
B7-H1, B7-H4 (VTCNI), 0X-40, CD137, CD40, IDO umu CSF-1R. B BapuanTax
OCYIIECTBICHUA MHTUOUTOP KOHTPOJIBHOW TOUKHU TPEACTABIAET COOOM MAalIyi0 MOJEKYIY,
HYKJIEMHOBYIO KHUCJIOTY, MOJUIMENTH (HAIPUMEP, AaHTHUTENO), YIIAEBO, MU, METAIUT UIIH
TOKCMH. B BapuaHTax OCYINECTBIEHHS HWHTHOMTOPOM KOHTPOJIBHOM TOYKH SBISAETCA

AHTHTCJIO, KOHBIOIaT Ha OCHOBC aHTHUTCJIAa HJIH €TO aHTHFCHCBﬂSBIBaIOIIH/II‘;I (bpal"MeHT.

[00509] B BapmaHTax OCYHIECTBIECHUS WHTHOUTOP HUMMYHHOH KOHTPOJIBHOM
TOYKH TIPEJICTABIEIET COOOM CPEACTBO, KOTOPOE MOJABIIET MEPEAady CUTHAIA C yYaCTHEM
Oenka 1 3amporpamMMupoBaHHOW KieToyHOH cmeptd (PD-1), acconumpoBaHHBIA C
muToTokcuueckumMu T-mmpormramu 6emok 4 (CTLA-4), 6emok 3, coaepskammuii JoMeHbI T-
KJIETOYHOTO HMMYHOTI00ymHHA 1 MytiHA (TIM-3), ren 3 aktuBanmu mumdormtos (LAG-3)
u gomern ITIM (TIGIT), wHgonamun-2,3-muokcurenasy (IDO) wmm  penentop
kojoauecTumMympyromiero pakropa 1 (CSF1R). B HekOTOPBIX BapHaHTaX OCYIIECTBIICHUS
MPEIYCMOTPEHBI  CIIOCOOBI  JICUCHWS WM TPEAYNPEKACHHUA paka, WHPEKIHOHHBIX
3a007ICBAaHUM WM ayTOMMMYHHOTO 3a00JI€BAHHS Y MIIEKOMUTAIOMIETO, BKIIFOYAIOLIHE
BBeJcHHE (1) CpeACTBa HA OCHOBE aHTHUTEINA, KOTOPoe cBsa3bIBaeTcsa ¢ oenkom LAG-3, u (i1)
CpeICcTBa, KOTOPOE TOJABISIET TMepeaady curHama ¢ ydactmeMm PD-1, w/wnm cpencrsa,
KOTOPOE€ TOAABIAET OCNOK 3, coAepKammui JOMEHBI T-KIIETOYHOTO WMMYHOTTIOOYJTHHA H

mytmHA (TIM-3).

Cpenctra, momasstronme CTLA-4

[00510] B BapumaHTax OCymecTBIIEHHUS WHTHOUTOPOM WMMYHHOW KOHTPOJBHOHU
touku sBnsieTcs HHruouTop CTLA-4 (Hanmpumep, aHTHTENO, KOHBIOTAT HA OCHOBE aHTHTENA
WM €r0 AaHTUTCHCBA3BIBAIOMMWK (parmeHT). B BapumaHTax OCyIIECTBIEHHS HHTHOHTOP
CTLA-4 npencraBnseT coO0H Maayr0 MOJIEKYJTYy, HYKIIEHHOBYIO KHCIIOTY, TIOJTHTICTITH/T
(HampuMep, aHTUTEIIO), YTIIEBOA, JUITH/, METAJUT WM TOKCHH. B BapuaHTax ocymecTBIeHUSA

naruourop CTLA-4 npenctasisieT coO0M Mallyr0 MOJIEKyITy. B BapuaHTax oCymiecTBIICHUS
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uaruourop CTLA-4 npencrasnser codoit cesaspiBaromee CTLA-4 cpenctso. B BapuanTax
ocymecTnieHus HHruouTOopoM CTLA-4 aBrsieTcs aHTUTENO, KOHBIOTAT HA OCHOBE aHTUTEIA
WM €T0 AHTHTEHCBA3BIBAIONIMK ()parMeHT. B BapumaHTax OCYIIECTBICHHS WHTHOHTOPOM

CTLA-4 ssrsercsa nmmnmumymad (Yervoy), AGEN1884 unmu tpemennmymad0.

JlomomaurenpHbIe cpeacTna, moaassronmme LAG-3

[00511] B BapumaHTax OCYyIIECTBIEHHWS HMHTHOUTOP MMMYHHOH KOHTPOJBHOM
TOYKH TPEACTABISICT COOOM MOMOMHUTENbHBIN WHTrHOUTOP LAG-3 (Hanpumep, aHTHTEIO,
KOHBIOTAT HA OCHOBE AHTUTENIA WJIM €r0 aHTHUTEHCBA3BIBAIOLIMKA (parmeHT). B BapmanTax
ocymecTBieHusa uHruourop LAG-3 npeactasmger co00i Madyr0 MOJEKYTYy, HYKICHHOBYIO
KHUCJIOTY, TOJMIENTH (HAPUMEP, aHTHUTENO), YIJIEBOJ, JIUIMUA, METAUl WM TOKCUH. B
BapuaHTax ocymectsiaeHus uHruoutop LAG-3 mpeacrasnsger co00i Mamyr0 Moyekyry. B
BapuaHTax ocymectsieHus HHrHOuTop LAG-3 mpeacrasmser codoii caspiBatomee LAG-3
cpeacto. B Bapmantax ocymectsieHus uHruomropom LAG-3 saBisercs aHTUTEO,
KOHBIOTaT Ha OCHOBE AHTHTENIA WM €r0 aHTHIeHCBA3BIBaIOIMK (parmeHt. B BapmanTax
ocymectBiaeHus UHruoutop LAG-3 mpexacrasmser cobot IMP321, pematnmmumald (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, oucnenmdpuyeckuii adpdamep Avacta PD-L1/LAG-3,
aatuteno Kk LAG-3 iOnctura, antureno k LAG-3 Arcus wimu Sym022, wmm uaruourop LAG-
3, ommcannbrii B WO 2016/126858, WO 2017/019894 wmm WO 2015/138920, kaxkmas u3

KOTOPBIX BKJIFOUE€HA B HACTOSIIIMHA JOKYMEHT IMOCPEICTBOM CCBIJIKH BO BCEU CBOEH MOTHOTE.

Cpenctra, momasisiromue TIGIT

[00512] B BapumaHTax OCymecTBIEHHUS WHTHOUTOPOM UMMYHHOW KOHTPOJBHOHU
touku senseTcs uHruouTop TIGIT (Hampumep, aHTHTENO, KOHBIOTAT HA OCHOBE AHTUTENA
WJTH €TO AaHTHTEHCBS3bIBAIOINHN (pparmMenT). B Bapuantax ocymectsnenns uaruounrop TIGIT
MPEICTABIIET COO0M MAITyI0 MOJIEKYITY, HYKIIEHHOBYIO KHCJIOTY, TIOJHIIENTHA (HAPUMED,
AHTHTENO), YTTIEBOJ, JTUMH, METAJUT HJIH TOKCHH. B BapuaHTax OCylIecTBICHUS HHTHOUTOP
TIGIT npenctaBisieT coO0M Mamyr0 MOJIEKYTy. B BapuaHTax OCYHIECTBIICHHS WHTHOHUTOP
TIGIT npenctasnsier cobolt cesaspiBatomee TIGIT cpeacrso. B BapuanTax ocymiecTBIeHUS

uaruouTopom TIGIT saBmAercs aHTHTENO, KOHBIOTAT HA OCHOBE AHTHTENA WM €T0
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AHTUTEHCBA3BIBAOMMK (parmeHT. B BapmanTax ocymectBinerus wuHruOutopom TIGIT

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

Cpenctsa, momasjsiromue [1DO

[00513] B BapuaHTax OCyImEecTBIEHUS WHTHOMTOPOM UMMYHHOW KOHTPOJIBHOH
Touku ssisgercs wuHruomrop IDO. B Bapmantax ocymectBrenus unruourop IDO
MPEACTABIAET COOOM MAITyI0 MOJIEKYIY, HYKJICHHOBYIO KHCJIOTY, TOJHIENTHA (HApUMED,
AHTUTENO), YITIEBOJ, UMK, METAJUT UM TOKCHH. B BapuaHTax OCyIIeCTBICHUS HHTHOUTOP
IDO npencrasnseT coboit Manyro Moniekyiy. B Bapuantax ocymectsienus uaruoutop IDO
npeacTaBmieT coOoi  casbiBaromee IDO  cpeactBo. B BapmaHTax OCyIecTBICHHA
uaruoutopom IDO sABnAeTCS AaHTUTENO, KOHBIOTAT HAa OCHOBE AaHTHUTENA WM €ro

AHTUTE€HCBA3BIBAIOIINI (pparMeHT.

Cpenctsa, nogasisrorme CSF1R

[00514] B BapmaHTax OCYyHIECTBIEHUS MHTHOUTOPOM HMMMYHHOW KOHTPOJIBHOM
touku ssisieTcs mHruomrop CSFIR. B Bapmanrtax ocymectsnenus umaruourop CSFIR
NPEACTABIAET COOOH MAIyI0 MOJEKYIY, HYKJICHHOBYIO KHUCIIOTY, TOJUIENTHA (HApUMEP,
AHTHUTEJO), YTTIEBOJ, JTUIHI, METAJUT HJTH TOKCHH. B BapuaHTax OCYyIIECTBICHUS HHTHOUTOP
CSF1R mpencrasisger coboi mManyro MOJeKyly. B BapuaHTax OCYHIECTBIICHHS WHTHOHTOP
CSFI1R nmpeacrasmsiet codoi cesaspBatomee CSF1R cpemctBo. B BapraHTax ocyimecTBICHAS
uaruOuTOpoM CSFIR sABIS€TCS aHTHUTENO, KOHBIOTAT HA OCHOBE AHTHUTENIA WU €To

AHTUTECHCBA3BIBAIOIUHN (pparMeHT.

CpencTsa, KOTOPBIE MOAABIAIOT IEPEAAUY CUTHANA ¢ vyacTueM PD-1

[00515] B onHoMm BapuaHTe OCyHIECTBJIEHHMsA packpeiToe aHTtuTeno k LAG-3
MOXHO BBOJWTh B KOMOWHAIIMH C AHTUTEIIOM, KOTOpoe cBs3bBaercs ¢ LAG-3, w/mnm
AHTUTENIOM, KOTOpoe cBsi3biBacTcss ¢ PD-1. B cBsi3u ¢ 3THM cnoco0 JeYeHHs HAPYIICHHS,
KOTOPOE YYBCTBUTEIbHO K mojaBieHu0 LAG-3 (Hampumep, pak WM WH(EKIHOHHOE
3a00JIeBaHKE), Yy MJICKOIUTAIOMIETO MOKET JIOMOJIHUTEIHHO BKJIFOYATh BBEICHHE
MJICKOTIUTAFOTIIEMY KOMIIO3HUITHH, COJIEPIKAIEH (1) aHTUTENO, KOTOPOE CBSI3BIBAETCS C OEITKOM
LAG-3, u (i1) ¢papManeBTHIECKH PUEMIIEMBIH HOCHTETh, HITH KOMIIO3HUINH, COAeprKamet (1)
AaHTHUTENO, KOTOPoe cBaA3biBaeTcsa ¢ OenmkoMm PD-1, u (i1) ¢dapManeBTHYECKH TIPHEMIIEMBIN

HOCHTCIIb.
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[00516] bemox 1 3amporpammupoBanHO# KietouHou cmepTH (PD-1) (takske
M3BECTHBIA KaK O€NOK 1 3amporpaMMHPOBAHHOM KIIETOYHOW CMEPTH) (KOAMPYEMBIH T€HOM
Pdcdl) mpeacraBmser coOoii TpancMeMOpaHHBIM Oermok | Thma w3 268 aMHHOKHCIIOT,
W3HAYAITbHO WACHTU(UIMPOBAHHBIA TOCPEICTBOM BBIYMTAIOMIEH THOPUAN3AIMH B THHAA T -
KJIETOK MbImH, npetepreBatonmx anonto3 (Ishida et al., Embo J., 11: 3887-95 (1992)).
Hopmamsnast ¢ynkuus PD-1, skcmpeccupyemMoro Ha  KJICTOYHOM — TOBEPXHOCTH
AKTUBUPOBAHHBIX T-KJIETOK B HOPMAJbHBIX VYCIOBHUSX, 3aKIIOYAeTCA B TOJABICHUHU

HCKCTATCIIbHBIX UJTH YPE3MCPHBIX HMMYHHBIX OTBETOB, BKITHOYAA aYTOUMMYHHBIC OTBCTHIL.

[00517] PD-1 saBnsercs mnpeacrtaButenem cemeiictea CD28/CTLA-4 T-
KJIETOYHBIX PETYIATOPOB U SKCIPECCUPYETCA HA aKTUBUPOBAHHBIX T-KieTkax, B-kneTkax u
KIeTkax muenouaHou muaun nuddepenmmuponku (Greenwald et al., Annu. Rev. Immunol., 23:
515-548 (2005) m Sharpe et al, Nat. Immunol., 8: 239-245 (2007)). PD-1 sasmaercs
MOIABIIAIOIIHUM TIPEACTaBUTENIEM ceMeiricTBa perentopoB CD28, koTOpoe Takke BKIHOYAET
CD28, CTLA-4, ICOS u BTLA. PD-1 skcnpeccupyeTcs Ha akTUBUPOBaHHbIX B-kneTtkax, T-
KJIETKaX ¥ MHUEIOMIHBIX KieTkax (Agata et al., semue; Okazaki et al. (2002) Curr. Opin.

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

[00518] beumn unentudummposansl apa nmuranaa aus PD-1, nurava-1 pus PD
(PD-L1) u murana-2 gms PD (PD-L2), o6a npuHaamexkamue K cynepceMencTBy oOenka B7
(Greenwald et al., Bermie). beuto mokazano, yro PD-1 HeraTwmBHO peryimpyer mepenady

CUTHAJIOB PELENITOPOM aHTHTEHA TTOCIe BoBIIeUeHHs ero uranaoB (PD-L1 w/uma PD-L2).

[00519] [Tokazatemn OMarompusATHOW YacTOTHI OTBETAa HAOMOTATUCH C
HEKOTOPBHIMH MHTHOUTOPAMH KOHTPOJIbHOM TOUkH PD—1/L1 B KIMHHUKE, OJTHAKO OCTAETCA
3HAYUTETbHAS HEYTOBJIETBOPEHHAS TOTPEOHOCTh B AJNBTEPHATHBHBIX METOAAX JICYCHHS
MAaLMEHTOB, KOTOPBIE NPOSABIAKT MEPBHUYHYI0 PE3UCTEHTHOCTD WJIW UCIBITBIBAIOT PELIUIHB
BCJICJICTBHE MPUOOPETECHHOW HMITH aIaITHBHOM MMMYHHOM pe3ucteHTHocTH. (Sharma et al.,

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

[00520] B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
K LAG-3 BBOAAT CyOBEKTY, KOTOPBIA TOMYYAET, MOTYYaT WIIH OyJET MOTY4aTh JICUECHHUE C
MIOMOIIBIO CPECTBA, KOTOPOE MOAABIIAET Nepenady curuana ¢ yuactuem PD-1. B HekoTopsIx

BapHuaHTax OCYMCCTBICHHUA CPEACTBO, KOTOPOC MOAABIACT IMCPCAav1y CUTHAIA € YHAaCTHEM
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PD-1, BBOZAT CyOBEKTY, KOTOPBHIM TOTYYaeT, TMONy4al WiIH OyAeT MONy4arh JICYCHHE C

MOMOIIBIO CPEACTBA HA OCHOBE aHTUTENa K LAG-3.

[00521] Cpenctsa, KOTOpbIE TOAABIAIOT Mepeaavy curHana ¢ ydyactuem PD-1,
U IPUMEHEHHUS B KOMOMHHPOBAHHBIX CPEACTBAX TEPAIHH IO HACTOAIIEMY HW300PETCHHUIO
BKITFOYAIOT CPEJCTBA, KOTOPHIE CBA3BIBAIOTCS M ONOKHUPYIOT perentopsl PD-1 Ha T-knmeTkax
0e3 3amycka TPaHCAYKLMH TOJABJSIONIETO CHUTHANA, CPEACTBA, KOTOPHIE CBA3BIBAIOTCS C
murangamu PD-1 ¢ mpeporspamennem ux cBss3siBanua ¢ PD-1, cpeacrtsa, koTopble
00€CTIEUHBAIOT U TO U JPYroe, U CPEACTBA, KOTOPHIE MPEAOTBPAIIAIOT IKCIIPECCHUIO TEHOB,
KOTOpbIE KoAupYOT nu00 PD-1, mu6o mpupoausie muranast PD-1. Coenunenus, KoTopsie
CBA3BIBAIOTCS ¢ MPUPOAHBIMU jurangamu PD-1, BkmouaroT cam PD-1, a taxke akTHUBHBIE
¢parmentsr PD-1 wu, B cnmywyae nmuranma B7-H1, Oenku u ¢parmentst B7.1. Taxue
AHTATOHHUCTHI BKIFOYAIOT O€JKH, AaHTHTEJA, AHTUCMBICIIOBBIE MOJEKYJIbl H MAaJble

OPraHuvICcCKUC BCIICCTBA.

[00522] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHHA CPEACTBO, KOTOPOE
NoAaBJsieT mepenavy curHana ¢ ydactueM PD-1, ceaseiBaetca ¢ PD-1 dyenoseka. B
HEKOTOPBIX BapHAHTAX OCYIIECTBIECHHS CPEACTBO, KOTOPOE MOJABISIET NEPEIavy CUTHANIA C

yuactueM PD-1, ceaseBaerca ¢ PD-L1 yenosexa.

[00523] B HexkoTOphIX BapHaHTaX OCYIIECTBICHHUA CPEACTBO, KOTOPOE
MOJABIIET TIepenady curHama ¢ ydactueM PD-1, mis mpumeHeHHS B KOMOWHHPOBAHHBIX
CpeACTBax TEPAIHH IO HACTOALIEMY H300PETEHHUIO TPEICTABIAET COOON CPEICTBO HA OCHOBE
aHTUTENa. B HEKOTOPBIX BapHAaHTaX OCYIIECTBJICHUA CPEACTBO Ha OCHOBE aHTHTENA K PD-1
ca3piBaeT anmron PD-1, yto OmokupyeT cBsaspiBanue PD-1 ¢ moObsIM ogHEM WiH Oomiee U3
€ro MPEearnoiIaracMpIX JIMTAHAOB. B HEKOTOpBIX BapuaHTax OCYINECTBIICHHsS CPEACTBO HA
ocHoBe anTtHuTena Kk PD-1 caspiBaet smuron PD-1, uto Onokupyer caspiBarne PD-1 ¢ npyms
unu  0oJee W3 €ro TPEANOJaraeMblX JIMTAHAOB. B  TMPEArmOYTHTEIFHOM BapHAHTE
OCYHIECTBIICHHS CPEJCTBO HA OCHOBE aHTHTENa K PD-1 cBa3siBaeT samuron Oenka PD-1, uto
omoxupyeTt cBszbiBanue PD-1 ¢ PD-L1 w/umm PD-L2. Cpenctsa Ha ocHoBe aHTHTENA K PD-1
B COOTBETCTBHH C HACTOSIIMM H300PETEHHEM MOTYT COJAEPKaTh KOHCTAHTHYIO 001acTh
Tsokenon rer (Fe) moboro moaxoaamero kiacca. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS
CpencTBO Ha OCHOBe aHTHTeNna K PD-1 comepKUT KOHCTAHTHYIO OOJIACTh TSKEIIOHW IICTIH,

KoTopas ocHoBaHa Ha anTuTenax [gGl, IgG2 umm [gG4 auKOTO THIA WK WX BapHAHTAX.
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[00524] B HekoTOpBIX BapHaHTax OCYIIECTBJICHHA CPEACTBO, KOTOPOE
MOJABJIAET Tiepenady curHana ¢ ydactueMm PD-1, mpeactaBmser co00M MOHOKIOHAIBHOE
AHTHUTEIIO WK €T0 (PparMeHT. B HEKOTOPHIX BapuaHTaX OCYIIECTBJICHHUS CPEACTBO HA OCHOBE
AHTHUTEIIA, KOTOPOE TOJABIISET MEepeIavy CUTHaima ¢ ydactueM PD-1, mpencrasisier coOou
anTuteno kK PD-1 umu ero ¢pparmeHT. MOHOKIIOHATBHBIE AaHTUTE A, HAaIleTUBaroTHuecs Ha PD-
1, xoTOphie OBUTH TPOTECTUPOBAHBI B KIMHHUYECKHUX HCCIIECIOBAHUAX W/ HIH TOTYYHIA
onobOpenue k npoaaxe B CoenuHeHHBIX. [IprMephI cpecTB HA OCHOBE AHTHTEINA, KOTOPHIE
HALEIMBAIOTCA HA TIEpeNavy CHrHama ¢ ydactuem PD-1, BKIIOHArOT, HampuMep, o0oe U3

CPEJICTB HA OCHOBE AHTUTEIL, IEPEUUCIICHHBIX B CIIEAyOmEeH Tadauue 1.

Taomuua 1

CpenctBo Ha ocHoBe anTuTena  |PaspaGoTumk
Mmuwens (gpopmar)

Husonyma6 Opdivo Bristol-Myers Squibb
PD-1 (IgG4 uenosexa) ONO
Mem6ponuzyma6 Keytruda Merck

PD-1 (rymanusuposansbrii [gG4)

ATe30/113ymMab Roche

Tecentriq

PD-L1 (IgG1 genoseka)

MypBajaymad Astra Zeneca
Imfinzi
PD-L1 (IgG1 genoseka)

ABestyma0d Merck KGaA/Pfizer
Bavencio
PD-L1 (IgG1 genoseka)

PDRO001 Novartis
PD-1 (rymanusuposannsiii [gG4)

REGN2810 (SAR-439684) Sanofi, Regeneron
PD-1 (TOMHOCTBIO YENOBEYECKHHI
IgG4)

BGB-A317 BeiGene
PD-1 (rymanusuposanubsii [gG4)
CKOHCTPYHPOBAaHHBIN c
OTCYTCTBHEM CBA3bIBaHUA FCyRI
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CpeactBo Ha ocHOBe anTHTe1a  |Pa3paboTuuk
Muwens (gpopmar)

LY3300054 Eli Lilly

PD-L1

BI 754091 Boehringer Ingelheim
(arTHTENO K PD-1)

IBI308 Innovent Biologics

(arTHTENO K PD-1) (Eli Lilly)

INCSHR-1210 Incyte

(anTHTENO K PD-1)

JNJ-63723283 Janssen Research &
(anTHTENO K PD-1) Development, LLC

JS-001 Shanghai Junshi Bioscience
(arTHTENO K PD-1) Co., Ltd.

MEDI0680 (AMP-514) MedImmune Inc

AHTHUTENO K PD-1

(rymanmsupoBanHbii [gG4)

MGA-012 MacroGenics

(arTHTENO K PD-1)

PF-06801591 Pfizer
(arTHTENO K PD-1)

REGN-2810 Regeneron

(arTHTENO K PD-1)

TSR-042 TESARO

AHTHTETIO K PD-1

(rymannsupoBanubii [gG4)

CX-072 CytomX Therapeutics

Amnruteno k PD-L1

FAZ053 Novartis

Amnruteno k PD-L1

Munnmamornekyna k PD-L1 Bristol-Myers Squibb
[00525] B HEKOTOpBIX BapHaHTaX OCYIUECTBICHUS CPEACTBO HAa OCHOBE

aHTHTENNA, KOTOPOE TIOABISIET Tepeaady curHana ¢ ydactuem PD-1, mpeacraBmser coboi
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aTezomm3ymao, asemymad, BGB-A317, BI 754091, CX-072, nypsamyma6, FAZ053, IBI308,
INCSHR-1210, JNJ-63723283, JS-001, MEDI-0680, MGA-012, musomymad, PDROOI,
nemOpom3ymad, PF-06801591, REGN-2810, TSR-042, mo0oe W3 aHTHTEN, PACKPHITHIX B
WO02014/179664, vnu ux mpou3BOIHbIE. B HEKOTOPHIX BapHaHTaX OCYIIECTBIEHUS CPEACTBO
Ha OCHOBE aHTHUTEJA, KOTOPOE MOAABIIET NEpeiavy CUrHaia ¢ yyactuem PD-1, mpeacrasnser
co0oii antuteno k PD-1, BeiOpanHoe u3 rpymisbl, coctosmed u3 BGB-A317, BI 754091, CX-
072, FAZ053, IBI308, INCSHR-1210, JNJ-63723283, JS-001, LY3300054, MEDI-0680,
MGA-012, muBomymaba, mmmiamonekynsl k PD-L1, PDROO1, memOpommsymaba, PF-
06801591, REGN-2810 u TSR-042. B HEKOTOpPBIX BapUaHTaX OCYILECTBICHUS CPEACTBO Ha
OCHOBE aHTHUTENA, KOTOPOE MOJABIET MEepeiady curHaina ¢ yqactueMm PD-1, npencrtasisaer
coboi antureno k PD-1, BeIOpaHHOE W3 TpYINIBL, COCTOSIMIEH W3 HHUBOIyMaoa,

nemOpoym3ymada u TSR-042.

[00526] B HEKOTOpBIX BapHaHTax OCYIIECTBIECHUA CBs3biBatomee PD-1
cpeactBo mpexacrasiaseT cobor TSR-042, HuBomymMad, memMOpoau3ymad, aTe30m3ymao,
aypsaiyma0, aBeaymad, PDR-001, tucnemuszymad (BGB-A317), uemummmmmad (REGN2810),
LY-3300054, JNJ-63723283, MGAO012, BI-754091, 1BI-308, kampemu3zymad (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, reronmam3yma0 (CBT-501),
FAZ-053, CK-301, AK 104 wmu GLS-010, wim mro6oe u3 antutel K PD-1, packpbhIThIX B
WO02014/179664. B BapuaHTax OCYHIECTBJIICHHS WHTHOUTOPOM HWMMYHHOH KOHTPOJBHOM
Toukn sBuserca wHrHOuTOp PD-1. B Bapmanrax ocymecteineHus uWHruOuTopoMm PD-1
aBnseTcs cBs3pBaromee PD-1 cpemcTBo (HampuMmep, aHTUTENO, KOHBIOTAT HA OCHOBE
AHTHTENAa WM €r0 AaHTHUTeHCBsA3bIBarommi (parmeHnt). B BapmaHTax ocCymecTBIeHUS
uaruouropom PD-1 sBusercsa cesspBatomee PD-L1 wmm PD-L2 cpemctBo, Takoe kak
aypBamyma0, are3onuszymad, aBemymad, BGB-A333, SHR-1316, FAZ-053, CK-301 wmm

MuIpIamoliekyna Kk PD-L 1 nwinn ux nponsBoaHsIe.

[00527] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
k PD-1 npencraBnser coO0 CpeACTBO, PACKPHITOE B MyOIHKAIIMH MEXTYHAPOTHOUN 3aBKH
Ha mareHT WO 2014/179664, momHOe coaepkaHHe KOTOPOW BKIFOYEHO B HACTOSIIHH
JOKYMEHT. B BapumaHTax OCYHIECTBIICHMS CpPEACTBO Ha OCHOBE aHTuTena Kk PD-1
MPEICTABIIET COOOM CPEACTBO, PACKPHITOE B MEKAYHAPOAHOW 3afBKE HA TATECHT

PCT/US18/13029, nmonHOe coaepskaHWe KOTOPOH BKIOYEHO B HACTOSINWNA JOKYMEHT. B
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BApPHAHTaX OCYINECTBJIIEHUSA CPEICTBO HAa OCHOBe aHTHTena K PD-1 mpeacraBmier coOoi
CPEICTBO, PACKpPBITOE B MEKayHapoaHou 3asBke Ha mateHT PCT/US17/59618, momnoe

COJIEp’)KaHHE KOTOPOM BKITFOUEHO B HACTOSILIINH TOKYMEHT.

[00528] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
Kk PD-1 coneprxut BapraOenpHbIN JOMEH TKETION LeTH, KOTOpsid Ha 90%, 95%, 97%, 98%,
99% wumu 100% wunentuyen SEQ ID NO:23. B HEKOTOPBIX BapuUaHTax OCYIIECTBICHHUA
cpeacTBo Ha ocHoBe aHTHTena K PD-1 comepxur BapuaOenpHBIA JAOMEH JIETKOU IIETIH,
KoTopbii Ha 90%, 95%, 97%, 98%, 99% unu 100% unentuuen SEQ ID NO:24. B HekoTOpBIX
BapHaHTAaX OCYHIECTBJICHHS CPEACTBO HA OCHOBE aHTHTeNA K PD-1 comepxut BapraOeIbHBIH
JOMEH TSKEION 1ernu, KoTopsid Ha 90%, 95%, 97%, 98%, 99% umu 100% unentuyen SEQ
ID NO:23, u BapuaOenbHBIA JOMEH JIETKOU 1eTH, KOTOopbid Ha 90%, 95%, 97%, 98%, 99%

wn 100% uperTrdyen SEQ ID NO:24.

[00529] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTENA
Kk PD-1 coaep:xut oany mimm 6omnee nocienoBatenmpHocTell CDR, packphITHIX B IyOIHKAIAN
MEKIyHapoagHoW 3asBku Ha mateHT WO 2014/179664, monHOe coAepikaHHUE KOTOPOH
BKJIFOYEHO B HACTOAIIUN TOKYMEHT. B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHS CPEICTBO Ha
ocHoBe aHTHTeIa K PD-1 comepxut omHy mmm Oonee nocneaosatenbHocter CDR, koTOphIe

Ha 90%, 95%, 97%, 98%, 99% umu 100% uaeaTHusbr SEQ ID NO: 25-30.

[00530] B HEKOTOPBIX BapHaHTaX OCYLICCTBICHUA CPEACTBO HA OCHOBE
antutena k PD-1 comepxut oaHy, nBe unu Tpu nociegosateabHocTH CDR Tsokenmolt nenw,
koTopsie Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeHTH4HBI TOCHEeA0BaTeNbHOCTAM CDR
u3 SEQ ID NO: 25-27. B HEKOTOpbIX BapHaHTaX OCYIIECTBIEHHUS CPEJACTBO Ha OCHOBE
antutena k PD-1 coxepkur ogHy, ABe uiau Tpu nocnenoBatenbHocTH CDR nerkoit memnw,
kotopbie Ha 90%, 95%, 97%, 98%, 99% unu 100% wuaeHTH4HBI IOCcHeA0BaTeNbHOCTAM CDR
n3 SEQ ID NO: 28-30. B HeKOTOpbIX BapHaHTaX OCYIIECTBIEHHUS CPEACTBO Ha OCHOBE
antutena k PD-1 comepxut oaHy, aBe wiH Tpu nociaeaoBatenbHocTH CDR Tshxenoi uenu,
kotopbie Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeHTH4HBI IocHeA0BaTeNbHOCTAM CDR
u3 SEQ ID NO: 25-27, u oxgHy, ABe wiu Tpu mnocnenoBarenpHocTd CDR nerkoi menw,
koTopbie Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeHTH4HBI IOcHeA0BaTeNbHOCTAM CDR
n3 SEQ ID NO: 28-30. B HEKOTOpbIX BapHaHTaX OCYIIECTBIEHHUS CPEACTBO HAa OCHOBE

antutena k PD-1 coaepxut mecte nocnenosarenbHocTeit CDR u3 SEQ ID NO: 25-30.
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[00531] B BapmanTtax ocymectsnenus uwHruoutop PD-1 mpeacraBmser coOoit
TSR-042. SEQ ID NO: 39 u 40 onuchiBalOT WUIFOCTPATUBHOE TyMAaHU3HPOBAHHOE
MOHOKJOHaMpHOE aHTUTENO K PD-1 (TSR-042), B kOoTOpOM B KadecTBe KapKAaCHBIX
MOCIIEIOBATEIIBHOCTE M UCTTONTb30BaHbI reH Tspkeron renu IGHG4*01 yemoBeka U reH Jerkou
karma-tier [GKC*01 yenmoseka. MimeeTcst ofMHOYHAS TOYEYHAS MyTAIUs C 3aMEHOM Ser Ha
Pro B mapuupHo#t oOmactu Tsokenon uerm [gG4. Ota myTamms HAXOOWUTCA TIO
KaHOHHYECKOMY TonokeHuio S228. He skenas ObITh CBA3aHHBIMH KaKOH-THOO TEOpHUEH,
MOJIATAIOT, YTO JAHHAS TOYKOBAS MYTAIWs CIYKUT JUIA CTAOWIM3ALMU IMAPHUPA THKETIOH

LICTTH AHTUTEA.

[00532] [TomunenTun Tsxenod nenu antutena k PD-1 TSR-042 SEQ ID NO:

39 (mocnenosareapHocTH CDR)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYODSVKGRFTISRDNSKNTLYLOQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00533] [TomumenTua nerkow nenu antutena k PD-1 TSR-042 SEQ ID NO: 40

(mocnenosarensHOocTH CDR)

DIQLTQSPSFLSAYVGDRVTITCKASODVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWK VDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[00534] B Tabauue 2 moka3zaHbl MPEANOJAracMbie€ OCTATKH, BOBJICUYECHHBIE B
TUCYTB(HUIHBIE CBA3H, U3 TSDKEIIOH [ETH WILTFOCTPATHBHOTO CPEACTBA HA OCHOBE AHTHUTEIA K
PD-1 ¢ aMHHOKHCIIOTHOM MOCJIEA0BATEIFHOCTRIO, M3nokeHHOH moa SEQ ID NO: 39. B
Tabauie 3 TOKA3aHbI MPEAOIaraeMble OCTATKH, BOBJIICUECHHBIE B TUCYTb(HUIHbBIE CBI3H, U3
JIETKOW LM WLTIOCTPATHBHOTO CPEACTBA HA OCHOBE aHTHTENAa K PD-1 ¢ aMHHOKHCTIOTHOM

MOCTIEI0BATENHFHOCTHIO, H3NMokeHHOH o SEQ ID NO: 40.
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Tabmauua 2

ID octaTka Octatok HC mAD k
[UCTEUHA PD-1 (momoskenwne B
COTJIaCHO SEQ ID NO: 39)
Edelman?

| 22
11 96
111 130
I\ 143
\Y 199
VI 222
VII 225
VIII 257
IX 317
X 363
X1 421
Tabnuua 3

ID ocraTka Ocrtatox LC mADb k
LMCTEHHA PD-1 (monokenue B
COTJIaCHO SEQ ID NO: 40)
Edelman®

| 23
I1 88
111 134
I\ 194
\Y 214
[00535] B nmanmHoMm wmimmocTtpaTtuBHOM aHTHTENe K PD-1 mpoaemoHcTpupoBan

3aHATHIN CalT N-TTUKO3UIHUPOBAHHS IO OCTAaTKy acmaparuHa 293 B gomeHe CH2 kaxmou
TSDKEJIOH IeTH B ocienoBaTebHoCTH 3peoro oenka (SEQ ID NO: 39). IToxyuenHoe B xo/1e
JKCIpPecCHH N-TIIMKO3WIIMPOBAHHE TIO JSTOMY CaWTy TIPEACTABIIET COOOHM CMeCh
Pa3HOBHIHOCTEH OJIMTOCAXAPHUIOB, KaK MPAaBUIIO, HaOmomaeMbix Ha [gG, skcpeccupyeMbpIx
B KYJIbType KJICTOK MJICKOMUTAIOIMMNX, HAMPUMEP, HIKE TMOKa3aHa OTHOCUTEIBHOE

COAEp KaHHe PA3HOBUAHOCTEH IIMKAHOB M3 IIPENapaTa JaHHOIO WIUTFOCTPATHBHOIO aHTUTENA

Kk PD-1, KymbTHBHPYEMOTO B KJIETKaX SHYHUKA KuTaickoro xomsiuka (CHO) (Tabdauua 4).
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Tabauua 4 — AHanH3 ITUKAHOB CBI3BIBAOIIETO CPEACTBA HA OCHOBE aHTHUTENA K PD-

1 TSR-042

Bun Conmepxxanne (% ot | Onmcanue rIMKaHa
o0miero JHuCcIa
OJTUTOCAXAPUIOB)
GO <0,1% Hedyko3umipoBaHHbIH  OJIMTOCAXAPH]T
THTIA araJakTO3HIHPOBAHHOTO
JBYXAHTEHHOTO KOMITIEKCA
GOF 19,5% Onurocaxapun THIA
araaakTO3WIMPOBAHHOTO JABYXAHTEHHOTO
KOMILIEKCa C KOPOBBIM
(yKO3UITHPOBAHUEM
Gl 0,1% Hedyko3umupoBaHHbIH  OJIMTOCAXAPH]T
THTIA MOHOTAJIAKTO3UIIUPOBAHHOTO
JBYXAQHTEHHOTO KOMIUIEKCA
GIF 45,6% Onurocaxapun THIIA

MOHOTAJIaKTO3UIIMPOBAHHOI'O
ABYXAHTCHHOI'O KOMIIJICKCA C KOPOBBIM

(YKO3HITUPOBAHUEM
G2F 27.4% Omnurocaxapun THIIQ
TaJIaKTO3UJIMPOBAHHOTO JBYXaHTECHHOT'O
KOMILIEKCa c KOPOBBIM
(yKO3UITHPOBAHUEM
M5 0,5% OnMroMaHHO3UIUPOBAHHBIM  N-TJIHKaH,
MansGIcNAc,
[00536] B HEkOTOpBIX BapHaHTax OCYIIECTBICHUA CBs3biBaromee PD-1

cpeactBo (Hanmpumep, anTuTeno K PD-1, Takoe kak TSR-042) BBOAAT B 103€ IPUOTAZUTETHHO
1, 3 wmm 10 Mr/kr. B HEKOTOPHIX BapuaHTaX OCYHIECTBIEHHs cBsa3biBaroniee PD-1 cpexcTBo
(mampumep, antuteno kK PD-1, takoe kak TSR-042) BBOmAT cormacHo cxeme, KOTOpas
mpeaycMaTpuBaeT A03y npuommsutenbHo 1, 3 mwmu 10 Mr/kr oguH pa3 B ABe Henenn. B
HEKOTOPBIX BAPHUAHTAX OCYIMECTBIIEHUS CBs3bIBatomee PD-1 cpeacTso (HanmpuMep, aHTUTETIO
k PD-1, takoe kak TSR-042) BBOAAT COTJIACHO CXeMe, KOTOpas MPEAyCMAaTPUBAET 03y
npuOmm3uTensbHo 1, 3 wim 10 Mr/kr oxuH pa3 B TpH HeAend. B HEKOTOPBIX BapHaHTaxX
ocymecTBieHus cBs3pBaromee PD-1 cpenctso (Hampumep, anTuteno k PD-1) sBomsar
COTJIACHO CXeMe, KOTopas MPeayCMaTPUBACT A03Y MPUOIM3UTEeNbHO 1, 3 wimu 10 MT/Kr OuH
pa3 B 4eThIpEe HeAETH. B HEKOTOPBIX BapHaHTaX OCYINECTBIECHHs cBA3biBaromee PD-1
cpenctso (Hampumep, antuteno k PD-1, takoe kak TSR-042) B no3e mpudmmusurensao 500
Mr. B HEKOTOPHIX BapWaHTaxX OCYIIECTBIIEHWs CBsa3biBaromiee PD-1 cpeactso (Hampumep,
aaTutenno k PD-1, takoe kak TSR-042) BBOAAT COTIIACHO CXeMe, KOTOpast PeayCMaTPHUBAET

o3y mpubmuzurensHo 500 MTr OoAMH pa3 B JBE HeACNH. B HEKOTOPBIX BapHaHTaX
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ocymecTBieHus cBsa3piBatomee PD-1 cpenctso (Hampumep, antureno kK PD-1, takoe kak
TSR-042) BBOIAT COTIIACHO CXeMe, KOTOpas MPeayCMaTPHUBAET 03y MpUOMM3uTenpao 500
MI OJIMH Pa3 B TPH HEJAEIH. B HEKOTOPBIX BapuaHTaX OCYHIECTBICHUA CBs3biBaromee PD-1
cpenctso (Hampumep, antureno k PD-1, takoe kak TSR-042) BBOAAT cOTiacHO cxeme,
KOTOpas MpeaycMaTpuBaeT 103y npuommsutensHo 500 Mr onuH pa3 B 4eThlpe Heaenu. B
HEKOTOPBIX BAPHUAHTAX OCYIIECTBIIEHUS CBsi3bIBatomee PD-1 cpeacTso (HanpuMep, aHTUTETIO
k PD-1, takoe xak TSR-042) BBOAAT COTIacHO cxeMme, KOTOpas MPEayCMAaTPUBAET 03y
npuomusutensHo 1000 Mr oxuH pa3 B mIeCTh HEAENb. B HEKOTOPBIX BapUaHTax
ocymecTBieHus cBsa3biBatomee PD-1 cpeactso (Hampumep, antureno k PD-1, takoe kak
TSR-042) BBOmAT COTJIACHO CXE€ME, KOTOpas TPEIyCMATPHBAET TEPBYIO  J03Y
npubu3uTeabHo 500 Mr oxuH pa3 B Tpu Heaenu (Q3W) B TeueHue nepBhIX 2-6 (Hapumep,
nepBbIx 2, 3, 4, 5 unu 6) TUKIIOB BBEACHUSA 03Bl H BTOPYIO 103y MpHOMm3uTensHO 1000 mr
oouH pa3 B miecth Heaedab (QO6W) mo Tex mop, MOKa JIeUeHWE He OYAET MPEeKpameHO
(HampuMep, Mo MPUYWHE MPOTPECCUPOBAHUS 3a00JIEBAHUS, HEKEIATEIbHBIX d(hekToB Mim
COTJIACHO PEHICHHIO Bpada). B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHS CBsA3bIBaromee PD-1
cpeactBo (Hanpumep, aHtuteno k PD-1, takoe kak TSR-042) BBOAAT COTJIACHO CXeMe,
KOTOpas MPeIyCMAaTPUBACT NEPBYIO 03y MPpHOIH3UTENHHO S00 MT OHH pa3 B TPU HEICITH
(Q3W) B TeueHHE NIEPBHIX YETHIPEX IUKIIOB BBEICHUS J03bI H BTOPYIO 103y TPUOITU3HTETHHO
1000 Mr ouH pa3 B mecth HeAenb (Q6W) 10 TeX mop, MoKa JieueHrue He OyIeT MPeKpPanieHo
(HampuMep, o0 MTPUYWHE MPOTPECCUPOBAHUS 3a00JIEBAHUS, HEXKENATEIbHBIX d(hdekToB Mimm
COTJIACHO pEIIeHHUI0 Bpada). B BapmaHTax ocymecTBieHus cBssbiBaromee PD-1 cpeactro
npeacTaBimsieT coool antuteno k PD-1. B BapmanTax ocymectsinenns cBsaspiBatomee PD-1

cpencTso npeacTaBisgeT cooo TSR-042.

[00537] B ompenenennpx cmoco0ax cpencTBO Ha OCHOBE aHTHTena Kk PD-1
MO’KHO BBOJMTH JI0 (HATIpuMep, 3a 5 MuHyT, 15 munyT, 30 MunHyT, 45 MuHyT, 1 yac, 2 yaca, 4
qaca, 6 yacoB, 12 yacos, 24 yaca, 48 yacos, 72 yaca, 96 yacoB, 1 Hexenr0, 2 HeJIe U, 3 HEJICITH,
4 wenmenu, 5 Henenb, 6 Henenb, 8 Henmenb WM 12 HeAENb), OJHOBPEMEHHO WIIH TTOCIIE
(mammpumep, uepe3 5 MuHyT, 15 MunyT, 30 MUHYT, 45 MuHYT, 1 Yac, 2 yaca, 4 Jaca, 6 4acos,
12 yacoB, 24 4daca, 48 gacos, 72 yaca, 96 yacos, 1 Hegemo, 2 HeenH, 3 Heaenu, 4 Heaenu, 5
HeAenb, 6 Hexenmb, 8 Hemens win 12 Henenb) BBeaeHUs cBs3biBaromero LAG-3 cpenctsa

CYOBEKTY, HY)KIAIOMIEMYCS B 3TOM.
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CpencTsa, KOTOPBIE MOAABIAIOT IEPENAYY CUTrHANA ¢ vaactueM TIM-3,

[00538] IIpennonokeno, yto TIM-3 urpaer pons B HUCTOIIEHUM T-KIETOK U
OTPaHUYCHUHN IPOTHBOOITYXO0JIEBOr0O IMMYHHOTO OTBETA U SIBIIETCA MUILECHBIO IIPH JICYCHUH

paxa, HH(PEKIMOHHOTO 3a00JI€BaHUS UM Ay TOUMMYHHOTO 3200JI€BaHU.

[00539] TIM-3 npeacraBnser coOoW TpaHcMeMOpaHHBIM Oemok 1 Tuma
pasmepom 60 k/la, cocrosmmuii W3 TpeX OOMEHOB: N-KOHIEBOTO TOMEHA, ITOJOOHOTO
BapuadenpHomMy nomeny Ig (IgV); nenrpanpHOro MynmHOBOTO oMeHa, 6boraToro Ser/Thr, u
TPaHCMEMOPAHHOTO IOMEHA C KOPOTKUM BHYTPHUKJIETOUYHBIM XBOCTOM (CM., Hampumep, Kane,
L.P., Journal of Immunology, 184(6): 2743-2749 (2010)). IlepBonauampno TIM-3
uaeHTuguuposaau Ha Thl-kneTkax koHeuHOU cTaanu TUdHEPEeHITUPOBKU U OOHAPYKUIIH,
YTO OH HETATHUBHO PEryaupyeT T-KIETOUYHBIH OTBET 3a CUET MHAYLMPOBAHMA aromnto3a 1-
KIeTok (cM., Hapumep, Hastings et al., Fur. J. Immunol., 39(9): 2492-2501 (2009)). TIM-3
TAKKE OJKCIpeccHpyeTcs Ha akTuBupoBaHHBIX Thl7- u Tcl-knmeTkax, a HapyIIeHHE
perymaimu skcnipeccun Tim-3 Ha CD4+ T-knerkax u CD8+ T-kimeTkax accOIMHUPOBAHO C
HEKOTOPBIMH ayTOMMMYHHBIMH 3200JIEBAHUAMH, BUPYCHBIMH HH(EKIMAMU H 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] [Ipenmonaraempie mmranasl TIM-3  Bkmouaror ¢ocharuauncepun
(Nakayama et al., Blood, 113: 3821-3830 (2009)), ranextun-9 (Zhu et al., Nat. Immunol., 6:
1245-1252 (2005)), 6enok 1 u3 rpymmsl 6ekoB ¢ Beicokou moasmwkHOCTEI0O (HMGB1) (Chiba
et al., Nature Immunology, 13: 832-842 (2012)) m monekymy | KICTOYHOH aJre3wH,
poaCTBeHHYIO pakoBo->3MOpuoHanbHbIM aHTUTeHaM (CEACAMI1) (Huang et al., Nature,
517(7534): 386-90 (2015)).

