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OIIMCAHUE U30BPETEHUA
2420-571466EA/026
CD33-CBA3BIBAIOINUE INOJUINENTUABI U UX IPUMEHEHUE

ITEPEKPECTHAX CCBIJIKA HA POJACTBEHHBIE 3AABKU

[0001] Ilo mHacrosimiel 3asiBKe MCIPAIIUBAETCS NPUOPUTET INPEABAPUTENIBHON 3asBKU
CIIA Ne 62/843,408, momannoii 4 wmas 2019 r., u npensaputenbHOil 3asBku CIITA Ne
62/844,359, nonannoit 7 mas 2019 r., kaxkaas U3 KOTOPBIX BKJIIOYEHA B HACTOsIEE OMMCAHUE
MOCPEICTBOM CChUIKU AJIS JIFOOBIX LIEJICH.

OBJACTh TEXHUKH, K KOTOPOI OTHOCHUTCSI H30BPETEHHUE

[0002] Hacrosimee uzobperenne oTHOCUTCS K CD33-CBS3bIBAIOLINM MOJUNENTUIAM U
cnocobam npumeHeHHst CD33-CBsA3bIBAOINX MOJUIENTHIOB JUIsI MOIYJISIUH OHOJIOTHYeCKON
axtuBHOCTH CD33. Takue crocoObl BKIIOUAIOT, 03 OrpaHUYeHHMs, CIOCOObI JISYSHHS paKa.

YPOBEHb TEXHUKH

[0003] CD33, Taxxke wusBectHbii kak p67, SIGLEC3 wunmu SIGLEC-3, csi3biBaer
CHAJIOBbIE KHUCJIOTHl M PEryJupyeT BOCHAJIUTENIbHblE U MMMYyHHBbIE OTBETHI I'€MOINO3TUYECKUX
kierok. CD33 Takke MOXET BIUSATh HA WHHUIMALMIO, MPOJU(Epafio U MPOrpPecCHPOBAHNE
Pa3NUYHBIX TE€MAaTOJOIMYECKHX pakoBbIX 3a0oneBanmii. AHTUreH CD33 »skcmpeccupyercs,
Hanpumep, B Oosiee 85% ciydaeB octporo muenonnHoro jeiiko3a (OMJI). Takum obpasom,
CD33 saBnsieTcsi acCCOLMUPOBAHHBIM C OIYXOJIBIO AHTUI€HOM, MOAXOMSALIMM AJis TapreTHOMH
TEparuy TeMaTOJIOTMYECKUX pAaKOBbIX 3a00JeBaHUl, Takux Kak Jeilko3. CremoBarenbHO,
CYLIECTBYET TepaneBTu4eckasi moTpeOHOCTh B OoJiee CrIbHBIX aHTaronucrax CD33.

CYIIHOCTD U30BPETEHUA

[0004] B nacrosimiem onucaHuu npeactasieHbl CD33-cBs3bIBalOINe MOJUNENTUBI U
criocoObl mpumeneHust CD33-CBA3bIBAIOLINX MMONUIECITHAOB AJIs JICUSHUS], HATIpUMep, JIeHKOo3a.
B Hexoropbix BapmaHtax ocyuiectBiieHus CD33-cBA3bIBAlOLIMNA NOJIUNENTH]] CONEPKUT IO
MeHblnel Mepe onuH fomeH VHH. Hekoropble BapuaHThl OCYIIECTBIIEHUS MIPEICTABICHbI HUXKE.

[0005] BapuanTt ocymiecrsnenus 1. [Tonunentua, cogepskauii o MeHbLIe Mepe OquH
nomeH VHH, koropsii cesizeiBaercst ¢ CD33 u koropsiii comepskur CDRI, copepkarryro
aMUHOKHCIIOTHYIO TocnenoBatenbHocTh SEQ ID NO: 47, 3,7, 11, 15, 19, 23, 27, 31, 35, 50, 53,
56, 59, 62, 65, 68 umn 71; CDR2, cogepskaiyr0 aMMHOKUCJIOTHYIO MOcaenoBareabHOCTh SEQ
ID NO: 48, 4, 8, 12, 16, 20, 24, 28, 32, 36, 51, 54, 57, 60, 63, 66, 69 umu 72; u CDR3,
coneprKaIlyro aMUHOKHUCIIOTHYIO nocienosarenbHocTh SEQ ID NO: 49, 5, 9, 13, 17, 21, 25, 29,
33,37,52, 55, 58, 61, 64, 67, 70 unu 73.

Bapuant ocymectsnenus 2. I[lonunentua no BapuaHTy OCYILHECTBJIEHHs 1, y KOTOPOro
no Menbuiel mepe oaud nomeH VHH comepxxut CDRI, conepskainyro aMHHOKHCIOTHYIO
nocnenosatenbHocte SEQ ID NO: 47 umm 3; CDR2, copepxallyto aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 48 unu 4; u CDR3, conmep:kallyl0o aMHUHOKHUCIOTHYIO
nocaenoBaTeabHOCTh SEQ ID NO: 49 unu 5.

Bapuant ocymectsienus 3. [loaunentua no BapuaHTy OCYLUECTBIEHUs | WM BapUaHTY

OCYLIECTBJIEHUs1 2, y KoToporo mo MeHbuiedt mepe oauH nomeH VHH copepxxut CDRI,



CONlepIKAIIYI0 aMUHOKHUCIOTHYIO mnocienoBaresbHocTh SEQ ID NO: 7; CDR2, conpepkamiyro

aMUHOKHCIIOTHYIO0 —mocienoBarenpHocTe SEQ ID NO:  8;

2

u CDR3, coapepxamiyro
aMUHOKHCJIOTHYIO nocaeaosatenbHocTs SEQ ID NO: 9.

Bapuant ocymectenenus 4. [Tonunentua no moOoMy U3 BapUaHTOB OCYLIECTBIIEHHA |-
3, y kxoroporo no Menbinei mepe onuH nomeH VHH copepxur CDRI, copepxamyro
aMUHOKHUCJIOTHYIO mnocienoBatenbHocTe SEQ ID NO: 11 wmmu 50; CDR2, comepkamyto
aMUHOKHUCJIOTHYIO mnocienoarenbHocTh SEQ ID NO: 12 wnmu 51, u CDR3, conepkaryro
aMUHOKHCIIOTHYIO nocaenosatenbHocTh SEQ ID NO: 13 wnu 52.

Bapuant ocymecrsienus 5. [Tonunentuz no ao00My U3 BApUAHTOB OCYLIECTBICHHS |-
4, y xoroporo mo MeHblieii mepe omauH nomeH VHH comepxxur CDRI, conpepxainyro
aMUHOKHCIIOTHYI0 mocnenosarenbHocTh SEQ ID NO: 15, 53 unu 56; CDR2, comepxaryro
aMUHOKHCIIOTHYIO mocienoBarenbHOCTh SEQ ID NO: 16, 54 wnm 57; u CDR3, conepxamyro
aMUHOKHCIIOTHYIO nocnenosatenbHocTh SEQ ID NO: 17, 55 nnnm 58.

