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OIIMCAHUE U30BPETEHUA
2420-571467EA/026

CLEC12a-CBA3BIBAIOIIUE MNOJUIENTHUABI U UX IPUMEHEHHUE

ITEPEKPECTHAX CCBIJIKA HA POJACTBEHHBIE 3AABKU

[0001] Ilo mHacrosimiel 3asiBKe MCIPAIIUBAETCS NPUOPUTET INPEABAPUTENIBHON 3asBKU
CHIA Ne 62/843,411, momanHoii 4 wmas 2019 r., u npeasapurenbHOi 3asBku CIIIA Ne
62/844,426, nonannoit 7 mas 2019 r., kaxkaas U3 KOTOPBIX BKJIIOYEHA B HACTOsIEE OMMCAHUE
MOCPEICTBOM CChUIKU AJIS JIFOOBIX LIEJICH.

OBJACTh TEXHUKH, K KOTOPOM OTHOCHUTCSI H3OBPETEHHUE

[0002] Hacrosimmee n3obperenue orHocutess kK CLEC12a-CBA3BIBAIOINM TOJUTIENTHIAM
u crnocodam mnpumeneHuss CLECI12a-CBS3bIBaIOIIMX — TMOJUNENTHIOB JUJISi  MOAYJISILIMH
ouonorudeckoii aktuBHocTr CLEC12a. Takue criocoObl BKITIOUAKOT, O€3 OrpaHryYeHus], CrIOCOObI
JIeUeHUs pakxa.

YPOBEHb TEXHUKH

[0003] CLEC12a, taxxke muszBectHbii kak CLL-1, CLL1, DCAL-2, MICL, CD371 wnnnu
yieH A cemeiicTBa 12 NeKTUHOBBIX AOMEHOB (-THma, SIBJISIETCS HYIEHOM CyNepCeMeincTBa
aekTrHOBOro nomeHa C-tuna/nextus-nonooHoro nomeHa C-tuna (CTL/CTLD) u perymupyer
akTuBanmo MuenouaHbix kietok. CLEC12a Takke siBisieTcss MapKepoM OaCTHBIX U JIEWKO3HBIX
CTBOJIOBBIX KJIETOK y MALMEHTOB C OCTpbIM MuejoungHbiM Jieiikozom (OMJI). Kpome Toro,
CLEC12a wucrionp3oBasicsi AJIl BbISIBIEHUS] MHHUMAJIBHOW OCTaTOYHOW OOJIE3HM Y NAlMEHTOB
nocie nedenuss or OMJL. CrnenoBaTenbHO, CYIIECTBYET TepaneBTH4ecKas NoTpeOHOCTh B Oonee
s¢¢pextuBHbIX MeTonax neyeHuss CLEC12a-akcnpeccupyromero paxa.

CYIIHOCTD U30BPETEHUA

[0004] B nactosiem onucanuu npenctasieHbl CLEC12a-cBsi3bIBaronye mojumnenTuabl
u crnocodel nmpumeneHnss CLEC12a-cBA3bIBAIOIUX MOJMIIENTUAOB U JICUSHUS, HAIPUMeEp,
neiikoza. B Hekoropeix Bapmantax ocyuectsieHuss CLEC12a-CBA3bIBAIOMMA TTOJHITETITH]T
COIepKUT MO MeHblield Mepe oauH aoMeH VHH. Hekotopeie BapuaHTBl OCYIIECTBJICHMUS
MIPECTaBJICHbI HIDKE.

[0005] BapuanT ocymectsienus 1. [lonunentua, copepaiuii o MeHblIeH Mepe OJuH
nomeH VHH, xortopsriii cesi3biBaercss ¢ CLEC12a u xotopsnii cogepxkutr CDRI1, comepxaryro
aMUHOKHCIIOTHYIO nocnenoBatenpbHocTh SEQ ID NO: 47,32, 3,7, 11, 15, 19, 23, 35, 38, 41 unu
44; CDR2, comepkamnyro aMMHOKHCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 48, 33, 4, 8, 12,
16, 20, 24, 36, 39, 42 unu 45; u CDR3, comep:kamy0 aMUHOKHUCIOTHYIO MOCJIEIOBATEIbHOCTD
SEQID NO: 49, 34, 5,9, 13, 17, 21, 25, 37, 40, 43 unu 46.

Bapuant ocymectsnenus 2. I[lonunentua no BapuaHTy OCYILHECTBJIEHHs 1, y KOTOPOro
no Menbuiedl mepe oauH nomeH VHH conepxxur CDRI, conepskalnyro aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 47 unu 23; CDR2, conepskallyld aMUHOKHUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 48 umn 24; u CDR3, copepikaiiyr0o aMUHOKHCIOTHYIO
nocaeaoBaTeabHOCTh SEQ ID NO: 49 unu 25.

Bapuant ocymectsienus 3. I[loaunentus o BapuaHTy OCYLIECTBIEHUs | WM BapHUaHTY



OCYLIECTBJIEHUs1 2, y KoToporo mo MeHbuieii mepe oauH nomeH VHH copepxxut CDRI,
CONEepIKAIIYI0 AaMUHOKHUCIOTHYIO mnocienoBaresbHocT SEQ ID NO: 32 wmm 3; CDR2,
COZlepIKAIIYI0 aMUHOKUCIOTHYIO0 mnocheaoBatenbHocTh SEQ ID NO: 33 wmm 4; u CDR3,
CoZleprKaIlyI0 aMUHOKHUCIOTHYIO nocnenoBarenbHocTh SEQ ID NO: 34 unu S.

Bapuant ocymectsnenus 4. [Tonunentun no moO0oMy U3 BapUaHTOB OCYILIECTBIIEHHA |-
3, y xoroporo mno MeHbinedi Mepe omuH nomeH VHH comepxxur CDRI, copepxainyro
aMUHOKUCIIOTHYIO TnocnenoBatenbHocth SEQ ID NO: 7 wmm 35; CDR2, conepskainyro
aMUHOKHCIIOTHYIO0 TmocnenoBatenbHOcTh SEQ ID NO: 8 wnu 36; u CDR3, comepskarnyro
aMUHOKHCIIOTHYIO nocienosatenbHocTh SEQ ID NO: 9 unn 37.

Bapuant ocymectsienus S. [Tonunentun no amo00My U3 BapHAHTOB OCYINECTBIIEHHS |-
4, y xoroporo mo MeHblieii mepe oxauH nomeH VHH comepxxur CDRI, copepxalnyro
aMUHOKHCIIOTHYIO0 mnochenoatenbHocTh SEQ ID NO: 11 wmm 38; CDR2, copepxkarryro
aMUHOKHCIIOTHYI0 mocienoBarenbHocTh SEQ ID NO: 12 wmm 39; u CDR3, copepskarnyro
aMUHOKHCIIOTHYIO nocaeaosatenbHocTh SEQ ID NO: 13 wnm 40.

Bapuant ocymectsienus 6. [Tonunentun no amo00oMy U3 BapHAHTOB OCYIIECTBIIEHHSA |-
5, y kxoroporo mno MeHbuedl mepe oaud gomeH VHH comepxxut CDRI, conepskamyro
aMUHOKHCIIOTHYIO0 mnochenoatenbHocTh SEQ ID NO: 15 wmm 41; CDR2, copepxkatryro
aMUHOKHCJIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 16 wnmu 42; u CDR3, copepskariryro
aMUHOKHCIIOTHYIO nocaeaosarenbHocTh SEQ ID NO: 17 nnu 43.

Bapuant ocymectsienus 7. [Tonunentuza o qmo00My U3 BaApUAHTOB OCYILIECTBIEHUS |-
6, y koroporo mo MeHbuedi Mepe oaud aomeH VHH comep:xxut CDRI, conepskamyro
aMUHOKMCIIOTHYIO0 mnocienoBatenbHocTh SEQ ID NO: 19 wnmm 44; CDR2, copepkatnyro
aMUHOKMCIIOTHYIO0 nocnenoBaresbHocTh SEQ ID NO: 20 wnm 45; u CDR3, copepxarnyro
aMUHOKHUCJIOTHYIO nocienoBarenbHocTh SEQ ID NO: 21 unum 46.

Bapuant ocymectsnenus 8. IToaunentua no moOoMy M3 BapHAHTOB OCYINECTBIEHHUS -
7, y koroporo mo Menbineir mepe onuH aomeH VHH comepxutr CDR1, CDR2 u CDR3,
coneprKkalire, COOTBETCTBEHHO, aMHUHOKHUCIIOTHBIe TocienoBaTeiabHocT SEQ ID NO: 32, 33 u
34; SEQID NO: 47,48 u49; SEQID NO: 3,4u5; SEQIDNO:7,8u9; SEQIDNO: 11, 12 u
13; SEQ ID NO: 15, 16 u 17; SEQ ID NO: 19, 20 u 21; SEQ ID NO: 23, 24 u 25; SEQ ID NO:
35,36 u37; SEQ ID NO: 38,39 u 40; SEQ ID NO: 41, 42 u 43; SEQ ID NO: 44, 45 u 46.

Bapuant ocymectsienus 9. [Tonmunentun o ar000My U3 BApPUAHTOB OCYIIECTBIEHHS 1-
8, y KoToporo no mMeHbluel mepe onuH fomMeH VHH sBisiercs ryMaHu3MpOBaHHBIM.

Bapuant ocymectsnenus 10. [Tonunentua no mo0oMy U3 BAPHAHTOB OCYLIECTBICHUS |-
9, y kxoroporo mno MeHblleli Mepe onuH aoMeH VHH coxmepkur aMHUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, UIGHTUYHYIO Ha MO MeHbluel mepe 85%, mo MmeHbuieil mepe 90%, mo
MeHbleld Mepe 95% unu no meHblueld Mepe 99% aMHUHOKUCIOTHON nocneaosarenbHocTH SEQ
ID NO: 26, 94, 31, 99, 27, 28, 29, 30, 95, 96, 97 unu 98.

Bapuant ocymectsnenus 11. [Tonunentua no mo0oMy U3 BAPHAHTOB OCYIIECTBICHUS 1-
9, y kxoroporo mno MeHblleli Mepe onuH aoMeH VHH comepkur aMHUHOKHCIOTHYHO
nocnenosatenbHocTe SEQ ID NO: 26, 94, 31, 99, 27, 28, 29, 30, 95, 96, 97 umm 98.



Bapuant ocymectsnenus 12. [Tonunentua no go0oMy U3 BAPHAHTOB OCYIIECTBICHUS |-
8, y KoToporo mo MeHblell mepe oauH aomeH VHH conmepkuT aMUHOKHUCIOTHYIO
NOCJIEI0BATENbHOCTD, UCHTUYHYIO Ha IO MeHbluel mepe 85%, mo meHbuieil mepe 90%, mo
MeHblIed Mepe 95% unu no MeHblueld Mepe 99% aMUHOKUCIOTHON nocneaosarenbHOCTH SEQ
ID NO: 2, 6, 10, 14, 18, 22, 88, 89, 90, 91, 92 unu 93.

Bapuant ocymectsienus 13. IToaunentun no moOoMy U3 BApHAHTOB OCYLIECTBICHUS |-
8, y koroporo mno MeHblle Mepe oxuH nomeH VHH comepur aMHHOKHCIOTHYIO
nocnenosatenbHOCT SEQ ID NO: 2, 6, 10, 14, 18, 22, 88, 89, 90, 91, 92 umu 93.

Bapuant ocymectsnenus 14. [Tonunentua no r000My U3 BAPHAHTOB OCYLIECTBICHUS |-
13, conep>kammii nBa nomena VHH.

Bapuant ocymectsnenus 15. [Tonmunentuza no jr000oMy U3 BAPHAHTOB OCYLIECTBICHHUS | -
13, conepskamuii Tpu nomena VHH.

Bapuant ocymectsnenus 16. [Tonunentua no jro0oMy U3 BAPHAHTOB OCYIIECTBICHUS 1-
15, copepskamuii MO MeHbLIEH Mepe ONWH CBSI3BIBAIOIINI JOMEH, KOTOPBIA CBSI3BIBAETCSI C
anturenom, otaudHbM oT CLEC12a.

Bapuant ocywectBinenuss 17. Ilomumentuan 1o BapuaHTy ocyluecTBieHus 16,
Conep Kallil MO0 MEHBIIEH Mepe OIUH CBS3bIBAIOLINM JOMEH, KOTOPhIN cBs3biBaeTcs ¢ CD3, T-
kietounbiM peuentopom (TCR) o, TCRP, CD28, CD16, CD32A, CD64, CD89, NKp46 wm
NKG2D.

BapuanT ocymectsinenus 18. Ilonunentua no BapuaHTy ocyuiectBieHus 14 wnum 15, y
koToporo kaxaplii nomeH VHH csssbiBaercs ¢ CLEC12a.

BapuanT ocymectsnenus 19. Ilonunentun no Bapuanty ocyiiecTsieHus 18, y koroporo
kaxabli foMeH VHH copepkuT oguHakoBbleé aMUHOKHMCIOTHbIE mocienoBarenbHoctTu CDRI,
CDR2 u CDR3.

Bapuant ocymecrsnenus 20. [Tonunentua no BapuaHTy ocylecTBieHus 18, y koTroporo
kaxnabiii tomed VHH conep:xut onHy u Ty ke nociaegoBaTenbHocts VHH.

Bapuant ocymectsnenus 21. [Tonunentua no ro00My M3 BAPHAHTOB OCYLIECTBICHHUS |-
13, conep>kamumii onux nomeH VHH.

Bapuant ocymectsnenus 22. [Tonunentua no jr000My U3 BAPHAHTOB OCYLIECTBICHUS |-
21, conepsxamuii Fc-yuacToxk.

BapuanT ocymectsnenus 23. IlonunenTun 1o BapuaHTy OCyIlecTBIeHHUs 22, y KOTOPOro
Fc-y4acTok comep:kuT aMUHOKHCIIOTHYIO MOCIEOBATENbHOCTD, BhIOpaHHyo u3 SEQ ID NO: 50-
85.

Bapuant ocymectsnenuss 24. Ilonunentun no BapuaHTy OCYLIECTBJIEHUs 22 WU
BapHUAHTY OCYLIECTBICHHS 23, KOTOPBIHA B (PU3UOJOIHUECKUX YCIOBUAX 00pa3yeT numep.

Bapuant ocymectsnenus 25. [Tonunentua no jro0oMy U3 BAPHAHTOB OCYIIECTBICHUS |-
24, rme CLEC12a npeacrasisier codoit uenoseueckuii CLEC12a.

Bapuant ocymectBnenus 26. Ilonunmentua no BapuaHTy OCYIIECTBIEHHs 25, rae
yenoseueckniit CLEC12a conepxxut nocneposarensHocTs SEQ ID NO: 1.

Bapuant ocymectnenus 27. UIMMyHOKOHBIOTAT, COAEP KLU TOJUIIENTH]] IO JIFOOOMY



13 BAPUAHTOB OCYyIEeCTBIEHUs 1-26 U [IUTOTOKCUYECKUI areHT.

BapuanT ocymectsinenus 28. IMMyHOKOHBIOTAT 1O BapUaHTy OCYLIECTBiIeHUs 27, rae
IIUTOTOKCUYECKUH areHT BBIOMPAIOT M3 KajJHXeaMHLUHA, AaypUCTaTHHA, OJAaCTaTHHA,
TyOyJIUIINHA, MaNTaH3UHOUAA, KpUNTOPHLINHA, AyOKapMHLIMHA, 3CIEPaMULINHA,
nHPPOSIOOEH30IMa3eNNHA U SHAUUHOBOIO aHTHONOTHKA.

Bapuant ocymectBienus 29, @apmaneBTHueckas KOMIIO3ULUS, — COZAeprKaliast
NOJUIENTHA MO JOOOMYy W3 BapuUaHTOB OCYILIECTBJIEHHS [-26 MM MMMYHOKOHBIOTaT IO
BAPUAHTY OCYINECTBJIEHUS 27 WJIM BapHaHTy OCYIIECTBICHUs 28 u (apMaleBTHUECKU
MIPUEMIIEMBI HOCUTED.

Bapuant ocymectenenus 30. BbiaeneHHas HyKJIEHMHOBAash KHUCIOTA, KOOUPYHOLIAS
MOJIIIENTH]T TIO JTF0OOMY M3 BAPUAHTOB OCyIIecTBIeHUs 1-26.

Bapuant ocymectsnenuss 31. Bekrtop, copepxamuii HYKJIEHMHOBYHO KHCIOTY 10
BapUaHTy ocymecTsieHus 30.

BapuanT ocymectsnenus 32. Knerka-xo3siMH, cofeprkaiias HYKJIEHHOBYIO KHUCIOTY IO
BapHaHTy OCYLIECTBJIEHMsI 34 U BEKTOp MO BapUaHTy OCyllecTBiIeHus 3 1.

BapuanT ocymectsinenus 33. Knerka-xo3siMH, KOTOpas dKCIPECCUPYET MOJUNENTH] 110
JEOOOMY W3 BAPUAHTOB OCYIIECTBIICHUs 1-26.

Bapuant ocymectsienus 34. Cnoco0 monyuyeHHs NOJHMIENTHAA IO JIOOOMYy U3
BAPUAHTOB OCYIIECTBJEHUs 1-26, BKIIOYAIOIIUN WHKYOAILMIO KIETKH-XO3sIMHA I10 BapUaHTY
ocyllecTBleHUs] 32 WJIM BapUaHTy OCYIIECTBICHMs 33 B YCIOBUAX, MNOAXOASIIUX JUIs
5KCIPECCUH MOJUINENTHAA.

BapuanT ocymectsienust 35. Crioco0 1o BapHaHTy OCYLIECTBJICHUS 37, TOMOJHUTEIBHO
BKJIFOUAKO LU BbIJENIEHNE OJUNENTHA.

Bapuant ocymectBienusi 36. Crnoco0 JiedeHus: paka, BKIIOYAIOLINI BBEICHHE
CTpajaroLIeMy pakoM cyObekTy (hapmaneBTu4ecKu 3P PeKTHBHOrO KOJUUECTBA MOJUIENTHAA 110
a000My M3 BapUAHTOB OCYLIECTBJICHUS 1-26, UMMYyHOKOHBIOTATa MO BAPUAHTY OCYINECTBIICHUS
27 winu BapWaHTy oOCylecTBieHHs 28 wiu (papMaLeBTHUECKOW KOMIIO3ULUU IO BaPHAHTY
OCYLIECTBJIEHUS 29.

Bapuant ocymectBienus 37. Crnoco® mo BapuaHTy OCYLIeCTBJeHUs 36, rae pak
BBIOMPAIOT K3 JUMQPOMBL, JUMPOMbI XOMKKHHA, HEXOMKKUHCKOW JuMpoMer;, B-kieTouHoi
TuM(OMBI, HU3KOH CTENEHH 3JI0Ka4eCTBEHHOCTH/(POJUTMKYIJISIPHONH HEXOKKUHCKON JHM(OMBI
(HXJD; HXJI u3 MaJibIX TUM(OIITOB (MJD); cpenHeit CTENeHU
3nokauectBeHHOCTH/ QommukymsipHoit  HXJL,  muddysnoit  HXJI  cpemHeit  cremeHH
3JIOKaYeCTBEHHOCTH, uMMyHOOMacTHOi HXJI BBICOKOW CTemeHH 3JI0KaYeCTBEHHOCTH,
aumpodnmactHoli  HXJI  BbicOkoH  cremeHu  3mokadecTBeHHocTw; HXJI w3 menmkux
HEpPACIUICTUIEHHBIX KJIETOK C BBICOKOW CTEMEHbI0 3JI0KaueCcTBeHHOCTH, oObemHONH HXJI;
auM(pOMBl U3 KJIETOK MAaHTUWHOW  30HBI; JjuMmdombl, cBszanHoii co  CIIM/lowm;
MakpornoOyiuHemun BanbneHcrpema; xponmdeckoro gumdorneiikoza (XJLUI); octporo
aumpodnactHoro  Jsetikoza  (OJUD); octporo  muejoupgHoro  Jjeiikoza  (OMJID);

BOJIOCATOKJIETOYHOTO J'IeI‘/'IKO3a; U XpOHHUYCCKOrO MHENO0IACTHOIO JIEMKO3a.



BapuanT ocymectsienus 38. Criocod mo BapuaHty ocymecTtienus 36 win 37, rue pak
NpeaCTaBisieT CO0O0M OCTPbIi MueNONIHbIH Jieiiko3 (OMJI).

BapuanT ocymectsienus 39. Ciocod mo mo0oMy 13 BapHaHTOB OCYyLIeCTBJIeHHs 36-38,
JOTIONIHUTEIBHO BKJIIOYAOIINN BBEAECHUE TOTIOJHUTEIBHOIO TEPAIEBTUYECKOTO areHTa.

Bapuant ocymectBienuss 40. Cnoco® mno BapuaHTy ocymiectsieHust 39, rme
JOTNOJHUTEIBHBIN TePaNeBTUYECKUH areHT NMPeACTaBIsieT COO0H MPOTUBOPAKOBOE CPEACTRO.

Bapuant ocymecrsienuss 41. Cnoco6 mno Bapuanty ocywmectsieHus 40, rae
NPOTHBOPAKOBOE CPEICTBO BBHIOMPAIOT U3 XUMHOTEPAIEBTUYECKOTO CPEACTBA, OMOJIOrHYECKOro
NPOTHBOPAKOBOTO CPEACTBa, JTyueBoit Tepanun, CAR-T Tepanuu 1 OHKOJUTUYECKOTO BHPYCA.

BapuanT ocymectsiienus: 42. Criocod mo nro0oMy U3 BapHAHTOB OCYyINecTBIeHUs 36-39,
rae pak npeacrasisier coboit CLEC12a-3kcnpeccupyrommii pax.

KPATKOE OITACAHUE YEPTEXXEN

[0005] Ha ¢ur. 1A u 1B mnoka3aHbl naHHbIe OWOCIOWHOW WHTEpdepoMeTpun s
NOJIMMENTHIOB, conepkamux nomeH VHH, xoropwiii cesseiBaercs ¢ CLEC12a. Ha ¢ur. 1A
NOKa3aHbl JaHHbIe OuocnoiiHoi nHTepdepomerpun st hzMB11v13 no cpaBHEHHIO C APYTUMH
CLEC12a-cBsizbiBarominmu sdAb, packpbirbiMu B HactosimmeM onvicanuu. Ha ¢ur. 1B nmokasansr
naHHbIe OnocioiiHoi nnaTepdpepomerpun st hzMEO06v16 no cpaBrenmto ¢ apyrumu CLEC12a-
cBs3bIBAOIUME SAAD, pacKpBITBIMU B HACTOSIIIIEM OIMCAHHHL.

[0006] Ha ¢ur. 2A-2L moka3aHO CBS3bIBAHUE OINPENEICHHBIX OTHOAOMEHHBIX AHTHUTEIN
(sdAb) ¢ CLECI2a, skcmpeccupyembiMm Ha kietkax HEK 293, «CLECI12a-HEK-293»
obo3Hauaer kietkn HEK 293, xoropeie OblM TpaHCOUIMPOBAHbI IUIA3MHUI0H, KOAUPYIOLIEH
CLEC]12a, xak onmucano B npumepe 2. «<HEK-293» obo3Havaer HeTpaHC)HUIMPOBAHHBIE KIETKU
HEK 293. Ha ¢ur. 2A nokasano css3biBanue MB11-IgG1 ¢ CLEC12a. Ha ¢ur. 2B nokasano
csizpiBaHne hzMB11v13-IgGl ¢ CLEC12a. Ha ¢ur. 2C nokaszano cesi3eiBanne ME06-IgG1 ¢
CLEC12a. Ha ¢ur. 2D mnokaszano cssizbiBanne hzMEO6v16-IgG1 ¢ CLEC12a. Ha ¢ur. 2E
nokasano cBsizbiBaHre MC02-IgG1 ¢ CLEC12a. Ha ¢ur. 2F nokasano cesizbiBanue hzMCO02v6-
IgG1 ¢ CLECI12a. Ha ¢ur. 2G nokasano cBsizbiBanue MHO07-IgG1 ¢ CLEC12a. Ha ¢ur. 2H
nokaszaHno ceszbiBaHre hzMHO7v3-IgG1l ¢ CLEC12a. Ha ¢wur. 21 noka3aHo cesizpiBanue MCO6-
IgG1 ¢ CLECI12a. Ha ¢wur. 2J nokazano cBszeiBanne hzMCO06v2-IgG1 ¢ CLEC12a. Ha ¢ur. 2K
nokaszano ceszbiBanne ME(02-IgG1 ¢ CLEC12a. Ha ¢ur. 2L noka3zano cBszpiBanne hzME02v4-
IgG1 c CLEC]12a.

MHOJAPOBHOE OITMCAHUE

[0007] IIpencraBneHHbIE B HACTOSIIEM OMMCAHUHN BAPUAHTHI OCYLIECTBIEHUS OTHOCATCS
Kk CLEC12a-CBsI3pIBAIOIINM TOJUIIENTHAAM U X MPUMEHEHHIO B PA3JIMUHBIX CIOCO0aX JIEUEHUsI
paxa.

OnpeneneHI/m U pa3JIUYHbIC BAPpHUAHTBI OCYIIICCTBJICHUA

[0008] 3arosoBkH pa3nesoB, UCIOAb3YEMbIE B HACTOSIIEM OMUCAHUU, MPEIHA3HAYEHBI
UCKJIFOYUTENIbHO JJIi OPraHM3AIMOHHBIX [ejiel M He JOJUKHBI OBITh HCTOJIKOBAHBI Kak
OrpaHUYMBAIOLINE ONMHUCAHHBIN OOBEKT H300peTeHN .

[0009] Bce cchuiky, UTHPYEMBbIE B HACTOSILIIEM ONMMCAHUY, BKJIOYAsl 3asBKU HA NATEHTHI,



NaTeHTHBIE NMyOnuKanuu U HoMepa noctyna Genbank, BKJIIOUEHBI B HACTOSIIIEE OIMUCAHUE B
Ka4eCcTBE CCBUIKH, KaK eCiM Obl Kakhas OTHeNbHas CCbUIKa ObLia CIEHANbHO U OTAEIBHO
yKa3aHa KaK BKJIFOUEHHAasl B KAYECTBE CChUIKU BO BCEU CBOEH MOJIHOTE.

[0010] CriocoObI 1 mponeyphl, PaCKPBIThIE WIIH YIIOMSIHYTbIE B HACTOSIIEM OIUCAHUH, B
LIEJIOM SIBJIIFOTCS XOPOLIO U3BECTHBIMU U TPAIULMOHHBIMU METOAMH, OOBIMHO NMPUMEHSAEMBbIMU
CHeLUAJICTAMU B JAHHOW OOJIACTH TE€XHUKH, TAKUMH KaK, HaIpUMep, LIHPOKO HCIOJIb3yeMble
MeTonbl, onrcaHHbie B Sambrook et al., Molecular Cloning: A Laboratory Manual 3rd. edition
(2001) Cold Spring Harbor Laboratory Press, Cold Spring Harbor, N.Y. CURRENT
PROTOCOLS IN MOLECULAR BIOLOGY (F.M. Ausubel, et al. eds., (2003)); cepus
METHODS IN ENZYMOLOGY (Academic Press, Inc.): PCR 2: A PRACTICAL APPROACH
(M.J. MacPherson, B.D. Hames and G.R. Taylor eds. (1995)), Harlow and Lane, eds. (1988)
ANTIBODIES, A LABORATORY MANUAL, and ANIMAL CELL CULTURE (R.L
Freshney, ed. (1987)); Oligonucleotide Synthesis (M.J. Gait, ed., 1984); Methods in Molecular
Biology, Humana Press; Cell Biology: A Laboratory Notebook (J.E. Cellis, ed., 1998) Academic
Press; Animal Cell Culture (R.I. Freshney), ed., 1987); Introduction to Cell and Tissue Culture
(J.P. Mather and P.E. Roberts, 1998) Plenum Press; Cell and Tissue Culture Laboratory
Procedures (A. Doyle, J.B. Griffiths, and D.G. Newell, eds., 1993-8) J. Wiley and Sons;
Handbook of Experimental Immunology (D.M. Weir and C.C. Blackwell, eds.); Gene Transfer
Vectors for Mammalian Cells (J.M. Miller and M.P. Calos, eds., 1987); PCR: The Polymerase
Chain Reaction, (Mullis et al., eds., 1994); Current Protocols in Immunology (J.E. Coligan et al.,
eds., 1991); Short Protocols in Molecular Biology (Wiley and Sons, 1999); Immunobiology
(C.A. Janeway and P. Travers, 1997); Antibodies (P. Finch, 1997); Antibodies: A Practical
Approach (D. Catty., ed., IRL Press, 1988-1989); Monoclonal Antibodies: A Practical Approach
(P. Shepherd and C. Dean, eds., Oxford University Press, 2000); Using Antibodies: A
Laboratory Manual (E. Harlow and D. Lane (Cold Spring Harbor Laboratory Press, 1999); The
Antibodies (M. Zanetti and J.D. Capra, eds., Harwood Academic Publishers, 1995); and Cancer:
Principles and Practice of Oncology (V.T. DeVita et al., eds., J.B. Lippincott Company, 1993); u
uX OOHOBJIEHHBIX BEPCHUSIX.

[0011] Ecnu He yka3aHO MHOE, Hay4dHble U TEXHUYECKHE TEPMHUHBI, HUCIOJb3yeMbIE B
KOHTEKCTE  HACTOALIEro  H300peTeHMs, HMMEIT 3HAueHHUs, OOBIYHO  HCIOJIb3yeMble
CHEeLUATNCTAaMH B JAHHOH o0yacTu TexHUKU. Kpome Toro, ecinm MHOe He CIeayeT U3 KOHTEKCTa
WIM HE YKa3aHO B SIBHOM BHJE, TEPMHUHBI B €JUHCTBEHHOM YHCJIE MOJIPa3yMeBalOT BKIIIOUEHHE
MHOKECTBEHHOTO YHCJa, & TEPMUHBI BO MHOXXECTBEHHOM 4MCJIE IO/Pa3yMeBalOT BKIIIOUEHHE
€IMHCTBEHHOTro uucna. IIpu mr000M NPOTHUBOPEUHH B ONPEAENCHHSX MEXIy Pa3InIHBIMU
UCTOYHUKAMU WJIM CCBUIKAMU TPUOPUTETHBIM SIBJIAETCS OINpeAesieHHe, IPUBEACHHOE B
HACTOSLIEM OIUCAHUH.

[0012] Kak mpaBmio, HyMepamus OCTAaTKOB B TSDKEJIOH Iend HMMYHOTJIOOYJIHHA
coorBercTtByeT unaekcy EU nmo Kabat et al., Sequences of Proteins of Immunological Interest,
5th Ed. Sequences of Proteins of Immunological Interest, Sth Ed. Public Health Service, National
Institutes of Health, Bethesda, Md. (1991). «Munekc EU no Kabat» oTHocuTcs k Hymepauuu



octatkoB yenoBeueckoro IgGl anturena cormacHo EU.

[0013] Cnenyer y4uThIBaTh, YTO BAPUAHTHI OCYLIECTBIEHHUS N300PETEHHs], PACKPBITHIC B
HACTOSIIEM OMNHCAHUH, BKJIIOYAIOT BAPHAHTBHI OCYLIECTBJIEHUS «COCTOSALINI» W/MIM IO
CyLIEeCTBY cocCToALIMH u3y». Hcronp3yeMble B HACTOALIEM ONUCAHUMU (POPMBI €AMHCTBEHHOTO
YHcia BKIIOYAIOT CChUIKM Ha MHOXKECTBEHHOE YMCJIO, €CJIN He yKa3zaHo uHoe. Mcrnonp3oBaHue B
HACTOSIIEM ONHCAHUU TEPMHMHA «WJIM» HE O3HAYaeT, YTO aJbTEPHATUBBI SIBISIOTCS
B3aUMOUCKJTFOYAIOLITUMH.

[0014] B HacTosIeii 3asiBKe HCIOJBb30BAHUE «UJIM» O3HAYAET «U/UJIH», €CIU WHOE He
YKa3aHO B SIBHOM BHJE WJIM HE SIBJIIETCS OUYEBUAHBIM CIELUAIUCTY B JaHHOH oOmacth. B
KOHTEKCTe TMyHKTa (POpMyJibI U300PETeHUsI ¢ MHOKECTBEHHOH 3aBHCHMOCTBIO HCIOJIb30BAHUE
«HUJI» OTHOCHUTCS K 0oJiee ueM OIHOMY MpPEIIIECTBYIOLIEMY HE3aBUCUMOMY HIIH 3aBHCHMOMY
NYHKTY (OPMYJIBI H300pETEHUsI.

[0015] ®paza «3TanmoHHBIA OOpa3ely, «3TajJOHHAs KIETKa» WU «ITAJOHHAS TKAHbY
o3HauyaeT obOpaser Mo MeHbIIel Mepe C OJHOH W3BECTHOW XapaKTEPUCTUKOH, KOTOPBI MOYHO
UCTIOJIb30BAaTh B KA4eCTBE CPaBHEHHUs ¢ 0OpasloM MO MeHbINeH Mepe C ONHOH HEeU3BECTHOH
XapaKTEePUCTUKONW. B HEKOTOPBIX BapuaHTaX OCYIIECTBJICHUS STAJOHHBIA 0Opaser MOXKHO
UCTIONIB30BaTh B KA4eCTBE TMOJOXKHUTEIBHOTO WM OTPHULATEBHOIO WHAWKATOpA. JTaJOHHBINA
oOpaser MOKHO HCIIOJBb30BaTh sl onpenesieHus: yposHst Oenka w/unun MPHK, waOiromaemoro,
HampuMep, B 3I0pOBOH TKaHW, B OmIM4He OT ypoBHA Oenka w/mnmu MPHK B obpasue c
HEM3BECTHbIMU XapaKTEPUCTUKAMU. B HEKOTOpPhIX BapUaHTaX OCYLIECTBIEHUS 3TaJOHHBIN
oOpasell MoJIly4aroT OT TOTO e CyObeKTa, HO U3 APYrod 4acTu, OTJIMYHOW OT TecTupyemoil. B
HEKOTOPBIX BAapHAHTaX OCYLIECTBJIEHHUs JTAJOHHBIM oOpazen OepyT u3 00JIacTH TKaHY,
OKpY’KaroIlel WM MpHerarliel k paky. B HEKOTOpBIX BapuaHTaxX OCYIIECTBIEHHS 3TAJTOHHBIN
o0paser] Moiy4arT He OT HCIBITYeMOro, a OT CyOBeKTa, O KOTOPOM H3BECTHO, YTO y HEro
UMeeTCs WJIM HE HMEeTCsl HCCIeNyeMOe pPacCTPOHCTBO (HAampuMep, KOHKPETHBIH paK MWIH
pacctpoiictBo, cBsizaHHOe ¢ CLEC12a). B HEKOTOpBIX BapuaHTaX OCYINECTBJICHUS STaJIOHHBIN
o0paser MoJy4aroT OT TOTrO k€ CyObEKTa, HO 0 MOMEHTa BOSHHKHOBEHHsI paka. B HEKOTOpPbIX
BapHaHTaX OCYLIECTBJICHHsI STAJOHHBIN 0Opa3el MPOUCXONUT U3 odpa3ia 100POKa4eCTBEHHOTO
paka Toro ke uiam napyroro cyowmekta. Korma s cpaBHEHHS UCHONB3YeTCS OTPULIATEIIbHBIN
KOHTPOJIbHBII 00pasel, YpOBEHb 3KCIPECCHH WM KOJHYECTBO HM3Y4aeMOW MOJIEKYJBI B
OTPHLIATEIbHOM 3TAJIOHHOM o0Opasie OyneT yka3blBaTh Ha YPOBEHb, OTHOCHTEIBHO KOTOPOTO
CHELUAINCT B JTAHHOH OOJIACTH TEXHUKH CMOXET YCTAHOBUTb, C YIETOM HACTOSLIETO OMUCAHMUSA,
YTO MOJIEKYJIa OTCYTCTBYeT W/MJIM HAXOAWTCS Ha HHU3KOM ypoBHe. Korma nns cpaBHeHHs
UCTIONB3YETCS TOJIOKUTENbHBIA 3TAJOHHBIN 00pa3el, ypOBEHb 3KCHPECCHH HIIH KOJHYECTBO
M3y4aeMOl MOJIEKYJIbI B IMOJIOKUTEIPHOM 3TAJIOHHOM oOpasie Oyaer yka3bplBaTh Ha YPOBEHb,
OTHOCHUTEJIbHO KOTOPOTO CIIEHUAJUCT B JAHHOW OOJACTH CMOXKET YCTAHOBHTH, C Y4YETOM
HACTOSIIIErO OMHCAHUS, YTO MOJIEKYJIa IPUCYTCTBYET HA HEKOTOPOM YPOBHE.

[0016] Tepmunbl «IOJAB3a», «KJIMHUYECKAs IOJb3a», «BOCIPUUMYHUBOCTEY H
«TepaneBTUYECKash BOCIPUUMYHBOCTBY, UCIOJb3yE€Mble B HACTOSIIEM OIMMCAHUU B KOHTEKCTE

MOJIOKUTEIBHOTO BO3AEHCTBUS WIH p€akiin Ha BBCACHUC TECPANICBTUYCCKOTO arcHra, MOTYT



OBITh M3MEPEHBbI NMyTEM OLIEHKH PAa3JIMYHBIX KOHEUHBIX TOUYEK, HANPHUMEP, WHIMOMPOBAHUS IO
HEKOTOPOHM CTENEHU MPOrPEecCCUpPOBaHUs 3a00JI€BAaHUs, BKIJIOYAs 3aMEMJICHHWE U  IIOJIHYIO
OCTaHOBKY, YMEHBIIEHHUS KOJINYECTBA SMU30/10B W/WJIM CUMITOMOB 3a00JI€BaHUs, YMEHBIIECHHS
pa3sMepoB TMOpPaXKEHUs, WHIMOMPOBAaHUsA (T.€. YMEHBIIEHHUS, 3aMeIUIeHUs WM IIOJHOrO
npeKpalieHus) HHQUIbTpAaKu OOJEe3HETBOPHBIX KJIETOK B COCENHUE NepupepuuecKkue OpraHsl
W/WIM TKaHU, TOPMOKEHMs (T.€. YMEHBLICHHUS, 3aMEIUICHHs WM IIOJIHOTO MpPEKPALIeHUs)
pacnpocTpaHeHus: 3a0oJeBaHMs; OOJIErdeHus O HEKOTOPOH CTENeHH OIHOro MM Oosee
CHUMIITOMOB, CBSI3aHHBIX C PACCTPOHCTBOM, YBEJIHMYEHHUS MPOAOIKUTEIBHOCTH Oe3perHIuBHOIO
TEYEHHUS] TIOCJIE JICYCHUs, HANpPUMEp, BbDKHBAEMOCTH 0O€3 MpOorpeccupoBaHHs 3a00JICBAHUS,
NOBBIIIEHHONW OOIIed BBDKUBAEMOCTH; Oo0Jiee BBICOKOH CKOPOCTH OTBETA;, W/WJIU CHIKEHHS
CMEPTHOCTH B OIpENeNIeHHbII MOMEHT BpeMeHH mocie yedeHusi. CyObeKT Wil pak, KOTOPbIH
«HE OTBEYAET» WM «HE pearupyer», sBJSETCS CYOBEKTOM WM PAaKOM, HE OTBEYAIOIIHM
YKa3aHHBIM BbIIIE TPEOOBAHUSIM K «BOCIIPUUMYHBOCTH.