[00541] Oynkmmu TIM-3 3aKm04arOTCAs B PEryIHLMM Pa3IMYHBIX ACHEKTOB
WMMYHHOTO oOTBeTa. B3ammoneiicteue TIM-3 wu ramekruna-9 (Gal-9) wunmymmpyer
KIETOYHYI0 THOeTb, a OJOKHPOBKA JTOTO B3aUMOJCHCTBHA i1 VIVO YCHIIHBAET
AyTOMMMYHHUTET M TIOJABIISIET TOJIEPAHTHOCTh B SKCIIEPHUMEHTATBHBIX MOJEIIAX, YTO TAET BCE
OCHOBaHHA TpPeanonokuts, 4yto TIM-3 mpencraBmseT coO0H MOJEKYTy OTPHUIATETBHOM
perymsiuu. B otmmume ot sddexra B orHOmenuun T-knerok B3aumoaericteue TIM-3 u Gal-

9 TmposBIAET TPOTHBOMHUKPOOHBIE 3S(p(deKThl 3a CcYeT CTUMYIIOUMH  KIHPEHCA
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BHYTPUKJIETOYHBIX MATOT€HOB W3 Makpodaros (cm., Hampumep, Sakuishi et al., 7rends in
Immunology, 32(8): 345-349 (2011)). In vivo cympeccusa TIM-3, xak ObUIO TOKa3aHO,
MOBBIIAET  TATOJIOTHYECKYID  THKECTh  IKCIEPUMEHTAIIBHOTO  aAYTOMMMYHHOTO
sunedanomuermra (Monney et al., Beime; u Anderson, A. C. and Anderson, D. E., Curr.
Opin. Immunol., 18: 665-669 (2006)). UccnenoBanus Taxke MO3BOISAIOT MPEIIOIOKUATD, YTO
HapywmeHue perymauuu nmytd TIM-3-ranekTuH-9 MOKET MrpaTh ONPEACIECHHYIO POJb B
Pa3BUTUHM XPOHHUYECKHX AyTOMMMYHHBIX 3a00JI€BaHHM, TAKUX KAaK PACCETHHBIH CKIIEPO3
(Anderson and Anderson, Beimie). TIM-3 cTUMymUpyeT KIMPEHC aMOMTOTHYECKUX KIETOK
MOCPEACTBOM CBA3BIBaHUS (pochaTuauicepruHa 3a CYET CBOCH YHHKAJIbHOW CBSA3BIBAIOIICH

niermu (cM., Hartpumep, DeKruyff et al., J. Immunol., 184(4):1918-1930 (2010)).

[00542] [lonaBnenne aktuBHOocTH TIM-3, HampuMmep, 3a CYET NPUMEHEHHA
MOHOKJIOHAJIbHBIX AaHTUTEN, B HACTOAINEE BPEMs MCCIEAYyeTcs B POJM  CPEACTBA
HMMYHOTEPANUH OIyXOJIEH HA OCHOBAHUM PE3YJIbTATOB JOKIUHMUYECKUX HCIBITAHUN (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 BapHaHTaX OCYIIECTBICHUA CPEACTBO HA OCHOBE aHTUTENIA
kK LAG-3 BBOAAT CyOBEKTY, KOTOPBIA TOTYYAET, MOyl WIH OyJEeT TMOTy4aTh JICUCHHUE C
MOMOINBID CPEACTBA, KOTOPOE MOAABISAET TNepeAady curHana ¢ ydactuem TIM-3. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBICHUS CPEICTBO, KOTOPOE MOJABIACT MEPEaady CUTHANA C
yaactiueM TIM-3, BBOIAT CyOBEKTY, KOTOPBIH IMOJYYAeT, TMOyYal WIH OyJeT MOTy4aTh
JIEYEHUE C TOMOLIBIO CpeACcTBa Ha OcHOBE aHTHTENA K LAG-3. B HEKOTOPBIX POJICTBEHHBIX
BAPHAHTAX OCYIIECTBICHHUA CYOBEKT TMOJYYAET, TOMYYall WM OyJIET MOJy4aTh JICYCHHE C

MOMOIIBIO CPEACTBA, KOTOPOE MOJABIACT MEepeaady CUrHana ¢ yuactuem PD-1.

[00544] B HekoTOpBIX BapHaHTaXx OCYINECTBICHHA CPEACTBO, KOTOPOE
MO/IABIIACT Tepeaady CUTHanma ¢ ydactueM TIM-3, nis mpuMeHeHHs B KOMOWHHUPOBAHHBIX
CpeACTBaxX TEPAIHH IO HACTOALIEMY H300PETEHHUIO TIPEICTABIAET COOOH CPEICTBO HA OCHOBE
aHTHUTENA. B HEKOTOPBIX BApHAHTAX OCYIIECTBIICHUS CPEACTBO HA OCHOBE aHTUTENA K TIM-3
caspiBaeT snuron TIM-3, uyto Onokupyet cesaspiBanue TIM-3 ¢ moObM ogHNM Wl Ooee
W3 €ro mpeanojaraeMbix nurasaos. CpeacTsa Ha ocHOBE aHTUTeNna K TIM-3 B cOOTBETCTBUH
C HACTOAIIUM H300PETEHHEM MOTYT COJAEP’KAaTh KOHCTAHTHYIO 00macTh Tsokenmon mernd (Fe)

M000r0 MOAXOAAIIETO Kiacca. B HEKOTOPHIX BapHaHTaX OCYIIECTBIEHUS CPEICTBO Ha
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ocHoBe aHTHTEeNna K TIM-3 CcOmepKUT KOHCTAHTHYIO OONAacCTh THKENOH WENH, KOTOpas

ocHoBana Ha anTtuTenax I1gGl, [gG2 wm IgG4 nukoro T WK X BapHAHTAX.

[00545] B HekoTOpBIX BapHaHTax OCYIIECTBJICHHA CPEACTBO, KOTOPOE
MOJABJIAET Mepenavy curHana ¢ ydactueM TIM-3, mpeactaBnseTr coO0W MOHOKIOHAIBHOE
AHTUTENO WK er0 (PparMeHT. B HEKOTOPHIX BapHaHTaX OCYINECTBICHHA CPEACTBO HA OCHOBE
AHTHUTEIA, KOTOPOE MOJABJIIET TIepenavy curHana ¢ yyactuem TIM-3, npeacrasisier coOou
antureno k TIM-3 unm ero ¢parmeHT. MOHOKIOHAIBHBIE AHTHUTENA, HALIEIUBAIOIIUECS HA
TIM-3, xoTopble OBITH MPOTECTUPOBAHBI B KIMHUYECKUX MCCIIETOBAHUAX W/ I TOTYYHIIN

onobOpenue k nmpogake B Coenunennbix [ITarax.

[00546] B HEeKOTOpBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTENIA
k TIM-3 mpeacrasmser codoit MBG453, LY3321367, Sym023 wmm ero mpoussonHoe. B
HEKOTOPBIX BapHaHTaX OCYHIECTBICHUA CPEACTBO Ha OcHOBe aHtutena k TIM-3
MPEICTABIIET COOOM CPENCTBO, PACKPHITOE B IyOJHUKALMH MEKIYHAPOAHOW 3asBKH Ha
nateHT W0O2016/161270, monHOE coAepkaHUue KOTOPOH BKIIFOYEHO B HACTOALIMH TOKYMEHT.
B HEKOTOpBIX BapuaHTax OCYLIECTBIICHH CPEACTBO Ha OCHOBE aHTuTeNa K TIM-3 comepskur
BapHaOENbHBIN JOMEH TDKENIOH 1enu, KoTopsid Ha 90%, 95%, 97%, 98%, 99% wm 100%
uaeHTHYeH BapuabempHOMYy gomeHy w3 SEQ ID NO:31. B HekoTOpBIX BapHaHTax
OCYIIECTBJICHHS CPEICTBO Ha OCHOBE aHTUTeNna K TIM-3 comepkuT BapuaOETbHBIA JOMEH
JIETKOM 1er, KoTopbid Ha 90%, 95%, 97%, 98%, 99% umu 100% uaeHTHYEH BapHadeTbHOMY
nomeny 3 SEQ ID NO:32. B HEeKOTOpPBIX BapHaHTaX OCYIIECTBICHHUS CPEACTBO HA OCHOBE
anTutena Kk TIM-3 comepskuT BapuaOeIbHBINA JOMEH TSOKEJION 1IeTH, KoTopbiid Ha 90%, 95%,
97%, 98%, 99% wmu 100% wuneHTHdeH BapuadempHoMy aomeny w3 SEQ ID NO:31, u
BapuaOEIbHBIN JOMEH JIETKOW TienH, KOTopbid Ha 90%, 95%, 97%, 98%, 99% wumu 100%

WACHTHYEH BapuadenpHOMY noMeny u3 SEQ ID NO:32.

[00547] B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHUA CPEACTBO HA OCHOBE AHTUTETIA
K TIM-3 comep»XUT TSOKENYIO IETb, KOTOPasl MPEACTABISIET COOOM TOCEI0BATETFHOCTD,
kotopas Ha 90%, 95%, 97%, 98%, 99% unu 100% uaeatnuna SEQ ID NO:31, unu cogepkut
ee. B HEKOTOPBIX BapuWaHTaX OCYIIECTBIECHHS CPEACTBO HAa OCHOBE aHTHTena Kk TIM-3
COJIEPIKHT JIETKYIO TIETh, KOTOPAst MPEACTABIACT COOOH WITH COACPKUT TOCTIEI0BATEITHHOCTD,
kotopas Ha 90%, 95%, 97%, 98%, 99% unu 100% uaentnuna SEQ ID NO:32, unu coaepkut
ee. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS CPEACTBO HAa OCHOBE aHTHTEna Kk TIM-3

COAEP’KUT TSDKEITYFO TIeTh, KOTOPAas NMPEACTABIET COOOH MOCIEI0BATEIFHOCTD, KOTOPAas Ha
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90%, 95%, 97%, 98%, 99% wunmu 100% wunentuuna SEQ ID NO:31, unu coaepxur ee, u
JIETKYIO II€TIh, KOTOPAs MPEACTABIAECT COOOH MOCIEA0BATENIEHOCTD, KOTOpast Ha 90%, 95%,

97%., 98%, 99% unu 100% uaentuuna SEQ ID NO:32, unu coaep:xur ee.

[00548] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTENIA
K TIM-3 coaepkuT oJiHYy, ABE WU TpU nocaeaoBatenbHOoCTH CDR Tsbkenol nenu, KOTOpbIe
Ha 90%, 95%, 97%, 98%, 99% umu 100% maeHTHYHBI TocIenoBaTenbHOCTIM CDR m3 SEQ
ID NO: 33-35. B HEKOTOpBIX BapHaHTaX OCYIIECTBIEHUs CPEACTBO HA OCHOBE aHTHTENA K
TIM-3 coaepkuT oAHy, ABE WU TpU nocnenoBareabHocTd CDR nerkoit uenu, KOTopeie Ha
90%, 95%, 97%, 98%, 99% umu 100% uaeHTHYHBI nocaeaoBaTeabHOCTIM CDR u3 SEQ ID
NO: 36-38. B HEKOTOPBIX BapHaHTaX OCYIIECTBIECHUSA CPEACTBO HA OCHOBE aHTUTeNna K TIM-
3 copepsKUT OJHY, ABE Wiu Tpu nocnegosaTenbHocTu CDR Tsokenoi nenu, kotopsie Ha 90%,
95%, 97%, 98%, 99% umu 100% maenTrunbl nocieaoaTeabHOCTIM CDR u3 SEQ ID NO:
33-35, v oaHy, ABE MM TpH nocaenosaTenbHocTH CDR nerkoi nenu, koropeie Ha 90%, 95%,
97%, 98%, 99% umu 100% maenTryuHb! TocaeaoBatenbHOCTAM CDR u3 SEQ ID NO: 36-38.
B HEKOTOpBIX BapuaHTax OCYLIECTBIICHH CPEACTBO Ha OCHOBE aHTUTENA K TIM-3 comepkur

mecTh nocienoBarenmbHocTel CDR m3 SEQ ID NO: 33-38.

[00549] B BapumanTax OCyIIECTBICHHsA CPEACTBO HA OCHOBE aHTUTENA K TIM-3
MPEACTaBIAET COOOM cpencTBo, omucaHHoe B WO 2016/161270, kotopas BKIIIOYEHA B
JAHHBIM JOKYMEHT MOCPEICTBOM CCBUIKM BO BCEH CBOEHM MOJNHOTE. B BapuaHTtax
OCYIIECTBJICHHSA CPEJACTBO Ha OCHOBE aHTWTena k TIM-3 mpencrasmser coOOW CpeacTBo,
omucanHoe B PCT/US17/59619, kotopas BKIIOYEHA B JAHHBIH JOKYMEHT IOCPEICTBOM
CCBIJIKHM BO BCEW CBOEH MOJTHOTE. B BapraHTax OCymIeCTBIEHUSA CPEACTBO HA OCHOBE AHTHTENA
k TIM-3 mpeacrasmseT coboii cpeactso, onrcarnnoe B PCT/US18/13021, koTopas BKIIIOYEHA

B JAHHBIM JOKYMEHT NOCPEACTBOM CCBIIKH BO BCEH CBOEH ITOJHOTE.

[00550] B BapmanTtax ocymectenenus uaruoutop TIM-3 mpeacraBnser coOoit
TSR-022. TSR-022 npenycMmaTpuBaeT T'yMaHH3HMPOBAHHOE MOHOKIIOHAJIBHOE AHTUTENO K
TIM-3, cozepskamiee TDKEIYH) LENb, AMHHOKHMCIOTHAA IOCIIEIOBATENBHOCTh KOTOPOU
coaep:xut SEQ ID NO: 31, u nerkyro 1erb, aMUHOKHCIIOTHAS TIOCJIEI0BATEIbHOCTh KOTOPOU
comepxxur SEQ ID NO:32. B »tom anturene k TIM-3 B KkauecTBe KapKacHBIX
MOCIIEIOBATEIBHOCTEH MpUMeHtOTCs TeH Tsokenmol e I[GHG4*01 yenmoBeka v TeH JIETKOH
karma-uernn [GKC*01 genoseka. Kpome Toro, mMeercs oHa TOUEUHAS MyTalUsA C 3aMEHOM

Ser Ha Pro B mapuupHO# obOmactu Tspkenod memu 1gG4 Mo KaHOHUYECKOMY TOJIOYKEHHIO
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S228. He sxkemast ObITh CBSI3aHHBIMH KaKOW-THOO TEOPHEH, MOIATAIOT, YTO JAHHAS TOYCYHAS

MYTAI|s CITY>KHT JIS CTA0OMITH3AIIAH APHUPA THKETOW TIETTH aHTHTEIA.

[00551] B orHomiemmm  HaOmomaeMbIX — AHCYTBMUAHBIX  CBA3CH H
TTIMKO3WIIMPOBAHUS TIPEACTaBICHA JOTMOJIHUTEIbHAS Ouodu3udyeckas W OHOXUMHUYECKAsS
XapaKTEPUCTUKA JAHHOTO MIUIFOCTPATUBHOTO TYMaHHU3UPOBAHHOTO MOHOKIIOHAJIEHOTO
antutena k TIM-3. Ilentuasl, pacimennennsie ¢ nomMompo Lys-C v TpUricuHa, THIATENBHO
OTJIEJSUTA M BBIABILIM ¢ moMoinbro aHanmuza LC-MS B pe:xxume peanbHOro speMeHu. Cssizy,
MPEACTABIAIOINE COOOM AUCYNb(UIHBIE COETUHEHHS, TMOATBEP)KIATH MYTEM CPaBHEHHUA
OOmMX MOHHBIX XpoMaTorpaMMm B HeBocctaHaBimuBarommx (NR) ycmoBuwsax wu
BOCCTAHABJIMBAIOIIMX YCIOBUAX. JlMCynb(uIHBIE CBSI3U COOTBETCTBOBAIU OXKHUAAEMOMY
Xapakrepy Aucynb(puaHbIX cBA3eH y Monekynbl [gG4. OcTaTku, BOBIIEYEHHBIE B O’KUIAEMBbIC
MEK- ¥ BHYTPHIICTIOYEYHBIE JUCYTb(UIHBIE CBA3H, TIPUBEICHBI B TAOIHIIE HIDKE (TaGIHMLbI

5,6u7).

Tabnuua 5 — OxxunaemMble OCTATKH, BOBJICUYEHHBIE B TUCYIb(HIHBIE CBA3H THKEIOU
LENM WUIIOCTPATHBHOTO CpeAcTBa Ha OCHOBe aHthrena Kk TIM-3, wuMeromen

AMUHOKHCIIOTHYIO TTOCJIEA0BATENbHOCTH, H310keHHYI0 moa SEQ ID NO: 31.

ID Octatok HC mAb k
nucteuHoBoro | TIM-3 (monoxeHue B
OCTaTKa SEQ ID NO: 31)

I 22
11 96
111 127
I\ 140
\Y 196
VI 219
VII 222
VIII 254
IX 314
X 360
XI 418
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Tad6auua 6 — Oxumaembie OCTATKH, BOBIICYCHHBIE B TUCYIb(HUIHBIE CBI3H JIETKOU

HENM WUIIOCTPATHBHOTO CPEACTBA HA OCHOBE aHThrena K TIM-3, wumeromen

AMUHOKHCIIOTHYIO MOCJIEA0BATENbHOCTB, H30keHHYI0 o SEQ ID NO: 32.

ID Ocrtarox LC mAb k TIM-3
muctenHoBoro | (momoskenue B SEQ ID NO:

OCTaTKa 32)

| 23

11 88

11 134

IV 194

\Y 214

Tadauua 7. UnmocTtpaTuBHbIE BAPUAHTHI PACIIONOKEHUS AUCYNb(QHUIHBIX CBA3ECH B

cinyyae anturena k TIM-3 TSR-022

Ne [lentuael, copep:kamue AUCYIbHUIHBIE Caiir cBa3u B | CalT CBs3H B
aUCYIb(} CBSI3H HC LC
WUJTHOU (momoskeHue B | (TIOJIOJKEHHUE B
CBA3H SEQID 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: nerkas nens; HC: Tsokenas nemnn

[00552]

B pannom mmmoctpatuBHOM anTuTene Kk TIM-3 mpoaeMoHCTpupOBaH

3aHATHIN calT N-TTUKO3UIHPOBAaHUS 1O OCTaTKy acmaparuHa 290 B gomene CH2 kaxmou
TSDKEJIOH e B mocienoBaTenbHocTH 3penoro oenka (SEQ ID NO: 31). IToxyuennoe B xo1e
SKCTIPeCCHU N-TIIMKO3WIIMPOBAHWE TIO JSTOMY CaWTy TIPEACTABIIET COOOH CMeCh
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Pa3HOBHIHOCTEH OJMTOCAXaPHIOB, KaK NMPaBHIIO, HAOMoaeMbIX Ha IgG, saxcipeccupyemMbIx
B KyJbType KIETOK MIJICKONMTAIIINX, HAMpUMEP, HWXKE TMOKa3aHa OTHOCHUTEIBHOE
COJIEpP’)KaHME PA3HOBUIHOCTEH TTIMKAHOB U3 MpEnapaTa JaHHOTO WIITFOCTPATUBHOTO aHTUTENA

k TIM-3, xymbTHBHPYEMOTO B KJI€TKaX sHUHUKA KuTaiickoro xomsuka (CHO) (Ta6anua 8).

Tabauua 8 — AHanu3 TIMKaHOB CBS3BIBAOLLIETO CPEACTBA HA OCHOBE aHTUTENA K TIM-

Bun Coneprxanue (% ot Onucanue rIuKaHa
o01mIero yucia
OJIUTOCAXAPUIOB)

Onurocaxapuj Tvna
aranakTO3WJIMPOBAHHOTO ABYXaHTEHHOTO
KOMILIEKCA C KOPOBBIM
(yKO3UTMPOBAHUEM
Onurocaxapuj Tvna
MOHOTaJIaKTO3HUIIMPOBAHHOTO
JBYXaHTEHHOTO KOMIIJIEKCA C KOPOBBIM
(yKO3HIMPOBAHHUEM
Omurocaxapuj THra
rajJakTO3WIMPOBAHHOTO JBYXaHTEHHOTO
KOMIIIEKCA C KOPOBBIM
(YyKO3UTMPOBAHUEM
Onurocaxapuj Tvma
MOHOCHAITUPOBAHHOTO
G2FS1 3,2% rajakTO3UJIMPOBAHHOTO JBYXAHTCHHOTO
KOMILTEKCA C KOPOBBIM
(yKO3UTMPOBAHUEM
Ornmurocaxapu/I THITA TUCHATUPOBAHHOTO
raJJaKTO3UITMPOBAHHOTO ABYXaHTEHHOTO
KOMILTEKCA C KOPOBBIM
(yKO3UTMPOBAHUEM

M5 0.4% OnuromManHO3HbIN N-CBA3aHHBIN
omrocaxapua, MansGIcNAc,
[00553] Hanpumep, uaruourop TIM-3 (mammpumep, TSR-022) M0kHO BBOAHUTD B

GOF 20,1%

GIF 41,9%

G2F 29,0%

G2FS2 1,2%

n03e, cocTaBismomed mpuOmm3uTensHo 1, 3 wimu 10 Mr/kr (Hampumep, MPHUOIUIUTEITEHO
1 MT/Kr; TPHONMH3UTETBHO 3 MI/KT WIH PHOM3UTENHHO 10 MI/KT), MITH TIOCTOSTHHOM 103€ OT
npuomm3uTeasHo 100 mo 1500 Mr (HampuMep, MOCTOSHHOW A03€ MpuOIM3uTenbHo 100 MT;
MMOCTOSTHHOU 1103€ mpuOMHu3uTenbHO 200 MT; MOCTOSHHOW 03¢ TpuOIu3uTeabHO 300 MT;
MMOCTOSTHHOU 1103€ mpuOMHM3uTenbHO 400 MT; MOCTOSHHOW 03¢ TpHOIU3HTeTbHO 500 MT;
MMOCTOSTHHOU 1103€ MpUOMHU3uTeNbHO 000 MT; MOCTOSHHOW 103¢ TpHOIU3uTeIbHO 700 MT;

MMOCTOSTHHOU 03¢ mpuOmu3uTenbHo 800 MT; MOCTOSHHOW 103¢ TpHOIU3uTeIbHO 900 MT;
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MMOCTOSTHHOM /03¢ mpuOmm3uTebHo 1000 MT; mocTostHHOM 103¢ TiprOIu3uTeabHO 1100 MT;
MMOCTOSTHHOM /103¢ MPUOMM3uTeNbHO 1200 MT; OCTOSTHHOM 103€ TpHOIU3uTeIbHO 1300 MT;
MOCTOSTHHOM /103¢ mpHOMu3uTenbHO 1400 MT WM TOCTOSHHOW [103€ TPHOIH3UTEIIBHO

1500 mr).

[00554] B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUA CPEACTBO HA OCHOBE AHTUTENIA
K TIM-3 (mammpumep, antuteno k TIM-3) Beoaat B no3e 0,1, 1, 3 umu 10 mr/kr. B HekoTOpBIX
BAPHUAHTAX OCYINECTBIICHUS CPEICTBO HA OCHOBE anTuTena k TIM-3 BBOJAT COTIaCHO CXEMe,
KkoTopas npexycmartpusaet 103y 0,1, 1, 3 wau 10 Mr/kr oauH pas B 1Be Henenu. B HekoTopbix
BAPHUAHTAX OCYIIECTBIICHUS CPEACTBO HA OCHOBE aHTuTeNna kK TIM-3 BBOJAT COIIaCHO CXEME,

KOTOpas npexycmarpusaeT 103y 1, 3 unu 10 Mr/kr ouH pa3 B TPU HEACIH.

[00S55] B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS CPEACTBO HA OCHOBE AHTUTENA
Kk TIM-3 BBOIAT COTTIAaCHO CXeMe, KOTopas mpeaycMaTpuBaet 103y 1, 3 wmu 10 Mr/kr oguH
pa3 B 4eThIpe HeAenH. B HEKOTOPBIX BapHUaHTaX OCYIIECTBICHHUS CPEICTBO HA OCHOBE
antutena k TIM-3 BBOAT B (pUKCHpPOBaHHOM /03¢ B Auanazone ot 200 mr xo 1500 mr. B
HEKOTOPBIX BaApPHAHTaX OCYLIECTBJICHMA CPEICTBO Ha OcHOBEe aHTUTena Kk TIM-3 BBOAAT B
¢ukcupoBanHOM 103¢ B auama3zone oT 300 mr go 1000 mr. B HekoTOpBIX BapuaHTax
OCYILECTBIICHUS] CPEACTBO Ha OCHOBE aHTHTENA K TIM-3 BBOAAT COrJacHO cxeMe, KOTopas
peaycMaTpuBaeT (PUKCHPOBAHHYIO 103y OAWH Pa3 B ABE HEACTH. B HEKOTOPHIX BapHaHTaX
OCYILECTBIICHUS CPEACTBO Ha OCHOBE aHTUTENA K TIM-3 BBOAAT COrJacHO cxeMe, KOTopas
MpeyCMaTpuBaeT (PUKCUPOBAHHYIO J03Y OAHMH Pa3 B TPU HEAETH. B HEKOTOPBIX BapHaHTaX
OCYILECTBIICHUS CPEACTBO Ha OCHOBE aHTHTENA K TIM-3 BBOAAT COrJacHO cxeMe, KOTopas

NpeayCcMaTpPUBAET (PUKCUPOBAHHYIO 103y OJUH Pa3 B YETHIPE HEAETH.

[00556] B ompeneneHHBIX crioco0ax cpeAcTBO HA OCHOBe aHTHTena K TIM-3
MO’KHO BBOJMTH 0 (HATIpuMep, 3a 5 MuHyT, 15 munyT, 30 MunyT, 45 MuHyT, 1 yac, 2 yaca, 4
qaca, 6 yacoB, 12 yacos, 24 yaca, 48 yacos, 72 yaca, 96 yacoB, 1 Hexenr0, 2 HeJIe U, 3 HEJICITH,
4 wepmenu, 5 Henenb, 6 Henenb, 8 Hemenb WM 12 HeAENb), OJHOBPEMEHHO WIIH TIOCIIE
(mammpumep, depe3 5 MunyT, 15 MunyT, 30 MUHYT, 45 MuHYT, 1 Yac, 2 yaca, 4 Jaca, 6 4acos,
12 yacoB, 24 4aca, 48 gacos, 72 yaca, 96 yacos, 1 Hegemo, 2 HeenH, 3 Heaenu, 4 Heaenu, 5
HeAenb, 6 Hexenmb, 8 Hemens win 12 Henenb) BBeaeHUs cBs3biBaromiero LAG-3 cpemctsa

CYOBEKTY, HY)KIAIOMIEMYCS B 3TOM.
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TpotiHags  KOMOMHMpOBAHHAS  Tepamus ¢  [OPUMEHEHHEM  CPEJCTB,

BosaericTeviommx Ha LAG-3, PD-1 u TIM-3,

[00557] B BapumanTax ocymiecTBIeHHS KOMOWHHUPOBAHHOE CPEACTBO TEPAITHH
MPEACTABISET COOOM CPEACTBO TEpaMud C TPOUHOW OJIOKAAOW, TPeayCMATPUBAOIIEE
BBEJICHHE CYOBEKTY CpeAcTBa, Bo3aeHcTByromero Ha LAG-3, cpeacTsa, BO3AEHCTBYIOMIETO

Ha PD-1, u cpeactsa, Bo3nencTByromero Ha TIM-3.

[00558] HecmoTps Ha ycmexu ©pM IIPUMEHEHHHM CPEICTB  TEPAIuH,
HALIEJIMBAOINUXCS. HA MOJIEKYJIbl UMMYHHBIX KOHTPOJIBHBIX TOYEK, MHOTHE IALMCHTHI HE
MOJTyYarOT MPEUMYIIECTB OT OJ0OPEHHBIX B HACTOAIIEE BPEMsI AHTHTEN, HANpPaBICHHBIX
npotus PD-1 u CTLA-4. ¥V 3THX mauMeHTOB MOTYT COBMAAATh IPYTHE MEXAHU3Mbl UMMYHOU
cylpeccuy, npeaoTspamaroniie 3pQeKTHBHBIN TPOTHBOOMYXOIEBBIH UMMYHHUTET. TakuM
00pa3oM, CYIIECTBYEeT HEOOXOTUMOCTh B Pa3paOdOTKe TOTOHHUTEBHBIX CPEACTB TECPAIIHH,

HaIpaBJICHHBIX IMPOTUB JOIMOJTHHUTCIIbPHBIX HMMYHOJIOTHICCKUX MHIIEHEH.

[00559] B runouyBCcTBUTENBHOCTH T-KIETOK, HA3BIBAEMON HCTOIICHUEM |-
KJIIETOK, 3aJe€HCTBOBAHBI WMMYHHBIE WHTHOWUTOPHBIC PELENTOPBI, JKCTIpeccupyembie -
KJIETKAMH, BKJTFOYas aCCOMMUPOBAHHBINA C IUTOTOKCHYECKUMH T-nmuMpormramMmu aHTHTEH 4
(CTLA-4), Oemox 1 3amporpamMmmupoBaHHOM KieToyHou cmeptu (PD-1), Oemok 3,
coaepsKamui  JOMeHbI T-KieTouyHOro mMmMmyHornmoOynmmHa u myuuHa (TIM-3), u ren 3
akruBaru  amdormtoB (LAG-3). Kpome toro, LAG-3 mupoko accommupyercs ¢
WUCTOMICHHBIMH WA JUC(YHKIIMOHATBHBIMA T-KIETKAMH H YaCTO KOIKCIIPECCUPYETCS KaK C

PD-1, Tak u ¢ TIM-3.

[00560] B npyrom acnekre cpeAacTBo, KOTOPOE MOAABIIET NIEPeAady CUTHAIA C
yuactieM LAG-3 (Hanmpumep, cpeacTBo Ha ocHOBe aHTHTeNa K LAG-3), BBOAAT CyOBEKTY,
KOTOPBIN TIONTyYaeT, MOJTy4Yajl WiTH OYAET MOJTydaTh JICYEHHE C TIOMOIIBIO CPEACTBA, KOTOPOE
MOJIABJIET Tiepeaady curHana ¢ ydactuem TIM-3, w/unm nedenne ¢ MOMOIIBIO CPEACTBA,
KOTOpPO€ TMOJABIAET mepenady curHana ¢ ydactuem PD-1. B HekoTOprIX BapmaHTax
OCYIIECTBIICHUA CPEACTBO, KOTOPOE MOJABISIET IEepeAady curHama ¢ ydactuem TIM-3,
BBOJAT CYOBEKTY, KOTOPBIH TOTYYaET, TOyYall WIH Oy/AET TOIy4aTh JICYSHHE C TTIOMOTIBIO
cpeacTtea Ha ocHoBe aHThTena K LAG-3 u nedyeHHe ¢ MOMONIBIO CPEACTBA, KOTOPOE
MOAABJIAET Nepelady curHana ¢ yyactueM PD-1. B HekOTOpBIX BapHaHTaxX OCYINECTBIICHHS

CPEICTBO, KOTOPOE TOJABJSIET Tepeaady curHajga ¢ ydactuemM PD-1, BBOAAT CYOBEKTY,
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KOTOPBIH TIOJTyYaET, TOJTy4dasl WK OyAeT MOTy4YaTh JICUEHHE C TIOMOIIBIO0 CPEACTBA, KOTOPOE
MOJABIAECT Mepenady curHana ¢ ydactuem TIM-3, u nedeHuwe ¢ MOMOIIBIKO CPEACTBA HA
ocHoBe antuTena k LAG-3. B BapuaHTax oCymiecTBICHUS NALMEHTY JTOMOTHUTEIHBHO BBOJIAT
OJTHO WJTH OO0Jiee JOTOTHUTEIFHBIX TEPAIEBTHUECKUX CPEJCTB B JOIMOIHEHHE K CPEICTBAM,
BoznercTByronmM Ha LAG-3, PD-1 u TIM-3, onrcaHHbIM B HACTOSATIEM JOKYMEHTE, W/ HITH
MAIMEHT TIOJIy9aeT OAWH WM OOJiee JOIMOIHUTEIBHBIX CIOCO0OB jeueHus. Hampumep,
J€YEHUE C TMOMOMIBIO cpeAcTB, BozaeHcTByromux Ha LAG-3, PD-1 u TIM-3, moxHO
OCYHIECTBIIATh B KOMOWHAIIMH C OJHHUM WM OOJie€ M3 XHPYPrHYECKOTO BMEMIATEIIHCTBA,
CPEACTBA JIy4YEBOU TEPANUHU, XUMHOTEPAIIUH, UMMYHOTEPANUU, AHTHAHTHOTEHHOTO CPE/ICTBA
WM TPOTHBOBOCIATUTEIPHOTO CPEACTBA), WM JICUEHHE C TIOMOIIBIO CPEJCTB,
BoznercTByronmx Ha LAG-3, PD-1 u TIM-3, MO3XKHO OCYIIECTBIIATh B KOMOUHAIIUH C OJTHUM
WM 0oJiee JAOTOTHUTEIIHBIMUA TEPANIEBTHYCCKUMHE CPEICTBAMHU (HATIPUMEP, HHTHOUTOPOM

PARP, Takum kak HEpamapuo), KaKk OTMMCAHO B HACTOSIIEM JTOKYMEHTE.

[00561] B wacTHOCTH, oOmpeacieHHBIE CIOCOOBI, ONMHMCAHHBIE B HACTOSIIEM
JDOKYMEHTE, OTHOCATCA K TPOMHOMY KOMOMHHPOBAHHOMY CPEICTBY TE€PAIUU HMJIH CPEACTBY
TEpaIuK ¢ TPOHHOU OJOKAJOM, T/Ie CYOBEKTY BBOJAT CPEACTBO, Bo3AcHcTBYIOMIEee HA PD-1,
cpeactBo, BozaeucTByromee Ha TIM-3, u cpeactso, Bo3aelcTByroniee Ha LAG-3. Takas
TPOHHAT KOMOWHHPOBAHHAS TEPAmUs MOXKET ObITh Oonee >((EeKTHUBHON W 00ECIICYHBATH
JAOTIOJTHUTENTFHYIO TTOJTb3Y HEKOTOPHIM TAIHEHTaM (HAIIPHMEP, TPOHHAS KOMOWHHUPOBAHHAS
Tepanus MOXET ObITh Oojee d(PPeKTHBHON WM 00ECTIEUMBATH JOTOTHUTEIIBHYIO TOJIb3Y
MALUMEHTY MO0 CPAaBHEHHUIO C MOHOTEPAINHUEN C UCIIOJIb30BAHUEM CPEACTBA, BO3/IEHCTBYIOIIETO
Ha PD-1, cpenctsa, Bo3aeicTByroniero Ha TIM-3, u cpeactsa, Bo3aeiicTByromero Ha LAG-
3, WM TO CPAaBHEHHWIO C JBOMHOW TEpamueld C WCIONb30BAHUEM JFOOOH KOMOWHAIIHH
cpeacTsa, Bo3aercTByroniero Ha PD-1, cpeactsa, Bo3aeicTByromero Ha TIM-3, u cpeactsa,

Bo3nercTByroniero Ha LAG-3).

[00562] [Tomxomsamue cpenctpa, Bo3aekcTByromue Ha PD-1, BkmouaroT moobie
CpPEACTBa, KOTOPHIE TOAABILIIOT NEpeaady curHaida ¢ ydactuem PD-1, kak ommcaHo B
HACTOALIEM JOKYMEHTE. B BapHaHTax OCyIECTBIECHUA CPEACTBO, BO3AcUCTBYIOIEE HAa PD-1,
MPEICTABISET COOOM MAITyI0 MOJIEKYJTy, HYKJICHHOBYIO KHUCJIOTY, TIOJUICHTHA (HAPUMED,
AHTUTEII0, KOHBIOTAT HAa OCHOBE AHTHTEJA WM €T0 AHTHUTCHCBSI3BIBAIOIUN (PparMeHT),
YIJAEBOJA, JUIWJ, METAUT WM TOKCMH. B BapumaHTax OCYIIECTBICHUA CPEACTBO,

Bo3nelcTByroniee Ha PD-1, mpeacraBmser coOoi cesa3pBaromee PD-1 cpeactso. B
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BApPHAHTaX OCYIIECTBIIEHUS CPEACTBO, Bo3neHcTByromee Ha PD-1, mpencrasmser coOoi
caspBaromiee PD-1 cpeacTBo (HanpuMmep, aHTUTENIO, KOHBIOTAT HA OCHOBE AHTHTENA HITH €TI0
AHTUTCHCBA3BIBAIOIMK  (parmMeHT). B BapmaHTax  OCYIIECTBIEHHS  CPEACTBO,
Bo3zeHcTByronee Ha PD-1, mpeactasmsaer coO00# aHTHTENO, KOHBIOTAT HA OCHOBE aHTHUTENA
WM €T0 aHTUTCHCBA3BIBAIOIIMN ()parMeHT. B BapranTax ocymecTsiaeHus cBsa3bBatoniee PD-
1 cpeactBo mpeacrasmsier coooit TSR-042, nuBomymad, memOpoau3ymad, aTe3onu3ymao,
aypsaiyma0, aBearymad, PDR-001, tucnemnzymad (BGB-A317), nemunmmad (REGN2810),
LY-3300054, JNJ-63723283, MGAO012, BI-754091, 1BI-308, kampenuszymad (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, reronmum3yma0 (CBT-501),
FAZ-053, CK-301, AK 104 umu GLS-010, wnmu mo6oe u3 antuten Kk PD-1, packpbIThiX B
WO02014/179664. B BapmaHTax OCYIIECTBICHHSA CPEACTBO, Bo3aeHcTByromee Ha PD-1,
npeacTasisieT cooou TSR-042.

[00563] [Togxongsamue cpeacTsa, BozacHcTByromero Ha TIM-3, BkmouarT
MOOBIE CPEACTBA, KOTOPBIE TIOJABIAIOT Iepetady curHana ¢ yuactueM TIM-3, kak onmcano
B HACTOAILIEM AOKyMEHTE. B BapuMaHTax OCyIIECTBICHHUS CPEACTBO, BO3ACHCTBYIOIIEE HA
TIM-3, npeactaBiasieT COOOH Malyl MOJECKYITY, HYKICHHOBYIO KHCJIOTY, TMOTHUIICTITHI
(HampuUMep, AHTUTENNO, KOHBIOTAT HA OCHOBE AHTHTENA WM €r0 AHTHTCHCBS3BIBAFOTIIHN
(dbparMeHT), yriIeBOJI, JIMIHKI, META/UT WIH TOKCHH. B BapHaHTax OCYINECTBJICHHS CPEACTRO,
Bo3nercTByroniee Ha TIM-3, mpeacrtaBmser coOou ceaspBatomee TIM-3 cpemctBo. B
BApHAHTaX OCYIIECTBIICHUS CPEACTBO, Bo3aekcTByromee Ha TIM-3, mpeacrasmser coOoM
ceaspatomee TIM-3 cpenctBo (Hampumep, aHTUTENTO, KOHBIOTAT HA OCHOBE aHTHUTENIA WA
€r0 AaHTUTEHCBA3BIBAIOIMUHN (parmMeHT). B BapmaHTax OCYIIECTBICHHA CPEICTBO,
Bo3zaeHcTByroniee Ha TIM-3, mpencTasiseT coO0M aHTHTENNO, KOHBIOTAT HA OCHOBE AHTHUTENA
WM €T0 aHTUTEHCBA3BIBAIOIMWH (parMeHT. B HEKOTOPHIX BapHaHTaX OCYIIECTBICHUS
cpeactBom, BozaekcTByomuM Ha TIM-3, seisercs MBG453, LY3321367, Sym023 umnu ero
MPOU3BOIHOE. B HEKOTOPBIX BapHaHTAaX OCYILECTBIEHHUS CPEACTBO, BO3JECUCTBYIOIIEE HA
TIM-3, npencraBnseT cOO0H CPEACTBO, PACKPHITOE B IMyOJTUKAIIMHA MEKTyHAPOTHON 3aBKH
Ha mateHtr WO2016/161270, momHOe coAeplkaHWE KOTOPOW BKIIFOUEHO B HACTOSIIMH
JOKYMEHT. B BapumaHTax OCYHIECTBIICHMS CPEACTBO, BoO3JaeWcTByromee Ha 1IM-3,

npeactapiseT coooit TSR-022.
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[00564] [Togxoasmue cpeactsa, BozaeWcTByrone Ha LAG-3, BKIIOYAOT
Mr00BIe CPeICTBA, KOTOPBIE TIOAABIIIOT NIepeaady curaana ¢ yuactuem LAG-3, kak ommcano
B HACTOSALIEM IOKyMEHTE. B BapmaHTax OCYIIECTBIEHHUS CPEIACTBO, BO3IACHCTBYIOIIECE HA
LAG-3, mpencraBnseT cOOOM Mallyl0 MOJIEKYJTY, HYKIIEHHOBYIO KHCIIOTY, TIOJTHIICTITH]I
(HampuMep, aHTUTENO, KOHBIOTAT HA OCHOBE AHTHTENA WM €r0 AHTHTCHCBI3BIBAOIINN
(dparMeHT), yriIeBOJI, UMK, METAJUT WIH TOKCHH. B BapuaHTax OCYINECTBICHHS CPEACTBO,
BoznencTByroniee Ha LAG-3, mpeactaBmser coOoi cesaspiBatomee LAG-3 cpeactso. B
BapHaHTaX OCYIIECTBICHHA CPEICTBO, Bo3aeHcTByromee Ha LAG-3, mpencraBiser coOoi
ceaspiBatomee LAG-3 cpeacTso (HanmpuMep, aHTUTEN0, KOHBIOTAT HA OCHOBE AHTHUTENA UIIH
€r0 AaHTUTEHCBA3BIBAIOINMM (parmMeHT). B BapuaHTax OCyIIECTBICHHA CPEICTBO,
BozzaeHcTByromee Ha LAG-3, mpeactaBisieT cOO0M aHTUTENO, KOHBIOTAT HA OCHOBE AHTUTEINA
WIM €ro aHTUTEHCBA3BIBAIOINMM (parMeHT. B BapuaHTax OCYIIECTBIECHHUA CPEACTBO,
BozaewcTByroniee Ha LAG-3, mpeacrasisietr co6oit IMP321, penartmimad (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 apdamep Avacta PD-L1/LAG-3, antureno k LAG-
3 iOnctura, antuTeno Kk LAG-3 Arcus wimm SymO022, wiu uaruourop LAG-3, onmucaHHbIH B
WO 2016/126858, WO 2017/019894 witm WO 2015/138920, kaskaast U3 KOTOPBIX BKIFOUCHA
B HACTOAIIMN JOKYMEHT MOCPEACTBOM CCHUIKM BO BCE€M CBOEHW mMoiaHOTE. B BapuaHTtax
OCYHIECTBIICHHA CPEACTBO, Bo3aekcTByromee Ha LAG-3, mpeacTaBisieT cOO0H MOTUTICTITHI,
coaep:xantuii CDR-HI1, onpenenennyto moa SEQ ID NO: 5; CDR-H2, onpeaeneHny noa
SEQ ID NO: 6; CDR-H3, onpeaenennyto nox SEQ ID NO: 7; CDR-L1, onpeaeneHHYO MO
SEQ ID NO: 8; CDR-L2, onpenenennyto mog SEQ ID NO: 9; u CDR-L3, onpeaenennyo
noa SEQ ID NO: 10. B BapuaHTax oCcyImecTBIE€HHs CPEACTBO, Bo3AeHcTBYyIomEee Ha LAG-3,
MPEICTABIIET COOON TOJMHUMIENTHA, COACPKAIMUNA AMHUHOKHCIOTHYIO IOCIIET0BATEIIBHOCTD
BapHaOEITbHOM 00JIACTH TSKEITOH IIETTH, XapaKTEPU3YIOTIYoCs 1Mo MeHbImel mepe 80%, 85%,
90%, 95% wmmu 98% wmmeHTHUYHOCTHIO TociemoBaTebHOCTH ¢ SEQ ID NO: 3; wm
AMHUHOKHCJIOTHYIO  TIOCIIEOBATEPHOCTh  BapHAOETBHOW  OOJACTH  JIETKOM  IIETIH,
XapakTepusyrolnyrocsa mo MeHbimei mepe 80%, 85%, 90%, 95% unu 98% HaeHTUYHOCTHIO
nocnenoatensHocTd ¢ SEQ ID NO: 4. B BapuaHTax OCYINECTBIECHHA CPEACTBO,
BosnelcTByroniee Ha LAG-3, mpexacraBiser COOOW TONHIENITHI, COJACPIKAIMHAN

MOJIMMENTUAHYIO MOCIEA0BATEIBHOCTD TKETIOW LIETH, XapaKTEPU3YIOIYIOCA M0 MEHbLIECH
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mepe 80%, 85%, 90%, 95% wunu 98% uaeHTHUHOCTHIO TIocnenoBarenbHocTH ¢ SEQ ID NO:
I wm SEQ ID NO: 21; ¥ NOMUMNENTHAHYIO TOCIEA0BATEIbHOCTh JIETKOW LEMH,
xapakrepusyronrytrocs mo MmeHbiie mepe 80%, 85%, 90%, 95% unu 98% HIeHTHYHOCTHIO
nocnenoatenbHOCTH ¢ SEQ ID NO: 2 unu SEQ ID NO: 22. B BapuaHTax 0CyIIECTBICHHUSA

cpenctso, BozaencTBytomee Ha LAG-3, mpeacrasiser coooi TSR-033.