Bapuant ocymectsienus 6. [Tonmunentua no qo00My U3 BApUAHTOB OCYLIECTBIEHUS |-
5, y xoroporo mo MmeHbwied mepe onuH nomeH VHH copepxxur CDRI1, copepxarnyro
aMUHOKHCIIOTHYIO0 mnochenoatenbHocTh SEQ ID NO: 19 wnu 59; CDR2, conepxamyro
aMUHOKHCIIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 20 unmu 60; u CDR3, comepxaryro
aMUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 21 unu 61.

Bapuant ocymectsienus 7. [Tonunentun no qmo00My U3 BApUAHTOB OCYIIECTBIEHHS |-
6, y kxoroporo mo MeHbliel mepe onuH nomeH VHH copepxxur CDRI, copepxariyro
aMUHOKHCJIOTHYIO0 mnocienoBatenbHocTh SEQ ID NO: 23 wmu 62; CDR2, conepxaimyro
aMUHOKHCIIOTHYIO0 mocnenoBaresbHocTe SEQ ID NO: 24 unmu 63; u CDR3, copepxarryro
aMUHOKHCIIOTHYIO nocaenoBatenbHocTh SEQ ID NO: 25 unu 64.

Bapuant ocymectsnenus 8. IToaunentua no moOoMy M3 BApPHAHTOB OCYLIECTBICHUS |-
7, y xoroporo mo MeHbied mepe oxuH nomeH VHH comepxur CDRI, conepxkaiyro
aMUHOKHCIIOTHYIO0 mocienoBatenbHocTh SEQ ID NO: 27 wmm 65; CDR2, conmepkamnyro
aMUHOKHCIIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 28 wnmu 66; m CDR3, conmepxarnyro
aMUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 29 wnu 67.

Bapuant ocymecrtsienus 9. [Tonunentuz mno qo00My U3 BApUAHTOB OCYLIECTBIEHHS |-
8, y kxotoporo mo wMmeHblied Mepe oauH gomeH VHH comepxutr CDRI, conmepkamyro
aMUHOKHCIIOTHYIO0 mnocnenoatenbHocTh SEQ ID NO: 31 wmu 68; CDR2, conmepxamyro
aMUHOKHCIIOTHYIO0 miocienoBarenbHocTh SEQ ID NO: 32 wnu 69; u CDR3, comepxaryro
aMUHOKHCIIOTHYIO nocaeaosatrenbHocTh SEQ ID NO: 33 wnu 70.

Bapuant ocymectenenus 10. [Tomunentua no moO60My U3 BAPHAHTOB OCYIIECTBIECHUS |-
9, v xoroporo mo MmeHbwield mepe onuH nomeH VHH copepxxur CDRI, copepxarryro
aMUHOKHCIIOTHYIO0 mnochenoatenbHocTh SEQ ID NO: 35 wmmu 71; CDR2, conmepxammyro
aMUHOKHCIIOTHYIO0 miocienoBarenbHocTh SEQ ID NO: 36 unu 72; u CDR3, coxpepkamiyro
aMUHOKHCIIOTHYIO nocienoBatenbHocTh SEQ ID NO: 37 unu 73.

Bapuant ocymectsnenus 11. [Tomunentua no moboMy U3 BapHaHTOB OCYIIECTBIEHUS |-

10, y xoroporo mo meHnblieii mepe onuH nomeH VHH copep:xxur CDR1, CDR2 u CDR3,



coneprKkallfe, COOTBETCTBEHHO, aMUHOKHUCIIOTHBIE TocnenoBaTeabHocT SEQ ID NO: 47, 48 u
49; SEQID NO: 3,4u5; SEQIDNO: 7,8u9; SEQID 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: 27, 28 u 29; SEQ ID NO:
31,32 u33; SEQ ID NO: 35,36 u 37, SEQ ID NO: 50, 51 u 52; SEQ ID NO: 53, 54 u 55; SEQ
ID NO: 56, 57 u 58; SEQ ID NO: 59, 60 u 61; SEQ ID NO: 62, 63 u 64; SEQ ID NO: 65, 66 u
67; SEQ ID NO: 68, 69 u 70; unu SEQ ID NO: 71, 72 u 73.

Bapuant ocymectsnenus 12. [Tonunentuz no jr00OMy M3 BAPHAHTOB OCYIIECTBICHHUS |-
11, y xotoporo no menbiueii mepe oguH noMeH VHH sBnsieTcs ryMaHU3UPOBaHHBIM.

Bapuant ocymectsnenus 13. [Tomunentua no r0O0OMy U3 BAPHAHTOB OCYLIECTBICHUS |-
12, y xoroporo mo MeHbllel wmepe oauH nomeH VHH conmepxut aMHUHOKHUCIOTHYIO
MOCJIEI0BATENbHOCTD, UICGHTUYHYIO Ha MO0 MeHbluel mepe 85%, mo meHbiieil mepe 90%, mo
MeHblel Mepe 95% unu no meHbiuel Mepe 99% aMHUHOKUCIOTHON nocneaosarenbHOCcTH SEQ
ID NO: 38, 114, 39, 40, 41, 42, 43, 44, 45, 46, 115, 116, 117, 118, 119, 120, 121 unu 122.

Bapuant ocymectsnenus 14. [Tomunentua no mo00My U3 BAPHAHTOB OCYLIECTBICHUS |-
12, y xoroporo mno MeHbliell Mepe oaud aoMeH VHH coxepxur aMHMHOKHUCIOTHYIO
nocaenosatenbHocTs SEQ ID NO: 38, 114, 39, 40, 41, 42, 43, 44, 45, 46, 115, 116, 117, 118,
119, 120, 121 nmm 122.

Bapuant ocymectsnenus 15. [Tonmunentua no moboMy U3 BApHAHTOB OCYIIECTBICHUS |-
12, y xoroporo mo MeHbllell Mepe oauH aoMeH VHH cozmepxur aMHMHOKHUCIOTHYIO
MOCJIEI0BATENbHOCTD, UAEHTUYHYIO Ha MO MeHbluel mepe 85%, mo meHbiieil mepe 90%, mo
MeHblIed Mepe 95% unu no MeHbuield Mepe 99% aMUHOKUCIOTHON nocneaosarenbHOCTH SEQ
ID NO: 2, 6, 10, 14, 18, 22, 26, 30, 34, 123, 124, 125, 126, 127, 128, 129, 130 unu 131.