[0017] TepmuHbl «MOJIeKyJa HYKJIEMHOBOM KHCIOTBD), «HYKJEHHOBas KUCIOTa» U
«TIOJUHYKJEOTU» MOTYT MHCIONb30BAThCsSl B3aUMO3aMEHSIEMO U OTHOCATCS K IOJIUMEPY
HYKJIEOTHOB. Takue TMOJUMEpPhl HYKJIEOTHAOB MOTYT COAEpKaTb MNPHUPOIHBIE H/HIIH
HETIPUPONHbIE HYKJIEOTHAbl M BKIO4aroT, Oe3 orpanmmdenns, JHK, PHK wu IIHK.
«IIocnenoBaTenbHOCTE HYKJIEMHOBOW KHCJIOTBDY OTHOCHUTCS K JIMHEWHOW IMOCJIEN0BAaTEIbHOCTH
HYKJIEOTHJIOB, COZiep Kallelcsl B MOJIEKYJle HYKJIEMHOBON KUCJIOThI UJIH MOJIUHYKJIEOTHE.

[0018] Tepmuubl «momumentTua» U «OEJIOK» HCIONB3YIOTCS B3aUMO3AMEHSIEMO IS
0003HaueHHs IMOJIUMEPA, COCTOSLIEr0 M3 AMHHOKHCJIOTHBIX OCTATKOB, M HE OTPAaHUYHMBAIOTCS
MUHUMAaNbHON IIMHON. Takue monuMepbl U3 aMHUHOKHUCIIOTHBIX OCTaTKOB MOIYT COAEpKaTb
NPUPOIHBIE MM HENPHPOAHbIE AMHHOKHUCIOTHBIE OCTATKU W BKIIIOYAIOT, O€3 OrpaHMYeHUs,
HENTUIBI, OJUTONENTUIBI, TUMEPBI, TPUMEPBI U MyJbTUMEPbI AMUHOKHMCIIOTHBIX OCTaTKOB. DTO
OIIpefeNIeHNe OXBAThIBAET KaK IMOJHOpa3MepHble OENKH, TaKk M HX (parMeHThl. YKa3aHHbIE
TEPMHHBI TAaKXX€ BKJIFOYAIOT MOCTIKCIPECCHOHHbIE MOAMU(UKALNYU TOJUINENTHAA, HApUMep
TJIUKO3MIIMNPOBAHKE, CHATMPOBAHKE, aueTuiupoBanue, Gochopunposanue u T.m. Kpome Toro,
IUI LeJIed HACTOSLIEr0 PACKPBITHS «IOJUMENTHI» OTHOCUTCS K O€NKy, KOTOpPBIH BKIIFOYAET
MonuQUKaMK, Takue Kak Jaejenud, Ao0aBieHHs M 3aMeHbl (OOBIMHO KOHCEPBATHUBHBIE IO
NPUPOZAE) B HATHBHOH IOCJIEAOBATENLHOCTH MPU YCIOBUH, YTO OEJIOK COXPAHSET JKEIAEMYIO
AKTUBHOCTb. DTU MOIU(UKAIIH MOTYT OBITh IPEAHAMEPEHHBIMH, HAIIPUMEP PE3YJIbTATOM CaMT-
HAINPaBJIEHHOTO MYyTareHe3a, WM MOTYT ObITh CIy4alHBIMH, HalpUMeEp Pe3yJIbTaTOM MyTalWH
X0351€B, IPOAYLHPYIOLINX Oenku, nin omubdok B mpouecce TP ammmudukamm.

[0019] «CLEC12a» B KOHTEKCTe HACTOSIIIEr0 OIMHUCAHUS OTHOCUTCS K JIFOOOMY
HaTuBHOMY  3penomy CLECI12a, koTopblil  sBAseTCs  pe3yJbTaTOM  IMPOLIECCHUHIA
npenmecrsenHuka CLEC12a B knerke. Oror tepmuH Bkmouaer CLECI12a w3 moboro
MCTOYHHKA ITO3BOHOYHBIX, BKJIIOUAs] MIIEKOMUTAIOIINX, TAKUX KaK MPUMAThl (HapuMep, JIIOIU U
SIBAHCKHE MAKaK! UM MAaKaKH Pe3ycC) U IPhI3YHBI (HAIIPUMED, MBIIIH U KPBICHI), €CIIU HE YKa3aHO
MHOe. YKa3aHHBIM TEPMHUH TaKXe BKJIOUAeT BCTpedarolmuecs B npupone sapuanTel CLEC]12a,

TaKUE€ KaK BapUAHTHI CIUIAMCUHTa HWJIM  aJljIeJibHbIE BapUAHTHL. HeorpaHqu/IBafomas[



WUTIOCTPAaTUBHAsT aMUHOKUCJIOTHAs MocieaoBarenabHocTh denoBedeckoro CLEC12a nokasaHa,
Hanpumep, B UniProt mox Homepom noctyna Q5QGZ9.3. Cm. SEQ ID NO. 1.

[0020] Tepmun «crmeunpuyuecKkyd CBS3BIBACTCS» C AHTUTE€HOM HWJIM SIUTOIIOM SIBJII€TCS
TEPMHUHOM, KOTOPBII XOPOIIO M3BECTEH B JAAHHOM 00JAaCTH, U CHOCOOBI ONpENeseHUs] TaKoro
crieu(HUIecKOro CBSA3BIBAHUS TAaKKe XOPOLIO W3BECTHBI B HaHHOW oOmactu. I'oBOpAT, 4TO
MOJIEKyJIa TIPOSIBIISIET «CHEeLU(HUECKOe CBS3bIBAHME» WIN IPEANOYTHTENBHOE CBSI3bIBAHHEY,
€CNIi OHAa pearhupyeT WM CBsI3bIBAETCS daile, ObICTpee, IOJbIe HAXOAUTCS B CBSI3AaHHOM
COCTOSIHUM W/MJIM CBS3BIBAETCS ¢ Ooyiee BBICOKOH a)(PMHHOCTBIO C KOHKPETHOM KJIETKOW HIIU
BEIIECTBOM, Y€M C QJIbTEPHATUBHBIMHU KJIETKAMH WK BemecTBaMu. OIHOIOMEHHOE aHTHTENO
(sdAb) wmu  VHH-conmepskamuii  mojumentun — «Creru(UUecKd  CBA3BIBAETCS» WM
«TPEATOYTHTEIPHO CBSI3BIBAETCS» C MHUIICHBIO, €CJIM OHO CBSI3bIBAETCA C Ooyiee BBICOKOU
ap(pUHHOCTBIO, aBUAHOCTBIO, JIETde W/WUJIH JOJIbIIe HAXOAUTCS B CBSI3AHHOM COCTOSIHHH, YE€M C
apyrumu BemectBamu. Hampumep, sdAb wmm VHH-comep:kamuii monmunentwn, KOTOPBIH
crieu(pUYeCKH WM TPEANOYTHTENbHO cBsi3biBaeTcsi ¢ snuronom CLECI12a, mpexacrasnser
coboti sdAb nmn VHH-conepkammii monumnenTun, KOTOPbIA CBS3BIBAETCS] C 3TUM 3IHTOIOM C
Oonee BbICOKOW a(PUHHOCTHIO, aBHIHOCTBIO, JIETYe W/WJIA JOJbIIE HAXOTUTCS B CBSI3AHHOM
cocrosiand, 4em ¢ apyrumu snuronamu CLEC12a wnn ve-CLEC12a snuronamu. Taxoke, uyuras
3TO ONpeIeNieHNne, MOXHO TMOHSITh, 4TO, Hanpumep, sdAb wimn VHH-conepskammii moiumenTu,
KOTOpOe Crielu(pUIecKy WIH MPEANOUYTHTENBHO CBS3BIBAETCS C MEPBONH MHUIIEHBIO, MOXET WIIH
HE MOXET Crneun(puYecKd WIN MPEANOUTUTENbHO CBS3bIBATHCS CO BTOPOH MHIIeHbH. Ilo
CYLIECTBY, «Creuu(pUIecKOe CBSI3bIBAHNEY» WIH «IPEATIOYTUTENbHOE CBS3BIBAHUE» HE
00s13aTesibHO TPeOyeT (XOTS M MOXKET BKJIIOYAaTh) UCKJIIOUYUTENBHOTO CBs3bIBaHUS. OOBIYHO, HO
He 00s3aTeNbHO, CCbUIKA HA CBSI3bIBAHME O3HAYaeT MPEANOYTHTENIbHOE CBSI3bIBAHUE.
«CrieupUIHOCTE» OTHOCHUTCSI K CIIOCOOHOCTH CBA3BIBAIOLIETO Oenka M30MpaTesbHO CBS3BIBATH
AHTUTEH.

[0021] TepmuHBI «MHTHOUPOBAHHE» WM «UHTUOMPOBATH» OTHOCSTCS K YMEHBIIECHHIO
WIA YCTPAHEHHIO KaKOro-iuO0 (PEeHOTHMUYECKOTO MNpU3HAKA WJIM K YMEHBIIEHUIO MU
YCTPAaHEHUIO YaCTOThl BO3HHKHOBEHHS, CTENEHH WJIM BEPOSTHOCTH JTOrO TMPHU3HAKA.
«YMeHbIIaTh» WJIH «UHTHOMPOBATH» O3HAYAET CHUXKATh, YMEHbIIATh WJIM IIOAABJISATH
AKTHUBHOCTb, (DYHKIMIO W/MJIK KOJIMYECTBO 1O CPABHEHHIO C 3TAJOHOM. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHUSI «YMEHBIICHHE» WJIH «UHTMOMPOBAHHE)» O3HAYAE€T CIIOCOOHOCTH BBI3BIBATH
obmee cHkeHne Ha 10% nim Oonee. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS «YMEHBIIECHHE
WM KMHTHOUPOBAaHUE» O3HAYAET CIIOCOOHOCTH BBI3BIBAThH 0OOlIee cHIkeHne Ha S0% um Oonee.
B HEKOTOpBIX BapuaHTaX OCYIIECTBICHUS «YMEHBIIEHUE» WM «UHIMOMPOBAHHME» O3HAYAET
crocoOHOCTh BbI3bIBaTh OOIIee cHIkeHne Ha 75%, 85%, 90%, 95% wiu Gonee. B HeKOTOPBIX
BAPHUAHTAX OCYIIECTBJICHUS YKAa3aHHOE BBIIE KOJIWYECTBO MOAABIISETCS WM YMEHBIIAETCS B
TE€YeHHe HEKOTOpOro IMepuoja BPEMEHU II0 CPABHEHUIO C KOHTPOJIEM 3a TOT K€ IepHOJ
BpeMEHH. B KOHTEKCT€ HACTOSILIEro OMUCAHUA TEPMUH «UHTHOMpPOBATh» B OTHOLIEHUH
aktuBHocTH CLEC12a oTHOCHTCA K cHIbKeHMIO akTHBHOCTH CLEC12a, Takoil kak CBSI3bIBAHHE C

OAHO3aMCIICHHbIM YPATOM HATPUS. B HEKOTOPBIX BapHUaHTax OCYLICCTBIICHUS <<I/IHFI/I6I/IpOBaTb»
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oTHOcUTCs K cHipkeHuto aktuBHocTH CLECI12a nmo cpaBHenuto ¢ aktuBHocThio CLECI12a B
OoTCyTCTBUE Monyistopa. B Hekoropbix BapuaHTax ocyuectsieHus CLEC12a-cBs3biBaroniuit
nonunentun uHruOupyer cpsspiBanne CLECI2a ¢ opgHO3aMeleHHBIM ypaTOM HATpPHS
KHMCJIOTOM.

[0022] B xOHTeKCTE HACTOSIIETrO OMHCAHUS TEPMHH «3IUTOI» OTHOCUTCS K YYacCTKy Ha
LIeJIeBOM MoJieKyJsie (HampuMep, aHTHreHe, TAKOM Kak OeNOK, HYKJIEMHOBAas KHCJIOTA, YIJIEBOI
WM JIMIHUJ), C KOTOPOH CBSI3bIBAETCS aHTHICHCBS3bIBAIOINAs MoOJieKyaa (Hampumep, sdAb nm
VHH-conepkamuii  MOMUNENTHA). OMUTOMBI  YacTO BKJIIOYAOT XUMHUYECKU aKTHUBHBIE
MIOBEPXHOCTHBIE TPYIIIBI MOJIEKYJI, TAKAE KAK AMHUHOKHUCJIOTBI, TOJIUTENTHABI HITH OOKOBBIE LIETH
caxapoB, M HMEIOT OIpeieNeHHble XapaKTepUCTHUKH TPEXMEPHONH CTPYKTYpbL, a TaKxke
cneun(pUIecKre XapakKTePUCTUKH 3apsiia. DMUTOMBI MOTYT OBITh 00pa30BaHbI KaK M3 CMEKHBIX,
TaK W/MJIM PACTIOJOKEHHBIX PSIIOM OCTaTKOB (HAaNpUMep, aMHHOKHUCIIOT, HYKJIEOTHIOB, CaXapos,
JUMUAHOTO (PparMeHTa) LeNIeBOW MOJIEKYJIbL. DIHUTOMNBI, 0Opa30BaHHbIE M3 CMEKHBIX OCTATKOB
(HarmpuMep, aMHHOKHCIIOT, HYKJIEOTHAOB, CaxXxapoB, JHUIMHIHOW 4acTH), OOBIYHO COXPAHSIOTCS
NpU BO3IEHCTBHM ACHATYPHUPYIOLINX PACTBOPHUTENEH, TOrna Kak 3MHTONBI, OOpa3oBaHHBIE B
pe3yabTaTe TPETHYHOW YKIJAAKH, OOBIMHO TepsATCs Mpu 00padoTKe HeHATYypPUPYIOIIUMHU
pPacTBOPUTENSIMU. DJMUTOIN MOXKET BKJIIOYAaTh, O€3 OTrpaHWYEHHs, 1O MeEHbIIeH Mepe 3, 1o
meHbieii Mepe S wim 8-10 ocraTkoB (Hampumep, aMHUHOKHCIOT WM HYKJIEOTHIOB). B
HEKOTOPBIX BAPHAHTAaX OCYLIECTBIEHUS SIHUTOI UMEET B JIUHY MeHee 20 OCTaTKOB (Hampumep,
AMHHOKHUCJIOT WJIM HYKJIEOTHIOB), MeHee 15 ocraTkoB miu MeHee 12 octaTkoB. /IBa aHTHTENa
MOTYT CBSI3bIBATHCSI C OJJHUM U TE€M K€ SIUTONOM BHYTPU aHTUTEHA, €CJIU OHU J€EMOHCTPUPYIOT
KOHKYPEHTHOE CBSI3bIBAHUE C AHTUI'€HOM. B HEKOTOpBIX BapuUaHTaxX OCYLIECTBJIEHUS 3MHUTOI
MO>KHO HEHTH()ULUPOBATH M0 ONPENEIEHHOMY MUHHUMAJIbHOMY paccTosiHHIO 1o octatka CDR
Ha aHTUIEHCBSI3bIBAIOLIECH MOJeKyJie. B HEKOTOpBIX BapHaHTaxX OCYILECTBIEHHUS SIUTOIN MOXKET
OBITb NIEHTU(HULIMPOBAH MO YKA3aHHOMY BBILIE PACCTOSIHUIO M AOTOJHUTEIBHO OTPAHUYEH TEMHU
OCTaTKaMH, KOTOpbIE YYaCTBYIOT B CBs3HM (HalpHMep, BOJOPOIHOW CBSI3M) MEXAY OCTATKOM
AHTUTEHCBSA3BIBAIOIIEH  MOJIEKYJbl W  OCTAaTKOM AHTUI€HA. OMHUTON TaKXe MOXKHO
UICHTU(QHUIHUPOBATh C MOMOINBIO PA3JIMYHOrO THUIIA CKAHMPOBAHWH, HANPHMEP CKAaHHPOBAHUE
aJlaHWHA WJIM apTHHMHA MOKET YKa3aTh HAa OAWH WJIM 0OJiee OCTATKOB, C KOTOPBIMHU MOXKET
B3alMOZIEIICTBOBATh aHTUIE€HCBA3bIBAIOLIAs MoJeKyjaa. Eciu B sIBHOM BHIEe HE yKa3aHO HHOE,
Ha0Op OCTaTKOB B Ka4ye€CTBE 3MHTONA HE HMCKIIYAeT APYTrHe OCTATKU W3 YaCTH SIMUTOMA IS
KOHKPETHOH aHTHIe€HCBsI3bIBAIOLIEH MoJekyibl. Ckopee, HaJnMuue Takoro Habopa O3HadaeT
HAJIM4Me MUHUMAaIbHOU cepuu (wnn Habopa BHIOB) 3MHUTONOB. TakuMm o0Opa3oMm, B HEKOTOPBIX
BApPHUAHTAX OCYINECTBJIEHUs] HAOOp OCTATKOB, MISHTH(QULHUPOBAHHBIX KAaK SIHTOIN, O3HAYAET
MUHUMAJbHbII 3MUTOI, PENEBAHTHBIN 11 AHTUI€HA, & HE MCUEPHbIBAIOIINN CIIUCOK OCTaTKOB
SIUTOMA HA AaHTUIEHE.

[0023] «HenuueiiHbIi 5>nHUTOM» WIN «KOH(POPMALMOHHBIA 3SMHUTOM»  BKIIKOYAET
HECMEXHbIE TOJHIENTHAbI, aMUHOKHUCIIOTHI W/WIIM caxapa B aHTUT€HHOM OeJIKe, C KOTOPBIM
CBSI3bIBAETCS] AHTHIEHCBSI3bIBAIOIIAsl MOJIEKyJia, crneuupuyHas K snurtonmy. B HEKoTopbIx

BapuaHTax OCYLICCTBJICHUSA I10 MEHbIIeH MEpPE OAMH U3 OCTATKOB HE 6yz[eT CMCXKHBIM C IPYT'MH
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YKa3aHHbIMH OCTAaTKaMHU 3IHUTONA; OJHAKO OAMH WM Oojiee OCTATKOB TaKKe MOTYT OBbITh
CMEXHBIMH C IPYTMMH OCTaTKaMH.

[0024] «JIuHeHHBIH MUTOM COAEPKUT CMEKHBIE MOJUIENTUABI, AMUHOKHCIOTHI H/HIJTH
caxapa B AQHTHIEHHOM Oelike, C KOTOPBIM CBSI3bIBAETCS AHTUICHCBS3BIBAIOINAS MOJIEKYJIA,
cneun¢uyHas k snuromny. Creayer OTMETUTb, YTO B HEKOTOPBIX BApHAHTAX OCYIIECTBJICHUS HE
TpeOyercsi, 4YTOOBl KaXKAbI M3 OCTATKOB B JIMHEHHOM SIHTONE ObUI HEMOCPEACTBEHHO CBSI3aH
(wm yuyacTBOBaJ B OOpa3OBaHMU CBSI3M) C AHTUICHCBSI3BIBAIOLIEH MOJIEKYJIOH. B HEKOTOpbIX
BAPHUAHTAX OCYIIECTBJICHUS] JIMHEWHBIC SIMUTONBI MOTYT OBITh W3 MMMYHHU3ALUH MENTHIOM,
(baKTUYECKH COCTOSLIUM U3 IMOCIENOBATEIbHOCTH JIMHEHHOTO 3THMTONA, WM U3 CTPYKTYPHBIX
y4acCTKOB OeJKa, KOTOpPbIE€ OTHOCHUTENBHO OTHEJEHbI OT OCTaJbHOH 4YacTh Oenka (Tak, 4TO
AHTUTEHCBSA3BIBAIOIAS MOJIEKYJIa MOXET B3aUMOJIEHCTBOBATh 10 MEHbLIEH Mepe B OCHOBHOM
TOJIKO € 3TUM yYaCTKOM MOCJIEeI0BATENIbHOCTH).

[0025] TepMUH «aHTUTENO» HCIONB3YETCS B CAMOM IIHPOKOM CMBICIE U OXBaThIBAET
pa3IUYHbIE TIOJUIENTHABL, KOTOPBIE COAEPIKAT AHTHUTENIONOAOOHBIE AHTUTCHCBS3BIBAIOIINE
IOMEHBI, BKIIFOYast, Oe3 OrpaHWYEHUs, TPAANLMOHHbIE aHTHUTEeNa (OOBIMHO COneplKallue I
MEHBLIEH Mepe OHY TSDKENYIO LeNb U 110 MEHbIIeH Mepe OIHY JIETKYIO LeMb), ONHOIOMEHHBIE
aaturena (sdAb, comep:kamme mo mensineit mMepe onuH nomeH VHH wu Fe-ywacrok), VHH-
coziep KalIie MOJUNENTHABI (TOJUIENTHABL, COepIKAIIUe 110 MeHbIIel Mepe onuH nomeH VHH)
U (pparMeHThl JTF0O0T0 U3 BHIIENEPEUNCICHHOrO PU YCIOBHH, YTO OHHU MPOSBISIOT JKETAEMYIO
AHTUTEHCBA3BIBAIOLYIO AKTUBHOCTb. B HEKOTOPBIX BapuaHTax OCYILECTBIEHMs] AHTUTENO
COIEPKUT JIOMEH AMMepH3aluu. Takue TOMEHbl AUMEpH3alMM BKIIOYAKOT, 0e3 OrpaHuYeHus,
KOHCTaHTHbIE JOoMeHb! Tspkenor nenu (Bkmoudas CHI, mapuup, CH2 u CH3, rne CH1 o6brano
CHapeH C KOHCTaHTHBIM JOMeHOM Jjerkoil unenu, CL, B TO Bpems Kak IIapHUP OMOCPENyeT
aumepusanmo) u Fe-yuactku (Bkmovarouiue mapaup, CH2 u CH3, raoe mapHup onocpenyet
AUMEPH3ALIHIO).

[0026] TepMuH «aHTUTENIO» TaKXKe BKIIIOUYAET, Oe3 OrpaHUYEeHHs, XUMEPHbIE aHTUTENA,
I'YMaHU3MPOBAHHBIE AHTHUTENA U AHTHTENA PAa3IMYHBbIX BUJOB, TAKUX Kak BepOsoma (BKiIOUas
JIamy ), aKyJIbl, MBIIIH, Y€JIOBEKA, SBAHCKOTO MaKaKa U T.1I.

[0027] B kOHTEKCTE HACTOSINEro OMUCAHUS TEPMHUH «AHTHTCHCBSI3BIBAIOIIHMI JTOMEH»
OTHOCHUTCSI K YaCTH aHTUTENA, AOCTATOYHOM I CBSI3bIBAHMSI aHTUT€HAa. B HEKOTOpBIX BapuaHTax
OCYIIECTBIICHHS] AHTUTCHCBSI3bIBAOIUI JOMEeH O0ObluHOro anturena coxepxut Tpu CDR
Tsokeod menu u Tpu CDR  nmerkoit nemu. Takum o0pasoM, B HEKOTOPBIX BapHaHTAX
OCYIIECTBIIEHHUs] AHTHICHCBS3BIBAIOLINI JAOMEH COINEPKHUT BapuabeNbHYI0 O0NacTh TSDKETON
ueny, coxepxkamyrw CDRI-FR2-CDR2-FR3-CDR3, u mobwsie uwactm FR1 w/umm FR4,
HEOOXOIMMBIE JIUIsl COXPAHEHHUS CBSI3bIBAHUS C aHTUTCHOM, U BapuaOeNbHYIO OOJIAcTh JIETKOM
uenn, conepxkamy CDRI1-FR2-CDR2-FR3-CDR3 u gjro6eie uwactm FR1 w/mmu FR4,
HEOOXOIUMBIE ISl COXPAHEHWS CBS3bIBAHMA C AHTUTCHOM. B HEKOTOpPBhIX BapUaHTax
OCYIIECTBIIEHHsI aHTUreHcBsi3bBatomuii nomeH sdAb wmnu VHH-conepikamero momumnentuaa
conepxut Tpu CDR nomena VHH. Takum o0pa3om, B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHUS

aHTureHcssspBatrommii fomeH sdAb mnmm VHH-coneprkamero monumnenTtuna COnepsKUT JOMEH
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VHH, conepxxamuii CDRI1-FR2-CDR2-FR3-CDR3, u mo0sie uwactu FR1 w/mmm FR4,
HEOOXOIMMBIE JIJIs1 COXPAHEHUS CBSI3bIBAHUS C AaHTUTE€HOM.

[0028] Tepmun « VHH», unu «nomen VHH», unu «anturencssssiparomuii nomed VHH»
B KOHTEKCTE HACTOSIIIErO ONMUCAHUSA OTHOCUTCSI K AHTUT€HCBA3BIBAIOIIEH YaCTH OJHOAOMEHHOTO
aHTUTENA, TAKOTO KaK aHTUTEJO BepOJIIoOZa WIIM aHTUTENO akKyjbl. B HEKOTOpPBIX BapuaHTax
ocymectsiennss VHH conepsxut Tpu CDR 1 yeTbipe kapkacHbIX y4acTka, 00o3HaueHHbIX FR1,
CDRI1, FR2, CDR2, FR3, CDR3 u FR4. B Hexotoprix Bapuanrax ocyuiectsienus VHH moxer
ObITh YKOpOUeHHBIM Ha N-koHIe min C-KOHIE TaKKM 00pa3oM, YTO OH COAEPIKHUT TOJIbKO 4aCTh
FR1 w/umu FR4, umu MokeT He comepskaTh OAHY MM 00€ yKa3aHHBbIe KapKaCHbIe OOJIACTH MpH
ycnoBud, uto VHH 1o cymecTBy CoXpaHsieT CBA3bIBAHHE AHTUI€HA U CIIELU(PUIHOCTb K HEMY.

[0029] TepmuHBI «OTHOAOMEHHOE AaHTUTEIO» U «SAAb» B KOHTEKCTE HACTOSIIETO
OINUCAHMS HCITIOJIB3YIOTCS B3aUMO3aMEHSIEMO JUIsi OOO3HAYEHMs AHTHUTENA, CONIEPIKAIlero Io
MEHBIIIeH Mepe OIWH MOHOMEpHBIN JTOMeH, Takoi kak nmomen VHH, 6e3 nerkoii nenu, u Fc-
y4acToK. B HekoTopbIx BapuaHTax ocymiectsiieHus: sdAb mpexncraenser coboit numep U3 OBYX
MOJIMMENTHU/IOB, 1€ KAXAbIH MOJUNENTHA COAEPKUT IO MeHblIeil mepe oguH nomeH VHH u Fe-
yuacTtoK. Hcnonb3yemble B HAcTOSLIEM OMUCAHUU TEPMHUHBI «OJHOIOMEHHOE AaHTUTEIO» U
«sdAb» OXBaTHIBAIOT MOJUIENTHABI, KOTOPBIE COAEPKAT HECKOJIbKo noMeHoB VHH, Takme kak
nonunentun, uMmerowmuii ctpykrypy VHH1-VHH2-Fc unu VHHI-VHH2-VHH3-Fc, rne VHHI,
VHH2 u VHH3 moryT ObITh OTMHAKOBBIMHU HJTH Pa3HBIMU.

[0030] Tepmun « VHH-conep:kaiuii moJunenTua» OTHOCUTCS K MOJUINENTUY, KOTOPBIH
COIEPKUT MO MeHblen mepe oguH aoMeH VHH. B HekOTOpbIX BapuaHTax OCYLIECTBICHUS
nonunentun VHH comepxut nBa, Tpu wim ueteipe, uinu Oonee nomeHoB VHH, raoe kakmbrii
nomen VHH wmoxer ObiTh omHMM M TeM ke, win nomensl VHH wmoryt pasmuuatbes. B
HEKOTOPBIX BapuaHTax ocyuectsiaenus VHH-conepskammii nomunentun conepxut Fe-ydacTok.
B HexoTopbIX Takux BapuaHTax ocyuiectsieHus VHH-copepskammii NONMMNENTHA MOXKET
Ha3biBaThCsl SAAb. Kpome Toro, B HEKOTOPBIX TaKMX BapHUAHTAX OCYLIECTBJICHHS MOJMITCTITH
VHH woxer oOpasoBbeiBaTh aumep. Heorpanwuusaromme ctpykTypsl VHH-comepskammmx
MOJIUTIENITHIOB, KOTOpble Takxke sBisitorcs sdAb, Bxmrowaror VHH;-Fc, VHH;-VHH,-Fc wu
VHH;-VHH,-VHH;-Fc, rne VHH,;, VHH; u VHH; MoryT ObITh OAMHAKOBBIMH WJIH Pa3HbIMU. B
HEKOTOPBIX BAapHAHTaX OCYIIECTBJIEHHUs Takux CTPykTyp onuH VHH wmoxer ObITh CBf3aH C
apyrum VHH uepes mmukep, mnmu omud VHH moxker Ovite cBsizan ¢ Fc uepe3 nmHkep. B
HEKOTOPBIX TaKHUX BapUAHTAX OCYLIECTBJICHHUS JIMHKEp COAepkuT 1-20 aMUHOKHUCIIOT,
npeanoyTuTenbHo  1-20  aMMHOKUCIIOT, MPEMMYINECTBEHHO COCTOSIIIMX W3 TIUIUHA M,
HeoOs3aTeIbHO, cepuHa. B HEKOTOpBhIX BapwaHTax ocyuiecTBieHus, korma VHH-conepskamuii
nojunenTtun conepkut Fc, o oOpasyer numep. Takum obpasom, crpykrypa VHH;-VHH,-Fc, B
ciydae oOpa3oBaHUs AUMEPA, CUYMTAETCS YETHIPEXBAIEHTHOH (T.€. TUMEp UMEET YeThIpe JOMEHa
VHH). Amnanorununo, crpykrypa VHH;-VHH,-VHHs-Fc, B cnyudae oOpasoBanusi aumepa,
CUNTAETCs IECTUBAJIEHTHOM (T.€. Tumep uMeeT mectb foMeHoB VHH).

[0031] TepMuH «MOHOKJIOHAJIBHOE AHTHUTEJIO» OTHOCUTCS K aHTUTeNy (BKJrO4ast sdAb

win VHH-conmepxamuii nmogumnenTtua) mo CymECTBY I'OMOI'€HHOH NOMYJSIMMU AHTHUTEN, T.€.
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OTAENbHBbIE AHTUTENA, COCTABJLSIIOIIME TAKYIO MOMYJSILUIO, WACHTUYHBL, 32 HCKIIIOYEHUEM
BO3MOXKHBIX BCTPEYAIOLIUXCS B TNPUPONE MyTalUH, KOTOpPblE MOTYT TIIPUCYTCTBOBaTb B
HE3HAUUTENbHBIX KOJINYeCTBaX. MOHOKJIOHANbHbIE aHTUTENA SBJISIFOTCS BBICOKOCTIEM(DHUHBIMU
U HaIpasJIeHbl IPOTUB OJHOTO aHTHIEHHOTO y4actka. Kpome Toro, B OoTimuue OT Npenaparos
HOJIMKJIOHAJIBHBIX AHTUTEN, KOTOpble OOBIYHO BKJFOYAIOT pPa3Hble AHTUTENA, HAIpaBJICHHbIC
IPOTUB Pa3sHBIX JAETEPMHHAHT (SIIUTONOB), KAKAOE MOHOKJIOHAJIBbHOE AHTHUTENIO HAIPAaBIEHO
IPOTUB OJHOH JEeTePMUHAHTHI Ha aHTHreHe. Takum oOpasoM, oOpasel MOHOKJIOHAJIBHBIX
AHTHUTEJI MOXKET CBS3BIBATHCS C OJHMM M TE€M K€ SIHUTONOM Ha aHTureHe. MomaudukaTtop
«MOHOKJIOHAJIbHOE» YKAa3bIBAET Ha XapakTep AaHTUTENa KaK TOJYYEHHOTrO M3 IO CYLIECTBY
TOMOT€HHOW MOMYJISILUU aHTUTEN, ¥ €ro He CJEeIyeT TOJKOBATh KaK TPEeOYIOUIHH MONydYeHHs
aHTHUTENIa KAaKUM-JIMOO KOHKPETHBIM MeTonoM. Hampumep, MOHOKJIOHQJIBHBIE aHTUTENA MOTYT
OBITH TOJNy4eHbl METOJOM T'HOPUIOMHOW TEXHOJIOTHH, BHepBble onucaHHbM Kohler and
Milstein, 1975, Nature 256:495, unu MoryT ObITh TIOJIy4eHbl MeToaamu pekomOuHanTHOH JTHK,
ornucanHbiMi B mateHTe CIIA Ne 4816567. MOHOKIJIOHAJIbHBIE AHTHTENA TAKXXe€ MOTYT OBITH
BbIEJIEHbl W3 (aroBeIX OHMOJHMOTEK, TOJYYEHHBIX METOAAMH, ONHMCAHHBIMH, HANpUMep, B
McCafferty et al., 1990, Nature 348:552-554.

[0032] Tepmun «CDR» o03HadaeT oOmnpemesnsitomyr0 KOMIUIEMEHTAPHOCTh 0OJacTh,
OTPENENIEHHYI0 CHEeLHUAINCTOM B JaHHOH O0OJNaCTH 1O MEHbLIeH Mepe OIHUM CIIocCOOOM
unentudukanuu. B HexkoTtophx BapuaHTax ocymecTBieHus CDR moryT ObITh omperneneHs! B
COOTBETCTBUH C 000N mu3 cxem Hymepauuu mo Yorma (Chothia), mo Kabar (Kabat),
komOuHatmu no Kabar u Yorua, onpenenenuem AbM wn/unm onpenenenuem konrakra. VHH
conep:xut Tpu CDR, o6o3nauennsie CDR1, CDR2 u CDR3.

[0033] B kOHTeKCTe HACTOSIIEro OMHCAHUS TEPMUH «KOHCTAHTHAsl OOJNACTh TSDKENOM
LeNn» OTHOCUTCA K O0JNacTH, COmeprKauled 1Mo MeHbIeH Mepe TPH KOHCTAHTHBIX JOMEHa
Tsokenoit neru, Cyl, mapuup, Cy2 u Cy3. B 00beM TepMuHa «KOHCTAHTHAs 00JIaCTh TSXKEJOH
Henn» Oe3yCJIOBHO BXOIST HE U3MEHSIOIUE (PYHKLHUIO JEIeLHUd M 3aMEHbl BHYTPU JIOMEHOB,
€CITi He YKa3aHO nHoe. HeorpaHnuuBaroImue UUTFOCTPATUBHBIE KOHCTAHTHBIE OOJIACTH TSIKEJION
LHenu BKIKOYaOT Y, 60 u o. Heorpanumumsaromue HUTIOCTPATHBHBIE KOHCTAHTHBIE OOJIACTH
TSDKEJION LIeTH TaKKe BKIIOYAIOT € U Y. Kaxnas Tspkenass KOHCTaHTHasE 00JIaCTh COOTBETCTBYET
u3otuny anrtutena. Hanmpumep, antureno, comepskaiiee KOHCTAHTHYIO 00JIAaCTh Y, MPEACTABIISET
coboit antuteno IgG, aHTUTENO, ComepKaiee KOHCTAHTHYIO O0JacTh O, MPEACTaBIseT COOOM
aatuteno IgD, u aHTHTENO, conmepkamiee KOHCTAHTHYK 0OJacTh ¢, MPENCTaBNsieT cOOOi
anatureno IgA. Takxe, aHTUTENO, coaeprkaliee KOHCTAHTHYIO OOJIACTh [L, MPENCTABIsIET cOOOi
antuTenno IgM, W aHTUTENoO, coaeprKamee KOHCTAHTHYIO O0OJIacThb €, MPENCTaBIsET COOOM
anrureno IgE. HekoTopeie H30TUITBI MOTYT OBITH JOTIOJIHUTENBHO MOAPA3IEIEeHbI HA TIOAKIACCHI.
Hampumep, antutena IgG Bxirouator, Oe3 orpanudenus, anturena IgGl (comep:kammue
KOHCTaHTHYIO o0nacthb v1), IgG2 (comeprkammme KOHCTaHTHYIO 00JacTh v2), IgG3 (comepskammue
KOHCTaHTHYIO o0nacth v3) u IgG4 (comepskainme KOHCTAHTHYIO OOJIACTh Y4); aHTHTENa IgA
BKJIFOUAIOT, O€3 orpaHuueHus, anturena IgAl (conmepskamue KOHCTaHTHYIO 0o0xacTh o) u IgA2

(comeprkamue KOHCTAHTHYIO 00JIacTh 0); u anturena IgM BkiouaroT, 0e3 orpanmuenus, I[gM1
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u IgM2.

[0034] B xoHTEKCTe HACTOSALIEr0 OMMCAHUS TEPMUH «FC-ydacTOK» OTHOCHTCS K 4acTu
KOHCTAaHTHOH oOjactu Tspkenod nenu, copepxkaineit CH2 m CH3. B HekoTOpbIX BapuaHTax
ocymectsienust Fc-yuactok copepxkut wmapaup, CH2 u CH3. B pasnuuHbIX BapHaHTax
OCYILIECTBJIEHUs, KOorga Fc-y4acTok comep KMT ILIapHUp, LIAPHUP ONOCPENyeT AUMEPU3ALUI0
mMexxny nByms Fc-comepskamumu nonumnentuaamu. Fc-ydacToxk MoxeT uMeTh JI00OH H30THIl
KOHCTAHTHOH OOJIACTH TSKENIOW IIeNMM aHTUTeNla, OOCYKIaeMblii B HACTOSLIEM ONucaHuu. B
HEKOTOPBIX BapHaHTax ocylnecTnieHus: Fc-yuyacTok mpencrasisier codoit IgG1, IgG2, 1gG3 wm
IgG4.

[0035] «AxuentopHas yenoBedeckas KapkacHash 00JacTh» B KOHTEKCTE HACTOSIIETO
ONMHUCAHMSI MPEACTABIsIET COOOW KapKacHYK O0JIacTh, COAEPIKALIYI) aMHHOKHCIOTHYEO
NOCJIEIOBATEIbHOCTh KapKacHOH obyactu BapuabenpbHOro naomeHa Tspkenod nermu (Vp),
NOJIYYEHHYI0 M3 KapKaCHOW OOJIACTH YeJIOBEUECKOr0 WMMYHOIJIOOYJIMHA WIIM YeJIOBEYECKON
KOHCEHCYCHOM KapKacHOW 00JacTh, Kak OOCY:KHAeTCsl B HACTOSIIEM OMHCAHWH. AKIENTOpHAs
YeyoBeyeckas KapkacHas o0NacTh, TMOJNyuYeHHass W3 KapKacHOW o0jacTh 4YeIoBEeYeCKOro
UMMYHOTJIOOYJIMHA WJTH YeJIOBEUECKON KOHCEHCYCHOH KapKacHOH OOJIACTH, MOJKET COAepKaTh
TAaKyl0 >K€ aMUHOKHCIOTHYIO IIOCJIE€OBATEeIbHOCTb, WM OHAa MOXET COJAepXkKaTb 3aMeHbl
AMUHOKHCJIOTHBIX IOCJIEI0BATEeIbHOCTEN. B HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS KOJIMUYECTBO
AMHUHOKHCJIOTHBIX 3aMEH COCTapjsieT MeHee 10 uiau meHee 9, unu MeHee 8, uiu MeHee 7, WU
MeHee O, WM MeHee S5, Win MeHee 4, WK MeHee 3 BO BCeX UeJIOBEUECKUX KapKaCHBIX O0JIACTSIX B
OTHOM aHTUIEHCBSI3bIBAOIIEM TOMEHeE, TakoM kak VHH.