[00565] B BapmaHTax OCyIIecTBICHHA CIOCOO BKIIFOYAET BBEJEHHE CPENCTBA,
Bo3nencTByromero Ha PD-1, xotopoe mpexacrasmsier coboir TSR-042, um cpexacrtsa,
BoznencTByroniero Ha TIM-3, xotopoe mpeactaBmser coboit TSR-022. B Bapmantax
OCYIIECTBJICHUA CTIOCO0 AOMOIHUTENBHO BKIIOYAET BBEJECHHE CPEACTBA, BO3IEUCTBYIOIIETO
Ha LAG-3, xotopoe mpexacraeimsier coOou mommmnentun, coxaepkamuid CDR-HI,
onpenenennyto moa SEQ ID NO: 5; CDR-H2, onpeaenennyro nog SEQ ID NO: 6; CDR-H3,
onpeaenennyo nox SEQ ID NO: 7; CDR-L1, onpeaenennyto mox SEQ ID NO: 8; CDR-L2,
onpeaenennyio moa SEQ ID NO: 9; u CDR-L3, onpenenennyro nmox SEQ ID NO: 10. B
BApPUAHTAaX OCYMIECTBICHUSA CHOCOO JJOMONHUTENIFHO BKIIOYAE€T BBEIACHHUE CPEACTBA,
BozaewcTByronmero Ha LAG-3, KOTOpoe MpeacTaBisieT COOOH TOJMITENTH/, COIEPKAIHH
AMHUHOKHCJIOTHYIO  TIOCJTICIOBATEIPHOCTh  BapUAOETbHOW  OONIACTH  TSDKEIIOW  IICTIH,
XapakTepusyrolnyrocsa mo Mmenbimen mepe 80%, 85%, 90%, 95% unu 98% HIEHTUYHOCTHIO
nocnenoatenbHocTH ¢ SEQ ID NO: 3; M aMUHOKHCIOTHYIO MOCJEI0BATENbHOCTD
BapHaOEIIbHON 00JIACTH JIETKOH IIETH, XapaKTepH3YIOMyIocsa o MeHbmed mepe 80%, 85%,
90%, 95% unmu 98% unentruHOCTHIO TIocHenoBaTenbHOCTH ¢ SEQ ID NO: 4. B BapuanTax
OCYIIECTBJICHHSA CTIOCO0 AOTIOTHUTEFHO BKIFOYAET BBEICHHE CPEJACTBA, BO3IECUCTBYFOIIETO
Ha LAG-3, xotopoe mpeacTaBmsieT coOOH TOJMHMMIENTHA, COACPIKAIMUN TOTUTIECTITHAHYIO
MOCJIEI0BATEIHHOCTD TSDKEIIOW LIETIH, XapaKTepU3yIIIyrcs mo MeHbinei mepe 80%, 85%,
90%, 95% wnma 98% wmaenTHuHOCTHIO TIocTeaoBatensHOCTH ¢ SEQ ID NO: 1 umu SEQ ID
NO: 21; 1 noNUnenTUIHY MNOCIEA0BATENBHOCTh JETKOM LEMH, XapaKTEPU3YIOIIYIOCS 10
Menblnen mepe 80%, 85%, 90%, 95% unu 98% UAEHTHYHOCTHIO MOCTEA0BATENHHOCTH C SEQ
ID NO: 2 wmu SEQ ID NO: 22. B BapmaHTax OCYHIECTBIECHHSA CIIOCOO JOMOIHUTEIEHO
BKIJTFOYAET BBEJICHUE CPEICTBA, Bo3mencTByromero Ha LAG-3, KoTopoe mpeacTaBisieT co00H

TSR-033.

[00566] Jlosy  cpenctBa,  Bo3meucTByromero Ha  PD-1,  cpenctsa,

BozaeucTByromero Ha TIM-3, u cpeactsa, Bo3aeicTByromero Ha LAG-3, MOKHO BBOJHTH
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HE3aBHCHMO B COOTBETCTBHH C JHO0OO0H CXEMOM BBEJECHHS JI03bI, OIMMCAHHOM B HACTOSILEM

JOKYMEHTE.

[00567] B BapmaHTax ocCymiecTBIIEHHS CPEACTBO, BO3aecucTByromee Ha PD-1
(mammpumep, cBaspiBatomiee PD-1 cpenctso, Takoe kak TSR-042), BBOIAT B IOCTOSAHHOM 103€,
cocraBaomend npuomm3uTensHo 500 Mr. B BapmaHTax OCYIIECTBIEHHUS CPEACTBO,
BoznercTByroniee Ha PD-1 (Hanpumep, csaspiBatomee PD-1 cpeactso, Takoe kak TSR-042),
BBOJAT B TOCTOSHHOW [03€, cocTaBipiromen mpudmmsurensHo 1000 mr. B BapuanTax
OCYHIECTBIIEHHUA CPEACTBO, Bo3aewcTBytomee Ha PD-1 (wampumep, cmsassiBatomee PD-1
cpenctso, Takoe kak TSR-042), BBogaT cyObekTy oauH pa3 B Heaemo (Q1W), oqun pas B 1Be
Heaenu (Q2W), onun pa3 B Tpu Heneau (Q3W), onun pas B uetsipe Heaenu (Q4W), oqun pas
B mATh Heaenb (Q5W), oqun pa3 B mecte Henenb (QO6W), oauH pa3 B cemb Henenb (Q7W)
WM oauH pa3 B Bocemb Heaenb (Q8W). B BapuaHTax OCYHIECTBIEHHA CPEICTBO,
BoznercTByroniee Ha PD-1 (Hanpumep, csasbiBatomee PD-1 cpeactso, Takoe kak TSR-042),
BBOJAT CyOBEKTY 0MH pa3 B Tpu Heaenu (Q3W). B BapuaHTax OCyHIeCTBIEHHUS CPEICTBO,
Bo3zeHcTBytomee Ha PD-1 (manpumep, cesassiBatomee PD-1 cpenctso, Takoe kak TSR-042),

BBOJAT CyOBEKTY OJWH pa3 B mecTh Heaeab (QOW).

[00568] B BapuaHTax ocCyimecTBIEHHsS CPEACTBO, Bo3AcHcTByromee Ha TIM-3
(Hanmpumep, cBassiBaroniee TIM-3 cpeactBo, Takoe kak TSR-022), BBOAAT B MOCTOSHHOM
J03€, COCTaBJIIOMEH He Oojee uyeM mpuOmu3uTeapHO 1200 MT WM He Oojiee UeM
npudu3uTebHo 900 M. B BapmaHTax OCYIIECTBJICHHS CPEACTBO, BO3JCHCTBYIONIECE HA
TIM-3 (manpumep, cpssbBatomee TIM-3 cpeactBo, Takoe kak TSR-022), BBOAAT B
MOCTOSTHHOM J103€, cOCTaBIsomel nmpuodmusutenpao 300 Mr. B BapmaHTax OCymIeCTBICHHS
cpencTso, BozaekcTByromee Ha TIM-3 (Hanmpumep, cBsassBaromee TIM-3 cpencTBo, Takoe
kak TSR-022), BBOAAT B MOCTOSTHHOW J103€, COCTaBysronicd npuomusureapbHo 100 mr. B
BApMAHTaX OCYIIECTBICHHUA CPEACTBO, BoO3AeHcTByromee Ha TIM-3 (mampumep,
cea3bBaroniee TIM-3 cpemctBo, Takoe kak TSR-022), BBOAAT B TOCTOSHHOW J03€,
cocTaBsromerd npuOmm3uTenbHO 900 Mr. B BapmaHTax OCYIIECTBIEHHUS CPEICTBO,
BosnercTByroniee Ha TIM-3 (mampumep, cssbiBaromee TIM-3 cpeactso, Takoe kak TSR-
022), BBOAAT B MOCTOSTHHOW J03€, COCTABILIIONICH mpudmmsurensao 1200 mr. B BapuanTax
OCYIIECTBJICHHS CPEACTBO, Bo3aekcTByromee Ha TIM-3 (Hampumep, cBsassBatomee TIM-3
cpeactBo, Takoe kak TSR-022), BBogaT cyObekTy oauH pa3 B Heaemo (Q1W), oqun pas B 18e
weaemn (Q2W), omun pa3 B Tpu Heaeu (Q3W), onuH pa3 B yetsipe Heaenu (Q4W), oquH pas
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B 1aTh Henmeab (Q5SW), ogun pa3 B mecth Heaens (QO6W), oaun pa3 B cemb Hemelb (Q7W)
WM oauH pa3 B Bocemb Heaenb (Q8W). B BapmaHTax OCYHIECTBICHHS CPEICTBO,
BoznercTByroniee Ha TIM-3 (mampumep, cssbiBaromee TIM-3 cpeacTso, Takoe kak TSR-

022), BBOAT cyOBeKTY OJHH pa3 B Tpu Heaenn (Q3W).

[00569] Cpenctso, Bo3aekcTByromee Ha LAG-3, MOKHO BBOJHTH B JIFOOOH 103€

WK COrj1aCHO CXEME BBCACHHUA J03bI, OIMHUCAHHOM B HACTOSIIEM JAOKYMCHTC.

[00570] B BapuaHTax OCyHIECTBIEHHUA CPEACTBO, Bo3aeicTByroniee Ha LAG-3,
BBOJAT B TOCTOSHHOM J03€, COCTABIAIOMIEH He Oonee uem mnpuOmmsurensHo 2500 mr,
npuomsuTenbHo 2000 mr unu npudnusutensHo 1500 mr. B BapmaHTax ocymecTBICHHA
CHOCOOBI 10 HACTOALIEMY H300PETEHHIO BKIFOYAIOT BBEJICHUE CPEACTBA, BO3IEHCTBYIOIIETO
Ha LAG-3, B mo3e, cocraBmsromed mpuOmu3uTeapHO 20 Mr, mpuOIM3HTenbHO 80 MT,
npuomu3uTenbHo 240 Mr,  mpuOnmusutTensHo 500 mMr,  mpuOmM3uTEnHHO 720 MT,
npuomu3uTenbHo 900 Mr, mpuOmmsurensHO 1000 Mr, mpuOmM3uTENHEHO 1200 MT,
npuomu3uTenbHo 1500 mr, mpubmusurensHo 1800 mr, mpuOmusuTensHo 2100 M,
npuomu3uTenbHo 2200 Mr wimm  npuOnu3uTensHO 2500 Mr. B HekoTOpBIX BapuaHTax
OCYLIECTBIICHUS CIIOCOOBI 10 HACTOSIIEMY H300PETCHHIO BKIIOYAIOT BBEICHHE CPEICTBA,
Bo3nmercTByromero Ha LAG-3, B J03€, COCTaBISIOMEH NPHONMH3UTEIBHO 1 MI/KT,
MPHONMH3UTEIPHO 3 MI/KT, mpuOmu3uTenbHo 10 MI/Kr, mpUOMM3HTENbHO 12 MI/KT,

MPHOMH3UTEIBHO 15 Mr/KT, mpuOIU3nTebHO 20 MT/KT HITH IPUOTHU3UTEITHHO 25 MT/KT.

[00571] B BapuanTax oCymiecTBIEHUsA CPEACTBO, Bo3zaeucTByromee Ha LAG-3,
BBOJAT B TOCTOSHHOM J03€, COCTABIAIOMEH He Oomee yem mnpuOmmsureabHo 1000 mr,
mpuomm3uTeabHo 1200 Mr, mpuOmmsutensHo 1500 mr, mpubmmsurensHo 1800 M,
mpuOmm3uTeabHO 2100 M, mpuOmmsuTenpHo 2200 Mr wimm npuOnusuTensHo 2500 mr. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS CPEICTBO, Bo3aeHcTByromee Ha LAG-3, BBOJAT B
MOCTOSTHHOM  703€, COCTaBIAIOMmEH He Oomee dyem npuOmmsurensHo 1000 wr,
npuOmm3uTeabHo 1200 Mr, mpuOmmsuTenmsHo 1500 MmT. B BapmaHTax OCyIECTBIIEHHUS
cpeactBo, BozneWcTByroniee Ha LAG-3, BBOAAT B TOCTOSHHOM [103€, COCTABISIOIIEH
mpuOTU3HTETbHO 20 MT, TOCTOSHHOW JO3bI, COCTaBISAIOMEH NPHOMH3IUTENbHO 80 MT,
MMOCTOSTHHOM JT03bI, COCTaBISIOMEN TpHOTU3UTENbHO 240 mr, mipubOmu3uTensHo 720 Mr,
npuommsuTeabHo 900 mr, mpuOmm3uTensbHO 1000 Mr, mpuOmm3uTenmpHO 1500 MT,
npuomm3uTeabHo 1800 mr, mpuOmmsutensHo 2100 mMr, mpuOmusutensHo 2200 Mr wWiH

npubmu3uTeabHo 2500 Mr. B BapmWaHTax OCYHIECTBIIEHHS CPEICTBO, BO3JACHCTBYIOIIECE HA
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LAG-3, BBOAAT B MOCTOSTHHOM J103€, COCTaBJIsOMEN mpuOm3uTenbHo 20 mr. B BapuanTax
OCYIIECTBIIEHHUS CPeACTBO, Bo3AcHcTByromee Ha LAG-3, BBOAST B NOCTOSAHHOW [103€,
cocraBaomend npuoOnmm3uTrensHo 80 mr. B BapmaHTax OCymecTBIEHHS CPEACTBO,
BozzaeicTByroniee Ha LAG-3, BBOZAT B MOCTOSHHOM 103€, COCTABIAIOIMIEH MPUOTH3UTEIHEHO
240 mr. B BapuaHTax OCYHIECTBIIEHHs CPEACTBO, Bo3ackcTByromee Ha LAG-3, BBOJAT B
MOCTOSTHHOM /103€, COCTABIAOMEN nMpuOIu3uTenpHo 720 Mr. B BapuaHTax OCyIIeCTBICHUA
cpeactBo, BozneucTByroniee Ha LAG-3, BBOAAT B TMOCTOSHHOM [03€, COCTaBISIOIIEH
npubmuzuTeabHo 900 Mr. B BapumaHTax OCYINECTBICHHS CPEACTBO, BO3JACHCTBYIONIEE HA
LAG-3, BBOAAT B MOCTOSTHHOM /103€, cOCTaBysfomel npudmmsutensao 1000 mr. B BapuanTax
OCYLIECTBIICHHUs CPEACcTBO, Bo3AcHcTByromee Ha LAG-3, BBOAAT B NOCTOSAHHOW [103€,
cocTaBsAomend npuOausuTensHo 1500 Mmr. B BapuaHTax OCYINECTBIEHUS CPEICTBO,
Bo3zeHcTByroniee Ha LAG-3, BBOJAT B MMOCTOSSTHHOM J103€, COCTABIIAIOIMIEH MPHOITH3UTEITEHO
1800 mr. B BapmaHTax OCYyIIECTBIEHHUS CPENCTBO, Bo3aeHcTByromee Ha LAG-3, BBOIAT B
MOCTOSTHHOH J103€, COCTAaBJIIOMIEH puOH3uTeabHo 2100 mr. B BapuaHTax oCymecTBICHUS
cpenctso, BosacHcTByromee Ha LAG-3, BBOAAT B MOCTOSHHOW /03€, COCTaBJISAIOIIEH
npuomm3uTeapHo 2200 Mr. B BapwaHTax OCYHIECTBIIEHHS CPEICTBO, BO3JICHCTBYIOIIEE Ha
LAG-3, BBOAAT B MOCTOSIHHOM J103€, COCTABJIOIEH MpuoOm3uTebHo 2500 Mr. B BapuanTax
OCYHIECTBIICHH CPEICTBO, Bo3aewcTByromee Ha LAG-3, BBOJAT B 03¢ MPUOITH3UTEIIHBHO
3 mr/kr, mpuOIM3HTeNbHO 10 MI/KT, TPHOMH3UTENBHO 12 MI/KT, MPUOIU3UTEFHO 15 MT/KT,
MpHOMH3UTEHHO 20 MI/KT WM TPUONMH3HTENRHO 25 Mr/kr. B BapmaHTax OCyIIecTBICHHS
cpenctso, BozaekcTyromee Ha LAG-3, BBOIAT CyObeKTy oauH pa3 B Hexemo (Q1W), oqun
pa3 B aBe Hemenu (Q2W), oauH pa3 B Tpu Heaemn (Q3W), oauH pa3 B uetsipe Henenu (Q4W),
oJvH pa3 B ATk Heaenb (Q5SW), onuH pa3 B mecTh Heaenb (QOW), oauH pa3 B ceMb HEACIb
(Q7W) unm ommH pa3 B BoceMb Heaenb (Q8W). B BapmaHTax OCYIIECTBIEHHUS CPEIACTBO,
Bo3aeHcTByronee Ha LAG-3, BBoaAT cyObeKTy 01H pa3 B ase Heaenu (Q2W). B BapmanTax
OCYIIECTBIIEHHUS CPEACTBO, Bo3AcHcTByromee Ha LAG-3, BBOAAT B TOCTOSAHHOW [103€,
cocTaBsromerd npuOmm3uTenbHo 240 Mr, TpuOTM3UTENEHO 720 MT, TPHONTH3HTEIHHO
900 mr, mpudmu3uTenbHO 1000 MT Wi puOH3uTeNbHO 1500 MT, CYOBEKTY OUH pa3 B JBE
veaemn (Q2W). B BapmaHTax OCYHIECTBIIEHHS CPEACTBO, BosjaekcTByromee Ha LAG-3,
BBOJAIT B J103€, COCTABJISIIONICH MPUOIM3UTENFHO 3 MI/KT, TPUONMH3UTENbHO 10 MI/KT,
MPUOTU3HTETHFHO 12 MT/KT, PUOM3UTENIBHO 15 MT/KT, CYOBEKTY OJHH Pa3 B JIBE HEACITH

(Q2W). B BapmanTax OCYHIIECTBIIEHHS CPEACTBO, Bo3acwcTByromee Ha LAG-3, BBOIAT
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cyobekty oauH pa3 B Tpu Hemenu (Q3W). B HekoTOphIX BapuaHTaX OCYMIECTBIICHHS
cpeactBo, BozneWcTByromiee Ha LAG-3, BBOAAT B TOCTOSHHOM [103€, COCTaBIISIOLIEH
npuOmm3uTenbHo 720 Mr,  mpuOnm3uTensHO 900 mMr,  mpuOmm3utTenmsHOo 1000 M,
npuOmmsuTeabHo 1500 mr, mpuOmmsutensHo 1800 mr, mpubmusurensHo 2100 wmr,
npubmu3uTeIbHO 2200 MT Hu puOIM3uTeIbHO 2500 MT, CyOBEKTY OJMH pa3 B TPU HEACITH
(Q3W). B BapnaHTax oCyIIeCcTBIECHUA CPENCTBO, Bo3aeHcTByromee Ha LAG-3, BBOIAT B 103€,
COCTABIAIOMEN TPUOMH3UTENBHO 10 MI/Kr, TpHOMH3UTENBHO 12 MTI/KT, TPUOMH3UTEIHHO
15 mr/kr, mpubmu3uTenbHO 20 MI/KT WM MPUOH3UTENBHO 25 MT/KT, CyOBEKTY OJHMH pa3 B
Tpu Henenu (Q3W). B BapuaHTax ocyniecTBIEHUs CPENCTBO, HanpaBiaeHHoe npoTtuB LAG-3,
MpeAcTaBseT cooou noymmmnentua, coaepskamuid CDR-H1, onpenenennyro mox SEQ ID NO:
5; CDR-H2, onpenenennyto moa SEQ ID NO: 6; CDR-H3, onpeaenennyro nog SEQ ID NO:
7, CDR-L1, onpenenennyto nog SEQ ID NO: 8; CDR-L2, onpenenennyro noa SEQ ID NO:
9; u CDR-L3, onpeaenennyro nox SEQ ID NO: 10. B BapuanTax ocyImecTBICHHS CPEACTBO,
HanpaeiaeHHoe mpotuB LAG-3, mnpeacraBmsieT coOOW TOMWUNENTHI, COAEPKAIIHH
AMHHOKHCIIOTHYIO  ITOCIIEIOBATEIbHOCTh  BAPHAOETBbHOM  OOJNIACTH  THKEIIOW  IIETH,
XapakTepusyrolyrocsa mo Mmenbimei mepe 80%, 85%, 90%, 95% unu 98% HIEHTUYHOCTHIO
nocnenoBatenbHocTH ¢ SEQ ID NO: 3; M aMUHOKHCIOTHYIO MOCJEI0BATENbHOCTD
BapHaOEIIbHOM 00JIACTH JIETKOH 1IETH, XapaKTepH3YIOMyocsa o MeHbmed mepe 80%, 85%,
90%, 95% umn 98% uaenTHuHOCTHIO TIocnenoBatenbHOCcTH ¢ SEQ ID NO: 4. B BapuanTax
OCYNIIECTBIICHHA CPEACTBO, HampaBiecHHoe mpotuB LAG-3, mpexacraBmser coOOH
MOJIUMENTHA, COJAEPKAIMUA TOJUNENTHAHYI0 TOCIEA0BATEIbHOCTh TKENOW  LIETH,
XapakTepusyrolnyrocsa mo Mmenbiei mepe 80%, 85%, 90%, 95% unu 98% HIEHTUYHOCTHIO
nocneaoBarenbHocTH ¢ SEQ ID NO: 1 wmm SEQ ID NO: 21; U nomunenTHaHyO
MOCJIEI0BATEIbHOCTD JIETKOW LIEMH, XapaKTepU3yIIIyrocs mo MeHblned mepe 80%, 85%,
90%, 95% wnma 98% wmaenTHuHOCTHIO TIocTeaoBatensHOCTH ¢ SEQ ID NO: 2 umu SEQ ID
NO: 22. B BapuaHTax OCYIIECTBIEHUSA CPEACTBO, HampaBlieHHOe mpotuB LAG-3,

npeactapiseT coooit TSR-033.

[00572] B BapmaHTax oCymiecTBIIEHHs CPEACTBO, BO3acHcTByromee Ha PD-1
(mammpumep, cBaspBatomee PD-1 cpenctso, Takoe kak TSR-042), BBOIAT B TOCTOSHHOM 103€,
coctapsomed mpuodmmsuTennbkHo 500 Mr, W CcpeacTBo, Bo3jAcHcTByromee Ha TIM-3
(manpumep, cesaspiBaroniee TIM-3 cpeactBo, Takoe kak TSR-022), BBOAST B MOCTOSHHOM

J03€, COCTABJISIOMEN MpuOM3uTeNbHO 300 MT.
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[00573] B BapmaHTax oCymiecTBIEHHsS CIMOCOO BKIIFOUAET BBEICHHE CPENCTBA,
BO3/eHcTBYrONEeT0 Ha PD-1 (Hanpumep, csaspiBatomero PD-1 cpeactsa, Takoro kak TSR-
042), B HaUYaIbHOM TTOCTOSIHHOW J103€, COCTaBIIIONIEeH MpuoOmm3uTebHo 500 Mr; cpencTsa,
Bo3nercTByroniero Ha TIM-3 (Hanpumep, cea3piBaroniero TIM-3 cpeactsa, Takoro kak TSR-
022), BBOIUMOTO B HAYAJIbHOM TTOCTOSTHHOM /103€, COCTaBISAIOMEN Tpudmu3uTeabHo 300 Mmr;
U cpeacTBa, Bo3aencTByromero Ha LAG-3, BBOAUMOT0 B MOCTOAHHOM J03€, COCTaBIIAIOIICH
npuOmM3uTENHHO 20 MT, puOIM3UTENBHO 80 MT, MpUOIM3UTENbHO 240 MT, TPUOTH3UTETHHO
500 mr, npubnusutenpHo 720 mr, mpuOmu3uTtenbHO 900 mr, mpubmuzurensHo 1000 MT,
npuomsutenbHo 1200 mr, mpuOmmsutensHo 1500 mr, mnpubmusurensHo 1800 wmr,
npuom3uTenbHo 2100 mr, mpuOmusurensHo 2200 mr wnmu npuOnusutensHo 2500 mr. B
BAapUAHTaX OCYIIECTBICHUS CPEACTBO, Bo3aeucTByromee Ha LAG-3, BBOAAT B MOCTOSTHHOM
103€, COCTaBIAIOIMEH mnpHOMM3uTENbHO 20 MT, TIOCTOSHHOM [103€, COCTaBIIOLICH
mpHOMH3UTETFHO 80 MT, TIOCTOSTHHOM 1103€, COCTAaBJIAIOMIEH MPUOTU3UTENbHO 240 MT, WH
MOCTOSHHOM J103€, COCTaBIIonIeld npudamsurensao 720 Mr. B BapuaHTax OCyIIeCTBICHHUS
cpenctso, BosacHcTByromee Ha LAG-3, BBOAAT B MOCTOSHHOW /03€, COCTaBJISAIOIIEH
npuOmm3uTeabHo 240 mr,  mpuOmm3uTensHO 500 Mr,  mpuOmM3uTeNnpHO 720 MT,
npuomm3uTeabHO 900 Mr wimm mpubmu3uTenpHo 1000 Mr. B BapmaHTax OCYIIECTBICHHS
BBEJICHHE KaXKIOTO U3 CPEACTBA, BO3AEUCTBYIOMEro Ha PD-1, cpeactsa, BO3AECUCTBYIOMIETO
Ha TIM-3 u cpeacrtsa, Bo3aeicTByromero Ha LAG-3, oCymecTBISIOT OUH Pa3 B TPH HEACITH
(Q3W). B BapmaHTax OCYIIECTBIECHUS CPEACTBO, HampapieHHOe mpoTB LAG-3,
MpeacTaBIaeT cooom mommentua, comepskamuidt CDR-H1, onpenenennyro mox SEQ ID NO:
5; CDR-H2, onpenenennyto moa SEQ ID NO: 6; CDR-H3, onpeaenennyro noa SEQ ID NO:
7; CDR-L1, onpenenennyto o SEQ ID NO: 8; CDR-L2, onpenenennyro moa SEQ ID NO:
9; u CDR-L3, onpeaenennyto moa SEQ ID NO: 10. B BapuanTax oCyImecTBICHHS CPEACTBO,
HampaBieHHOe TpoTUB L AG-3, mnpeacTaBiasieT COOOW TOJNUIIENITHA, COJCPKAIIHMA
AMHUHOKHCJIOTHYIO ~ TIOCTIETOBATEIPHOCTh  BapHAOETbHOW  OONIACTH  TSDKENIOW  IIETIH,
XapakTepusyrolnyrocsa mo Menbimei mepe 80%, 85%, 90%, 95% unu 98% HaeHTUYHOCTHIO
nocnenoatenbHocTd ¢ SEQ ID NO: 3; M aMUHOKHCIOTHYIO MOCJEI0BATENbHOCTD
BapuaOEITbHOM 00JIACTH JIETKOH TETH, XapaKTepH3YIOMyocs mo MeHbmed mepe 80%, 85%,
90%, 95% unmu 98% unentuuHOCTHIO TIOcHenoBatenbHOCcTH ¢ SEQ ID NO: 4. B BapuanTax
OCYNIECTBIICHHA CPEACTBO, HampaBieHHoe mpotuB LAG-3, mpexacrasmser coOOU

TIOJIUIICIITUA, conepmamnﬁ ODOJUIICONTUAHYO  IMTOCICA0OBATCIIBHOCTD TSDKEJION IICTIN,
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XapakTepusyrolnyrocsa mo Menbimei mepe 80%, 85%, 90%, 95% unu 98% HaEeHTUYHOCTHIO
nocaeaoBarenbHocTd ¢ SEQ ID NO: 1 wmu SEQ ID NO: 21; U noJunenTuaHyrO
MOCJIEI0BATEIBHOCTD JIETKOW LIETH, XapaKTepU3yrllyrcs mo MeHbined mepe 80%, 85%,
90%, 95% nmm 98% wmuaenTHYHOCTRIO TTocaeaoBaTeabHOCTH ¢ SEQ ID NO: 2 mmu SEQ ID
NO: 22. B BapuaHTax OCYIIECTBIEHUSA CPEACTBO, HampaBlieHHOe mpotuB LAG-3,

npeacrasnseT coooit TSR-033.

[00574] Takme TpoiiHBIE KOMOWHUPOBAHHBIE CPEACTBA TEPANIMH MOKHO
MPUMEHATH IS JICUYEHUS TFOOO0TO M3 HAPYLICHHUH, KOTOPbIE YYBCTBUTENBHBI K MOJABICHHIO
LAG-3 (HanmpuMep, ONMHCAHHBIX B HACTOSAHIEM NOKyMeHTe). Hampumep, 3TH Tpo¥iHBIE
KOMOMHUPOBAHHBIE CPEACTBA TEPANMM MOYKHO NPUMEHATH AJIA JIEYECHUSA IMALMUEHTOB, Y
KOTOPBIX HMEETCS pakK, TakoH Kak B-kpymHokinerouHas num¢poma, THMOMA, OCTPHIH
MUEJIOUJHBIN JIEMKO3, OMyXO0Jb AHYKA, aACHOKAPLUHOMA JIETKOTO, HEMEIIKOKIIETOUYHBIN pak
JETKOT0, CBETJIOKJIETOYHBIA PAK MOYKH, PaK MOJIOYHOM >KENE3bl, TPHK/Ibl HETATUBHBIN paKk
mostouHo# skene3sl (TNBC), pak MOJIOYHOM JKeNne3bl, OTJITUYHBIH OT TPHKIBI HETATUBHOTO
(ormuunstit o1 TNBC), pak »xenmyaka, TNIOCKOKIETOUHBIH PaK JIETKOT0, ME30TEIMOMA, PaK
MO/DKEIYAOYHOM JKENe3bl, pak IIEWKH MAaTKH, pPaK TOJOBBI M INEH, MEJIaHOMA,
renaToleIUTIONIAPHAas KapLUMWHOMA, PaK HOCOIJIOTKH, pPaK TMHINEBOJAA, aJE€HOKAPLMHOMA
TOJICTOM KHUIIKH, KOJIOPEKTAJIBHBIN paK, KApLUUHOMY NPAMOU KHIIKH, XOJaHTHOKAPLUHOMA,
Pak 3HAOMETPHUA MATKH, CAPKOMA, PAK MOUYEBOTO MTy3bIPs, KAPLIMHOMY IMUTOBUIHOM JKEJIE3bI,
MANWLIPHBIA Pak MOYKH, MyJTbTH(POPMHAS TTHOOIACTOMA, PaK IMEUYEHH, KapIUHOCAPKOMa
MaTK{, (EOXPOMOIMTOMA, BBICOKOAM(QEpEeHIIUpOBAHHAS TIHOMA, XPOMOGOOHBIH

MOYEYHOKJIETOYHBIHN PaK, paK HAATIOYCYHNKA WITH YBEaIbHAs MEJIaHOMA.
Hneuoumopoir PARP.

[00575] B BapmaHTax OCymIECTBICHUA IOIMOJHUTENBHOE CPEACTBO TEPANUU

MPeACTaBIIET cOO0H HHruOUTOp ToNH( A JID-prbdo3a)nommumepasst (PARP).

[00576] B BapmanTtax ocymectenerus uHruOuTop PARP unru6oupyer PARP-1
n/vumu PARP-2. B HekoTOpHIX BapHaHTaX OCYIIECTBICHHUS CPEACTBO IMPEICTABIISIET COOOM
MaJyI0 MOJIEKYJTY, HyKJICHHOBYIO KHCJIOTY, TOJHIENTH (HATPHUMEDP, AaHTHTENO), YTIEBOJ,
JUOUA, METaNl WM TOKCHMH. B POJCTBEHHBIX BapHaHTaX OCYLIECTBIEHUA CPEACTBO
npeactasmieT codoit ABT-767, AZD 2461, BGB-290, BGP 15, CEP 8983, CEP 9722, DR
2313, E7016, E7449, ¢ny3zomapuo (SHR 3162), IMP 4297, INO1001, JPI 289, JPI 547,
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KOHBIOTAT MOHOKIOHANbHOE aHTHTENO0 B3-LysPE40, MP 124, supamapu6 (ZEJULA) (MK-
4827), NU 1025, NU 1064, NU 1076, NU1085, omamapu6 (AZD2281), ONO2231, PD
128763, R 503, R554, pykamapu6 (RUBRACA) (AG-014699, PF-01367338), SBP 101, SC
101914, cummumnapu0, Tamazomapud (BMN-673), Benumapu6® (ABT-888), WW 46, 2-(4-
(tpudropmernn)pennn)-7,8-quruapo-SH-tuonupano[4,3-d |mupumuana-4-0m1 U €ro comu
WIH TPOU3BOJHBIE. B HEKOTOPBIX CBA3aHHBIX BapPHAHTAX OCYIIECTBICHHUA CPEIACTBO
MPEACTABIAET COO0M HHUpanapuoO, ojamapuO, pyKamapuo, TaaazonapuoO, BEIHIIAPUO HITH UX
COMM WM TPOU3BOAHBIE. B ompeneneHHBIX BapHaHTaX OCYIIECTBIEHHS CPEACTBO
MPEACTABIAET COOOM HUpanapuO WK €ro COJb WM MPOU3BOJHOE. B HEKOTOPBIX BapHaHTax
OCYIIECTBJICHUA CPEACTBO MPEACTABIAET COOOH oamapu0d WM €ro COJb HIIM MPOU3BOJHOE.
B HEKOTOPBIX BapHAHTAX OCYIIECTBICHHS CPEACTBO NPEACTABIIET COOOU pyKanapuo WiIH ero
COJIb WJIM TPOU3BOAHOE. B HEKOTOPHIX BapHaHTaX OCYIIECTBIICHHUS CPEACTBO MPEICTABIACT
co00M Tamazomapu® WM €ro CoOjlb WM TPOU3BOJHOE. B HEKOTOPHIX BapHaHTax

OCYILIECTBJICHUS CPEICTBO MPEACTABIIET COOOH BEIMIIAPUO HITH €T0 COJb I IIPOU3BOITHOE.

[00577] Hupamnapwuo, (3S)-3-[4-{ 7-(amunOKApOOHMT )-2 H-HHAa3071-2-
W} (pSHUIT |IUIMEPUINH, TIPEACTABIAET COOOW MJOCTYIHBIA TPH TIEPOPATBHOM TPHEME
CUITbHBIH HHTHOUTOP Troym(aneHo3uHaudochar| ADP]-pudosa)nomumepasst (PARP)-1 u -2.
Cm. WO 2008/084261 (omybOmmkoBanuyto 17 wmrons 2008 roma), WO 2009/087381
(onmyomukoBannyr0 16 wromst 2009 romga) u PCT/US17/40039 (momannyto 29 wmions 2017
r0/1a), KaK/1asi U3 KOTOPBIX BKIFOYEHA B HACTOSIIMI JOKYMEHT ITOCPEJACTBOM CCHIJIKH BO BCEH

noHOTe. Hupamapu® wMokeT OBITh TMONY4YeH B COOTBETCTBHH CO cxemor 1 wu3

WO 2008/084261.

[00578] B HEKOTOpPBIX BapHAHTAX OCYIIECTBICHHA HHUPANApUO MOMKET OBITH
NOJy4eH B BUAe (papmaneBTHUECKH mpuemieMor comu. Crenpanucty B JaHHOM 00nacTH
TEXHAKH OyAET TOHATHO, YTO Takue (OPMBI COJIM MOTYT CYHIECTBOBATH B BHJE
COTTbBATHPOBAHHBIX WITH THAPATHPOBAHHBIX MOMMOP(GHBIX (hopM. B HEKOTOPHIX BapHaHTax

OCYIIECTBIICHHSA HUPANIapHO MOTy4eH B (hopMe THApATA.

[00579] B ompenencHHBIX BapuaHTaX OCYIIECTBICHHUS HUPAMAPUO TOTYYEH B
dbopMe TO3UIIATHOM CONA. B HEKOTOPHIX BapHaHTAX OCYMIECTBIICHUS HUPATIAPUO TIOTyYEH B
¢opme MOHOTHIpaTa TO3HIATa. MONEKYISIpHAsA CTPYKTYpPa MOHOTHAPATHOW COJTH TO3WIJIATA

HUpanapuoa moka3aHa HUKe:
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[00580] Hupanapu0 sBnseTcs CUIBHBIM U CEIEKTUBHBIM HHTHOUTOPOM PARP-1
u PARP-2 ¢ xonuenTpanues, odecrieunsaromieit 50% noxasnenue ot kouTpos (ICso) = 3,8
# 2,1 HM COOTBETCTBEHHO, U €TI0 CEJIEKTUBHOCTB ABIAETCS B IO MeHbIIEH mepe 100 pas3 Bbime
M0 CPAaBHEHUIO C JAPYruMH npeactasuremsiMu cemeiictBa PARP. Hupamapu0® momasmser
aktuBHOCTh PARP, ctumynuposanHyro B pesynbTare nospexacHus JIHK, BeizBanHOTO
A00aBIIEHUEM MEPEKUCH BOAOPOA, B PA3IUYHBIX TUHHUAX KIETOK MpH 1Cso M KOHIICHTpALHH,
obecnieunBaromeit 90% momasneHue ot KOHTPOI (ICo0), COCTABISIOTIMMH IPHOTUZHTETHHO

4 1 50 HM cOOTBETCTBEHHO.

[00581] B BapmaHTax OCYHIECTBIEHHS HHpamapuO BBOJAT B  JI03€,
SKBHBAJICHTHOH MpuOIu3uTenbHo 100 Mr cBOOOJHOTO OCHOBAHHS HUpamapuOa (HarmpuMep,
(apmanieBTHYECKH TPHUEMIIEMYIO COJIb HHUpamapuda, TaKyl0 KaKk MOHOTHIpPAT TO3MJIATa
HUpamapuOa, BBOJAT B J03€, DKBHBAICHTHOH mpuOMm3uTenbHo 100 Mr cBOOOTHOTO
OCHOBaHHMsA HHpamapuba). B BapmaHTax OCYyIIECTBICHHS HUpAmapuO BBOIAT B J03€,
SKBUBAJICHTHOW NpHOIU3UTEIbHO 200 MT ¢CBOOOAHOTO OCHOBAaHHS HHpamapuOa (Hampumep,
(apManeBTHIECKH TPHEMIIEMYIO COJIb HHpamapuOa, TaKyld KaK MOHOTHAPAT TO3WJIaTa
HUpamapuOa, BBOJAT B J03€, SKBHBAJCHTHOH mpuOmm3utensHo 200 Mr cBOOOTHOTO
OCHOBaHHMA HHpamapuOa). B BapmaHTax OCyIIECTBICHHS HUpAmapuO BBOIAT B J03€,
SKBUBAJICHTHOW NpHOMU3UTEHHO 300 MT cBOOOAHOTO OCHOBAaHHS HHpamapuOa (Hampumep,
(hapManeBTUIECKH TPHEMIIEMYIO COJIb HHpamapuOa, TaKyld KaKk MOHOTHAPAT TO3WIIaTa
HUpamapuOa, BBOJAT B J03€, SKBHBAJCHTHOH mpuOmm3uTensHo 300 Mr cBOOOTHOTO

OCHOBaHUS HHUpaNapuoa).
N3aenust npoMbILLIEHHOT0 MPOU3BOACTBA.

[00582] B ogHOM acriekTe HACTOSMIETO W300PETEHHUS MPETYCMOTPEHO H3JEIHE
MPOMBIIIEHHOTO NPOM3BOACTBA, COAEPIKAIlee MaTepHaibl, NMPUMEHUMBIE IS JIEYECHHUS,
MPEAYNPEKACHUS W/WIH JUATHOCTHKH HAPYNICHWH, ONMHCAHHBIX Bhime. I3genwe
MPOMBIIIIEHHOTO TTPOU3BOACTBA MOKET COJIEPKATh KOHTEUHEP M STHKETKY WJIW BKJIAJBIII B

YIIAaKOBKY HA KOHTEHUHEPE WIIM CBA3aHHBIN C KOHTEHHEPOM. [loaxoasamume KOHTEUHEPBI MOTY T
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BKITIOYATh, HANPUMEP, OYTHUIKH, (PIIAKOHBI, DIMPHUIBL, MAKeTHl 1A [V pacTBOpPOB H T. 1.
KonTeliHeps! MOTYT OBITh HU3TOTOBIIEHBI U3 PA3JIMYHBIX MATEPHUAIIOB, TAKUX KaK CTEKIIO WIIH
miacTuk. KoHTeWHep MOKET CoAep:KaTh KOMITO3HMIIMIO, KOTOpas cama mo cebe Wi B
KOMOHWHAITUH C OPYrod KOMTO3UITHEH (h(DEeKTUBHA IS JICUCHUS, PEAYNPEIKIACHUAS W HITH
JAUAaTHOCTUKHA COCTOSHHUA M MOYKET MMETh CTEPUIIBHOE OTBEPCTHE IS TOCTyIa (HampuMmep,
KOHTEHHEP MOKET MPEACTABIATh COOOM MAKeT I BHYTPUBEHHOTO PAacTBOPA WK (DJIAKOH C
MPOOKOH, MPOKATBIBAEMON C TIOMOMIBIO HIJIBI JJIA TIOJKOXKHBIX UHBEKIWHK). [1o MeHbIIeH
MEpPEe OJHO AKTUBHOE CPEACTBO B KOMIIO3HMIIMHU MOKET MPEACTABIATH COOOH aHTUTENO IO
HACTOSIIEMY M300PETEHUIO. DTHUKETKA WM BKJIAJIBII B YIIAKOBKY MOTYT YKa3bIBaTh Ha TO,
YTO KOMITO3ULIUS MCTIONB3YETCS I JIEUEHUS] BBIOPaHHOTO cocTosiHUA. Kpome Toro, usaenue
MPOMBIIIIJIEHHOTO MPOU3BOICTBA MOKET COJIEPKATh (a) MEPBBIH KOHTEHHEP C COJIEPIKAIIEHCs
B HEM KOMIIO3UIHEH, T/Ie KOMITO3UIIHS CONEPKUT AHTUTETIO IO HACTOAIEMY H300PETEHHIO,
1 (b) BTOpPO¥ KOHTEHHEP C COAEPIKANIEHCS B HEM KOMITO3HIIUEH, TA¢ KOMITO3UITUS COACPIKHUT
JOTMONHUTEIIPHOE LIMTOTOKCHYECKOE WM HMHOE TEPaneBTHYECKOE CpeacTso. IM3penme
MIPOMBIIUIEHHOTO TMPOM3BOJACTBA B O3TOM BApUAHTE OCYLIECTBICHUS HACTOSLIETO
HU300PETCHUSA MOKET JTOTIOTHHTEIBHO COACPKATh BKIIAJBIII B YIIAKOBKY, YKA3bIBAFOIIHM, YTO
JaHHBIE KOMIO3HIIMH MOYKHO WCIIONB30BAaTh IS JICYEHUS KOHKPETHOTO COCTOSHHSL.
ATBTEPHATHBHO WM JOTIOJHHUTEIBHO, W3JEJIHE MPOMBIIIJICHHOTO MPOU3BOACTBA MOJKET
JAOTIOJTHUTEITFHO ~ COJEP’KaTh  BTOPOM (WM TPETHH) KOHTEHWHEpP, COAECpPIKAIIHAN
(dapManeBTHYECKH TIpUeMJIEMbIH Oydep, TakoW Kak OakTepHOoCcTaTHYeCKas BOJA IS
unbekimin (BWFI), docharno-Oydepusiii coneBoit pactBop, pactBop Purrepa u pactop
AEKCTpo3bl. Kpome TOro, OH MOKET BKIIOYATH APYTHE MATEPHAIbBI, HEOOXOIHUMBIE C
KOMMEPYECKOH W TIOJTh30BaTEILCKON TOUEK 3PCHHS, BKITFOUAas Apyrue Oydepsl, pazoaBuTEH,

(UIBTPHI, UTITBI ¥ TITPHULIBL.

[00583] B mHacTosmeM W300peTCHHH TAaKKe TMPETYCMOTPEHBI BBIICIICHHBIC
MOCJIEI0BATENIBHOCTH HYKJIEHHOBON KHUCIIOTHI, KOAUPYIOIIHE MOJHUIIENTHABI 111 CPEACTB HA
ocHoBe aHTuTeNa K LAG-3 M MX KOMIOHEHTOB. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHUSA
HYKJIEMHOBas KHUCJIOTa KOJHUPYET CPEACTBO Ha OcCHOBe aHthTena K LAG-3 wumm ero
KOMIIOHEHT. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHHUS HYKICHHOBAas KHCJIOTa KOJHUPYET
TSDKENYIO TIeTTh W/HJTH JIETKYFO TIeTIh CPecTBa Ha ocHOBe aHTuTena Kk LAG-3. B HekoTophix
BAPHUAHTAX OCYINECTBICHUS HYKJICHHOBAsA KUCI0TAa KOJUPYET MOJIUNENTH]L TSHKEIION LETH U3

SEQ ID NO:1 unu 21. B HEKOTOpBIX BapuUaHTaX OCYIIECTBIEHUS HYKIEHUHOBas KHCIIOTA
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koaupyeT monunentun jgerkod menu u3z SEQ ID NO:2 unu 22. B HEKOTOPBIX BapHaHTax
OCYHIECTBIICHHA HYKJICHHOBAsI KUCIOTa KOAUPYET BapHAOCTHHBIA JOMEH TSHKEJION TETH U3
SEQ ID NO:3. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHUS HYKIEHMHOBasA KHCIOTa KOJUPYET
BapuadenmpHbii gomeH Jjerkor mend w3 SEQ ID NO:4. B HekoTophIX BapuaHTax
OCYHIECTBIICHHA HYKJIEMHOBAs KHCIIOTa KOJAHPYET BAPHUAOCITHHBIM JOMEH TSKEIOW IICTIH,
KOTOpPBIN coaepskut 1, 2 unmu 3 mocnenoBarensHocTr CDR, BBiOpanusie n3 SEQ ID NO: 5-7.
B HekoTOpbhIX BapuaHTaxX OCYINECTBICHHS HYKIIEMHOBAS KHCIIOTa KOTUPYET BapHaOETbHBIH
JOMEH TSKENOM Lenu, KOTOpei coxepxkut 1, 2 wmm 3 mocinegoBatenbHOocTH CDR,

BeiOpannbie u3 SEQ ID NO: 8-10.
NEPEYEHB NOCJEJTOBATEJIBHOCTEM

[00584] SEQ ID NO: 1 - [IlorHopa3smepHas  aMHUHOKHMCIIOTHas

MOCIIEAOBATEILHOCTD TSKEIIOH LIETH C CUTHAJIBHOW MOCIEA0BATEIbHOCTHIO. HOI[‘{epKHyTaSI,

HE BBIICTICHHAS JKUPHBIM HIPU(PTOM IOCIETOBATEIBHOCTh UACHTH(PHIUPYET CUTHAIBHYIO
MOCJIEIOBATEIbHOCTD, BBIJCIIEHHA KYPCHBOM IOCJTIEIOBATENIEHOCT HACHTU(PHUIMPYET
koHcTaHTHBIH toMeH HC v4 1gG, npudem cTaOunmu3upyromas MyTalus ¢ 3aMEHOM CepyuHa Ha
NPOJIMH  TOKAa3aHa JKUPHBIM  mpupTOM 0O€3 TOAYEPKHUBAHUS, 3aNITPHUXOBAHHAS
MOCIIEIOBATEIBHOCTh HACHTH(HUIIMPYET MIAPHHUPHYIO O0NAacTh, U CAUT TJIMKO3WIHPOBAHUS

(N291) BbIAETECH KUPHBIM IPH(TOM H TTOTICPKHBAHUAEM.