Bapuant ocymectsnenus 16. [Tomunentua no nmob6oMy U3 BapHaHTOB OCYILIEeCTBIEHUS |-
12, y xoroporo mno MeHbineli Mmepe oauH aomeH VHH conepkut aMHUHOKHUCIOTHYIO
nocienosarensHocTh SEQ ID NO: 2, 6, 10, 14, 18, 22, 26, 30, 34, 123, 124, 125, 126, 127, 128,
129, 130 wm 131.

Bapuant ocymectsnenus 17. [Tomunentua no r0O0OMy U3 BAPHAHTOB OCYLIECTBICHUS |-
16, conepxxamuii nBa nomeHa VHH.

Bapuant ocymectsnenus 18. [Tomunentua no r000My U3 BAPHAHTOB OCYLIECTBICHUS |-
16, conepxxamuit Tpu nfomena VHH.

Bapwuant ocymectsnenus 19. [Tonmunentua no moO60My U3 BAPHAHTOB OCYIIECTBICHUS |-
18, comepskamuii MO MEHbIIEH Mepe OIUH CBA3BIBAIOLIMN JOMEH, KOTOPBIA CBSI3bIBACTCS C
aHTUTeHOM, OTIMYHBIM oT CD33.

Bapuant ocymectsnenuss 20. Ilomunentun no BapuaHTy oOcyulecTBiaeHus 19,
conep Kalluil MO MEHBIIEH Mepe ONUH CBS3bIBAIOIINM JOMEH, KOTOPHhIN cBs3biBaeTcs ¢ CD3, T-
kietounbiM peuentopoMm (TCR) o, TCRP, CD28, CD16, CD32A, CD64, CD89, NKp46 wm
NKG2D.

Bapuant ocymectsnenus 21. Ilonunentun no sapuaHty ocywectsiaeHus 17 wmm 18, y
koToporo kaxaplii nomeH VHH cBs3biBaercs ¢ CD33.

Bapuant ocymectsienus 22. lloaunentua no BapuaHTy OCyILUECTBIeHUs 21, y KOTOpOro



kaxapii noMmeH VHH comep:kut oaMHakoBble aMUHOKHUCJIOTHBIE TocienoBatenbHocTu CDRI,
CDR2 u CDR3.

Bapuant ocymectsienus 23. Iloaunentua no BapuaHTy OCyuiecTBieHus 21, y KOoToporo
kaxnaplii toMeH VHH conep:xut onHy U Ty e nociaeaosarenbHocts VHH.

Bapuant ocymecrsnenus 24. [Tonmunentua no mo060My U3 BApHAHTOB OCYIIECTBIEHU 1-
16, congepskamumii onuH nomMeH VHH.

Bapuant ocymectsnenus 25. [Tonmunentua no r0OOMy U3 BAPHAHTOB OCYIIECTBICHUS |-
24, conepxauuii Fc-yuacTok.

Bapwuant ocymectsienus 26. [Toqunentua no BapuaHTy OCYLIECTBICHHS 25, y KOTOPOTO
Fc-y4acTok comep>KUT aMMHOKHUCJIOTHYIO MOCIeI0BATENbHOCTD, BhiOpaHHyto u3 SEQ ID NO: 74-
109.

Bapuantr ocymectBnenuss 27. Ilonunentun no BapuaHTy OCYIUECTBJIEHUs 25 wWiH
BaPHUAHTY OCYLIECTBIEHHS 20, KOTOPBIHA B (PU3UOJOTHUECKHX YCIOBUSAX 00pa3yeT numep.

Bapuant ocymectsnenus 28. [Tomunentua no mo00My U3 BAPHAHTOB OCYLIECTBISHHS 1-
27, rae CD33 npencrasisier coboit uenoseueckuii CD33.

Bapuant ocywmectsienus 29. Iloaunentua no BapuaHTy OCYILIECTBIECHHs 28, rae
yenosedeckuit CD33 conepskut nocnenosarenpsHocts SEQ ID NO: 1.

Bapuant ocymectsienus 30. MIMMyHOKOHBIOTAT, COAEP KU OJIUIIENTH MO JIFOOOMY
U3 BAPUAHTOB OCYLIECTBJICHUs 1-29 U HUTOTOKCUUECKUI areHr.

Bapuant ocymectsinenuss 31. MMMyHOKOHBIOrAaT MO BapuaHTy ocyluecTtBieHus: 30, rae
IIUTOTOKCUYECKUH areHT BBIOMPAIOT M3 KajJMXeaMUIMHA, AaypUCTaTHHA, MAOJACTaTHHA,
TyOyJIUINHA, MaWTaH3UHOUJA, KpUNTOPHLINHA, NyOKapMULIMHA, 3CMEepaMULIMHA,
NHPPOSIOOEH30IMa3eNMHA U SHAUUHOBOIO aHTHONOTHKA.

Bapuant ocywectBinenus 32. ®apmaueBTuueckas KOMIO3ULMs, COAEprKallas
NOJUIENTHA MO J0OOMYy W3 BapuUaHTOB OCYLIECTBJIEHHS [-29 WM MMMYHOKOHBIOTAaT IO
BapUaHTy ocyiuecTBieHus 30 WM BapuaHTy oOCyllecTBieHuss 31 W  (QapManeBTUYECKH
MIPUEMIIEMBI HOCUTED.

Bapuant ocymectBienusi 33. BbigeneHHas HyKJIEHMHOBas KHUCJIOTA, KOAMPYIOIIAs
MOJIUIENTH]T TIO JTF0OOMY M3 BAPUAHTOB OCyIIecTBIeHUs 1-29.

Bapuantr ocymectBiaeHuss 34. BekTtop, coxpepkalmiMii HYKJI€MHOBYKO KHUCJIOTY IO
BAPUAHTY OCYLIECTBJICHUS 33.

Bapuant ocymectBiaenus 35. Knerka-xo3suH, coaep:kaiiasi HyKJIEHHOBYIO KUCIOTY IO
BApUAHTY OCYILECTBJICHUs 33 WM BEKTOP MO BAPUAHTY OCYILLECTBJICHHUS 34.

Bapuant ocymectBnenus 36. Kierka-xo3s1uH, KOTOpast SKCIPECCUPYET MOJUINENTH] 110
JFOOOMY M3 BAPUAHTOB OCYIIECTBIeHUs 1-29.

Bapuant ocymectsienus 37. Crnoco0 monydeHHMs NOJMIIENTHAA MO JIEOOOMYy U3
BAPUAHTOB OCYIIECTBJIEHUs 1-29, BKIIOYAIOIIMN WHKYOAIMIO KJIETKH-XO3sIMHA I10 BapUaHTY
OCYIUECTBJEHUsT 35 WM BapUAaHTy OCYLIECTBJCHUS 36 B YCIOBHUAX, NOAXOAALINUX IS
3KCIPECCUH MOJTUNENTUAA.