[0036] «AdUHHOCTEY  OTHOCHUTCSI K  CHJIE  COBOKYIHBIX  HEKOBAJIEHTHBIX
B3aUMOJIEHICTBUN MEXIy OIHUM CBSI3BIBAIOLINM YYaCTKOM MOJIEKYJbI (HampuMmep, aHTHTEJIOM,
takuM Kak sdAb, wiu VHH-comep:kalmum MmOJUNENTUAOM) M €€ MaPTHEPOM IO CBSI3bIBAHUIO
(manpumep, antureHoM). AdpduHHOCT, WM Kaxymasicst ahGUHHOCT MOJIEKyJIbl X K CBOEMY
napTHepy Y OObIMHO MOXeT ObITh MpescTapieHa kKoHcTanTol auccounarmu (Kq) mm Ky apparents
COOTBETCTBeHHO. AQPUHHOCTH MOKHO U3MEPHUTh OOBIYHBIMH METOAAMH, U3BECTHBIMHU B TAHHOM
obnactu (takumu kak, Hampumep, Kyq ELISA, KinExA, mporounas uuromerpuss w/wiu ¢
MIOMOIIBIO YCTPOHCTBA MOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCA), BKJIIOYAs MPEICTABJICHHbBIE B
HACTOSIIEM OMHUCAHWU. Takue MEeTONbl BKJIKOYAIT, 0e3 OrpaHHyYeHHs, MOMHUMO MpPOYEro,
BIAcore®, Octet® unu npoTOYHYIO LIUTOMETPHIO.

[0037] Tepmun «Kg» B KOHTEKCTE€ HACTOSIIErO OMHCAHUS OTHOCUTCS K KOHCTAHTE
PABHOBECHOH IMCCOLMALIMK B3aMMONEHCTBHS AHTHICHCBS3BIBAIOIIECH MOJIEKYJIbI/aHTUTeHA.
Tepmun «Kg», MCIOIb3yeMBbIii B HACTOsALIEM OnUcaHuH, BKIOYaeT Kg 1 Ky apparent-

[0038] B HexkoTOpbIX BapuaHTax ocyluecTBieHUs Kyq aHTUIeHCBS3bIBAIOILIEH MOJIEKYJIbI
U3MEpSIOT METOAOM IMPOTOYHOW LIMTOMETPUHM C HUCIHOJb30BAHUEM JIMHUM  AHTHUIEH-
SKCIIPECCUPYIOIUX KJIETOK W IMyTeM IOATOHKHU CpemaHed (IyopecueHLUH, U3MEPEHHOW MNpu
Ka)KA0H KOHLIEHTPALMK aHTUTeNa, K HEJJMHEHHOMY YPaBHEHUIO CBSI3bIBAHUS C OJTHUM y4YacCTKOM
(Prism Software rpaduueckas manenb). B HEKOTOpBIX TakMX BapHaHTax oOCyLlecTBIeHHs Kg

npencrasisieT coooi K apparent-
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[0039] Tepmun «Ouonornyeckass akTHBHOCTb» OTHOCHUTCS K JIFOOOMY OJHOMY MUK Oolee
OMONOrNYeCKUM CBOMCTBAM MOJIEKYJIbI (IPUCYTCTBYIOLIEH B mpupozae, 0OHapy>KeHHOMH in Vivo,
100 MPEACTABICHHOMH, THOO MONyYeHHOH ¢ TOMOLIBIO PEKOMOWHAHTHBIX CPENICTB).

[0040] «AroHHCT» WIH «aKTUBHUPYIOLIEE» AHTHUTENO TMPEACTaBIIsIeT COOOM aHTHUTEIO,
KOTOpPOE€ YBEJIMYUBAET W/WIN aKTHBHPYET OMOJOTMYECKYI0 aKTMBHOCTb LIEJIEBOTO aHTHreHa. B
HEKOTOPBIX BapUAHTAX OCYILIECTBJICHUs arOHUCTUYECKOE aHTUTENO CBSI3bIBAETCS C AHTUTEHOM U
YBEIMYNBAET €ro OMOJOTMYECKYI aKTUBHOCTb IO MeHbluell mepe mpumepHO Ha 20%, 40%,
60%, 80%, 85% wuiu OoJee.

[0041] «AwnHTaroHucT», «OJOKUpYIOIIEe» WU  «HEHUTPAJIM3YIOIIEe»  AHTUTEIO
NpeAcTaBIsieT CcOoOOW aHTHUTENO, KOTOPOE€ HHIHOUPYET, YMEHbINAeT W/WIN WHAKTHBUPYET
OMONIOTUYECKYI0O aKTHBHOCTh LIEJIEBOIO AHTUT€HA. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS
HEUTPAM3YIOIee AHTUTENIO CBS3BIBAETCS C AHTHUIEHOM M CHIDKAET €ro OHOJIOTHYECKYHO
aKTUBHOCTH MO MEHbIeH Mepe Ha nmpumepHo 20%, 40%, 60%, 80%, 85%, 90%, 95%, 99% wunn
Gonee.

[0042] sdAb wmu VHH-copmepkammii monumentHn ¢ «co3pesiiel ap@UHHOCTHIOY»
otHocutcst kK sdAb mn VHH-conepskameMy NoiIunenTHay ¢ OOZHUM HIH OoJiee H3MEHEHUSIMH B
ogHoii mim Oonee CDR mo cpaBuenmto ¢ wucxogHeiM sdAb wmm VHH-conepskamum
MOJIMNIENTHIOM, KOTOPBIN HE UMEET TaKUX U3MEHEHUI, PU 3TOM TaKhe U3MEHEHHs IPUBOIAT K
ynyumenuto apdunnoctu sdAb mnn VHH-conepaxaiero nonunentuaa K aHTUTEHY .

[0043] B KOHTEKCTe HACTOSALIErO OMNMCAHMUA TEPMUH «rymMaHusupoBaHHbli VHH»
otHocutcst K VHH, B koTopoM onHa unm Oonee KapKacHbIX OONACTel Mo CYIIeCTBY 3aMEHEHbI
YeJIOBEUECKMMH KapKaCHbIMU 00jacTssMu. B HEKOTOpBIX Cly4yasx OIpe[eNeHHble OCTaTKU
kapkacHoi obnactu (FR) denoBeueckoro MMMyHOINIOOY/IMHA 3aMEHEHBI COOTBETCTBYIOIIUMHU
OCTAaTKaMH HEYeJIOBeYeCKOoro npoucxoxaeHus. Kpome toro, rymanusuposanubiii VHH mosxer
COZIep>KaTh OCTATKH, HE BCTpedaroiuecss HU B ucxognoM VHH, HU B yenoBeueckux KapKacHBIX
MOCJIEIOBATEILHOCTSIX, HO KOTOpPbIE BKJIFOUEHBI JJIs1 JaJbHEWIIEro yTOYHEHUs] U ONTHUMU3ALNH
xapaktepuctuk  VHH-conmepkamero mnomunentuga SsdAb. B HekoTOpbIXx  BapuaHTax
ocyuiecTBiieHUs rymaHusupoBaHHoe sdAb wim VHH-conmep:kaimuii MONUNENTHI COHEPIKUT
yenoBeueckuil Fc-yuactok. IIOHATHO, YTO TyMaHU3HMpPOBAaHHAs IOCIEAOBATEIbHOCTD MOKET
OBITh MACHTU(PUIMPOBAHA TIO MEPBUYHON MOCIEAOBATENILHOCTH M He O00S3aTENIbHO O3HA4YaeT
NPOIIECC, MOCPENCTBOM KOTOPOTO ObLIO CO3IaHO CaMO aHTHTEJO.

[0044] «3ddexrop-nonoxurenprbiil Fc-ydyacTok» obnanaer «3¢dexkTopHoi QpyHKIuE»
Fc-ydacTka C HaTHBHOH MOCHENOBAaTEIbHOCTBIO. I[lpumepbl «3(h¢eKTOpHBIX  (YHKIHID
BKJIFOUAIOT CBs3bIBaHWE Fc-penentopa; cBsa3piBaHMe Clq W KOMIUIEMEHT-3aBUCHMYIO
murorokcnyHocth  (CDC);  cBsaseiBanme Fc-peuenTopa; aHTHUTENO3aBHCUMYIO — KJIETOYHO-
orocpenoBaHHyr UTOTOKCHUHOCTE (ADCC); ¢arouuro3; HHruOMpPOBaHHE pPELENTOPOB
KJIETOUHOH MOBEPXHOCTH (Hampumep, peuentopa B-kierok); u akruBaunto B-knerok u .1, s
Takux 3¢ dexkTopHpIx QyHKIUI 00BMHO HeoOXoanmo, 4ToObl Fe-yuacTok Obul 0OBEIUHEH CO
CBSI3bIBAIOIIUM JIOMEHOM (Hampumep, BapuaOeJIbHbIM JOMEHOM AaHTHUTENa), INpPUYEM 35THU

(YHKIIMY MOTYT OBITh OLIEHEHBI C TOMOILBIO PA3JIMYHBIX AHAJH30B.
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[0045] «Fc-y4acTok ¢ HAaTUBHOW MOCJIENOBATEIbHOCTBIO» COAEPIKUT aMHUHOKHUCIOTHYEO
MOCJIEOBATEIbHOCTD, HIEHTUYHYI0 aMUHOKUCIIOTHON MOCJIEA0BATEIbHOCTH BCTPEUYAOILEroCs B
npupoze Fc-yuactka. Uenoseueckue Fc-yuacTok ¢ HATUBHOU MOCIEAOBATENIBHOCTBIO BKIIIOYAIOT
Fc-yuacrok uenoseueckoro IgG1 ¢ HaTHMBHOH MOCIenOBaTENbHOCTBIO (He-A- M A-aJUIOTHIIbI);
Fc-yuactok uenoseueckoro IgG2 ¢ HaTuBHONM  mocienoBaTenbHOCTBIO;,  Fc-yuactok
yenoBeueckoro IgG3 ¢ HaTUBHOI nocnenoBaTenbHOCTHIO; U Fe-yuactok denoseueckoro IgG4 ¢
HaTHUBHOW MOCJIEA0BATENbHOCTBIO, & TAK)KE UX BAPUAHTBHI, BCTPEUAOIINECS B IPUPOLE.

[0046] «Bapuant Fc-yuyacTka» CcONEpKUT aMHUHOKHCIIOTHYIO IIOCII€I0BATEIbHOCTD,
KOTOPAasi OTJIMYAETCS OT MOCJIEA0BATENBHOCTH FC-yuacTka ¢ HATUBHON MOCJIEAOBATENBHOCTHIO B
CHJIy TO MeHbIIEH Mepe ONHOW aMHUHOKHMCIOTHOW Moaudukammu. B HEKOTOphIX BapuaHTax
OCYLIECTBJIEHUsI «BapuaHT Fc-ydacTka» COAep>KUT aMUHOKHCIOTHYIO IOCJIE€I0BATEIbHOCTD,
KOTOPAasi OTJIMYAETCsl OT MOCJIEeN0BATENbHOCTH FC-yuacTka ¢ HATUBHOW MOCJIEAOBATENBHOCTHIO B
CHJIy TIO MEHbIIEH Mepe OTHOH aMHUHOKHCIOTHOH MOIU(UKAILUH, HO MPH 3TOM COXPAHSET IO
MeHbIIel Mepe onHy 3¢ dekropuyro ¢pyakmo Fe-yyacTka ¢ HATUBHON MOCIIEAOBATENbHOCTHIO.
B HexoTOpbIX BapuaHTax OCYLIECTBJIEHUs BapuaHT Fc-ydyacTka MMeeT 1o MeHbllel Mepe OAHY
AMHUHOKHCJIOTHYIO 3aMEHy IO CPaBHEHHUIO ¢ FC-y4acTKOM € HAaTHMBHOHM MOCIEAOBATENBHOCTBHIO
unn ¢ Fc-y4aCcTkOM pOAMTENBCKOrO MONUIENTHAA, HAmpuMmep, OT NPUMEPHO OAHOH 10
NPUMEPHO AECITH AMUHOKHCIOTHBIX 3aM€H, U MPEANOYTUTEIbHO NPUMEPHO OT OAHOH 10
IPUMEPHO ISITH aMUHOKHCIIOTHBIX 3aMeH B Fc-yuacTke ¢ HAaTMBHOM MOC/IEN0BATENbHOCTBIO WU
B Fc-ydacTke pOOMTENBCKOrO MNONMIENTHAA. B HEKOTOpPBIX BapHUaHTax OCYLIECTBICHUS
IIPEICTaBJICHHbIN B HACTOSALIEM ONMUCAaHUU BapuaHT Fc-yuacTka MOXKeT UMETh 110 MEHbILIEH Mepe
npuMepHo 80% HWAEHTUYHOCTU TMOCAEAOBATENBHOCTH, MO MeHblIel Mepe npumepHo 90%
UAEHTUYHOCTU MOCJIEA0BATENbHOCTH, O MeHblIeH Mepe mpumMepHo 95%, mo MmeHblueld Mepe
npumMepHoO 96%, o MeHblIel Mepe npuMepHo 97%, 1o MeHblIeld Mepe npuMepHo 98% unu 1o
MeHblLIeH Mepe MpUMepHO 99% UAEHTUYHOCTH MOCIIEe0BAaTENbHOCTH ¢ FC-y4acTkoM ¢ HaTUBHOM
NIOCJIeIOBATENbHOCTBIO W/ ¢ Fc-001acThi0 pOIUTENBECKOTO MOJUNENTHAA.

[0047] «Fc-peuentop» unn «FcR» ommceiBaeT perenTtop, KOTOpbIA cBs3biBaeTcs ¢ Fe-
yYaCTKOM aHTUTeNla. B HEeKoTOpwIX BapuwaHTax ocymecteieHus FcyR mnpencraenser coOoi
HaTuBHbIN uenosedeckudl FCR. B Hekoropeix Bapuanrtax ocymectsieHuss FCR npencrasnser
coboii FcR, xotopsiii cesizbiBaercs ¢ IgG anTuTeI0M (raMma-perenTop) U BKIFOYAET PEeLENTOPbI
noakynaccoB FcyRI, FcyRII u FcyRIIl, Bkarowas ajnjieiapHble BAapUAaHThl U AJIbTEPHATHUBHO
crutaificupoBanHbele  Gopmbl  3Tux peuentopoB. Peuentopsr FcyRII Brmouaror FcyRIIA
(«axTuBupyromuii peuentop») u FcyRIIB («MHruOupyromuii penentopy), UMErO LIHe CXOIHbIE
AMHUHOKMCJIOTHBIE MOCJIEIOBATEIbHOCTH 51 OTJIMYAIOLIUECS IJIaBHBIM obpazom
LUTOIUIa3MAaTUYECKUMH  foMeHaMu. AktuBupyromuii  peuentop FcyRIIA  comepxkur B
LIUTOIIA3MAaTHYECKOM IOMEHEe HIMMYHOPELENTOPHBIN THPO3UHOBBIM MoTHB akTuBauuu (ITAM).
Wnrnbupyromuii  peuenrop FcyRIIB  comepxxur B OUTOMIA3MAaTUYECKOM  JIOMEHE
UMMYHOPELENTOPHBIN THPO3HUHOBBIA MoTUB MHruOuposanus (ITIM). (Cm., mHanmpumep, Daeron,
Annu. Rev. Immunol. 15:203-234 (1997)). O630p FcR npexncrasnen, nanpumep, B Ravetch and
Kinet, Annu. Rev. Immunol 9:457-92 (1991); Capel et al., Immunomethods 4:25-34 (1994); u de
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Haas et al., J. Lab. Clin. Med. 126:330-41 (1995). Tepmun «FcR», ucnonap3yemblii B HACTOSLIEM
onucaHny, oxsarbiBaeT U gpyrue FcR, Bximouas FcR, koTopsie MOTyT OBITE HAEHTUDUITUPOBAHBI
B Oynymem. Hampumep, Tepmun «peuentop Fe» mmu «FcR» Takixke BkiOuaeT HeOHATaTbHBIN
peuentop FcRn, xotopslii oTBeuaer 3a mepeaauy marepunckux IgG mmony (Guyer et al., J.
Immunol. 117:587 (1976) u Kim et al., J. Immunol. 24:249 (1994)) u perynsiuio romeocrasa
UMMYHOTIIOOYIMHOB. M3BeCTHBI crocoObl m3MepeHus: cBsi3biBaHMst ¢ FcRn (cm., Hampumep,
Ghetie and Ward, Immunol. Today 18(12):592-598 (1997); Ghetie et al., Nature Biotechnology,
15(7):637-640 (1997); Hinton et al., J. Biol. Chem. 279(8):6213-6216 (2004); WO 2004/92219
(Hinton et al.).

[0048] TepMuH «XUMEpHBIH AHTUT€HHBIN PELIENTOP» B KOHTEKCTE HACTOSIIErO OMUCAHUS
OTHOCUTCSI K CKOHCTPYUPOBAaHHOMY IOJIMIIENTHAY, KOTOPBIM BKJIIOYAET BHEKJIETOUHBIH
AHTUTCHPACIIO3HAOIIUN AOMEH, TPAHCMEMOpPAHHBIH JOMEH W BHYTPUKJIETOYHBIH CHTHAJIBHBINA
JOMeH. B HEKOTOpBhIX BapHaHTax OCYINECTBJIEHUs] BHEKJIETOUYHBbIH aHTUIE€HPACIO3HAKOIIUI
noMeH conepxxut VHH-nomen.

[0049] B xoHTEKCTe HACTOSALIEr0 OMUCAHUS TEPMUH (IO CYIIECTBY aHAJOTUYHBINY WUIH
«T10 CYILECTBY TaKOM jke€» O3HauaeT JOCTATOYHO BBICOKYIO CTENEHb CXOACTBA MEXKAY BYMs WU
0oJiee YUCIOBBIMU 3HAUEHUSIMH HACTOJIBKO, UTO C TOUYKH 3PEHUS CIIELUAINCTA B JTAHHOH 00J1acTH
TEXHUKH TakKas pa3HUIA MEXAy ABYMs WiH Oojiee 3HAYEHUSMHU SIBISIETCS HHU3KOW WIIM He
uMeroIell OMOJIOrnYeckol W/WIM CTAaTHCTUYECKOW 3HAYMMOCTH B KOHTEKCTE€ OMOJIOTHYECKOM
XapaKTEepUCTUKH, U3MEPEHHOM C MOMOLIBK YKa3aHHOIO 3Ha4deHMs. B HEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHsI [1BAa WJIM OoJiee NMPAKTUYECKH OAMHAKOBBIX 3HAUEHUs pa3IndaroTcs He Ooiee
yeM npuMepHo Ha Jroboe u3 5%, 10%, 15%, 20%, 25% umu 50%.

[0050] «BapuanT» mnonurnenTuaa O3HA4YaeT OMOJOTHYECKH AKTHBHBINA TMOJUIENTU],
uMermuil  nmo  MeHeinell  Mepe npumepHo 80%  MOEHTHMYHOCTH  aMHHOKUCIIOTHOM
MOCJIEAOBATENbHOCTY C  MOJMIENTHAOM C  HAaTUBHOM  IOCJIENOBATENBHOCTBIO  IOCHE
BBIPABHUBAHUSI MTOCIEIOBATEIBHOCTEH U BBEIEHHSI IPU HEOOXOAUMOCTHU MPOMYCKOB (T3TOB) st
JTOCTH)KEHUS] MAKCUMAJIBHOTO MPOLEHTA UIEHTHYHOCTH MOCIEN0BaTeIbHOCTEH 0e3 yueTa JIFoObIX
KOHCEPBAaTHUBHBIX 3aME€H KaK YacTH MIEHTHYHOCTU IIOCJIEOBAaTEeIbHOCTU. Takue BapUaHTBI
BKJIFOYAIOT, HAMIPUMED, TIOJUIIENTHIBL, B KOTOPBIX OJUH WM 00Jee aMMHOKHUCIOTHBIX OCTATKOB
nobasyieHbl Wiu yhaneHbl Ha N- win C-KOHIE MNOJHUmenTuna. B HEKOTOpBIX BapHaHTax
OCYILECTBJIEHUs] BapHaHT MOXKET HMMeETb MO MeHbllel Mmepe npumepHo 80% HIEHTUYHOCTHU
AMUHOKHUCJIOTHON TOCJIEe0BaTeNIbHOCTH. B HEKOTOpBIX BapuaHTax OCYLIECTBIIEHUS BapUaHT
MOXXET HUMeTb M0 MeHblled Mepe mnpumepHo 90% UAEHTUYHOCTH aMHHOKHUCIOTHOM
MOCJIEI0BATENBHOCTH. B HEKOTOpPBIX BapuaHTax OCYLIECTBJIEHUs BapUaHT MOXET MMETh IO
MeHbllled Mepe npumMepHO 95% HAEHTHUYHOCTH AMUHOKHCIOTHON IOCJIEeOBaTENbHOCTH C
MOJIMTNIENTHIOM C HATUBHOM M1OCNIE€0BATEIbHOCTHIO.

[0051] B xoHTekcTe HacTosimero omnucaHus «mpoueHT (%) HIEHTHYHOCTH
AMUHOKHCJIOTHOH  TOCNEAOBATEIbHOCTU» U TOMOJIOTHIO» IO  OTHOLIEHUIO K
MOCJIEI0BATENbHOCTH NENTHA, MOJUNENTHA WM aHTUTENa OIpPeNessiloT B BHUIAE IPOLIEHTA

AMHUHOKHCJIOTHBIX  OCTATKOB B NOCICAOBATCIBbHOCTH-KAHAUATE, KOTOpPbIE HUACHTUYHDbI
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AMUHOKHCJIOTHBIM  OCTaTKaM B  KOHKPETHOH  MENTUAHOW  WIHM  HNOJUNENTHIHOU
NOCJIEIOBATENbHOCTH  IIOCJI€  BBIPABHUBAHUS IOCJENOBATENbHOCTEN U BBEACHUs IIpU
HEOOXOIMMOCTH TPOMYCKOB JUISI JOCTHKEHMS MAaKCHUMAaJbHOIO TMPOLEHTAa HWAESHTHYHOCTH
NOCJIeI0BaTENbHOCTEN 0e3 ydyeTa KakKux-JIN00 KOHCePBATUBHBIX 3aMeH KaK 4aCcTH UAEHTHYHOCTU
NOCJIeN0BATENbHOCTEN.  BbIpaBHMBaHME 1151  ONpPENENEeHHs  INPOLEHTA  HACHTUYHOCTHU
AMMHOKHCJIOTHOW TIOCJIEJOBATEIBHOCTH MOKET OBITh JOCTHTHYTO PA3IHYHBIMH CIIOCOOAMH,
KOTOpBIE U3BECTHBI CHIELMAIICTAM B JAaHHOH 00JacTH, HAIPUMEp, C MOMOIIBI0 OOIIETOCTYITHBIX
KOMIIBIOTEPHBIX IporpamM, Takux kak mnporpammel BLAST, BLAST-2, ALIGN wunu
MEGALIGNTM (DNASTAR). Cneuuanuctsl B JaHHOH OONAacTH MOTYT OMNpPEIENUTh
NOAXOMALINE TapamMeTpbl JUIsi W3MEPEHUs] BBIPABHUBAHUS, BKJIOYAs JIFOOBIE aJTrOPUTMBI,
HEOOXOUMBIE Il TOCTHKEHUSI MAKCHUMAJIbHOTO BBIPABHHBAHUS 110 BCEH JJTMHE CPABHUBAEMBIX
MOCJIEIOBATEIbHOCTEMN.

[0052] AMHMHOKHUCIIOTHAsI 3aMEHA MOKET BKJIIOUaTh, O3 OrpaHHuYeHUs, 3aMEHYy OXHOMU
AMUHOKHCJIOTBl B TMOJIUIENTHAE APYroll aMUHOKHUCIOTONH. Tunu4Hble 3aMeHbl MOKa3aHbl B
tabmuie 1. AMHHOKHCIIOTHBIE 3aMEHBI MOTYT OBITh BBEICHBI B IPENCTABISIIOLIEC HHTEPEC
AHTUTEJIO, U MPOAYKTHI OJIBEPTHYTHI CKPUHUHTY Ha HAJIMYME JKeIaeMOil aKTUBHOCTHU, HAaIIpUMep

COXpaHeHI/Ie/y.]'Iy‘{IJ.IeHI/IC CBA3bIBAHUA AHTHUIC€HA, CHUKCHUE MMMYHOTCHHOCTU WJIH YIJIYULICHHE

ADCC nmu CDC.

Tabmuua 1
Hcxonnblil 0OCTaTOK HnnroctpaTuBHBIE 3aMEHBI
Ala (A) Val; Leu; Ile
Arg (R) Lys; Gln; Asn
Asn (N) Gln; His; Asp, Lys; Arg
Asp (D) Glu; Asn
Cys (C) Ser; Ala
Gln (Q) Asn; Glu
Glu (E) Asp; Gln
Gly (G) Ala
His (H) Asn; Gln; Lys; Arg
Ile (I) Leu; Val; Met; Ala; Phe; Hopaeiima
Leu (L) HopJietiuuH; lle; Val; Met; Ala; Phe
Lys (K) Arg; Gln; Asn
Met (M) Leu; Phe; Ile
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Phe (F) Trp; Leu; Val; Ile; Ala; Tyr

Pro (P) Ala

Ser (S) Thr

Thr (T) Val; Ser

Trp (W) Tyr; Phe

Tyr (Y) Trp; Phe; Thr; Ser

Val (V) Ile; Leu; Met; Phe; Ala; Hopneiiuun

[0053] AMHHOKHCIOTBI MOTYT OBITb CrPYIIHPOBAHBI B COOTBETCTBHH C OOIIUMH
CBOWMCTBaMH OOKOBBIX LIETIEH:

(1) runpodobueie: HopneiinuH, Met, Ala, Val, Leu, Ile;

(2) nefirpanbubie rugpodumnbHeie: Cys, Ser, Thr, Asn, Gln;

(3) xucnsie: Asp, Glu;

(4) ocuosnbie: His, Lys, Arg;

(5) ocratku, Bnusrome Ha opueHTauuto nenu: Gly, Pro;

(6) apomarmueckue: Trp, Tyr, Phe.

[0054] HexoHcepBaTUBHBIE 3aMEHbI MIPUBOIAT K 3aMEHE UJIeHa OJHOTO U3 3TUX KJIACCOB
Ha APYrou KJacc.

[0055] TepMuH «BEKTOpP» HCHOJB3YETCS sl OMHCAHUS MOJUHYKJIEOTHAA, KOTOPBIN
MOXKET OBITb CKOHCTPYHPOBAaH TakhUM O0pa3oM, 4YTOObI OH COAepskKajd KJIOHUPOBAHHBIN
NOJIMHYKJIEOTHU]] WJIH TTOJMHYKJIEOTHUABI, KOTOPbIE MOTYT ObITh Pa3MHOXKEHBI B KJIETKE-XO35HHE.
BexkTtop MoOxer BKIOYATh OAWH MM 0Oojiee M3 CIEAYIOLIMX 3JIEMEHTOB. TOYKY Hadaja
perIMKalK, ONHY WU Oojiee PeryjsiTOPHBIX MOCIEAOBATENbHOCTEH (TaKMX Kak, Hampumep,
MIPOMOTOPBI W/UJIH SHXAHCEPbI), KOTOPBIE PETYIUPYIOT SKCIPECCHIO MPEICTABISIOIEr0 HHTEPEC
NIOJIUMENTHIA, W/UIH OAUH WK OoJiee CeJIEKTHMBHBIX MApKEPHBIX M€HOB (TAKMX KaK, HAIpUMEp,
IeHbl YCTOHYMBOCTH K AaHTUOMOTMKAM U T€HbI, KOTOpPbIE MOJKHO HCIIOJNb30BAaTh B
KOJIOPUMETPUUECKUX aHAN3aX, Hampumep, P-ranakro3upaasbl). TEpMHH «BEKTOpP 3KCIPECCHM
OTHOCHUTCSI K BEKTOPY, KOTOPBIM HCIOJB3yeTCs Ui HKCIPECCUU MpPENCTaBJISIIOLIEr0 HHTEpecC
MOJIMMIENTH/IA B KJIETKE-XO0351HE.

[0056] «KneTka-x03sMH» OTHOCUTCSI K KJIETKE, KOTOpas MOXKeT ObITh WiH Oblia
PELIMITHEHTOM BEKTOpPAa WJIM BBIIEJIEHHOrO MONUHYKIeoTHna. Kierku-xo3seBa MOryT OBITh
NPOKAPUOTUYECKUMHU  KJIE€TKaMU  WJIM  DyKapUOTHYEeCKUMHM  KjeTkamu.  IIpumepsl
SYKapUOTHYECKHUX KJIETOK BKJIIOYAIOT KJIETKH MJIEKOMUTAIOIINX, TAKUE KaK KIJIETKU >KUBOTHBIX
NPUMATOB WJIM HENMPUMATOB, KJIETKU IPHOOB, TAKUX KaK APO}CKU; KIETKH PACTEHUI, M KJIETKU
HAcCeKOMbIX. HeorpaHuuuBaromme NpPUMEpPbl KJIETOK MIIEKONHTAIOIINX BKIIOYAOT, 0e3
orpanndeHusi, kierku NSO, kieTku PER.C6" (Crucell) u knerku 293 u CHO, a taxke ux
npous3BOAHbIE, Takue kKak kietku 293-6E, CHO-DG44, CHO-K1, CHO-S u CHO-DS. Knerku-

X03sd€Ba BKIIKOYAKOT ITIOTOMCTBO OI[HOﬁ KJICTKHN-XO03s1MHa, U 5TO IIOTOMCTBO HE 00s13aTEIbHO
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MOJKET OBITh TOJHOCTBIO HAEHTHYHBIM (10 MOP(OIOrMM WM KOMIUIEMEHTapHOW T'€HOMHOM
JHK) uncxomHOW pOOUTENbCKOW KJIETKE B CHJIy OIHOW CIy4yailHOH WIM NpeaHaMepeHHOH
MyTaLUU. Knerka-xo3siMH  BKJIIOYAeT  KIIETKH, TpaHCHUIIPOBAHHBIE in  vivo
NOJIMHYKJIEOTUAOM(aMH1), IPENICTaBIEHHBIM(BIMHI) B HACTOSIIEM TOKYMEHTE.

[0057] B KOHTEKCTE HACTOSILIErO ONHCAHUS TEPMUH «BBIIEJIEHHBII» OTHOCUTCA K
MOJIeKyJle, KoTopas Oblla OTHeNeHa IO MeHbIIeH Mepe OT HEKOTOPBIX KOMIIOHEHTOB, C
KOTOPBIMH OHa OOBIYHO BCTpPEUAETCsl B MPUpPONE WK npoayuupyercs. Hanpumep, nonunenTin
Ha3bIBAIOT «BBIJENIEHHBIMY», KOTJa OH OTJEJIeH MO0 MEHbIIEH Mepe OT HEKOTOPBIX KOMIIOHEHTOB
KJETKH, B KOTOpoH Obu1 monydeH. Korma mnonumentn CcexkpeTupyercs KIETKOH mocie
SKCIpEeCCUH, TO (U3NYECKOE OTACICHUE CYNepHATaHTa, CONEpIKAIlero MOJHUMENTH, OT
NPOAYLHUPYIOLIEH ero KJIeTKH CUWUTAeTCs «BblIeNieHHeM» Noaunentuna. To4YHO Tak ke
NOJIMHYKJICOTH]] HA3bIBAIOT «BBIACNIEHHBIM», €CIH OH HE SIBJIETCS 4YacThiO Ooyiee KPYITHOTO
noJiMHykKJieotnaa (Takoro kak, Hampumep, reHomnas JIHK wim muroxonppuansaas JIHK, B
cnydae JIHK-nonuHykneoTHna), B KOTOPOM OH OOBIYHO BCTPEUAETCs B MPHUPOJE, WU OTHENEH
N0 MeHblLIeH Mepe OT HEKOTOPBIX KOMIIOHEHTOB NPOAYLUPYIOLIEH ero KJIeTKH, Hampumep, B
cnydae PHK-nomuaykieornna. Takum obpasom, JAHK-nonuHykI€0TH T, KOTOPBINA CONEPKUTCS B
BEKTOPE BHYTPU KIIETKU-XO35IMHA, MOKHO Ha3BaTh «BbIIEICHHBIMY.

[0058] TepmMuHBI «MHAUBUAYYM» U «CYOBEKT» HMCIIONB3YVIOTCS B HACTOSINEM ONHCAHUH
B3aMMO3aMEHsIeMO /il O0O3HA4YEHHUsl KUBOTHOTO, HAIPUMEpP, MIIEKONHTarolee. B HEKOTOphIX
BApPUAHTAX OCYIIECTBJICHUS IPENCTABJIEHBbl CIIOCOObI JIEUEHHMs MIIEKONHTAIOLINX, BKJIFOYAs,
MOMHMO IPOYEro, JIFOAEH, I'PbI3YHOB, 00€3bsiH, KOLIEK, co0ak, Jomanel, KPYMHBbIA pPOraThIi
CKOT, CBHHEH, OBeLl, KO3, JJA0OPaTOPHBIX JKHBOTHBIX-MIIEKOIHUTAIOLINX, CEIbCKOX03HCTBEHHbIX
JKUBOTHBIX-MJICKOTIMUTAIOINX,  CIOPTUBHBIX  JKMBOTHBIX-MJIEKONMTAKOIMX M  JAOMALIHHUX
JKMBOTHBIX-MJICKOIIUTAONMX. B  HEKOTOpBIX NpUMEpax «UHAMBHAYYMY» WIH «CYOBEKT»
OTHOCUTCS K WHAMBHUAY WIN CyOBEKTy, HYXIAIOIIEMyCsli B JIeUeHMH 3a00JeBaHMs WM
paccTpoiicTBa. B HEKOTOpBIX BapHaHTaX OCYIIECTBJIIEHUS CYOBEKT, MOJYYArOLIUi JieYeHHE,
MOJKeT OBITh MAIlMEHTOM, YTO YKa3bIBaeT Ha TOT (aKT, 4TO CyOBEKT MACHTU(PULIHMPOBAH KaK
CTPAAAIOIINil TMOAJICKAIIUM JICUEHUIO PAcCTPONMCTBOM WJIM HMEIOUIMNA JOCTOBEPHBINA PHUCK
pa3BUTHUS 3TOTO PACCTPONCTBA.

[0059] TepmuH «3abojeBaHHE» WM «PACCTPOHCTBO» B KOHTEKCTE€ HACTOSIIETO
OTUCAHMSI OTHOCHTCS] K COCTOSTHHUIO, TPU KOTOPOM HEOOXOAMMO H/WUJIH XKeJATEIIbHO JIEYEHUE.

[0060] TepMuHBI «OmyXOJieBasi KJIETKA», «PAKOBAs KJIETKA», «PaK», «OMyXOJb» W/WJIH
«HOBOOOpa3oBaHMEY», €CIM HE YKa3aHO WHOE, HCIIONb3YIOTCA B HACTOALIEM ONMHCAHUU
B3aMMO3aMEHSIEMO U OTHOCATCS K KJIETKe (WM KJIETKaM) ¢ HEKOHTPOJIHUPYEMBIM POCTOM H/HITH
AHOMAJIbHbIM YBEJIMUYEHHEM BBDKMBAEMOCTH KJIETOK W/WIM WHTHOMPOBAHHWEM  aronTo3a,
MEIIAIOIUM HOPMAJbHOMY (YHKIMOHHPOBAHHMIO OPTaHOB M CHCTEM OpraHusMa. JTO
OTIpeieNIeHNe BKIIF0YAaeT NOOPOKaYeCTBEHHbIE U 3JI0KAYeCTBEHHBIE OIYyXOJIH, FeMaTOJOTHUECKUEe
BUABI paka, TakHe Kak JeHkeMuH, JIUM(POMBI W MHOXECTBEHHBIE MHEJIOMBI, MOJIHIIbI,
TUNEPIUIA3HIO, a TAKXKE JJATEHTHbBIE OMYXOJIHM UM MUKPOMETACTa3bl.