MDWTWRILFLVAAATGAHSEVQLVQSGAEVKKPGATVKISCKASGFSIKDD
YIHWVQQAPGKGLEWMGWIDAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSL
RSEDTAVYYCTYAFGGYWGQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVK
DYFPEPVTVSWNSGALTSGVHTFPAVLOSSGLYSLSSVVIVPSSSLGTKTYTCNVDHKPSN
TKVDKRVESKYGPPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVICVVVDVSQEDP
EVOFNWYVDGVEVHNAKTKPREEQENSTYRVVSVLTVLHQOQDWLNGKEYKCKVSNKGLP
SSIEKTISKAKGOPREPQVYTLPPSQEEMTKNQVSLTCLVKGEYPSDIAVEWESNGQPEN
NYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVEFSCSVMHEALHNHYTQKSLSLSLGK

[00585] SEQ ID NO: 2 — [llorHopa3mepHas  aMHUHOKHCIIOTHAs

ToCICA0BATCIIbHOCTD JIETKOM OCIum € CUT'HAJIbHOM MOCIEI0BATEIbHOCTBIO. HOI["IepKHYTaSI, HC

BBIICIICHHAA KHUPHbIM IJ_IpI/I(i)TOM IIOCICA0OBATCIIBHOCTD I/II[eHTI/I(i)I/II_[I/IpyeT CUTHAJIbHYIO
nocacaoBaTCIIbHOCTh, a BBIACICHHAA KYPCHUBOM IMOCICAOBATCIBHOCTD I/II[GHTI/I(bI/II_[I/IpyeT

koHcTaHTHBIA JomeH LC IgG.
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MDMRVPAQLLGLLLLWLRGARCDIVMTQTPLSLSVTPGQPASISCRSSQSLV
HSDSNTYLHWYLQKPGQSPQLLIYLVSNRFSGVPDRFSGSGSGTDFTLKISRVEAED
VGVYFCGQSTHVPYAFGGGTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYP
REAKVOWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQG
LSSPVIKSFNRGEC

[00586] SEQ ID NO: 3 - AMUHHOKHCIOTHas TIOCTEA0BATEIBHOCTD

BapuaOEIIbHON 00IaCTH TSHKEION LETTH

EVQLVQSGAEVKKPGATVKISCKASGFSIKDDYTHWVQQAPGKGLEWMGWI
DAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSLRSEDTAVYYCTYAFGGYWG
QGTTVTVSS

[00587] SEQ ID NO: 4 — AMUHOKHCIOTHas TMOCJEA0BATEILHOCTD

BapHaOeIbHOM 00JIACTH JICTKOM IIETIH

DIVMTQTPLSLSVTPGQPASISCRSSQSLVHSDSNTYLHWYLQKPGQSPQLLIY
LVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCGQSTHVPYAFGGGTKVEI
K

[00588] ITox SEQ ID NO: 5-7 — AMuHOKHCIIOTHBIE TTocnegoBaTeIbHOCTH CDR 1,

CDR2 u CDR3 Tsx€5101 1IETTH COOTBETCTBEHHO
SEQ ID NO: 5 -DDYIH
SEQ ID NO: 6 - WIDAMNDDSQYSSKFQG

SEQ ID NO: 7 - AFGGY

[00589] ITonr SEQ ID NO: 8-10 — AMHHOKHCIIOTHBIE TOCIIEIOBATEILHOCTH

CDRI1, CDR2 u CDR3 nerkoi nemns COOTBETCTBEHHO
SEQ ID NO: 8 - RSSQSLVHSDSNTYLH
SEQ ID NO: 9 - LVSNRFS
SEQ ID NO: 10 - GQSTHVPYA

[00590] SEQ ID NO: 11 -  TIlonHopasmepHas  KOIHMpyromas

MOCTIETOBATEIFHOCTD TSDKENOH 1eTH (0T 5’ K 37) ¢ CHTHAIbHOM TOCTIEI0BATEIEHOCTERIO

ATGGACTGGACCTGGAGGATCCTCTTCTTGGTGGCAGCAGCCACAGGTGC

CCACTCCGAGGTGCAGCTGGTGCAGTCCGGCGCTGAGGTGAAGAAGCCTGGCG
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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—  TIlonHopa3smepHas  KOIHMpyromas

MOCTIETOBATENNFHOCTD JIETKOH LenH (0T 5° K 3) ¢ CUTHAIBHOM TTOCIIEI0BATENHHOCTHIO

ATGGACATGAGGGTCCCCGCTCAGCTCCTGGGGCTCCTGCTACTCTGGCT
CCGAGGTGCCAGATGTGACATCGTGATGACCCAGACACCCCTGTCCCTGTCCGT
GACACCTGGACAGCCCGCCTCCATCTCCTGCAGGTCCTCCCAGTCCCTGGTGCA
CTCCGACTCCAACACCTACCTCCACTGGTACCTGCAGAAGCCTGGCCAGTCCCC
CCAGCTGCTGATCTACCTGGTGTCCAACCGGTTCAGCGGCGTGCCTGACAGGTT

CAGCGGAAGCGGCTCCGGCACCGACTTCACCCTGAAGATCTCCAGGGTGGAGG
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CCGAGGATGTGGGCGTGTACTTCTGCGGCCAGTCCACCCACGTGCCCTATGCTT
TCGGCGGCGGCACCAAGGTGGAGATCAAGCGTACGGTGGCTGCACCATCTGTCT
TCATCTTCCCGCCATCTGATGAGCAGTTGAAATCTGGAACTGCCTCTGTTGTGTG
CCTGCTGAATAACTTCTATCCCAGAGAGGCCAAAGTACAGTGGAAGGTGGATA
ACGCCCTCCAATCGGGTAACTCCCAGGAGAGTGTCACAGAGCAGGACAGCAAG
GACAGCACCTACAGCCTCAGCAGCACCCTGACGCTGAGCAAAGCAGACTACGA
GAAACACAAAGTCTACGCCTGCGAAGTCACCCATCAGGGCCTGAGCTCGCCCGT
CACAAAGAGCTTCAACAGGGGAGAGTGTTGA

[00592] SEQ ID NO: 13 — Kogupyromas mociae 0BaTelIbHOCTh BApHAOEITbHON

obmactu TsKenol e (ot 5° k 37)

GAGGTGCAGCTGGTGCAGTCCGGCGCTGAGGTGAAGAAGCCTGGCGCCA
CCGTGAAGATCTCCTGCAAGGCCTCCGGCTTCAGCATCAAGGACGACTACATCC
ACTGGGTGCAGCAGGCCCCCGGAAAAGGCCTGGAGTGGATGGGCTGGATCGAC
GCCATGAACGACGACTCCCAGTACTCCAGCAAGTTCCAGGGCAGGGTGACAAT
CACCGTGGACACCTCCACCAACACCGCCTACATGAAGCTGTCCTCCCTGCGGTC
CGAGGATACCGCCGTGTACTACTGCACCTACGCCTTCGGCGGATACTGGGGCCA
GGGCACCACAGTGACCGTGTCCTCC

[00593] SEQ ID NO: 14 — Kogupyromas mocje0BaTeIbHOCTh BApHAOESITBHOM

oOmactu nerkow ren# (ot 5’ k 37)

GACATCGTGATGACCCAGACACCCCTGTCCCTGTCCGTGACACCTGGACA
GCCCGCCTCCATCTCCTGCAGGTCCTCCCAGTCCCTGGTGCACTCCGACTCCAAC
ACCTACCTCCACTGGTACCTGCAGAAGCCTGGCCAGTCCCCCCAGCTGCTGATC
TACCTGGTGTCCAACCGGTTCAGCGGCGTGCCTGACAGGTTCAGCGGAAGCGGC
TCCGGCACCGACTTCACCCTGAAGATCTCCAGGGTGGAGGCCGAGGATGTGGG
CGTGTACTTCTGCGGCCAGTCCACCCACGTGCCCTATGCTTTCGGCGGCGGCAC
CAAGGTGGAGATCAAG

[00594] ITog SEQ ID NO: 15-17 — Koaupyromue nocnenosarenbHoct CDRI1,

CDR2 u CDR3 tsmxenoit menu (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] [Tog SEQ ID NO: 18-20 — Koaupyromue nocnenosarenbHoct CDRI1,

CDR2 u CDR3 nerko# e (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 - IlocmenoBaTembHOCTh TDKEIOW IemH 0e3

CHIHAJIbHOT'O IICIITHAA

EVQLVQSGAEVKKPGATVKISCKASGFSIKDDYIHWVQQAPGKGLEWMGWI
DAMNDDSQYSSKFQGRVTITVDTSTNTAYMKLSSLRSEDTAVYYCTYAFGGYWG
QGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTS
GVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGP
PCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWY VDG
VEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKT
TPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00597] SEQ ID NO: 22 — ITocae10BaTe IbHOCTD JICTKOM IIETTH 0€3 CHTHAJTBHOTO

nernTuaa

DIVMTQTPLSLSVTPGQPASISCRSSQSLVHSDSNTYLHWYLQKPGQSPQLLIY
LVSNRFSGVPDRFSGSGSGTDFTLKISRVEAEDVGVYFCGQSTHVPYAFGGGTKVEI
KRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQES
VTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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[00598] SEQ ID NO: 23 - BapuaOenpHbIi TOMEH TSDKEIOH LIETH CPECTBA HA

ocHOBe anturena Kk PD-1

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYQDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSA

[00599] SEQ ID NO: 24 - BapuaOenpHbIii JOMEH JIETKOW IIETIH CPEICTBA HA
OCHOBeE aHTuTEeNa K PD-1

DIQLTQSPSFLSAYVGDRVTITCKASQDVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKR

[00600] [TocnenoBatensHOCcTH CDR cpencta Ha ocHOBe aHTHTENa K PD-1

HC — CDRI1 GFTFSSYDMS SEQ ID NO: 25

HC — CDR2 TISGGGSYTY SEQ ID NO: 26

HC — CDR3 PYYAMDY SEQ ID NO: 27

LC - CDRI1 KASQDVGTAVA SEQ ID NO: 28

LC — CDR2 WASTLHT SEQ ID NO: 29

LC — CDR3 QHYSSYPWT SEQ ID NO: 30
[00601] [TomumenTup Tsoxenon mermu antutena k TIM-3 (SEQ ID NO:31)

EVQLLESGGGLVQPGGSLRLSCAAASGFTFSSYDMSWVRQAPGKGLDWVST
ISGGGTYTYYQDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASMDYWGQ
GTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSG
VHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKY GPP
CPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGV
EVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISK
AKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTT
PPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00602] [Tomumentup merko# rienw antutena k TIM-3 (SEQ ID NO:32)

DIQMQSPSSLSASVGDRVTITCRASQSIRRYLNWYHQKPGKAPKLLIYGASTL
QSGVPSRFSGSGSGTDFTLTISSLQPEDFAVYYCQQSHSAPLTFGGGTKVEIKRTVAA
PSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDS
KDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

[00603] [TocnenoBatenbHOCTH CDR cpencta Ha ocHOBe aHTUTENa K TIM-3
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HC — CDR1 GFTFSSYDMS SEQ ID NO: 33
HC — CDR2 TISGGGTYTYYQDSVKG | SEQ ID 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] [MomumenTun Ttsoxemor 1enu anturena k PD-1 SEQ ID NO: 39

(mocnenoBarensHOCTH CDR)

EVQLLESGGGLVQPGGSLRLSCAASGFTFSSYDMSWVRQAPGKGLEWVSTIS
GGGSYTYYOQDSVKGRFTISRDNSKNTLYLQMNSLRAEDTAVYYCASPYYAMDYW
GQGTTVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALT
SGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYG
PPCPPCPAPEFLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVD
GVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTI
SKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYK
TTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

[00605] [MTomumenTun nerkor nemu antutena k PD-1 SEQ ID NO: 40

(mocnenoBarensHOoCcTH CDR)

DIQLTQSPSFLSAYVGDRVTITCKASODVGTAVAWYQQKPGKAPKLLIYWAS
TLHTGVPSRFSGSGSGTEFTLTISSLQPEDFATYYCQHYSSYPWTFGQGTKLEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

INPUMEPBI
Ipumep 1. Anaau3s aucyabhuanbix cesseil B TSR-033

[00606] B ostomM nmpumepe onumcaH —aHanu3 I[I/ICYJ'IB(bI/II[HBIX CBA3EH
WJUTIOCTPATUBHOTO cpeacTBa Ha ocHoBe aHthrena kK LAG-3 TSR-033, coaepkaiuero
soxenyro ternb moa SEQ ID NO: 21 u nerkyro uens noa SEQ ID NO: 22. AMUHOKHCIIOTHBIE
OCTaTKH, YIOMSHYTBIE B K&K/I0M pUMeEpe, MpoHyMepoBaHbl B cootBeTcTBHM ¢ SEQ ID NO:

21 u SEQ ID NO: 22.

[00607] [Tentuapl, pacuieruieHHbIe ¢ MoMONIpl0 Lys-C U TpUricuHa, TIATEIbHO
OTJIENSUIA U BBIABILIM ¢ moMolnbio aHanuza LC-MS B pesxxume peanbHoOro speMmeHu. Cssizy,

MPEICTABISAIONMUE COO0M AUCYNbPUAHBIE COSAUHEHUS, TOATBEPKIAA IyTEM CPaBHEHUS
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OOmMX WOHHBIX XpOMaTorpaMM B HeBoccraHaBimuBarommx (NR) ycmoBwsax wu
BOCCTAHABIMBAIOIINX yCIIOBUAX. Pacmernnenue ¢ momompto Lys-C u TpuncuHa 1ano BoceMb
conepkamux aucynbumayro cea3b (DS1-DS8) nentumos. Bee oM ObutH MOATBEPIKACHBI C
MOMOIIBI0O TOYHBIX MAacC TPH HEBOCCTAHABIMBAIOUINX YCIOBHAX, YTO JOMOJHUTEIHHO
MOJTBEPKAATOCH UCTOIIEHUEM 3THX TENTHIOB IyTEM BOCCTAHOBIEHHA. [13-3a HemomHOTO
paciernyieHus: ObLI0 0OHAPYKEHO AECBATH MeNTHAOB ¢ AByMs popmamu DSS (DS5a u DS5b),
U B OJHOM TeNTHAE Oblla TOKa3aHa YyHHUKAJbHAs IIapHUpPHAs oO0JacTb C JABYMSA
MEKLETOYECYHBIMU TUCYTbPUAHBIME CBs3AMHU (DS6). MnenTuduimposanu MexuenoyeqHble

Y BHYTPHLIETIOUEYHBIE TUCYTb(UAHBIE CBA3HU, U WIUTIOCTPATUBHBIE BAPHAHTHI PACTIONOKECHUS

IUCYNb(PUIHBIX CBSI3€H MOKa3aHbl B Tabauue 9.

Tabmuua 9. MnmocTpaTuBHble BapHaHTHI PACcTONOKEHHUA TUCYIb(PHUAHBIX CBA3ECH B

cinydae anturena k LAG-3

CaiiTbl cBSI3M
B
HC 6e3
CUTHAJIbHOM Caiit cBsi3u B Caiir cBsi3u B
nocje10BaTel HC ¢ LCc
Ne IMenTuabl, . .
pHOCcTH (SEQ CUTHAJIbHOM CUTHAJIbHOM
zmcy.m:qm coaepaalue ID NO:21) nocJjieoBaTe/ b | MOCJAeA0BaATE/ b
JAHOT aucyabuaHbIe
CBSI3H CBSI3H u HOCTBHO HOCTbHO
LC 6e3 (nonoxxeHue B | (IoJi0KeHHE B
curHajabHoii | SEQ ID NO:1) | SEQ ID NO:2)
nocjie10BaTel
pHOCTH (SEQ
ID NO:22)
DS1 DIVMTQTPLSLSV 45
TPGQP 115
ASISCR=VEAEDV
GVYFC LC23-LC93
GQSTHVPYAFGG
GTK
DS2 SGTASVVCLLNN 161
FYPR=V 221
YACEVTHQGLSS | DC139-LC199
PVTK
DS3 GEC_G(ISS}\{]FPLAP LC219-HC128 147 241
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CaiiTbl CBSI3H
B
HC 6e3
CHUIHAJIbHOM CaiiT cB9I13U B CaliT cBSI3U B
e ) P — MocJIe0BaTe HC ¢ LCc¢
) ’ pHOCTH (SEQ CUTHAJIbHOM CUTHAJIbHOM
zmcy.mi(bn coacpaatme ID NO:21) noc/jieoBaTe/lb | MocjaeA0BaTe b
JHOH aucyab(uaHbIe
CBSI3M CBSI3H u HOCTBIO HOCTBIO
LC 6e3 (mosioskeHue B | (MoJioKeHUe B
curHaabHoii | SEQ ID NO:1) | SEQ ID NO:2)
MocJie0BaTe/l
pHOCTH (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 chmtﬁczzo
PPCPAP
EFLGGPSVFLFpp | H223-HC223
K
DS7 TPEVTCVVVDVS 274
QEDPEV 334
QFNWYVDGVEV | HC255-HC315
HNAK=
CK
DS8 NQVSLTCLVK=W 380
QEGNV 438
FSCSVMHEALHN | HE361-HCA19
HYTQK

LC: nerkas nens;, HC: Tsokenas nenn

[00608]

JiBeraauaTh (12) BHyTPUIIETIOYEYHBIX TUCYTH(PUIHBIX CBIA3EH U YETHIPE

(4) MexxTIETIOUEYHBIE TUCYITb(UITHBIE CBA3H WLTFOCTPATHBHOTO CPEICTBA HA OCHOBE AaHTHUTEIIA

k LAG-3 noka3zanbl Ha (purype 11.
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Ipumep 2. MMonyyenue npodueii N-rnukanos B TSR-033

[00609] B >1OoM mpumepe omwmcano momydeHwe mnpodmiaed N-TIIHKAHOB IS
XapPaKTEPUCTUKU HWJUTFOCTPATUBHOIO cpeacTtBa Ha ocHoBe aHtutena k LAG-3 TSR-033,
coaepxamiero Tsoxenyro uenb SEQ ID NO: 21 u nerkyto uens SEQ ID NO: 22. Onpeaensnu
OTHOCHUTENIBHOE COJIEpP’)KAHME BHJOB TJIMKAHOB B IIPEMapaTe 3TOr0 WILTIOCTPATUBHOTO
anturena k LAG-3, KyIbTHBHPYEMOTO B KJIETKaX AWYHHUKA kutaiickoro xomsuka (CHO). Oto
WLTIOCTpaTUBHOE aHTUTENO K LAG-3 1eMOHCTPUPYET 3aHATHIN callT N-TTTMKO3UIMPOBAaHMA,
U BBIp@KEHHOE N-TITHMKO3UIMPOBAHHE B O3TOM CalTe TPEACTAaBISIET COOOM CMech
Pa3HOBUIHOCTEH OJIMTOCaXapuIoB, OOBIMHO HaOmromaeMbix Ha IgG, skcmpeccHpyeMbiX B

KYJIbTYP€ KJIETOK MJICKOIUTAOLIUX.

[00610] Hanpumep, N-rmmkansl BeicBOOOKIamM ¢ momommbio PNGaser F u
MeTwnu ¢ momompbo 2-AB ¢ mocnemyromum paszgenenHuem ¢ nomombo HILIC wu

obHapyxenueM pryopecueniun (FLD).

[00611] Caiitr rnukosunupoBanus aHtutena k LAG-3 Haxomutca mo N291

TSOKEJION LIETH.

[00612] NnmoctpaTuBHbIE aHAIWU3bl N-TTUKAHOB AJIA IBYX WJUTFOCTPATHUBHBIX
napTvii cpeacTsa Ha ocHoBe aHTUTeNna K LAG-3 nmokasansl B Tabauue 10. Kak nokasano B
taommne 3, ooHapykeHHble rmukaHbl BKouaroT GOF, G1F, G2F u Man-5, a taxke apyrue

PASHOBUAHOCTH OJIMTOCaxapuaoB.

Tabauua 10. Anaau3 N-TJIMKaHOB WIIOCTPATHBHBIX MAPTHII cpeacTBa Ha

ocHoBe anTurena k LAG-3

Bun HapTus 1* HapTus 2*

GOF 62,3% 70,2%

GIF 21,6% 14,3%

G2F 4,0% 2,1%

Man-5 3,7% 4,5%

Jpyrue Buab1 8,4% 8,9%

* KomaecTBa OTHOCATCS K TPOLIEHTHOM JI0JI€ OT CyMMAapHBIX
N-CBA3aHHBIX OJINTOCAXaPHJIOB.
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Ipumep 3. UccnenoBanus cBsizbiBaHus ¢ ucnojb3oBanuem TSR-033

CBs3pIBaHME TSR-033 c PEKOMOMHAHTHBIM PACTBOPHUMBIM WIH

IKCIIPECCUPOBAHHBIM HA KIeTOYHOU moBepxHocTH LAG-3

[00613] B sTomM mpumepe ommcaHO TONyYeHHE XapakTepHUCTHK apuHHOCTH
CBA3BIBAHHUA WJUIFOCTPATUBHOTO CpeAcTBa Ha ocHoBe aHtutena Kk LAG-3 TSR-033,

coaep:xamiero tsokenyro uenb SEQ ID NO: 21 u nerkyro uens SEQ ID NO: 22.

[00614] [ToBepxHOCTHBIN MIA3MOHHBIHN pe3oHaHe (SPR) nmpuMensmm nyst onieHKH
CBS3BIBAHUS WIUTIOCTPATUBHOTO CpeacTBa Ha ocHoBe aHtutena k LAG-3 mubo ¢
PEKOMOMHAHTHBIM PACTBOPHUMBIM, HJIH C SKCIIPECCHPOBAHHBIM HA KJIETOYHOH IMOBEPXHOCTH
LAG-3 denoBeka U sBAaHCKOTO Makaka (cyno) (tadauua 11), u ¢ SEB-crumynupoBaHHsIMH
YEJIOBEYECKUMH JOHOPCKUMH MOHOHYKJICAPHBIMHM KJIETKAMH TNEepUPEPUIECKON KPOBH
(PBMC) (¢urypa 2). Takum 00pazoM, WIDTFOCTPATUBHOE CPEACTBO HA OCHOBE aHTHUTENA K
LAG-3 cnocoOHO mpo4yHO CBA3BIBAThCA Kak ¢ pactBopumbiM LAG-3, tak u ¢ LAG-3,

SKCIPECCUPYEMBIM Ha KIETOYHON MOBEPXHOCTH.

Ta6muua 11. Ces3piBaHMe wWLIKOCTPaTHBHOrO aHTuTea k LAG-3 ¢
pexkomoOuHauTHbiM LAG-3
Kuneruueckue nmapamerpsoi (SPR) 3K§1ﬂe:cl<c?4 CI;IOO’"e
pactBopumoro LAG-3 pL A G‘g H

Bun Kaccon (MC)_I K mecon, (C)_l Kp (HM) ECso (HM)

LAG-3 1,3 x 10 1,3 x 104 0,95 0,8
YEeJI0BEKa

LAG-3 cyno 1,1 x 10 2,6 x 104 2,0 2,6

CHO = sauunuk kurtaiickoro xomsauka; ECso = momymakcumanbHas 3¢ pekTuBHAS

KOHUEHTpALHS; Kaccon, = KOHCTaAHTA CKOPOCTH accouuau; Kuccon = KOHCTaHTA

ckopocTu auccoumanuu; Kp = koHcTanTa paBHoBecus;, SPR = moBepXHOCTHBIN

TJTA3MOHHBIA PE30HAHC.

KOHI(VI)GHTHBIG HCCJIICAOBAHHSA JIMTAHAOB

[00615] B sToM mpumepe omricaHa criocoOHOCTh HIDTFOCTPATHBHOTO CPEACTBA HA
ocHoBe antuTena kK LAG-3 TSR-033 koHKypUPOBaTh ¢ PELIENITOPOM 3a CBA3BIBAHHUE JTUTAH/IA.
B wactHOCTH, B 3TOM TpHMepe NPHMEHSIOT KiIeTKH Daudi, KOTOpbIE IKCIPECCHUPYIOT
BbicOKME YypoBHHM »HHAoreHHoro MHC «kmacca [I W mHMpPOKO UCHONB3YHOTCA AJiA
xapakrepuctuku cBsa3bpiBaHus LAG-3:MHC xmacca II. (Huard et al. Proc Natl Acad Sci.

1997,94:5744-5749). Kak nmoka3ano Ha ¢urype 3A, WUTFOCTPATHBHOE CPEICTBO HA OCHOBE
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antuTela K LAG-3 saBIM€TCA CHIBHBIM AHTArOHHCTOM JTOr0 B3aHMOACHCTBHS, YTO
ONPEACICHO C TOMOINBIO AHAIM3a MPOTOYHOM LHUTOMETPUH, B KOTOPOM H3MEPSIOT
CIIOCOOHOCTh HWIUTIOCTPATHBHOTO CcpeAcTBA Ha oOcHOBe aHtuTena k LAG-3 Hapymarth

cesa3pBanue MeueHHoro DyLight 650 (DyL650) ciutoro 6enka LAG-3 ¢ 3TUMH KII€TKaMU.

TSR-033 Gmokupver cBsa3piBanue LAG-3/MHC-II, oneHeHHOE ¢ MOMOIIBI)

amaymsa LAG-3 ¢ pernopTepHBIM T€HOM

[00616] B 3TOoM nmpumepe onmcaHa ciocoOOHOCTH HIDTFOCTPATHBHOTO CPEACTBA HA
ocHose antutena k LAG-3 TSR-033 6nokuposats cBazbBanue LAG-3/MHC-I1, ouenennoe
¢ oMot aHanuza LAG-3 ¢ penoprepusiM reHoMm (¢urypa 3B). B yactHOCTH, B 3TOM
IpUMepe MPUMEHAIOT KIIETKU Raji, KOTOpbIe SKCIIPECCUPYIOT BBICOKHUE YPOBHU 3HIOTEHHOTO
MHC xnacca II. Kak noka3zano Ha ¢urype 3C u B COOTBETCTBUU C NPUBEJCHHBIM BBIILIEC
SKCIMEPUMEHTOM, B  OTJIMYHE OT H30TUIHYECKOTO  KOHTPOIA  (TPEyroJIbHUKH),
WUTIOCTPATUBHOE CPEACTBO Ha OCHOBE aHTHTENA K LAG-3 ABNA€TCA CUIBHBIM aHTArOHUCTOM
3TOr0 B3aUMOJEUCTBUS, YTO ONPEJEIIEHO C MOMOIIBI0 aHAJIN3a C PEMOPTEPHBIM TE€HOM, B
KOTOPOM M3MEPSAIOT CIIOCOOHOCTH MILTIOCTPATHBHOTO CPEACTBA HA OCHOBE aHTUTENa K LAG-
3 (kpyxkku) Hapymath cBsa3biBanue LAG-3, skcmpeccupyemoro Ha kjietkax Jurkat, c
kietkaMu Raji, sxcnpeccupyronmmvu MHC kmacca I, ¢ npuMeHeHHEM CUNUTBIBAHHS TaHHBIX

penoptepHoro reHa NFAT.

Ipumep 4. AkTUBaLUSsI NePpBUYHBIX YeoBeyecKUuX T-K/eTok in vitro ¢ nomMob0

TSR-033

[00617] B >ToM mpumepe ommcaHa criocoOHOCTh WIDTFOCTPATHBHOTO CPEACTBA HA
ocHoBe aHTUTEeNa K LAG-3 akTUBHUpOBaTH MEPBHYHBIE YeJIOBEUECKHE T-KIETKH in vitro. B
YAaCTHOCTH, B 3TOM NMPHUMEPE OLICHUBAIIM WILTIOCTPATHBHOE CPEACTBO HA OCHOBE aHTHUTENA K
LAG-3 TSR-033 B aHanm3e peakuuu cMemIaHHOM KyabTypsl uM¢ormtoB (MLR). B stom
anamuze MLR mepeuunbie yenoBeueckue CD4+ T-kneTku cMemmuBanu ¢ ACHAPUTHBIMU
KJIIETKAMHA MOHOLMTAPHOTO IMPOMCXOXKACHUA OT APYroro AOHOpa. B 3TMX uccnenoBaHUsAX
ACHOPUTHBIE KIETKH W amtoreHHble CD4+ T-kimeTkn HWHKYOMpPOBaNH B TPHCYTCTBHH
WJUTIOCTPATUBHOTO CPeACTBa HAa ocHOBE aHTUTeNa K LAG-3 Wiy U30TUMHYECKOTO KOHTPOJIA
B TeucHUE 48 4YacoB, a AKTUBAUHIO T-KIETOK ONPEACIBUIM MYyTEM H3MEPEHHS YPOBHS
cexpenmu nHTepaeikuHa-2 (IL-2). Kak mokazano Ha ¢gurype 4, HIUTFOCTPATHBHOE CPEACTBO

Ha ocHoBe aHTUTena kK LAG-3 10303aBUCUMBIM 00pa30M yBETMIHBAIIO TTpoaytupoBanue 1L-
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2. bomee Toro, 3TOT 3((EKT AOMONHHUTEIFHO YCHIMBAIA C TIOMOIIBI0 KOMOWHAIUU C
aaturenom K PD-1 B xonneHTpammu 2 v 20 HI/MII. DTH JaHHBIE JEMOHCTPHUPYIOT, YTO
omokuposanre LAG-3 ¢ mOMOMIBIO HILTIOCTPATHBHOTO CPEICTBA HA OCHOBE aHTUTENa K LAG-
3 OTAENbHO WM B KOMOWHAIIMA CO CPEACTBOM, BO3aeWcTByromuM Ha PD-1, moxer

MPUBOJIUTH K MOIITHOMY YCHJICHHIO aKTUBAIMH T-KIeToK (urypa 4).
IIpumep S. MoayaupoBaHue BbICB00O0XAeHHUS LUTOKUHOB ¢ noMoubo TSR-033

[00618] B 3TOoM nmpumepe onmcaHa ciocoOOHOCTh HIDTFOCTPATHBHOTO CPEACTBA HA
ocHose antutena k LAG-3 TSR-033 moxynmupoBate BBICBOOOK/IE€HHE LUTOKUHOB U3 SEB-
AKTUBHPOBAHHBIX T-KieTok in vitro. Konkperno, denoseueckue PBMC (ot 5 moHOpOB)
ctumynaupoBanu ¢ nomompio 100 ur/mn SEB B Tedyenme 3 aHe#, a 3aTeM OLIEHWUBAIA
unayuposanre IL-2. B 3Tux wmccnenoBaHusX ObUTO OOHApY)KEHO, YTO 00pabOTKa
WILTFOCTPATUBHBIM CPEICTBOM Ha OcHOBe aHtuTenma Kk LAG-3 mo3o3aBHcHMBIM 00pa3zoM
yBenmuuBana npoxyuuposanue 1L-2. Kpome Toro, neoiinas 61okaga LAG-3 u PD-1 mytem
00pa0OTKH KaK WIUTIOCTPATHBHBIM CPEICTBOM Ha OcHOBe aHTHTena Kk LAG-3, Tak u
WJUTIOCTPATHBHBIM CPEICTBOM Ha 0OcHOBE aHTHTENa K PD-1 TSR-042 npuBoauna k Oopriei

WHAYKIHH nipoayiapoBanus [L-2, yem moboe cpeacTro otaensHO (urypa S).

IIpumep 6. CpeacTBo MoHoTepanuu ¢ npuMeHeHuemM aHTUTE]l K LAG-3 u
KOMOUHUPOBAaHHOE CPEACTBO Tepanuu ¢ npumeHeHuem aHTtutesa K PD-1 u k TIM-3 B

MoOJeTd KCEHOTPAHCIJIAHTATHOI OMYyXO0JIH in Vivo

[00619] B »>toM mnpuMepe omnmcaHa XapakTEPUCTHKA HWIUTFOCTPATHBHOIO
JIETKOIOCTYITHOTO CpeacTBa Ha ocHOBE aHTHTeNna K LAG-3 COB7W (aHTHTENA K MBIIIHHOMY
LAG-3), oraenpHO WiH B KOMOWHAIIWH C WILTFOCTPATHBHBIM JIETKOIOCTYITHBIM CPEACTBOM Ha
ocHoBe aHTuTenma k PD-1 RMPI1-14 (anturenom & w™emmmHOMY PD-1) B Mozemwm
KCEHOTPAHCIUIAHTATHOM OMyXonH in vivo. B wactHOCTH, KieTku muMpombr A20 (MBIIIHHAS
muansa DLBCL; 200 000 k1eToK Ha MBIIIb) MOAKOKHO UMIUTAHTHPoBaM MbimaM Balb/c u
BbIpamuBamy omyxonu 10 30-50 MM a0 pargomusanmu (n=10 Ha Tpynmy) aiss 0OpabOTKH.
O6paboTKy TPOBOAMIA C TIOMOINBIO HM30THIHYECKOTO KOHTPOJS, HIDTFOCTPATHBHOTO
cpelcTBa Ha OCHOBe aHTUTENa K LAG-3, HITFOCTPaTUBHOTO CPEACTBA HA OCHOBE aHTHUTENA K
PD-1 wmn xomOuHamu cpeacts, HampasieHHbIX MpoTHB LAG-3 u PD-1. [lo3uposka ms

Kaka0ro coctasysiia 10 MI/Kr aBa pa3a B HEJIETTIO.
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[00620] HBoiitnas  Omokama PD-1 w LAG-3  mpomeMoHCTpHpOBana
JOTOHUTENBHYI0 MOTCHIIMPOBAHHYIO MPOTHUBOOITYXOJIEBYI0 aKTUBHOCTH 10 CPABHEHMIO CO
CPEACTBOM MOHOTepanuu, HampasiacHHbIM npotuB PD-1. Kak nokaszano Ha ¢urype 6,
onmokana LAG-3 nmena cuiipHOE CHHEPTETHYECKOE AEHCTBHE CO CPEACTBOM, HATIPABICHHBIM
Ha PD-1, B oTHOmEHWHM TOJaBICHHUA pocTa OmyXxonu (Ko3(HImEeHT B3aMMOAECHCTBUA

nexapcTBeHHBIX cpeacts CDI = 0,25).

[00621] W3 3THX MBIIIEH ¢ KCEHOTPAHCIUIAHTATOM Ha 36-U 1eHb N=4 Ha IPyIILy
YMEPLIBIIA W OLECHHUBAIM (DapMaKOJIMHAMHYECKHE H3MEHEHUS HMMMYHHBIX KIETOK B
ceneseHke. HaOmomanu mokasaTen 3HAYUTENBHOTO YBENWYEHUs mpoiudepupyroomux T-
KJIETOK B CEJIE3€HKE )KUBOTHBIX B KOMOMHUPOBAHHOW I'PYTIIE MO CPABHEHHIO CO CPEICTBOM,
HaIpaBleHHbBIM NpoTHB PD-1, 4ro cormacoBanock ¢ YCHIEHHOM HMMYHOCTHUMYJIALIMEH

(**p<0,01; ANOVA). Cm. ¢purypy 7.

[00622] BbDKMBIIUX JKHMBOTHBIX B KaKAOW rpymme (n=4 i CpeiacTsa,
Bo3acHcTByromero Ha PD-1, u n=6 nna cpencrsa, Bo3aeucTByromero Ha PD1, + cpeactso,
Bo3zelcTBytomee Ha LAG-3) KOHTPOIHPOBAIH B OTHOIIEHHH BBDKHBAEMOCTH 0€3 OITyXOJH
B TeueHHe 40 mHEW ¢ MOCHEAYIONIMM IMOBTOPHBIM BO3JACHCTBHEM € IOMOLIBKO KJIETOK
mumpombr A20 (200000 Ha MbIIb). B COOTBETCTBHHM C Pa3BUTHEM HWMMYHOJIOTHYECKOM
MaMSTH TTIOBTOPHBIA POCT OMYXOJIM HE HAOMIOAATd HHU B TPYIIE CPEACTBA, HAMIPABIECHHOTO
npotuB PD-1, Hu B koMOWHUpOBaHHOU Tpymme (cMm. ¢purypy 8), XoTs 3HaAYUTETHHO OOJee
BBICOKYIO 100 HHTephepoH-raMmMa-nonokuTenbHbIX (IFNy+) CD8 T-kneTok B cenme3eHke

HAOJIO JaTTi B KOMOWHUPOBAHHOMW TPYTITIE.

[00623] Takum 00pa3om, ITH SKCTIEPUMEHTHI IEMOHCTPHPYIOT, YTO 00padoOTKa C
MOMOMIBIO CpPeAcTBa, HampasieHHOTo mpotuB LAG-3, B komMOuHammu ¢ 00paboOTKOM ¢
MOMOIIBID CPEACTBA, HAIPAaBICHHOTO IPoTHB PD-1, MOXeT HAgeXHO MOJABIATH POCT
OTyXOJIW ¥ HHIYIHPOBATh WMMYHOCTHMYIHIHIO. Kpome TOro, 3Ta KOMOMHHPOBAaHHAS
00paboTKa OOecTieYnBaeT BOSHUKHOBEHHE MMMYHOJIOTHYECKON MaMATH y 0OpabOTaHHBIX

CyOBEKTOB.
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Hpumep 7. CpeacrtBo ™MoHoTepanuu ¢ npumeHeHueM TSR-033 wu
KOMOMHHPOBAHHOE CPEICTBO Tepanuu ¢ MpPUMeHeHHeM WIJIHCTPATUBHBIX AaHTUTEN K

LAG-3 u k PD-1 B moaenu ucromenust T-KJIeTOK in vitro

[00624] B 3TOM npuMepe onucana XxapakTepUCTUKA HIUTFOCTPATUBHOIO CPEACTBA
Ha ocHoBe aHTuTena kK LAG-3 CO9B7W (anturena k mpimuHomy LAG-3) oTnensHO Win B
KOMOMHAITWH C WUTFOCTPATUBHBIM CPEACTBOM Ha OCHOBe aHtHrena k PD-1 RMPI1-14
(arTHTENIOM K MBIIHMHOMY PD-1) B MBIIMHOW MOAENH HCTOmEHHS T-KIEeTOK in vitro. B
YaCTHOCTH, T-KJeTkH, TpaHcreHHsle no peuentopy CD4 T-kneTok, cTUMYIHpOBAIH in Vitro
CYNEPArOHUCTUYECKUM HU3MEHEHHBIM MENTUIHBIM JIMTAHJIOM, YTO IIPUBOJUT K UCTOLICHUIO
¢eHoTHNA. DTOT UCTOIIEHHBIN (DEHOTHIT XapaKTEPU3YETCs MOBBIIEHHOM Kcnpeccuet PD-1

u LAG-3 (¢purypa 9A).

[00625] bonee Toro, B OTIIMYME OT CPEACTBA OTAEIBHO (JAaHHBIEC HE MOKA3AHBI)
WIA HW30TUIHYECKOTO KOHTPONs, KoMmOmHamus Omokamel PD-1 mw LAG-3 wmorma B

3HAYMTEIIbHOU CTENICHH YBEIHUYHUTh npoayimposanue [FNy B 31oit cucteme (purypa 9B).

[00626] Takum 00pa3oMm, TOCJE OMUCAHHA IO MEHBIIEH MEPe HEKOTOPBIX
ACTEKTOB M BAPHAHTOB OCYINECTBICHHS HACTOSAMIETO M300PETEHHS, TOJLKHO OBITh TIOHSATHO,
YTO PA3NUYHbIC HW3MCHEHHWS, MOJU(PHKALMHA € YIYYIICHHS OyayT OYCBHIHBI IS
CTMEHUATMCTOB B JAHHOW 00JacTH TeXHHWKH. [lompasymeBaeTcsi, YTO TaKHe H3MCHEHHS,
MOIU(PHUKALIMKA W  YIOYYIICHHS SBISIOTCS YaCThIO HACTOSMICTO HM300PETEHUS, H
MOJPA3yMEBAETCs, YTO OHH HAXOMATCS B MpPEIeNiaX CYIIHOCTH W 00beMa HACTOSMIECTO
n3ooperenus. COOTBETCTBEHHO, BBIMICTIPUBEICHHOE OMUCAHUE W rpad)UueCKUe MaTepUaTbI
MPUBEACHBI TOJBKO B KAYeCTBE TMPHUMEPA, a HACTOsIICe H300pPETeHHE Oojiee TOAPOOHO

OTMCAHO B ClIeAyIONIeH popmyIte H300peTeHHU.

Hpumep 8. Knunuveckue uccjieqoBaHUSI CPEACTBA Tepanuu, HANPABJIEHHOI0
npotuB LAG-3, ¢ nomouibro TSR-033, nBoiiHoii 6;10kaabl ¢ ucnoab3oBanuem TSR-033

u TSR-042 u TpoiiHoii 6;10KkaabI ¢ ucnojb3oBaHuem TSR-033, TSR-042 u TSR-022

Knunuueckue uccneoosanus cpeocmea monomepanuu Ha ocvoee TSR-033 u

KOMOUHUpOSanno2o cpeocmea mepanuu na ocnoge TSR-033/TSR-042

[00627] Kimmaudeckoe HcclieIoBaHHE B OTHOIICHHH JIFOJICH BBITIONHSIIH JTHOO C
ucronb3opanreM antutena kK LAG-3 TSR-033 B kadecTBe cCpencTBa MOHOTEPAHH, THOO C

HCIIOJIb30BaHueM KoMOuHarmy aurureina K LAG-3 TSR-033 u anturena k PD-1 TSR-042.
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[00628] CxeMa mocTpoeHHs 3TUX UCCIIEIOBAHUM TIpeAcTaBicHa Ha urype 10A.
[larmenToB ¢ omHMM WK Oojee W3 CIEAYIOIMUX THIOB OIYyXOJIEW PacCMaTPUBAIM I
BKITFOUEHHS B UCCIIEOBAHUE. COJMAHBIE OIYyXOJH, COJUIHBIE OMMyXOJIA HA TTO3THEN CTAIHH,
snuTenuanbHeii pak suaanka (EOC), Tpwkasl HeratuBHBIN pak MonouHOH sxene3bl (TNBC),
ypotenuanbHas kapuuaoma (UC) mocne nedeHns cpeacTBaMu, HallpaBJIeHHBIMH IPoTHB PD-

1/PD-L1, u UC, He moaBeprHyTas JICUEHHUIO CPEICTBAMH, HaNpaBIeHHbIMHU poTuB PD-1/L1.

[00629] OcHOBHBIE 33a/Jaud  3TOTO  MCCIIEOBAHHWS  BKJIIOYAIOT  OLEHKY
MPOTUBOOMYXOJEBOM AKTHUBHOCTH CPEACTBA, HampasiieHHOro nmpotuB LAG-3, B kadecTBe
CpeAcTBa MOHOTEpPANMM Y KOMOMHHMPOBAHHOTO CPEACTBA TEPANMH CO CPEIACTBOM,
HamnpasileHHbIM NpoTUB PD-1, y manmeHTOB € COMMAHBIMM OIYXOJAMH; OIIPEACIICHHE
peKOMEHyeMOH 10361 ¥ rpaduKa AJisl CpecTBa, HarpasieHHOro npoTuB LAG-3, B kauecTBe
CpeAcTBA MOHOTEpAUM W KOMOWHHPOBAHHOTO CPEACTBA TEPANMH CO CPEACTBOM,
HanpaBJIeHHBIM MPOTUB PD-1; a Takke OLeHKY 0€30MacCHOCTH M TIEPEHOCHMOCTH CPEICTBA,
HanpasiaeHHOro mpoTuB LAG-3, B KauecTBe CpeAcTBA MOHOTEpAallMd U B KayeCcTBE

KOMOWHHPOBAHHOTO CPEICTBA TEPAIUH CO CPEACTBOM, HApaBIeHHBIM PpoTUB PD-1.

HccaenoBanusa crerieHH 3aHATOCTH perentopos TSR-033

[00630] AHanu3 NPAMOTO CBA3bIBAHUS MPUMEHSIIH JJI1 U3MEPEHHS CBA3BIBAHUSA
WUTIOCTPATUBHOTO CpeacTBa Ha ocHoBe aHTurena k LAG-3 TSR-033 B oOpasmax ot
narueHToB. CTeneHp 3aHATOCTH perentopoB (RO) BepakaeTcs Kak OTHOIICHUE CBSI3aHHOTO
TSR-033 k o6memy LAG-3 u ero HOpMaIM30BaIH OTHOCHUTEIIEHO MCXOJHOTO YPOBHA (10

BBEJICHUSA JO3BI) T KAKIOTO TAI[HCHTA.

[00631] PBMC Boigensin U3 CBEKHUX 00pa3loB IEITFHON KPOBU MAIUEHTOB H
oOpabatbiBa JHOO W30THIMHUYECKUM KOHTposiem, JmOo TSR-033 B HachIarommx
KOHIEHTpamAx (00a mpu 50 MKr/Mir), a 3aTeM CMECBIO aHTHUTEN i oOHapyxkeHus: (1)
BropuuHoe aHTuTeno K [gG4 yenoseka (s ceazannoro TSR-033) (2) antureno k LAG-3
YeJoBeKa, KOTOPOe He KOHKYypHpyeT nepekpectHo ¢ TSR-033 (s o6mux yposrei LAG-3)
u (3) cmech anTuTen a1t oOHapyx)eHus T-kimetok. OtHomenne TSR-033 k oomemy LAG-3
Ha T-keTKax OmpemessuIi ¢ TIOMOIIBIO MPOTOYHOM ITUTOMETPHUH. AJTUKBOTY ISl HACHITIICHUS
CBSI3BIBAHUS TIPOTOHSIIH MAPAIIIEIFHO B KAYECTBE KOHTPOJIA [T OLICHKH THATIa30Ha aHATH3A.

Cxema npeactasieHa Ha ¢urype 10B
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[00632] Ha ¢urype 10C mokazana cremeHp 3aHATOCTH perientopo (RO),
W3MEPEHHAS C HCTOJIb30BaHUEM T-KIIETOK marueHToB. MICX01 U3 3TUX JaHHBIX, UMEET MECTO
MOBBILICHUE 3aHATOCTH MUIIEHH, HAOIOJaeMOe TIPH yBETWYeHHH 103. Hanpumep, B panane
MOMEHTHI BpEMEHH CTETICHb 3aHATOCTH PELENITOPOB MPUOIIPKAETCS K HACHIIEHUIO TIPH /103€
240 mr (BepxHUI HA0OP JAHHBIX) U K MpHOMH3UTENBHO 50% mipu n03e 80 Mr (cpeaHuii Habop
naHHbiX). Kpome TOro, mo-BHAMMOMY, CYINECTBYET 3HAUWUTENNbHAA KOPPEISALHUS MEXKIY
koHUeHTpauuAMU TSR 033 B CBIBOPOTKE KPOBH U CTENEHBIO 3aHATOCTH penentopos LAG-3

B JaHHDbIX, CO6paHHBIX A0 HACTOAIICTO BPCMCHHU.