BapuanT ocymectsienust 38. Crioco0 1o BapHaHTy OCYLIECTBJICHUS 37, TOMOJHUTEIBHO



BKJIFOUAIO LM BbIIEIEHUE TTOJIUTIENTHAA.

Bapuant ocymecteienuss 39. Cnoco0 JedeHuss paka, BKIIOYAIOUINN BBEIEHUE
CTpajaroLIeMy pakoM cyObeKkTy (hapManeBTHUeCKU 3P PEeKTUBHOTO KOJUUECTBA MTOJUNENTHAA TI0
mo00My M3 BapUAHTOB OCYLIECTBJIECHUS 1-29, HNMMYyHOKOHBIOTaTa MO BAPUAHTY OCYILECTBIICHUS
30 unm BapuaHTy ocyuiecTBieHus 31 wmnm QapmaneBTUYeCKOH KOMIO3MLIMU IO BapUaHTy
ocyliecTBieHus 32.

Bapuant ocymectsiaenuss 40. Cnoco0 MmO BapwaHTy OCYyLIeCTBIeHHs 39, rae pak
BBIOUPAIOT U3 JUMQPOMBL, JUMPOMbI XOMKKHHA, HEXOMKKUHCKOW JuMpomer;, B-kieTouHoi
auM(OMBI, HU3KOW CTEMEHH 3J0Ka4YeCTBEHHOCTH/(POJUTMKYISPHONH HEXOIKKUHCKOW JTHM(OMBI
(HXJD); HXJI u3 MaJibIX TMMQOIUTOB (MJI); cpenHei CTETeHU
3nokadectBeHHOCTH/ QommukymsipHoit  HXJI;,  muddysnorn  HXJI  cpenmHeit  cremeHH
3JIOKaYeCTBEHHOCTH, uMMyHOOnacTHoit HXJI BBICOKOW CTemeHH 3JI0KaYeCTBEHHOCTH,
aumpodnactHoli  HXJI  BbicOkOH  cremeHu  3mokadecTBeHHocTw; HXJI w3 menmkux
HEpPACIIETUIEHHBIX KJIETOK C BBICOKOW CTEMEHbI0 3JI0KaueCcTBeHHOCTH, o0bemHONH HXJI;
auM(pOMBl U3 KJIIETOK MAaHTUWHOW 30HBI; JjuMmdombl, ceszanHoii co  CIIM]/lowm;
MakpornoOyinHemun BanmbpneHctpema; xpormdeckoro gumdorneiikosa (XJUI); octporo
aumpobnactHoro  seikoza  (OJUJI);  octporo  mwmenompHoro  Jyiedikoza  (OMJD);
BOJIOCATOKJIETOYHOT'O JIEHKO03a; U XPOHUYECKOTO MUEJIOOIACTHOTO JIEHKO3a.

BapuanT ocymectsienus 41. Criocob mo Bapuanty ocymectsienus 39 wim 40, raoe pak
npeAcTaBisieT coO0 OCTphIi MuenonaHbIi netiko3 (OMJI).

BapuanT ocymectsienus: 42. Crioco0 1o gro00oMy U3 BapHAaHTOB OCyIIecTBieHus 39-41,
JOTIONTHUTEIBHO BKJIIOYAIOIINN BBEACHUE JTOTIOJHUTEIBHOIO TEPAIEBTUYECKOTO areHTa.

Bapuant ocymectBienuss 43. Cnoco® mno BapuaHTy ocyliecTieHust 42, rre
JOMOJHUTEIBHBIN TePANeBTUYECKUH areHT MpeAcTaBisieT COOOH NPOTHBOPAKOBOE CPEACTRO.

Bapuant ocymectBienuss 44. Cnoco® mno BapwaHTy OCyLIeCTBiIeHHs 43, rae
NPOTHBOPAKOBOE CPEICTBO BBHIOMPAIOT U3 XUMHOTEPANIEBTUYECKOTO CPEACTBA, OMOJIOrHYECKOro
NPOTHBOPAKOBOTO CPEACTBA, JTyueBoit Tepanuu, CAR-T Tepanuu 1 OHKOJUTUYECKOTO BHPYCA.

BapuanT ocymectsienus: 45. Criocod mo nro0oMy U3 BaApHAHTOB OCYyINeCTBIeHUsS 39-44,
rae pak npexacrasisier cobort CD33-skcnpeccupyromuil pak.

KPATKOE OITUCAHUE YEPTEXXEN

[0005] Ha ¢ur. 1 nokaszanel naHHble OnocnoitHoi mHTEpdepomerpun misa hz1E4v2 mo
cpaBHeHHIO ¢ Apyrumu CD33-ces3piBaromumu sdAb, pacKpbITBIMU B HACTOSIIEM OMHUCAHHH.

[0006] Ha ¢ur. 2A-2M moka3aHO CBSI3bIBAHME HEKOTOPBIX ONHOJOMEHHBIX aHTHUTEN
(sdAb) ¢ CD33, skcopeccupyeMbiM Ha kietkax MOLM-13 wim HEK 293, «MOLM-13»
obo3Hauaer kinetkn MOL-13, TpaHcuumpoBaHHbIe TUIa3MuAoH, komupyromeii CD33, kak
ormcano B npumepe 2. «CD33m» obo3nauaer ykopoueHnsiii 6enok CD33 (SEQ ID NO: 113).
«CD33M» obo3Hauaer momHopasMepubiii 6emok CD33 (SEQ ID NO: 112). «<HEK 293» wmu
«ponutensckue HEK 293» obo3nauaer nerpancuimposannsie kiaetku HEK 293. Ha ¢ur. 2A
nokaszaHo cesspiBanue 1E4-IgG1 ¢ CD33. Ha ¢ur. 2B nokasano cesaseiBanue hz1E4v2-IgGl ¢

CD33. Ha ¢ur. 2C nokazano cesazbiBanne 1H9-IgG1 ¢ CD33. Ha ¢ur. 2D noka3aHo cBs3bIBaHHE



hz1H9v2-IgG1 ¢ CD33. Ha ¢ur. 2E nokasano cesssiBanne hz1G3v3-IgGl ¢ CD33. Ha ¢ur. 2F
nokasano ces3piBanue 1C7-IgG1l ¢ CD33. Ha ¢ur. 2G nokasano cesssiBanue hz1C7v1-IgGl ¢
CD33. Ha ¢ur. 2H mnokaszano cesspiBanue hz1C7v11-IgGl ¢ CD33. Ha ¢ur. 2I noka3ano
csizbiBaHue hzA07v4-IgGl ¢ CD33. Ha ¢ur. 2J nokaszano cessbiBanue hzB07v7-1gG1 ¢ CD33.
Ha ¢ur. 2K nokasano cesseiBanue hzG11v2-IgGl ¢ CD33. Ha ¢ur. 2L nokazaHo cBs3bIBaHHE
F02-IgG1 ¢ CD33. Ha ¢ur. 2M noxkasano cBsszbiBanue hzF02v18-IgG1 ¢ CD33.