[0061] TepmuHel «pax» 51 «OIyXOJIbY BKJIFOYAIOT COJIUJIHBIN u
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reMaToJIormdecKkuil/mumdarindeckuii  pak, a  TakkKe  BKJIIOYAIOT  3JIOKAYeCTBEHHBIMH,
NPEeA3JI0KAYeCTBEHHBI U JAOOPOKAUYECTBEHHBIH POCT, TakoW Kak aucruiasus. llpumepsr paka
BKJIFOYAIOT, 0€3 OrpaHuYeHus: 0a3aJbHOKJIETOYHYIO KapLUHOMY, PaK JKETUHBbIX MyTeH, pak
MOYEBOI'O My3bIps; pak KOCTH, pak IOJIOBHOIO MO3ra U IIEHTPAJIbHOH HEPBHOH CHUCTEMBI, pak
MOJIOYHOH JKeJe3bl, pak OpPIOLIMHBL, paK INEHKH MaTKH;, XOPUOKAPIIMHOMY; paK TOJCTOH H
OpsAMON  KMIIKM, paK COEIMHUTEJIbHONW TKAaHU, paK MUIIEBAPUTEIbHOM CHUCTEMBL, pak
SHAOMETPUS], paK MUINEBOJA, PaKk IJla3a, Pak rOJIOBbI M IIEH; pak >kelyaka (BKJOYas pak
JKENYJOYHO-KUIIEYHOTO  TPaKkTa);  MIHOOJACTOMy,  KapLUMHOMY  T[€YEHH, TenaTomy;
BHYTPUATTUTEINAIbHOE HOBOOOPA30BaHHE, paK MOYKH WM MOYEK; PAK TOPTAHH, JIEHKEMHIO, paK
NEUeHH, pPaK JIETKOro (HampuMep, MEJKOKJIETOUHBIH pakK JIETKOro, HEMEJIKOKJIETOYHBIH pak
JIETKOTO, aJIEHOKAPILITHOMY JIETKOTO U IUIOCKOKJIETOYHBIA paK JIETKOTr0), MEJIAHOMY, MHEJIOMY;
HelpoOiacToMy; pak moJocTH pra (Ty0, s3bIKa, PTa U IJIOTKH); PaK SUYHUKOB, MAaHKPEATHYECKHUI
pak, pak TMpOCTaThL, peTHHOOJIACTOMY, pPaOAOMHOCAPKOMY, pakKk TMpsIMOH KHIUKH, pak
IBIXaTEIbHON CHCTEMBI, KAPLIUHOMY CIFOHHOH KeJe3bl; CAPKOMY; PaK KOXKH; IMIOCKOKJIETOYHBIN
paK; pak >KeNmy[Ka, pak sIMueK; paK LIUTOBHUAHOM JKeNe3bl, paKk MaTKH WJIM SHIOMETPUS; pPaK
MOYEBBIBOJSIIIEH CHUCTEMBI, pak BYJbBBI, JHUMPOMy, BKIO4Yas JumMpoMy XOMKKHHA U
HEXOJDKKUHCKYIO JuMpoMy, a Takke B-kierounyro nmmdpomy (BKIOUAs HHU3KOH CTENEHU
3JIOKQYE€CTBEHHOCTH/(QOIUTHKYIIAPHYIO HEXOMKKUHCKYI0 JuMpomy (HXJI), HXJI u3 mamsix
mamporros (MJI); cpenHeit crenmeHu 3mokaudectBeHHOCTH/Qommukynspuayro HXJL;, cpenneit
crenenn 3jokadecTBeHHOCTH auddysayro HXJI, BBICOKOH CTEMeHU 3JI0KaYeCTBEHHOCTHU
ummyHoOnactHyro HXJI, Bpicokol crenmeHn 3J0kauecTBeHHOCTH numdobnactayro HXJI,
BBICOKOH CTeNneHH 3710kauecTBeHHOCTH HXJI 13 Menkux HepacIleIUIEHHbIX KJIETOK; MAaCCUBHYIO
HXJI;, numdpoMy wu3 KJIETOK MaHTUHHOW 30HBI, JuMpomy, csszanHyo co CIIHM[om; wu
MakpornoOyanHeMuro BanbaeHcTpema; ocTpblii MuenouaHsii setiko3 (OMJI), xpoHudeckuit
mumponurapusiit neiikos (XJIJI), octpeiit mumdobnacTtasiit neitko3 (OJLJT); BonocaTokieToYHbIH
JIEWKO3; XPOHUUECKUN MHENOONACTHBIN JIEHKO3, a TakXKe IPYyrHe KapLUUHOMBI M CAPKOMBI, H
MOCTTPAaHCIUIAaHTALIMOHHOe  JuMdonponudeparuBHoe paccrporicteo (ITTJIP), a Taxxke
AaHOMAJIbHYIO TpOoJHdepanio COCyAOB, CBSI3aHHYK C (akomMaro3amu, OTeK (Hampumep,
CBSI3aHHBIN C OMYXOJISIMU TOJIOBHOT'O MO3ra) U CUHApPOM Meiirca.

[0062] TepmuH «HeomyxoneBasi KJIETKa» WA <«HEPAKOBAas KJETKa» B KOHTEKCTE
HACTOSIIEr0 ONUCAaHHWs OTHOCHUTCS K HOPMAaJbHBIM KJIETKaM WIH TKaHU. lIpumepsl
HEOMyXOJIEBBIX KIJIETOK BKJIOYAIOT, Oe3 orpaHudeHus: T-kinerku, B-kIeTku, ecTecTBEHHbIE
kwuiepneie (NK) knerku, ectecrBenHble kuiuiepHble T (NKT)-kneTku, HeHAPUTHBIE KIIETKH,
MOHOIIUTHI, makpodaru, STMUTETHATbHbIE KJIETKH, ¢bubpodnacTsl, renaToIUThI,
WHTEPCTUIHAbHBIE KJIETKH ToYeK, (uOpobimacTonogo0Hble CHUHOBHUOLMUTBI, OCTEO0aCThl H
KJIETKH, PACIIOJIOKEHHBIE B MOJIOUHON JKelle3€, CKEJIETHBIX MBIIILAX, IMOIKEeTyJOYHON JKelese,
KeNyIKe, SUIHUKE, TOHKOM KHIIEYHHUKE, IJIalleHTe, MaTKe, SIMYKax, MMOYKax, JIETKUX, CEepALe,
MO3Te, TMEeYEeHH, IPOCTaTe, TOJCTON KHUIIKe, TUM(OUIHBIX OpraHax, KOCTH, U MEe3eHXUMAaJIbHbIE
CTBOJIOBBIE KJIETKH KOCTHOTO MPOUCXOXKAEHHS. MICIOIb3yeMblii B HACTOSIILEM ONHUCAHUN TEPMUH

«KJICTKa WJIK TKaHb, PACIIOJIOKCHHAsA Ha HepI/I(I)epI/II/I» OTHOCUTCsI K HCONYXOJICBBIM KIJICTKAM,
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KOTOpblE HE pACIOJIOXKEHBI PSAIOM C OMYXOJEBBIMH KJIETKAMH W/HMIM B MHUKPOOKPY)KEHUHU
OITyXOJIH.

[0063] B KOHTEKCT€ HACTOSIIIErO OMHCAHUS TEPMUH «KJIETKH WM TKaHb B
MHUKPOOKPY>KEHHH OITyXOJIM» OTHOCHUTCS K KJIETKaM, MOJIeKyJaM, BHEKJIETOUHOMY MAaTpPUKCY
W/ KPOBEHOCHBIM COCYJlaM, KOTOPbIE OKPY)KAIOT W/MIM MUTAIOT OIYyXOJEBYIO KIIETKY.
ITpuMepsl KIETOK WM TKAHH B MHKPOOKPYKEHMU OIYXOJH BKIIFOYAIOT, 0€3 OrpaHMYeHUsS:
COCYAMCTYIO CE€Th OIyXOJHM, ONyXOJb-UHPUIbTpHUPYIOIIKE JuMpouuTsl;, (GuOpodiaacTHbIe
PETUKYJISIPHBbIE KJIETKH, SHAOTeNUaNbHbIe KieTku-npenmecrsennuku (EPC); acconmnupoBaHHbie
¢ pakoM ($puOPOOITACTEI, MEPULIUTHL, IPYTHUE CTPOMAJIbHBIE KJIETKH, KOMIIOHEHThI BHEKJIETOYHOTO
marpukca (ECM), neHIpuWTHbIE KJIETKH, AaHTHUTEHIPE3CHTUPYIOIUE KIETKH, T-KJIeTKH,
perymsitopubie T-xietku (Treg-knerku), makpodard; HEUTPO(DUIBL, CYyNPECCOPHbIE KIETKH
muenongHoro mnpoucxokaenus (MDSC) u npyrue HMMYHHBIE KIIETKH, PaCIIOJIOKEHHbBIE
npokcumanpHee onyxond. CrmocoObl  HMAGHTU(HUKAIMHM ~ OMYyXOJIEBBIX  KJIETOK  W/MJIH
KJIETOK/TKaHEH, PaCMOJIOKEHHBIX B MHUKPOOKPYKEHHH OIyXOJH, XOPOLIO M3BECTHBI B JaHHOM
00J1acTH, KaK PacKpbITO B HACTOSIIIIEM OMUCAHUH HUKE.

[0064] B HeKkOTOpbIX BapHaHTaX OCYLIECTBIEHUS «yBEJIUYEHHE» WU «yMEHbIIEHUE)
OTHOCHTCS K CTATHCTUYECKH 3HAYMMOMY YBEJIMYEHUIO WJIM YMEHBLICHHIO, COOTBETCTBEHHO. Kak
Oyzer SICHO CIEeNUaiCTy B JAHHOH OONACTH TEXHHUKH, «MOAYJISIIH» TAKKE€ MOKET BKIFOUATH
U3MeHEeHne (KOTOpoe MOKeT ObITh MO0 yBenmuueHueM, JuO0 yMeHblieHueM) adduHHOCTH,
aBUIHOCTH, CTIELU(PUUHOCTH W/HIIN CENIEKTUBHOCTH MULIEHU WM aHTUT€HA K OTHOMY HMJIH Ooee
U3 €ro JIMraHAOB, TMapTHEPOB IO CBSA3BIBAHWIO, MAPTHEPOB IO  acCONMALUU B
TOMOMYJIBTHMEPHYIO HJIM FeTepOMYJIbTUMEPHYIO (OpMy MM CyOCTpaToB; U3MEHEHHE (KOTOpoe
MOXeT ObITb JHOO yBenuueHHeM, JUOO YMEHbLICHHEM) YYBCTBUTENBHOCTH MHUIIEHH WM
aHTUTEHAa K OJHOMY WM Ooyiee YCJIOBUSIM CpPeZbl WM OKPY)KEHHs, B KOTOPBIX MPUCYTCTBYET
MHIIEHb WM aHTUreH (Hanpumep, pH, cnia MOHOB, IPUCYTCTBHE COMYTCTBYIOMNX (AKTOPOB U
ap.); WWIN KJIETOYHYIO MPOJU(EPaLU0 WA MPOAYLHUPOBAHHUE LIUTOKUHOB IO CPABHEHUIO C
TEMU K€ YCJIOBHSIMH, HO B OTCYTCTBHE TECTHPYEMOIO areHTa. JTO MOXKET OBIThb OMpeneseHO
MOOBIM MOAXOSIIUM CIIOCOOOM W/MJIM € IOMOLIBIO JIIOOOr0 MOAXOASIIEr0 M3BECTHOTO HIIH
PACKPBITOTO B HACTOSIIEM OMUCAHUY AHAJHM3A B 3aBHCUMOCTH OT 3a/1eHiCTBOBAHHON MHIICHH.

[0065] B KOHTEKCTE HACTOSILEro OMHMCAHUA TEPMHH «UMMYHHBIM OTBET» O3HAdaeT
KJIETOYHBIE W/MITH TYMOPaJIbHbIE IMMYHHBIE OTBETBI, KOTOPbIE JOCTATOYHBI JJIsI ITOABJICHUS FITH
NPEAOTBPALICHUS MOSIBJICHHS HJIH OOJIErYeHHsT CUMIITOMOB 3a00sieBaHus (HanmpuMep, paka HIIH
MeTacTa3oB paka). «MIMMYyHHBII OTBET» MOXKET OXBAThIBATH ACIMEKTHl KaK BPOXKACHHOW, TaK U
aAanTUBHON UMMYHHOU CUCTEMBI.

[0066] B KOHTEKCTE€ HACTOALIETO OIMWCAHUS TEPMHH «ICUEHHE)» TMPENCTaBIsIET COOOit
MOAXON JUIS TIOJIyYEHHs TIOJE3HBIX MIIH JKEJIAeMBbIX KIMHUYECKHX PE3yJIbTaToOB. B KOHTEKCTE
HACTOSIIETO OIUCAHHMS TEPMHUH <JIEUEHUE» OXBAThIBAeT JII00O€ BBEIEHHE WM TPUMEHEHHE
TEPANeBTHUECKOTO CPEACTBA i JiedeHUs 3a00JieBaHMsl Y MIIEKOIUTAIOIIEro, BKIIOYAs
yenoBeka. [lna menedl HACTOSIIErO pacKpBITUS IIOJIE3HbIE WIIM JKEJaeMble KJIMHUYECKHE

pe3yJIbTaThl BKJIFOYAIOT, TOMHUMO IPOYEro, JJI000e OHO Win OoJiee U3 CIeayoIero. oderdeHue
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OJHOro WM 0Oojiee CHMITOMOB, YMEHbIIEHHE CTENeHH 3a00JeBaHUs, NMPENOTBPAINEHUE MWIIH
3a€P’KKy PaclpoCTpaHeHHUs] (HampuMep, METacTa3OB, HANpUMep MeTacTa3a B JIETKOE WIIH
auMbaTHUeCKuid y3ei1) 3a0oieBaHus, MPEeJOTBPALICHIE I OTCPOYKY peLuanBa 3a00JIeBaHuUs,
3aIepKKy WM 3aMeIJIeHHe TMporpeccupoBaHusi 3abojeBaHus, obOyerdeHue OOJIE3HEHHOTO
COCTOSIHMS, TOJABIICHHE 3a00JeBaHUsI WM €ro IpOTrPecCHPOBAHMs, IONABJICHHE MU
3amMeqsieHne 3a00JIeBaHuUs HJTH €r0 MPOrPecCHPOBAHUS, KYITUPOBAHUE €r0 PA3BUTHUSI U PEMHUCCHIO
(vacTUHYIO WM NONHY0). TepMuH «IedeHne» Takke BKII0YAeT YMEHbLICHNE ITaTOJOTHIeCKIX
NoCJIenCTBHi nposmpepaTuBHOrO 3adoneBanus. lIpeacTaBieHHble B HACTOSIIEM OMHCAHUU
crocoObI MPEaoNaratoT 000N OauH wu OoJiee U3 3TUX ACTIEKTOB JieueHusl. B COOTBETCTBHM C
BBILIEH3JIOKEHHBIM, TEPMHH «JIeYeHHe» He TpeOyeT IOJHOrO YCTPAaHEHHs BCEX AaCIEKTOB
paccTpoicTBa.

[0067] «OOGneryenue» oO3Ha4YaeT yMEHbLICHHE WM YJIyYIIEHHE OJHOrO WM Ooyee
CHMIITOMOB I10 CPAaBHEHHIO C OTCYTCTBHEM BBEACHMS TEPAIEBTUYECKOro areHTa. « O0nerueHue»
TAK’Ke BKJIFOYAET COKPAIIEHUE UM YMEHBIICHHE MPOJOJKUTEIBHOCTH CHUMITTOMA.

[0068] TepmMuH «ITPOTUBOPAKOBOE CPENCTBO» UCIIONB3YETCSl B HACTOSLIEM OIMHCAHUH B
CaMOM IIMPOKOM CMBbICIE UIi OOO3HAYEHHsI areHTOB, KOTOPBIE HCIIONB3YIOTCS ISl JICUEHHS
oxHOro miu Oojee BUAOB paka. [IpumMepsl KI1acCOB TAKUX areHTOB BKJIIOYAIOT, 0€3 OrpaHUYeHHUS,
XUMHOTEPAIIEBTUYECKHE CPEACTBA, IPOTHBOPAKOBbIE OMOJNIOTMYECKHE CpencTBa (Takue Kak
LIUTOKWHBI, CIUTble Oenku Fc-BHEKIETOUHBIH NOMEHHBIH pEenenTop W aHTUTENA), JIyYEBYIO
tepanuio, CAR-T KJIETOYHYIO Tepanuio, TeparneBTUYECKHUE OJIMTOHYKIEOTHABl (Takhe Kak
aHTUCMBICIIOBBIE onuronykineotuasl 1 MUPHK) 1 oHKOonmuTHueckue BUPYCHI.

[0069] Tepmun «Ouonoruueckuii obOpasely O03Ha4yaeT KOJUYECTBO BEIIECTBa,
MOJIy4€HHOT'O OT JKMBOT'O CYIIECTBA MJIM PaHee JKUBOTO CYLIeCTBA. Takue BELIeCTBA BKIIOYAIOT,
IOMHUMO TPOYero, KpoBb (HAmpuMep, LENbHYK) KpOBb), IUIa3My, CBIBOPOTKY, MOYY,
AMHHOTHYECKYIO >KUAKOCTb, CHHOBHUAJIBHYIO KMJKOCTb, SHAOTENNANbHbIE KJIETKHU, JEHKOLUTBI,
MOHOIIUTBI, APYTHE KJIETKH, OPTaHbl, TKAHH, KOCTHBINA MO3T, TUM(OTHYECKUE Y3JIbl H CEJIC3EHKY.

[0070] TepMHUH «KOHTPOJIb) WJIM «3TAJOH» B KOHTEKCTE 3KCIEPUMEHTa WJIU CPaBHEHUS
OTHOCHUTCSI K KOMIIO3UIIMHM, O KOTOPOH W3BECTHO, 4YTO OHA HE COAEPXKHUT aHAJIUT
(«OTpHLIATENIbHBIA  KOHTPOJIbY) WM COAEPIKUT AHAIUT (KIOJIOXKUTEIbHBI KOHTPOJIBY).
[TonoXKUTENBPHBIA KOHTPOJb MOXKET BKJIIOYATh MU3BECTHYIO KOHLEHTpauMi aHaiauta. KOHTposb
WIN 3TaJIOH TaKXXe€ MOJKET OTHOCHTBHCS K KOHTPOJBHOMY areHTy, O KOTOPOM H3BECTHO, YTO Y
HETO OTCYTCTBYET aKTUBHOCTh TECTHPYEMOTO areHTa, TAaKOro KaK aHTHTEJIO.

[0071] B KOHTEKCTE HACTOSIILIETO OMMCAHUS TEPMUH «3aePKKa PA3BUTHUS 3a00JIEBAHHSD»
O3Ha4YaeT OTCPOUKY, CIEPKHUBaHHE, 3aMeIUIeHHe, TOPMOXKEHHE, CTaOWIM3alMI0, TONABJICHUE
W/Wm OoTHaneHue pa3BuUTHs 3a00yeBaHMs (TAKOrO Kak pak). Jra 3aaepikka MOXKET ObITh
Pa3NIUYHON TNPONOJDKUTENIBHOCTH B 3aBUCUMOCTH OT HCTOPUH OOJIE3HW W/ YEJIOBEKa,
KOTOPOMY TpenocTaBisieTcss jedeHne. Kak oueBHIHO Ui CHenManncTa B AaHHOH obmactwy,
IOCTaTOYHAsS WM 3HAUUTENbHAs 3a1ePrKKa MOXKET (PakTHUECKH BKIFOYATh MPOPUIAKTUKY B TOM
CMBICJIE, UTO Y HHANBHUIYYMa He pa3BHBaeTcs 3a0oneBanue. Harpumep, MoxxeT ObITh OTCpOUEHA

NO3aHsAsA CTaAUs paKa, TaKasl KakK pa3BUTHE METACTA30B.
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[0072] «IIpenoTBpaieHre» B KOHTEKCTE HACTOALIETO OMUCAHUS BKIIOYAET oOecreueHue
npoUIAKTUKN BOSHUKHOBEHHSI WIIM PELIUANBA 3a00JIeBaHNs Y CYObEKTa, KOTOPBIH MOKET UMETh
NPEAPACTIONIOKEHHOCTD K 3a00JI€BaHHIO, HO Y KOTOPOTI'O OHO ellle He AnarHocTuposano. Ecnu He
YKa3aHO WHOE, TEPMHHbI KYMEHbIIATh», KHHMTUONPOBATHY» UJIH KIIPENOTBPAILAThY) HE O3HAYAIOT U
He TpeOyIOT IMOJHOrO MPEAOTBPALICHUS B TEYEHHE BCErO BPEMEHHM, HO TOJBKO B MEPHOA
BPEMEHH, KOI'Jla IPOUCXOANUT U3MEPEHHE.

[0073] «TepaneBTHyeckn 3((HEeKTHBHOE KOJIUHYECTBO» BELIECTBA/MOJIEKYJIbI, arOHHUCTA
WIA AHTarOHHUCTa MOJKET MEHSATbCS B 3aBUCUMOCTH OT TakHX (PAKTOPOB, Kak OOJIE3HEHHOE
COCTOSIHHE, BO3PACT, MOJI M BEC HMHIAMBHIYYMA, a TaKKe CIOCOOHOCTb BEIECTBA/MOJEKYIIbI,
aroHMWCTa WJIM AHTarOHHCTA BbI3BIBATH JKEJAEMBbI OTBET Yy YeJloBeKa. |epanmeBTHUYECKU
3¢ (eKTUBHOE KOJMYECTBO TAK)KE SBISIETCS KOJHMYECTBOM, IMPH KOTOPOM TEPaIeBTUYECKU
nojiesHble  3PQPEKThl MEePEeBEUIMBAOT JIOObIE TOKCHYECKHWe WM BpeaHble  3(dexTs
BEIIIECTBA/MOJIEKYJIbl, arOHUCTA WJIM AHTaroHUCTa. TepaneBTHYeCKH 3(P(HEKTUBHOE KOJIHMYECTBO
MOJKET OBITh JIOCTABJICHO 32 OIHO HJIM HECKOJBbKO BBeneHHWH. TepameBTuuecku >(QeKTHBHOE
KOJINYE€CTBO OTHOCHUTCS K KOJMUECTBY, 3(p(PekTHBHOMY B 033X U B T€UEHHE MEPHOIOB BPEMEHH,
HEOOXOIUMBIX Uil JOCTIDKEHHS JKEJIAaeMOT0 TEPareBTUYECKOTO W/WIH MPOPHIAKTUIECKOTO
pesyibrara.

[0074] Tepmunbl «papMaleBTHUECKUI COCTaB» U «(papMaleBTUYECKass KOMIO3HIIHSY
UCTIONB3YIOTCSI B3aUMO3aMEHSIEMO M OTHOCSTCA K IpernapaTry, KOTOpbIH HaxomuTcs B (opwme,
o0ecnieunBaroeit 3¢ pexTUBHOCTD Ounonorn4eckoi aKTUBHOCTH aKTUBHOTO(BIX)
UHTpenueHTa(0B) U KOTOPBIH HE COAEPKUT JOIOJIHHUTENIbHBIX KOMIIOHEHTOB, HETPHEMJIEMO
TOKCUYHBIX JIJII CyOBEKTa, KOTOPOMY OyA€T BBOIUTHCS 3TOT cOCTaB. Takue COCTaBbl MOTYT ObITh
CTepUJIbHBIMU.

[0075] «®apmareBTUYECKH TPUEMJIEMbIII HOCUTEIb» OTHOCUTCS K HETOKCUYHOMY
TBEPAOMY, MOJYTBEPIOMY MM JKUIKOMY HAIIOJHHUTENIO, Pa3OaBUTENI0, MHKAICYJIHPYIOLIEMY
MaTepHualy, BCIIOMOTaTeIbHOMY BEIIECTBY HMJIM HOCUTEII0, OOBIMHO MCIOJIb3yEeMOMY B JaHHOMN
00JIacTH C TEpaneBTUYECKUM AareHTOM, KOTOpPbIE BMECTE COCTABJIIOT «(papMaleBTHUECKYIO
KOMITO3UIIMIO», TIPEAHA3HAYCHHYIO JJIsl BBEACHUS CyObekTy. PapMaleBTHUECKH MPUEMIIEMbIH
HOCUTEJIb SIBIIAETCS HETOKCUYHBIM JUJIsl PELUNHEHTOB B HCIOJB3YEMBIX JO3UPOBKAX M
KOHLIEHTpALUsIX M COBMECTUM C JpPYIrMMH UHIpeAMEeHTaMH cocTaBa. PDapmareBTUYeCKU
IpUEeMJIEMBIH HOCUTENb MOAXOAUT AJIS UCIIOIB3yEMOIO COCTaBa.

[0076] BBenmeHue «B KOMOMHAIMM C» OJHMM MK OoJiee IOMOJHUTEIbHBIMH
TEPANeBTHUECKUMH areHTaMH BKJIIOYAE€T OJHOBPEMEHHOE (TapayjielbHOE) U MOCIIe0BATEIbHOE
BBEJICHUE B JIFOOOM IMOPSITIKE.

[0077] TepMuH «mapanienbHO» UCIIONB3YETCsl B HACTOSIIIEM ONMHCAHUH I 0003HAUEHHS
BBEJICHUS JIBYX WJIHM OOJiee TEpaneBTUYECKUX AareHTOB, KOIrZa BBEICHMS IO MEHbIIEH Mepe
YaCTUYHO NEPEKPBIBAIOTCS M0 BPEMEHM, WIIH KOIZla BBEAEHHE OJJHOTO TepaneBTUUECKOrO areHTa
NOMajaeT B KOPOTKUM NPOMEXYTOK BPEMEHH BO BpEMsl BBEIEHUsS IPYroro TepaneBTUYECKOrO
areHTa, WIN Koraa TepaneBTHyeckue 3¢¢GekTsl 000MX areHTOB NePEKPHIBAIOTCS M0 MEbLIEH Mepe

B TCHCHUE HCKOTOPOT'O MEPUOJa BpEMECHU.



25

[0078] TepMuH «mOCIE€IOBATEIbHO» UCIONB3YETCS B HACTOSIIEM OMHCAHUM JJIS
o0o3HaueHuss BBEIAEHMs JABYX WM Oojiee TEepanmeBTHMYECKHUX AareHTOB, KOTOpble He
NEePEeKPBIBAIOTCSI MO BPEMEHM WJIM IPU KOTOPOM TepareBTHUecKue 3(PQeKTbl areHToB He
NePEKPBIBAIOTCS.

[0079] B koHTekcTe HACTOALIErO OMHCAHUS TEPMHUH «B KOMOWHAIMU C» OTHOCHUTCS K
BBEICHUIO OJTHOT'O TEPaNeBTUYECKOrO CPEACTBA B JOINOJHEHUE K APYroMy TepareBTHYECKOMY
cpenctBy. Takum oOpasoMm, «B KOMOMHALMM C» OTHOCUTCA K BBEIEHHIO OIHOTO
TEPANeBTHYECKOr0 CPENCTBAa 1O, BO BpPEMsl WM MOCHE BBEICHHUS HHIWBUAYYMY JAPYroOro
TEPaNeBTHYECKOTO CPEACTBA.

[0080] TepMHH «BKJIAIBILI B YIAKOBKY» HUCHOJB3YeTCS Al 0003HAUYEHHs] WHCTPYKLUH,
OOBIYHO BKJIFOYA€MBIX B KOMMEPUECKHE YMAKOBKH TEPANEBTUYECKHX MPOAYKTOB, KOTOpBIE
comepaT WHPOPMALMIO O TIOKA3aHUSAX, NPUMEHEHWH, JO3UPOBKE, CHOCO0axX BBEICHMUS,
KOMOWHHPOBAHHOW Tepamnuy, MPOTHBOIMOKA3AHUAX W/WIM TPENyNpPeKIeHUIX OTHOCHTEJBHO
NPUMEHEHHUS] TAKUX JIEYEOHBIX TPOAYKTOB.

[0081] «U3nmenue» mpencraBisier coboi moOOH MPOAYKT (HAmpUMeEp, YMaKOBKY HITH
KOHTelHep) WM Habop, coAep)KalMi IO MeHbIIeH Mepe OAWH peareHT, HarpuMep,
JIEKApCTBEHHOE CPEICTBO /IS JIUEHUs 3a00JIeBaHNUS WIIM PACCTPONCTBA (HAIpUMep, paka), HIIu
30HA A cnenuuyeckoro oOHapyskeHust OMoMapKkepa, pacKpbITOro B HACTOSIIEM ONMUCaHuU. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBIEHHS MPOIYKT MIIM HAOOp PEeKIaMHUPYETCs, PACIPOCTPAHSIETCS
WIN TIPOJAETCs Kak eIWHOE IeJioe Uil OCYLIECTBJICHUS IPEACTABICHHBIX B HACTOSINEM
OTHCaHUU CIIOCOOOB.

[0082] TepMuHBI «MeTKa» W «AETEKTHpyeMas METKa» O3HA4alT (parMeHT,
NPUCOEIVHEHHBIN, HAapUMep, K aHTUTENy HJIM aHTUTeHY Uil OOecrevueHHs AETEeKTHUPYEeMOil
peakuuu (HanmpuMmep, CBSI3bIBAHMS) MEXIYy UIEHAMU Hapbl CHenu(pUUECKOro CBA3bIBAHUSL
Meuenblii  wieH mapbl CHEUU(HUECKOrO  CBA3BIBAHMS  HA3bIBAETCSI «MEYEHbIM IS
oOHapyskeHus». Takum 00pa3oM, TEPMHUH «MEUEHBIH CBA3BIBAIOIUN OEIOK» OTHOCHTCS K O€JKy
C BKJIFOUEHHOW METKOW, KOTOpas obecreunBaeT WAEHTH(HKALMIO CBs3bIBaromero Oenka. B
HEKOTOPBIX BapUAHTAX OCYLIECTBJIEHHS METKa IMPEIACTABISET COOOH NEeTEKTUPYEeMBbIi Mapkep,
KOTOPbIi ~ MOJKET  TNPOU3BOAMTH  CHTHAJ,  JNETEKTHPYEeMbId  BH3YAJIbHbBIMU WU
UHCTPYMEHTAJbHBIMH CPEICTBAMH, HANPHMEpP, IMYTeM BKJIIOUEHHS PAAHOAKTUBHO MEYEHOU
AMHUHOKHUCJIOTHl WIH TPUCOCAMHEHUS K MOJHUIENTHAY OMOTHHHMIIBHBIX (PPArMEHTOB, KOTOPBIE
MOryT ObITb OOHApy’K€Hbl MEUYEHHBIM AaBUAWHOM (HANpHUMEp, CTPENTaBHIWH, COAEp KAl
(biayopecueHTHbI Mapkep Wik (EePMEHTATHBHYKD aKTUBHOCTb, KOTOpasi MOKET OBbITh
OoOHapy’keHa ONTHYECKMMH WJIU KOJOPUMETPUYECKUMH Meronamu). Ilpumepsl MeToK IJIst
MOJIMTIENTHIOB BKJIOYAIOT, 0€3 OrpaHUYeHHs], CIENYIOIINe: PAAUON30TONbI WIH PATUOHYKIUIBI
(Hampumep, 3H, 14C, 35S, 90Y, 99Tc, 111In, 1251, 1311, 177Lu, 1Ho um 153Sm); XPOMOT€EHBI,
bayopecuentHeile Metku (Hampumep, FITC, ponmamuH, 1rOMUHO(OpPBI JIAHTAHOHUJIOB),
(depMeHTaTUBHBIE METKH (HampuMep, TMEepPOKCHIa3y XpeHa, Jounudepasy, MEIOYHYIO
docdarasy); XeMITFOMUHECLIEHTHbIE MapKepbl, OMOTHHIIIbHbIE TPYIIIIBL, 3apaHee ONpeIeICHHbIE

MNOJMIICIITUAHBIC SIIHUTOIIBI, pacrno3dHaBacMbIC BTOpPUYHbIM peOoOpTEPOM (Haan/IMep,
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MOCJIEAOBATEIBHOCTH AP JICMLIMHOBOW MOJIHHUH, CANTBI CBS3BIBAHUS Il BTOPUYHBIX AHTHUTEN,
ZIOMEHBI CBSI3bIBAHUS METAJJIOB, 3TIMTONHbIE METKH), 1 MarHUTHBIE areHThl, TAKUE KaK XeJaThl
rafonuHusA.  Penpe3eHTaTHBHBbIE  NPUMEPBl  METOK,  OOBIMHO  HCIOJNB3YEeMBIX IS
MMMYHOQHAJIN30B, BKIIOYAIOT (PparMEHThl, U3JIy4Yalole CBET, HalpuMep COEAMHEHUs
aKpUIUHMA, U (QparMeHThl, u3jydarouire (iayopecleHuuto, Hanpumep (ayopecuenH. B stom
ciydae caM (parMeHT MOXKET ObITh HE MEUEHHBIM AETEKTHPYEMOIl METKOH, HO MOXET CTaTh
AETEeKTHPYEMbIM IOCJIE PEAKIMHU C eIl OTHUM (PparMeHTOM.

Hnmoctpatusabie CLEC 12a-CBSI3bIBAIOMINE TOJIUIEITHIbI

[0083] B Hacrosimuem onucanuu npencrasieHbl CLEC12a-cBs3bIBarOmue MOJUETTTHIBI.
B pasnmuunbix Bapuanrax ocyuectsienuss CLEC12a-cBsi3biBarolyie NOJUNENTUIBI COAepkKaT IO
MeHblIel Mepe oauH noMeH VHH, xotopeiii cBsaseiBaercs ¢ CLEC12a. B HekoTOpBIX BapHaHTax
ocymectenenuss CLEC12a npencraensier coboit uenoseueckuii CLEC12a. B HekoTOpbIX
Bapuantax ocymectsieHnss CLEC12a-cBa3bIBalOINN MOJUIENTHI OJIOKHPYET CBS3bIBAHUE
CLEC12a c nurannom. B nHexoropsix Bapuanrtax ocyinectsieHuss CLECI2a-cBsaspiBaromuii
MOJIMMNIENTH]I, MPEICTaBJICHHbIII B HACTOALLEM OINHCAHUM, COAEPXKUT OAMH, N1Ba, TPH, UETHIPE,
MsATh, IIECTb, ceMb WU BoceMb aomeHoB VHH, koropeie cessbiBatoTcss ¢ CLEC12a. B
HEKOTOPBIX BapHUaHTax OCYILECTBJEHHUS CLEC12a-cBsi3bIBato M MOJUNENTH],
IIPECTaBJICHHbIN B HACTOSAIIEM ONHUCAHUY, COAEPKUT OJUH, J1Ba, TPU UM ueTelpe noMeHa VHH,
kotopble cBs3biBaroTCs ¢ CLEC12a. CLEC12a-cBsa3pIBaroLye MOMUIENTHIBI MOTYT COEPKaTh
onuH wnu Oomnee nomeHoB VHH, kotopble CBS3bIBAIOTCS C ONHUM WM Oojee IeeBbIMU
Oenxkamu, oramudbiMd or CLECl12a. Takume  monumenTtvabl  MOXKHO — Ha3BaTh
«ronucnennPUIeCKUMIY MOJUNENTHAAMH.

[0084] B nexoropbix Bapuantax ocyuectsieHuss CLEC12a-cBa3pIBatoni NOJUNENTH]
comep:kuT nmo MeHblune mepe onuH nomed VHH, xoropsiii cesasweiBaercs ¢ CLECI12a, u Fe-
yuacToKk. B Hekortopeix Bapuantax ocyiectsiieHusi CLECI12a-cBA3bIBaOINN MOJUTIENTH],
MIPEICTaBJICHHbIN B HACTOSIIIEM OMUCAHUM, COAEPKUT OJUH, ABA, TPU Ui dyeTbipe nomena VHH
u Fc-yuactok. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHUs Fc-ydacTok onocpeayer qIuMepu3aLuo
CLEC12a-cBs3bIBalOIIEro TMOJUIMENTHAA B (DU3HOJOTMYECKHUX YCJIOBUAX C OOpa3oBaHUEM
auMepa, KOTOpbIH yABauBaeT KojauuecTBO ydacTkoB cBs3biBaHusit CLEC12a. Hampumep,
CLEC12a-cBsi3bIBAOIUA ONUIIENITH, coaepkattuii Tpu nomeHa VHH, koTopslie cBsi3bIBatOTCS
¢ CLECl12a, u Fc-yuacTok, sBis€TCS TPEXBAJIEHTHbIM B KauecTBe€ MOHOMEpa, HO B
(pU3NONOrHUEeCcKUX YCIOBUSX FC-ydacTOK MOXKET OMOCpenoBaTh TUMEPHU3ALHI0, B PE3yJbTaTe
kotopoii CLEC12a-cBsi3bIBaroInii monunentua OyAeT CyIecTBOBATh B TAKHX YCIOBHSAX B BHJIE
LIECTUBAJIEHTHOTO ANMeEpa.

[0085] B nekotopwix Bapuantax ocymectsiennss CLEC12a-cBs3bIBaOMMI MOJUNIENTHA
COAEPKUT MO MeHbluel mepe aBa aoMeHa VHH, rne nepseii nomen VHH cBssbiBaercs ¢
nepseiM snutonoM CLECI12a, a sropoii nomen VHH cBs3biBaeTcsi cO BTOPBIM 3IUTONOM
CLEC12a. Korga CLECI12a-cBs3biBatoluil nmonunentusa conepxut naomed VHH, xoropsiit
cBs3bIBaeTcs ¢ nepsbiM snuTonom CLEC12a, u nomen VHH, KOTOpBIii CBA3BIBAETCS] CO BTOPBIM

SMUATOIIOM CLEC]12a, CLEC12a-cBsA3bIBarOIil OJUIIENTHT MOYKET Ha3bIBATHCS
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«OmdruronuyeckuM» WM «OucnenmuduueckumM». B HEKOTOPBIX BapHaHTaxX OCYIIECTBICHUS
CLEC]12a-cBsa3piBaoliuil MOJUIENTH] COAEPKUT MO MeHblleld mepe aBa nomeHa VHH, rae
nepsbiii nomen VHH caspBaercs ¢ CLEC12a, a Bropoil nomen VHH cBsA3piBaeTcs C
CLEC]12a.

«OucrnenupuIecKuMm) WIH «IOJUCTEITUPUISCKIMID».

AHTHUT€HOM, OTJHUYHBIM  OT Takue mnoaunmenTuabl MOTYT  HA3bIBATHCS
[0086] Heorpannumnsaromue muttoctparuBHble CLEC12a-CBs3bIBAOLINE MTOJTUITCTITHABI
npuBeneHbl B Tabnuue 2. [TocnenoBaTenbHOCTH YKa3aHHBIX OJHOJOMEHHBIX aHTHTEN MOKa3aHbI
B Ta0JMIle IJIsI HEKOTOPBIX MOCJIENOBATEIbHOCTEH, MPEICTABIEHHBIX B HACTOSIIEM OMMHCAHUH.
HasBanue nmonumnenTtuaa, HadnHaroIeecs ¢ «hz», ykaspiBaeT Ha TO, YTO 3TO I'YMaHU3HPOBAHHASI
BEPCHS COOTBETCTBYIOIIETO POIUTEIBCKOTO MOJUIETITHIA.
Tabmuua 2: TlonumenTuabl, comepskaimque nmo Menbwied mepe onuH VHH, kortopsrid

ces3biBaercst ¢ CLEC12a

HasBanue CDR VHH (unu K Bapuant mn KP Bapuanr)
MB11 SEQIDNO:3,4us5 SEQ ID NO: 2 (mnu SEQ ID NO: 88)
MCO02 SEQID NO:7,8u9 SEQ ID NO: 6 (mu SEQ ID NO: 89)
MCO06 SEQID NO: 11,12 u 13 SEQ ID NO: 10 (umu SEQ ID NO: 90)
MEO02 SEQ ID NO: 15,16 u 17 SEQ ID NO: 14 (unmu SEQ ID NO: 91)
ME06 SEQ ID NO: 19,20 u 21 SEQ ID NO: 18 (unmu SEQ ID NO: 92)
MHO07 SEQ ID NO: 23, 24 u 25 SEQ ID NO: 22 (unmu SEQ ID NO: 93)
hzMB11vl | SEQID NO: 32,33 u 34 SEQ ID NO: 26 (unu SEQ ID NO: 94)
3

hzMCO02v6 | SEQ ID NO: 35, 36 u 37 SEQ ID NO: 27 (unu SEQ ID NO: 95)
hzMCO06v2 | SEQ ID NO: 38, 39 u 40 SEQ ID NO: 28 (unu SEQ ID NO: 96)
hzMEO2v4 | SEQ ID NO: 41, 42 u 43 SEQ ID NO: 29 (unmu SEQ ID NO: 97)
hzMEQ6v16 | SEQ ID NO: 44, 45 u 46 SEQ ID NO: 30 (unu SEQ ID NO: 98)
haMHO07v3 | SEQ ID NO: 47, 48 u 49 SEQ ID NO: 31 (unmu SEQ ID NO: 99)

CLEC12a-csazvisarowue nonunenmuool

[0087] B pasnuuHbIX BapuaHTax ocyuiectsieHus noMeH VHH, koTopslii cBsi3piBaeTcs C©
CLEC12a, conepxut nocienoarenbHoct CDR1, BeiOpannyro u3 SEQ ID NO: 3, 7, 11, 15, 19,
23, 32, 35, 38, 41, 44 u 47; nocnenoarenbHocth CDR2, BriOpannyro u3 SEQ ID NO: 4, 8, 12,
16, 20, 24, 33, 36, 39, 42, 45 u 48; u nocnenosarenbHocTh CDR3, BBIOpannyio w3 SEQ ID NO:
5,9, 13, 17, 21, 25, 34, 37, 40, 43, 46 u 49. B pa3nuyHbIX BapuaHTaxX OCYLIECTBJIEHUS JOMEH
VHH, xoropsiii cBszpiBaercs ¢ CLEC12a, comepxxut nocnenoarenbHocT CDR1, CDR2 u
CDR3, Beiopannsie u3: SEQ ID NO: 3,4, and 5; SEQ ID NO: 7, 81 9; SEQ ID NO: 11, 12 u 13;
SEQ ID NO: 15, 16 u 17, SEQ ID NO: 19, 20 u 21; SEQ ID NO: 23, 24 u 25; SEQ ID NO: 32,
33 u 34; SEQ ID NO: 35, 36 u 37, SEQ ID NO: 38, 39 u 40; SEQ ID NO: 41, 42 u 43; SEQ ID
NO: 44, 45 u 46, u SEQ ID NO: 47, 48 u 49. B paznuyHbIX BapuaHTax OCYLIECTBJEHUS TOMEH
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VHH sBisieTcst ryMaHU3UPOBAHHBIM.