CxeMblI BBEICHHUS 1073

[00633] B 53TOM KIMHMYECKOM MCCICIOBAHMM B OTHOUICHUM 4YEJIOBEKA
OLIEHUBAJIM CEPHIO YBEIMYUBAIOIINXCS 103 CPEICTBA, HanpasieHHOro npotuB LAG-3, mu6o
OTAETHHO B KAYECTBE CPEACTBA MOHOTEPANHH, JTHOO B KOMOHMHAIMH CO CPEACTBOM,
HampasieHHbIM npotuB PD-1. Knmanueckoe wucciaenoBaHue cpeicTBa MOHOTEPAlMU B
OTHOIIEHWH YEJIOBEKA BKIIIOYAET CIIEAYIOIIHME TOBBINIEHUS JO3bL 20 MI/TAIMEHT,
80 mr/marment, 240 mr/marmenT u 720 mr/mampent. Takke OyAyT OIIEHMBATHCS JO3BI OT
240 mr/mamment a0 720 mr/mamment. Hanpumep, TSR-033 BBOaMIM mamueHTaMm B 103aX
20 mr/maruent, 80 mr/mammeHT u 240 mr/mamueHt. [lanueHTam, TOMy4YaBIIAM CPEACTBO
MOHOTEpAnuH, HampasieHHoe MpoTuB LAG-3, BBOAWIHM 03y CPEACTBA, HAMPABIEHHOTO
mpotuB LAG-3, ogun pa3 B 14 mueit £1 gennr (Q2W) ¢ momompio BHyTpuBeHHOH (IV)

uH(py3un B Tederne 30 (-5 u +15) MuHyT.

[00634] B ciyyae KOMOMHHUPOBAHHBIX CPEJCTB TEPAITHH, MPETYCMATPHBAKO IUX
cpeactBo, HanpasiaeHHoe poTuB LAG-3, u cpeacTBo, HampaBieHHoe npoTuB PD-1, mo3y
cpencTsa, HampaplieHHOTO mpotuB PD-1, Oymyr BBOmmMTH B m03¢ 500 Mr/mamueHT B
KOMOHWHAITHH C YBEIMYHUBAIOIMUMHUCS JO3aMH CPEICTBA, HampaBiieHHOTO mpotuB LAG-3,
omuH pa3 B 21 menp +1 menp (Q3W). VBemumyuBaromuecs 1036l B JAHHOM HCCIICTOBAHUU
BriroyaroT 20 Mr/mamueHt, 80 mr/marmenT, 240 mr/marwment, 720 Mr/mauMeHT H 10361 240-

720 Mr/TIalHEHT.

[00635] B taGauue 12 Taxke NMpPUBEACHBI WJUTFOCTPATHUBHBIE J03bI CPEACTB,
BO3JCHUCTBYIOIIHAX Ha LAG-3 (Hanpumep,
TSR-033), xoTOpBIe BBOAMIHN IO WLTOCTPAaTUBHBIM cxemMam Q2W u Q3 W. UmmrocTpaTuBHBIE

10361 B Tabuue 12 Takke NOAXOIAT B KAYECTBE /103 CPEACTBA, Bo3aencTBytoniero Ha LAG-
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3 (mampumep, TSR-033), B KOMOMHHPOBAHHBIX CPEACTBAX TEPANUHU (HATIPUMEP, CPEACTBE

TEpATHH C ABOWHOW UM TPOWUHOW OJTOKA0M).

Tabauua 12. Cxembl BBedeHHsl [03 AJs1 WWUICTPATUBHOIO CpeACTBa,

Bo3aeicTByrowero Ha LAG-3, TSR-033

Beenenue Q2W Beenenune Q3W
(oauH pa3 B 1Be HeaeH) (oaMH pa3 B TPU HeJEJH)
IMocTrosinnas noza | /lo3a B nepecuere | Ilocrosinnasi noza | /lo3a B nepecuere
Ha Maccy Teqa Ha Maccy Teqa
MPUOTH3UTEIHHO MPUONTH3UTENBHO NPUOTU3UTETHHO MPUOTH3UTETBHO
240 mr 3 Mr/Kr 500 mr 10 Mr/KT
MPUOTH3UTEIBHO MPUOTH3UTENBHO NPUOTU3UTETHHO NPUOJIU3UTENHHO
500 mr 10 Mr/KT 720 Mr 12 Mr/KT
MPUONTH3UTEIBHO MPUOIH3UTENBHO NPUOTU3UTETHHO NPUOTTH3UTETHHO
720 mr 12 mr/kr 900 mr 15 mr/kr
NPUOTU3UTETHHO NPUOTHU3UTETHHO NPUOTU3UTETHHO NPUOTTH3UTETHHO
900 mr 15 mr/kr 1000 mr 20 Mr/Kr
MPHOTH3UTETHHO - NPUOTH3HTETHHO TPUOJTH3HTETHHO
1000 mMr 1500 mr 25 Mr/kr
NPUOTU3UTETHHO -- NPUOITU3UTETHHO --
1000 mr 1800 mr
-- -- NPUOTH3HTETHHO --
2100 mr
-- -- NPUOTH3UTETHHO --
2200 mr
-- -- NPUOTH3UTETHHO --
2500 mr
[00636] Hampumep, cpeactso, Bo3aciicTByromee Ha LAG-3 (Hanmpumep, TSR-

033), MOKHO BBOJHTH B MOCTOSSHHOM J103€, COCTABIISIOMEN MPHOMH3UTENHHO 240 MT, OJUH
pa3 B aee Heaenu (Q2W), B MOCTOSHHOM J03€, COCTaBNIAONICH mpuoOm3uTebHo 500 Mr,
omuH pa3 B nBe Hemenmu (Q2W), B MOCTOSHHOW /103€, COCTABISAIOMIECH MPHOTH3UTEIHHO
720 Mmr, omuH pa3 B e Hemenw (Q2W), B TOCTOSHHOW J03€, COCTaBISIOMEH
npuodmusuTe b0 900 Mr, ommH pas B aBe Hemenw (Q2W), B TIOCTOSHHOW 103€,
cocrasysaromed npuommsurensHo 1000 mr, oauH pa3 B ase Heaenu (Q2W), B MOCTOSHHOU
n03e, cocTaBisromed nmpuodmusuTensHo 1500 mr, oguH pa3 B aBe Hemenu (Q2W), mo3y B
pacueTe Ha Maccy Tella, COCTABIIIONIYI0 MPHOIM3UTENHHO 3 MI/KI OJHMH Pa3 B JIBE HEIEIH
(Q2W), mo3y B pacdeTe Ha MacCy TeJla, COCTABIHONLYFO MPUOIH3UTENBHO 10 MI/KT OJTUH pa3
B nBe Hemenu (Q2W), mo3e B mepecdeTe Ha MacCy Teja, COCTaBISAIONMEH MPHOTHU3UTETHHO
12 mr/kr, oquH pa3 B Ase HeAenu (Q2W), mo3e B mepecueTe HA MacCy Teja, COCTABISIONMEN
npubOmu3uTeIbHO 15 Mr/kr, ommH pas B aBe Heaenmu (Q2W), B MOCTOSHHOW 1d03€,
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cocraBysaromed nmpudmuzutenbao 500 Mr, onuH pa3 B Tpu Heaenu (Q3W), B mocTosHHOU
703€, COCTaBIAOIMENd npuOmmsutensHo 720 Mr, ogmH pa3 B Tpu Heaenu (Q3W), B
MOCTOSTHHOH J103€, COCTABIIAONIeH mpuOmm3uTensHo 900 Mr, onuH pas B Tpu Hexenn (Q3W),
B MOCTOSTHHOW [103€, COCTaBILIOIIEH mpuOmm3uTenbao 1000 Mr, OquH pa3 B TPU HEACIH
(Q3W), B mOCTOSTHHOM 103€, COCTaBIstOmEeN mpuoOmu3uTeabHo 1500 Mr, oMH pa3 B TpHU
Heaemu (Q3W), B MOCTOSHHOM 103€, cocTaBisromen npuomusutensao 1800 Mr, oguH pas B
tpu Heneau (Q3W), B OCTOSHHOM /103€, cOCTaBsAroned nmpuonusutenbao 2100 Mr, oxuH
pa3 B Tpu Heaenu (Q3W), B mMOCTOSHHOM /103€, COCTABIIONIEH mMpuOmm3uTenbHo 2200 Mr,
omuH pa3 B Tpu Hemenu (Q3W), B MOCTOSHHOW /103€, COCTABISIOIMIEH MPUOTHUIUTEITHHO
2500 mr, oguH pa3 B Tpu Heaenu (Q3W), no3e B mepecyeTe Ha Maccy Tela, COCTABIAIOMIEH
npubmu3uTensHo 10 Mr/kr, oauH pa3 B Tpu Heaenu (Q3W), 103e B mepecyere Ha Maccy Tena,
COCTABIIAIOMIEH IPUOM3UTENBHO 12 MI/KT, 0uH pa3 B Tpu Hexenu (Q3W), mo3e B mepecueTe
Ha Maccy Tela, COCTABIIOMEN MPUOTU3UTENbHO 15 Mr/Kkr, oguH pa3 B Tpu Hexemu (Q3W),
J03€ B TIEpecYeTe Ha MacCy TeJla, COCTABIIAIOMICH MPHOTH3UTEIFHO 20 MI/KT, OIHH Pa3 B TPH
Hepemu (Q3W) wmm no3e B mepecdeTre Ha MacCy Tena, COCTABISIONICH MPHOIHU3UTEITEHO

25 mr/kr, oquH pa3 B Tpu Hexean (Q3W).

Knunuueckue ucciredosanust cpeocmea mepanuu ¢ mpouHol 0610Kkaool ¢

ucnonvzosanuem TSR-033, TSR-042 u TSR-022

[00637] CpencTBo Tepanmuu ¢ TPOWHOM OJTOKATOH MOYKHO HCCIIEAOBATH ITyTEM
BBEICHHUA CYOBEKTY cpenctsa, BosaewctByromero Ha LAG-3, TSR-033, cpenctsa,
BozaeucTByromero Ha PD-1, TSR-042 u cpeactsa, Bo3aeiicTByromero Ha TIM-3, TSR-022.
OnnHo wim Ooyee CPEeACTB MOKHO BBOAHMTH cornmacHo cxeme Q2W wmmu Q3W, torma kak
apyroe(-ue) cpeacTBo(-a) BBOIAT cormacHo cxeme QO6W. OxHo mm 6oiee CpecTB MOMKHO
MEPBOHAYATBHO BBOAWTH corimacHo cxeme Q2W wmmuw Q3W (B HawampHOM [103€) H
BITOCJIC/ICTBHH BBOAUTH cornacHo cxeme Q3 W (B HavambHOU /103€, B 00JIe€ HU3KOU J103€ WITH
B Ooylee BBICOKOW m03¢) mocie 2, 3, 4, 5 mwm 6 mmknoB. Hampumep, cpeactso,
BozaeicTByromee Ha PD-1, TSR-042, MOXHO TEpBOHAYAIBHO BBOAWTH B JI03€
500 mr/maimeHT cornacHo cxeme Q23W, a 3ateM BBoAuTH B 03¢ 1000 Mr/manpieHT COrjacHO
cxeme QO6W mocne 2, 3, 4, 5 unu 6 uukiioB. JlaHHbIE TPH CPEACTBA MOYKHO BBOAUTH COTIACHO
cxeme Q2W. JlaHHbIE TpU CpeACTBAa MOKHO BBOAMTH cornacHo cxeme Q3W. B kauecTse
anbTEPHATUBBI, CpeAcTBO, Bo3achcTByromee Ha PD-1, TSR-042, wu cpeactso,

BozaeicTByromee Ha TIM-3, TSR-022, mo:xxHO BBOAUTH coriacHo cxeme Q3W, a cpeacTso,
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BozaeicTByromee Ha LAG-3, TSR-033, moxxHO BBOAUTH cornacHo cxeme Q2W. Cpenactso,
BozaeicTByromee Ha PD-1, TSR-042, mo:xxHO BBOAUTH corniacHo cxeme Q6W, a cpeacTso,
BozaeicTByromee Ha LAG-3, TSR-033, u cpeactso, Bo3aeicTBytomee Ha TIM-3, TSR-022,

MO’KHO BBOJAHUTH cornacHo cxeme Q2W mmu Q3W.

[00638] TSR-022 u TSR-042 MOXHO BBOJHTH COIJIACHO JIFOOOM H3 CXEM

BBEACHUA A03 B HacTosiiem aAokyMmeHTe, a TSR-022 u TSR-042 M0HO BBOAUTH COTJIACHO

cxeme Q3W umm Q6W.

[00639] TSR-033 MOXHO BBOIMWTH COTJIACHO JIFOOOM M3 CXEM BBEIECHHA /103 B
HACTOSIIEM JOKYMEHTE, BKIIIOUYas WUTIOCTPATUBHBIE CXEMbI BBEACHUA 103 U3 Ta0auubl 12.
Hampumep, TSR-033 MOXHO BBOJAMTH KaKk B TIOCTOSHHOM J03€, COCTaBIHIOIIEH
npubmmsutenbHo 240 mr, oguH pa3 B e Hegenmu (Q2W), B mMOCTOSHHOM J03€,
cocrapysromed nmpudmusutenbao 500 mMr, oxuH pa3 B Tpu Heaenu (Q2W), B moCTOSHHOU
103€, COCTaBIIOMEH npuOmu3uTenbHO 720 Mr, omuH pa3 B ase Hemenmu (Q2W), B
MOCTOSTHHOM J103€, COCTABIIIOMEH MpuOH3uTeibHo 900 Mr, oamH pa3 B aBe Hexenn (Q2W),
B MOCTOSHHOW J03€, COCTaBisAtomeld mpuodmusutenbro 1000 Mr, OJuH pas B JABE HEICITH
(Q2W), B MOCTOSIHHOM /103€, COCTABILIIOMEN MpUOImM3uTenbHo 1500 MT, OJUH pa3 B JBE
Heaemn (Q2W), 103e B iepecyeTe Ha Maccy Tejla, COCTABISIONMEH MPUOTH3HTEIBHO 3 MI/KT,
omuH pa3 B aBe Heaenmu (Q2W), mo3y B mepecuere Ha MacCy Tella, COCTaBIIIOIMECH
npudu3uTeIbHO 10 MI/KT, OMH pa3 B ABe Heaeau (Q2W), mo3e B mepecueTe Ha MacCy Teja,
COCTaBJIAIOIEH MPUOTU3UTENbHO 12 MI/KT, oiMH pa3 B aBe Heaenmu (Q2W), mose B pacuere
Ha MacCy TeNa, COCTABJIAIOIMIEH MPUOIM3UTENBHO 15 MI/KT, 01uH pa3 B aBe Heaenu (Q2W), B
MTOCTOSTHHOM JT03€, COCTaBIIAONMEH TpuOu3nTepHo 500 MT, ouH pa3 B Tpu Heaemu (Q3W),
B MOCTOSTHHOM J103€, COCTABJIIIONICH MPHOIH3uTETbHO 720 MT 0/THH pa3 B Tpu Henenu (Q3W),
B TIOCTOSTHHOM [103€, COCTaBJAIOMEH mpuOnmm3uTeibHo 900 Mr, OAWMH pa3 B TPH HEJCIH
(Q3W), B mocTostHHOM 103€, cocTaBistomed mpudmmsureabHo 1000 Mr, oMH pa3 B TpHU
Heaemu (Q3W), B MOCTOSHHOM /103€, COCTaBIAroNIeH npuomu3uTensao 1500 Mr, oauH pas B
Tpu Heaenu (Q3W), B IOCTOSHHOM /103€, COCTaBIArONIeH mpuOm3uTensHo 1800 mr, oamH
pa3 B Tpu Heaemu (Q3W), B MOCTOSHHOM /103€, COCTaBIIRONIEeH mpuOmm3uTebHo 2100 mr,
omuH pa3 B Tpu Hememw (Q3W), B MOCTOSHHOW /103€, COCTABIAIOMIECH MPHOIH3UTEIHHO
2200 mr, ommH pa3 B Tpu Heaenmu (Q3W), B TOCTOAHHOM [d03€, COCTABISIOMICH
pubu3uTeIbHO 2500 MT, 01MH pa3 B Tpu Hexenu (Q3W), 103¢e B mepecdeTe HA MacCy Teja,

cocTasysromen mpuoOmm3uTensHo 10 Mr/kr, onuH pa3 B Tpu Heaenu (Q3W), mo3e B mepecueTte
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Ha MAaccCy TeJa, COCTABJAIOMIEH MPUOIM3UTENbHO 12 Mr/KT, onuH pa3 B Tpu Heaemu (Q3W),
J03€ B IepecdeTe Ha MacCy Tela, COCTABIIONIEH IPHOTU3UTENBHO 15 MI/KT, O/IHH pa3 B TPH
Heaemn (Q3W), mo3e B mepecyeTe Ha MacCy TeJia, COCTABIIOTICH IPHOTU3UTETHHO 20 MT/KT,
omuH pa3 B Tpu Hegenmu (Q3W) mimm mo3e B mepecdyeTe Ha MacCy Tela, COCTABIAIOIEH

MPUOTU3HTETHLHO 25 MT/KT, OJIMH pa3 B Tpu Heaemu (Q3W).

[00640] TSR-033 Taxke MOXHO BBOJAWTH B  J03€, COCTABIMAIOIICH
20 mr/marent, 80 mr/mamment, 240 mr/manueHTt, 720 MI/TIAMEHT W B TPOMEKYTOUYHBIX
no3ax 240-720 mr/marmuent. TSR-033 Takke MOKHO BBOJIHTH B JI03€, COCTABIIAIOIICH HE
oonee mpuOmmsutenbHo 1000 mMr/manmeHTt (HampuMep, B J03€, COCTAaBIAIOIIEH
npubnusureasHo 20, 80, 240, 500, 720, 900 umu 1000 mr/mamwment). Joza TSR-033 mosxker
OBITh MEHBINEH, YEM /1033, IPUMEHIEMAs B CITy4ae CPEeICTBA MOHOTEpANHK Ha ocHOBE TSR-

033. Takyro 103y MOKHO BBOJUTH OJIUH pa3 B ABe Heaenu (Q2W) umu oiuH pa3 B TpU HEAEH
(Q3W).
[00641] Taxke MOXHO HCCAEIOBATh MOJU(PUKALNMIO O3Bl (HApPUMeED,

Bo3pactanue n103b1) TSR-022. Hanpumep, TSR-022 M0KHO BBOIHTH B 103€, COCTABIISFOIICH

100 mr, 300 mr, 900 mr um 1200 wmr.

[00642] Beenenne 10361 TSR-042 mMoxeT ObITH MOCTOSHHBIM Tpu S00 MT WITH

1000 wmr.

Hpumep 9. /donosHUTE/bHbIC HCC/IeI0BAHUSI, CBSI3aHHbIE €O CpPeaCTBOM

MOHOTEpanuu, CpecTBAMU Tepanuu ¢ ABOIHONH U TPOIHOI GJ10Ka0it

[00643] Nzyuamm skcnpeccuto PD-1, TIM-3 u LAG-3 Ha WHQHITPUPYIOTITHX
omyxonb Jedkommrax (TIL), momydyeHHBIX OT mMammeHTa. J[OTOTHUTEIBHYIO OIECHKY
(YHKIMOHATBHON PONH ABOWHON wim TpodHou Omokamel PD-1, TIM-3 u LAG-3 in vivo

OpoOBOAUIIH C IIPUMCHCHHUCM OITYyXOJICBbIX MOI[eHefI Y 'YMaHHU3HWPOBAHHbBIX MBIIIICH.

[00644] [IpOTOYHYI0O LIMTOMETPHIO NPUMEHANM A TOJACYETA IOMYJIALUN
WMMYHHBIX KJIETOK B TTAHEH 00pPA3I0B OIMyXOJIEH YEIOBEKA, BKITFOUAS HEMEITKOKIETOYHBIH
pak merkoro (NSCLC). I'ymanusupoBanasiM Mbemmam NOG-EXL BBogumm uccnemyembie
AHTHUTENA TIOCHE TOro, Kak omyxonu aocturaimm 80-120 MM>. AHTUTENAa BBOIHIH
WHTpPANepUTOHEATBHO JBa pa3a B HeAemo B 1o03¢ 10 mMr/kr. OmyXoiu U CeNe3eHKH MBIIICH

coOMpanu 1O OKOHYaHWH C TIOCHEAYIOIUM HWMMYHO(QEHOTUHPOBAHHEM T-KIETOK U

MHUCITOHIHBIX KIETOK.
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Koskenpeccusa PD-1, TIM-3 u LAG-3 na munozouucnennvix nooepynnax 11L 6

ONyxXoJisx yenoeexkd

[00645] IlepBHuHBIE TIOABEPTHYTHIE PE3EKIHMH ONYXOIW OT HECKOJIBKHX
MAIMeHTOB C PAa3MYHBIMH BHIAMH paka COOMpPATM W JUCCOLMHUPOBAIIA B CYCIIEH3HH
OTICNPHBIX KIETOK C TPUMEHEHHEM KakK (PEPMEHTATUBHOTO, TaK M MEXAHUYECKOTO
paspymienusa. KreTkn HeMEAJIEHHO OKpaIlMBadd TPEeMsA TMaHEIIMH AaHTHTEN, BKIIOYAs
MapKephl TMHUY I TOMyIAIUH T-KIETOK U MHETTIOMIHBIX KIIETOK U PELIENITOPOB UMMYHHBIX
KOHTPOJBbHBIX ToueK. CMm. ¢urypnl 12A-12F. 3ametnyro koskcmpeccuro PD-1, TIM-3 u
LAG-3 oOHapyxunu Ha HWHQUIBTPUPYIOIIUX OMYXOJb KJIeTKaX, ocobeHHo Ha CD8+ T-
KJIIETKaX, Mpu HeMekokineTouHoM pake jgerkoro (NSCLC) (¢purypa 12A), pake sHAOMETpHUA
(¢purypa 12B), noueuynokinerounom pake(RCC) (purypa 12C), pake meiiku matku (purypa
12D), pake xenynka (¢purypa 12E) u konopekransHom pake (CRC) (purypa 12F).

Jleotinass unu  mpoiinas  dKcnpeccusi KOHMPOTIbHLIX  MOYeK ommedaem

oucynrkyuonanvnvie CDS+ T-knemku

[00646] [lepBuuHbIE TIOABEPTHYTHIE PE3ECKLUUU OMYXOIH AUCCOLMHUPOBAIH B
CYCIICH3WH OTICNBHBIX KIETOK C TPUMEHEHHEM Kak (EPMEHTATHBHOTO, TaK W
MEXAHUYECKOTO pa3pylmeHus. KeTku HeMeIeHHO OKPaIMBaIu TPEMS MaHEIIMU aHTUTET,
BKJIKOYAsT MAapKEPhl JTUHUM 711 MOMYJALMUN T-KIETOK ¥ MHEIIOUAHBIX KJIETOK, PELENTOPOB
HMMYHHBIX KOHTPOJBHbIX TOo4Yek. Ha d¢urype 13A mnoka3aH HMMMYHHBIM COCTaB
WHQUIBTPUPYIOMIHX ~ OMYXOJb  JIEHKOIMTOB, OMPEIEIEHHBIH METOAOM  MPOTOYHOU
UTOMETPUHU C MCTIOIb30BaHUEM 00pa3noB omyxojied ot manueHToB ¢ NSCLC u RCC. Ha
¢purype 13B mnokaszaHel HCCIEeIOBaHMA C NPHUMEHECHUEM TIpaH3MMa B B kadecTse

¢dyHKIMOHATBHOTO Mapkepa 1 T- u NK-kimeTok.

[00647] YroObl MOHATH (PYHKIMOHATBHBIE TIOCIEACTBHS TPOWHOM SKCIIPECCHU
KOHTPOJBHBIX TOYEK, BbIAENANU U aHamuszuposBamu TIL u3 nepsuunoro EGFR+ NSCLC u
obHapyxkumy, 4ro PD-1"TIM-3"LAG-3" uutoTokcuyeckue T-KIETKH XapaKTCPHU30BAIUCH
HapymeHueM (PyHKIHUK B BBICOKOW CTETIEHH, OLIEHEHHOM 1O CTaTyCcy rpansuma B (¢urypa
13C). IlepBuuHble TOABEPTHYTHIE pe3eKImH omyxomu oT mnamuerToB ¢ NSCLC
auccorMupoBan W xapaktepusoBaim CD8" T-kieTkH B OTHOIICHHH JKCIPECCHH
KOHTPOJIbHBIX TOYEK W (PYHKIMOHATHHOTO CTaTyca ¢ mpuMeHeHuem rpansuma B (GrzB)

(N=6). CratucTHueckne pa3au4usi OOHAPYKHUBATH C TOMOINBIO  OJHO(PAKTOPHOTO
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JAUCTIEPCHOHHOTO aHAIHN3a C KOPPEKIMEH HA MHOYKECTBEHHbIE CpaBHEHU XonMma-Cumaka. *
p <0,05; *¥*p<0,01; **** p <0,0001. Kak moxazano Ha ¢purype 13C, qBoitHas wiu TpoHHAasA

SKCIIPECCHs KOHTPOJIBHBIX Touek oTMedaeT CD8+ T-kneTku ¢ HapymeHHeM (QpyHKIHH.
Onyxonu NSCLC

[00648] [I'ymanmsupoBanaeiMm  MbimamMm  NOG-EXL  (Taconic) moakoskHO
WHOKYJIMPOBAIIN JTUHHUHU KJIETOK HEMENKOKIETOUHOT0 paka jerkoro (NSCLC) A549 (¢urypsi
14A-14G) 1 KOHTPONIHUPOBATH B OTHOIIEHHH POCTA OMYXOJH. MpImel paHIOMH3HPOBAIIH,

Korga oObeMbl omyxoned mocturamu 80-120 w3

, U 00pabaTeIBaIM CIEIYIOIUMH
HCCIIelyeMbIMH aHTHUTEJIAMH HMHTPANICPUTOHEATHHO JBA Pa3a B HENENIO: HU30THIHYECCKHM
KOHTPOJIb 4enoBedeckoro [gG4 mnmm ryMaHW3UPOBAHHBIE AHTUTEIA, HAICTHBAIOIIHECS Ha
PD-1 uenoseka (TSR-042), TIM-3 (TSR-022) u LAG-3 (TSR-033). AHTHTENa K UMMYHHBIM
KOHTPOJIbHBIM TOYKAM BBOJHIIN JTHOO IO OTACIBHOCTH, THOO B KOMOHHAIIWH B 103¢ 10 MT/KT,
Kak m300paxeHo (n = 5-10 >KMBOTHBIX Ha Tpymmy o0padotku). Poct omyxonew
KOHTpoiMpoBanmu B TedeHHe 30-35 nueir. ®urypa 14A ortHocuTCs K 00paboTKe
W30THITHYECKUM KOHTpOJeM uenoBedeckoro 1gG4; ¢urypa 14B otHocHTCs K 00paboOTKe
TSR-042; ¢urypa 14C otHOocutcs k o0Opadotke TSR-022; durypa 14D oTHOCHTCS K
oopabotke komOuHarmen TSR-042 u TSR-022; ¢purypa 14E otHOCHTCA K 00padoTke TSR-
033; ¢urypa 14F otHocutcs k 00padoTke komOuHanmed TSR-042 u TSR-033 u ¢urypa

14G otHOCHTCS K 00padoTKe TpoiHOM komOuHaruer TSR-042, TSR-022 u TSR-033.

[00649] Onyxomu NSCLC coOupamu y BCEX >KHBOTHBIX, OCTABIIMXCA B
WCCJIEIOBAHUM HA MOMEHT OKOHYaHWs (37-U JEeHb TOCIE PAHAOMH3AIUN), W HEMEIJICHHO
ooOpabarbBanu. Iy TONyYeHHs CYCTHEH3WW OTHENBHBIX KIIETOK OOpasibl OMyXOJICH
PaACHICTUISIH ¢ TOCIIEIYIONIAM OKPAITHBAHUEM W UMMYHO()EHOTHITHPOBAHHEM C TTOMOTIBIO
MPOTOYHON U TOMETPHH C UCTIOJTb30BAHHEM MAPKEPOB IS T-KIETOK M MHEIIOMIHBIX KIIETOK.

Knetku FCfITHpOBaJIH Ha OTACIBbHBIC )KUBDBIC TTOITYJIAIIAHA.

Veenuuenue TIL u CHUKEHME BHYTPHONYXOJIEBBIX Treg mpu TPOUHOM OJIOKAIE

KOHTPOJIBHBIX TOYCK

[00650] [Tonmynsamuy WMMYHHBIX KIIETOK JUIS KaXIOW TPYIIBI 00pabOTKH
HOPMaU30Bajll OTHOCHUTENBHO HM30THNHUYECKOro koHTponsi. Ha ¢urype 15A noxasana
KPaTHOCTh U3MEHEHHS TTApaMEeTPOB HHPHIBTPUPYIOIHX OmyX0ib uMbormTos (CD45). Ha

¢purype 15B mnokasanma KkpaTHOCTh Hu3MeHEHHsA perymaTopHeix T-kmertok (Treg) mpum

243



uaeHTuukanmu Treg kak CD4+FOXP3+. Ha ¢urype 15C moka3aHa KpaTHOCTh H3MEHEHUSA
napameTpoB mpoiudepupyromux Treg, n Ki-67 mpumeHsnmn B KadecTBE MapKepa A
MPOTU(EPUPYIOINUX KJIETOK. 3BE3A0YKY MPUMEHSIOT is uacHTHGukammu p<0,05 B
HermapHoM T-tecte CThIOJIEHTA MPU CPAaBHEHUHU CPEACTBA Ha OCHOBE o-PD-1 ¢ ABoiHOM unun

TPOHHON KOMOWHAIMEW KOHTPOJIbHBIX TOUEK.

CHWKEHHE MapaMeTPOB CBI3aHHBIX ¢ OmnyxoJbpl Makpodaros (TAM) u

VBEIUYEHHE cooTHOmeHnd MI1/M2 1pu  JABOHMHOM WM TPOHHOM Oiiokaje

KOHTPOJIBHBIX TOYUCK

[00651] CeszanHble ¢ omyxoJbpi0 Makpodaru (TAMs) uneHTHUIMPOBATH KaK
CD11b"CD68"; TAM M2 kak CDI11b*CD68*CD209*HLA-DR!"; u TAM M1 xak
CD11b*CD68"CD209"HLA-DR™. Henapusiii T-kputepuii CteronenTa *p<0,05 nmpumeHsu
JUIsl CPaBHEHMs CPEACTBA MOHOTEpamuu Ha OcHOBe o-PD-1 ¢ rpynnmamu ABOMHOW WK

TpoitHOM 00paboTku. CM. purypsl 16A (TAM) u 16B (M1/M2).

KomOunaimsa TSR-033 u TSR-042 nid mpoOTHBOOIIYXOJIEBOM AKTHBHOCTH i

Vivo

[00652] B >ToM nmpumepe ommcaHa criocoOOHOCTh HIDTFOCTPATHBHOTO CPEACTBA HA
ocHoBe aHtHTena K LAG-3 B KOMOWHAIMH C WDIFOCTPATHBHBIM  CPEICTBOM,

BO3AeHCTBYIOIMM Ha PD-1, neMOHCTPHPOBATh TPOTHBOOIYXOJIEBYIO aKTHBHOCTH 1N VIVO.

[00653] HBovinas Omokaga LAG-3 u PD-1 ynydmaer TepaneBTHYECKYIO
3¢(EeKTHBHOCTP W WMMYHHYIO AKTHBAIMIO B TYMAHHU3HPOBAHHOW MBIIIUHOW MOJIEITH
omyxoau NSCLC. Kak nokazano Ha ¢purype 16C, koMOHHAIUASA CPEACTBA, HATIPABIIEHHOTO
mpotuB LAG-3, co cpeactBoM, HampaBiieHHbIM nipoTuB PD-1 (06a BBOAAT B m03¢ 10 MI/KT
BHYTPUOPIONIMHHO JBA Pa3a B HEJENI0), OKA3bIBACT AJVIMTUBHOE NeHUCTBHE (KO3 (HUIHECHT
B3aMMOICHCTBUSA NeKapcTBeHHBIX cpeactB CDI=1,001) B OTHOIMEHHH OTPAHUYECHHS POCTA
omyxonu y mbimed HUINOG-EXL, nHokynupoBaHHBIX KieTKaMu AS549.

[00654] MeImel paHAOMHM3MPOBANIM NpU 00ObeMax omyxomd 80-120 mwm’

v
MOCTIEAYIOIIMM BBEJACHHEM HMMMYHOTEPANIEBTHYECKUX CPeACTB. B  ckoOKax ykazaHO
MOJABIICHHE POCTA OMYXOJM M0 OKOHYAHHH JAJIs KXKA0H Irpymnisl 00padoTKH. OTHOCUTENBHO
CpeAcTBa MOHOTEPAITHH, HANPABIEHHOTO TTPOTUB PD-1, B KOMOMHHpOBaHHASA TPYIIIAa UMEA
MOBBITICHHBIE TIOKA3aTEIN HHPHIBTPUPYIOIIUX OMYX0Jb JTUM(OIMTOB, BHY TPHOITYXOJIEBBIX

nponudepupyromux T-kneroe, coornomenne CD8/Treg u cHmwxeHHbIE TIOKazatenu TAM
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(memapubi  T-xpurepuit  CteiogeHta) (¢urypa 16D). JlanHsle mnpeacTaBIsAOT 1Ba
HE3aBUCUMBIX sKcniepuMenTta (n=10 Ha rpymnmy oO0paObOTKH) W OBLTH HOPMATH30BAHBI I
KPaTHOTO HW3MEHEHHWS OTHOCHUTENBHO H3OTHIIMYECKOTO KOHTPONA UIA KKIOW TPYIIIBI

00paboTKH.

[00655] KomOuHnpoBaHHOE 00paboTKa Takke MPHUBOAMIA K TOBBIIICHHIO
npomudeparmn  T-KIETOK CENEe3eHKHM CO 3HAYUTENBHBIM YBEIMYCHHEM IOKa3aTeseH
npomupepupyromux CD4 T-kmetok, a tawke CD4 3Q@exTopHBIX KIETOK MaMsATH IO
CPaBHCHUIO C CPEACTBOM MOHOTEpAINHM, HampasleHHbIM mpoTtuB PD-1; mnokasarenu
nponudepupyromux CD8 T-kmetoxk u CD8 3¢ ekTOpHBIX KIETOK MaMATH TaKkKe OBUTH

MOBBINICHBI B KOMOWHMPOBAHHOM TPYMIE, HO 3Ta TEHACHLMA HE JOCTUTNIA 3HAYMMOCTH
(¢purypa 16E).

[00656] JIOTIOTHUTETTHHO, CTUMYJISLHS CIUICHOLIUTOB ex Vivo
¢dopOonmupucratareratom (PMA)/HOHOMHIIMHOM, OOIMUM CTHUMYJHPYIOIIUM CPEICTBOM
anst T-knerok, mnpuBogMiIa K Oolee  BBICOKMM  3HAYEHHSAM TPOLEHTHOM  JOJH
npoayuupyronmx IFNy m TNFa CD4 T-knerok y >KHBOTHBIX, KOTOPBIM BBOJIUIIH
KOMOHMHHPOBAHHOE CpeacTBo Tepanud (purypa 16F), uto maeT ocHOBaHHE MPEANOaraTh O
(P)YHKIIMOHATBHOM TIOBBIIEHWH T-KIETOK B KOMOWHHUPOBAHHOW TPYIIE OTHOCHTEIBHO

CpeAcTBa, HanpaBlieHHOTO nMpoTus PD-1, oTaensHo.
Onyxonu TNBC

[00657] I'ymanmsupoBanaeiMm - MbpmmamMm  NOG-EXL  (Taconic) TOaK0KHO
WHOKYJIMPOBAIIA JTHHUHU KIETOK TPWOKIbI HETAaTUBHOTO paka mojouHou >kene3sl (TNBC)
MDA-MB436 (¢purypbr 17A-17G) W KOHTPOIMPOBAIH B OTHOIIEHHWH POCTA OIYXOJIH.
MBIneR paHZOMH3HPOBANH, Korma oObeMbl omyxoned gocturamd 80-120 mm®, wu
00pabaThIBAIH CIETYIOIIMMH UCCIIEAYEMBIMHA AHTHTEIAMH HHTPATICPUTOHEATTFHO JIBA pasa B
HEJIEII0: N30 TUITMYECKUM KOHTPOJIb yenoBeueckoro [gG4 unmm ryMaHu3upOBaHHbBIE AaHTUTENA,
HanemmBatomuecs Ha PD-1 uenoseka (TSR-042), TIM-3 (TSR-022) u LAG-3 (TSR-033).
AHTHTENTAa K UMMYHHBIM KOHTPOJIBHBIM TOYKAM BBOJWIIH JTHOO TIO OTAENBHOCTH, JTHOO B
KOMOHWHAIWH B 03¢ 10 MI/KT, Kak u300paskeHo (n = 5-10 >KHBOTHBIX HA TPYIITY 0OPAOOTKH).
Poct omyxonei koHTtponupoBanmu B TeueHue 30-35 gneit. @urypa 17A oTHOcHTCA K

00paboTKEe HM30THUMHYECKHM KOHTpolieM uenoseuyeckoro 1gG4; ¢urypa 17B otHOCHTCH K

oopaborke TSR-042; ¢urypa 17C otHOocutca k oOpadorke TSR-022; ¢urypa 17D
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oTHOCHTCS K 00paboTke komOmHarmer TSR-042 m TSR-022; ¢urypa 17E otHOCHTCH K
oopabdotke TSR-033; ¢urypa 17F otHOCHTCS K 00padoTke komOuHaIme TSR-042 u TSR-
033 u ¢urypa 17G otHOCHTCS K 00paboTKe TpoitHOM komOmHamme TSR-042, TSR-022 u
TSR-033.

Jlunus paxa monounoii scenesvl EMT-6

[00658] Ha d¢urypax 18A-18G wu300pakeHO HCCIEIOBAHHE HA MBIIIHHON
MOJIENTA CHHTEHHOW ommyxoy, rae mbimam BALB/c cHavama WHOKYyNMHpOBANH TOAKOKHO
KJIETOYHBIE JTMHUU paKa MOJIOYHOM skene3pl EMT-6, a 3arem oOpalOaTeiBamu CyppOTraTHBIMH
HCCJIETyEMBIMH AaHTUTETIAMH, KOTOPBIE BBOJWIN UHTPAIIEPUTOHEAIBHO J1BA Pa3a B HEJEIIO B
noze 10 mr/kr. O6bem omyxomu (Mm°) usmepsium vepe3 0-20 aHedt mocne 0OpabOTKH
HU30TUITMYECKUM KOHTposieM (¢ur. 18A); anturenom k PD-1 (¢ur. 18B); anturenom k TIM-
3 (¢ur. 18C); xkomOuHaIWeN cpencTs, HanpaBieHHBIX TpoTuB PD-1 1 TIM-3 (¢pur. 18D);
antutenoM K LAG-3 (¢ur. 18E); xomOuHarmel cpeacts, HanpasieHHbIX mpoTuB PD-1 u
LAG-3 (¢wur. 18F), u xoMOMHaIMeH CpeacTBa, HaNpaBleHHOTo MpoTuB PD-1, aHTHTENA K

TIM-3 u cpeactBa, HarpaBiaeHHOTo npotuB LAG-3 (¢ur. 18G).

Hoeas ocnoga 0ns evisignenus popm paxka Onst 1edenus ¢ NOMOWbI0 cpeocmea

mepanuu ¢ mpoiHoi 610Kkaooil

[00659] PD-1, TIM-3 u LAG-3 B pa3nuyHOW CTENEHHU IKCIPECCUPYIOTCA MPH
pasHbIX (popmax paka. B a3Tom mpumepe pazpadaTbiBaId OCHOBY IS BBISBICHUS (GopM paka,
MPH KOTOPBIX TEPANEBTHYECKAS TI0JIb3a MOYKET OBITh TPEHMYIIECTBEHHO TIIOJIyY€HA B

pesynbrare TporHo# Omokaasl PD-1, TIM-3 u LAG-3.

[00660] [Tonmyyanu OTIWYHATENBHBIE TPH3HAKA JJIs1 ONPEACIICHUA HAIAYHS
WHQUIBTPUPYIOMIHX OIYyXO0JIb JTUMGPOIHTOB (JIMM(MOUIHBIA HHIACKC), WHPUIBTPUPYIOIINX
OMyXOJb MHUEJIOHUIHBIX KIETOK (MUEIOWIHBIA HHJEKC), HWHTEppepoHa OMyXOJHr
(uHTEpP(QEPOHOBBI HMHIEKC), IUTOKHHOB OMYXOJH (IHMTOKWHOBBIM HWHAEKC), a TaKKe
nmokaszaTenell MyTanmmoHHOW Harpy3ku omyxonmd (TMB) u HapymieHus TOMONIOTHYHOM
pexomOuHarmu (mytammu rera HRD wmm HRR). OTH oTiHuuTebHBIE MPU3HAKK 3aTEM
cpaBauBamM B Atnmace pakooro reHoma (TCGA) ny1st BEISIBJICHHS THIIOB OITyXOJIEH, KOTOPBIE
MOTYT TIPEHMMYIIECTBEHHO OTBEYAaTh HA OCHOBAHWH OJHOBPEMEHHOTO TIPHCYTCTBHA

HCCKOJIbKHUX M3 YKA3aHHBIX BBIIIC q)aKTOpOB, a TAKKC IJId ONMPCACIICHUA THIIOB OHyXOJ'IGfI,
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MPH KOTOPBIX TMOATPYIIA MOKET TPEUMYIIECTBEHHO OTBEYATh HA OCHOBAHWH TPOQHUIA

MapKepoB.

[00661] Jlns MOJTY4YCHUS OTJIMYUTENbHBIX IIPU3HAKOB IIPOBOTHIIH
Knactepuzanuio K-cpegHuX B OTHOIIEHWH KOMOMHHPOBAHHOTO HaOopa maHHbx u3 10000
00pas31oB pa3nuyYHBIX (POPM paKa Ha YPOBHE T€HOB C HCIIOJIb30BAHUEM THATIA30HA PA3TUYHBIX
k (k =20, 21,..., 200). Tounsrii kpurepuii Puinepa MPUMEHSIIN I TTOTyYEHUS P-3HAYCHUS
acCOLMAlMU KAHOHUYECKHUX MyTeH M TepMHUHA cOrflacHO ['eHHOM OHTOMOTHM JJI KaKAOTO
Kjactepa B ciay4yae moOoro 3amanHoro k. J{msa kakaoro k paccuuThIBamM COBOKYITHBIE
3HaueHus p A 20 myumux knactepos. OnrumaneHoe k U3 62 oTOupany Aji1 HAUMEHbBIIETO
COBOKYMHOTO 3HaueHus p cpexu Bcex k. CpeaHee 3HaU€HHE SKCIPECCHM BCEX TE€HOB B
Ka’KJOM KJIaCTEPE NPUMEHAIN B KAY€CTBE MHACKCA I MIPEACTABIICHUA TPAHCKPUIILIMOHHOTO

cTaTyca KiacTepa.

[00662] Ha ocHoBanum nmanubix cekBenupoBanus PHK B TCGA Obuto
YCTAHOBJIEHO, YTO T€HOM PaKa MIIEKOMUTAIOMIETO MOXET OBITh C TOJIB30H MpeACTaBIcH 62
HETIEPEKPHIBAIOIIUMHUCS (YHKIMOHAIIBHO pENEeBAaHTHBIMU rpyImaMu T€HOB
(TPAaHCKPUIIIIMOHHBIMHU KIJIACTEPAMHU), BHYTPUTPYIIIOBOH YPOBEHb TPAHCKPUITOB KOTOPBIX
KOOPJAMHUPOBAHHO PETYIHPYETCS CPEOU THIOB pPaka. XOTS TPAHCKPUIIIHOHHBIE KIIACTEPHI
UACHTU(UIUPOBAIA C TOMONIBI0 HEKOHTPOJIMPYEMOTO KIACTEPHOTO aHAIH3a, OBLIO
OOHAPY’KEHO, YTO TE€HBI C W3BECTHBIMH CXOJHBIMH (PYHKIHAMH KIACTEPHU30BAIUCH BMECTE.
breuto 00HapykeHO, YTO TPAHCKPHITITHOHHBIE KIIACTEPHI 00JIee YCTOWYHBEI, YeM KaKOU-JTHOO
OJWH TEH, W JIy4lle KAaHOHHUYECKUX IMyTEH, MOCKOJIbKY MX ONTHMH3UPOBAIH JJI1 aHAIIN3a
TPAHCKPUNITOMA TIyTEM HEKOHTPOJIMPYEMOH KITACTEPU3ALWH 0€3 MPEIBAPUTEIHHBIX JaHHBIX.
Takue wmacTepbl MOTYT 00ECHEYHTH IOTIONHUTEIFHYIO HH(POPMAIMIO TIO CPABHEHHIO C

KaHOHWUYCCKHUMH ITyTAMH.

[00663] WneHTH(UIMPOBATH IO MEHBIIEH MEPE YETHIPE HMMYHHBIX KIIACTEPA,
HA3BaHHBIX  JTUMGQOWIHBIM, MHEIOHIHBIM, HWHTCPPEPOHOBHIM W  IUTOKUHOBBIM.
Jlumdounmnbiii Kmactep oOOTammeH reHaMHu, CBI3aHHBIMU C T-kieTkamu, B-knetkamu u NK-
KIIETKAMH, a MHEJIOMJHBIH KjacTep OOOTAleH TEeHAMH, CBA3aHHBIMH C Makpodaramwu,
HEeUTpoHUIaMH, MOHOIUTAMH U T. . W mumMQOWTHBIN WHIEKC, W MHEJIOHIHBIA HHIEKC
KOPPETUPYIOT C IPOLIEHTHBIM COJIEP’KaHHEM JIEHKOIMTOB B HaOope maHubix TCGA >xenmyka.

Kpartkoe u3noskeHre NpUMEHEHHBIX OTIMYUTENBHBIX ITPU3HAKOB MTOKAa3aHO Ha ¢urype 19.
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[00664] Cnez[yfomne BH/IBI PaKa OMPEACTUIN KaK UMEIOIIUE CAMBIA BBICOKHH
muMQpOUTHBIN WHACKC. B-kpymHokiaeTouHas mumd¢poma, TAMOMA, OCTPHIM MHUETOWUTHBIA
JIEMKO3, OIYXOJIM AWYKA, ICHOKAPLIIMHOMA JIETKOT'0, CBETIOKIETOYHBIN PaK MOYKH, TPHAKbI
HETAaTUBHBIA PAaK MOJIOYHOM JKEIIE3Bl, PaK KEIyJKa, IUIOCKOKIETOYHBIM PaK JIETKOTO W

MC30TCIIMOMaA.