MNOJAPOBHOE OITUCAHUE

[0007] IlpencraBineHHbIE B HACTOSIIEM OIMMCAHUHM BAPUAHTHI OCYLIECTBJIEHUS OTHOCSATCS
K CD33-CBA3BIBAIOIIUM TOJHIENTHAAM U UX MPUMEHEHHIO B PA3JIMYHBIX CHOCO0AaX JICUEHHs
paka.

OHDeHeHeHI/Iﬂ U pa3JUYHbIC BApHUAHTBI OCYIIICCTBJICHUA

[0008] 3aronoBku pa3nesoB, UCMOIb3YEMbIE B HACTOSIIIEM OMUCAHUU, MPEIHA3HAYEHBI
UCKJIFOYUTENIbHO ISl OPTaHM3AIMOHHBIX [eJied M He JOJKHBI OBITh HCTOJIKOBAHBI KAk
OrpaHUYMBAIOLINE OMUCAHHBIN OOBEKT H300pETeHNSI.

[0009] Bce cchuiku, HUTHPYEMBIE B HACTOSIIIIEM OMICAHUH, BKJIOYAs 3asBKU HA MTATEHTHI,
NAaTeHTHbIE MyOJMKauuu U HoMepa noctyma Genbank, BKIIFOUEHBI B HACTOsIIIEE ONHCAHHE B
KaueCTBe CCBUIKH, KaK eCclii Obl Kakmasi OTAeNbHAs CChbUTKAa ObLIa CIENUATbHO U OTIEIBHO
yKa3aHa KaK BKJIFOUEHHAasl B KAYECTBE CChUIKU BO BCEH CBOEH MOJIHOTE.

[0010] CriocoObI 1 mponenyphl, PACKPBITHIC HITH YIIOMSIHYTbIE B HACTOSIIIEM OIMUCAHUH, B
L[EJIOM SIBJISTFOTCSI XOPOLIO M3BECTHBIMU M TPATUIIMOHHBIMA METOAAMH, OOBIMHO TPUMEHSIEMbIMH
CHeHaJINCTaMH B JAHHOW OOJIACTH TEXHHUKH, TAKUMHU KaK, HAIIPUMEp, IHUPOKO HCIIOIb3yeMble
MeTofpl, onucaHHble 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, Hay4YHblE U TEXHUYECKHE TEPMHUHBI, UCIOJb3YEMbIE B
KOHTEKCT€  HACTOSIILEro MW300peTeHusl, HMMEIT 3HAueHHs, OObIYHO  HCHOJIb3yeMble
CHeLUAIICTAMH B IAHHOH oOnactu TexHUkH. Kpome Toro, ecian MHOe He CIeayeT u3 KOHTEKCTa
WIM HE YKa3aHO B SIBHOM BHUJE, TEPMHUHBI B €JUHCTBEHHOM YHCJIE€ MOAPA3yMEBAKOT BKIOYEHHE
MHOKECTBEHHOTO YHCJa, & TEPMUHBI BO MHOXXECTBEHHOM YHCJIE IO/Pa3yMeBAalOT BKIIIOUEHHE
€IMHCTBEHHOTrO uucnia. [Ipu gr000M NPOTHUBOPEUHH B ONPEACNCHHAX MEXIY Pa3IuYHBIMU
UCTOYHUKAMU WJIM CCBUIKAMU IPUOPUTETHBIM SIBJIAETCS OINpeAesieHHe, TIPUBEACHHOE B
HACTOSLIEM OIUCAHUH.

[0012] Kak mpaBwyiio, HyMepanus OCTAaTKOB B TSDKENIOH IeNMd HMMYHOTJIOOYJIHHA
coorBercTtByeT unaekcy EU mo 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). «Munexc EU nmo Kabat» oTHOCHTCS K HyMepauuu
octatkoB yenoBeueckoro IgG1 anturena cornmacHo EU.

[0013] Cnenyer y4uThIBaTh, YTO BAPUAHTHI OCYLIECTBIEHHUS N300PETEHHs], PACKPBITHIC B
HACTOSIIEM OMHCAHWH, BKJIIOYAIOT BAPHAHTBHI OCYIIECTBJIEHUS «COCTOSLINI» W/HMIH IO
CYLIECTBY COCTOSALIMHA u3». Hcronmp3yemble B HACTOALIEM OINUCAHUM (POPMBI €AMHCTBEHHOTO
4HClia BKIIOYAIOT CCBUIKM Ha MHO)KECTBEHHOE YMCJIO, €CJIM He yKa3aHOo uHoe. Mcnonb3oBaHue B
HACTOSLIEM OINUCAaHUM TEPMHUHA «MJIN» HE O3Ha4daeT, 4YTO aJbTEpHATUBBI SIBIISIOTCS
B3aMMOHCKJIFO YOI UMH.

[0014] B HacTosmIeil 3asiBKe HCIOJNb30BAHUE «UJIM» O3HAUAET «W/WJIM», €CIId WHOE He
yKa3aHO B SIBHOM BHJE€ HJIM HE SIBJISIETCS OYEBUIHBIM CIIELUAIICTY B JaHHOW oOmactu. B
KOHTEKCTe MyHKTa (POPMYJIbl M300pETEHUs] ¢ MHOXKECTBEHHOH 3aBHCHUMOCTBIO HCIIOJIB30BAHHE
KUJI» OTHOCHUTCS K 0oJiee ueM OIHOMY MPEIIIECTBYIOLIEMY HE3aBUCUMOMY HIIH 3aBHCUMOMY
NYHKTY (OPMYJIbI H300pEeTEHUsI.

[0015] ®paza «3TanmoHHBI OOpaszely, «ITAJOHHAS KJIETKa» WU «3TaJOHHAS TKAHbY
o3HayaeT obOpaser Mo MeHbIIel Mepe C OJHOH HW3BECTHOW XapaKTEPUCTUKOH, KOTOPBI MOXHO
UCTIOJIb30BAaTh B KAa4eCTBE CPaBHEHUs ¢ OOpasloM MO MeHbIeld Mepe C OIHON HEW3BEeCTHOM
XapaKTePUCTUKOW. B HEKOTOPBIX BapuUaHTaX OCYIIECTBJICHUS STAJOHHBIA 00paser MOXKHO
HCIOJIB30BaTh B KaueCTBE MOJIOXKUTENbHOIO WM OTPULATENIbHOTO HHAMKATOpA. DTaJIOHHBIN
oOpasel; MOKHO HCIOIBb30BaTh JJIsl onpenesieHus: yposHsi Oenka w/vnn MPHK, HaGmromaemoro,
HampuMep, B 3IO0POBOH TKaHHW, B OTIM4YMe OT ypoBHs Oenka w/wim MPHK B obpasue ¢
HEU3BECTHBIMU XapaKTepUCTHKaMH. B HEKOTOpbIX BapHaHTax OCYLIECTBIEHUS 3TaJIOHHbBIN
o0pasen MoJy4aroT OT TOrO k€ CyObeKTa, HO U3 APYrod 4acTH, OTIMYHOH OT TecTupyemoil. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJIEHHs JTAJOHHBIA oOpasen OepyT u3 00JIacTH TKaHH,
OKpY>Karollel Uiy NPWIErarue K paky. B HEKOTOpPBIX BapuaHTaX OCYLIECTBJICHUS 3TAJIOHHBIN
oOpasen; Moiy4arOT HE OT UCHBITYEMOIO, a OT CyOBEKTa, O KOTOPOM H3BECTHO, YTO y HETrO