[0088] B HexoTOpBIX BapuaHTax ocyliecTsieHus soMeH VHH, koTopblil cBs3bIBaeTCs C
CLECI12a, comepKUT aMUHOKHCJIOTHYIO IMOCJE€AO0BATENbHOCTb, HWAEHTUYHYI0 Ha MO MEHbLIEH
mepe 85%, mo menbiueil mepe 90%, nmo Menpuield mepe 95%, mo messluell mepe 96%, no
MeHblelt mepe 97%, nmo meHbinel Mepe 98%, mo Mmenblied mepe 99% aMHHOKHCIIOTHOMH
nocienosarenbHocTH, BeiOpanHoii 3 SEQ ID NO: 2, 6, 10, 14, 18, 22, 26, 27, 28, 29, 30, 31, 88,
89, 90, 91, 92, 93, 94, 95, 96, 97, 98 u 99. B HEKOTOpPBIX BapuaHTaxX OCYILIECTBJIEHUs AOMEH
VHH, xoropsiii cessbiBaercs ¢ CLEC12a, cogep>KUT aMUHOKHCIIOTHYIO IOCJIENOBATEIbHOCTD,
BbiOpannyto u3 SEQ ID NO: 2, 6, 10, 14, 18, 22, 26, 27, 28, 29, 30, 31, 88, 89, 90, 91, 92, 93,
94,95, 96, 97, 98 u 99.

[0089] B pasnmuunbix BapuanTax ocymectsienns CLEC12a-cBsi3piBatomuii MOJUNIENTHA
CONIEPIKUT ONIWH, ABa, Tpu Ui dyetbipe nomeHa VHH, koropsie ceszpiBatoTest ¢ CLEC12a.

[0090] B pasnuunbix BapuanTtax ocymectsienns CLEC12a-cBsi3piBatomuii MOJUNENTH
conepuT 1o MmeHblnedn mepe omuH aomeH VHH, xoropsiii cesseiBaercss ¢ CLEC12a, u mo
MeHblIel Mepe oauH aoMeH VHH, KOTOpbIfi CBS3BIBAETCS C AHTUIEHOM €CTECTBEHHBIX
KWJUIEPHBIX KJIETOK MM T-KJIeTOYHBbIM aHTUIEeHOM. B HEKOTOpBhIX Takux BapHUaHTax
OCYILECTBJIECHUS CLEC12a-cBsi3bIBarO UM MOJIUTIENTU]L MOKET Ha3bIBATHCS
NOJHUCTIEI(PUUECKUM aHTUTEIIOM.

[0091] B nexotopeix Bapuantax ocyuectsienns CLEC12a-cBs3bIBaOMNI MOJUNIENTHA
COAEPKUT IO MEHBILIECH Mepe OIWH MPEACTABICHHBbIM B HACTOsiLeM onucaHuu aomeH VHH,
ciutelii ¢ Fc-yyactkomM. B HEKOTOpBIX BapuaHTax OCyLIeCTBJIeHUs Fc-ydacTok umeer
NoCJIeIOBaTENbHOCTD, BeIOpannyio uz SEQ ID NO: 50, 51, 52, 53, 54, 55, 56, 57, 58, 59, 60, 61,
62, 63, 64, 65, 66, 67, 68, 69, 70, 71, 72, 73, 74, 75, 76, 77, 78, 79, 80, 81, 82, 83, 84 u 85.

[0092] B HekoTOpbIX BapuaHTax ocyiuecTBieHus nomeH VHH, koTopslil cBs3bIBaeTCs C
CLECI12a, moxeT ObITb T'yMaHM3MPOBAaHHBIM. | 'yMaHU3upoBaHHbIe aHTUTENa (Takue kak sdAb
win VHH-comep:kaiye mNOMMMENTHIbI) TMOJE3HbI B KA4eCTBE TEPANEBTHUECKUX MOJIEKYJ,
MOCKOJIbKY ~ T'yYMaHU3UPOBAaHHbIE AaHTHUTENA T[O3BOJSIOT YMEHBIIUTh WM  YCTPAaHUTH
BO3HHKHOBEHHE IMMYHHOI'O OTBETa y UeJOBeKa Ha HEUEeJIOBEUECKHE aHTUTENa, KOTOPble MOTYT
BbI3bIBATh HMMMYHHBIH OTBET HAa TEPANEBTHMYECKOE AHTUTENI0 U CHMXKATh 3(P(PEKTUBHOCTH
TepaneBTHUeCKoro antureaa. OOBYHO I'yMaHU3UPOBAHHOE AHTUTENIO COAEPIKUT OJMH HUIIH OoJee
BapuabeNbHBIX JOMEHOB, B KOTOpbIXx CDR (MM MX 4acTH) MPOUCXOAAT U3 HEYEIOBEUECKOTO
anTuTena, a FR (mm ux 9acTu) mpoNCXOAsT U3 MOCIEe0BATEIbHOCTEH YeJIOBEYECKOrO aHTUTEA.
I'yMaHM3UPOBAHHOE AHTHUTENO HEOOSA3aTENbHO TAKXKe MOXKET COAEepXaTh IO MEHbLIEH Mepe
YacThb YEJIOBEYECKOW KOHCTAHTHOH o0O0jacTu. B HEKOTOphIX BapHaHTax OCYIIECTBIICHHUS
HeKoTopble ocTaTku FR B IyMaHU3MpOBaHHOM aHTHUTENE 3aMEHEHbl COOTBETCTBYIOIUMHU
OCTaTKaMH HEYEJIOBEYECKOIro aHTUTeNa (HampuMmep, aHTUTENa, U3 KOTOPOro IMOJYYeHbI OCTATKU
CDR), Hanpumep, Uil BOCCTAHOBJICHUS WM YJIy4IIeHUs crneruuaHocTH win adOUHHOCTH
aHTHUTeNA.

[0093] OG30p ryMaHH3UPOBAHHBIX AHTUTEN U CIIOCOOOB WX TMOJYYCHHS MPEICTABJICH,

Hanpumep, B Almagro and Fransson, (2008) Front. Biosci. 13:1619-1633, onn Tak»e ONMUCaHsbl,
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Hanpumep, B Riechmann et al., (1988) Nature 332:323-329; Queen et al., (1989) Proc. Natl
Acad. Sci. USA 86:10029-10033; marentax CIIIA NeNe 5,821,337, 7,527,791, 6,982,321 u
7,087.,409; Kashmiri et al., (2005) Methods 36:25-34; Padlan, (1991) Mol. Immunol. 28:489-498
(rme omucaHO «BOCCTaHOBJIEHHE MoOBepxXxHOCTHY); Dall'Acqua et al., (2005) Methods 36:43-60
(rme onmcana «meperpynnuposka FR»); u Osbourn et al., (2005) Methods 36:61-68 u Klimka et
al., (2000) Br. J. Cancer, 83:252-260 (rme ommcaH MOOXOA «YIPABIISIEMOrO BBIOOpa» MAJIs
neperpynnuposku FR).

[0094] UYenoBeueckue KapkacHble OOJACTH, KOTOPbIE MOKHO HCIIOJB30BATh ISl
I'YMaHHM3ALWK, BKJIIOYAIOT, 0€3 OrpaHMYeHMs. KapKacHble O0JACTH, BbIOPAHHBIE C TOMOLIBO
METOla «HAWJIY4LIero COOTBeTCTBUS» (cM., Hampumep, Sims et al. (1993) J. Immunol.
151:2296); xapkacHble OO0JACTH, TOJYYEHHbIE M3 KOHCEHCYCHOH IOCJIeIOBATEIbHOCTH
YeJIOBEYECKUX AaHTUTEJ KOHKPETHOW MOATrPYIIIBI BapHabesbHbIX 00sacTel TshKeIol nenu (CMm.,
Hanpumep, Carter et al. (1992) Proc. Natl. Acad. Sci. USA, 89:4285; u Presta et al. (1993) J.
Immunol, 151:2623); 3penble (COMaTHUECKN MyTHPOBABIINE) YEIOBEUECKHE KapKacHbIe 00JIacTh
WK KapKacHble OOJIaCTH HeJIOBEUECKOHN 3aponbiieBOi nuHuu (cM., Hampumep, Almagro and
Fransson, (2008) Front. Biosci. 13:1619-1633); u kapkacHble 00JNacCTH, MOJNYYEHHbIE U3
cKkpuHUHTOBBIX OnOmmorek FR (cm., Hampumep, Baca et al., (1997) J. Biol. Chem. 272:10678-
10684 u Rosok et al., (1996) J. Biol. Chem. 271:22611-22618). OObHO 1)1 TONY4YEHUS
rymaansuposanHoro VHH ob6nactu FR B VHH 3amenstor Ha uenoBedeckue oOmactu FR. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUs HEKOTOpble ocTaTku FR uyenoseuyeckoro FR 3ameHeHbl
IUTSE yITyUIIeHust OMHO wik Oosiee coiicTB rymanusuposannoro VHH. Jlomenst VHH ¢ takumu
3aMEHEHHbIMH  OCTaTKaMM B HACTOALIEM  ONHCAHMM  IO-TIPEKHEMY  Ha3bIBAKOTCS
«T'YMAaHU3UPOBAHHBIMI.

[0095] B pa3znuuHbIX BapuaHTax ocyliecTBieHus Fc-yuactok, BximoueHHbit B CLEC12a-
CBSI3BIBAIOIIUI TTOJIUIENTH, MPEACTaBsAeT coOoN denoBedeckuil Fc-ydacTok mimm mpoucxomur
u3 yenoseueckoro Fc-yuacTka.

[0096] B HekoTopbIx BapuaHTax ocyiiectsieHus Fc-yuactok, BkimouenHbiii B CLEC12a-
CBSI3BIBAIOLIUI MOJUNENTH], TPOUCXOIUT U3 YesoBeueckoro Fc-yuacTka U COAEep KUT eeLHio
TPEX aMHUHOKUCJIOT B HIDKHEM LIapHuUpe, cooTBercTByromryto E233, L1234 u L1235 IgGl,
nMeHyemoil B HactosimieM onucaHud kak «xELL Fcy». Ilomunmentuast XELL Fc  He
B3auMoneHcTBYIOT ¢ FcyR u, Takum o0pa3om, Ha3biBatOTCA «3(PPEKTOPHBIMU MOTHAIIMMIY HITH
«3(pdexTopHBIME HYJIEBBIMI», OJHAKO B HEKOTOPBIX BapuaHTax ocyiiectBieHuss xELL Fc-
y4acTKM CBsi3bIBatoTCsl ¢ FCRn u, ciepoBaTenbHO, HMEIOT YBEJIUYEHHbINH NMEPUOA MOJTYKU3HU U
TPaHCLUTO3, CBsi3aHHbIN ¢ FcRn-onocpenoBanHoOM peuupKysiuei.

[0097] B HekoTOpbIX BapuaHTax ocyliecTsieHus Fc-yuactok, BkmoueHHbiii B CLEC12a-
CBSI3BIBAIOLIUI MOJUNENTH]], TPOMCXOAUT U3 UeJOoBeUecKOoro Fc-ydyacTka U COAEep>KUT MyTaluu
M252Y u M428V, Ha3piBaeMble B HactosieM onucaHuu «Fc-YVy». B HekoTOpbhIX BapuaHTax
OCYIIECTBJICHUs] TaKHUe€ MyTallMM yCHJIMBAKOT cBsA3biBaHMEe ¢ FcRn npu kuciom pH sHIocOMBI
(nmpumepHo 6.5), mpu 3TOM TepSIOT HETEKTHUPYEMOE€ CBsA3bIBaHME IpU HeilrpanbHoM pH

(mpumepno 7,2), uro olecrneunBaer ycuieHHY FcRn-omocpenoBaHHYHO perUpKyJSIIUIO U
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yBEJIMUYEHHBIN NEPUOA MONYKU3HU.

[0098] B HekoTOpbIX BapuaHTax ocyliecTsieHus Fc-yuactok, BkmodeHHbiii B CLEC12a-
CBS3BIBAIOLIUI MOJMUIENTUA, IPOUCXOAUT U3 YesoBeuecKoro Fc-ydacTka U COOep>KUT MyTaLuH,
IpeJHAa3HAYeHHbIE [JI1 TeTepOAMMEpPU3ALUU, KOTOPble B HACTOSIIEM OINUCAHUU HA3bIBAIOTCS
«BBICTYIIOM» U «BIAAMHON». B HEKOTOpBIX BapHaHTax OCyllecTBIeHUs Fc-ydacTok «BBICTyNa»
comepxuT myTtauutro T366W. B HEKOTOpBIX BapHaHTaX OCYIUECTBICHMs «BNaauHa» Fc-ydacTka
comepxxut myrtauuu T366S, L368A u Y407V. B HekoTOpbIXx BapuaHTax ocyluectsieHus Fc-
y4aCTKH, UCIIONb3yeMbIe I TeTepOIUMEPH3aLIiH, COAEePKaT AOMOJIHUTEIbHbIE MyTallUU, TAaKUe
kak wmyTtamus S354C B mepBOM ujieHe rerepoauMepHoi mapel Fc, koropas oOpasyer
ACHMMETPUYHBIN JHUCYIbGUA C COOTBETCTByrOIIer wmyTauueii Y349C Ha BTOpOM uiieHe
rerepoaguMepHod mapbl  Fc. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS OAWH 4JIEH
rerepoaumeproit mapsl Fc comepskur mogudukanuo H435R unn H435K nist mpenoTBpamieHust
cBsi3bIBaHUS ¢ OenmkoM A mpu coxpaHeHHH cBs3biBaHMs ¢ FcRn. B HekoTopeix BapuaHTax
OCYIIECTBIIEHHsI OJIUH WIEH rerepoauMepHoi mapsl Fc comepskut momndukanmro H435R umm
H435K, B TO Bpems Kak BTOPOH 4JieH reTeponuMepHoil napel Fc He Mmogudumposan mo H435.
B  pasnuuHBIX  BapMaHTax  OCYLIECTBJIEHUS  yAepKUBaeMbld  Fc-ydacTok — comep:kur
momudukammo H435R mmm H435K (B HekoTopeIx ciydasx, korma Mmoxudukamms H435R
Ha3bIBAeTCs «BMAAUHON-RY»), Torma xak Fc-ydactok BeicTyma He comepkuT moaudukauio. B
HEKOTOPBIX Clydasx MyTallMs BINaAWHBI-R yiydliaeT o4MCTKYy rerepoaumepa Mo CPaBHEHHUIO C
roMoiuMepHbIMHU Fc-ydacTkamu BnaiuHbl, KOTOPbIE MOTYT IPUCYTCTBOBATS.

[0099] Heorpanuuusarouiue WIIIOCTpaTUBHble Fc-ydacTku, KOTOpblE  MOXKHO
ucnonb3oBaTh B CLEC12a-cBsA3pIBaroIeM MOJUINENTUAE, BKIIOYAIOT Fe-yyacTku, copeprkaiiue
aMHHOKHUCJIOTHBIE nocienoBarenbHocTd SEQ ID NO: 74-109.

XUMepHbIE PEeLEeNnTOPbl U CKOHCTPYUPOBAHHDIE KIETKU

[00100] B HacrosileM ONHCAHUM IPEACTABJIEHbl XUMEpPHbIE AHTUI€HHBbIE PELENTOPbI
(CAR), wumeromue BHEKJIETOYHBIH JOMeH, coaepkamuii omauH wuiau  Oojnee CLECI12a-
cBs3piBarolux noMeHoB VHH, mpencraBneHHbIx B Hacrosiimem onucanuu. [Ipeanaraembie B
HacrosueM onucaHuu KOHCTPYKIuH CAR BKJIIOYalOT BHEKJIETOYHBIM JOMEH, COIEp KaLIHil
onuH wmm Oonee CLECI12a-ces3pBatomnx nomenoB VHH, tpancmemOpaHHBIH NIOMEH U
BHYTPUKJIETOYHYIO CUTHaJIBbHYIO0 obnacte. Onua uinn 6onee CLEC12a-cBs3pIBAIOIINX JOMEHOB
VHH, xoropblie 00pa3yroT aHTHreHCBsi3bIBatroLIyr0 equHuny CAR, CBA3BIBAIOTCS MM CIIOCOOHBI
cBsi3bIBaTh, T.e. HauenmuBarotcsi, CLEC12a ¢ pmocrarounoi adduuHOCTBIO Tak, yto CAR
SIBJISIETCS TIOJIE3HBIM B TEpaNuU AJis HALENMBAaHUS Ha KJIETKY WM TKaHb, SKCIPECCHUPYIOLIYIO
CLEC]12a.

[00101] CAR mnpencrapisitoT cOOOM CHHTETUYECKUE PEenTOopbl, OOBIMHO CONEpIKallie
BHEKJIETOUHBIH HALEJMBAOLINI/CBSI3bIBAIOIINNA (parMeHT, KOTOPbI aCCOLMHUPOBAH C OIHUM
i Ooree CUTHAJIBHBIMU JIOMEHAMH B OFHOHM CIIMTOM MOJIEKYJIe, KOTOpast SKCIPECCUPYETCsT Ha
MOBEPXHOCTH KIJIETKH, TakoH kak T-xmerka. Takum oOpasom, CAR oOBEOUHSIOT aHTUIEH-
cnenu(pUIHOCTh U CBOMCTBAa akTUBalMK T-KJIeTok B omHO# ciutol mojekyne. CAR mepsoro

MOKOJIEHUS] OOBIYHO BKJIFOUAJIM LIUTOIIA3MaTHUYECKYIO 00nacTh y-1ienu perenropa CD3zeta wnu
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Fcl B kauectBe curnanbHoro noMeHa. CAR nepBoro nmokosneHus ObUIH MpOTECTUPOBAaHbI Ha (ase
I KNIMHUYECKUX HCIBITAHUH Y TMALMEHTOB C PAKOM SIMYHUKOB, PakOM MoOdYek, Jumdomon u
HeMpoOnacTOMOM, rae OHM BBI3BIBAIM yMepeHHbIH oTBer (0030p Sadelain et al., Curr Opin
Immunol, 21(2):215-223, 2009). CAR BTOpPOro mokoyeHHs, KOTOpbIE COIEp>KAT CUTHAJIbHBIE
JIOMEHbI KOCTUMYJIHPYIOLIeH MoneKyJbl, Takoil kak CD28 n CD3zeta, obecneunBarOT IBOWHYIO
nepenady ~— CUTHQJIOB  JUIl  HANpaBJeHUS  KOMOMHUPOBAHHBIX  AKTUBUPYIOIIUX U
KocTUMYJIUpYomux curHaioB. CAR TpeTbero mokoJeHus SBJISIOTCS Oosee CIOXKHBIMU C TPEeMs
wiu Oonee curHabHBIMU ToMeHamu (0030p Sadelain et al., Cancer Discovery (3), 388-398, 2013
u Dotti et al, Immuno. Rev, 257 (1), 1-36, 2014).

[00102] B HexoTopbIX BapuaHTax ocyluecTBieHus npencrtasieHHbli CAR comepxut
CLECI12a-ces3piBaromuii nomen VHH. B Hekortopeix BapuanTax ocyuiectBieHus CAR
COZIEP>KUT IO MeHbIIel Mepe aBa fomeHa VHH, HalleeHHbIX Ha OUH win Oojiee aHTUIeHOB. B
OJIHOM W3 BapHaHTOB OCYLIECTBJIEHUs aHTUreHCBs3biBarouuil fJoMmeH CAR conepsxuT aBa uinu
no menbineit mepe nea CLEC12a-cBs3biBaromx nomena VHH, obecnieunBasi, Takum oOpa3om,
JByXBaJIEHTHYI0 MOJIEKYyJy. B OJHOM M3 BapHMaHTOB OCYIIECTBJIEHHUS AHTUIEHCBS3bIBAIOLIUI
JIOMEH cofepuT ABa uiu no Mesbiueil Mepe nsa CLEC12a-ceaspiBaromux gomeHa VHH, Ho
cBs3biBaeTcsl ¢ pasHeiMu smuTonamu Ha CLECI12a. B Takux ciy4asix aHTUTEHCBS3BIBAIOLIUI
nomeH coaepxkut nepsbiii CLEC12a-cBsaspiBatomuii nomen VHH, kotopblit cBsizbiBaeTCs €
nepseiM snutonoM CLECI2a, u Bropoil nomen VHH, KOTOpBIl CBsA3BIBa€TCS CO BTOPBIM
snuronoMm CLECI12a. Dnurombl MOryT mnepekpbiBaTbcs. Takum o0pa3soM, B HEKOTOPBIX
BapPUAHTaX OCYIIECTBJICHUs AHTUT'€HCBSA3BIBAIOIIUN NOMEH siBisieTcst OmmaparonssivM, a CAR
npeacrasisier codoi  OumaparonHeii CAR. B npyrom BapuaHTe  OCYIIECTBJICHUS
aHTUTeHCBsA3bIBarOUN foMeH copepxut asa CLECI12a-cea3biBatomux qomeHa VHH, xoropeie
CBSI3bIBAIOTCS C OTHUMU U TeMH ke snuronamu Ha CLEC12a.

[00103] TpancmemOpanneiii nomen CAR, mpencraBieHHbI B HACTOSIIEM OIMCAHMHU,
npenacTaBisieT coOOH JOMEH, KOTOPbIM OOBIYHO TEepPeCceKaeT WM CIIOCOOEH TepeceKaTb WU
MPOXONIUTH Yepe3 MIa3MaTUYECKYI0 MeMOpaHy U CBSI3bIBATHCS MPSMO HIIM KOCBEHHO (HampuMmep,
yepe3 cCredcep, TakOH Kak LIAPHUPHAS IOCIENOBATEIbHOCTh HMMMYHOMJIOOYJIMHA) C
BHEKJIETOYHBIM  aHTUI€HCBS3BIBAIOLIUM JOMEHOM M  3HJOIUIA3MATUYECKUM  y4YaCTKOM,
COZIE€p>KaIllM BHYTPHUKJIETOUYHBIN CUTHAJIBHBIA JOMEH. B OHOM M3 BapUaHTOB OCYILECTBJICHMUS
TpancMeMmOpannbiii  omeH CAR  mpeacraBuser coOoil  TpaHcMeMOpaHHYIO — 00acThb
TpaHCMeMOpaHHOTro Oenka (Hampumep, TPAaHCMEMOpPaHHBIX OeNKoB THma [), HMCKYCCTBEHHYIO
rupooOHY0 MOCNENOBATENBHOCTh WM WX KoMOWHamuu. B OgHOM W3 BapUAHTOB
OCYIIECTBJICHUS] TPAHCMEMOpaHHBIN ToMeH BkJtodaeT nomeH CD3zeta wiu TpaHCMEMOpPaHHBIH
nomen CD28. CrenmanmucraM B JaHHOW 00JacTH TEXHUKH OYOyT OUYEBHUAHBI Apyrue
TpaHCMeMOpaHHbIE JOMEHBI, KOTOPBbIE MOIYT OBITh HCIOJB30BAHBI B CBSI3U C BapHAHTAMHU
ocymectsieHust CAR, npencTaBieHHbIMU B HACTOSIIEM ONUCAHUM.

[00104] BuyTtpukierounas curHaibHas obsnacte CAR, mpencraBieHHas B HACTOSIIEM
ONHCAHWHU, CONEPXKUT OAWH WIM OOJiee BHYTPUKJIETOUHBIX CHUTHAJNBHBIX IOMEHOB, KOTOpPBIE

nepenarT CcurHain T-kJeTke MpU NPUCOENMHEHUH aHTUreHCBs3biBarolero aomeHa CAR,
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HanmpuMmep, TIpU CBA3bIBAHMM AaHTUIeHa. B HEKOTOpbIX BapuaHTaX  OCYLIECTBJICHMUS
BHYTPUKJIETOYHAs OOJACTh COAEPIKUT BHYTPUKIETOYHBIM CHTHAJNBHBIA JOMEH, KOTOPBIH
SBJIIETCS WM CONEP>KUT curHanbHelii gomeH ITAM. HnnroctpaTuBHBIE BHYTPUKJIETOUHBIE
CHUTHAJIbHBIE JIOMEHbI BKJIIOYAIOT, HAlpUMep, CUTHAJbHBIM JOMEH, MOJy4eHHbI u3 (-uenu
KoMmIuiekca T-KJI€TOYHOro peLentopa WM JI0OOro M3 €ro roMojoroB (Hampumep, M-Lelb,
FcsRly u B-uenm, mens MB 1 (Iga), B29 (Ig) menp um T.11.), uyenoseueckyro CD3-uemns,
nojunentuasl CD3 (A, & u €), TuposuHkuHazbl cemeiictBa syk (Syk, ZAP 70 u T. n),
TUpO3uHKUHA3bl cemeiicTBa src¢ (Lck, Fyn, Lyn u T.1.) U npyrue MONEKyJibl, y4acTBYIOIIUE B
tpaHcnykuuu T-knetok, takue kak CD2, CDS5, OX40 u CD28. B KOHKpeTHBIX BapHaHTax
OCYIIECTBJIEHHUs] BHYTPUKJETOYHAs CHTHAJIbHAs OOJNACThb COAEPKUT  BHYTPHUKJICTOYHBIN
CUTHAJIbHBIN JOMEH, MOJy4YeHHbIN U3 A3eTa-Lenu yeaoseueckoro CD3.

[00105] B HekOTOpbIX BapWaHTAaxX OCYLIECTBIECHUS BHYTPUKJIETOYHAS] CHUTHAJIbHAS
obmacte CAR MOXET [ONONHUTENBbHO CONEpKaTh BHYTPUKJIETOUHBIH CUTHAJIBHBIA JIOMEH,
MOJIyYE€HHBIM U3 KOCTUMYJIMPYIOIIEH MOJEKybl. B Takux mpuMepax TakOW CUTHAIbHBIA JOMEH
MOJKeT ycunuBaTh akTUBHOCTh CAR-T-kiieTok, HanpuMep, 3a CHeT yBeIUUYeHHs npourdepanuy,
BbDKMBAHHUS  W/WIM  Pa3BUTHA  KJIETOK  MaMsTH, IIOCIE€  aHTUTEH-CIeUn(UIEeCcKOro
B3auMOAeicTBYsl, Hampumep, no cpaBHeHuto ¢ CAR, koropwlii comepkutr Toibko ITAM,
colepKalluil curHainpHbelii gomeH, Hampumep CD3  n3era. B HekoTopbIx BapuaHTax
OCYIIECTBJICHUS] KOCTHUMYJIUPYIOIMUHA JOMEH TPEeACTaBisieT Cco0oi  (PYHKUMOHAIBHBIN
CUTHAJIbHBINA JIOMEH, MONy4YeHHbIH u3 Oenka, BeiOpaHHoro m3: CD28, CD137 (4-IBB), CD134
(0X40), Dapl0, CD27, CD2, CDS5, ICAM-1, LFA-1 (CD1a/CD18), Lck, TNFR-I, TNFR-II,

Fas, CD30, CD40 wumu wux KoMOMHauuu. B KOHKpETHBIX BapHaHTax OCYLIECTBIECHUS

>
KOCTUMYJIUPYIOLINHA CUTHAJBHBIN TOMEH MPOMCXOAUT WU TOIYyYeH U3 uesoBedeckoro Oenka. B
HEKOTOPBIX AaCHEeKTaX KOCTHUMYJMPYIOIIUNA CUTHAIbHBIA JOMEH NPOMCXOAUT WM MOJY4YeH U3
yejoBeueckoro CD28 unu uenoBeueckoro CD137 (4-1BB).

[00106] B HekOoTOpBIX BapuUaHTaxX OCYIIECTBJIEHUS KOCTHUMYJIUPYIOIIUN CHUTHAJIbHBIN
nomeH npoucxoaut ot CD28 unu 41BB.

[00107] B xoHkpeTHbIX BapuaHtax ocymecTsieHHs1 CAR nOMOJHUTENBHO COAEPIKUT
IIAPHUPHYKD  WIH  crelicepHyro  o0jacTb,  KOTOpas  COEOUHSET  BHEKJIETOYHBIH
AHTUTCHCBS3BIBAIOIIMNA TOMEH M TPAaHCMEMOpaHHBIN JOMEH. JTa IIapHUpPHAS WM CrelcepHas
00J1aCTh MOJKET UCIIOJIb30BATHCS AJIST OCTH)KEHUS PA3JINYHOMN UTMHBI U THOKOCTH MOJIy4aeMOro
CAR. Tlpumepsl MmapHUPHOH WM CrelicepHOl 00JacTH, KOTOpbIE MOXKHO HCIIOBb30BATh,
BKJIFOUAIOT, Oe3 orpaHuyeHus, Fc-pparMeHTrl aHTHTENT MM UX (PParMEeHThl WIH MPOU3BOJHBIE,
IIapHHUPHBIE OOJIACTH aHTUTEN WM UX (pparMeHTsl WiH npousBoaHble, odimactu CH2 anturen,
obmactu CH3 aHTHTEN, WCKYCCTBEHHBIE CIEfiCEpHBIE IOCIENOBATEIBHOCTH, HAIPUMED
NEeNTUIAHBIE TOCIENOBATENbHOCTH WM UX KoMmOmHammu. CrenuanucraM B JaHHOW oOjactu
TEXHUKH OyAyT OYEBHIHBI ApPYrue MIAPHUPHbIE WM CreiicepHble 00JacTH, KOTOPbIE MOTYT
UCTIONB30BAThCS. B OTHOM M3 BapHAHTOB OCYLIECTBICHHS LIAPHUP NPEACTABISIET COOOH MapHUP
1gG4 nnu mapuup CDSA.

[00108] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS CIeiicep U TpaHCMeMOPAHHBIN JOMEH
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NPEACTABISIIOT COOOH MIAPHUPHBIN U TPAHCMEMOpPAHHBIN fOMeH, nporcxosmue ot CD8.

[00109] B HacTOsilleM OMUCAHUU TAaKXKE MPEJOCTABICHA BBbIIEJIEHHAs KOHCTPYKLIUS
HYKJIEMHOBOM KHCJIOTBI, COJEp’Kallas IO MEHbLIeH Mepe OAHY HYKJIEHHOBYK KHUCJIOTY,
xogupyromyo CAR, kak NpenyCMOTPEHO B HACTOSINEM ONUCAHUM. B HEKOTOpBIX acmekTax
KOHCTPYKLHUS TIPeACTaBisieT coboit BekTop akcnpeccuu st skcrnpeccun CAR B knerke. Bekrop
HKCIPECCUU MOXKET ObIThb BHPYCHBIM BEKTOPOM. TEXHONOTHs BHUPYCHBIX BEKTOPOB XOPOLIO
W3BECTHA B JAHHOW oOyacTu W omucaHa, Hanpumep, B Sambrook et al. (Molecular Cloning: A
Laboratory Mannual, Cold Spring Harbor Laboratory, New York, 2013). J{ns nepeHoca reHoB B
KJIETKH MJIEKOMUTAOMUX pa3paboTaH psia BUPYCHBIX cHCTeM. Hampumep, HCIONB3YIOTCS
pPETPOBUPYCHI, TaKue KaK aJleHOBHUPYCHBbIE BEKTOPBHL. B OZHOM M3 BapHaHTOB OCYIIECTBIEHUS
HCIIOJIB3YETCsl IEHTUBUPYCHBIN BEKTOP.

[00110] B momosHUTENHPHOM acCIeKTe TaKXKe MPEAOCTaBJICHA BBIACICHHAS KIJIETKA WIH
NOMYJISIHST  KJIETOK, COAep’kamas OAHYy MM Oojee KOHCTPYKUMH HYKJIEHHOBBIX KHCIIOT,
ONMMCAaHHBbIX Bblle. Takke MpeACTaBlieHa BbIAEJIEHHAs] KIJIETKAa WIM MOMyJsALUs KIETOK,
reHeTnyecku MoauuiupoBaHHbX asi skcnpeccun CAR, mpencTtaBieHHOro B HACTOSILIEM
ornucanny. TakuM oOpa3oMm, B HACTOSIIEM OMHCAHUU TPENyCMOTPEHbl T€HHO-HH)KEHEPHBIE
KJIETKH, KOTOpBIE COAeprKar, Hanmpumep, ctaduinbHo 3kcnpeccupyioT CAR, npencraBieHHbIN B
HACTOSIIEM ONMHCAHWU. B OTHOM M3 BapMAaHTOB OCYILIECTBIIEHHS KJIETKY BBIOMPAIOT W3 TPYIIIHI,
cocrosimed m3 T-kmeTku, ecrectBeHHOH kuiuiepHoi (NK) kierkw, nurTorokcuyeckoro T-
mimpormra (CTL), perynstopHOii T-kieTku, reMONO3THYECKHX CTBOJIOBBIX KJIETOK H/HIIN
IUTFOPUIIOTEHTHBIX  SMOPHOHAIBHBIX/UHAYLIUPOBAHHBIX CTBOJIOBBIX KJIETOK. B HEKOTOpBIX
cnyuasx Kierka sisercs T-knerkoi, takod kak CD4 w/umm CD8 T-knerka. B HekoTopbIx
BapUAHTAX OCYINECTBJICHUS KIIETKH SIBJIIOTCS ayTOJOTMYHBIMU 1O OTHOLICHUIO K CYyOBEKTY.
Hanmpumep, B HEKOTOpBIX BapuaHTaX OCYLIECTBICHUS T-KJIETKH MOTYT OBITh BbIIENEHBI OT
nauueHta (Takke Ha3blBaeéMble MEPBUYHBIMH T-KJI€TKaMH) MAJIsl HMHXXEHEPUH, HarpuMep
TpaHC(hEKUUU WU TpaHCAYKIUU KOHCTpykiueir CAR, cocTosiei 3 HyKJIEMHOBOM KUCIIOTBI.

[00111] B wutroCTpaTUBHOM MpHMeEpe MepBUYHbIC T-KJIETKH MOTYT ObITh OYMIIEHBI €X
vivo (CD4 knerkn minun CDS8 kjeTku wiam U Te W JIpPyrue) U CTUMYJIHPOBAHBI arOHHUCTAMHU
TCR/CD28, Takumu Kak rpaHyibl, mokpbiTbie aHTH-CD3 antu-CD28 anturenamu. [locne 2- wiun
3-IHEBHOTO TpoIlecca aKTHBALMU PEKOMOMHAHTHBIN BEeKTOp sKcrpeccuu, konupyromuidi CAR,
MOJKeT OBbITh CTAOMJIBHO BBEJEH B MEPBUUYHBIC T-KJIETKH C MOMOIIBIO CTAHJAPTHBIX MPOTOKOJIOB
JEHTUBUPYCHOH  WJIM  PETPOBUPYCHOM  TPAaHCAYKLMM WM  CTpaTeruy  IUJIa3MUIHON
snexTponopauuu. Knerku Mo>KHO KOHTpONIMpoBaTh B oTHoweHuu skcnpeccun CAR, Hanpumep,
C NIOMOLIBIO MPOTOYHON LIUTOMETPHUM C UCIIOJNBb30BAHUEM AHTUA3MMTONHON METKU WUJIM aHTUTEN,
KOTOpbIE MEPEKPECTHO PEArupyrOT C HATUBHOW POAMTENBCKON MOJIEKYJION. T-KieTku, KOTopsle
skcripeccupyror CAR, moryt ObITh OOOTrameHsl MyTeM COPTHPOBKH C IOMOIIBI0 MEUYEHBIX
AHTUATIUTOIHBIX AHTUTEN MM MOTYT OBITh OOOTaIeHb! I TIOTYYEeHUSI BBICOKOTO MM HU3KOTO
YPOBHS 5KCIIPECCUU B 3aBUCUMOCTH OT IPUMEHEHUSI.

[00112] CAR renHO-uHXeHepHble T-KJIE€TKH MOTyT OBITh NPOAHAIU3UPOBAHBI IS

OLIEHKH COOTBETCTBYIOIIEH (DYHKUUU pa3MUYHBIMU criocobamu. B HEKOTOpBIX ciaydasx st
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OLIEHKN (YHKLHUU CKOHCTPYMPOBAHHBIX T-KJIETOK MOJKET HCIOJB30BATHCS aHAIU3 in Vitro
LIUTOTOKCUYHOCTH, Mponudepanuyl WM LUTOKUHOB (Hampumep, skcrnpeccun IFN-ramma).
HUnnrocTpaTUBHBIMM ~ CTAaHAAPTHBIMM  KOHEUYHBIMM TOYKAMHU  SIBJIIIOTCS TMPOLIEHT JIM3UCA
OIyXOJIEBOW JIMHUH, poimdepanns CKOHCTpYHUpOBaHHbIX T-kierok unn skcnpeccust IFN-ramma
Oenka B CylepHaTaHTe KyJbTypbl. B HEKOTOpBIX cClydasix CHOCOOHOCTb CTHUMYJIMPOBATh
aktuBanmioo T-kneroxk npu crumynsauuun CAR, Hampumep depe3 aHTUI€H, MOKHO OLEHUTD,
Harpumep, MyTeM MOHUTOPHHIA SKCIIPECCUN MapKepoB akTHBaLuy, Takux kak CD69, CD44 nnu
CD62L, nponudepanuu 1/ uiam npoay IUPOBAHUS [IATOKUHOB.

3KCHDCCCI/I$[ U IIPOAYIIMPOBAHHNE MOJIUIICNITHAOB

[00113] TIlpencraBieHbl  MOJIEKYJIbI ~ HYKJIEMHOBOW  KHCIIOTBL,  COAEp Kalue
NOJNUHYKJIeOTH b, KoTopble konupyroT CLECI12a-cBaspiBaromuii nojaunentun. B HexkoTopbIx
BapHaHTaX OCYILECTBICHUS] MOJEKyJa HYKJIEHHOBOM KHCJIOTBI MOXKET Takke KOAMPOBATh
JUAEPHYIO TOCJIENOBATEIbHOCTh, KoTOpas ympasisier cekperueit CLEC12a-cBs3piBaroiero
NOJIUMENTHIA, TPHYEM 3Ta JHAEPHAs IOCJIEAOBATEIbHOCTE OOBIMHO —OTIIETUISAETCS, |
CIeJOBaTeIbHO OHAa HEe TMPHUCYTCTBYeT B CeKpeTupyeMoM mnojunentune. JlunepHas
NOCJIEIOBATENbHOCTh MOKET OBITh JIMAEPHOH IMOCIENOBATENbHOCTBIO HATUBHOW TSDKEJIONW LIETH
(v VHH) nnu MoskeT OBITh Ipyroil reTepooruuHON JIUASPHON TOCIEI0BATENbHOCTHIO.