[00665] 3aTeM BBIIBWIM BH/ABl paka, XapaKTEpPU3YIOIIUECS  BBICOKUM
AUM(OUTHBIM UHAECKCOM M MUENOUIHBIM UHAEKCOM. OCHOBHBIMH MOKA3aHUAMHU UCXOMAS U3
3TOro aHanus3a ObuM B-kpynmHOknmeTouHas nuM¢poMa, OCTPHIM MHETOUIHBIN JEHKO3,
CBETJIOKJIETOYHBIA PAaK MOYKH, aICHOKAPLIMHOMA JIETKOTO, TUMOMA, OmyXxoJyi sinuka, TNBC
MOJIOYHOM JKEJE3bl, ME30TEIINOMA, PAK IOHKEITYIO0YHOM JKEIIE3bl U IJIOCKOKIIETOYHBIM PaK

JCTKOTO.

Kpome TOro, BBIIBHIM BHIBI PaKa, XapaKTEPH3YIOIIHECS BBICOKHUM JIMM(POUTHBIM,
MHUETIOUIHBIM, UHTEP(PEPOHOBBIM, IUTOKHHOBBIM HHICKCAMH W MYTAIHOHHOM HArpy3KOM
omyxonu. Mcxons U3 3TOro aHajau3a, OCHOBHBIMH ITOKAa3aHUSAMM OBUTH aJCHOKAPIMHOMA
Nerkux, B-kpynmHokneTouHas mum¢poma, TIOCKOKIETOUHBIN pak serkoro, TNBC monouno#
JKENe3bl, CBETJIOKICTOYHBIM pak TMOYKH, PaK TOJIOBBI W IHEH, pak >KEIyAKa, pak

HOI[)I(CHYI[O‘{HOﬁ KCIIC3BI, paK IIEMKH MAaTKH U ME30TEIHOMA.

[00666] JIpyrum MapkepoM 0TOOpa MANUEHTOB TSI IMMYHOTEPAITUHA HA OCHOBE
PD-L1 B OTHOIEHWUH KOHTPOJIBHBIX TOYEK ABILTIOTCS AeexTsl myTei permapamu JJHK (Teo
et al, 2018, J Clin. Oncology). UtoObl maeHTH)HIMPOBATH THITBI OMYXOJEH, KOTOPBIE
JEMOHCTPUPYIOT camble BBICOKHE YPOBHHU M OHTHBIX, MUETIOUTHBIX,
UHTEPPEPOHOBHIX/IIATOKWUHOBBIX HWHAECKCOB, HANOKEHHBIX Ha TMB, u nedexter myrtei
penaparmu JIHK, paspadoranu usmepenuss HRD u nedexros B rerax HRR u oniernBanu 6a3y
maaaeix TCGA. Korma mpoBenw JaHHBIA aHAIA3, OCHOBHBIMH TIOKA3aHUSAMH OBLTH
aJCHOKAPIIMHOMA JIETKOTO, TUIOCKOKJIETOUHBIN pak jerkoro, TNBC MonouHO# xene3bl, pak
JKEITy/IKa, PaK TOJNOBBI M TIE€H, B-KpymHOKIeTouHas ImM(poma, pak TNHINEBOAA, PaK
MOKEITYJOYHOM JKEIIE3bl, PaK IIEHKH MATKH, CBETIOKJICTOYHBIA PAK MOYKH, ME30TEINOMA,

MEJIAHOMAa, PaK MOYEBOTO IMy3bIPs, aACHOKAPIUHOMA TOJICTON KHIIKH.

[00667] B COBOKYNHOCTH 3TH aHAJIM3BI MOKA3bIBAIOT, YTO OIYXOJIH C BBICOKHUM
VPOBHEM OTIENBHBIX MApPKEPOB WIIM HAIOKEHHEM HECKOJIBKHX MapKepoB C OOnbImeH

BEPOATHOCTHIO OYTyT PEarupoBaTh HA TPOUHYIO OJTIOKATy KOHTPOJIBHBIX Touek PD-1, LAG-3
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u TIM-3. Hanpumep, naske mpu pake, KOTOPHIH OOBIYHO HE SBISETCS TMOJIOKHUTEITHHBIM
OTHOCHUTEIPHO BBICOKHX JUM(OUIHBIX, MHETOWIHBIX, HHTEP(EPOHOBHIX/IIUTOKHHOBBIX
mapkepoB, TMB wmu npedekroB penmapanmm JIHK, MOXHO TIOBBICHTE BEPOATHOCTH
YCHEIIHOTO JICYEHUS IYTEM OIPEACICHUs, KAKHE IOATrPYIIIBI MAUUEHTOB SBISIOTCS
MOJIOYKUTENIbHBIMH TI0 3TUM MapKepam, JTHO0 OTAeNbHO, MO0 B KoMOuHaIwmu. [Ipumepsr
MOTYT  BKJIKOYATh  MNOATPYIIIBI  paka  3HAOMETPHsA,  KOJIOPEKTAIIBHOTO  paka,

HEMEIIKOKJIETOYHOTO PaKa JIETKOTO, paka >KeIyJKa U MeaHOMBI (purypa 19).

[00668] Jlpyrum BaXHBIM (PAKTOPOM, PETYIUPYIONIMM HCTOIIEHHE T-KJIETOK,
ABIISIETCS HAIMYME ACCOLIMUPOBAHHBIX C OMYXOJbIO BUPYCOB, Takux kak HPV, rematut B/C,
EBV. Ilpu Hano>xeHnn BUPYCHOM MH(EKLNHU C YKa3aHHBIMU BBILIE MAPKEPAMH, OCHOBHBIMH
TUTIAMH OITYXOJIEH SABJSIOTCS BUPYCHO-UH(HUIMPOBAHHBIN PaK TOJOBBI M IIEH, PAK MIEHKH

MAaTKH, IrernaToucunoIApHas KapuuHoMa H paK HOCOTJIOTKH.

[00669] JIpyruM MapkepoMm OTOOpa TMALMEHTOB Ui CPEACTBA MOHOTEPAIIUH,
Bo3zeHcTByroniero Ha PD-1, sBmsieTcs mukpocateuTHas HecTaOmibHOCTh (MSI-H) nnm
aedexTs! myTel penapanuu ommoouHoro cnapuBanus (AIMMR). Kak mokazano Ha ¢urype
12B, nipu pake >HAOMETPHUS HAOIIOMAIOTCS BBICOKHE ypoBHHU 3kcmpeccuu PD-1, TIM-3 u
LAG-3, okomno 20% ciy4aeB KOTOpOro, Kak cooomaercs, sBissrotess MSI-H. OxkupaeTcs, 4to
STH OMYXOJH TaKKe WUMEIOT BBICOKYH0O TMB, kak mokaszano Ha ¢urype 19. YuutsiBas
MPEAPACTIONOKEHHOCTH omyxoyied MSI-H, B ToM yucie sHAOMETpHA, OTBEYATh HA CPEACTBO
MOHOTEpaInuH, Bo3aencTeyromee Ha PD-1 (MeTka memOponm3ymaba), u skcrpeccuto TIM-3
n LAG-3, MOXXHO IPUMEHATh TPOWHBIE KOMOWHALIAY [T JieueHus omyxosieid MSI-H. Kpowme
TOro, yuuThiBasg mupoty 3kcnpeccuu PD-1, TIM-3 u LAG-3, omyXonau 3HIOMETpHUs, HE
spisrorrecss MSI-H, Takske MOJKHO JICUHTH C MOMOIIBIO JBOWHOW WM TPOHUHOM OJIOKAJIBI

PD-1, TIM-3 u LAG-3.

[00670] B umemom, B ABYX HEKIMHHYECKHX MOJEIAX KCEHOTPAHCIUIAHTATA
tpouHas 01okama PD-1, TIM-3 u LAG-3 ¢ nomonipro TSR-042, TSR-022 u TSR-033 6p11a
ocobeHHO dexTHBHOH, 3P dekT 3T0T OBIT CBA3aH ¢ yBemmdeHneM CD45" TIL y )KHBOTHBIX,
00pabOTaHHBIX TPOWHOH KOMOHWHAIMEH. DTH HMCCIICOBAHHS TOKA3BIBAIOT, YTO IBOWHAS
omokaga PD-1 ¢ momompio o-TIM-3 wmm o-LAG-3 mnpuBoguiaa K TOBBIIICHHIO
3} (PEKTHBHOCTH O CPABHEHHIO CO CPEJACTBOM MOHOTEPANMA B MOJEISAX OMYyXOJIEH Yy
TYMaHU3UPOBAHHBIX MbImie. Kpome TOrO, TpoitHas KOMOWHAIMA BCEX TPEX WHTHOHUTOPOB

KOHTPOJIBHOM TOYKH CBA3aHa C JOIMOJHUTEIBHOM MPOTHUBOOIMYXOJIEBOM AKTHBHOCTBIO:
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TpokiHas Omokama PD-1, TIM-3 wu LAG-3 nmpuBoguna K  3HAYUTEIBHBIM
(apMaKOIMHAMHYECKHM HW3MEHEHHSAM TI0 CPAaBHEHHIO CO CPEACTBOM MOHOTEPAIHH,
Bo3aeucTByroIuM Ha PD-1, ¢ yBenmuenmem moxkasarencut TIL, cHkeHHMEM mokasaTeneu
BHYTPHOIIYXONIeBbIX Treg W Bo3aedcTBMEM Ha mnonyimsiuud TAM ¢ moMompro
MHUKPOOKPYKEHHA OIMyX0oJii. Takum 00pa3oM, yUHuThIBasA MOTEHIMAIbHYIO poiib PD-1, TIM-
3 u LAG-3 B Hapymenun QyHKumd T-KI€TOK, 3TH HAOMIOACHHA TOKAa3bIBAIOT, YTO
OJHOBpPEMEHHAsA OJI0KAa BceX 3 KOHTPOJIBHBIX TOYEK MOKET MOTEHIIMAIBHO BBI3BIBATH O0IEe
CUIJIbHBIE U 0OJIee JTUTENbHBIE MPOTUBOOIYXOJEBbIE UMMYHHBIE OTBETHI, YEM OJUHOYHBIE
WM JBOWHBIE KOMOHWHAIIMH, W MOXKET TPEACTABIATH COOOM 0COOEHHO 3(P¢eKTUBHYIO

TEPANIeBTUYECKYIO CTPATETHIO.
IKBUBAJIEHTBI

[00671] Kak ucnionb3yercs B JAHHOM JOKYMEHTE, POPMBI €TUHCTBEHHOTO YHCTIA
B ONMHCAaHWH M B (OpPMyNe H300PETEHHUA, €CIM UYETKO HE YKa3aHO OOpaTHOE, CIeayeT
MOHUMATH KaK BKJIFOUYAIOIIHNE CCHUTKH HA MHOYKECTBEHHOE yHcn0. DopMyna H300peTeHHs HWiH
ONMCAHWE, B KOTOPBIX COACPKUTCA «HIHW» MEXKAYy OJHHM WIH HECKOIbKUMH
NPEACTABUTESIMH TPYIIIIBL, CYUTAIOTCS YAOBICTBOPEHHBIMH, €CIIH OJUH, 00JIEe OJHOTO WM
BCC MPEJACTABHUTENIM TPYIMIbI TPUCYTCTBYIOT B YKAa3aHHOM TPOAYKTE HIH Crocooe,
UCTIONB3YIOTCS B HEM HWIIH MHBIM OOpPa30M HMEIOT OTHOLICHHE K HEMY, €CIId HE YKa3aHO
NPOTHUBOTONIOKHOE WM WHOE HE OYEBHIHO W3 KOHTEKCTa. Hactosimee wu3oOpereHme
BKJTIOYAET BAPUAHTBHI OCYINECTBIICHHSA, B KOTOPHIX POBHO OJHH MPEACTABHUTEb TPYIIIIHI
MPUCYTCTBYET B YKa3aHHBIX IPOIYKTE HIIH CIIOCO0E, UCTIONIb3YETCS B HUX HITH HHBIM 00pa3oM
UMeeT OTHOIIEHHEe K HuUM. Hacrosmee H300pETCHHE TaKKe BKIIOYACT BAPHAHTEHI
OCYHIECTBJICHHUS, B KOTOPBIX 00Jiee OJHOTO HJIH BCE MPEICTABHTENIN TPYIIITBI MPUCYTCTBYIOT
B YKa3aHHBIX MPOAYKTE HJIH CHOCOOE, WUCIONB3YIOTCS B HHUX HJIM HHBIM OOpPa30M HUMEIOT
OTHOIIEHWE K HUM. Kpome TOro, ciaeayeT MOHHMATh, YTO HACTOSIIEe H300pPETEHHUE
OXBAaThIBAET BCE BapHALMH, KOMOWHAIIMK W COYETAHWS, B KOTOPBIX OJHO HJIH Oojee
OTPAaHHYCHHM, 3JIEMEHTOB, YCIIOBHM, OMMUCATEIBHBIX TEPMHHOB | T. JI. U3 OJHOTO HJIH OoJice
MEPEYHCIIEHHBIX MYHKTOB (YOPMYJIBI H300PETEHUS BBOAATCS B OPYTrOM MYHKT (POPMYIIBI
M300pETeHNs, 3aBUCUMBIA OT TOTO K€ HE3aBHCUMOTO MyHKTa (HOpMYIBI H300peTeHus (WH
1F000TO IPYTOoro MyHKTa (OPMYIIBI H300PETEHHUS, B 3aBUCUIMOCTH OT TOTO, YTO IIPUMEHHUMO ),
€CITH HE YKa3aHO MHOE WM €CITH CPEJHEMY CIICIHATMCTy B JAHHOW OOJACTH TEXHHKH HE

6yz[eT OUYCBHAHO, YTO 6yz[eT BO3HUKATh MPOTHBOPCYHUC NITH HCCOOTBCTCTBHUC. Ecam snemeHTHI
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NPEACTABICHBI B BUJAE TEpPEeUHEH (HampuMep, B BHAE Tpymmbl MapKylia WId B CXOTHOM
dopmare), crexyeT MOHUMATh, YTO TAKKE PACKPHIBACTCS KaKAAs MOATPYIIA dJIEMEHTOB, H
MF000H(JIIOOBIE) 3IIEMEHT(3IEMEHTBI) MOYKHO YHAIMTh W3 Tpynmbel. B menmom, cnemyer
MOHWMATh, YTO €CJIH HACTOAIIEE W300PETEHWE HJIM ACTEKTHl HACTOAIIETO HW300peTEHHS
0003HAYaCTCs1/0003HAYAIOTCS KaK COJEprKalnee/coaepkanme KOHKPETHBIE SJIEMEHTHI,
NPU3HAKA U T. I., TO ONPEJCICHHBIC BAPUAHTHI OCYNIECTBIICHUS HACTOAIIETO U300PETEHHS
WM ACTIEKTHI HACTOSIIETO H300PETEHUS COCTOAT HITH TIO CYTH COCTOST U3 TAKUX DIIEMEHTOB,
NPU3HAKOB W T. A. J7s mened ynpoIieHWs, TaKWe BAapPHAHTHI OCYHIECTBIICHHS OBLIM HE B
Ka)KJIOM CITydae Tak moApoOHO KOHKPETHO H3IIOKEHBI B JAHHOM JOKYMEHTE. Tarke clieayer
MOHUMATh, YTO JIFOOOH BapHAHT OCYINECTBIICHHWS HWJIM ACHEKT HACTOSIIETO H300pPETECHUS
MOXET OBITh B SIBHOH (pOpME HCKIIOUEH M3 (POPMYIIBI H300PETEHHUS, HE3aBUCUMO OT TOTO,
W3JI0’KEHO JTH KOHKPETHOE HCKIIOUEHHWE B omucaHuM. [lyOmukarmm, BeO-caliThl M JpyTHE
CCBHUIOYHBIE MATEPHAJbL, TPHBOJAUMBIE B JAHHOM JOKYMEHTE B KAaye€CTBE CCHUIKH JUIA
ONMMCAHUSA YPOBHSA TEXHUKH HACTOAIIETO M300pPETEHUs H JUI1  TPEIOCTABICHHA
JOTIOTHUTENIHOW MH(pOPMALMU KAaCAaTEBbHO €ro MPAaKTHYECKOH peaH3alyy, BKIIOUCHBI B

JaHHBIA JOKYMEHT TOCPEACTBOM CCHUIKH.
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®OPMYJA N30BPETEHUA

1. TlomumenTua, KOTOPHIM CTIOCOOEH CBA3BIBATH T€H 3 AKTHUBAILMH JIUM(OIMTOB
(LAG-3), comepxammii OaHy, ABE WA TPH AMHUHOKHCIIOTHBIE ITOCIIEOBATEIIBHOCTH,
BbIOpaHHbBIE W3 (a) aMHHOKUCIOTHOW mocnenosarenpbHocTH mog SEQ ID NO: 5, (b)
AMHHOKUCIOTHOU mocnenosarenbHOCTH mox SEQ ID NO: 6 u (¢) aMHHOKHCIIOTHOM

nocneaoBarenbHocTH o SEQ ID NO: 7.

2. TlonumenTua, KOTOPBIA COAEPIKUT BapHAOCTHHYIO OOJIACTH TSKEIIOW IICTIH,
comepkamyio oany, ase wimu tpu CDR, BeiOpannsie u3 (a) CDR-HI1, comepxamieit
AMUHOKHUCIOTHYIO TiocnenoBaTenbHOCTh o SEQ ID NO: 5, (b) CDR-H2, coaepkanieit
AMUHOKHUCIOTHYIO TTocnenoBaTenbHOCTh oA SEQ ID NO: 6, u (¢) CDR-H3, coneprkanieit

AMHUHOKHCIIOTHYIO nocieaoBatenbHocTh o SEQ ID NO: 7.

3. TlomumenTun, KOTOPHIH CIIOCOOEH CBA3BIBATH T€H 3 AKTUBALMH JTUM(OIMTOB
(LAG-3), e yka3aHHBIH MOJHIIETITH]T COACPIKUT BApHAOETHHYIO 00JIACTh TSDKEIOH IIETIH,

CO/IEPIKALIYIO:

CDR-H1, ompeneneHHyr0 aMHUHOKHCIOTHOW TMOCIEAOBATEIbHOCTHIO, HA TIO

MeHbmei mepe 80%, 85% wumu 90% uaentuunoit SEQ ID NO: 5; w/umm

CDR-H2, ompeneneHHyr0 aMHUHOKHCIOTHOW MOCIEAOBATEIBbHOCTBIO, HA IIO

meHbmei mepe 80%, 85% wumm 90% unentuunoit SEQ ID NO: 6; w/umm

CDR-H3, ompeneneHHyr0 aMHHOKHCIOTHOW MOCIEAOBATEIbHOCTHIO, HA IIO

MenbIe Mmepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 7.
4. TlomumenTua no m. 3, TAE YKa3aHHBIN MOJUMEIITHJT COACPIKUT:

CDR-H1, ompeneneHHyr0 aMHUHOKHCIOTHOW MOCIEAOBATEIBHOCTBIO, HA IO

Menble mepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 5;

CDR-H2, ompeneneHHyr0 aMHUHOKHCIOTHOW MOCIEAOBATENBHOCTBIO, HA IO

Menblnei Mmepe 80%, 85% unmu 90% uaentuunoit SEQ ID NO: 6; u

CDR-H3, ompeneneHHyr0 aMHUHOKHCIOTHOW MOCIEAOBATENBHOCTBHIO, HA IO

Menblne mepe 80%, 85% wnmu 90% unentuunoit SEQ ID NO: 7.

5. TlomumenTua, KOTOPBIH CIIOCOOEH CBSA3BIBATH I'e€H 3 AKTUBAIMH JTHM(OIHUTOB

(LAG-3), comepxammii OaHY, ABE WA TPH AMHUHOKHCIIOTHBIE ITOCIICIOBATEIIBHOCTH,
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BBIOpaHHBIE W3 (a) aMHHOKHUCIOTHOW mocmenosarenpHocTH mog SEQ ID NO: 8, (b)
AMHHOKHCIOTHOU mocnenosarenbHOCTH mox SEQ ID NO: 9 m (¢) aMHHOKHCIIOTHOM

nocneaoBarensHocTH 1o SEQ ID NO: 10.

6. ITlomumenTua, KOTOPBIM COAECPKUT BapHAOEIIbHYIO OOJIACTH JIETKOW IICTIH,
conmepkamyro oxny, nse win Tpu CDR, BeiOpanusie u3 (a) CDR-L1, comepxamieit
AMUHOKHUCIOTHYIO TocnenoBaTenbHOCTH oA SEQ ID NO: 8, (b) CDR-L2, coaepxameit
AMUHOKHUCIOTHYIO TocenoBaTenbHOCTh o SEQ ID NO: 9, u (¢) CDR-L3, congepkameit

AMUHOKHCIIOTHYIO nocieaoBatenbHocTh o SEQ ID NO: 10.

7. TlomumenTupa, KOTOPBIM CIIOCOOEH CBA3BIBATH T€H 3 AKTHBAILMH JTUMQOIUTOB

(LAG-3), roe yka3aHHBIN TMOMHUIETTH] COJAECPKUT BapUAOETTbHYIO 00JIACTh JIETKOHM LIETIH,
COAEPIKAIIYIO:

CDR-L1, ompeneneHHYyI0 aMMHOKHUCIOTHOM IOCJIEJOBATEIbHOCTBIO, Ha IIO

menbmer mepe 80%, 85% wumu 90% unentuunon SEQ ID NO: 8; w/unm

CDR-L2, ompeneneHHYI0 aMHHOKHUCIOTHOM IOCJIEJOBATEIbHOCTHIO, HA IIO

menbmen mepe 80%, 85% wumu 90% unentuunoi SEQ ID NO: 9; w/unm

CDR-L3, ompeneneHHyr0 aMHUHOKHUCIOTHOW TIOCJIEIOBATENBHOCTHIO, HA TIO

MenbIe Mmepe 80%, 85% umu 90% unentuunoit SEQ ID NO: 10.
8. ITlomunmenTtun mo m. 7, coaeps>Kaniyu:

CDR-L1, ompeneneHHyr0 aMHUHOKHCIOTHOW TIOCJEIOBATENBHOCTHIO, HA TIO

Menble Mmepe 80%, 85% umm 90% unentuunoit SEQ ID NO: §;

CDR-L2, ompeneneHHyr0 aMHUHOKUCIOTHOW TMOCIEIOBATENBHOCTBIO, HA TIO

Menblne Mmepe 80%, 85% umu 90% uaentuunoit SEQ ID NO: 9; u

CDR-L3, ompeneneHHyr0 aMHUHOKHCIOTHOW TMOCIEIOBATENBHOCTBIO, HA IO

Menbinen mepe 80%, 85% unmu 90% unentuunoit SEQ ID NO: 10.
9. TlomumenTua, KOTOPHIN criocoOeH cBsi3biBaTh LAG-3, comepkamuit

M0 MEHBIIEH MCPEC OIHY aMUHOKHUCITOTHYIO MOCICA0OBATCIIbHOCTD, YKA3aHHYIO B

1. 1, uiu BapuabeapHy0 007acTh TSHKEIIOW LENH, YKA3aHHYIO B IFOOOM U3 1. 2—4;

n
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10 MEHBIIEH MCPEC OIHY aMUHOKHUCITOTHYIO MOCICA0OBATCIIbHOCTD, YKA3aHHYIO B

I. 5, W BapuaOeTbHYI0 00JIACTh JIETKOW LIETH, YKa3aHHYIO B JIF0OOM U3 . 6—38.
10. [Momumentuxn mo modomy w3 nim. 1—9, rae yKa3aHHBIN MOTUTIETITH]T COJEPKHT;

CDR-HI1, onpenenennyro noa SEQ ID NO: 5,

CDR-H2, onpenenennyro noa SEQ ID NO: 6,

CDR-H3, onpeaenennyro noa SEQ ID NO: 7;

CDR-L1, onpeaenennyro noa SEQ ID NO: 8;

CDR-L2, onpeaenennyro noa SEQ ID NO: 9; u

CDR-L3, onpeaenennyro nox SEQ ID NO: 10.

11. TTonmumenTua, KOTOPBIH CIIOCOOEH CBA3BIBATH T'€H 3 aKTHBALUH JIMM(POLUTOB
(LAG-3), coneprkaniuii aMHHOKHCIIOTHYIO TTOCIIEI0OBATEIBHOCTD BAPHAOETFHON 00IaCTH
TSDKETION LETH, XapaKkTepu3yronryrocsa no mensmen mepe 80%, 85%, 90%, 95% wumu 98%

HJICHTHYHOCTHIO TIocneaoBateabHOCTH ¢ SEQ ID NO: 3.

12. Tlomunentun o 1. 11, coaepxamuii aMUHOKUCIOTHYIO MOCTIEA0BATEIbHOCTD

BapHaOebHOM 00JIACTH THKEIOH ey, onpeaenennyto moa SEQ ID NO: 3.

13. ITonumenTha, KOTOPHIH CIIOCOOCH CBA3BIBATH T€H 3 aKTHBAIIUH JTUMQOIIMTOB
(LAG-3), cogepskamuii aMHHOKHCIIOTHYFO TIOCTIETOBATEIFHOCTS BApHAOETbHON 00IacTh
JIETKOM LIETIH, XapaKTepu3yrouryrcs no Mmenbimen mepe 80%, 85%, 90%, 95% umu 98%

HICHTHYHOCTHIO nociieaoBatensHocTH ¢ SEQ ID NO: 4.

14. IomunenTua no m. 13, coaepsKamuii aMUHOKUCTIOTHYIO MOCIIEI0BATEIBHOCTD

BapuaOEIIbHOM 00IacTH JIeTKOM 1ieTH, onpeaeneHuyro moa SEQ ID NO:4.

15. IMonumenTra, KOTOPHIH CIIOCOOCH CBA3BIBATH T€H 3 AKTHBAIIUH JTUMQOIIMTOB

(LAG-3), cogeprramuii:
BapuaOeTbHYI0 001aCTh TSHKEION TIETH, YKa3aHHy o BT 11 w1 12; u
BapuaOeTbHY 0 001aCTh JIETKOH 1er 1o 1. 13 wimu 1. 14,

16. ITonumenTra, KOTOPHIH CIIOCOOECH CBA3BIBATH T€H 3 AKTHBAIIUH JTUMQOIIUTOB

(LAG-3), conmepkamuii TONHIETITUAHYIO TIOCIEIOBATEHPHOCTD TSKEIIOW — TICTIH,
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xapakTepusymolyrocs 1o MeHpmed Mepe 80%, 85%, 90%, 95% wumm 98%

HACHTHYHOCTHIO mociiegoBaTenbHOCTH ¢ SEQ ID NO: 1 mym SEQ ID NO: 21.

17. Homumentua no m. 16, comepkammil NOJMUNENTHAHYK MOCIIEI0BATEIbHOCTD

TshKENoM Henu, onpeaeneHuyo nmoa SEQ ID NO: 1.

18. IomumenTua no m. 16, comepkammi NOJMMNENTHAHYO MOCIIEI0BATEIPHOCTD

TshKENoM Henu, onpeaencHuyo nmoa SEQ ID NO: 21.

19. IMonumenTua, KOTOPHIA CIOCOOEH CBA3BIBATH T€H 3 AKTHBAIUH JTUMQOIMTOB
(LAG-3), coaepkamuii MOJUNENTUIHYIO TOCIEAOBATEIBHOCTh JIETKOW  IIETH,
XapakTepusymolyiocs 1o MeHpmedn Mepe 80%, 85%, 90%, 95% wmm 98%

HICHTHYHOCTHIO mociieaoBaTenbHOCTH ¢ SEQ ID NO: 2 umm SEQ ID NO: 22.

20. I[omunentun no 1. 19, conaepkamuii NOMUIENTUAHYIO MOCIEI0BATEIBHOCTD

Jerkou nemnu, onpeaeneHnyo noa SEQ ID NO: 2.

21. Ilomunentun no 1. 19, coaepkamuii MOTUNENTUAHYIO MOCIEA0BATEIBHOCTD

nerxoi nemnu, onpeaenennyro noa SEQ ID NO: 22.
22. TomunenTua, KOTOPBIH CIIOCOOEH CBSA3BIBATH T€H 3 AKTHBAIMH JIUM(OIMTOB
(LAG-3), cogeprxammuii:
NOJMIIENTHIHYIO TTOCIIEIOBATEIBHOCTD TSHKETION IIETH, YKa3aHHYIO B TFOOOM U3
m. 16—18;

u

MOTUTIETITUAHYIO TIOCIIEIOBATENFHOCTD JIETKOW ETH, YKa3aHHYIO B JIIOOOM M3

oo 19—21.

23. TlomumenTr, KOTOPBIA CIOCOOEH CBA3BIBATH T€H 3 aKTHBAIUU JTUM(OIUTOB
(LAG-3), rae mommmentHj COACPKHT AMHUHOKHUCIIOTHYIO —TIOCIIEAOBATEIBHOCTD,
xapakTepusyrolytrocs 1o Mespmed wepe 80%, 85%, 90%, 95% wumum 98%
HIEHTHIHOCTHI0 mocneaoBaTeabHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 mmm SEQ ID
NO:21.

24. ITomunenTun TAKEIIOHU LICTH, coaep Karun AMUHOKHCIIOTHYHO

MOCIIEA0BATENIBHOCTD, XapaKTepU3yrolytocs no MeHbined mepe 80%, 85%, 90%, 95%
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e 98% uaeHTHYHOCTHIO mocneaoBaTeabHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 umu SEQ
ID NO: 21.

25. IlonumenTra, KOTOPHIH CIIOCOOCH CBSA3BIBATH T€H 3 AKTHBAIUH JTUMQOIMTOB
(LAG-3), rme moaMMOEeNTHA CONEP)KUT AMHHOKHCIOTHYIO TIOCJIEIOBATEIBHOCTS,
XapakTepusymolyrocs 1o MeHbmed Mepe 80%, 85%, 90%, 95% wmm 98%
HAeHTHIHOCTHIO TTociiefoBatenbHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 uymu SEQ ID NO:
22,

26. IlomunenTux JIETKOU LIETIH, coaepKauu AMUHOKHCIIOTHYIO
MOCIIEA0BATENIBHOCTD, XapaKTepU3YIOIytocsa o MeHbined mepe 80%, 85%, 90%, 95%
umm 98% wuaeHTHIHOCTHIO mociaeaoBaTebHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 umu

SEQ ID NO: 22.

27. IlonunenTua, KOTOPBIM CIIOCOOEH CBA3BIBATH T'€H 3 aKTHBALUH JIMM(POLUTOB
(LAG-3), COJEPIKAIIMH:
1) AMHHOKHCJIOTY, Xapakrepusyromyrocsa no mMeHbmei mepe 80%, 85%, 90%, 95%
i 98% naeHTHIHOCTHIO TTocaeaoBaTenbHOCTH ¢ SEQ ID NO: 1, SEQ ID NO:3 umu SEQ
ID NO: 21; H
1) AMUHOKHUCJIOTY, XapakTepusyrouyocsa no menemeid mepe 80%, 85%, 90%, 95%
wiH 98% uaeHTHIHOCTHIO mocaeaoBaTebHOCTH ¢ SEQ ID NO: 2, SEQ ID NO: 4 nmm

SEQ ID NO: 22.

28. ITonunmenTra, KOTOPHIH CIIOCOOCH CBSA3BIBATH T€H 3 AKTHBAIUH JTUMQOIIMTOB

(LAG-3), cogeprramuii:
1) OIHY, ABE WM TPH AMUHOKHUCIIOTHBIE TTOCIIEA0BATETFHOCTH, BEIOPAHHBIC H3

(a) aMUHOKHCJIOTHOW TOCIEIOBATEIPHOCTH, KOTOPAas WIACHTHYHA TI0
MOCTICIOBATEIbHOCTA HMJIH COACPKHT OT 1 10 5 aMHUHOKHCIOTHBIX 3aMEH I10

cpasuenuro ¢ SEQ ID NO: 5,

(b) aMHHOKHCITIOTHOW TIOCTIEOBATEIIFHOCTH, KOTOpas WACHTHYHA TI0
MOCTIEA0BATENBHOCTA WM COACPKUT OT 1 0 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 6, u
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(c) aMUHOKHCIOTHOM TIOCIEIOBATEIPHOCTH, KOTOPAas WIACHTHYHA TI0

MOCTIEAOBATENIBHOCTA WM COACPKUT OT | 0 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasuenuro ¢ SEQ ID NO: 7;

11) OJHY, ABE WM TPH AMUHOKHUCIIOTHBIE TTOCIIEA0BATENHHOCTH, BEIOPAHHBIE U3

(a) aMUHOKHCIOTHOM TIOCIEIOBATEBPHOCTH, KOTOpPAas WICHTHYHA TI0
MOCTIEAOBATENIBHOCTA WM COACPKUT OT | 10 5 aMHHOKHCIIOTHBIX 3aMEH IO

cpasHenuro ¢ SEQ ID NO: 8,

(b) aMHHOKHCIIOTHOM TIOCTIEAOBATEIILHOCTH, KOTOpas WACHTHYHA TI0
MOCTICIOBATEIFHOCTA WIIH COACPKHT OT 1 10 5 aMWHOKHCIOTHBIX 3aMEH IIO

cpasHenuro ¢ SEQ ID NO: 9, u

(c) aMHHOKHCIIOTHOH TIOCIIEAOBATEIPHOCTH, KOTOpPas HWACHTHYHA TIO

MOCJIEI0BATEIBHOCTH WM COACPKUT OT 1 [0 5 aMHUHOKHUCIOTHBIX 3aMEH IO

cpasaenuro ¢ SEQ ID NO: 10.

29. IomunenTua, KOTOPHIH CIIOCOOEH CBSA3BIBATH T€H 3 AKTHBAIMH JIUM(OIMTOB
(LAG-3), COJIeprKaIIui:
1) OJHY, JIB€ WJIA TPH AMHUHOKHCIIOTHBIE TIOCTIEIOBATEIIbHOCTH, BHIOpAHHBIE H3 (a)
AMHUHOKHCIOTHOW mocnenoBarenbHocTd mox SEQ ID NO: 5, (b) aMHHOKHCTOTHOM
nocienoBaTenbHOCTH oA SEQ ID NO: 6 u (¢) aMHHOKHUCIOTHOM TOCIIEIOBATEIIBHOCTH
1 (O SEQ ID NO: 7; "
1) OJHY, JIB€ WJIA TPH aMHUHOKHCIIOTHBIE TIOCTIETOBATEIIFHOCTH, BBHIOpAHHBIE H3 (a)
AMHUHOKHCIOTHOW mocnenosBarenbHocTH mox SEQ ID NO: 8, (b) aMHHOKHCTOTHOU
nocienoBaTenbHOCTH oA SEQ ID NO: 9 u (¢) aMHHOKHUCIOTHOM TOCIIEIOBATEIIBHOCTH

o SEQ ID NO: 10.

30. [Momumentun, o moOomy W3 mim. 1—29, T/ MONMNENTHJ COACPKHUT TIO
MEHBINEH Mepe OMHY AUCYIh(HUIHYIO CBS3b, 0OPA30BAHHYIO TEPBBHIM IUCTEHHOM H
BTOPBIM LUCTEUHOM; rae:
1) TIEPBBIN IUCTEHH BBIOpaH w3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 u3 SEQ ID NO: 1, a BTOpo# mucTerH BoIOpaH u3 octatka 41, 115, 147, 160,
216, 239, 242, 274, 334, 380 wu 438 w3 SEQ ID NO: 1
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11) TIEPBBIA ITUCTEHH BBIOpaH w3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 3 SEQ ID NO: 1, a Bropo# ucTenH BIOpaH u3 octatka 45, 115, 161, 221 u
241 u3 SEQ ID NO: 2; WA
111)  TIEPBBIM LUCTEWH BbIOpaH U3 octatka 45, 115, 161, 221 u 241 u3 SEQID NO: 2, a
BTOPOU IIUCTEHH BBIOpaH u3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

31. [lomumentug, o moOomy u3 . 1—30, T MONMMENnTHA COAEPKHUT TIO
MEHBIIEH MEpE OAHY AUCYIb(PHUIHYIO CBA3b, O0OPA30BAHHYIO IMEPBBIM LUCTEHHOM U
BTOPBIM LUCTEUHOM; rae:
1) MEPBBIM OCTATOK MpeacTaBisieT coboi octatok 45 u3 SEQ ID NO: 2, a Bropoit
OCTaTOK  mpeAcTaBiasieT coboi ocratrok 115 w3  SEQ ID NO: 2
11) NEPBBIM OCTATOK MpeAcTaBisieT co0oi ocratok 161 w3 SEQ ID NO: 2, a Bropoii
OCTATOK  TpeAcTaBimseT cobor octatok 221 w3 SEQ ID NO: 2;
1il)  TepBBIH OCTATOK mMpeacTasisieT co0oi ocratok 147 w3 SEQ ID NO: 1, a Bropoii
OCTATOK  TpeAcTaBimsieT cobor ocratok 241 w3 SEQ ID NO: 2;
1V)  TepBBIH OCcTaTOK mpeacTaBiieT cobor ocratok 41 w3z SEQ ID NO: 1, a Bropoii
OCTATOK  TpeAcTaBlsieT cobor ocratok 115 w3 SEQ ID NO: 1;
V) MEPBBIM OCTATOK TpeacTaBisieT coooi octaTtok 160 w3 SEQ ID NO: 1, a BTropoit
OCTaTOK  mpeAcTaBiseT cobod  ocratok 216 w3 SEQ ID NO: 1;
vi)  TepBHIA 0CTATOK mpeacTaBisieT codou ocratok 239 m3 SEQ ID NO: 1, a Bropoi
OCTaTOK  mpeAcTaBiseT cobod  ocratok 242 w3 SEQ ID NO: 1;
vil)  TepBBIA 0CTATOK mpeacTaBisieT codor ocratok 274 m3 SEQ ID NO: 1, a Bropoi
OCTaTOK TMpeAcTaBisieT coOou octatok 334 w3 SEQ ID NO: 1; wm
viil) mepBbId ocTaTOK TpeacTasisaeT codoit octatok 380 m3 SEQ ID NO: 1, a Bropoi

OCTaTOK TpencTaBiieT coooi ocratok 438 u3 SEQ ID NO: 1.

32. [lomamenTua mo mobOomy w3 mim. 1—31, T/e MONMMNENTHJ COAEPKHUT TIO

MEHBIIICH MCPEC OAWH acCIiaparvt, KOTOpBIfI ABIBICTCA TTUKO3HUIIHPOBAHHBIM.

33. [lomumenTra, KOTOPBIM CIIOCOOECH CBSA3BIBATH T€H 3 AKTHBAIUH JTUMQOIIMUTOB
(LAG-3), comepkamuii TO MEHBIIEH Mepe OJIWH AaclaparuH, KOTOPBIH SBIAETCS
TTIMKO3UIIMPOBAHHBIM; rjae MOJIUINIENITH] COJIEPIKHUT:
1) BapHaOeNpHYI0 00macTe TDKENOW 1enH, Kotopas coxepkut CDR-HI,
coJep:Kallyr0 aMHUHOKHUCIOTHYIO mocieaoBaTenbHocTh ox SEQ ID NO: 5, CDR-H2,

coJepKallyr0 aMUHOKHUCIIOTHYHO TiocienoBarenbHOCTh oA SEQ ID NO: 6, u CDR-H3,
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COJEpKallyl0 AaMUHOKHCIOTHYIO TocnenoBarenbHocTh moa SEQ ID NO: 7; wu
11) BapuaOEIIbHYIO 00JIaCTh JIETKOH 1erH, kKoTopas coaepkutr CDR-L1, copepskamnryro
aMUHOKHCIIOTHYIO mociiegoBatenbHocTh oA SEQ ID NO: 8, CDR-L2, coaepkaiyro
AMUHOKHCIIOTHYIO TiocieaoBatenbHocTh o SEQ ID NO: 9, u CDR-L3, coaepkaiiyio

aMUHOKHCIIOTHYIO nocieaoBatenbHocTh o SEQ ID NO: 10.

34. llomunentua no 1. 33, T/A€ MOJUINENTU COACPKHUT MO MEHBLIEH MEpE OJHY
TUCYIb(UIHYIO CBsI3b, 0OPA30BAHHYIO TMEPBBIM IUCTEHHOM W BTOPBIM LIUCTEUHOM; THE:
1) MIEPBBIA IUCTEHH BbIOpaH u3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 u3 SEQ ID NO: 1, a Bropo# nucTeuH BbIOpaH U3 ocratka 45, 115, 161, 221 u
241 u3 SEQ ID NO: 2;
11) MIEPBBIA IUCTEHH BbIOpaH u3 octatka 41, 115, 147, 160, 216, 239, 242, 274, 334,
380 u 438 u3 SEQ ID NO: 1, a Bropoi# muctenH BeiOpaH u3 octatka 41, 115, 147, 160,
216, 239, 242, 274, 334, 380 wm 438 w3 SEQ ID NO: 1; wm
111)  TepBBIA HUCTEHH BBIOpaH U3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2, a
BTOPOM UCTEHH BBIOpaH U3 octatka 45, 115, 161, 221 u 241 u3 SEQ ID NO: 2.

35. lomunentua no n. 33 wnu 1. 34, rAe NOJUIENTH] COACPKUT TSHKEIYIO LIETh,
xapakrtepusyromytocs 1o MeHbmed wmepe 80%, 85%, 90%, 95% wmm 98%
WACHTHYHOCTBIO mocaeaoBareabHocTH ¢ SEQ ID NO: 3, w/mmm nerkyro Iems,
xapaktepusyromytocs 1o MeHbmed wmepe 80%, 85%, 90%, 95% wmmu 98%

HICHTHYHOCTHIO nociieaoBatensHocTH ¢ SEQ ID NO: 4.

36. [TomumenTua mo moOomy U3 L. 33—35, re MOTUIETITH]T COAEPIKUAT TSKEITYIO
LEMb, XapakTepusyromyrocs mo MeHbmed mepe 80%, 85%, 90%, 95% wumu 98%
WACHTHYHOCTRIO mocieaoBareapHocTH ¢ SEQ ID NO: 1, w/mmm nerkyro Iems,
xapakTepusyrolytrocs 1o MeHbmed wepe 80%, 85%, 90%, 95% wumu 98%

HICHTHYHOCTHIO mociieaoBatenbHoCcTH ¢ SEQ ID NO: 2.

37. llomumenTua mo moOoMy U3 il 33—36, CONEPKAIM TITHKO3WITAPOBAHHBIN

acraparvH B TSDKEIIOW LICTIH.

38. Ilomunentua nmo m. 37, rA€ TIMKO3WIMPOBAHHBIM AaClapardH MPEICTABIACT

0001 N291 Tsxenoi 1end.

39. [lomumentua mo mroO6oMy w3 mr. 1—38, e COBOKYMHOCTH N-CBsI3aHHBIX

onurocaxapuaos npeaycmarpusaet GOF.
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40. IMomumentun mo moOomy w3 mir 1—39, Tae COBOKYMHOCTH N-CBSI3aHHBIX

onmrocaxapuaos npeaycmarpusaet G1F.

41. lMomunmentun mo moOomy w3 mn 1—40, Tae COBOKYMHOCTHh N-CBSI3aHHBIX

onmrocaxapujos npeaycmarpusaet G2F.

42. lMomumentun mo moOomy w3 min 1—41, rae COBOKYMHOCTh N-CBSI3aHHBIX

OJIMTOCaxapuI0B peaycMarpusaet Man-5.

43. [Momunmentun mo moOomy w3 T 1—42, rae COBOKYMHOCTHh N-CBSI3aHHBIX

onmurocaxapuaos npeaycmatpusaeT GOF u G1F.

44. Tlomunentun mo moOoMmy w3 T 1—43, rae COBOKYMHOCTh N-CBSI3aHHBIX

onmurocaxapunos npegycmarpusaet GOF, G1F, G2F u Man-5.

45. Tlomunentua mo moOomy w3 min. 1—44, Tae TOMUNENTHA, CBSI3BIBAECT T'eH 3
aktuBaru auMmdonuto (LAG-3) w/umm momasnseT B3aumoaeicTeue mexnay LAG-3 u

MHC I1.

46. Ilomunentua o moOomy u3 1. 1—45, Toe momunenTHn akTUBHPYET T-

KIICTKH.

47. Ilomunentua no 1. 46, rae akTuBauus T-KIE€TOK OLICHUBACTCS MO YBEIIHUYCHUIO

npoayuuposanus [L-2.

48. IMomunentuny 1o moOomy w3 mm. 1—47, rae TONHIENTHI SBIACTCS

YEITOBCUYCCKUM WM TYMAaHHU3UPOBAHHBIM.

49. BplaeneHHas TOCIEA0BATEIBHOCTh HYKICHHOBOM KHCJIOTBL, KOAUPYHOIIAs

TIOJTHTICTITH/, TI0 JTF0OOMY U3 T, 1—48.

50. BeraeneHHas HyKJIIEMHOBAasA KHCJIOTA MO 1. 49, rae BbIJICTICHHAs HYKJIECHHOBAs
KHCJIOTa COAEPKUT HykienHoBYro kucnoty mog SEQ ID NO: 11, SEQ ID NO: 12, SEQ
ID NO: 13, SEQ ID NO: 14, SEQ ID NO: 21 uwymma SEQ ID NO: 22.

51. BeigenmeHHas TOCIEIOBATENPHOCT HYKIIEHHOBOM KHCIIOTBI, COJAEp/Kammas
OJHY, JABE WA TPH IOCIIEAOBATEIIFHOCTH HYKICHHOBOW KHCIIOTHI, BBIOpaHHBIE W3 (a)
MOCIIEIOBATEIFHOCTH ~ HyKilemHOBOM  kmcnmotel mox  SEQ ID  NO: 15, (b)
MOCIIEIOBATEIBHOCTH  HYKJIeMHOBOM kucinotel mox SEQ ID NO: 16 u (c)

MOCJIEI0BATENPHOCTH HYKJIIEMHOBOM KucaoTel oA SEQ ID NO: 17.
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52. BeigeneHHas TOCIEOOBATENPHOCT HYKIEHHOBOH KHCIIOTBI, COAEp Kammast
OJHY, ABE WM TPH TOCIIEAOBATEIIFHOCTH HYKICHHOBOW KHCIIOTHI, BBIOpAaHHBIE W3 (a)
MOCIIEIOBATEIBHOCTH  HykKiemHOBOM kmcimotel mox  SEQ ID  NO: 18, (b)
MOCIIEIOBATEIBHOCTH  HyKIeMHOBOM kucinotel mox SEQ ID NO: 19 u (c)

MOCJIEI0BATENBHOCTH HYKJIIEMHOBOM KucaoThl oA SEQ ID NO: 20.