UMeEeTCsl WJIM He HMEeEeTCsl HCCIIeNyeMOe pPacCTPOMCTBO (HAampuMep, KOHKPETHBIM pakK WM



pacctpoiictBo, cBsizaHHOe ¢ (CD33). B HEKOTOpBIX BapHaHTaxX OCYLIECTBIEHHS 3TAJOHHBINA
oOpaser moJy4arT OT TOro e CyObekTa, HO O MOMEHTAa BOSHHUKHOBEHHS paka. B HEKOTOPBIX
BapHaHTaX OCYLIECTBJICHHS STAJOHHBIA 00pa3el MPOUCXOANUT U3 odpas3ia 10OPOKaYeCTBEHHOTO
paka TOro e wiu Apyroro cyowrekra. Korma st cpaBHEHMsI UCIIONIB3YETCSl OTPULIATENIbHBIN
KOHTPOJIbHBIN O0pasel, ypOBEHb 3KCIPECCHHM WM KOJHYECTBO HM3Y4aeMOW MOJIEKYJbl B
OTPULIATEIbHOM 3TAJIOHHOM oOpasiie OyneT yKa3blBaThb Ha YPOBEHb, OTHOCHUTEIBHO KOTOPOIO
CTHELIUAMCT B JAHHON OOJNIACTH TEXHUKH CMOET YCTAHOBUTb, C YY€TOM HACTOSILIETO OMUCAHMS,
YTO MOJIEKYJIa OTCYTCTBYET W/WJIM HAXOOUTCS HAa HHU3KOM ypoBHe. Korma misi cpaBHeHUs
UCTIOJIB3YETCSI MOJIOKHUTENIbHBIA 3TaJOHHBIM 00pa3el, YPOBEHb JKCIPECCHH WA KOJIMYECTBO
U3y4aeMOi MOJIEKYJIbI B IMOJIOXKHTEILHOM 3TaJIOHHOM oOpasiie OyneT yka3bIBaTh Ha YPOBEHD,
OTHOCHUTEJIbHO KOTOPOrO CHEHHATUCT B JAHHOW OO0JaCTH CMOXKET YCTaHOBUThb, C Y4YETOM
HACTOSIIIETO OMMCAHMSI, YTO MOJIEKYJIa MPUCYTCTBYET HA HEKOTOPOM yYPOBHE.

[0016] TepmuHBI «IOJB3a», «KJIMHUYECKAs TOJb3a», «BOCIPUUMYHUBOCTEY H
«TEparneBTHUECKasT BOCIPUUMYHUBOCTB», UCIOJB3yEMbI€ B HACTOSINEM OIMHMCAHUH B KOHTEKCTE
MOJIOYKUTEIBHOTO BO3JCUCTBUSl WM PEAKIUU Ha BBEICHHE TEPANEBTHYECKOTO areHTa, MOTYT
OBITH U3MEPEeHBI MyTEM OLIEHKH Pa3JIMYHbIX KOHEYHBIX TOYEK, HANpUMEp, MHTUOUPOBAHHS JIO
HEKOTOPOW CTENeHW TMPOrPeCCUPOBaHUsT 3a00JIEBAHMS, BKJIOUAs 3aMEUICHUE U TIOJHYIO
OCTAQHOBKY, YMEHbIICHHUS] KOJIHYECTBA 3MH300B W/WUJIH CUMITOMOB 3a00JI€BaHUSI, YMEHBIICHHS
pa3MepoB TMOPAKEHUs, HMHTUOMPOBAHHS (T.€. YMEHBINCHUS, 3aMEIJICHHs WJIH TIOJHOTO
npekpatnenus) nHprIbTpauuu O00JIE3HETBOPHBIX KJIETOK B COCEOHHE mepuepudeckue opraHbl
W/WIM TKaHU, TOPMOXEHHs! (T.€. YMEHbBIIEHUS, 3aMeIJICHUs WU [IOJIHOTO IPEKPaIleHus)
pactipoctpaHeHusi 3aboneBaHus, OOJEerdeHuss O HEKOTOPOM CTeneHW OJHOro Wil OoJee
CHUMIITOMOB, CBSI3aHHBIX C PACCTPONCTBOM, YBEJIHMYEHHUsS MPOAOKUTEIBHOCTH Oe3pelrauBHOIO
TEYEHHUs] TIOCJIE JICYEeHUs, HANpUMeEp, BbDKHMBAEMOCTH Oe€3 MporpeccupoBaHMs 3a00JEBaHUS,
MOBBIIIEHHON OOMLIel BBDKUBAEMOCTH; Oo0Jiee BBICOKOH CKOPOCTH OTBETA;, H/WIU CHHKEHHS
CMEPTHOCTH B OMpeEAeNICHHbI MOMEHT BpeMeHu mociie JiedeHus. CyObekT uim pak, KOTOPbIH
«HE OTBEYAaeT» WM «HE pearupyer», SBISETCS CYObEKTOM WIJIM PAaKOM, HE OTBEUAIOI[UM
YKa3aHHbBIM BbIIIE TPEOOBAHUSM K «BOCTIPUUMYHBOCTIY .

[0017] TepmuHbl «MONIEKyJa HYKJIEMHOBOM KHMCIOTBDY, «HYKJIEMHOBAas KHUCJIOTa» H
TIOJIMHYKJIEOTHI» MOTYT HCIIONB30BATbCA B3aUMO3aMEHSIEMO M OTHOCSITCS K IOJUMEPY
HYKJIEOTHIOB. Takue TmOoNUMEpbhl HYKJIEOTHAOB MOTYT CONEpKaTb TMPUPOIHBIC W/UJH
HENPUPOIHBbIE HYKJIEOTHUABl W BKIOYAaKOT, 0Oe3 orpanumdenus, JHK, PHK wu IIHK.
«ITocnenoBaTenbHOCTh HYKJEMHOBOUW KHUCJIOTBD) OTHOCHUTCS K JIMHEMHOH MOCJEeAOBAaTEIbHOCTH
HYKJIEOTUIOB, COAEPIKAIIEHCS B MOJIEKYJIE HYKJIEMHOBOM KUCJIOTHI I MOJUHYKJICOTHE.