[00114] MonekyJibl HyKJIEHHOBOH KHUCJIOTBI MOTYT OBITh CKOHCTPYHPOBAHBI C TIOMOIIBIO
metonoB pekomOuHanTHON JIHK, obmenpuHsaTeix B naHHOH obnactu. B HEKOTOpPBIX BapuaHTax
OCYIIECTBIIEHHUsI MOJIEKYyJia HYKJIEMHOBOW KHCIJIOTBI NPENCTABJSET COOONH BEKTOP SKCIIPECCHUH,
KOTOPBIH MOIXOANT JAJIsI SKCIIPECCUH B BHIOPAHHOI KIIETKEe-XO35IMHE.

[00115] IlpencraBieHbl BEKTOPBI, COAEPXKALIME HYKIEWHOBbIE KHUCJIOTBI, KOTOpbIE
xoaupyroT CLECI12a-cBa3piBarolye MOJUNENTHBI, NPEACTABIECHHbIE B HACTOSIIEM ONHUCAHUU.
Takue BexTOpbl BKIOYAKOT, Oe3 orpanmuenus, JJHK-BekTopsl, (aroBeie BEKTOpPbI, BUPYCHBIE
BEKTOPBI, PETPOBUPYCHBIE BEKTOPHI U T.1. B HEKOTOPBIX BapHaHTaX OCYLIECTBIEHHS BBIOUPAIOT
BEKTOp, KOTOPBI ONTHMHU3UPOBAH JUJISl SKCIPECCUH IMOJUMENTHIOB B XKEJIA€MOM THUIIE KIIETOK,
taknx kak CHO knetku unu kierky, noiaydennsie n13 CHO, unu knerkax NSO. ITpumeps! Takux
BEKTOPOB OMKcaHbl, Harpumep, B Running Deer et al., Biotechnol. Prog. 20:880-889 (2004).

[00116] B Hekoropeix BapuaHtax ocyinectsieHuss CLECI12a-cBsa3piBaromuii
MOJIUMNENTHST MOXET JKCIIPECCUpPOBAaTbCA B  IMPOKAPUOTHUECKUX KJETKaX, TaKuX Kak
OaKkTepHaNbHbIE KJIETKH, HJIU B SYKAPHOTHYECKUX KJIETKAX, TAKUX KaK KJIETKH rpUOOB (TaKHX KaKk
IOPOKAKH), KJIETKH PACTEHUH, KJIIETKH HACEKOMBIX M KJIETKH MIIEKOMHUTAKOMINX. Takast 5KCIpeccHs
MOJKET OCYILECTBIISITbCS, HAIPUMEP, B COOTBETCTBUU C MPOLIEAypaMH, U3BECTHBIMU B JTAHHOM
obnactu. IIpuMepbl 3yKapHOTHYECKUX KIIETOK, KOTOPbIE MOXHO HCIIOJIb30BAaTh JJISI SKCIIPECCUU
MOJIUTIENITHIOB, BKIIIOUArOT, 0e3 orpanuyenus, kinetku COS, Bkmouas kierku COS 7; kinetku
293, Bxumrouasi knetku 293-6E; xknerku CHO, Bkmouas knmetku CHO-S, DG44.Lecl3 CHO u
kaetkn FUT8 CHO; xnerku PER.CO6® (Crucell); u knerku HCO. B HekoTOpbIX BapHaHTax
ocymectsieHus: CLEC12a-cBs3bIBarolye NOJUNENTH b MOTYT 3KCIIPECCUPOBATHCS B JPOAOKAX.
Cwm., manmpumep, nmybnukauuto 3asBku Ha mateHT CLIA Ne US 2006/0270045 A1. B HeKOTOpBIX

BAPUAHTAX OCYIIECTBJIEHUS KOHKPETHYIO 3YKAPHOTHYECKYIO KIJIETKY-XO3MH BBIOMPAIOT Ha
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OCHOBE €€ CIOCOOHOCTH TPOU3BOAMTH JKEJaeMble MOCTTPAHCISLMOHHBIE MOAU(DUKALIUH
nojunentuaa. Hanpumep, B HeKOTOpBIX BapraHTax ocymectsiueHus kietku CHO npoaynupyrot
NOJIMMENTH/IbI, KOTOpblE MMEIOT 0OoJjieeé BBICOKMI YpOBEHb CHAJMPOBAHUS, YE€M TOT XKe
MOJIUMENTHL, IPOAYLIUPYEMBIM B KIIETKax 293.

[00117] BBenenune omHOi mim Oojiee HYKJIEMHOBBIX KHCJIOT (TaKUX KaK BEKTOPHI) B
KEJAEMYI0 KJIETKY-XO35UH MOXKET OBITh BBIMOJIHEHO JIOOBIM CHOCOOOM, BKJIFOYAs, ITOMHMO
npoyero, TpaHcheknuo ¢ (ochaTom KambimsA, TpaHCheknuo, omnocpenoBanHylo DEAE-
JIEKCTPAHOM, TPAHC(PEKLHUIO, OMOCPEAOBAHHYK KATHOHHBIMHU JIUIHIAMH, SJEKTPOIOPALHIO,
TpaHcAyKLuio, HHpekuuto u T.11. HeorpaHnuymparoiiie npuMepsl CliocoO0B ONMUCAHbI, HATPUMED,
B Sambrook et al., Molecular Cloning, A Laboratory Manual, 3 ed. Cold Spring Harbor
Laboratory Press (2001). HykJienHOBbIE KHCIOTBI MOXKHO BPEMEHHO WM CTaOWUIIBHO
TPaHCPUIIUPOBATD B KEJTAEMbIE KJIETKH-X0351€Ba JIOOBIM MMOIXOASIINM CIIOCOOOM.

[00118] Taxke mpencTaBlieHbl KIETKH-XO035I€Ba, COIAEpIKAIIUe JIOOYI0 M3 HYKJICHHOBBIX
KHUCJIOT WJIM BEKTOPOB, PACKPBITBIX B HACTOSINEM ONUCAHUH. B HEKOTOPBIX BapHaHTax
OCYIIECTBJIEHUs]  NpPEACTaBle€HAa  KJIEeTKa-Xxo3duH, KoTtopas skcnpeccupyer CLECI12a-
CBSA3BIBAIOLMI  MOJUNENTHJ, MpPeACTaBlIeHHbII B HacTtosAweMm onucaHuu. CLECI12a-
CBSI3bIBAIOIIUE MTOJIUMIENTHIBI, SKCIIPECCUPYEMBIE B KIIETKAX-X0351€BaX, MOXKHO OUUCTHUTh JIFOOBIM
NOAXONALINM METONOM. Takue MeTompl BKIIOHYAKT, 03 OrpaHu4YeHHs, HCIOJIb30BAHNE
apduHHBIX MaTpun wiu xpomartorpaduro runpododbHOro B3aumonericTeus. Ilomxonsinue
apdunnble yurangel BKModaroT ROR1 ECD m areHTsl, KOTOpbIE CBS3BIBAIOT FC-ydacTku.
Hanpumep, ansa cesaseiBanust Fc-ydactka u ounictku CLEC12a-cBs3bIBaOINEro MOJUNENTHA,
KOTOpbIH conmepkut Fc-yuacTok, MoxkeT ObITh HCIONB30BaHA KOJOHKA ¢ Oenkom A, 6enxom G,
O6enxkom A/G wimM KOJOHKAa ¢ UMMOOWIM30BAHHBIM AHTUTENOM. JUJIi OYMCTKM HEKOTOPBIX
HOJIMIIENITH/IOB, TAKMX KaK aHTHTENA TAKXKEe MOXET MOAXOAUTh ImapodoOHast MHTepaKTHBHA
xpomatorpadusi, HanpuMmep, Ha OyTHIIbHON MM (EHUIIBHOM KOJIOHKe. J{JIs OYMCTKH HEKOTOPBIX
TIOJIUTENTHIOB, TAKMX KaK aHTHUTENA, TAK)KE MOXKET MOIXOAUTh HOHOOOMEHHasi XpomaTtorpadust
(Harmpumep, aHMOHOOOMEHHAast XpoMaTorpadusi U/ Ui KaTHOHOOOMeHHasi xpoMarorpadust). s
OYHCTKH HEKOTOPBIX MOJUIENTHIOB, TAKHX KaK aHTHTEJNA, TAK)KE MOXKET MOIXOAUTb CMEIIAHHAS
xpomarorpadus (Harmpumep, oOpareHHO-(a30Bas/aHHOHHO-O0OMEHHas, oOpalieHHO-
(hazoBas/KaTHOHHO-OOMEHHas, rHIPOQUIBHOTO B3aMMOJIEHCTBIS/aHUOHHO-OOMEHHas,
ruaIpOQUIBHOTO B3aMMOAEHUCTBUS/KATHOHHO-OOMEHHAss U T.A.). B NMaHHOW 00NacTH TeXHHKH
W3BECTHBI MHOTHE METOJIbI OUHCTKH MOJIUMIENTHIOB.

[00119] B Hekoropeix BapuaHtax ocyinectsieHuss CLECI12a-cBsa3piBaromuii
NOJIUMENTH TPOAYLHUpPYeTCcs B OeckieToyHol cucteme. HeorpaHnumBaromue mnpUMeEpbI
OeCKJIETOUHBIX CHCTEM OIMUCAHBI, HanpuMep, B Sitaraman et al., Methods Mol. buon. 498:229-44
(2009); Spirin, Trends Biotechnol. 22:538-45 (2004); Endo et al., Biotechnol. Adv. 21:695-713
(2003).

[00120] B HexoTopbIx BapuaHTax ocyiiectsieHus mnpencrasiedst CLECI2a-
CBSI3bIBAIOIIME TOJUMENTUABI, MOJYYeHHbIE OINMCAHHBIMH BbIIE crocoOamu. B HeEKOTOpBIX

BapuanTax ocymectsieHuss CLECI12a-cBs3bIBalOIUM  MOJMUMENTHA TOJYYalOT B  KJETKe-
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xo3siuHe. B Hekoropbix BapuaHTax ocymectBiaeHuss CLEC12a-cBs3bIBaOIMNI MONMUIENTH]
NOJIy4aroT B OecKJeTouHOW cucteme. B HekoTtopeix Bapmantax ocymectsienus CLECI2a-
CBSI3BIBAIOLIMI MOJIUIENTH OUUILAIOT. B HEKOTOPBIX BapUAHTaX OCYILECTBIEHUS MpeiCTaBleHa
cpena 1JIsl KyJIbTUBUPOBaHUS KJIETOK, conepxkainas CLEC12a-cBsa3biBato il NOJUINIENTU.
[00121] B HexOTOpBIX BapHaHTaX OCYILECTBJIEHUS IPEIACTABJICHbl KOMIIO3HLINHY,
COZIepIKalliie aHTUTEJNA, OJTyUYeHHbIe OMMCAHHBIMU BhILIE crioco0amMu. B HEKOTOpBIX BapuaHTax
ocymectBieHus: komrnozuuus copepxut CLEC12a-cBa3bpIBatomuii NOJUNENTH I, TOJTYYSHHbIN B
KJIeTKe-X03s51He. B HeKOTOpBIX BapuaHTax ocyliecTsiieHus: kommnosuuus coxepxutr CLEC12a-
CBSI3bIBAIOIIUI TOJMIIENTH, TOJTy4YEeHHBIN B OECKJIETOYHOIH cucTteMe. B HEKOTOpBIX BapHaHTax
OCYLIECTBJIEHUST KOMIO3UIHs conepkuT ountneHHbiii CLEC12a-CBs3bIBaIOIMI MOTUIETTHI.

UnarocTpaTUBHBIE _cOCOOBI _jieueHusi 3aboneBanuii ¢ ucnonb3oBanuemM CLEC12a-

CBA3BIBAIOIINX MOJIUINICOTHIOB

[00122] B HEKOTOpPBIX BapUaHTaX OCYLIECTBJIEHHs INPEICTABJIECHBI CIOCOOBI JICUSHHS
3aboseBanus y MHIUBUAYyMa, BKIrodatoiue Benenue CLEC12a-CBsI3bIBAOIIEro MOJUNENTHIA
unn  kierok, skcnpeccupyromux CLECI2a-ces3piBatomuii  nmonunentua. B HEKOTOPBIX
BApPUAHTAaX OCYIIECTBJICHUSI TPEACTABJICHbI CIIOCOOBI JIeUEeHUs paka y UWHAMBHAyyMma. B
HEKOTOPBIX BAapUAHTaX OCYIIECTBIIEHUS TpeAcTaBiieHbl crnocodbr jeuenuss CLECI2a-
skcrpeccupyromero win CLEC12a-nonoxkurensHoro paka y nHausuayyma. Crocod BKirOYaeT
BBeneHue nHAuBUAY 3(dexruHoro konudecrsa CLEC12a-CBs3bIBAIOLIETO MOJIHUIENTHAA HITH
kietok, skcnpeccupyrouux CLEC12a-cBa3pBaromuii  MOJUMENTH, IPEACTABJICHHBIA B
HacTosleM onucaHud. B Hekoropbeix BapuaHtax ocyiuectsieHuss CLEC12a-cBs3biBaromiuii
MOJIMMENTHST HUCHOJIb3yeTCs JUIsl  nepeHoca uurorokcuyeckoro arenra B CLECI12a-
SKCIPECCUPYIOLIYIO KJIEeTKy. B HekoTropeix Takux Bapuantax ocyuiectsiaeHuss CLECI12a-
CBA3BIBAIOLIUI MOJIMIENTUA COAEPKUT CBA3BIBAOIIUN JOMEH, KOTOpPBI CBS3BIBAETCS C
uutorokcudeckon  T-kmerkoin wnmu  NK-kierkoil. B HEKOTOpBIX TakuX  BapHaHTax
OCYIEeCTBJIEHUs CBsI3bIBAOLIUI 1oMeH cBsizbiBaeTcs ¢ CD3, T-knerounsm perentopom (TCR)a,
TCRp, CD28, CD16, CD32A, CD64, CD89, NKp46 unun NKG2D. B HEKOTOpBIX BapHaHTax
OCYIECTBJICHHs CBS3BIBAIOIIUN JOMEH MoxeT ObITh aoMeHoM VHH wim cBsisbBaromumm
JOMEHOM aHTUTEJA, COMAEPKAIlMM BapuabeNbHYI0 O0JNACTh TSDKENIOW LEenmd W BapuadeNbHYIO
obnactb nerkoi nenu, Takyr kak VH/VL, scFv, ¢parment Fab u T.1.

[00123] B Hekoropeix BapuaHtax ocyinectsieHuss CLECI12a-cBsa3piBaromuii
NOJIUMENTHT CBS3aH C LUTOTOKCHMYECKHMM areHToM ¢ o0pa3oBaHHEM HMMMYHOKOHBIOTaTa. B
TaHHOM 00JIACTH M3BECTHBI PA3JIMYHbIE HCIIONIb3yEMbIE B IMMYHOKOHBIOTATaX [IUTOTOKCUYECKHE
areHThl, KOTOPbIE BKIIOYAIOT, O0€3 OrpaHHUYeHMs], KAJINXCAMHULIUHBI, ayPUCTATHHBI, T0JACTATHHBI,
TyOyJNUIMHBL,  MAaWTAaH3UHOUABL,  KPUNTOQULHUHBL,  AYOKAPMHLMHBL,  3CHEPAMHLIUHBL
NUPPOI0OEH30ANA3ETTNHBI M SHANWHOBBIE AaHTHOUOTHKH.

[00124] B Hekortopeix BapuaHtax ocyiuectsiaeHuss CLECI12a-cBsa3piBaromuii
NOJIMMENTHT TPEACTaBIsieT COOONH XMMEpPHBIM AHTUI€HHBIN PenenTop, SKCIPEeCCHPYEMBbIH Ha
uTorokcudeckor kierke, Takoi kak T-kierka (CAR-T) mim NK-knerka (CAR-NK). Takue

METOAbI JICHCHUSA MOIYT NPUMCHSATBHCA Y J'II-OI[GfI WA KUBOTHBIX. B HEKOTOPBLIX BapHUaHTaAxX
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OCYIECTBIIEHHSI ITPECTABIEHBI CIIOCOOBI JICUEHUS JIFOIEH.

[00125] Heorpanuuusaroliye WIIOCTPATUBHbIE BUABI paka, KOTOPbIE MOXKHO JIEYUTh C
nomouibto CLEC12a-cBsA3pIBaOINUX MOJUNENTUIOB UIH KJIETOK, akcnpeccupyromux CLEC12a-
CBSI3bIBAIOIME MOJIUNENTUABL, MPEIACTABICHHbIE B HACTOALIEM ONMCAHUH, BKJIOYAIOT, Oe3
orpanuueHus, muMpomy;, numpomy XOMKKHHA, HEXOIKKMHCKYIO JuMmpomy; B-kierounyro
AUM(pOMY; HU3KOH CTENeHM 3JI0KAYeCTBEHHOCTH/(DOIIMKYJIAPHYIO HEXOKKHHCKYIO JTHM(POMY
(HXJT), HXJI u3 MaJIbIX TMMGOIIUTOB (MJT); cpenHen CTeTeHU
3nokadecTBeHHOCTH/ posmukysipayro HXJL, nuddysnyro HXJI cpenHeit cTemeHu TsDKECTH;
ummyHoOnacTHyr0o HXJI BBICOKOH CTemeHu 3J0KadecTBEHHOCTH, JsuMpodnactHyro HXJI
BBICOKOH CTeneHu 3y10kadecTBeHHOCTH; HXJI n3 Menkux HepaclenieHHbIX KJIETOK C BBICOKOHN
CTETEHBbIO 3JI0Ka4eCTBEHHOCTH, oO0beMHyrd HXJI, numdomMy U3 KIETOK MAaHTUHHOW 30HBI;
mimpomy, ceszannyro co CIIMJom;, wmakporioOynmunemuro BanbaeHcTpema, ocTpbiid
muenonaHblil Jeriko3 (OMJI); xponmueckuii mumdoneiikos (XJIJI); octpeiii mum¢odnacTHbIH
neiiko3 (OJIJI); BOJOCATOKJIETOUHBIN JIEHKO3;, XPOHUYECKH MHUEJIOONACTHBIN Jieiko3. B
HEKOTOpBIX BapuaHTax ocymecTtBieHus: pak sBisgercss CLECI12a-skcrpeccupyromum (T.e.
CLEC12a-1monoKuTeIbHbIM PAKOM).

[00126] CLECI12a-cBs3biBatoliyie MOJUMENTUABI WM KJIETKH, 3KCIPECCUPYIOLINe
CLEC12a-cBsa3bIBarOIiNe MOJHUIENTHABL, MOKHO BBOAWUTH NPHU HEOOXOOMMOCTH CyOBEKTaM.
Omnpenenenne 4aCTOThI BBEIEHUSI MOXKET OBITh BBIITOJHEHO CIIELUANMCTAMHU B JAaHHOH o0JjacTwy,
TAKUMH KaK JieJal(uil Bpad, ¢ YIETOM COCTOSIHMS, IOAJIEIKAIIETrO JISYUEHUI0, BO3pacTa CyOBeKTa,
HOJUIEXKALIETO JICYEHUIO, TSDKECTU COCTOSHHSL, TOAJIEKAIIEro JIEYEHUI0, OOIIero COCTOSHUS
310pPOBbsl MALIMEHTA, MOJJIEKAIIETO JIEYEHHIO, U T.II. B HEKOTOpPBIX BapuaHTaxX OCYLIECTBJIECHUS
s¢ppextuBnyro no3y CLECI12a-CBA3BIBAIOLINX MOJUIMENTHIOB WIH KJIETOK, SKCIPECCHPYIOIINX
CLEC12a-cBs3bIBarolIye NOJHUIIENTHABIL, BBOIAT CYyOBEKTY OfMH MM Oojee pa3. B HekoTophIx
BapuaHTtax ocymectsienus s¢¢dextusnyo 103y CLECI12a-cBA3BIBAIOLINX MOJUIIENTHAOB HIIH
kietok, askcnpeccupyromux CLEC12a-cBsi3biBaloIMe TMOJUIENTHIBL, BBOOST CYOBEKTY
€XEIHEBHO, pa3 B HEENI0, €XEeHeNeJIbHO, KaXKAble JBEe HENeNU, ONUH pa3 B Mecsl U T.nI.
OddextuBnyro no3y CLEC12a-cBA3bIBalOIEro MOJUNENTHAA WK KJIETOK, SKCIPECCUPYIOIHNX
CLEC12a-cBsa3bIBarOIIMN TOJMIIENITH, BBOIAT CYOBEKTY IO MEHbIIeH Mepe onuH pa3. B
HEKOTOpBIX ~BapwaHTax ocymecteiaeHns >¢dextuBHyro 103y CLECI12a-cBs3biBaromero
MOJINTIENITHIA WIH KJIETOK, skcnpeccupyrommx CLEC12a-cBA3bIBatOUINI MOJUTIENTH, MOXKHO
BBOAUTb HECKOJIBKO Pa3, B TOM 4YHCJie HECKOJBKO pa3 B TeUEHHUE M0 MEHbILEeH Mepe Mecsla, 1o
MeHbIIeH Mepe LIECTU MEeCSLIEB WIH 110 MeHbIleH Mepe rofa.

[00127] B HekOTOpBIX BapHaHTax OCYLIECTBICHHs (HapMaLEeBTHUECKHE KOMIO3HLIUU
BBOAST B KommdectBe, d(dextuBHOM miisa  sedenust (BKIrO4as MNpOQHIAKTHKY) paka.
Tepanesrudecku 3¢ (HeKTHBHOE KOIUIECTBO OOBIYHO 3aBUCHT OT BeCa CYOBEKTa, MOABEPraeMOro
JEYSHHUI0, €ro MWin ee (HU3UUEeCKOro COCTOSIHHS WM COCTOSIHHS 3JIOPOBbs, CTEINEHH
pacIpOCTPAaHEHHOCTH COCTOSIHMSL, —IOJJIEKAINero JIEUEHWI0, WJIM BO3pacTa CyObeKTa,
nojexaniero yedeHuro. OObIMHO aHTHTENa MOXKHO BBOJAUTH B KOJUUYECTBE OT mpumepHO 0,05

MI/Kr Beca Tena o mpumepHo 100 Mr/kr Beca Tena Ha A03y. B HEKoTOphIX BapuaHTax
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OCYIIECTBIIEHHsI aHTHTENA MOXKHO BBOAMTDH B KOJIMYECTBE OT MpuMepHO 10 MKI/Kr Beca Tena 10
npumepHo 100 Mr/kr Beca Tena Ha A03y. B HEKOTOPBIX BapMaHTax OCYLIECTBIEHUS AHTUTENA
MO>KHO BBOAUTBH B KOJMUYECTBE OT MpuMepHO 50 MKI/KT Beca Tejia A0 MPUMEPHO 5 MI/KI Beca
Tela Ha 7A03y. B HEKOTOprRIX BapuaHTax OCYLIECTBJIEHMsI AaHTUTENAa MOXKHO BBOIUTH B
kosmyecTBe oT npumepHo 100 Mkr/kr Beca Tena no nmpumepHo 10 mr/kr Beca Tena Ha Ao03y. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHHs AHTUTE]IA MOXHO BBOJAUTDH B KOJMUYECTBE OT MPUMEPHO
100 mxkr/kr Beca Tema no mpumepHo 20 MI/Kr Beca Tena Ha 103y. B HEKOTOpBIX BapuaHTax
OCYIIECTBIICHHS] AHTUTEa MOKHO BBOJIUTH B KOJIMYECTBE OT mpuMepHO 0,5 MI/Kr Beca Tena 10
npumMepHo 20 MI/Kr Beca Tejla Ha J03y. B HEKOTOpPBIX BapHaHTaX OCYINECTBJICHUS aHTUTENA
MO’KHO BBOJUTH B KOJIM4ECTBE OT mpumepHo 0,5 MI/kr Beca Tena 1o npumepHo 10 mr/kr Beca
Tela Ha 703y. B HEKOTOprIX BapuaHTax OCYILIECTBJIEHMs] aHTHUTENa MOXKHO BBOIUTH B
konmdectBe ot npumepro 0,05 Mr/kr Beca Tena g0 npuMepHo 20 MI/Kr Beca Tena Ha 103y. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHMs aHTHUTENAa MOXHO BBOJAUTH B KOJMYECTBE OT MPUMEPHO
0,05 wmr/kr Beca Tena no nmpumepHo 10 MI/Kr Beca Tena Ha J03y. B HEKOTOPBIX BapHaHTaX
OCYIECTBIIEHHS AHTUTENIA MOXKHO BBOIUTD B KOJIMYECTBE OT MPUMEPHO 5 MI/KI Macchl TeJia M
MeHee, HarpuMep, MeHee 4, MeHee 3, MeHee 2 Wi MeHee | MI/Kr aHTuTena.

[00128] B  Hexoropeix BapuaHtax ocyuectBieHus CLECI2a-cBs3biBarolue
MOJIUNENTHU bl WIIH KJIeTKH, skcnpeccupyromue CLEC12a-cBsa3bIBarolye noJunenTHAbL, MOKHO
BBOIUTh 1IN VIVO pa3IUYHBIMU TYTSAMH, BKJIOYas, O€3 OrpaHWYeHHs, BHYTPUBEHHBIM,
BHYTPUAPTEPHUATBHBIM, TAPEHTEPAIBbHBIM, BHYTPHOPIOMINHHBIM WIN MOAKOKHBIM. [Tonxonsmuit
COCTaB U IyTh BBEAECHUS MOTYT OBITh BBIOPAHBI B COOTBETCTBUH C LIEJIEBBIM IPUMEHEHHEM.

[00129] B HekOTOpBIX BapuUaHTaxX OCYILECTBJIEHUS TEPANEeBTHUUECKOE JIEUEHHEe C
ucnonpzoBanueM CLEC]12a-cBs3piBaromero MOJUNENTHAA AOCTUTAETCs MyTeM HalLEeIMBaHUs
nurorokcudeckoro areHra Ha CLEC12a-skcnpeccupytomnyto kierky, Takyro kak CLECI2a-
SKCIIPECCUPYIOIasi pakoBasi KjieTka. B HeKoTopbIx Takux BapuaHnrax ocymectsieHuss CLEC12a-
CBSI3BIBAIOIIUI  TOJIMIENTU TPEACTABIsieT COOOH XUMEPHBIM aHTHIEHHBIA pPELEenTop,
SKCIPECCUPYEMBII Ha IMTOTOKCUYECKON KJleTKe, Takoi kak T-kierka unn NK-kierka.

dapmaneBTHUECKHE KOMITO3UIINHU

[00130] B HekoTOpbIX BapuUaHTax OCYILIECTBJIEHHs KOMIIO3HLMM, COJAEpIKallie
CLEC]12a-cBsa3piBaroliue MOJUIMENTUIBL, TMPEACTaBIeHbl B COCTABaX C IIUPOKUM CIIEKTPOM
(dapmaneBTHUECKH pUeMIIEMBbIX HocuTenel (cM., Hanpumep, Gennaro, Remington: The Science
and Practice of Pharmacy with Facts and Comparsions: Drugfacts Plus, 20th ed. (2003); Ansel et
al., Pharmaceutical Dosage Forms and Drug Delivery Systems, 7th ed., Lippencott Williams and
Wilkins (2004); Kibbe et al., Handbook of Pharmaceutical Excipients, 3 ed., Pharmaceutical
Press (2000)). JloctymHbl pasnudHble (apMaleBTHUECKH NPHEMIIEMble HOCHUTENH, KOTOPBIE
BKJIFOUAIOT HOCHTENH, aIbIOBAHTHI U pa3dasurennu. Kpome Toro, Takye AOCTYIHBI pa3iMYHbIE
dapMareBTHUECKH MPUEMJIEMbIE BCIIOMOTATeNIbHbIE BEILIECTBA, TaKUe Kak peryysatopel pH u
Oy(depHble areHThl, areHTbl, PEryJIUPYIOLINEe TOHUYHOCTh, CTAOMIIM3ATOPHI, CMAYMUBAIOLIHE
areHThl U T.11. HeorpaHu4mBarouye WUTOCTPATUBHBIE HOCUTENHN BKIIOYAIOT (PU3UOJOrHIECKH I

pacTBop, 3a0y(depeHHbIH PU3NOJOrHUECKUI PacTBOpP, AEKCTPO3Y, BOAY, TNIULEPUH, 3TAHON U UX
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KOMOWHALIHH.

[00131] B HekoTOpBIX BapHaHTaX OCYIIECTBICHHUsS (hapMaleBTUYECKAs KOMITO3ULIUS
conepxut CLEC12a-cBA3bIBarOLINIA MOJUNENTHA B KOHLEHTPALMU 110 MeHblIel Mepe 10 mr/mi,
20 mr/ma, 30 mr/mi, 40 mr/mn, 50 mr/m, 60 mr/mon, 70 mr/mi, 80 mr/mi, 90 mr/min, 100 mr mu,
125 mr/mm, 150 mr/mo, 175 mr/mi, 200 mr/mi, 225 mr/mot uina 250 mr/mo.

KomOunupoBanHas Tepanust

[00132] CLECI12a-cBsi3pIBatolye MOJIUIENTHIbl WIH CKOHCTPYHUPOBAHHbBIE KJIETKU I10
HACTOSIIEMY H300PETEeHUI0 MOKHO BBOOUTH OTAEIbHO WM B KOMOWHALMU C APYTHMH
croco0amMH JIEYeHHUs, TAaKUMH KakK JPyrHe NPOTUBOPAKOBbIE cpenctBa. OHH MOryT OBITh
NPEAOCTABIIEHBI JIO, 1O CYLIECTBY OJAHOBPEMEHHO C JAPYTHMH CIOCOOAMHM JIEYEHHUS] WU TOCHe
HUX (T.€. OJHOBPEMEHHO WJIM IIOCJENOBATEIbHO). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CTHOCO0 JIEUEHUs!, TPEICTABIECHHBII B HACTOSIIEM OIMCAHUN, MOXKET JOTIOJIHUTENbHO BKJIFOYATh
BBEJIEHUE: JIyUeBOH Tepanuy, XUMUOTEepAIuy, BAaKLIMHALIMY, HAIIPaBJIEHHON MPOTHUBOOIMYXOJEBOM
tepanuy, CAR-T-kneToyHOl Tepanuu, OHKOJIUTHYECKONH BUPYCHON Tepanud, UMMYHOTEparuu
paka, LHUTOKHHOTEPANUH, XUPYPTHUECKOW pe3eKINH, MOAU(DUKALUN XPOMATHHA, aOJsIuy,
KpUOTepanuy, aHTUCMBICJIOBOIO areHTa npoTtus omnyxoseBoil muinenu, MUPHK arenra nportus
onyxosesol  muineHd, MukpoPHK areHra npoTtuB  onyxoneBoH  MHINEHM — WIH
POTHBOPAKOBOT0/OMyXOJIEBOTIO CPECTBA MIIH OMOJIOTHYECKOT0 CPEACTBA, TAKOTO KaK aHTHUTEJIO,
LIUTOKHUH WJIH OeJIOK CIUsiHUS FC-BHEKJIETOUHBIN pelenTOPHBINA JOMEH.

[00133] B Hekoropeix BapuaHtax ocyiuectsienuss CLECI12a-cBsa3piBaromuii
MOJIMNIENTHU]I, IPEICTABICHHBIN B HACTOSLIEM OMNMCAHUU, BBOJAAT OAHOBPEMEHHO C OJHUM WU
Oonee xummorepanesTudeckuMu cpeacrsamu, CAR-T knerounoi (T-kie€TOYHBIM XHUMEPHBIM
AHTUTEHHBIM PpELENTOPOM) Tepamnuel, OHKOJUTHYECKON BUPYCHOW Tepamnuel, Tepanuei
LIUTOKMHAMH W/WJIM ar€HTaMH, HalleIeHHbIMU Ha APYTHE MOJIEKYJIbI KOHTPOJIbHBIX TOUEK, TAKHUE
kak VISTA, gpNMB, B7H4, HHLA2, CD73, CTLA4, TIGIT u t.1.

[00134] B mHekoropeix BapuaHtax ocymectBiaeruss CLECI12a-cBsa3piBaromuii
NOJIUMENTH WIH CKOHCTPYHPOBAHHBIE KJIETKU MO HACTOSMIEMY H300PETEHHIO HCIOJB3YIOT B
KOMOMHAIIMM C JPYTMMH TPOTHBOOIYXOJIEBBIMH CpPEACTBAMH, TakuMu Kak aHTH-HER-2
antutena, aHTH-CD2(0 aHTHWTeNa, aHTArOHUCT pelenTopa SNUAepMabHOro (akTopa pocTa
(EGFR) (mampumep, unruOurop tuposunkuHasel), unHruourop HERI/EGFR (Hampumep,
spnotuan® (TARCEVA®), wunruburopsl TtpombonurapHoro ¢akropa pocta (Hampumep,
GLEEVEC® (Imatinib Mesylate)), wunrubutop COX-2 (Hampumep, UEIEKOKCHO),
unrepdeponnl, uHruoOuroper CTLA4 (Hanpumep, antu-CTLA aHTHTENO HNuImMMymad
(YERVOY®)), wunruburopsr PD-1 (wanpumep, antu-PD1 antmrena, BMS-936558),
uHruouroper PDL1 (Hampumep, antu-PDL1 anmturtena, MPDL3280A), umarundutopst PDL2
(mampumep, anTH-PDL2 aHTHTENa), LIMTOKWHBI, AaHTArOHUCTHI (HAaNpUMep, HEUTPATU3YIOLIHE
aHTHUTEJa), KOTOPbIE CBS3BIBAIOTCS C OMHOM ik Oosee u3 cienyromux mumeneid ErbB2, ErbB3,
ErbB4, PDGFR-beta, BlyS, APRIL, BCMA, PD-1, PDL1, PDL2, CTLA4 unu peuentop(s)
VEGF, TRAIL/Apo2, u npyrue OMOakTUBHbIE U OPraHUYECKHUEe XUMHYECKHE areHThl U T. 1.

[00135] B Hekoropeix Bapuantax ocyiuectsienuss CLECI12a-cBsa3piBaromuii
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NOJIUIENTHT WJIM CKOHCTPYHPOBAHHYIO KJIETKY, NPENCTABJICHHbIE B HACTOSINEM OIHMCAHMHY,
BBOAST opHOBpeMeHHO ¢ PD-1/PD-L1 Ttepanueii. IIpumepsr PD-1/PD-L1 Tepanuu BKIOYaOT
HuBoaymad (BMS); muaunuzymab (CureTech, CT-011), nembponusymabd (Merck); nypsamymabd
(Medimmune/AstraZeneca); are3onuzymad (Genentech/Roche); aBenmymad (Pfizer); AMP-224
(Amplimmune); BMS-936559; AMP-514 (Amplimmune); MDX-1105 (Merck), TCP-042
(Tesaro/AnaptysBio, ANB-011); STI-A1010 (Sorrento Therapeutics); STI-A1110 (Sorrento
Therapeutics), 1 qpyrue areHTbl, KOTOpbIE HAINPABJIECHBbI MPOTUB Oellka 3alporpaMMHPOBAHHON
kjerouHoit cmeptu 1 (PD-1) mnu nuranzga 3anporpaMMHpOBaHHOW KietoyHoi cmeptu 1 (PD-
L1).