53. Bextop, coaepskamMi BBIACICHHYIO IIOCIEAOBATENBHOCT HYKICHHOBOU

KHUCJIOTHI TIO JTF0OOMY M3 M. 49—52.
54. BeiaeneHHas KIIETKa, COAEpKamas BEKTOp 1o IL. 53.

55. Kommnosurus, coaepskamias TOJUNENTHA 1o JroOomy w3 . 1—48
BBIICTIEHHYIO HYKJICHUHOBYIO KHUCJIOTY IO JF0OOMY U3 mir. 49—52, BekTop mo 1. 53 wiun

BBIJICTICHHYIO KJIETKY IO 1. 54.

56. Komnosunusas no 1. 55, 1€ KOMIIO3HMLMS JOMOJIHUTEIBHO COACPKUT

(hapManeBTHYECKH MPHEMIICMBIH HOCUTEITh.

57. CpencTBO Ha OCHOBE AHTUTENA, COJACPIKAINEE TONUIENTHA MO JTFOOOMY U3

. 1—48.

58. CpeacTBO HAa OCHOBE aHTHTENA IO 1. 57, TJIe CPEACTBO HA OCHOBE AHTHTENA
ceasbiBaeTcsa ¢ LAG-3 ¢ Kp, cocTaBnsronied OT npuOIH3UTEIEHO 1 TTHKOMOJIB/ T (TM) 110

mpuOH3uTeapHO 100 MUKpOMONTE/TT (MKM).

59. Cnoco0 WHAYIUPOBAHUS KIMMYHHOT'O OTBETA Y MJICKOTIUTAIOMIETO, Y KOTOPOTO
WMEETCA HapyLICHHE, KOTOPOE YYBCTBUTEIBPHO K TMOJABJICHUIO T€Ha 3 aKTHUBALUU
mamporuToB (LAG-3), BKIOYAOMUN BBEACHHE YKA3aHHOMY MIICKOTHTAIOIIEMY
3¢} PEKTHBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO MOAABIISAThH TIEPEIady CUTHAJIA
¢ yusactuem LAG-3 (cpemctBa, BO3merctByromero Ha LAG-3), BcaeacTBHE 4Yero y
MJICKOTIUTAIOIIETO HWHAYIUPYETCS WMMYHHBIH OTBET, TJIE€ HEOOS3aTENhHO CPEICTBO,
BoznercTByroniee Ha [LAG-3, BBIOpaHO W3 TPYMIBI, COCTOSINECH W3 TOJATICTITHAA TIO
mro0oMy u3 i, 1—48, BRIIEICHHONW HYKIIEHHOBOM KHCJIOTHI TI0 JTF0OOMY W3 T, 49—52,
BEKTOpPA MO M. 53, BBIACICHHON KJIETKH MO 1. 54, KOMMO3ULMM M0 M. 55 Wiy . 56 Ui

CpeACTBAa HA OCHOBE aHTHUTENA MO 1. 57 wiH 1. 58.

60. Crtoco® HHAYIMUPOBAHUS UMMYHHOTO OTBETA Y MIIEKOTIMTAOIIETO, Y KOTOPOTO

HUMCCTCA HAPYHICHUC, KOTOPOC YYBCTBUTCIIbHO K IIOJABJICHHUIO T'CHa 3 dKTHUBAallUHU
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mampormToB (LAG-3), BKIOYAOIMUK BBEACHHE YKA3aHHOMY MIICKOTHTAIOIIEMY
3¢ (EeKTUBHOTO KOJTMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOJABIIATH MIepeaady CUTHANA
¢ yuactuem LAG-3 (cpenctBa, Bo3mewictBytomero Ha LAG-3), sddexktuBHOTO
KOJIMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO TOAABIATH MEPEJady CHUTHANA C YYaCTHEM
Ooenka 1  3amporpammupoBaHHOM  kinetouHod cmeptu  (PD-1)  (cpenctsa,
Bo3zeHcTByromniero Ha PD-1), u 3¢ dexkTuBHOr0 KOMMYecTBa CpeACTBa, KOTOPOE CIIOCOOHO
MOJIABJIATH IEPeAavy CUTHAJA C yYacTHEM Oelka 3, COIeprKaliero JOMEHbI T-KIETOYHOTO
ummyHornoOynuHa u wmyuuHa (TIM-3) (cpenctBa, Bo3aeiictByromero Ha TIM-3),
BCIEACTBHUE YEro VY MIICKONMMTAIOIIETO MHIAYLHUPYETCS MWMMYHHBIM OTBET, T
HEO0O0s3aTeNbHO CPENCTBO, Bo3AeHcTBYOmEee Ha LAG-3, BBIOpaHO U3 IPYMIIbI, COCTOSIIEN
W3 TOJMIENTHAA T0 JTI0O00OMYy U3 T 1—48, BBIIENCHHOW HYKJIEMHOBOW KHCIIOTHI TIO
mro0oMy m3 . 49—352, BekTopa 1o 1. 53, BBIIETEHHOMW KIETKHU MO 1. 54, KOMIIO3HUIUH T10

. 55 v 1. 56 uium cpecTBa Ha OCHOBE aHTUTENA 1O 1. 57 uiu 1. 58.

61. Cioco0 yCWIeHHs WMMMYHHOTO OTBETa WM TOBBIIEHUSA AaKTHBHOCTH
MMMYHHOHU KIIETKH Yy MJECKONMUTAIOIIET0, Y KOTOPOTO HMMEETCS HAPYIICHHE, KOTOPOE
YyBCTBHTEIBHO K TTOJABICHHIO TeHa 3 aktuBarmu TuMporuToB (LAG-3), BRIIOYArOIHiA
BBEJICHHUE YKa3aHHOMY MJIEKOTIHTAIOEMY 3((HEKTHBHOTO KOJIMYECTBA CPEICTBA, KOTOPOE
CHOCOOHO TOJABIATH Tepemady curHama ¢ ydactuem LAG-3  (cpeactsa,
Bo3aeHcTByronmero Ha LAG-3), BCAEACTBHE YEro Y MJICKOTHTAIOMIETO HHIYIHPYETCS
WMMYHHBIA OTBET, TJIe HEOOSI3aTEIPHO CPEACTBO, Bo3aercTByromee Ha LAG-3, BEIOpaHO
W3 TPYMIBL, COCTOSMIEH W3 TMONMIENTHAA TO JoOomy u3 1. 1—48, BbIAeTeHHON
HYKJIEHHOBOH KHCJIOTHI TIO Jf000oMy W3 mimn. 49—52, BekTopa mo 1. 53, BBIACTCHHOW
KJIETKH 10 M. 54, KOMIIO3HIMU MO 1. 55 unm . 56 Wy cpecTBa HA OCHOBE AHTHUTENA IO

aF0O0O0OMY U3 1. 57 wimm 1. 58.

62. Cioco0 yCWIIEHHS WMMYHHOTO OTBETa WJIH TOBBIIEHHS AaKTHBHOCTH
UMMYHHOH KIIETKH Y MJICKOMUTAIOMET0, Y KOTOPOTO WUMEETCS HapyIIEHHE, KOTOPOe
YyBCTBUTENBHO K MOJABICHHIO TeHa 3 aktuBauu muMporntos (LAG-3), BKIOYArOmui
BBE/ICHUE YKa3aHHOMY MJIEKOTTUTAOEMY 3P PEKTHBHOTO KOJTHYECTBA CPEACTBA, KOTOPOE
CHOCOOHO TOJABIATH Tepemady cmrHama ¢ ydactuem LAG-3  (cpeactsa,
Bo3aeHcTByromero Ha LAG-3), 3¢ ek THBHOTO KOMTHYIeCTBA CPEACTBA, KOTOPOE CIIOCOOHO
MOJABIIAITh TEepPeJavy CHrHaja ¢ ydacTHeM Oejka 1 3amporpaMMHUpPOBAHHOM KIIETOYHOM

cmeptu (PD-1) (cpenctsa, Bo3aericTBytomero Ha PD-1), u a3 dexTuBHOTO KOTHUECTBA
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CpeacTBa, KOTOPOE CIIOCOOHO TOJABIATH TEpedady CHTHalla ¢ ydacTheM Oenka 3,
COAepsKaIero J0MeHbl T-KIeTouHOTO HMMYyHOTI00yMHa 1 mytmHA (TIM-3) (cpeactsa,
Bo3aeHcTByronmero Ha TIM-3), BcleAcTBHE YEro y MIIEKOMHUTAFOMIETO HHIYLHPYETCS
WMMYHHBIA OTBET, T/Ie HEOOA3aTENbHO CPEACTBO, Bo3ercTByromee Ha LAG-3, BeIOpaHo
W3 TPYMIbI, COCTOSMIEW W3 TMONUIENTHAA TO moOomy u3 mm. 1—48, BblAETEeHHON
HYKJIEMHOBOM KHCJIOTBHI 1O M00omy u3 mm. 49—52, BekTopa mo m. 53, BBIACTECHHOU
KJIETKH 110 1. 54, KOMIIO3HLMU MO 1. 55 wnm 1. 56 unuy cpecTBa HA OCHOBE AHTHUTENA T10

m. 57 wiu 1. 58.

63. Cnioco0 no mooomy u3 mi. 59—62, r/ie IMMYHHBIH OTBET IIPEICTABIISET COOOH

TYMOpPaJIbHBIN WM ONIOCPEAOBAHHBIN KIETKAMU UMMYHHBIN OTBET.

64. Croco6 1o 1. 63, rAe UMMYHHBIH 0TBET npeactasiset cooor CD4 umu CD8 T-

KJIETOYHBIA OTBET.

65. Croco6 1o 1. 63, TAe UMMYHHBIH OTBET MPEACTABIACT COO0H B-KimeToyHbIH

OTBCT.

66. Crroco6 eYeHnsT HAPYIIECHHUS Y MJICKOITUTAIONIETO, KOTOPOE YyBCTBUTEIBHO K
nojgaBiacHu0 reHa 3 aktuBamuk JmmdouutoB (LAG-3), BKIIOYAOIMUN BBEIACHHE
MJIEKOTIMTAIOMIEMY, y KOTOPOTO HMMEETCS HapyLIEHHE, KOTOPOE UYBCTBUTEIBHO K
nomaBiaeanto LAG-3, >¢dekTHBHOTO KOTMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO
TIOIABIIATH Mepeaady curHaia ¢ yaactaueM LAG-3 (cpeacTsa, Bo3aekcTByroniero Ha LAG-
3), 3a CcHeT Yero OCYIIECTBIIETCS JIEYCHHE HAPYHNICHHUS Y MIIEKOTTHUTAOIIETO, T/
HEO0O0M3aTeNbHO CPENCTBO, Bo3AeHcTRYyomee Ha LAG-3, BRIOpaHO U3 TPYMITBI, COCTOSIIEH
W3 TOJMIIENTHAA 10 JII0OoMYy W3 T 1—48, BBIIENCHHOW HYKIIEHHOBOW KHCIIOTHI TIO
moooMy m3 min. 49—52, BeKTopa 1o 1. 53, BBIIETCHHOM KIETKH MO 1. 54, KOMIIO3HUITHH TT0

1. 55 mim 1. 56 unM cpencTBa HA OCHOBE aHTUTENA MO 1. 57 wnu 1. 58.

67. Crioco6 neyeHnss HAPYIIEHHUs Y MIIEKOTTHTAIONIETO, KOTOPOE YyBCTBUTEIBHO K
nojaBieHU0 reHa 3 aktuBamuu JmmbouutoB (LAG-3), BKIOYAOIUN BBEIACHHE
MJIEKOTTUTAIOMIEMY, Y KOTOPOTO HWMEETCS HApyIIEHHe, KOTOPOE YYBCTBHTENBHO K
nomasiaeanto LAG-3, 3¢dekTuBHOTO KOMHMYECTBA CPEACTBA, KOTOPOE CIIOCOOHO
TIO/IABIIATH Tepeaady curHana ¢ yaactueM LAG-3 (cpeacTsa, Bo3aekcTByroniero Ha LAG-
3), 3(¢deKTHBHOTO KOIMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOMABIATH TEpPeaavdy

curHama ¢ ywactueMm Oenka 1 3amporpaMMupoBaHHOW KietouHor cmeptu (PD-1)
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(cpencTra, Bo3acHcTBYOMIETO HA PD-1), 1 3¢ pexkTHBHOTO KOTHIECTBA CPEACTBA, KOTOPOE
CHOCOOHO TIOAABIIATH MIEPEJAYY CHTHAIA C YIaCTHEM O€Ka 3, COAEPIKAIMETO JOMEHBI T -
KIETOYHOTO MMMYyHOTTOOymuHa ¥ mynuHa (TIM-3) (cpencTBa, BO3AEHCTBYIOIIETO HA
TIM-3), 3a cUeT 4ero OCYMIECTBIIIETCS JICYCHHUE HAPYIIEHHUS Y MIIEKOMHTAIOMIETO, TAC
HEO00sA3aTeNbHO CPENCTBO, Bo3AeHcTBYomee Ha LAG-3, BRIOpaHO U3 TPYMIIBI, COCTOSIIEN
W3 TOJMIENTHAA TO0 I0O0oMy U3 mm. 1—48, BBIIENCHHOW HYKIIEMHOBOW KHCIIOTHI TIO
mro0oMy m3 min. 49—52, BekTopa 1o 1. 53, BBIIETICHHOM KIETKHU MO 1. 54, KOMIIO3HUIUH T10

L. 55 mm 1. 56 unM cpencTBa HA OCHOBE aHTUTENA 110 11. 57 mnu 1. 58.
68. Crioco0 1o modomy u3 mm. 59—~67, rae HapyleHHue IPeaCTaBIsIeT COO0H pak.

69. Crioco0 1o 1. 68, T11e paKk MpeacTaBsIeT COOOM:

1) pak, aCCOUMUPOBAHHBIN ¢ BBICOKOM MYTAIMOHHOW HArpy3KOH OIyXOJIH
(TMB);
1) PaK, KOTOPBIH ABIAECTCA MHUKPOCATEIUTUTHO-CTAOMIBHBIM (MSS),

1il)  pak, KOTOPbIM XapaKTEPHU3YETCA MUKPOCATEIUIUTHON HECTAOUITBHOCTHIO,

V)  paK, KOTOPBIH HWMEET CTaTyC BBICOKOH MHKPOCATEIUTUTHOU

HecTabunpHOCTH (MSI-H),

V) paKk, KOTOPBIM HWMEET CTaTyC HHU3KOM  MHKPOCATEJUIUTHOM

HecTabunpHOCTH (MSI-L),
vi)  pak, acCOUMUpOBaHHBIN ¢ BBICOKOH TMB u MSI-H,
vil)  pak, accouupoBaHHbIN ¢ BEICOKOH TMB 1 MSI-L umm MSS,

Viil) pak, KOTOPBIA XapakTepusyercs AcPeKTHOW CHUCTEMOH permapanun

omubouHoTo criapuBanus JJHK,

1X)  paK, KOTOPBIH Xapakrepusyercs neeKTOM B TEHE penapanud

omubouHoTO criapuBanus JJHK,
X) THIIEPMYTHPOBAHHBIH PaK,
xl)  pak, mpeayCMaTPUBAIOIINI MyTaIMiO B momumepase-aensta (POLD),

xil)  pak, MpeAyCMaTPUBAIOIINI MyTalMio B momumepase-3ncuino (POLE),
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xill) pak, KOTOPBIH XapaKTepH3yeTcs AePHUIIUTOM pemapariyl MOCPEACTBOM
TOMOJIOTHYHOH PEKOMOWHAIMH/ Ie(PUITUTOM roMotoruyHOU penapanuu («HRD»)
XapakTepu3yeTcss MyTalMed WiIM Jelelued TeHa pemapaiud IOCPEICTBOM

romoJyiornyHol pekomOunaruu (HRR);

X1V)  aJeHOKapIMHOMY, PaK SHAOMETPHUS, PaK MOJIOYHOM JKENE3bl, PAK THYHHUKA, PAK
HOIEMKH MAaTKH, pak (annonmueBod TPyOBl, paKk AWYKa, NMEPBUYHBIA paKk OpPIOIIMHBIL, pak
TOJICTOM KHIOKH, KOJOPEKTAJBHBIM PaK, PaK TOHKOTO KHINEYHHKA, IUIOCKOKIETOYHYIO
KapIMHOMY aHyca, IUIOCKOKIETOYHYI0 KApPIUHOMY IOJIOBOTO YJIEHA, IIOCKOKIETOUHYIO
KapILMHOMY INEHKH MAaTKH, IIOCKOKIETOYHYI0 KapUUHOMY BJIArajviia, IIOCKOKIETOYHYIO
KapILMHOMY BYJIbBBI, CAPKOMY MATKHX TKaHEH, MEIaHOMY, TOYECYHOKIETOUHYIO KaPILIMHOMY,
paK  JIETKOTO, HEMEIKOKIETOYHBIM  PaK  JIETKOTO,  AaJCHOKAPLMHOMY  JIETKOTO,
IUIOCKOKJIETOYHYIO KApLIUHOMY JIETKOTO, PaK JKEIyAKa, PaK MOYEBOTO My3bIPs, PaK KEITYHOTO
My3BIPs, PaK MEUYEHH, paK IMIMTOBUAHOM >KEJIe3bl, paKk TOPTAHM, PAK CIFOHHOM JKele3bl, pak
MUIIEBO/A, PaK TOJIOBBI M IIE€H, IUIOCKOKJIETOYHYIO KApLMHOMY TOJIOBBI M INEH, pak
MPEICTATEIbHON JKENEe3bl, PAaK IOUKEITYJOYHOM >KENe3bl, ME30TEIHOMY, KapLUUHOMY U3
KIETOK Mepkemsi, capkoMy, TIHOOJACTOMY, TE€MATOJOTHUYECKHA pakK, MHOKECTBEHHYIO
MHETIOMY, B-kneTounyto numpomy, T-kneTounyro mumdpomy, mumbpomy
XOMKKAHA/IEPBUYHYI0  MEIHACTUHAIBHYIO B-kimetounyro muMdomy, XpOHUYECKHH
MHUEJIOTCHHBIA JICHKO3, OCTPBHIA MHUEIOWAHBIA JIEHKO3, OCTPHIH JTMM(OOTACTHBIN JIEWKO3,
HEXO/UKKUHCKYIO TuMpomy, HelipoomacTomy, omyxoinb CNS, nuddysHyro riamomy cTBONa
rogoHoro wmosra (DIPG), capkomy IOunra, >MOpHOHABHYIO PAOIOMHOCAPKOMY,

0CTEOCAPKOMY WIJIHM OIyX0Jib BunibMca; umu

XV) pak w3 xiv), rae pak seimsercs MSS wmmm MSI-L, xapakrtepmsyercs
MHUKPOCATEIIUTHOM HeCcTaOMIbHOCTHIO, siBIsieTcs MSI-H, umeer Bwricokyro TMB, mmeer
BbICOKYI0O TMB u aBnsercs MSS unmu MSI-L, umeer Boicokyto TMB u siBisetcs MSI-H,
nMeeT JAe(eKTHYI0 CUCTeMy pemaparuu ommbounoro cmapusanus J[HK, umeer medekr B
reHe penapaiuu omuodouyHoro capusanus [|HK, mpencrasmser co0o# rumepmMyTHPOBAHHBIH
pak, npeacTasmser coooi pak HRD wmun HRR, npenycMmaTtpuBaeT MyTanumio B mojauMepase-

aenbra (POLD) nmm mpemycMaTpuBaeT MyTaIuio B momMepase-3ncuinon (POLE).

70. Crioco0 mo 1. 69, T/1e paK mpeaCTaBIIET COO0H METAHOMY, TIOUYEYHOKJIETOYHYIO
KapLIMHOMY, PaK JIETKOTO, PaK MOYEBOTO IMy3bIPs, PAK MOJOYHOM JKEJE3bl, PAK MIEHKHU

MAaTKH, PaK TOJCTOM KHIIKH, PaK >KEIYHOI'O MY3BbIPsA, Pak TFOPTaHW, PaK IEYEHH, PaK
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OIUTOBUIHOM JKENE3bl, paK >KETyJKa, paKk CIIOHHOM >KeNe3bl, PaK MpeACTaTEIIbHOM
JKENE3bl, PaK MOLKEITYA0YHOM JKENe3bl, paK SHAOMETPHS, paK SUYHUKA WIH KapLUUHOMY

W3 KIIETOK Mepkens.

71. Cnoco6 mo m. 69, Tme pak TPeACTaBIsSeT COOOM HEMEITKOKIIETOYHBIM pak
JIETKOT'0, PaK SHAOMETPHS, TTOUYCYHOKIETOYHBIA PaK, PaK MICHKH MATKH, PaK KEITYIKa,

KOJIOPEKTATBHBIN PaK WM TPIKIBI HETATUBHBIA pak MoouHo# xkene3sl (TNBC).

72. Cnoco0 1o 1. 69, T1ie pak MpeacTaBiIAeT COO0H pak, KOTOPBIM XapaKTEPH3YyeTCs
Ae(UIUTOM permapaudd TOCPEACTBOM TOMOJIOTHYHOW PEKOMOMHALMH/ Ie(DUIIUTOM
romoniornyHol penapammu («HRD») unu xapakrtepusyercs MyTammed WM Jenenuen

reHa penapaiuu MmocpeICTBOM roMosioruuyHol pekomouHarmu (HRR).

73. Cioco6 mo 1. 69, Tae pak TPeacTaBsieT coOOM pak dSHIOMETpPHS,

HeoOs3arenbHo pak sHpomerpus MSI-H wm MSS/MSI-L.

74. Cmoco6 mo 1. 69, rtae pak mnpenctaBmsier cobod  pak  MSI-H,
npenxycmarpuBaomuid  mytammto B POLE  wm POLD,  HeoOs3atenbHO

HesHAoMeTpuanbHbIi pak MSI-H, npenycmarpusarommii myTaiuo 8 POLE i POLD.

75. Cnoco® mo 1. 69, rae pak NPeACTaBIIET COOOM pak MOJIOYHOH KEJe3bl,

HEOOSM3aTEIbHO TPWK/IbI HETATUBHBIA pak Moo4HOH skene3sl (TNBC).

76. Cnioco6 1o 1. 69, T/1e pak MPeACTaBIIET COOOM pak SUYHUKA, HEOOA3aTEITHHO

SIHUTEITHAITbHBIN PaK AsUYIHHKA.

77. Cnioco6 1o 1. 69, T/Ie pak mpeacTaBiIsieT COO0H pakK JIETKOTO, HEOOsI3aTeIbHO

HEMETKOKJIETOYHBIA PaK JETKOTO.
78. Crioco0 1o 1. 69, T11e pak mpecTaBIseT COO0H METAHOMY.
79. Croco6 1o 1. 69, T/ie pak mpeAcTaBIseT COO0H KOTOPEKTAIBHBIA PaK.

80. Coco0 1o 1. 69, rae pak mpeacTaBiIsIeT COO0H TNIOCKOKIETOYHYIO KAPUUHOMY
aHyca, TUIOCKOKJIETOYHYIO KapILMHOMY ITOJIOBOTO YJICHA, IIOCKOKIETOUHYIO KapIHHOMY
NIEWKA MATKH, TUTOCKOKIIETOYHYFO KapIMHOMY BJIAarajiiilia HIH TUIOCKOKJICTOYHYFO

KapLIMHOMY BYJIbBBIL.

81. Coco0 mo 1. 69, T1e pak mpeacTaBiIseT COO0M OCTPBIA MHUETTOMIHBIN JTEHKO3.
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82. Cnoco0® mo 1. 69, re pak TMpencTaBiAeT COOOM OCTPBHIA TUM(POOTACTHBIN

JEUKO3.
83. Cmoco0 1o 1. 69, Tae pak MpeacTaBisieT COO0H HEXOKKUHCKYIO TUM(pOMY.
84. Cnoco0 o 1. 69, rre pak npeacTasiseT coooi muMdpomy XOHKKHHA.
85. Cmoco0 1o 1. 69, rae pak mpeacTaBisieT COO0M HEHPOOIacToMy.
86. Cmoco0 1o 1. 69, Tae pak mpeacTaBisieT cooou omyxoimb CNS.

87. Cmoco0 mo 1. 69, rae pak mpeactaBisieT co0od AudQy3HYIO TITHOMY CTBOJIA

ronosHoro mosra (DIPG).
88. Cmoco0 1o 1. 69, Tae pak mpeacTaBiseT coooi capkomy IOuHnra.

89. Cnoco6 mo m. 69, rae pak TPEACTaBIAET COOOW SMOPHOHATBHYIO

padaoMHOCAPKOMY.
90. Crroco6 1o 1. 69, rie pak mpeAcTaBsieT COO0H 0CTEOCAPKOMY.
91. Croco6 mo 1. 69, r/1e pak mpeAcTaBIsIeT COO0H omyxoib Bubmca.
92. Cnioco0 1o 1. 69, T11e pak mpeacTaBIseT COOOH CAPKOMY MSITKHX TKaHEH.
93. Cnioco0 1o 1. 69, T1ie pak MpeacTaBIseT COO0H TCHOMHOCAPKOMY.

94. Crroco6 mo moodomy U3 1. 60, T, 62—65 u . 67—68, T/1e pak mpeacTaBIIeT
co0oii B-kpymHOKIIETOUHYIO THM(POMY, THMOMY, OCTPBIA MUETOUIHBIA JICHKO3, OIyXO0JIb
AUYKA, aICHOKAPLIMHOMY JIETKOTO, HEMENKOKIIETOYHBIA PaK JIETKOTO, CBETIOKICTOYHBIN
paK MOYKH, PaK MOJOYHOM JKEIIE3bl, TPWKABI HETAaTUBHBIA PAK MOJIOYHOM JKEIE3bI
(TNBC), pak MOJTOYHOH >KeJe3bl, OTJIUYHBIH OT TPHKABI HETATHBHOTO (OTIIMYHBIA OT
TNBC), pak sxemyaka, IDIOCKOKJIETOYHBIM PaK JIETKOTO, ME30TETHOMY, PaK
MO/PKEIYAOYHOM JKEJIE3bl, PaK INEMKHM MATKH, PaK TOJOBBl M IIEH, MEIAHOMY,
renaTOUCIUIIOIAPHYI0 KapLUUHOMY, PaK HOCOTJIOTKH, PaKk MHINEBOJA, aACHOKAPLHUHOMY
TOJCTOM  KHIOKM,  KOJOPEKTaJIbHBIM  paK, KapUMHOMY  TMPAMOM  KHIIKH,
XOJIAHTHOKAPLIMHOMY, PaK DJHIOMETPUS MATKHM, CAapKOMy, pPak MOYEBOIO Iy3bIpA,
KapIUHOMY IIMTOBHIHOM JKENE3bl, TANWUIIPHBIA pPaK TOYKH, MYyJIbTH()OPMHYFO
ITIO0NaCTOMY, PaK  TEYEHH, KAPUUHOCAPKOMY  MATKH,  (PEOXpOMOIMTOMY,
BBICOKOAH(PPEePEHITMPOBAHHYIO TIAHOMY, XPOMO(OOHBIH TMOYEYHOKIIETOUHBIA PaK, pak

HaAIMOYCYHHUKA HITH YBCAJIIbHYHO MCJIAHOMY.
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95. Cnoco6 mo mob6omy W3 T 59—67, rae HapymeHHue NPeACTaBisieT COOOU

WH(PEKINOHHOE 3a00JIEBaHHE.

96. Cioco6 mo m. 95, rae MH(EKUHOHHOE 3a00JI€BaHUE BBI3BAHO BHUPYCOM HIU

OaKTepHUEH.

97.Cnioco6 mo 1. 96, rae BHUPYC MPEACTABIIET COO0M BHPYC MMMYHOAEHHUIUTA
yenoseka (HIV), pecnuparopro-cunimTransaeiii Bupyc (RSV), Bupyc rpumnma, Bupyc
nenre, Bupyc OnmreiiHa-bapp (EBV), mammnnmomasupyc uenoseka (HPV), supyc
renatuta B (HBV) nmm Bupyc rematuta C (HCV), roe HeoOA3aTenbHO pak MpeIcTaBiIsIeT
co00M WH(PUIMPOBAHHBI BHPYCOM PAaK TOJOBBI M IHEH, paKk IICHKH MAaTKH,

reIaTOUC/UIIOIIIPHYO KapIUHOMY HJTH PaK HOCOTJIOTKH.

98. Croco6 mo mobomy u3 mim. 59—67, Tie HapylmIeHHE TPEACTABIIET COOOH

ayTOUMMYHHOE 3200JIeBaHHE.

99. Croco6 mo 1. 98, rae ayTOMMMYHHOE 3a00JICBaHHE TPEIACTABIIET COOOH
paccesTHHbIN CKIIEPO3, CaXapHbIi 1ualdeT 1 THIa, peBMaTOUIHBIM aPTPHUT, CKIEPOJEPMHIO,

oone3np Kpona, mcopuas, CHCTEMHYIO KpacHYI0 BordaHKy (SLE) vmm s3BeHHBIN KOJTHT.

100. Cmoco6 mo mobGomy w3 mir. 59—99, rae cmoco0 JTOTOTHUTEITBHO
MPeIyCMaTPHBAET NMPUMECHEHHE IPYroro TEParneBTHYECKOTO CPEACTBA HIIM CPEICTBA

JCUCHHUA.

101. Cmoco6 mo m. 100, Tie crmocoO AOMOTHATETFHO BKIFOYAET MPUMEHEHHE
OJTHOTO HJIH 00JIee U3 XHPYPrHYSCKOT0 BMEINATEILCTBA, PAJHOTEPAITHH, XHMHOTEPAITHH,
HMMYHOTEPAIHH, MPOTHBOAHTHOTCHHOTO CPEACTBA WM TMPOTHBOBOCHIATHTEIIBHOTO

CpescTBa.

102. Cmoco6 mo moOOMy U3 TPEAbAYyIIHX TIYHKTOB, TJE CyOBEKTY
JOTIOJTHUTENIFHO BBOJIWIM WX OYyAyT BBOAWTP HHTHOWTOP WMMYHHOH KOHTPOJBHOU
TOYKH, B PE3YJIbTATE YEro MIEKOMHUTAOIIEE MOIYyYaeT CPEACTBO, KOTOPOE CIIOCOOHO
MOJIABJIATH Tepeaavuy curHana ¢ yuactuem LAG-3, u HHTHOUTOP UMMYHHOM KOHTPOJIBHOU

TOYKH.

103. Cnoco0 mo m. 102, BKIIOYAONIUN JOIMOIHUTEIFHOE BBEICHUE OJHOIO,

ABYX HJTH TPEX HHTHOUTOPOB HMMYHHOH KOHTPOJIBHOH TOYKH.
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104. Crmoco6 mo 1. 102 wmm 1. 103, r/1e *HrHOUTOP UMMYHHOM KOHTPOJIBHOH
TOYKH mpeacTaBisieT cooou maruomrop 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 kmacca I, MHC kmacca II, GALS, ageno3suna, TGFR, B7-H1,
B7-H4 (VTCN1), 0X-40, CD137, CD40, IDO umu CSFI1R.

105. Crnoco6 mo 1. 103 umu 1. 104, rie *HruOUTOP UMMYHHOM KOHTPOJIBHOM
TOYKH MPEACTABIIET COOOH CPENCTBO, KOTOPOE MOJABIIIET NIEPeAavy CUTHAA C yYaCTHEM
oenmka 1 3amporpammupoBaHHOM KieTouHOM cmeptu (PD-1), Oemok 3, comeprkaniuit
aoMeHbl T-kimeToyHOro MMMyHOrnooymuHa u mymmHa (TIM-3), accormupoBaHHBIN C
nurorokcuueckuMu T-mmpormramu 0enok 4 (CTLA-4), Oenok, coaepKanivi JOMEHbI
T-knerounoro ummynornooymuua u I[TIM (TIGIT), unponamuH-2,3-THOKCUTEHA3Y

(IDO) umu penenirop kononuectTumympyromero gakropa 1 (CSFIR).

106. Crnoco6 mo m. 105, rae MHrHOMTOP WUMMYHHOH KOHTPOJIBHOM TOYKH

MPEACTABIIET COOOM CPEACTBO, KoTopoe moaasisietr TIM-3.

107. Cmoco6 mo m. 106, rme cpenctBo, kotopoe momasiaser TIM-3,
MPEACTABIIET COOOM MAayl0 MOJIEKYTY, HYKIEHHOBYIO KHCIIOTY, TIOJHITCTITH/T
(HampuMep, aHTUTENO), YIJEBOJM, JIMIHI, METAJI, TOKCHH WU CBs3biBaromee TIM-3

CPEACTBO.

108. Cmoco6 mo m. 107, tme cpeacTBo, kotopoe mnomaBmsier TIM-3,

MPECTABIET COO0H cBa3bIBaroniee TIM-3 cpencTso.

109. Cmoco6 mo m. 108, rae ceaswsBaroniee TIM-3 cpeacTBo TpeacTaBIseT
cO0OM AaHTHTEJIO, KOHBIOTAT HAa OCHOBE AHTHTEIA HWIH €ro aHTHTCHCBA3BIBAIOIIMHI

(dparmeHr.

110. Cmoco6 mo . 109, rae ceassBaroniee TIM-3 cpeacTBO TpeICTaBIseT

coooit TSR-022.

111. Crmoco6 mo m. 105, rae WHTHOUTOP MMMYHHOH KOHTPOJBHOM TOYKH

MPEICTABIISET COOOH CPEACTBO, KOTOpoe moaasisiet PD-1.

112. Cmoco6 mo m 111, rtme cpemctBo, KoTtopoe momasmsier PD-1,

MPEICTABIIET COOOM Mamyl0 MOJIEKYTY, HYKIEHHOBYIO KHCIIOTY, TIOJHIICTITH
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(HampuMep, aHTHUTENO, YTJCBOJ, JHMIHJ, METAI, TOKCHH WM cBs3bBaromee PD-1

CPEACTBO.

113. Cmoco6 mo m 112, rtame cpemctBo, Kotopoe momasmsier PD-1,

MpeaCcTaBIAeT coO0M cBa3biBatoniee PD-1 cpeacTso.

114. Crmoco6 mo 1. 113, rae ceaspBaromee PD-1 cpencTBo mpeactaBiseT
COOOM aHTUTEN0, KOHBIOTAT HAa OCHOBE AHTUTENA WM €r0 AHTHICHCBA3BIBAIOIIUN

¢parmeHr.

115. Cmoco6 mo m. 114, roe cea3sBaroniee PD-1 cpemctBo BbIOpaHO U3
rpynmsl, coctosmiel u3: BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283,
JS-001, MEDI-0680, MGA-012, nuomymaba, PDRO0O1, mnemOpomusymaba, PF-
06801591, REGN-2810, TSR-042 1 ux npou3BOIHBIX.

116. Cmoco6 mo 1. 115, rae ces3piBaromee PD-1 cpencTBo mpeacTaBisieT
coboi TSR-042.

117. Cmoco6 mo m 111, tme cpeacTBo, KoTopoe momasmsier PD-1,

MPEACTABIIET COOOM CPEACTBO, HampaBieHHOE MPoTHB PD-L1/L2.

118. Cmoco6 mo 1. 117, tae cpeactso, HampaBienHoe npotuB PD-L1/L2,

MPEICTaBIAET COOOM CPEACTBO HA OCHOBE aHTHTENa K PD-L 1.

119. Cmoco6 mo m. 118, rae cpemctBo Ha ocHOBe aHTuUTena k PD-L1
MPEACTaBIAET COoOOM are3omm3ymad, asemymad, CX-072, mypsamymad, FAZ053,

LY3300054, munnamonekyiy k PD-L1 wnu ux npousBoaHbIE.

120. Crmoco6 mo m. 105, rae WHTHOUTOP MMMYHHOW KOHTPOJBHOM TOYKH

npeacTasisieT cooor uarunonrop CTLA-4.

121. Cmoco6 mo 1. 120, rae uaruoutop CTLA-4 mpencrasisieT coO0M MaITyro
MOJIEKYJTY, HYKJIIEMHOBYFO KHCITOTY, TIOJTATIENITH (HAIPHMEP, AaHTHTEIIO ), YTIIEBO/, JIHITH/I,

MeTas, TOKCUH uin cBsasbiBaromee CTLA-4 cpeactso.

122. Cmoco6 mo m. 121, rae ceassBaromee CTLA-4 cpencTBo mpeacTaBiIseT
COOOM AHTUTENI0, KOHBIOTAT HA OCHOBE AHTWUTENIA WM €r0 AHTHTCHCBI3BIBAFOIIHN

¢parmeHT.
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123. Crmoco6 mo m. 105, rae WHTrHONTOP MMMYHHOW KOHTPOJBHOH TOYKH

npeacTasisieT cooor uarnourop TIGIT.

124. Cmoco6 mo m. 123, rae uaruoutop TIGIT npencrasnser co6oi Mamyro
MOJIEKYJTy, HyKJICHHOBYIO KHCIIOTY, TIOJTUNIENTH/ (HATTPUMED, AHTHTEJIO, YTIICBO/I, JIUITH/,

MeTta, TokcuH win cBsasbiBaromee TIGIT cpenctso.

125. Crmoco6 mo m. 124, rae ceaseBaromee TIGIT cpeactso mpeacrasnseT
COOOM aHTUTEN0, KOHBIOTAT HAa OCHOBE AHTUTENA WM €r0 AHTUICHCBA3BIBAIOIIUN

¢dparmeHr.

126. Croco6 mo m. 105, rae MHrHOMTOP MMMYHHOM KOHTPOJBHOM TOYKH

npeacTasiseT coooi uaruourop IDO.

127. Crmoco6 mo 1. 126, roe maruOutop IDO mpencraBiser coOONW Mamyro
MOJIEKYITY, HyKJIEMHOBYIO KHCJIOTY, TIOJUIENTHA (HAPUMED, AHTHTEIO, YTICBO, JTUTTH]I,

MeTa1, TOKCUH uiu cBsasbiBaromiee DO cpenctso.

128. Crmoco6 mo 1. 127, rae cesaspBaromee [DO cpeacTBo mpeacTaBiseT
COOOM AaHTUTENO, KOHBIOraT HAa OCHOBE AHTHTENIA HWJIH €r0 AaHTHUTCHCBI3bIBAIOIIHI

(dparmeHr.

129. Crmoco6 mo m. 105, rae WHTHOUTOP MMMYHHOH KOHTPOJBHOH TOYKH

npeacTassieT cooou uaruouTOp CSFIR.

130. Cmoco6 mo m. 129, rae uaruouTop CSF1R npeacrtasiseT co00i Mamyro
MOJIEKYITy, HyKJICHHOBYIO KHCIIOTY, TIOJTUNICNTH/I (HATPHUMED, AHTHTEJIO, YTJICBO/I, JIHITH/,

MeTas, TOkcuH uiH cBsasbiBaromee CSF1R cpenctro.

131. Cmoco6 mo m. 130, rae ceaspBatomee CSF1R cpeactBo mpencrapmser
cOoOO¥ aHTHUTENI0, KOHBIOTAT HA OCHOBE AHTHUTENIA WJIH €r0 AHTHTCHCBS3BIBAIOIIHI

¢dparmeHr.

132. Croco6 mo mobdomy u3 1. 59—119, rae MIIEKOMUATAIOMEMY BBOIHITA
unu OyayT BBOOUTH CPEACTBO, KoTopoe moxaasisier TIM-3, m cpeacTtBo, KOTOpOE

nogasyAeT PD-1, B pe3ynbpTare yero MaeKOMUTAONICE TTOTY4YaeT BCE TPH CPEACTBA.

133. Cmoco6 mo mobomy w3 mm. 59—105, mm. 111—117 u m 132, tae
cpeacTBo, BosaecucTByromee Ha PD-1, wmm cpeactso, kotopoe mnoxaasiaser PD-1,

npeactasmieT coooit BGB-A317, BI 754091, IBI308, INCSHR-1210, JNJ-63723283, JS-
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001, MEDI-0680, MGA-012, wuBomyma0b, PDRO01, memOpommzymad, PF-06801591,
REGN-2810, TSR-042, are3onmuszymal, asemymad, CX-072, mypsamymad, FAZO0S53,
LY3300054, munnamonekyiry k PD-L1 wnu ux npoussoaHsle.

134. Cmoco6 mo mooomy u3 mm. 59—110, m. 132 u . 133, rae cpeactso,
Bo3acucTByromee Ha TIM-3, u cpeactBo, koropoe momasisieT TIM-3, mpeacrtasnser

coooit MBG453, LY3321367, Sym023, TSR-022 unu ux mpou3BOTHOE.

135. Crnoco6 mo 1. 132, rae MIeKOUTAOIEMY BBOUIN HIIH OyIyT BBOJUTH
cpenctso, kotopoe nonasisier TIM-3, mpencrasisromee coooir TSR-022, u cpenctso,

koTopoe nogasisier PD-1, npeacrasmstoniee coooit TSR-042.

136. Croco6 no mooomy u3 . 59—105, mm. 111—119 unm. 132—135, rae
CpeAcTBO, Bo3acHcTByomee Ha PD-1, unu cpenctso, kotopoe noaasmiset PD-1, BBOAAT B
103€, COCTAaBIMIOMIEH OT mnpuOMM3uTenbHO 500 Mr/maumeHT O0 TPUOIU3UTEIHHO

1000 mMr/manueHT.

137. Cmoco6 mo m. 136, tme cpeactBo, BosaewcTByromee Ha PD-1, mmm
cpeacTBo, kotopoe moaasmsier PD-1, BBOAAT B 103€, COCTABISIONICH MPUOITU3UTETBHO

500 Mr/manueHT.

138. Cmoco6 mo m. 136, rae cpenctBo, Bo3acHcTByromee Ha PD-1, wmwm
CpeacTBo, KoTopoe moaaBisier PD-1, BBOAAT B 103€, COCTABJISAIONMICH MPUOIM3HTEITHHO

1000 mMr/manueHT.

139. Cmoco6 mo mrodomy u3 mm. 136—138, re cpeacTBo, BO3ACHCTBYIOMEE
Ha PD-1, unu cpeactso, kotopoe noaasmaeT PD-1, BBOAAT mauyeHTy OJHMH pa3 B TPU

HEJCITH.

140. Cmoco6 mo m. 139, raoe cpenctBo, Bo3acicTByromee Ha PD-1, wmmm

CPeACTBO, KOTOpoe nmoaasiaeT PD-1, BBOAAT B TEYEHHE MHOKECTBA LIUKIIOB.

141. Cmoco6 mo m. 140, raoe cpenctso, Bo3acHcTByromee Ha PD-1, wmm

cpencTBo, kotopoe moaasisieT PD-1, BBoasT B Teuenue 2, 3, 4, 5, 6 uinu O0NbIne IUKIIOB.

142. Cmoco6 mo m. 141, raoe cpenctso, Bo3acHcTByromee Ha PD-1, wmm

CPEACTBO, KOTOpoe moaasisaeT PD-1, BBOOAT B TEUEHHUE TPEX, YETHIPEX WM MATH LUKIIOB.

143. Cmoco6 mo m. 141, raoe cpenctso, Bo3acHcTByromee Ha PD-1, wmm

CpPeACTBO, KOTOpoe noaasisgeT PD-1, BBOOAT B TEUEHHE YETHIPEX LUKIIOB.
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144. Croco0 mo 1. 142, rae mociie TPEThETO, YETBEPTOTO MITH TISITOTO ITUKIIA
cpencTBo, kotopoe noaasisieT PD-1, BBOAAT B O0j1ee BRICOKOH /103€ OJHH Pa3 B 6 HEEb

WA OONbIIE.

145. Cmoco6 mo m. 144, roe cpenctso, Bo3acicTByromee Ha PD-1, wmum

cpencTso, koropoe noaasisieT PD-1, BBoasaT B Oonee BBICOKOM 03¢ OJHH Pa3 B 6 HEZEb.

146. Cmoco0 mo 1. 144 unwm 1. 145, e cpeactso, Bo3acHcTBYOMIEEe HA PD-
I, mnu cpenctBo, kotopoe moaasiaeT PD-1, BBOAAT B mepBOM 103€, COCTABIAIOIICH

pubau3uTeIbHO 500 MT/MalHeHT.

147. Cnoco6 mo mrod6omy u3 . 144—146, rie cpeacTBo, BO3AEHCTBYIOMIEE
Ha PD-1, umu cpenctBo, kotopoe momasnsier PD-1, BBoaaT B Oonee BBICOKOM H03e,

cocTaBysromed mpuomusuTeIbHo 1000 Mr.

148. Croco6 o rodomy u3 . 144—147, e cpeacTBo, BO3ACHCTBYIONICE
Ha PD-1, unu cpenctBo, koTopoe noaasmset PD-1, BBOAAT B nepBO# 103€, COCTABIAIOLIEH
npuOmm3uTeabHo 500 Mr, OAMH pa3 B 3 Hemenu B TeYeHHWE 3, 4 WIM 5 THUKIOB, C
MOCTIEIYFOTIEH BTOPOH 030M, cOCTaBIpromed mpuommsutenbao 1000 Mr, oauH pa3 B 6

HEJIEb WA OOJIBIIIE.

149. Cmoco6 mo mrodoomy u3 . 144—147, e cpeacTBO, BO3ACHCTBYIOMIEE
Ha PD-1, nnu cpenctBo, koTopoe noaasiset PD-1, BBOAAT B nepBO# 103€, COCTABIAIONIEH
npuoOIu3uTeIbHO 500 MT, OJIMH pa3 B 3 HENETW B TEUEHHUE 3 IMKJIOB, C MOCJICAYIOMEN
BTOPOM J030M, coCTaByustomied npuOausuTeapbHo 1000 Mr, oMH pa3 B 6 HEAEb WA

OOJIBIIIE.

150. Cmoco6 mo mrodoomy w3 mmt. 144—147, e cpeacTBoO, BO3ACHCTBYIOMIEE
Ha PD-1, nnu cpenctBo, koTopoe noaasset PD-1, BBOAAT B nepBOM 103€, COCTABIIONIEH
npubu3uTebHO 500 MT, OMH pa3 B 3 HENETW B TeUeHHUE 4 IHMKJIOB, ¢ MOCTICAYIOMEN
BTOPOH J030M, cocTaBysonied npuomusutenpbHo 1000 Mr, oMH pa3 B 6 HEAElb WU

OOJIBIIIE.