[0018] TepmuHbl «monumentTua» U «OEJOK» HCIONB3YIOTCS B3aUMO3AMEHSIEMO IS
00O3HA4YEHUSI TOJMMEPa, COCTOSIIIEr0 M3 aMUHOKHUCIIOTHBIX OCTATKOB, U HE OTPAHUYHBAFOTCS
MUHUMaJIbHON JyuHON. Takue monmumepbl W3 aMUHOKHCJIOTHBIX OCTaTKOB MOTYT COAEPIKaTh
MPUPONHBbIE WJIM HENMPUPOIHBbIE AMHHOKHCIIOTHBIE OCTaTKH W BKIIFOYAIOT, 0€3 OrpaHHyYeHwus,
MENTUBI, OJUTONENTUABL, AUMEPBI, TPUMEPBI U MYJIbTUMEPbl AMUHOKUCIOTHBIX OCTaTKOB. DTO

OTpeJieIeHHe OXBAThIBAET KaK IIOJIHOpa3MepHble O€NKH, Tak M UX (PparMeHTHl. YKa3aHHbIE



TEPMUHBI TAaK)XX€ BKIIOYAIOT IMOCTIKCIPECCHOHHbIE MOAN(UKALNYU TOJUNENTHAA, HAIpUMep
TJIMKO3MIINPOBAHNE, CHATMPOBAHKE, aneTwinpoBanue, Gochopumposanue u T.1. Kpome Toro,
IUIA LeJied HACTOALIEro PACKPBITHS KIIOJUMENTHI» OTHOCUTCA K O€NKy, KOTOpPBIN BKIIFOUAET
Monu(pUKaIMK, TaKue Kak Jeieuud, N0oOaBlieHuss W 3aMeHbl (OOBIMHO KOHCEPBATHUBHBIE IIO
NPUPOZE) B HATHBHOHM IMOCJIEAOBATENHOCTU INPU YCJIOBUH, YTO OEJOK COXPAHSET KEIAeMYIO
AKTHUBHOCTb. DTH MOANU(UKALUN MOTYT ObITh MPEAHAMEPEHHBIMH, HATIPUMEp Pe3yJIbTaTOM CaNT-
HAINpaBJIEHHOTO MyTareHesa, WM MOTYT OBITh CIyYalHBIMH, HAIPUMEpP Pe3yJIbTaTOM MYyTaLUil
X0351€B, MPOAYLHUPYIOIINX OeNku, uiu omurbok B nporecce TP ammndukanmu.

[0019] «CD33» B KOHTEKCTE HACTOSILIETO OMUCAHUS OTHOCUTCS K JIOOOMY HATHBHOMY
3penomy CD33, koTopblil sIBISIETCS Pe3yibTaTOM TNpoueccuHra npenmectBenanka CD33 B
kieTke. Otor TepmuH BKmoudaer CD33 wu3 mr000ro MCTOYHMKA TMO3BOHOYHBIX, BKJTFOYAsI
MJIEKONIUTAIOLINX, TAKUX KaK NMPUMAThl (HAmpuMmep, JIOAM M SIBAHCKME MAKaKH WIH MaKaku
pe3yc) U TPeI3YHBI (HapUMep, MBIIIH U KPBICHI), €CJIM HE YKa3aHO MHOE. Y Ka3aHHbIA TEPMHH
TaK)ke BKJIIOUYAET BCTpeyarolnuecs B mpupone Bapuantsl CD33, Takue kak BapHaHThI CIIAHCUHTA
WIM  aJjulelibHble  BapuaHThl. Heorpanuuuparolias  WUIIOCTPAaTHBHAs  AMHUHOKHCIIOTHAsI
NOCJIEe0BaTENbHOCTh uenoBeueckoro CD33 mokaszana, Hampumep, B UniProt moxmy HOMepom
noctyna P20138. 3penas ¢popma CD33 MokeT HE MMeThb CHUTHAJIBHOTO MeNnTuaa (Hampumep,
3penasi popma CD33 moxker He comepskaTb aMUHOKUCIOTHI 1-17 ¢ HOMepom moctyma UniProt
P20138). Cm. SEQ ID NO. 1.

[0020] Tepmun «creunuUecKyd CBS3BIBACTCS» C AHTUTEHOM HWJIM SIUTOIIOM SIBJII€TCS
TEPMHUHOM, KOTOPBII XOPOIIO M3BECTEH B JAAHHOW 00JACTH, U CHOCOOBI ONMpPENeseHUus] TaKOro
crienn(pUIecKoro CBS3bIBAHUS TAKXKE XOPOIIO H3BECTHBI B JaHHOM oOmactu. I'oBopsAT, dTO
MOJIEKYJIa TPOSBIISET «CHelU(PUIECKOe CBSA3bIBAHUE» WIIH IPEATIOYTUTENBHOE CBA3BIBAHUEY,
€clli OHa pearupyer WM CBA3bIBAETCS 4dalle, ObICTpee, NOJbIIE HAXOAUTCS B CBSI3AHHOM
COCTOSIHMU W/WJIM CBsI3bIBaeTCsl ¢ Ooyiee BBICOKOH a(UHHOCTBIO C KOHKPETHOH KJIETKOH WM
BEIIECTBOM, Y€M C aJIbTePHATUBHBIMU KJIETKaAaMH WJIK BernecTBaMu. OIHOIOMEHHOE aHTHUTEINO
(sdAb) wmm  VHH-conmepkamuii  mojmmentun — «crenu@uUecku — CBA3BIBAETCSY» WM
«TPENMOYTHTEIPHO CBSI3BIBAETCS» C MHUIICHBIO, €CJIU OHO CBSI3bIBAETCA C Ooyiee BBICOKOU
ap(pUHHOCTBIO, aBUAHOCTBIO, JIErde W/WUJIH JOJIbIIe HAXOAUTCS B CBSI3AHHOM COCTOSIHHH, Ye€M C
npyrumu BemectBamu. Hampumep, sdAb wnm VHH-comep:kamuii monumnenTHn, KOTOPBIN
cneun(pUIecKn WM TPEANOUTUTENBbHO CBsi3biBaeTcs ¢ snuronoM CD33, mpencraensier coOoi
sdAb wnu VHH-comepskammii MoNMNEenTyua, KOTOPbIA CBA3BIBAETCS C 3THM 3IUTONOM ¢ Ooree
BBICOKOW a(PUHHOCTBIO, ABUAHOCTBIO, JIETYe W/MIM JAOJNbIIE HAXOOUTCS B CBSI3AHHOM
cocrossHnH, 4yeM ¢ npyrumu snutornamu CD33 wmm He-CD33 snuromamu. Taxke, unrast 310
ompeaeNieHrue, MOXHO MOHsSTh, 4To, Hampumep, sdAb wmm VHH-conmepskamuii momunentwn,
KOTOpOe Crielu(pUIeCKN WIH MPEANOYTHTENBHO CBS3BIBAETCS C MEPBONH MHUIIEHBIO, MOXET HIIH
HE MOXET Crneun(puYecKd WIH MPEATIOYTUTENbHO CBS3BIBATBCA CO BTOPOHM MumeHbro. [lo
CYLIECTBY, «CIEeUU(PUIECKOE CBS3bIBAHUEY» WM «IPEATIOYTUTENIbHOE CBS3BIBAHHE» HE
00s13aTenibHO TPeOyeT (XOTS M MOXKET BKJIIOYATh) UCKJIIOUUTENBHOTO CBs3bIBaHUS. OOBIYHO, HO