[00136] B Hekoropeix BapuaHtax ocyinectsiaeHuss CLECI12a-cBsa3piBaromuii
NOJIUMENTHT WJIH CKOHCTPYHPOBAHHAS KJIETKA TI0 HACTOSALIEMY HW300PETEHHIO MOXKET
UCTIONB30BAaTbCSI B~ KOMOMHAIMM €  XHMHOTEPANEBTHUECKUM  CPeACTBOM.  IIpumepsl
XUMHOTEPATIEBTUYECKUX CPENCTB BKIIIOYAIOT, 0€3 OrpaHUYeHUs], aJKWINPYIOIINE areHThI, TAKHE
kak Tuorena u uukiodochamung CYTOXAN®; ankuicynbdoHaTel, Takue kKak OycynbdaH,
UMIpocysbhaH U NMHUINOCYNbhaH, a3UPUANHBL, TaKHe Kak OeH3ozomna, KapOOXOH, METypeaona u
ypenomna;, STWICHUMHHBI M METHJIAMENIAMHHBI, BKIIFOYasl aJbTPETAMUH, TPHUITHJICHMEIaMUH,
TpuaTHieHpochopamun, TpusTHICHTHODOCHOpPAMUA U TPUMETHIIOJOMENIAMHH, alleTOTeHUHBI
(ocobenno OyimatanuH U OyJIIATALIMHOH), KAMITOTEHHWH (BKJIOYasi CHHTETHYECKUN aHaJor
tonorekan); OpuocratuH, kamwmuctatuH, CC-1005 (BkOUasi €ro CHUHTETHYECKHE aHAJIOTU
azo3eNe3nH, Kap3enesuH U Ousene3uH), KpuntopuuuHel (B 4YacTHOCTH KpunrtopummH | u
kpunropuuuH 8); HONACTATUH, NYOKapMULUH (BKIouas cuHTerndeckue aHanoru KW-2189 u
CBI1-TM1); sneyTepoOuH, MaHKPATUCTATHH, CAPKOAUKTUIH, CIIOHTUCTATHUH,; a30THBIE UIIPUTHI,
Takue Kak xJjopamOyuwi, xnopHadasuH, xonodocdamun, scrpamycTuH, udochamun,
MEXJIOPITAMHH, THAPOXJIOPU OKCHAA MEXJIOpITaMuHa, MendajiaH, HOBeMOUXUH, (eHEeCTEPUH,
NpeHUMYCTUH, TpodochaMua, ypauuIoBblii UIPUT; HUTPO3OMOYEBUHBI, TAKHUE KaK KAPMYCTHH,
XJIOPO30TOLMH, (POTEMYCTHH, JIOMYCTHH, HUIMYCTUH U PAHUMHYCTHUH, aHTHOUOTHKH, TAKHE KaK
SHAMMHOBBIE AHTUOMOTHKH (HANpUMeEp, KaJIUXEaMHULUH, OCOOEHHO KanuxeaMHUIMH rammall u
kamuxeamuimH omerall (cm., Hampumep, Agnew, Chem Intl. Ed. Engl., 33:183-186 (1994));
OUHEMHUIIMH, BKJIIOYasi TUHEeMHUIIMH A, OucdochoHaThl; Takue KaK KJIOAPOHAT, 3CIEPAMHUIIVH, a
TaKXKe XpoMopOop HEOKAP3MHOCTATHHA W POJCTBEHHbIC XPOMONPOTEUHOBBIE >HEIUHHOBBIC
aHTHOMOTHYECKHE XPOMO(DOPBI), AKIAIMHOMH3UHBI, AKTHHOMHIWH, AayTPAMHULVMH, a3aCepUH,
OJIEOMUIIHBI, KaKTHHOMHLIUH, KapaOWLUH, KapMUHOMHIMH, Kap3WHO(WIMH, XPOMOMHLIUHBIL,
TAKTHHOMHULIVH, JayHOPYOUIIHH, OETOPYOUIIHH, 6-n1azo-5-okco-L-HopieniuH,
ADRIAMYCIN® TIOKCOpyOULINH (BrITFOUAst MOP(]OTMHOAOKCOPYOHLINH,
IUAaHOMOP () OMHOAOKCOPYOUIINH,  2-MUPPOJMHOAOKCOPYOUIIMH U I€30KCHIOKCOPYOHULIMH),
SMUPYOUINH, 330pyOMLMH, UWAAPYOMIMH, MapUe/UIOMHLMH, MUTOMHULMHBI, TaKHe Kak
mutoMuiiH C, MuKO(QEHOJbHAs KHUCJIOTAa, HAarajJaMULUH, OJIMBOMHLIMHBI, TETJIOMHIINH,
NOTGUPOMHULINH, NYPOMHULMH, KEJIaMHIWH, POAOPYOMLIMH, CTPENTOHUIPUH, CTPENTO30LMH,
TyOepuuanH, yOeHUMEeKC, 3MHOCTaTHH, 30pyOULINH, aHTUMETA0OINTBI, TAKHE KaK METOTPEKCaT U

5-¢propypauun (5-FU); ananoru ¢osueBoil KUCIOTHI, Takhue Kak IEHONTEPUH, METOTPEKCaT,
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NTEPONTEPUH, TPUMETPEKCAT, aHAJOTH IMypHHA, Takhe Kak QuynapabuH, 6-MepKamnTONypUH,
TUAMUIPHUH, TUOTYaHWH, AaHAJIOTW MUPUMUAMHA, TaKWe KaK AaHUUTAaOWH, a3alUTUAWH, O-
azaypunuH, kapmodyp, uUuTapaOuH, AUAE30KCHYPUIWH, IOKCU(DIYPUOUH, SHOLHUTAOHH,
(bnOKCYpUIMH, aHAPOTEHbl, TaKHWe KaKk KaJyCTePOH, JPOMOCTAaHOJOHA IPOIHOHAT,
SMUTHOCTAHOJI, MENTUTUOCTAH, TECTOJIAKTOH; CPEJCTBA, YrHETaroIue (PyHKUHUN HAIOYEUHHKOB,
TaKue KaKk aMHHODJIYTeTHMMHJI, MUTOTAH, TPHJIOCTAH, BOCHOJIHUTEIb (DOJIMEBOIH KUCIOTHI, TAKOH
Kak (pPONMHOBAas KHUCJIOTA, AalerJIaTOH, TIIIMKO3uA ajbaodochamuaa; aMUHONEBYJIMHOBAS
KHCJIOTA, DHWIypalWi, amcakpud, OectpaOymwi, OucaHTpeH; bsaatpakcat, aedodamuh;
JIEMEKOJILMH, TUA3UKBOH, 3J1b()OPHUTHH, 3JUTMITHHHS ALeTaT, SMOTUJIOH, STOTVIIOUUA, HUTPAT
rajuist; THAPOKCUMOYEBHHA, JICHTHHAH, JJOHUIAUHIH, MAaHTaH3MHOMIbI, TAKHE KAK MANTAH3UH U
AHCAMUTOLMHBI, MMHTOTYa30H, MHTOKCAHTPOH, MOMMIAHMON, HUTPAdPHH, IEHTOCTATHH,
¢denamer, nUpPapyOWIIMH, JIO30KCAHTPOH, MONOPIUIMHOBAS KHCIOTA, 2-3THJITHAPA3UL,
npokapba3un, mnojucaxapunHbiii komruiekc PSK® (JHS Natural Products, Eugene, OR);
pa30KCaH, pU3OKCHH, CU30(UpPaH;, CITUPOTEPMAHHUIA, TEHYa30HOBAsI KUCJIOTA, TPUA3HKBOH; 2,2' 2"-
TPUXJIOPTPUITHIIAMHH, TPUXOTEEHbI (B YaCTHOCTH, TOKCHH T-2, BeppakypuH A, pOpuauH A U
aHTW/IMH), YpPEeTaH, BUHAE3WH, AakapOa3WH, MAHHOMYCTHH, MHUTOOPOHHTOJN, MHTOJIAKTOJ,
nunoOpoMan, ranuTto3uH, apadbunosun ("Ara-C"), uwmkmodochammn, THOTEna, TaKCOUMBI,
Hanpumep, mnakiurtakcen TAXOL® (Bristol-Myers Squibb Oncology, Princeton, N.J.),
ABRAXANE™ cocras 6e3 Kkpemagopa, conepskaliuil CBsI3aHHbIN ¢ aTbOYMHHOM MaKINUTAKCE
B Buae HaHouacTull (American Pharmaceutical Partners, Schaumberg, Illinois), TAXOTERE®
nokcerakcen (Rhone-Poulenc Rorer, Antony, France); xnopanOyin, remiuradbns GEMZAR®;
6-THOTYaHMH, MEPKanTONypHH;, METOTPEKCaT, AaHaJOrM IUIATUHBI, TaKWe KaK IUCIUJIATHH,
OKCAUIUIATMH W KapOorjartuH, BuHOJAacTuH, miuatuHa; 3tonosun (VP-16;); udochamun;,
MHUTOKCaHTpOH, BUHKpUCTHH, NAVELBINE® BuHOpenOWH, HOBAHTPOH, TEHHIIO3ML,
SAaTpeKcar; JayHOMULIMH; aMUHOIITEPHH; KCelloaa; nbanapoHat; upuHoTekaH (kammrosap, CPT-
11) (Bxmowass cxemy JeueHuss HpUHOTeKaHOM ¢ S5-FU u 1eKOBOPUHOM), HHIHOUTOPBI
tonomsomepasel RES  2000; nudprtopmerwiopuutun (JAPMO); peTHHOUABI, Takue Kak
peTHHOeBas KUCJIOTa, KarmeuuTaOuH, komOperacratul, JselikoBopuH (LV), okcanumiatus,
BKJIFOUasi cxemy JieueHus: okcaiumiatiHoM (FOLFOX); uarunourtoper PKC-anbga, Raf, H-Ras,
EGFR (mampumep, ospnotnan® (TARCEVA®)) u VEGF-A, KoTOpble yMEHBLIAIOT
nposnndepanuio KIeToK, U (apMaleBTHUECKH MPUEMIIEMbIE COJIM, KHCJIOTBl WM MPOU3BOAHBIE
JTr000T0 U3 BBIIENEPEYHCIICHHOTO.

[00137] JlononHUTEbHBIE HEOTPaHNYUBAOIINE WJUTIOCTPATUBHBIE
XUMHOTEPATIEBTUYECKHE CPEACTBA BKIIIOYAIOT aHTUTOPMOHAJIBHBIE areHThI, KOTOPBIE NEHCTBYIOT,
peryiaupyss Wi WHrUOUpys AEHCTBHE TOPMOHOB Ha pakK, TakWe KaK AaHTHACTPOTEHbl M
CEeJIEKTUBHBIE MOAYJIATOPHI perenTopoB 3crporeHa (SERM), Bkirodas, HarpuMep, TaMOKCU(EH
(Bxmouast Tamokcuper NOLVADEX®), panokcuden, nponokcudeH, 4-ruapoKkcuTaMoKCcH(peH,
Tpuokcuden, keokcuden, LY117018, onanpucton u topemudper FARESTON®; uHrnOutopst
apomarasbl, KOTOpPble HHTHOUPYIOT (PEPMEHT apoMaTaszy, peryJupyromy BoIpabOTKY 3CTpOreHa

B HAJMOYEYHHKAX, Takue Kak, Hampumep, 4(5)-uMuaa3osbl, aMHHOTJIIOTETUMU, MErecTpoja
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aerar MEGASE®, AROMASIN® »sx3emecran, ¢opmectanne, ¢aaposon, RIVISOR®
Bopo3os, FEMARA® nerpozon 1 ARIMIDEX® anHacTpo30i;, U aHTUAHAPOTEHBI, TaKhe Kak
bayramun, HuwiytamMpa, OWKalyTaMuz, JIEHNPOMUA W TO3EpPeNHH, a TakXKe TPOKCAlUTaOHH
(IMTO3MHOBBIN aHaNoOr 1,3-AMOKCOJAHOBOTO HYKJIEO3U/a), AHTUCMBICIIOBBIE OJMTOHYKJICOTUIBI,
B YACTHOCTH TAaKHe, KOTOpble HHTHOUPYIOT O3KCIPECCHI0 T€HOB B CHIHAIbHBIX MYTX,
yUaCTBYIOLIMX B abeppaHTHON nposudepanun KIeTok, Takue kak, Hanpumep, PKC-anbda, Ralf
u H-Ras; pubosumsl, Takme kak wunruourop oskcmpeccun VEGF (wanpumep, pubosum
ANGIOZYME®) u unruburop sxkcnpeccun HER2; BakiuHbl, TaKHe Kak BaKIMHbI JJIsi T€HHOM
tepanuy, Harpumep BakimHa ALLOVECTIN®, sakiimna LEUVECTIN® u Bakunna VAXID®;
PROLEUKIN® (anppecneiikun) rIL-2; LURTOTECAN® wunruburtop Ttonousomepassl 1
ABARELIX® aromnct GnRH;, u ¢apmaneBTHyecki mNpUEeMJIEMbIe COJH, KHCIOTHI MU
MPOM3BOIHBIE JIFOOOTO U3 BBILICTIEPEUHCIEHHOTO.

[00138] B Hekoropeix BapuaHtax ocyinectsienuss CLECI12a-cBsa3piBaromuii
MOJIMNIENTHU] U TOTIOJHUTEIIbHBIN areHT COCTABIISAIOT €IUHYIO0 TePANeBTUUYECKYI0 KOMIIO3HUILIMIO, U
CLEC12a-cBs3bIBAlOIUA TIOJUIICTITU] U JOMOJHUTENbHBIA areHT BBOAST OIHOBPEMEHHO.
AnprepHatuBHo, CLEC12a-CcBsi3bpIBarOUINN MOJUIENTH WM CKOHCTPYMPOBaHHAs KJETKa M
JOTIOJIHUTENIbHBIN areHT OTHeJeHbl APYT OT Jpyra, HampuMep, KaKAbli NMPUTOTOBJIEH B BHJE
ornenbHON TepaneBTuueckor kommosurmu, U CLEC12a-cBsi3piBatOmuil MOJUNENTHA WIH
CKOHCTPYUPOBAHHYIO KJIETKY U JOMOJHUTENbHBIN areHT BBOAAT ogHoBpeMeHHo, mm CLEC]12a-
CBSI3BIBAIOLIMI NOJUNENTU]] WIH CKOHCTPYUPOBAHHYIO KJIETKY U JOTOJIHUTEIbHBINA areHT BBOIST
B pa3Hoe Bpemsl cornacHo cxeme jedeHus. Hampumep, CLEC12a-cBsi3bIBaroluil MOIUNENTUA
UM CKOHCTPYHMPOBAHHYIO KJIETKY BBOJSAT 10 BBeneHHs aomnojHutenbHoro areHra, CLEC12a-
CBSA3BIBAIOLIUI MOJMIENTH WJIM CKOHCTPYMPOBAHHYIO KJIETKY BBOZAAT TIOCJIE BBEACHMUS
nononHuTenbHoro arenra, uiu CLEC12a-cBsa3bpIBalouil MONMUNENTH ] UM CKOHCTPYHUPOBAHHYIO
KJIETKY U JIOTIOJIHUTENbHBIN areHT BBOAAT noouepenHo. CLEC12a-cBsa3bIBarouii NOIUNEnTUa U
JOTIOTHUTEJIbHBIN areHT MOYKHO BBOJAUTH B BUI€ OMHOKPATHBIX UJIM MHOTOKPATHBIX J103.

[00139] B Hekoropeix BapuaHtax ocyiectsiaenuss CLECI12a-cBsa3piBaromuii
NOJIUMENTHI WM CKOHCTPYHUPOBAHHYEO KJIETKY M JOIOJHUTEIbHBI areHT(bl) BBOIST
onHospemenHo. Hampumep, CLECI12a-cBs3bIBalOmuii MOJUMENTUA W JOMOJHUTEIbHBIN
areHT(bl) MOTYT OBITH COCTABJICHBI B BHJI€ OJHOW KOMITO3UIIMU HJIM MOTYT BBOIUTHCS B BHJIE
ABYX WK OoJiee OTAENbHBIX KOMITO3UIMNA. B HekoTopbhIx BapuaHtax ocymectieHust CLEC12a-
CBSI3bIBAIOIIUI TMMOJIMMENTHA WIA CKOHCTPYMPOBAHHYIO KJIETKY U JOTIOJIHUTENbHBIA areHT(bl)
BBOAAT nocnenosarenpHo, uinu CLEC12a-cBsA3bIBaouil NOJUNENTH ] WX CKOHCTPYUPOBAHHYIO
KJIETKY U JAOTOJIHUTENbHBIN areHT BBOASAT B PA3HOE BPEMsI COTJIACHO CXEME JICUEHMUSI.

HeorpanuumBaroiyie WLIEOCTPATHBHEIE CIIOCOOBI JUATHOCTUKH U JICUCHUA

[00140] B HeKOTOpBIX BapUaHTAaX OCYLIECTBIEHHUS CIIOCOOBI, TPENCTABICHHBIE B
HACTOSIIIIEM OMHMCAHWM, TOJIE3Hbl I OLEHKU CyObeKTa /MM MOJy4YeHHOrO OT CyOBeKTa
(marpumep, OombHOrO pakoM) obOpasma. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHUs OLIEHKA
npencTaBisier coOOl omHO wiau Ooyiee U3 CJIENYIOINero. MUArHo3, MPOTHO3 W/WJIM OTBET Ha

JICUCHHUC.
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[00141] B HeKOTOpBIX BapUaHTaX OCYLIECTBIEHHUS CIIOCOOBI, TPEICTaBICHHBIE B
HACTOSIIEM OINMHUCAHUH, BKJIIOYAIOT OLEHKY HaJlW4us, OTCYTCTBHMs WIM YpoBHsA Oenka. B
HEKOTOPBIX BapUAHTAaX OCYINECTBJIEHUS CIOCOOBI, NMPEICTaBJIECHHbIE B HACTOALIEM ONHCAHUH,
BKJIFOYAIOT OLICHKY HaJIM4Msi, OTCYTCTBUSI WM YPOBHsI SKCIIPECCUU HYKJIEMHOBON KUCIOTHI. Jliis
STHX M3MEPEHUH MOTryT OBITh MCHOJB30BAHbl IPENCTABICHHBIE B HACTOSIIEM OIUCAHUU
Kommo3uuuy. Hampumep, B HEKOTOPBIX BapHAHTAX OCYIIECTBJIIEHUs CIIOCOOBI, MPEACTaBICHHbIE
B HACTOSIILIEM ONHMCAHUM, BKJIIOYAIOT KOHTAKTUPOBAaHHE OOpasla ONMyXOJIM WM KJETOK,
KYJBTUBUPYEMBIX U3 OMYyXOJIU, C TE€PANEBTUYECKUM areHTOM, NPEICTABIECHHBIM B HACTOSIIEM
ONHUCAHUMU.

[00142] B HekoTOpbIX BapHaHTaX OCYLIECTBJICHUs OLIEHKA I103BOJISIET HAIPaBIATh
JeyeHne (BKJIIOYAsl JIEYCHWE AHTUTENAMH, NPEACTABICHHBIMM B HACTOSINEM OmNHcaHuu). B
HEKOTOPBIX BAPMAHTAX OCYLIECTBJIEHUS OLIEHKA MO3BOJIAECT ONPEAEATh NPUMEHEHUE WM OTKa3
OT aJbIOBAaHTHON Tepamuu IIOC/e pe3eKUUU. ABbIOBAHTHAs Tepamnus, TakKe Has3blBaeMas
aIbIOBAHTHBIM JICUEHHEM, MPENCTABIISET COOOH JIeYeHHEe, KOTOPOE MPOBOAUTCS AOMOIHUTEIBHO
K MEPBUYHOMY, OCHOBHOMY WM HA4aJbHOMY JICUEHUIO. B KadecTBe HEOrpaHWYMBAIOLLErO
npuMepa aabIOBAaHTHAs Tepamuss MOXKET OBITh JOMOJHHUTENBHBIM JICUEHHEM, OOBIYHO
MPOBOJUMBIM IOCJI€ XUPYPIMYECKOTO BMEIIATEIbCTBA, PE3YJbTaTe KOTOPOrO YAAJEeHBl BCE
HOeTeKTupyeMble 3a00JIeBaHUs, HO COXPAHSETCS CTATUCTHYECKUH PHCK penuauBa BBUAY
CKpBITOrO 3a001eBaHus. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS TOJIUITENTH/IbI HCTIONb3YOTCS
B Ka4€CTBE a{bIOBAHTHOU TEPAIIUH IIPH JICUEHUU PaKa. B HEKOTOPBIX BapHaHTaxX OCYLIECTBICHUS
MOJIMMENTH/IBI UCIIONB3YIOTCA B KA4€CTBE €AMHCTBEHHON aJbIOBAHTHOW TEpaUM IPU JEUYECHUU
paka. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUS MOJIUNENTUABL, MPEACTABICHHBIE B HACTOSLIEM
ONMCAaHUH, HE UCTIOJIB3YIOTCS B Ka4eCTBE aJbIOBAHTHON Tepanuu npu JedeHuu paka. Hanpumep,
€ClM OTBET MAaLUeHTa Ha IMPEACTABICHHOE B HACTOSINEM ONHWCAHUM AHTUTEJO SIBJISIETCS
MaJIOBEPOSITHBIM, WJIM OTBET OyleT MUHHMMAJIbHBIM, TO B HMHTEpEcaX KauyecTBa JXM3HU MU BO
n30ekaHre HEeHY)KHOW TOKCHYHOCTH OT Hed(P(HEeKTUBHBIX XMMUOTEPANEBTUYECKUX MpPErnapaToB
JIeYeHHe MOXKET ObITh He Ha3HaueHO. B Takux ciy4asx MOKHO MCHOJIb30BAThH MAJUTHATHBHYIO
MOMOILb.

[00143] B HekOTOpBbIX BapHUaHTaxX OCYLIECTBIIEHUS MOJUMENTHIbI BBOASIT B KauecTBE
HEOA[bIOBAHTHON Tepanmuu Imepen pesekuueld. B HEKOTOpbIX BapHUaHTax OCYLIECTBIEHUS
HEOQJbIOBAHTHAsT TEpPANusl OTHOCUTCA K TEpPanuy, HANpaBJICHHOW HAa COKpaLleHHe W/In
CHIDKEHHE CTENeHH OIyXOoJNu Tmepex Jro0oi  omepauueil. B HEKOTOpbIX BapuaHTax
OCYIIECTBIIEHHs] HEOAbIOBAHTHASL TEPANMs O3HAYAET XMMHOTEPAIHIO, Ha3HAYaeMYyI0 OOJIbHBIM
pakoM mepes onepauueid. B HEKOTOPBIX BapHaHTAaX OCYLUECTBJICHUs] HEOAABIOBAHTHAs Tepamnus
O3HA4YaeT, YTO AHTUTENIO BBOIAT OOJBHBIM PAKOM A0 omepauud. THIbl paka, MPH KOTOPBIX
OOBIYHO TIPENyCMOTPEHAa HEOAABIOBAHTHAS XMMHOTEPANHs, BKJIIOYAIOT, HAPUMEpP, paK IPy.Iy,
TOJCTOM KHWIUKH, SMYHHUKOB, IIEHKUM MATKH, MOYEBOrO Ny3bIps U JErkux. B HEKOTOpBIX
BApUAHTaX OCYIUECTBJICHUs MOJUINENTUABl MPUMEHSIOT B Ka4eCTBE HEOANBbIOBAHTHOW Tepanuu
IpU JIeYeHUU paka. B HEKOTOpPBIX BapuUaHTax OCYLIECTBICHUS TakKO€ IPUMEHEHUE

OCYLIECTBJISIETCS TIepe]] pe3eKIHeH.
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[00144] B HekoTOpbIX BapHaHTaX OCYIIECTBJCHHUS  MHUKpPOCpeNa  OMyXOJH,
paccmarpuBaeMasi B Crioco0ax, MpeACTaBICHHbIX B HACTOSINEM ONHMCAHUY, MPENCTABISIET COOOH
OofHO miu Ooyee M3: COCYAMCTONW CETH OMyXOJH, MHPHIBTPUPYIOIUX OMyXOJb JUM(QOIHUTOB;
($uOpoOIaACTHBIX PETHKYJSPHBIX KJIETOK, SHAOTEIHANBHBIX KJIeTOK-MpenmecTseHHUKoB (EPC);
ACCOLIMUPOBAHHBIX C pakoM (uOpoOIACTOB; MNEPULIMTOB; JAPYIHX CTPOMAJIBHBIX KJIETOK;
KOMIIOHEHTOB BHEKJIETOYHOI'O MaTpHUKCa (ECM);, JNEHIPUTHBIX KJIETOK;
AHTUTCHIIPE3CHTUPYIOIIHUX KJIETOK, T-KJIETOK; perynsTopHbIX T-KJIeTOK, Makpodaros; Ipyrux
JUM(POUIHBIX KJIETOK; HEHUTPOPUJIOB, W APYrUX HMMYHHBIX KJIETOK, PaCIOJOKEHHbIX
MIPOKCUMaJIbHEE OMYXOJIH.

Habopai

[00145] Takske mpencTaBieHbl H3IENHUs W HAOOPBL, KOTOPBIE BKJKOYAOT JFOOOH H3
CLEC12a-cBs3bIBAIOIUX  IMMOJUMENTHAOB, TPENCTABICHHBIX B HACTOSIIEM OMHCAHUH, U
NOIXOMALIYIO YIAKOBKY. B HEKOTOPBIX BapHaHTaX OCYILIECTBJICHUS H300pPETEHHE BKIIOYAET
Habop ¢ (1) CLEC12a-cBA3BIBAIOIINM MOJIHIIENTHAOM U (1) HHCTPYKLHMSAMHU 1O HCIIOJIb30BAHHIO
Habopa s Beenenuss CLEC 12a-cBs3bIBaOIEro MOJUNENTHAA UHANBHY.

[00146] Ilomxonsimast ymakoBKa [Jisi TIPENCTABJICHHBIX B HACTOSIIEM OIMUCAHUH
KOMITO3UIIMII M3BECTHA B JAHHOW OONACTH W BKJIIOHYAeT, Hampumep, (iakoHsl (Hampumep,
repMeTudHble (DJIAKOHBI), COCYABI, aMITyJibl, OyThbulM, OaHKH, THOKYIO YIIAKOBKYy (Hampumep,
repMETUYHbIE MAaiapoOBble WJIM IUIACTHKOBbIE NAKETHI) W T.OI. OTH H3IENUS MOXHO
JOTIONIHUTENIPHO CTEPHIIN30BATh W/WJIM 3aledyarbiBaTh. Taxke NpenyCMOTPEHbl CTaHOAApPTHBIE
JIeKapCTBeHHbIE (POPMBI, COnepIKallue NMPEACTABICHHbIE B HACTOALIEM ONMHUCAHUN KOMITO3ULIIH.
OTU enUHUYHbIE TO3UPOBAHHBIE (POPMBI MOTYT XPAHUTHCS B MOAXOMSIIEH yIaKOBKE B BUIE
OHOHN miam Oojiee eMUHMYHBIX 103, & TaKKe MOTYT ObITh JOMOJHHUTENBHO CTEPUIM30BAHBI U
3aredaTanbl. THCTPYKIMH, OCTABIsIeMble B HA0Opax MO M300peTeHHI0, OOBIMHO MPEACTABISIOT
€000l MUChMEHHbIE MHCTPYKIIMK HA STHKETKE FJIH BKJIAJbIIIE B YIIAKOBKY (HampuMep, Ha JIUCTE
OyMary, BXOHSINEM B KOMILUIEKT), HO TakKe€ BO3MOXKHbI MAIIMHOYUTAEMbIE HHCTPYKIIHH
(HampuMep, UWHCTPYKIMM HA MACHUTHOM WJIM ONTUYECKOM 3arlOMHHAIOIIEM  JHCKE).
WHCTPYKIIMM, OTHOCSIIMECS K TNPUMEHEHHIO AHTHUTEN, OOBIMHO BKIIHOYAT HH(POpPMALUIO O
IO3UPOBKe, Trpaduke MO3UPOBAHUS M CIIOCOOE BBENEHUS] Ui LEJIEBOTO JICUEHUsS MU
NPOMBIIIJIEHHOTO MCIIONIb30BaHMsI. Habop MOXKeT JOMONHUTENBbHO COMepKaTh OMUCaHNE BbIOOpa
MOAXOASIIETO UHANBUAYYMA WUJIH JICUEHUS.

[00147] KoHureliHepsl MOTyT OBITh €IMHUYHBIMH J03aMH, OOBEMHBIMHU YITaAKOBKAMU
(HampuMep, MHOTOJO30BBIMU YIIAKOBKAMU) WM CYOBEIUHUYHBIMH J03aMH. Hampumep, Takxke
MOTYT OBITh TIPEACTABIEHBI HAOOPHI, KOTOPBIE COAEPIKAT JOCTATOYHBIE 1O3bI MPEICTABICHHBIX B
HACTOSIIEM OIMHUCAHUU MOJIEKYJ i oOecriedeHust 3(p(EKTUBHOrO JICYEHHUS WHIWBUAYYMa B
Te4YeHHe JJIMTEIbHOrO Mepuo/a, HalpuMep, IpUMEpPHO B TeUEHUE HeNeNH, 2 Helenb, 3 Hefenb, 4
Henenb, 6 Henenb, 8 HemeNb, 3 MecsieB, 4 MecsleB, 5 MecsieB, 6 MecsleB, 7 MecsleB, 8
MmecseB, 9 mecsaueB unu 6osnee. Habopbl Takke MOTYT BKJIIOYaTh HECKOJNBKO €IUHHYHBIX /103
MOJIEKYJT W WHCTPYKIHH TIO TPHUMEHEHHUI0O M MOTyT OBbIThb YyIaKOBaHbl B KOJHUYECTBAX,

AOCTATOYHBIX IJIA XpPaHCHHUS U UCIIOJb30BAHUA B allTCKaX, HAIpUMEDP, B OOJBPHUYHBIX alTeKax U
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anTeKkax IO TPUTOTOBJICHUIO pelentyp. B HEKOTOphIX BapuaHTaxX OCYLIECTBICHHS HaOOp
BKJIFOYAET CyXyK (Hampumep, JHOPUIM3UPOBAHHYIO) KOMIIO3UIMIO, KOTOPYK) MOKHO
BOCCTAaHOBUTb, PECYCIIEHAMPOBATh WM PETUAPATHPOBATH C OOpa3OBaHUEM, Kak IPABUIIO,
CcTaOUIIbHOW BOJHOM CyCIIEH3UU aHTHUTEJIA.

ITPUMEPBI

[00148] OOGcyxnaemble HHXKE NPUMEPbl INPEJHA3HAYEHBbl HCKIFOYUTENBHO IS
WUTIOCTPAllMM  M300peTeHus M He JOJDKHBI PAacCMaTPUBATbCS KaK OrPAaHHYHBAIOIINE
u300peTeHne KakuM-audo oopasom. [Ipumepsl He nMpeaHa3HAYEHBI JIs1 IEMOHCTPALIUU TOTO, YTO
NPUBEACHHBbIC HIDKE SKCIEPUMEHTHI SIBJSIFOTCS BCEMH WMJIM €IMHCTBEHHBIMH BBITIOJHEHHBIMU
SKCIIEPUMEHTAMHU. BbUTH TPEANPUHATHI YCHIIUS Ui 00ECTeueHUs] TOYHOCTH HCIIOJIB3yEeMbIX
yrcen (HampuMep, KOJMYECTBA, TEMIEPAaTypbl U T.1.), HO CJEAYET YYHUTHIBATH HEKOTOPBIE
SKCIIEpUMEHTAJIbHbIE OIMOKM ¥ OTKJIOHeHWs. Eciam He yKa3aHO HHOE, YacTh SBISIFOTCS
MacCOBBIMH HAaCTSIMH, MOJIEKYJISIPHAST Macca MpPEACTaBIsieT COOOH CPEOHIO MOJIEKYISIPHYIO
Maccy, TemIepatypa mpuBeneHa B rpaaycax Llenmbcusi, W HaBieHHEe PaBHO WIH OJIM3KO K
aTMoc(hepHOMY.

Ipumep 1: antu-CLEC12a oaHOZ0MeHHBIE aHTHTe1a

[00149] OgHOMOMEHHBIE aHTUTENA, HaleleHHble Ha uenoedyeckuii CLEC12a, nmonyvanu
NyTeéM WMMYHHU3aLUU JJaM W aJbIIAKOB PEKOMOWHAHTHOW BepCHEll BHEKJIETOUYHOrO JOMEHa
yenosedyeckoro CLEC12a.

[00150] TIlocme co3manust TUTpoB crneuuduueckux aHtu-CLEC12a  anTuTen
MOHOHYKJIeapHbIe KJieTku nepudepudeckoit kposu (PBMC) nambl/anbnaku Beiaesisiin u3 S00 mi
KPOBU UMMYHH3UPOBAHHOT'O JKUBOTHOTO, U 001myto MPHK Bbimensnu ¢ ucrnonp3oBaHueM Habopa
Qiagen RNeasy Maxi Kit u 3atem TtpancopmupoBanu B nepsyto Huth k/JIHK ¢ momoruisio
obpatHoit  TpaHckpunrazel Thermo  Superscript IV u  npumwmpoBanus  onuro-dT.
IMocnenosarenpHocT VHH  cneunduveckn ammmuduuupoBanu ¢ nomoursto [P ¢
ucnons3oBanueM kJIHK B kayecTBe MaTpUIlbl U KIIOHUPOBAJH B BEKTOP B IPOXIKEBBIEC KIETKU B
Buze ciuthix OeakoB VHH-Fc-AGA?2 nist ux oToOpaskeHusi Ha MOBEPXHOCTH APOMCKEH.

[00151] Bubnuorekn IpoOXKEBBIX KJIOHOB, oToOpaxkaromue ciutbhie Oenkun VHH-Fc-
AGA2, oboramamu c¢ wucnonp3oBanueM pekoMOnHaHTHBIX (Gopm ECD CLECI12a nyrem
BbIIEJICHUs] MArHUTHBIX TPaHYJOB C TIOCHEAYIOLIeH COPTHPOBKOH  aKTHBHPOBAHHBIX
dbnyopecueniueit kierok (FACS). OtcoprupoBaHHBIE IPOMNKEBbIE KJIETKH BBICEBAIH, U
W30JIUPOBAHHBIE KOJIOHHU cOOMpaiu B 96-TyHOUYHBIE OJIOKM M BBIPALIMBAIN B CPEAe, KOTOpas
nepekmouaia skcnpeccuto ¢ VHH-Fe, orobpakaeMoro Ha MOBEPXHOCTH, Ha €0 CEKPEIHI0 B
cpeny. CynepHaTtaHThl U3 96-TyHOUHBIX APOKKEBBIX CEKPETHBIX KYJIBTYP HAHOCHUIIHM Ha KIETKH
293F, BpemenHo tpaHcuumuposanHele CLECI12a (monoxurtensHbie no CLECI12a) wmm
HerpanchuuupoBanable kinetkn 293F  (orpunarensHple mo CLECI12a), mnpowsiBany,
oOpabarbiBasiu MeueHHBIMH (PuryopodopoM BTOpUUHBIMU aHTHTENaMu Kk Fc uenoseueckoro IgG1
Y QaHAIU3UPOBAIH MMPOTOYHON IUTOMETPUEH B 96-TyHOUHOM IUIAHILIETE.

[00152] IlocnenoBaTeNbHOCTH HYKJIEHMHOBBIX KHCJIOT, koxupyrooume VHH, koropsie

ceszpiBanuch ¢ CLECI12a-nmonoxkurenbHbiMu kieTkamu, a He ¢ CLECI12a-otpunarenbHbIMu
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KJIETKaMH, KJIOHHPOBAJIU B PAMKE CUHTBIBAHMA C OOJIACTHIO, KOAMPYIOLIEH denoBedeckuii Fc, B
BEKTOPBl SKCIPECCUU MIIEKONMUTAIOIMUX M 3KCIPECCHPOBAIM C IOMOIIBK BPEMEHHOM
Tpancpexkunn B kiuetkax HEK293 Freestyle (xmerkn 293F) unma  knerkax CHO ¢
UCTIONb30BaHUEeM  nonmdTuiaeHuMuHa.  CynepHaraHT — cobupamu  yepe3  3-7  fHEH,
CeKPETHPOBAHHBIH PEKOMOMHAHTHBIM O€JoK ouMmiany xpomartorpadueit ¢ Oenkom A, u
BBIYUCIISUTM KOHLIEHTPALMIO IO ONTHYECKOH ruoTHocTH mnpu 280 HM u  KOI(PPUIHUEHTY
SKCTUHKIHH.

[00153] Omnuronbl omHomoMeHHbIX aHTuUTeNn (sdAb), comep:kamue nomensi VHH,
koTtopbie cBsizbiBasiUCh ¢ CLEC12a, cpaBHUBAJIM C MTOMOIIBIO OHOCIOWHON HHTEphepoMeTprHn. 7
mkr/mi mFc-CLEC12a-ECD (SEQ ID NO:87) uMMoOWINM30Bajl HAa CEHCOpax 3axBaTa,
nokpbIThiXx aHTU-MFC anturenamu. 3arem 100 HM omHoro sdAb 3arpykaid Ha aHTUTEH
CLECI12a u ocTaBisuid 10 JOCTH)KEHHUSI PABHOBECHOT'O COCTOSIHUS. 3aTeM JaTUUKU NMEPEHOCHIIN
B 100 HM BTOpOro sdAb. Vcunenne aHanu3upyeMoro CUrHajia 03Havajlo CBSI3bIBAHUE, YKA3bIBAs
Ha TO, 4TO BTOpOi sdAb HareneH Ha SMUTOMN, OTIUYHBIN OT 3MUTONA MepBoro sdAb.

[00154] ITpoucxonsmue u3 sepomona VHH CLEC12a rymaHu3npoBaiv, UCTIONB3YST B
Ka4yecTBE KapKaca 4YeJloBeUecKyr 3apopblmeByro juHuto VH3-23. Ocratku BepOmona,
BJIVMSIFOIME HA PACTBOPUMOCTD, CIEM(YUIHOCTD, CTAOMIBHOCTD W/MiH apPUHHOCTD, OCTABAINCH
HemoauduuupoBaHabiMH. Kpome Toro, rae 3TO BO3MOXKHO U 1O Mepe HEOOXOAWMOCTH,
AMHHOKHUCJIOTHBIE TOCJIENOBATENbHOCTH, KOTOpble OOJamanu NOTEHIHMAJIbHON MpOSBISIOMEH
CIOOOHOCTBIO, W3MEHSUIM, YTOOBI YMEHBIIUTb PUCK 3TOro coObiTus. Ilomumo 3TOro, Bee
Ir'yMaHU3MPOBaHHBIE BapuaHThl copepskain moaudukanuio Leul1Glu (L11E), xak ornucano B US
20160207981.

[00155] Pe3ynbTaThl MOKa3bIBAIOT, YTO CPEAU I'yMaHU3HPOBaHHBIX Bepcuit sdAb MBI11,
MEO6, MC02, MH07, MC06 u MEO2 Obutn oOHapykeHbl TpH pa3iHuHbIX smmTomna. Kak
nokaszano Ha ¢ur. 1A, sdAb hzME02v4 u hzMEO6v16 uMErOT SMUTOIBL, OTJIIMYHBIE OT SIMTUTOIOB
st sdAbs hzMB11v13, hzMCO02v6, hzMHO07v3 u hzMC06v2. Kak noka3ano Ha ¢ur. 1B, Hu
onuo u3 sdAb hzMEO6v16, hzME02v4 u hzMB11v13 He umeet obiero snurona. CymMmapHbie

pe3yJIbTaThl NpeaCTaBIeHbl Hibke B Tabmuie 3.

Tabnuua 3
sdAb OnuTOMHAs rpynmna
hzMB11v13 1
hzMEO6v16 2
hzMCO02v6 1
hzMHO07v3 1
hzMCO06v2 1
hzMEO02v4 3

IIpumep 2: CeaspiBanue noaunentuaos ¢ CLEC12a
[00156] CesizbiBanue sdAb ¢ uenoseueckum CLEC12a ouneHuBaiu € TOMOIIBIO

nporouHoii uutomerpuun. Kaxnpii sdAb comepxan nomen VHH, xak nokasano B tabnune 4
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Hiwke, 1 XELL Fc-obnacte uyenoseueckoro IgGl, B xKoTOpoil ObUIM yHajJeHbl aMUHOKHCIIOTBI
Glu233, Leu234 u Leu235 B coorBerctBum ¢ Hymepauueiit EU (SEQ ID NO: 1). Knerku HEK
293 BpemeHHO TpaHchuuupoBamu mwiasMunol, konupyrommein CLEC12a (Homep noctymna B Oase
naHHbIX UniProt Q5QGZ9.3; SEQ ID NO: 1) u ucnosp30Bajii B Ka4eCTBE MOJOKUTEIHHON
KJIETOYHOW JuHMM, a HeTpaHcuuupoBanHble HEK 293 kineTtku ucnonp3oBaqu B KadecTBe
CLEC12a-orpunarenbHbix kjaeTok. Kaxnaplii Tunm kieTok BbiceBasn u3 pacdera 30000
kietok/ayHky B Oydepe FACS (PBS, 1% BSA, 0,1% NaN;, pH 7,4) Ha 96-nyHO4YHBIH
kpyrjonouubiii muaHier. SdAb passomunun B Oydepe mis FACS nyrem 3-xpatHoro 11-
TOYEYHOrO CEpUIHOro pasBeneHus. Passenenus sSdAb no0aBisuiM K TMOCESHHBIM KJIETKaM, U
AHAJTUTHYECKHE TUIAHIIEeThl HHKyOupoBanu B TedeHne 30 munyT npu 4°C. ITocne aBykpaTHOH
npombiBKU B 150 Mkn Oydepa FACS knetku B kaxmol jyHke pecycrnieHaupoBain B 100 M
KOHBIOTHpoBaHHOTO ¢ Alexa Fluor 647 BropuuyHOro anTuyenoBedeckoro anturena IgG,
passenenHoro 1:2000 B Oydepe FACS u unkyouposanu npu 4°C B Teuenne 30 munyt. Kinerku
IIPOMBIBAJIN 1BA Pa3a, 3aT€M CBSI3aHHOE aHTUTEJIO AeTEKTHUPOBAIN POTOYHON LIUTOMETPHEH.