151. Cmoco6 mo mrodomy u3 mm. 144—147, e cpeacTBoO, BO3ACHCTBYIOMIEE
Ha PD-1, nim cpenctBo, koTOpoe noaasisiet PD-1, BBOAAT B nEpBOM 103€, COCTABIIONIEH

npubu3uTeIbHO 500 MT, OMH pa3 B 3 HENETH B TEUEHHE S5 IHKJIOB, ¢ MOCTICAYIOMEN
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BTOPOH J030#, cocTaBysitonied nmpuomusuTenpbHo 1000 Mr, oamH pa3 B 6 HeAElb WU

OOJIBIIIE.

152. Cmoco6 mo 1. 151, re Bropyro A03y, coctaBisromnryio 1000 mr, BBOAAT

OJIUH pa3 B 6 HECHb.

153. Cmoco6 mo mooomy u3 mm. 59—110 u mm. 132—152, rae cpeacTso,
Bo3acHcTByromee Ha TIM-3, wnu cpenctBo, koTopoe nogasiaeT TIM-3, BBOAAT B 103¢€,

cocrapisomen mpuodau3uTensHo 1, 3 wmm 10 Mr/kr.

154. Croco6 mo mooomy u3 mm. 59—110 u mm. 132—152, rae cpeacTso,
Bo3AcHcTByrOmee Ha TIM-3, wnu cpenctso, koTopoe nogasisaeT TIM-3, BBOAAT B 103¢€,

cocraprttomen mpuodauzurensHo 100-1500 mr.

155. Cmoco6 mo m. 154, rae cpeactBo, Bo3aekcTByromee Ha TIM-3, wmm
cpeacTBo, KoTtopoe momasisier TIM-3, BBOAAT B TMOCTOSHHOM J03€ MPUOHU3HTEITBHO
100 MT; IOCTOSHHOH 03¢ MPUOTU3UTEIbHO 200 MT; TIOCTOSTHHON J03€ TPUOJIM3HTETHHO
300 MT; IOCTOSTHHOM 03¢ MPUOTU3UTENbHO 400 MT; TIOCTOSTHHON J03€ TPUOJIM3HTETHHO
500 MT; TOCTOSTHHOH /03¢ MPUOTU3UTETbHO 600 MT; TIOCTOSTHHOH J03€ TPUOJIM3HTETHHO
700 Mr; MOCTOSTHHOM J103¢ MPHOMH3UTEbHO 800 MT; TTIOCTOSHHOM 03¢ MPHUOU3HTEITHEHO
900 Mr; MOCTOSHHOM A03¢ MPUOM3UTETbHO 1000 MI; TOCTOSTHHOM 103€ MPUOTH3UTEITHHO
1100 Mmr; mocTOSHHOM  mo3e  TpHOMM3HTEeTbHO 1200 MT;  MOCTOSHHOM  J03€
puOH3UTEHHO 1300 MT; MOCTOSHHOM A03€ MPHOMM3HTENBHO 1400 MT MM TTIOCTOSTHHON

03¢ mpuoH3uTeNnbHO 1500 MT.

156. Cmoco6 mo m. 154 wmm m 155, raoe mo3a mpeacTaBisieT COOOH

MTOCTOSTHHYTO 703y, COCTABIIIIONIYIO HE OoJiee MpHOMH3UTeNbHO 1200 MT.

157. Cmoco6 mo m. 154 wmm m. 155, raoe mo3a mpeactaBisieT COOOU

MOCTOSTHHYTO 7103y, COCTABIIIONIYIO HE OoJiee MpuOmH3uTeIbHO 900 MT.

158. Cmoco6 mo m. 154 wmm m 155, roe mo3a mpeactaBisieT COOOU

MTOCTOSTHHYIO 103y, COCTABIIIONIYIO OT mpuoOm3uTebHo 100 mo 500 wmr.

159. Cmoco6 mo m. 154 wmm m. 155, roe mo3a mpeactaBisieT COOOH

MTOCTOSTHHYIO 7103y, COCTABIIONIYIO OT mpuomm3uTebHo 1000 no 1500 mr.

160. Crmoco6 mo mrodomy w3 mm. 153—159, re cpeacTBo, BO3AEHCTBYIOMEE

Ha TIM-3, unu cpeacTso, kKotopoe nojasiaeT TIM-3, BBOAAT ¢ HHTEPBAIOM BBEICHUS
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OJIMH Pa3 B HEJACNIO, OAUH pa3 B 2 HEJIENU, OJMH pa3 B 3 HEAENH, OJHUH pPa3 B 4 HEACHH,

OJIMH pa3 B 5 HeJleJb UK OJIMH pa3 B 6 HEJETb.

161. Cmoco6 mo m. 160, tme cpeactso, Bo3aeucTByromiee Ha TIM-3, wmm
cpencTBo, Kotopoe mopasisier TIM-3, BBOOAT ¢ MHTEPBAIOM BBEJIECHMA OJUH pa3 B 2

HEJCITH.

162. Cmoco6 mo m. 160, rae cpeactso, Bo3aekcTByroniee Ha TIM-3, wmu
CpeacTBo, Kotopoe nopasisier TIM-3, BBOIAT ¢ MHTEPBAJIOM BBEJIECHHA OJUH pa3 B 3

HEJCITH.

163. Croco6 mo mrodomy u3 mim. 153—162, re cpeacTBo, BO3AEHCTBYIOMIEE
Ha TIM-3, unu cpeactso, kotopoe noaasiseTr TIM-3, BBOOAT HA NMPOTSHKEHUU MIEPHOJA,

COCTABJIAIOLIET0 MO MEHbIIEH Mepe 2, 4, 6, 8, 10, 12, 14, 16, 18 wim 20 Heaens.

164. Crmoco6 mo rodomy u3 . 132—163, Tae cpeacTBO, BO3ACHCTBYIONICE
Ha PD-1, unmu cpenctso, kotopoe noxasisier PD-1, mpencrasmser codoit TSR-042, u ero
BBOJAT B KOJIMYECTBE, COCTABIIIFONIEM MPHOMH3UTETbHO 500 MT, OTHH pa3 B TPH HEJCIIH;
U cpeacTBo, BozaeucTByronee Ha TIM-3, wnmm cpeactso, kotopoe mojasisier TIM-3,
npeactasmsieT codo TSR-022, w ero BBOAAT B KOJHYECTBE, COCTABIIIONMEM He Ooee

puoOIu3HTeIbHO 1200 MT, OJTUH pa3 B TPH HECITH.

165. Cnoco0 o 1. 164, rne TSR-022 BBOAAT B KOJIHYECTBE, COCTABIIAIOIIEM

He Oosree yeM npuOm3uTenbHo 900 MT, OJTUH pa3 B TPH HEIEIH.

166. Cmoco6 mo mrodomy m3 . 132—165, Te cpeacTBo, BO3ACHCTBYIOMEE
Ha PD-1, umm cpenctBo, koTopoe nogasmsier PD-1, w/unm cpeacTBo, BO3IEUCTBYIOMIEE HA

TIM-3, nnu cpenctBo, koTopoe nogasnsietr TIM-3, BBOAAT BHyTPHBEHHO.

167. Cmoco6 mo mrobomy w3 tm. 132—166, THe CpeacTBO, KOTOPOE
noxaBisier LAG-3, cpeactBo, kotopoe momasimsier PD-1, w/wmm cpenctBo, KOTOpoe

nogasisieT TIM-3, BBOASIT B CHHGKEHHOM 103€.

168. Crmoco6 mo nmrobomMy w3 mir. 59—167, rae MIeKOmHTaroniee ABISAETCS

HEMOJAFOIIAMCS JIEYEHHIO C TIOMOIIBIO CPEACTBA, KOTOpoe nmojaasiset PD-1.

169. Crmoco6 mo nmrobomy w3 i 59—168, rae MiekomuTaroniee ABISAETCS

TPYAHO NOJJAOIIUMCS JICYEHHUIO ¢ IIOMOLIBIO CPEACTBA, KOTOpoe noaasisietr PD-1.
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170. Cmoco6 mo mobomy w3 mm 59—169, tme cmocod gemaer
MJICKOTTHTAIOIIEE YYBCTBHTEIFHBIM K JIEYEHHIO C TIOMOINBIO CPEICTBA, KOTOPOE

nonasnsaet PD-1.

171. Croco6 mo modomy u3 1. 59—170, rae MIIEKOTUTAIOMEMY BBOIHITA
unu OyAayT BBOJUTH CPEICTBO, KoTopoe momasimsier PARP, B pesymbrare uero

MJIEKOTTHTAFOIIEE TTOTy4aeT 00a CPeICTBRaA.

172. Cmoco6 mo m. 171, e cpeactso, koTopoe noaasnsier PARP, ot B

CHIDKEHHOH J03€.

173. Crnoco6 o . 171 wnu . 172, rae cpeactso, kotopoe nmoaasnsietT PARP,
NPEACTaBIAET COOOM Maayl0 MOJEKYILy, HYKJIECUHOBYIO KHCIOTY, IOJMICITU

(HarpuMep, aHTUTEIIO), YITIEBO, JIUIUA, METAIIT UJTH TOKCHH.

174. Cnoco6 mo mobomy wm3 mm. 171—173, rme cpencTBo, KOTOPOE
nonasisier PARP, BeiOpano u3 rpynmsl, coctosmieit uz: ABT-767, AZD 2461, BGB-290,
BGP 15, CEP 8983, CEP 9722, DR 2313, E7016, E7449, ¢pmy3omapuda (SHR 3162), IMP
4297, INO1001, JPI 289, JPI 547, xonbrorara MoHOKIOHaIbHOE aHTHTENTO B3-LysPE40,
MP 124, uupanapuba (ZEJULA) (MK-4827), NU 1025, NU 1064, NU 1076, NU1085,
onamapuba (AZD2281), ONO2231, PD 128763, R 503, R554, pykanapuoa (RUBRACA)
(AG-014699, PF-01367338), SBP 101, SC 101914, cummunapuoa, Tanazonapudoa (BMN-
673), semumapuda (ABT-888), WW 46, 2-(4-(tpudropmerwn)denmn)-7,8-muruapo-5SH-

tronupano[4,3-d|mupumMuauH-4-071a ¥ UX COJIEH WJTH TIPOU3BOIHBIX.

175. Cmoco6 mo 1. 174, tme cpeactBo, koropoe moxasmsier PARP,

MPEICTABISET COO0H HUpATapHoO.

176. Crmoco6 mo mobomy u3 . 59—175, Tae cmoco0 BKIIOYAET BBEACHHE
cpenctsa, Bo3aekcTByromero Ha LAG-3, B 103€e, COCTAaBNSAIOMEN OT IPHOTUZATETHHO 1
a0 mpubmuzurenpHOo 5000 MT, TPHOMM3HUTENHHO | MI, TIPUONH3UTEIIBHO 2 MT,
MPHOH3UTENBHO 2,5 MT, MPHOMU3UTENBHO 3 MT, IPHOTH3UTEIBHO 4 MT, IPUOIU3UTETHHO
5Mr, TPUONHM3UTEIFHO O MT, TPHOIU3UTEIPHO 7 MTI, TPUONH3UTEIIBHO 8 MT,
OpuOMM3UTENHPHO 9 Mr,  mpuOmm3urensHO 10 Mr,  mpubmusurensHO 50 MT,
npuomm3uTenbHo 100 Mr, mpuOmmsutensHo 200 Mr, mpuOIM3UTENEHO 250 MT,
npuomm3uTenbHo 300 mr, mpuOmmsuTensHO 400 Mr, mpuoOnusuTensHO 500 MT,

npuOmm3uTeTbHO 600 Mr, mpuOmM3uTensHO 700 Mr, mpuoOmM3uTensHO 800 MT,
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npuommsuTenbHo 900 mr, mpuOmm3uTensbHO 1000 mMr, mpuOmM3uUTensHO 1100 M,
npuOmm3uTenbHO 1200 Mr, mpuOmmsutrensHo 1300 mr, mpuOmusutensro 1400 wmr,
npuOmm3uTenbHo 1500 mr, mpuOmmsurensHo 2000 mr, mpuOmusutensao 3000 M,

npuOm3uTensHO 4000 Mr wmm npubH3uTensHO 5000 MT.

177. Cmoco6 mo m 176, tae cmoco® BKIIOYACT BBEACHHUE CPEICTBA,
BoznercTByronero Ha LAG-3, B 103e, cocTaBmsAomed NpHOTU3UTENBHO 20 MT,
npuOm3uTenbHo 80 mr, mpuOmM3uTensbHO 240 mMr, mpubOmmuTensHo 500 M,
npuOmu3uTenbHo 720 mr, mpuOmmsurensHo 900 mr, mpuOmmM3uTensHO 1000 M,
npuomsutenbHo 1200 mr, mpuOmmsurensHo 1500 mr, mnpubmusurtensHo 1800 wmr,

npuOmm3uTensHo 2100 mr, npubmusurensHo 2200 Mr unmu npudmuzuTensHo 2500 Mr.

178. Croco6 mo mooomy u3 min. 59—175, tae cnoco0 BKIIOYAEeT BBEJACHHE
cpeactsa, Bo3aewcTBytoniero Ha LAG-3, B J03€, COCTaBIIAIOMENR OT MPUOTHUZHTETHHO
0,01 mr/kr go npubmu3uTeapHO 100 Mr/kr, MpuOIH3UTEHHO 0,1 MI/KT, IPUOTU3HTETHHO
0,5 Mr/kr, TpPUONH3UTENBHO | MI/Kr, TPUOIU3UTENBHO 2 MI/KT, TIPHOIH3HTEIBHO
2,5 Mr/Kr, TPHOMH3UTETBHO 3 MT/KT, MPUOTU3UTENBHO 4 MT/KT, TPHOTH3UTEITBHO 5 MI/KT,
MPHONMH3UTEIPHO O MI/Kr, TPHONH3UTEIBHO 7 MI/KT, TPUOJIM3UTEIBHO 8 MI/KT,
TPHOMH3UTEBHO 9 MT/KT, mpuOmu3uTenbHo 10 MI/Kr, TpUOTU3UTENFHO 12 MT/KT,
MPHONMH3UTEBHO 15 MI/kr, mpuOMM3uTEeNbHO 20 MT/KT, TPHUOTUZHUTENBHO 25 MT/KT,
mpuOMH3UTEIbHO 30 MI/KT, TPHUOMU3HTENBHO 35 Mr/Kr, mpUOIU3UTENbHO 40 MT/KT,
MPHOMH3UTEBHO 45 MI/Kr, TpuUOIM3HTENbHO S50 MT/Kr, TPHUOTUZHUTENBHO S5 MT/KT,
MpHOMH3UTEbHO 60 MI/KT, TPHUOIM3HTENBHO 65 MT/Kr, TPUOTU3UTENBHO 70 MT/KT,
MPHONMH3UTENBHO 75 MI/KT, mpuOIM3uTENbHO 80 MT/Kr, TPHUOTU3UTENBHO 85 MT/KT,
mpuOMH3UTENHHO 90 MT/KT, IPHOMU3UTENHHO 95 MT/KT Win puOIH3uTeNsHO 100 MI/KT

MIICKOITHTAIOIICTO.

179. Cmoco6 mo mm. 178, rae cmoco® BKIIOYAET BBEJACHHE CPEICTBA,
BosnercTByronmero Ha LAG-3, B 403€, COCTaBISIOMEH MPHOIHU3UTETFHO | MI/KT,
MPHONMH3UTENBHO 3 MT/KT, mpuOIu3uTenbHo 10 MT/Kr, mpuOIU3UTENpHO 12 MT/KT,

MPHOMH3UTENBHO 15 Mr/KT, mpuOIu3nuTeNbHO 20 MT/KI HITH IPUOTHU3UTENEHO 25 MT/KT.

180. Cmoco6 mo mobomy u3 1. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctsa, Bo3ackcTByromero Ha LAG-3, B m03e, COCTaBISIOMEN OT MPUOTUZHTEITHHO

1 Mr/Kr 10 TPHOMHM3UTENBHO 30 MI/KT.
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181. Cmoco6 mo mm 180, rae cmoco® BKIFOYAET BBEJACHHE CPEICTBA,
BoznercTByroniero Ha LAG-3, B 103€, COCTAaBIIIOMIEH OT MPUOIM3UTEIFHO 1 MI/KT 110
mpuOMH3UTENHHO 10 MI/KT, OT MPUOMHM3HTENBHO 1 MI/KT 10 TMPHOMU3UTENBHO 25 MI/KT

WM OT TIPHOHM3UTENBHO | MT/KT 10 IPUOMH3UTENBHO 15 MI/KT.

182. Croco06 o mobomy u3 mm. 59—175, re crmoco0 BKITOYAET BBEICHUE
cpenctsa, Bo3aeicTyromero Ha LAG-3, B 103€e, cOCTaBIsArONIeH MpHOTU3UTETHHO 20 MT,
npuOm3uTenbHo 80 mr, mpuOmM3uTensbHO 240 mMr, mpubOmmuTensHo 500 M,
npuOmu3uTenbHo 720 mr, mpuOmusuTensHo 900 Mr wimu npudmusurensao 1000 mr, ot
npuomm3uTensHo 240 no 720 mr, ot mpubmmusutensHo 240 no 1000 mr unm He Oonee

npubau3zuTeabHo 1000 Mmr.

183. Croco6 mo mooomy u3 min. 59—182, rae cnmoco0 BKIIOYAET BBEIACHHE
cpenctsa, Bo3aeicTByroniero Ha LAG-3, oquH pa3 B HEACNO, OJAMH pa3 B JIBE HEIEIH,
OJIMH pa3 B TPU HEJIETU, OJIUH Pa3 B UETHIPE HEAECIH, OJIUH Pa3 B IATh HEJEb, OJIUH Pa3 B

mecTh HEACIIb, OAUH pa3 B CEMb HEACIIb WA OJUH pa3 B BOCEMb HCCIIb.

184. Cmoco6 mo mo6omy u3 mm. 59—183, rae crmoco0 BKITIOYAET BBEICHUE

cpeactra, Bo3aercTByromero Ha LAG-3, oauH pa3 B IBe HEIEIH.

185. Cmoco6 mo 1. 184, rae cmoco® BKIOYAET BBEACHHE CPEICTBA,
Bo3nercTByromero Ha LAG-3, B 103, COCTAaBIAIOMICH NPHOIU3UTETBHO 20 MT,
npuoOmm3uTeTbHO 80 Mr,  mMpuOMM3uTenbHO 240 Mr,  MpUOMM3HTENEHO 500 MmT,
npuOmH3uTeabHO 720 M, mpuOmM3uTenmpHO 900 mMr, mpuoOmu3uTensHo 1000 MT WM
npuou3uTeIbHO 1500 MT, OMH pa3 B ABE HEACIH, WIH OT PUOIM3uTebHo 240 10 720

MT W 0T puOm3uTesHO 240 10 1500 Mr 0TMH pa3 B ABE HEEITH.

186. Crmoco6 mo mooomy u3 . 59—183, rae cmoco0 BKIIOYAeT BBEACHHE

cpencTsa, Bo3aeiicTByromero Ha LAG-3, o1uH pa3 B TpU HEJENH.

187. Cmoco6 mo mm. 186, rae cmoco® BKIFOYAET BBEJACHHUE CPEICTBA,
Bo3nercTByronmero Ha LAG-3, B 103, COCTaBIAONIEH TPHOTU3UTENHHO 20 MT,
npuOmm3uTeTbHO 80 Mr, TmpuHOMM3HTENbHO 240 mMr, mpuOmM3uTenpHO 500 M,
npuomm3uTeabHo 720 Mr, TmpHOMH3uTENsHO 900 Mr, TpHOmHM3UTENHEHO 1000 MT,
npuOmm3uTenbHO 1500 Mr, mpuOmmsuTensHo 1800 mMr, mpuOmm3uTensHOo 2100 M,

pubu3uTeIbHO 2200 MT WH ipubIM3uTeTsHO 2500 MT, OJTHH pa3 B TPH HEJIEIH, HITH OT
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mpubu3uTeIbHO 240 1o 720 Mr wim ot npubmuzuTeabHo 240 mo 2500 Mr, OaUH pa3 B

TPHU HEACIIH.

188. Cmoco6 o mobomy u3 . 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctsa, BozaencTBytomero Ha LAG-3, B 103e, cocTaBisromed oT mpudu3uTeabHo 240

10 720 Mr/maruenr.

189. Cmoco6 mo mobomy u3 mm. 59—175, re crnoco0 BKITFOYAET BBEICHUE
cpenctea, Bo3aeucTByromero Ha LAG-3, B 103€, COCTaBISIOMIEH MPUOIM3UTEIHHO

20 Mr/mIaiMeHT.

190. Croco06 mo mobomy u3 mm. 59—175, rie crnoco0 BKITFOYAET BBEICHUE
cpenctea, Bo3aeucTByromero Ha LAG-3, B 103€, COCTaBISIOMIEH NPUOIU3UTEIHHO

80 Mr/mamuenr.

191. Crmoco6 mo mooomy u3 min. 59—175, tae cnmoco0 BKIIOYAEeT BBEIACHHE
cpeactsa, Bo3aewcTBytomero Ha LAG-3, B 103€, COCTAaBIIOMEH NPUOIU3HTEITBHO

240 Mr/TIaLMeHT.

192. Cmoco6 mo m. 191, rae cmoco® BKIOYAET BBEACHHE CPEICTBA,

BoznercTByroniero Ha LAG-3, oauH pas B IBe HEJEIH.

193. Cmoco6 mo mobomy u3 1. 59—175, re crmoco0 BKITIOYAET BBEICHUE
cpenctBa, Bo3aeHcTByromero Ha LAG-3, B 03€, COCTaBISIONMICH MPUOIA3UTEITHHO

500 Mr/manueHT.

194, Cmoco6 mo 1. 193, rae cmoco® BKIFOYAET BBEACHHE CPEICTBA,

BoznercTByroniero Ha LAG-3, oauH pa3 B IBe HEJEINH.

195. Cmoco6 mo mm 193, rae cmoco® BKIFOYAET BBEJACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oiMH pa3 B TpH HEJAEIH.

196. Cmoco6 o mobomy u3 mmn. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctBa, BosaeHcTByromero Ha LAG-3, B m03e, COCTaBIIOMIEH MPUOIM3UTEITHHO

720 Mr/TIalHEHT.

197. Cmoco6 mo 1 196, tae cmoco® BKIFOYAET BBEJACHHUE CPEICTBA,

BozJeicTByroniero Ha LAG-3, oauH pa3 B IB€ HEJENH.
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198. Cmoco6 mo 1 196, tae cmoco® BKIIOYAET BBEJACHHUE CPEICTBA,

BozaeicTByromero Ha LAG-3, ouH pa3 B TpH HEJIEIH.

199. Cmoco6 o mobomy u3 . 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctea, Bo3aeucTByromero Ha LAG-3, B m03€, COCTaBISIOMIEH MPUOIM3UTEIHHO

900 Mr/mIarUeHT.

200. Cmoco6 mo 1. 199, rae cmoco0 BKIIOYAET BBEACHUE CPEICTBA,

Bo3aercTByroniero Ha LAG-3, oguH pa3 B IB€ HEJENH.

201. Cmoco6 mo 1 199, rae cmoco0 BKIFOYAET BBEACHUE CPEICTBA,

Bo3acHcTByromero Ha LAG-3, oMH pa3 B TpH HEJIEIH.

202. Croco6 mo mooomy u3 mim. 59—175, tae cnoco0 BKIIOYAET BBEIACHHE
cpeactsa, Bo3aewcTBytomero Ha LAG-3, B 103€, COCTAaBIIOMEH NPUOIU3HTEITBHO

1000 mr/manumenr.

203. Cmoco6 mo 1. 202, rae cmocod BKJIOYAET BBEACHHE CPEICTBA,

BoznercTByroniero Ha LAG-3, oauH pa3 B IB€ HEJEIH.

204. Cmoco6 mo m. 202, rae cmocod BKIIOYAET BBEACHHE CPEICTBA,

BozaeucTByromero Ha LAG-3, ouH pa3 B TpH HEJIEIIH.

205. Crmoco6 mo mooomy u3 mir. 59—175, Tae cmoco0 BKIIOYAET BBEACHHE
cpenctBa, BosmedcTByromero Ha LAG-3, B 103e, cocCTaBsiOmed He Oolnee

puou3uTeIbHO 1000 Mr/ManueHT.

206. Cmoco6 mmo mobomy u3 1. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctBa, Bo3aeHcTByromero Ha LAG-3, B 03€, COCTABIIONMIEH MPUOIM3UTEITHHO

1500 mr/manueHT.

207. Cmoco6 mo 1 206, tAe cmoco® BKIFOYAET BBEJACHHE CPEICTBA,

BozaecTByroniero Ha LAG-3, oauH pa3 B IBe HEJENH.

208. Cmoco6 mo 1 206, TAe cmoco® BKIFOYAET BBEJACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oiMH pa3 B TpH HEEIH.

209. Cmoco6 mo mobomy u3 1. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctsa, BosaeucTByromero Ha LAG-3, B mo3e, COCTaBISIONMIEH MPUOIM3UTEITHHO

1800 mr/marueHT.

280



210. Cmoco6 mo 1 209, rtae cmoco® BKIIOYAET BBEJACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, ouH pa3 B TpH HEJIEIH.

211. Cmoco6 o mobomy u3 . 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctea, Bo3aeucTByromero Ha LAG-3, B m03€, COCTaBISIOMIEH MPUOIM3UTEIHHO

2100 mr/mranueHT.

212. Cmoco6 mo m 211, tae cmoco® BKIIOYAET BBEACHHUE CPEICTBA,

Bo3aecicTByromero Ha LAG-3, ouH pa3 B TpH HEJIEIH.

213. Cmoco6 mo mobomy u3 mm. 59—175, rie crnoco0 BKITFOYAET BBEICHUE
cpenctsa, Bo3aecucTByromero Ha LAG-3, B m03€, COCTaBISIOMIEH NPUOIM3UTEIHHO

2200 Mr/IIalueHT.

214. Cmoco6 mo m. 213, rae cmocod BKJIIOYAET BBEACHHE CPEICTBA,

BoznercTByroniero Ha LAG-3, oauH pas B TpU HEAEH.

215. Croco6 mo mooomy u3 min. 59—175, tae cnoco0 BKIIOYAET BBEACHHE
cpeactsa, Bo3aeucTBytomero Ha LAG-3, B 103€, COCTABIIOMEH MPUOIHUZHTEIBHO

2500 Mr/malueHT.

216. Cmoco6 mo 1. 215, rae cmoco® BKIIOYAET BBEACHHE CPEICTBA,

BozaeucTByromero Ha LAG-3, ouH pa3 B TpH HEJEIIH.

217. Cmoco6 mmo mobomy u3 1. 59—175, rae crmoco0 BKITFOYAET BBEICHUE
cpenctBa, BosaeHcTByromero Ha LAG-3, B m03€, COCTABISIONMICH MPUOIM3UTEITEHO

3 MI/KT.

218. Cmoco6 mo 1 217, tae cmoco® BKIOYAET BBEJACHHE CPEICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B IBe HEJENH.

219. Cmoco6 mo mobomy u3 1. 59—175, rie crmoco0 BKITFOYAET BBEICHUE
cpenctBa, BosaeHcTByromero Ha LAG-3, B 03€, COCTaBIIOMIEH NPUOIA3UTEITHHO

10 mr/kr.

220. Cmoco6 mo 1 219, tae cmoco® BKIOYAET BBEJACHHE CPEICTBA,

BozaeicTByroniero Ha LAG-3, oauH pa3 B IBe HEJENH.

221. Cmoco6 mo 1 219, tae cmoco® BKIFOYAET BBEJACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oiMH pa3 B TpH HEJEIH.
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222 Cmoco6 mo mobomy u3 1. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctsa, Bo3aeucTByromero Ha LAG-3, B m03e, COCTaBIIOMIEH MPUOIM3UTEITHHO

12 mr/kr.

223, Cmoco6 mo 1. 222, tae cnoco® BKIIOYAET BBEACHHE CPEICTBA,

Bo3aercTByroniero Ha LAG-3, oguH pa3 B IB€ HEJENH.

224. Cmoco60 mo 1. 222, tae cmoco0 BKIIOYAET BBEJACHHE CPEICTBA,

Bo3aecicTByromero Ha LAG-3, ouH pa3 B TpH HEJIEIH.

225. Cmoco6 mo mobomy u3 mm. 59—175, rie crnoco0 BKITFOYAET BBEICHUE
cpenctsa, Bo3aecucTByromero Ha LAG-3, B m03€, COCTaBIIIOMIEH MPUOIH3UTEIHHO

15 mr/kr.

226. Cmoco6 mo 1. 225, rae cmocod BKJIIOYAET BBEACHHE CPEICTBA,

BoznercTByroniero Ha LAG-3, oauH pa3 B IBe HEJEIH.

227. Cmoco6 mo 1. 225, rae cmocod BKJIIOYAET BBEACHHE CPEICTBA,

BoznecTByroniero Ha LAG-3, oauH pas B TpU HEIEH.

228. Cmoco6 mo mobomy u3 1. 59—175, rae crmoco0 BKITIOYAET BBEICHUE
cpenctBa, BosacHcTByromero Ha LAG-3, B 03€, COCTABIIONMICH NPUOIM3UTEITHHO

20 MT/KT.

229. Cmoco6 mo 1. 228, rae cmoco0 BKIOYAET BBEJACHHE CPEICTBA,

BozaeucTByromero Ha LAG-3, ouH pa3 B TpH HEJEIH.

230. Cmoco6 mmo mobomy u3 1. 59—175, re crmoco0 BKITFOYAET BBEICHUE
cpenctBa, Bo3aeHcTByromero Ha LAG-3, B 03€, COCTaBIIONMICH MPUOIM3UTEITHHO

25 Mr/KT.

231. Cmoco6 mo 1 230, tAe cmoco® BKIFOYAET BBEJACHHE CPEICTBA,

BozaeicTByromero Ha LAG-3, oMH pa3 B TpH HEEIH.

232. Crmoco6 mo mooomy u3 . 59—175, Tae cmoco0 BKIIOYAET BBEACHHE
cpenctsa, Bo3aeHcTByromero Ha LAG-3, B 03e, COCTaBIIOMIEH MPUOIM3UTEITHHO
3 mr/kr, npubmu3nTenbHO 10 MT/Kr, MPUOTM3HTENBHO 12 MI/KT WIIH TPUOIU3HTENBHO

15 MT/KT OWH pa3 B IBE HEJCITH.
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233. Crmoco6 mo mooomy u3 . 59—175, Tae cmoco0 BKIIOYAET BBEACHHE
cpenctsa, Bo3aeucTByromero Ha LAG-3, B m03e, COCTaBIIOMIEH MPUOIM3UTEITHHO
10 Mr/kr, TpHOMHM3UTENHHO 12 MI/Kr, TPHONMH3UTENBHO 15 MI/Kr, TPUOIHUZHTENHHO

20 MT/KT WK TTPUOTTUZUTETHFHO 25 MT/KT, OJTUH Pa3 B TPHU HEICITH.

234, Croco06 mo mobomy u3 1. 59—233, rae cpeacTBO, BO3AECHCTBYIOMIEE
Ha LAG-3, BBOAAT BHYTPb I1a3a, IEPOPATBHO, MTAPEHTEPAIBHO, MECTHO, OPOHXHAIIBHO,

TPaHCOYKKAIbHO, BHYTPHKOXKHO, HWHTEPAEPMAIBbHO, TPAHCACPMAIBHO, SHTEPAIBHO,

BHYTPHAPTEPHAIIBHO, BHYTPHUKOXKHO, BHYTPWKEITYJOYHO, HMHTPaMeTyJULIPHO,
BHYTPUMBILIECYHO, HMHTPaHa3aJIbHO, HMHTPANIEPUTOHEAIIBHO, HMHTPATEKaJIbHO,
BHYTPUBCHHO,  MHTPABEHTPUKYJAPHO, B  KOHKPETHBIM  oOpraH  (Hampumep,

BHYTPI/II'IG"IGHO"IHO), MYKO3aJIbHO, Ha3aJIbHO, OpPaJIbHO, PCKTAJIBbHO, IIOAKOYKHO,
noABA3BIMHO, MCCTHO, TPaxcallbHO, BarHHAJIbHO, BUTPCAJIbHO UJTH C IIOMOIIIBIO 0001 UX

KOMOMHAIHUH.

235. Croco6 mo mooomy u3 . 59—234, rae cpeacTBo, BO3ACHCTBYIONICE

Ha LAG-3, BBOAAT BHYTPUBEHHO.

236. Cmoco6 mo mroOomy wu3 1 59—235, r1ae  MIICKONHTAroImee

MPEICTABIIET COOOM YETTOBEKA.

237. Crmoco6 mo moOoMy w3 mim. 59—236, rae MIIEKONHTAIOMEEe paHee

noaABCPraIoCh JCUCHUIO C ITIOMOIIBIO OJJHOT'O UITHA Oonee Pa3HbIX CIIOCOOOB JICUCHUS pakKa.

238. Cmoco0 1o 1. 237, rjie MIECKOTTUTAIONICE PaHee TIOABEPTATIOCH JICYCHHIO
C TIOMOINBI0 OJHOTO WIIH OOJiee M3 XHUPYPTHUECKOTO BMEMIATEIIbCTBA, PATHOTEPAIIHH,

XUMHUOTCpAIIU UITKW HMMYHOTCPAITHH.

2309. Crmoco6 mo m. 237 wnm 1. 238, TAe MIIEKOIHTAIONEE ITOIBEPTaNIOCh
JICYECHUIO C IOMOWIBIO OJHOM, IBYX, TPEX, YETHIPEX WU MATH JTUHUU NPEAIIECTBYIOIIECH

TEpaImu.

240. Croco0 mo m. 239, T/ie peAnecTBYOMAs TePAHs IPEACTABIISIET COO0H

LHUTOTOKCHYECKYIO TEPATTHIO.

241, Cmoco6 mo mobomy u3 1. 59—240, rae cpeacTBo, BO3IECHCTBYIOMEE
Ha LAG-3, npeacrasisieT cOO0H MaIyr0 MOJIEKYJTY, HYKIIEHHOBYIO KHUCJIOTY, TIOJTHUIICTITH]I,

YIIaCBOA, JMUIIKWA, MCTAJLT UJIIA TOKCHUH.
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242. Cmoco6 mo m. 241, tme cpeacTBo, Bo3acHcTByromee Ha LAG-3,

nmpeacTaBisieT cooou ceaspBatoniee LAG-3 cpeactso.

243. Crmoco6 mo m. 242, tre cesaspBaromee LAG-3 cpeacTBo mpeacTaBiseT
COOOM AHTUTENO0, KOHBIOTAT HA OCHOBE AHTUTENIA WM €r0 AHTHTCHCBA3BIBAIOIIUN

¢parmeHT.

244, Cmoco06 mo mobomy u3 1. 59—240, rae cpeacTBo, BO3AECUCTBYIOMIEE
Ha LAG-3, mpencraBmser coboit 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, oucnenmgpuyeckuii apdamep Avacta PD-L1/LAG-3, antuteno k LAG-3
10nctura, antureno k LAG-3 Arcus wmu Sym022.

245, Crmoco6 mo mooomy u3 . 59—240, re cpeacTBo, BO3ACHCTBYIONICE
Ha LAG-3, BBIOpaHO W3 TPYIIIBL, COCTOSINEH U3 TMOJUIETITHAA TI0 JTF000MYy U3 mir. 1—48,
BBIJICIIEHHON HYKJIEMHOBOW KHCIOTHI MO oOoMy W3 mm. 49—52, BekTopa mo 1. 53,
BBIJICTICHHOM KJIETKH 1O I1. 54, KOMIO3UIMY 1O M. 55 WM 1. 56 uinu cpeacTsa Ha OCHOBE

agTuTena oo m. 57 v 1. 58.

246. Cmoco6 mo m. 245, tme cpeacTBo, Bo3acHcTByromee Ha LAG-3,

MPEACTABIIET COOOU TOTUIETITH, COIEPKATITHIA:
CDR-HI1, onpeaenennyto moa SEQ ID NO: 5,
CDR-H2, onpeaenennyro noa SEQ ID NO: 6,
CDR-H3, onpenenennyro noa SEQ ID NO: 7;
CDR-L1, onpeaenennyro noa SEQ ID NO: 8;
CDR-L2, onpeaenennyro noa SEQ ID NO: 9; u
CDR-L3, onpeaenennyro noa SEQ ID NO: 10.

247. Cmoco6 mo m. 245, tme cpeacTBo, Bo3AcHcTByromee Ha LAG-3,

MPEICTABIISAET COOOU MOTUIIETITH I, COEPKATIHN:

AMMHOKHCJIOTHYIO TOCJIEJOBATEIbHOCTh BapuUaOelIbHOM 00acTH TSHKETION
LEMHU, XapakTepusymwlnyroca no meHsied mepe 80%, 85%, 90%, 95% wumu 98%

HJICHTHIHOCTHIO TIocneaoBaTtembHOCTH ¢ SEQ ID NO: 3; u
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AMHHOKHCJIOTHYIO TTOCJIEIOBATENFHOCTh BAPHAOEIIbHON 00JIACTH JIETKOH IIETIH,
xXapaktepusymmyrocs mo Mesbiied mepe 80%, 85%, 90%, 95% wmm 98%

HICHTHYHOCTHIO mociieaoBatenbHOCTH ¢ SEQ ID NO: 4.

248. Cmoco6 mo m. 245, tme cpeacTBo, Bo3acHcTByromee Ha LAG-3,

MPEACTABISET COOOH MOTUIETITHI, COAEPKATIUMN:

MOJIMIENTHAHYIO TOCTIEA0BATEIPHOCTD TSDKEJION LIETH, XapaKTePU3YIOIIYIOCs
no wmeHpmed wmepe 80%, 85%, 90%, 95% wmm 98% HAEHTHUHOCTHIO

nocneaoBarenbHOCTH ¢ SEQ ID NO: 1 uymu SEQ ID NO: 21; u

MOJIMIENTHAHYIO TIOCIIEI0OBATEIBHOCTD JIETKOM LEMHU, XapPAKTEPHU3YIOLIYIOCA 10
MeHbIen mepe 80%, 85%, 90%, 95% unu 98% uaeHTHIHOCTHIO MOCTIEAOBATETbHOCTH

¢ SEQ ID NO: 2 umu SEQ ID NO: 22.

249. Crnoco0 monyueHHs TOJMIENTHAA MO JoOoMy w3 mm. 1—48 myTtem
o0ecrieYeHUsT SKCIPECCHUH HYKIEHHOBOW KHCIIOTHI, KOAMPYIOIIEH TOJHIENTHA, B

KyJIbType KIETOK-X035€B.

250. Cmoco0 mojydyeHHs KOMIIO3WIMHA TI0 IL 55 wmm 1. 56 mytem
OOBCAMHEHHUS TIONHIENTHAA ¢ (apMAlECBTHYCCKA TMPUEMJICMBIM HOCHTEIIEM |

COCTABIICHHSA JJISI BBEJICHHUS CyOBEKTY.

251. Crroco6 mo m. 250, rme craausa COCTAaBIICHHA JUI1 BBEICHHSA BKIIFOYAET

COCTABJICHHUC OJIA HapCHTCpaHBHOﬁ JOCTAaBKH.

252. Croco0 WHIYIUPOBAHHA WMMYHHOTO OTBETA Y MIIEKOMHTAIOMIETO, Y
KOTOPOTO HMEETCS HapyImeHHe, KOTOPOE€ UYBCTBHUTEIBHO K TIOJABJICHUIO TeHa 3
aktuBar  uMmdormtos  (LAG-3), BkmOYarommid  BBEACHHE  YKA3aHHOMY
MJIEKOTTATAOIIEMY 3P PEKTHBHOTO KOJUIECTBA CPEACTBA, KOTOPOE CIIOCOOHO TOAABIIATH
nepenayy curHanma ¢ ydactmem LAG-3 (cpeacta, BosmerctByromero Ha LAG-3),
3¢ (eKTHBHOTO KOMYECTBA CPEACTBA, KOTOPOE CIOCOOHO TOJABIATH MIepeaady CUTHAIA
c ydactmeM Oenka 1 3amporpammupoBaHHOW kietouHou cmeptu (PD-1) (cpenctsa,
Bo3aeHcTByronero Ha PD-1), u 3¢ dekTHBHOTO KONMHYecTBa CPeACTBA, KOTOPOE CIIOCOOHO
MOJIABJIATH TIEPEAady CUTHAJA C YYaCTHEM Oellka 3, Co/IeprKamero JOMEHBI T-KIIeTOYHOTO
nmmyHornoOynuHa W mynuHa (TIM-3) (cpenctBa, Bo3aedictByromero Ha TIM-3),

BCICACTBUC YCTO Y MJICKOTIMUTAOIICTO HHAYIHPYCTCA HMMyHHBIfI OTBCT, rac CpCACTBO,
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BoznencTByroniee Ha LAG-3, BBIOPaHO W3 TPYMIBI, COCTOSIIECH W3 TOJATIETITHAA TIO
aro0oMy u3 T, 1—48, BRIIEICHHONW HYKIIEHHOBOW KHCJIOTHI TI0 JTF0OOMY W3 Tt 49—52,
BEKTOPA MO M. 53, BBIACICHHON KJIETKH MO I 54, KOMMO3ULMM 10 1. 55 Wiy 1. 56 Ui
CpeACTBAa Ha OCHOBE aHTHUTENA ITO I1. 57 Wik 1. 58, rae CpeacTBo, Bo3aeucTByIomee Ha PD-
1, mpencrasnser codoir TSR-042, w rme cpeactBo, Bo3aeWcTByromee Ha TIM-3,

npeacrasiseT coooit TSR-033.

253. Croco0 ycuneHuss UMMYHHOTO OTBETA WJIM TOBBIIIEHUS aKTHBHOCTH
MMMYHHOU KIIETKH Yy MJEKOMMUTAIOIIET0, Y KOTOPOTrO HMMEETCS HApYIIEHHE, KOTOPOE
YYBCTBHUTENBHO K MOJABICHHIO reHa 3 aktusarmu muMporutos (LAG-3), BKIIOUArO Ui
BBEJICHHUE YKa3aHHOMY MJIEKOTIMTAOIIEMY 3((HPEKTUBHOTO KOJIMYECTBA CPEICTBA, KOTOPOE
CHOCOOHO TOJABIATH Tmepegady curHama ¢  ydactuem LAG-3  (cpeactsa,
Bo3eHcTByromero Ha LAG-3), 3¢ dpekTuBHOTO KOIHYeCTBA CPEACTBA, KOTOPOE CITIOCOOHO
MOJABIIATH TEPeJavy CHrHaja ¢ ydacTHeM Oenka 1 3amporpaMMHUpPOBAHHOM KIIETOYHOM
cmeptu (PD-1) (cpencta, Bo3aewicTBytonmero Ha PD-1), u addexTuBHOr0 KomudecTna
CpeAcTBa, KOTOPOE CHOCOOHO TONABIATH TEpeJady CUTHala ¢ ydacTdem Oenka 3,
CoAepKaIero J0MeHbl T-KIeTOYHOTO UMMYHOTI00y iHA 1 MytmHA (TIM-3) (cpeactsa,
Bo3AeHcTByronero Ha TIM-3), BCieACTBHE YEro y MIIEKOMUTAOMIETO HHIYIHPYETCS
WMMYHHBIH OTBET, TJIe CPEACTBO, Bo3aewcTByromee Ha LAG-3, BBIOpaHO W3 TPYIIIHL,
COCTOSIIIECH W3 TONHIENTHAA 10 JI0O0My W3 mmin. 1—48, BBIIEICHHOW HYKIIEHHOBOH
KHCITOTHI TI0 JI0O0MY U3 mir. 49—52, BekTopa 1o 1. 53, BBIACICHHOW KIIETKH 1O 1. 54,
KOMIIO3UIMHU 0 M. 55 wnm n. 56 wim cpeicTBa HAa OCHOBE aHTUTENA MO 1. 57 vy 1. 58,
TJIe CPeACTBO, Bo3aekcTByIomee Ha PD-1, mpeacrasmser cooor TSR-042, u re cpeacTso,

Bo3nercTByroniee Ha TIM-3, npeacrasnseT coooit TSR-033.

254. Cmoco0 meyeHWss HApPyImEHWs Y  MIIEKOMHUTAIOMETO, KOTOPOe
YyBCTBUTENBHO K TTOJABICHHIO TeHa 3 aktuBanuu muMporuToB (LAG-3), BRIFOUArOIHii
BBeZIcHHE Y(PPEKTUBHOTO KOJIMIECTBA CPEACTBA, KOTOPOE CIIOCOOHO TOIABIIATH TEPEIavdy
curHana ¢ ydactueM LAG-3 (cpenctsa, BozaeHcTyromero Ha LAG-3), a¢dekTuBHOTO
KOJIMYECTBA CPEJACTBA, KOTOPOE CHOCOOHO MOJABIATH IEpPEAady CUTHANA C y4acTHEM
Ooenmka 1  3amporpammupoBaHHOW  kinetouHod  cmeptu  (PD-1)  (cpenctsa,
Bo3aeHcTByromero Ha PD-1), u 3¢ dekTnBHOTO KONMHYecTBa CPEACTBA, KOTOPOE CTIOCOOHO
MOJABIIATH TIEPEAAYy CUTHAJA C YYaCTHEM OeKa 3, COIEPIKaMIero JOMEHBI T-KIeTOYHOTO

nmmyHOTHOOYMHA W MmymmHa (TIM-3) (cpencrtBa, Bo3meicTByromero Ha TIM-3),
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MJIEKOMUTAIOIIEMY, Y KOTOPOTO HMMEETCA HApYIIEHHE, KOTOPOE YYBCTBHUTEIIBHO K
nonasneHuto LAG-3, 3a cyeT 4Yero OCYIIECTBISIETCA JIEYEHUE HAPYLICHUS V
MJIEKOITUTAIOMIETO, TJE CPEACTBO, Bo3aeHcTByromee Ha LAG-3, BRIOpaHO W3 TPYIIIIHL,
COCTOSITIEH W3 TIOJNHIENTHAA T0 JHoOoMy 3 mir. 1—48, BBIIEICHHOW HYKICHHOBOM
KHCIIOTHI TI0 JII000MY U3 mmir. 49—52, BekTopa 1o 1. 53, BBIACIECHHOW KIIETKH MO TI. 54,
KOMIIO3HIMY 10 T1. 55 WM M. 56 WM CPeICTBA HA OCHOBE QHTUTENA MO 1. 57 miu 1. 58,
T7Ie CPEeACTBO, Bo3aekcTByromee Ha PD-1, mpeacrasmser coooi TSR-042, v rae cpenctso,

BozaercTByromiee Ha TIM-3, npeacrasnser coooir TSR-033.
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