[00157] Ananu3 MeTonoM IMPOTOYHOH HuToMeTprun BeimoaHsuM Ha Intellicyte iQue Plus,
U 3HaueHWs (IyopeclHeHUWH HAHOCHIM Ha rpauk B BHIAE MEAMAHHON WHTEHCHBHOCTH
dnyopecueniuu. Kaxymyrocs apdunnocts (Kyg, HM) ompenensuii ¢ MOMOILIBIO HEJTUHEHHOH
perpeccun CBsI3bIBAHUS OIHOTO Y4acCTKa, UCHOJB3Ys rpaduyeckoe MporpaMMHOE oOecriedeHne
PRISM.

[00158] Kak BunmHa Ha ¢ur.2A-2L, nporectupoBannbie SdAb mokaszanu CBsI3bIBaHHE C
CLECl12a, HO He CBA3BIBAJMCH WM JEMOHCTPUPOBAJM MHUHUMAJIbHOE CBSI3bIBAHUE C
HerpanchuuupoBanabiMiu HEK 293 knerkamu, He sxcnpeccupyrouumu CLEC12a. Kaxymasics

ap(UHHOCTD CBs3bIBaHMs MpuBeneHa B Tabnuue 4 Hioke.

Tabnuua 4

sdAb Kaxymrasics Kg (HM) SEQ ID NO nomena VHH
MBI11 58,6 2
hzMB11v13 0,3 26
MEO06 0,05 18
hzMEO6v16 0,06 30
MCO02 0,37 6
hzMC02v6 0,35 27
MHO07 0,10 22
hzMHO07v3 0,28 31
MCO06 1,58 10
hzMC06v2 13,98 28
MEO2 1,2 14
hzMEO2v4 0,87 29

[00159] H3006peTenne mMoxeT OBITh peaJin30BaHO B OPYIMX KOHKPETHBIX ¢opmax Oe3
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CrnenoBarenbHO,

BBIIICU3JIOKCHHBIC BApUAHTBI OCYILICCTBJICHUA CICAYECT PACCMATPUBATL BO BCEX OTHOLICHUAX

KaK WIIIOCTPAaTUBHbIE, a HE OrpaHuuuBaromue usooOpereHune. OObeM H300peTeHUs, TakuMm

oOpaszom,

ONpeAesieH MpUJIaraeMou

dopmysioli u3zoOpeTeHHs, a HE MNPEALIECTBYIOIUM

OIMHMCAaHHUEM, U CJIICAOBATCJIIBHO BCC HU3MCHCHHS, OXBATBIBACMBIC 3HAUCHHCM MW OHAIIa30HOM

SKBHUBAJICHTHOCTHU (POPMYJIbI H300pETEHMS, BXOAAT B 00bEM H300pETeHHS.

Tabnuua HEKOTOPBIX MOCIIEIOBATENbHOCTEH

SEQ ID Onucanue IlocnenoBarenbHOCTD
NO
1 Yenoseueckuii | MSEEVTYADL QFQNSSEMEK IPEIGKFGEK APPAPSHVWR
CLECI12a PAALFLTLLC LLLLIGLGVL ASMFHVTLKI EMKKMNKLQN
ISEELQRNIS LQLMSNMNIS NKIRNLSTTL QTIATKLCRE
LYSKEQEHKC KPCPRRWIWH KDSCYFLSDD
VQTWQESKMA CAAQNASLLK INNKNALEFI
KSQSRSYDYW LGLSPEEDST RGMRVDNIIN SSAWVIRNAP
DLNNMYCGYI NRLYVQYYHC TYKKRMICEK
MANPVQLGST YFREA
2 MB11 QVQLQQSGGGLVQPGGSLRLSCVASGFLFSIYDMNWYRQA
PGKEREWIAGITNNGYSTAYTDSVQGRFTISRDNAKNTIYL
QMTSLKPEDTAVYYCHADLTKCYDGEYAWGQGTQVTV
88 MB11 K | QVQLQQSGGGLVQPGGSLRLSCVASGFLFSIYDMNWYRQA
BapHUAHT PGKEREWIAGITNNGYSTAYTDSVQGRFTISRDNAKNTIYL
QMTSLKPEDTAVYYCHADLTKCYDGEYAWGQGTQVTVK
3 MBI11 CDR1 | GFLFSIYDMN
4 MBI11 CDR2 | GITNNGYSTA
5 MBI1 CDR3 | DLTKCYDGEYA
6 MCO02 QVQLVQSGGGLAQPGGSLRLSCTASGFTFRINDMGWYRQA
PGKECEMVAGISNNGFSTAYADSVKGRFTISRDNAKNTVSL
QMDSLKSEDTAVYYCHRTDDGAAHACSRGQGTQVTV
89 MCO02 K | QVQLVQSGGGLAQPGGSLRLSCTASGFTFRINDMGWYRQA
BapHUAHT PGKECEMVAGISNNGFSTAYADSVKGRFTISRDNAKNTVSL
QMDSLKSEDTAVYYCHRTDDGAAHACSRGQGTQVTVK
7 MCO02 CDR1 | GFTFRINDMG
8 MCO02 CDR2 | GISNNGFSTA
9 MCO02 CDR3 | TDDGAAHACS
10 MCO06 QVQLQESGGGLVQPGGSLRLSCAASGFTFSVYDMNWYRQ
TPGKEREW VAGISNNGFSTAYAGSVKGRFTISRDNAENTVY
LQMNSLKSEDTAVYYCNLDVHGRVGAQGDYWGQGTQVT
\Y
90 MCO06 K | QVQLQESGGGLVQPGGSLRLSCAASGFTFSVYDMNWYRQ
BapHUAHT TPGKEREW VAGISNNGFSTAYAGSVKGRFTISRDNAENTVY
LQMNSLKSEDTAVYYCNLDVHGRVGAQGDYWGQGTQVT
VK
11 MCO06 CDR1 | GFTFSVYDMN
12 MCO06 CDR2 | GISNNGFSTA
13 MCO06 CDR3 | DVHGRVGAQGDY




49

14 [ MEO2 QVQLQQSGGGLVQVGGSQRLSCAASGRTFEYDDMVWFRQ
APGKEREEVAGISWSGGSIY YADSVKGRFSISRDNAKNTVY
LEMNRLKPEDTAVYYCNVGSYWGQGTQVTV

91 | ME02 K | QVQLQQSGGGLVQVGGSQRLSCAASGRTFEYDDMVWFRQ

BAPHAHT APGKEREEVAGISWSGGSIY YADSVKGRFSISRDNAKNTVY
LEMNRLKPEDTAVYYCNVGSYWGQGTQVTVK

15 |ME02CDR1 | GRTFEYDDMV

16 | MEO2CDR2 | GISWSGGSIY

17 |ME02CDR3 | GSY

18 | MEO6 QVQLVQSGGGLVQAGGSLRLSCVASGFTFDDYAIGWFRQA
PGKEREGVSCISNSDGSTYYADSVKGRFTISSDNAKNTVYL
HVNSLNPEDTAVYYCALREGLPLLLDSLWRQPVEYDYWGQ
GTQVTV

92 | ME06 K | QVQLVQSGGGLVQAGGSLRLSCVASGFTFDDYAIGWFRQA

BAPHAHT PGKEREGVSCISNSDGSTYYADSVKGRFTISSDNAKNTVYL
HVNSLNPEDTAVYYCALREGLPLLLDSLWRQPVEYDYWGQ
GTQVTVK

19 |ME06CDR1 | GFTFDDYAIG

20 | MEO6CDR2 | CISNSDGSTY

21 |MEO06CDR3 | REGLPLLLDSLWRQPVEYDY

22 | MHO7 QVQLVQSGGGLVQPGGSLRLSCVASGLLFSIYDMNW YRQA
PGKEREWIAGITNNGYSTAYTDSVQGRFTISRDNAKNTVYL
QMNSLKPEDTAVYYCHTDEWGREYWGQGTQVTV

93 | MHO7 K | QVQLVQSGGGLVQPGGSLRLSCVASGLLFSIYDMNW YRQA

BapMaHT PGKEREWIAGITNNGYSTAYTDSVQGRFTISRDNAKNTVYL
QMNSLKPEDTAVYYCHTDEWGREYWGQGTQVTVK

23 | MHO7 CDR1 | GLLFSIYDMN

24 |MHO7CDR2 | GITNNGYSTA

25 |MHO7 CDR3 | DEWGREY

26 |hzMBI11v13 | EVQLVESGGGEVQPGGSLRLSCAASGFLFSIYDMNW YRQA
PGKEREWVAGITNNGYSTAYAESVKGRFTISRDNAKNTIYL
QMSSLRAEDTAVYYCHADLTKAYDVEYAWGQGTLVTV

94 |[hzMB11vi3 | EVQLVESGGGEVQPGGSLRLSCAASGFLFSIYDMNWYRQA

KP papuant | PGKEREWVAGITNNGYSTAYAESVKGRFTISRDNAKNTIYL
QMSSLRAEDTAVYYCHADLTKAYDVEYAWGQGTLVTVKP
27 | hzMC02v6 EVQLVESGGGEVQPGGSLRLSCAASGFTFRINDMGWYRQA

PGKECEMVAGISNNGFSTAYAESVKGRFTISRDNAKNTVYL
OQMSSLRAEDTAVYYCHRTDEGAAHACSRGQGTLVTV

95

hzMCO02v6 KP
BApPUAHT

EVQLVESGGGEVQPGGSLRLSCAASGFTFRINDMGWYRQA
PGKECEMVAGISNNGFSTAYAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCHRTDEGAAHACSRGQGTLVTVKP

28

hzMCO06v2

EVQLVESGGGEVQPGGSLRLSCAASGFTFSVYDMNWYRQ
APGKEREWVSGISNNGFSTAYAESVKGRFTISRDNAKNTLY
LOMSSLRAEDTAVYYCNLDVHGRVGAQGDYWGQGTLVTV

96

hzMCO06v2 KP
BAPUAHT

EVQLVESGGGEVQPGGSLRLSCAASGFTFSVYDMNWYRQ
APGKEREWVSGISNNGFSTAYAESVKGRFTISRDNAKNTLY
LOMSSLRAEDTAVYYCNLDVHGRVGAQGDYWGQGTLVTV
KP
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29

hzMEQ02v4

EVQLVESGGGEVQPGGSLRLSCAASGRTFEYDDMVWFRQA
PGKEREEVAGISWSGGSIYYAESVKGRFSISRDNAKNTVYLE
MNRLKPEDTAVYYCNVGSYWGQGTLVTV

97

hzMEO2v4 KP
BapUaHT

EVQLVESGGGEVQPGGSLRLSCAASGRTFEYDDMVWFRQA
PGKEREEVAGISWSGGSIY YAESVKGRFSISRDNAKNTVYLE
MNRLKPEDTAVYYCNVGSYWGQGTLVTVKP

30 | hzMEO06v16 | EVQLVESGGGEVQPGGSLRLSCAASGFTFDDYAIGWFRQAP
GKEREGVSTISSSDGSTY YAESVKGRFTISRDNAKNTVYLQ
MSSLRAEDTAVYYCALREGLPLLLDTLWRQPVEYDYWGQ
GTQVTV

98 | hzME06v16 | EVQLVESGGGEVQPGGSLRLSCAASGFTFDDYAIGWFRQAP

KP sapuant | GKEREGVSTISSSDGSTYYAESVKGRFTISRDNAKNTVYLQ
MSSLRAEDTAVYYCALREGLPLLLDTLWRQPVEYDYWGQ
GTQVTVKP
31 | hzMHO7v3 EVQLVESGGGEVQPGGSLRLSCAASGLLFSIYDMNWYRQA
PGKEREWVAGITNNGYSTAYAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCHTDEWGREYWGQGTLVTV
99 | hzMHO07v3 KP | EVQLVESGGGEVQPGGSLRLSCAASGLLFSIYDMNWYRQA
BAPHAHT PGKEREWVAGITNNGYSTAYAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCHTDEWGREYWGQGTLVTVKP

32 |hzMBl1lvi3 | GFLFSIYDMN
CDR1

33 |hzMBI1lvi3 | GITNNGYSTA
CDR2

34 |hzMBI1lvi3 | DLTKAYDVEYA
CDR3

35 | hzMCO02v6 GFTFRINDMG
CDR1

36 | hzMCO02v6 GISNNGFSTA
CDR2

37 | hzMCO02v6 TDEGAAHACS
CDR3

38 | hzMC06v2 GFTFSVYDMN
CDR1

39 | hzMCO06v2 GISNNGFSTA
CDR2

40 | hzMCO06v2 DVHGRVGAQGDY
CDR3

41 | hzMEO02v4 GRTFEYDDMV
CDR1

42 | hzME02v4 GISWSGGSIY
CDR2

43 | hzME02v4 GSY
CDR3

44 | hzMEO6v16 | GFTFDDYAIG
CDR1

45 | hzMEO06v16 | TISSSDGSTY
CDR2

46 | hzMEO6v16 | REGLPLLLDTLWRQPVEYDY

CDR3
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47 [ hzMHO7v3 GLLFSIYDMN
CDRI1
48 | hzMHO7v3 GITNNGYSTA
CDR2
49 | hzMHO7v3 DEWGREY
CDR3
50 | Fc-yuactok DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
yesoseueckoro | VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
IgG1 VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVMHEALHNHY TQKSLSLSPGK
51 | xELL Fc- | DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
YUACTOK VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
yesnoseueckoro | VLTVLHQDWLNGKEYKCKVSNKALPAPIEK TISKAKGQPR
IgG1 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK
52 | M252Y u | DKTHTCPPCP APELLGGPSV FLFPPKPKDT LYISRTPEVT
M428V  (YV) | CVVVDVSHED PEVKFNWYVD GVEVHNAKTK
$354C T366W | PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
goicryn  Fc- | CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPCRDELTK
yuacTka NQVSLWCLVK GFYPSDIAVE WESNGQPENN
YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG

NVFSCSVVHE ALHNHYTQKS LSLSPGK

53 M252Y, DKTHTCPPCP APELLGGPSV FLFPPKPKDT LYISRTPEVT
M428V, CVVVDVSHED PEVKFNWYVD GVEVHNAKTK
H435R (YVR) | PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
T3668, CKVSNKALPA PIEKTISKAK GQPREPQVCT LPPSRDELTK
L368A, NQVSLSCAVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS
Y407V DGSFFLVSKL TVDKSRWQQG NVFSCSVVHE
BrnaguHa  Fc- | ALHNRYTQKS LSLSPGK
y4acTKa

54 H435R xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLMISRTPEV
Fc-yuacTok TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT

KPREEQYNST YRVVSVLTVL HQDWLNGKEY

KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD

SDGSFFLY SK LTVDKSRWQQ GNVFSCSVMH
EALHNRYTQK SLSLSPGK
55 M252Y u | DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
M428V  (YV) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
xELL Fc- | KPREEQYNST YRVVSVLTVL HQDWLNGKEY

y4acTOK

KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNHYTQK SLSLSPGK




52

56

M252Y u
M428L  (YL)
xELL Fc-

y4acTOK

DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HQDWLNGKEY

KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD

SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNHYTQK SLSLSPGK
57 M252Y, DKTHTC PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
M428L, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YLR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
xELL Fc- | KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
y4acTOK KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNRYTQK SLSLSPGK
58 M252Y, DKTHTC PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
M428V, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YVR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
xELL Fc- | KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
y4acTOK KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNRYTQK SLSLSPGK
59 S354C T366W | DKTHTC PPCPAPGGPS  VFLFPPKPKD  TLMISRTPEV
Beictyn xELL | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-ygacTka KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLY SK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTQK SLSLSPGK
60 H435R S354C | DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLMISRTPEV
T366W TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Beictynn XELL | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-yvacTka KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNRYTQK SLSLSPGK
61 M252Y u | DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V  (YV) | VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS

S354C T366W
BoicTynl XELL
Fc-yuactka

VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VVHEALHNHYTQKSLSLSPGK

62

M252Y u
M428L (YL)
S354C T366W
BoicTynn XELL
Fc-yuactka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VLHEALHNHYTQKSLSLSPGK
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63

M252Y,
M428L,
H435R (YLR)
S354C T366W
BoiCTyll XELL

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS

Fc-yuacTtka VLHEALHNRYTQKSLSLSPGK

64 M252Y, DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
H435R (YVR) | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR

S354C T366W
BoicTynn xXELL
Fc-yuacTtka

EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VVHEALHNRYTQKSLSLSPGK

65

T3668,

L368A,

Y407V
BraguHa XELL
Fc-yuactka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS

VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR

EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG

QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK

66

H435R,

T3668,

L368A,

Y407V
BraguHa XELL
Fc-yuactka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNRYTQKSLSLSPGK

67

M252Y 5
M428V (YV)
T3668,

L368A,
Y407V
BnaguHa XELL
Fc-yuacTka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VVHEALHNHYTQKSLSLSPGK

68

M252Y U
M428L (YL)
T3668,

L368A,
Y407V
BraguHa XELL
Fc-yuactka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VLHEALHNHYTQKSLSLSPGK

69

M252Y,
M428L,
H435R (YLR)
T3668,

L368A,

Y407V
BraguHa XELL
Fc-yuactka

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VLHEALHNRYTQKSLSLSPGK
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70

M252Y,
M428V,
H435R (YVR)
T366S,

L368A,

Y407V
BIAJIMHA
BoicTyn XELL

DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VVHEALHNRYTQKSLSLSPGK

Fc-yuactka
71 H435R Fc- | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV
y4acTOK TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVMH
EALHNRYTQK SLSLSPGK
72 M252Y u | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428V (YV) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-yuactok KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNHYTQK SLSLSPGK
73 M252Y u | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428L  (YL) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-yuactok KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNHYTQK SLSLSPGK
74 M252Y, DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428L, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YLR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-yuacTok KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNRYTQK SLSLSPGK
75 M252Y, DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428V, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YVR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-yuacTtok KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT

KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNRYTQK SLSLSPGK

76

S354C T366W
BBICTYII Fc-
ydacTka

DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV

TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLY SK LTVDKSRWQQ

GNVFSCSVMH EALHNHYTQK SLSLSPGK
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77

H435R S354C
T366W
BBICTYII Fc-
ydacTka

DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV

TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLY SK LTVDKSRWQQ

GNVFSCSVMH EALHNRYTQK SLSLSPGK

78

M252Y u
M428L (YL)
S354C T366W
BBICTYII Fc-
ydacTka

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISK AKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVLHEALHNHYTQKSLSLSPGK

79

M252Y,
M428L,

H435R (YLR)
$354C T366W

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES

Beictynt  Fc- | NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
y4acTKa SCSVLHEALHNRYTQKSLSLSPGK

80 M252Y, DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
M428V, VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
H435R (YVR) | VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ

S354C T366W
BBICTYII Fc-
y4acTKa

PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVVHEALHNRYTQKSLSLSPGK

81

T3668,

L368A,
Y407V
prnaguHa  Fc-
ydacTka

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK

82

H435R,
T3668,

L368A,
Y407V
BrmanuHa  Fc-
y4acTKa

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
QPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVF
SCSVMHEALHNRYTQKSLSLSPGK

83

M252Y W
M428V  (YV)
T3668,
L368A,
Y407V

BraguHa  Fc-
y4acTka

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVEFS
CSVVHEALHNHYTQKSLSLSPGK

84

M252Y W
M428L  (YL)
T3668,
L368A,
Y407V

BraguHa  Fc-
ydacTka

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVLHEALHNHYTQKSLSLSPGK




56

85

M252Y,
M428L,
H435R (YLR)
T3668,

L368A,

Y407V
BnaguHa  Fc-
y4acTKa

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVLHEALHNRYTQKSLSLSPGK

86

CLEC]12a-
ECD

TLKIEMKKMNKLQNISEELQRNISLQLMSNMNISNKIRNLS
TTLQTIATKLCRELYSKEQEHKCKPCPRRWIWHKDSCYFLS
DDVQTWQESKMACAAQNASLLKINNKNALEFIKSQSRSYD
YWLGLSPEEDSTRGMRVDNIINSSAWVIRNAPDLNNMYCG
YINRLYVQYYHCTYKKRMICEKMANPVQLGSTYFREA

87

mFc-
CLEC12a-
ECD

LEVLFQGPGSPPLKECPPCAAPDLLGGPSVFIFPPKIKDVLMI
SLSPMVTCVVVDVSEDDPDVQISWFVNNVEVHTAQTQTHR
EDYNSTLRVVSALPIQHQDWMSGKEFKCKVNNRALPSPIEK
TISKPRGPVRAPQVYVLPPPAEEMTKKEFSLTCMITGFLPAEI
AVDWTSNGRTEQNYKNTATVLDSDGSYFMYSKLRVQKST
WERGSLFACSVVHEGLHNHLTTKTISRSLGKGGTGGSTLKI
EMKKMNKLOQNISEELQRNISLQLMSNMNISNKIRNLSTTLQ
TIATKLCRELY SKEQEHKCKPCPRRWIWHKDSCYFLSDDVQ
TWQESKMACAAQNASLLKINNKNALEFIKSQSRSYDYWLG
LSPEEDSTRGMRVDNIINSSAWVIRNAPDLNNMYCGYINRL
YVQYYHCTYKKRMICEKMANPVQLGSTYFREA
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®OPMYJIA U3OBPETEHUA

1. IlomunenTun, comep:kamui IO MeHblIeW Mepe oauH aomeH VHH, xortopsii
cessbBaeTcss ¢ CLEC12a u xotopwiii coaepxkutr CDRI1, coxepkainyr0 aMUHOKHCIOTHYIO
nocnepoBarenbHocTh SEQ ID NO: 47, 32, 3, 7, 11, 15, 19, 23, 35, 38, 41 unu 44; CDR2,
COIepIKaIy0 aMUHOKHUCIOTHYIO nocienosarenbHocts SEQ ID NO: 48, 33, 4, 8, 12, 16, 20, 24,
36, 39, 42 unu 45; u CDR3, conepskalyto aMUHOKHCIOTHYIO nocieaosarenbHocTh SEQ ID NO:
49,34, 5,9, 13,17, 21, 25, 37, 40, 43 wnu 46.

2. Ilonunentun no n.1, B KOTOpOM MO MeHbluel mepe onuH nomeH VHH copepskur
CDRI1, comepskamyro aMHHOKHCIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 47 unm 23; CDR2,
CONepIKAIIY0 aMUHOKHCJIOTHYIO mocienoBarenbHocTh SEQ ID NO: 48 wnu 24; u CDR3,
Conep KAy aMUHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 49 unu 25.

3. Ilonunentux mo n.l unum m.2, B KOTOpOM IO MeHblIell Mepe oauH nomeH VHH
conepxut CDRI1, comeprkamyro aMuHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 32 unu 3;
CDR2, copepkalnyro aMiuHOKUCIOTHYHO niocnenoBaTenbHOCTh SEQ ID NO: 33 unu 4; u CDR3,
CONep KAy aMUHOKHUCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 34 unu S.

4. Tlonunentun no jrodoMy u3 . 1-3, B KOTOpOM 1o MeHbluel Mepe oauH nomen VHH
conepxut CDRI1, cogeprkaiyro aMuHOKUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 7 wnnm 35;
CDR2, copepxalnyro aMUHOKUCIOTHYIO nocnenoaTenbHOCTh SEQ ID NO: 8 wnu 36; u CDR3,
COZlep KAy aMUHOKHUCIOTHYIO nocnenoBarenbHocTh SEQ ID NO: 9 unu 37.

5. lonumenTtux o arodomy u3 mir. 1-4, B kKOTOpoM 1o MeHbInel Mepe onuH nomeH VHH
conepxut CDR1, comepkalyro aMUHOKUCIOTHYKO nocienoaTenbHOocTh SEQ ID NO: 11 unu
38, CDR2, copepkaiyro aMUHOKUCIOTHYIO nocnenoBaTeabHocTe SEQ ID NO: 12 wnu 39; u
CDR3, coneprxaliyr0o aMMHOKHUCJIOTHYIO nocieaosatenbHocTs SEQ ID NO: 13 unu 40.

6. INonunentua no mobomy u3 nm. 1-5, B KOTOpoM 1o MeHbluel Mepe oauH nomen VHH
comepxxut CDRI, comepxamyro aMMHOKUCIOTHYIO mnocienosarenbHocTh SEQ ID NO: 15 unu
41; CDR2, comepskainyr0 aMHHOKUCIOTHYIO TocienoBareabHocTs SEQ ID NO: 16 wnmm 42; u
CDR3, conepskainyro aMMHOKHCJIOTHYIO niocienoBatenbHOCTh SEQ ID NO: 17 wnm 43.

7. Nonunentux no Jirobomy u3 m. 1-6, B KOTOpoM 1o MeHbInel mepe onuH nomeH VHH
conepxut CDR1, comepxkainyro aMHHOKUCIOTHYHO TocnenoaTenbHOCTh SEQ ID NO: 19 unu
44; CDR2, copepskaiyr0 aMUHOKUCIOTHYIO TocienoBareabHocTh SEQ ID NO: 20 wnm 45; u
CDR3, conepskainyro aMMHOKHUCJIOTHYIO nocieaoBatenbHOCTs SEQ ID NO: 21 unnm 46.

8. [TomunenTtua no grodomy U3 mm. 1-7, B KOTOPOM 1o MeHbInel Mepe onuH nomMeH VHH
conepxut CDRI1, CDR2 wu CDR3, COOTBETCTBEHHO, COAEpKALINE€ AMUHOKHCIIOTHBIE
nocnenoBarenbHocTr SEQ ID NO: 32, 33 u 34; SEQ ID NO: 47, 48 u 49; SEQ ID NO: 3,4 u §;
SEQID NO: 7,8u9; SEQIDNO: 11,12 u 13; SEQID NO: 15, 16 u 17, SEQ ID NO: 19, 20 u
21; SEQ ID NO: 23, 24 u 25; SEQ ID NO: 35, 36 u 37, SEQ ID NO: 38, 39 u 40; SEQ ID NO:
41,42 u43; SEQ ID NO: 44, 45 u 46.

9. Ionunentun mo arodoMy u3 mir. 1-8, B KOTOpOM 1o MeHbInel mepe onuH nomeH VHH
SIBJISIETCS] TYMAHU3UPOBAHHBIM.

10. Ionunentuxn no modomy u3 mm. 1-9, B kKoTopoMm 1o MeHbluel Mepe oguH nomeH VHH
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COZIEP>KUT AMHUHOKHUCIIOTHYIO MOCJIEI0BATENIbHOCTD, UIEHTUYHYIO Ha 10 MeHblIel Mepe 85%, no
MeHbuield mepe 90%, no menbiuell Mepe 95% unu no mensluell Mepe 99% aMHUHOKHMCIOTHOMN
nocnenosatenbHocTy SEQ ID NO: 26, 94, 31, 99, 27, 28, 29, 30, 95, 96, 97 unu 98.

11. Tomunentun no srodomy u3 i 1-9, B KOTOpoM 110 MeHbInel Mepe oaud nomen VHH
COIEPKUT aMHUHOKHCIIOTHYIO nocienosarenbHocts SEQ ID NO: 26, 94, 31, 99, 27, 28, 29, 30,
95, 96, 97 nm 98.

12. INonunentux no modomMy u3 m.1-8, B KOTOpoM 1o MeHbliel mepe onuH nomer VHH
COZIEPKUT aMUHOKHUCIIOTHYIO TOCJIEIOBATENIbHOCTD, HIEHTUYHYIO Ha 10 MeHblIel Mepe 85%, o
MmeHblel mepe 90%, no menbiueil Mepe 95% unu no meHsinel Mepe 99% aMHUHOKUCIOTHOMN
nocnenosatenbHocTy SEQ ID NO: 2, 6, 10, 14, 18, 22, 88, 89, 90, 91, 92 unu 93.

13. Tonunentuxn no aodomy u3 m. 1-8, B KOTOpoM 1Mo MeHblIel Mepe oguH nomeH VHH
CONEPKUT aMUHOKHCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 2, 6, 10, 14, 18, 22, 88, 89, 90,
91, 92 mnm 93.

14. Tlonunentun no mobomy u3 mi. 1-13, conepskammuii nea nomena VHH.

15. Tlonunentuxn no mobomy u3 mi. 1-13, conepskammuii Tpu nomena VHH.

16. Tlomumentuny no modomy u3 nm.l-15, comepkamuii MO MeHbIIEH Mepe OAHH
CBSI3BIBAIOLIUI IOMEH, KOTOPBIH CBSI3bIBAETCS C aHTUT€HOM, OTiIMYHbIM oT CLEC12a.

17. Ilonunentun no n.16, cogepskamuii Mo MEHbLIEH Mepe ONMH CBA3BIBAIOLIUIN TOMEH,
kotopeiid cBsizpiBaeTcss ¢ CD3, T-knmerounsim penentopom (TCR)a, TCRB, CD28, CDI6,
CD32A, CD64, CD89, NKp46 unu NKG2D.

18. IMomunentua no mn.14 wiu n.15, B xotopom kaxaeiii nomeH VHH cBsizpiBaercs ¢
CLEC]12a.

19. IMonunentun no n.18, B xoropom kaxaeii nomeH VHH copep:xutr oanHakoBble
amMuHokucyoTHbIe ocienosareabHocTd CDR1, CDR2 u CDR3.

20. INonunentun no mn.18, B xoropom kaxabiii nomeH VHH copepxxut omHy u Ty ke
nocnenosarenbHocTh VHH.

21. onunentux no modomy u3 0. 1-13, copepsxammii onua nomen VHH.

22. TlomunenTun no Jrodomy u3 m. 1-21, conepxkamuii Fc-y4actok.

23. Tlopunentun no 122, B KOTOpoM Fc-y4acTok cOAEpKUT aMHUHOKHUCIOTHYIO
MOCJIEIOBATENBHOCTD, BhIOpaHHyo w3 SEQ ID NO: 50-85.

24. Tomunentun no m.22 wimm 1.23, KOTOpI oOpasyer aumep B (PH3HMOJOrHYECKHX
YCJIOBUSIX.

25. Homunentuny mno mrobomy u3 nmn.l1-24, rme CLECI12a mnpencrasisier coOoi
yenosedecknit CLEC12a.

26. Ilonunentun no n.25, rae yenoseueckuit CLEC12a comep:xuT nociaenoBaTeNbHOCTb
SEQ ID NO: 1.

27. VIMMyHOKOHBIOTAT, COAEPKAIIMH MOJUMNENTHA 1o JrodoMy wu3 nm.1-26 wu
UTOTOKCUYECKUH areHT.

28. MIMMyHOKOHBIOTAT MO 1.27, B KOTOPOM LMTOTOKCHUYECKHIH areHT BBIOMPAIOT U3

KaJUXeaMULMHA, aypUCTAaTHHA, AOJNACTaTHHA, TyOyJIWIMHA, MAaMTaH3WHOWAA, KPUNTO(PHULNHA,
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IyOKapMHLIMHA, 3CTIEPAMULIHA, THPPOIOOEH30IMa3eNHa U SHANMHOBOTO AHTHOMOTHKA.

29. dapmaneBTHUECKas KOMITO3UIHS, COAeprKalas MOJHUIENTH 10 JIFoOoMy u3 . 1-26
WJIM IMMYHOKOHBIOTAT 110 11.27 miH 11.28 ¥ (papMaleBTHYECKH TPUEMIIEMbIIl HOCUTENb.

30. BeineneHHast HyKJIEHHOBAsT KUCJIOTA, KOAUPYIOIIAst MOJIUIENTU TI0 JIFoOoMy 13 . 1 -
26.

31. BekTop, copeprkaiiuii HyKJIEUHOBYIO KUCJIOTY 110 1m.30.

32. Knerka-xo3siuH, copeprkaiias HyKJIeHHOBYIO KUCJIOTY 1o .30 mau BekTop mo m.31.

33. Knetka-x03s1uH, KOTOpast 3KCIPECCUPYeT MOJUNENTH I 1O JIFoOoMy 13 . 1-26.

34. Cnioco0 mony4yeHus: MoumnenTuaa mno jgrodomy u3 mim. 1-26, cogeprkauinii HHKyOaLuo
KJIETKH-XO035IMHA 110 11.32 vty 11.33 B YCIOBHSIX, TOAXOISIINX IS SKCIPECCHH MOJTUMETITH/IA.

35. Cniocob o n.34, OMONHUTEIBHO COMEPKAIIUI BbIIEIeHNE TOJUNENTHIA.

36. Crioco® neueHHs paka, BKIFOYANOLIUI BBEAEHHE CTPAJAIOLIEMy PAaKOM CYOBEKTY
dapmaneptruecku 3((GHEKTHBHOTO KOJNWYECTBAa MOJUNeNTHAa 1O Jirobomy w3 . 1-26,
UMMYHOKOHBIOTaTa 10 11.27 1ty .28 vk papManeBTH4eCKOi KOMIIO3HLNY 110 11.29.

37. Cnocob mo m.36, rae pak BbIOuMparoT u3 JUMQOMBL, JuMpOoMbl XOMKKHHA,
HEXOKKUHCKOU JTUMQOMBI, B-knerounon JTUM(POMBI, HU3KOH CTENEeHHU
3JI0KQ4e€CTBEHHOCTH/(QOITHKYIApHOH HeXOMKKUHCKOH numbombl (HXJT); HXJI u3 mamsix
mamporros (MJI); cpenHeii crenenn 3i0kadecTBeHHOCTH/ pouukysipaoit HXJL, nuddy3Hoi
HXJI cpenneli cremeHM 3J0Ka4eCTBEHHOCTH; HMMyHoOnactHoii HXJI BeICOKOW cTeneHH
3nokavecTBeHHOCTH, JumdodaactHoit HXJI Beicokol cremenu 3jokadectBeHHOCTH, HXJI m3
MEJIKUX HEPaCLIETUIEHHBIX KJIETOK C BBICOKOW CTETEeHBIO 3JI0KaueCTBEHHOCTH; o0bemHon HXJI;
auM(pOMBl U3 KJIETOK MaHTUHHOW  30HbI, JuMpombl, ces3aHHoM co  CIIM]Iowm;
mMakpornoOyianHemun Banbaenctpema;, xponudeckoro gumdoneiikosa (XJIJI); octporo
mumpobnactoro  mefikoza  (OJIJI);  octporo  mmenoupHoro  Jjeiikoza  (OMJD);
BOJIOCATOKJIETOYHOTO JIEHKO3a;, M XPOHHYECKOTO MUEJIO0IACTHOTO JIEHKO3a.

38. Cnocob mo m.36 wunu 1m.37, e pak MPeAcTaBisieT COOOW OCTPBIH MHETOUIHBIN
aeiiko3 (OMJI).

39. Cnoco6 mo mobomy wu3 mnm.36-38, MONOJHHUTENBHO COAEPIKAIIMHA BBEICHHE
JOTIOJTHUTEIBHOTO TEPANIEBTUYECKOTO areHTa.

40. Criocob no .39, re AOMONHUTENBHBIN TepaneBTUYEeCKUI areHT MPEACTaBIISIET COOOM
POTHBOPAKOBOE CPEACTBO.

41. Cnmocod6 mo w40, rHe TPOTUBOPAKOBOE  CPENCTBO  BBIOMPAIOT U3
XUMHOTEPAIIEBTUYECKOTO CPEICTBA, MPOTUBOPAKOBOIO OHOJOTHYECKOTO CPENCTBa, JIy4eBOU
tepanuy, CAR-T-kneTouHoli Tepanuu U OHKOJIUTUYECKOTO BUpYCa.

42, Cnocobd mo mobomy m3 mm.36-41, rme pak mnpencrasmser coboit CLECI12a-

SKCIPECCUPYIOLIUNI PaK.



OUT.1A

PRS-T

mFe-CLECT 28

PBS-T

heMiB1ivia

hzMEO2v4

! hzMEOBV16

hzMHO7v3

100

250

8/l

A I A VA*



05
0.4-

= 02/
I B
0+
02
-04{f
06
087

mFe-CLECI 28

PBES-T

hzMEDGv16

R
ZEP

un A

.........................................................................

............................................................

DYoo

o birer

0

50

100

250

300 350

8/C



OUI'.2A

MepgunaHHoe 3Ha4yeHmne RL-1H

0+
Q'\ N N O

Q’

OUl.2B

MepgmnaHHoe 3HaveHue RL-1H

500000+

400000+

300000 +

200000 +

100000+

3/8

CLEC12a: MB11-lgG1

500000 1

400000+

300000+

200000 +

100000+

CLEC12a: hzMB11v13-lgG1

0~

—— CLEC12a-HEK-293
—+— HEK 293

-= CLEC12a-HEK-293
-~ HEK-293



Our.2C

600000~
400000+

200000+

MepgunaHHoe 3HayeHue RL-1H

OUI.2D

600000~
400000+

200000+

MepaunaHHoe 3HayeHue RL-1H

4/8

CLEC12a: ME06-1gG1

CLEC12a: hzMEO06v16-1gG1

—— CLEC12a-HEK-293
—+— HEK 293

-#= CLEC12a-HEK-293
-+ HEK-293



5/8

OUI'.2E

CLEC12: MCO02-1gG1
600000~
-+ CLEC12a-HEK-293
—+— HEK 293

400000+

200000+

MeauaHHoe 3Hayenme RL-1H

N LN LN Q QO N QO
HM
CLEC12: hzMC02v6-lgG1
XL 600000+
1
o= -s- CLEC12a-HEK-293
Q@ — HEK-293
= 400000+ L
D - u
=n
2]
=
m
8 200000+
=
fm
[a~]
=
=L
= 0-
N N N Q O Q O



OUT.2G

MepgunaHHoe 3Ha4yeHmne RL-1H

6/8

CLEC12a: MHO07-IgG1

500000+~
400000+ .
. e
300000 +
200000+
100000~
0 srrrivartrrrrmrer iy
09\ D NS \QQQ ,\QQQQ
HM

OUT'.2H

MepgmnaHHoe 3HaveHue RL-1H

500000+

400000+

300000+

200000+

100000+

CLEC12a: hzMH07v3-lgG1

o

0 T -ty er-rfay=rrref—r-Frl—rrrm
N LN LN Q Q Q QO
Q . N Q QL )

HM

—— CLEC12a-HEK-293
—+— HEK-293

-+ CLEC12a-HEK-293
-+ HEK-293



Our.2i

500000+
400000+
300000+

200000+

MeguaHHoe 3HayeHue RL-1H

ounr.2J

300000+
200000+

100000+

MepgwnaHHoe 3HaveHue RL-1H

//8

CLEC12a: MC06-lgG1

CLEC12a: hzMCO06v2-1gG1

HM

o Q o
S S S
NS S

—— CLEC12a-HEK-293
—— HEK-293

-+ CLEC12a-HEK-293
—+ HEK-293



OUI.2K

MepgmnaHHoe 3HayeHue RL-1H

500000+

400000+

300000+

200000+

100000+

0-

N
O

OUI.2L

MeawaHHoe 3HayeHne RL-1H

400000+

300000+

200000+

100000+

0-

QO

8/8

CLEC12a: ME02-I1gG1

—o— CLEC12a-HEK-293
o ° —+— HEK-293

CLEC12a: hzME02v4-lgG1

= -+ CLEC12a-HEK-293
— HEK-293



	Bibliographic data
	Abstract
	Description
	Claims
	Drawings