HE O6H33T€J'HJHO, CCbUIKAa Ha CBA3bIBAHUE O3HA4YACT TMPCANIOYTUTCIBHOC CBA3BIBAHUC.
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«Cneun(uIHOCTE» OTHOCUTCS K CIIOCOOHOCTH CBSA3BIBAIOLIETO Oefika M30MpaTeIbHO CBSI3bIBATH
AHTHUTEH.

[0021] TepmuHBI «MHIHOUPOBaHHE» WM «UHTHOMPOBATH» OTHOCSTCS K YMEHBIIEHHIO
WIA YCTPAHEHHIO Kakoro-iuoo (PEeHOTUNMMYECKOro MNpU3HAKAa WM K YMEHBIIEHUIO WU
YCTPAHEHUK) YaCTOTbl BO3HUKHOBEHHUS, CTENEHU WM BEPOATHOCTH 53TOrO IPU3HAKA.
«YMeHbIIaTh» WJIN «HUHIHOMPOBAaTb) O3HAYAe€T CHWXKATh, YMEHbINATh WJIM IOJABIATH
AKTHBHOCTD, (DYHKIMIO W/MIIN KOJMYECTBO IO CPABHEHMIO C STAJIOHOM. B HEKOTOpPBIX BapraHTax
OCYILIECTBIICHHS] «YMEHBIICHHE» WM «UHTHMOMPOBAHUEY» O3HAYAE€T CIIOCOOHOCTh BBI3BIBATH
obmee cHikeHne Ha 10% um Gonee. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS YMEHBIIEHUE)
WA KMHTHOUPOBAHUE» O3HAYAET CIIOCOOHOCTH BBI3bIBATH OOlIee cHkeHne Ha S0% uim Oornee.
B HEKOTOpBIX BapuaHTAaX OCYIIECTBICHHUS «YMEHBIIEHUE» MM «UHIMMOUPOBAHHME» O3HAYAET
CrocoOHOCTh BbI3bIBaTh OOIIee cHIkeHue Ha 75%, 85%, 90%, 95% wumu Gonee. B HEeKOTOPBIX
BapHaHTaX OCYIIECTBJIEHUS YKa3aHHOE BbIIIE€ KOJIMYECTBO MOAABISIETCS WIM YMEHbLIAeTCs B
Te€YeHHe HEKOTOpPOro IMepuoja BPEMEHU II0 CPABHEHHUIO C KOHTPOJIEM 3a TOT e IepHOJ
BpeMEHH. B KOHTEKCT€ HACTOSILIEro OMUCAHUA TEPMUH «UHTHMOMpPOBATH» B OTHOLICHUH
aktuBHOCcTH CD33 oTHOCHTCS K CHIKeHUIO akTuBHOCTH (CD33, Takoil Kak CBsS3bIBaHHE C
CHAJIOBOH KHCJIOTOH. B HEKOTOPBIX BapuaHTaX OCYINECTBJICHUS «HMHTHOUPOBATBH» OTHOCHTCS K
cHkeHnto aktusHOCTU CD33 mo cpaBHeHUI0 ¢ akTUBHOCTHIO CD33 B OTCYyTCTBHE MOAYJISATOPA.
B Hekoropbeix BapuaHTax ocyulecTBiaeHuss CD33-CBI3bIBAIOINUM TMOJUIENTH, PACKPBITHIA B
HACTOSIIIEM OMUCAHUH, MHIHOUpyeT cBsizbiBanne CD33 ¢ cnanoBoil KUCIOTOM.

[0022] B KOHTEKCTEe HACTOSIIEro OMHCAHUSA TEPMHUH «3MUTOI» OTHOCUTCS K Y4acTKy Ha
LIeNIeBOM MOJIeKyJie (HampuMmep, aHTHIeHe, TaKOM Kak OeJIOK, HYKJIEMHOBAsl KHCJIOTA, YIJIEBOA
WIN JIUMHJ), C KOTOPOH CBSA3BIBAETCS AHTUT€HCBS3bIBAIOINAs MoJsiekyna (Hanpumep, sdAb wmmn
VHH-conepsxamuii nmomunentua). ODMUTONBI  4YacTO BKJIIOYAIOT XUMHMYECKH AKTUBHbIE
HIOBEPXHOCTHBIE TPYIIITBI MOJIEKYJI, TAKHE KaK AMHHOKHCIIOTBI, OJUIIENTHABI U1 OOKOBbIE LIeTTH
caxapoB, M HMEIOT OIpeiesieHHble XapaKTepUCTHKU TPEXMEPHOH CTPYKTYpbL, a TaKxke
cneun(puIecKre XapaKTePUCTUKH 3apsiia. DMUTOMBI MOTYT OBITh 00pa30BaHbI KaK M3 CMEKHBIX,
TaK W/MJIM PACTIOJIOKEHHBIX PSIIOM OCTaTKOB (HApUMEpP, aMHHOKHUCIIOT, HYKJIEOTUIOB, CaXapos,
JUMUAHOTO (hPparMeHTa) LeJIeBOW MOJIEKYJIbL. DMUTOMNBIL, 0OPa30BaHHBIE U3 CMEXHBIX OCTATKOB
(HarmpuMep, aMHHOKHCIIOT, HYKJIEOTHUAOB, CaxXapoB, JHUIMHMIHOW YacTH), OOBIYHO COXPAHSFOTCS
NpU BO3IEHCTBHM ACHATYPHUPYIOLINX PACTBOPHUTENEH, TOrJa KakK SMUTOIBL, OOpa3OBaHHBIE B
pe3yabTaTe TPETHYHOW YKIJAAKH, OOBIMHO TepsAoTCs Mpu 00padoTKe NeHATypPUPYIOIIUMHU
pPacTBOPUTEISIMU. DJMUTON MOXKET BKJIOYAaTh, 0€3 OrpaHWYeHHs, 1O MeEHbIIeH Mepe 3, 1o
MmeHblneii Mepe S wim 8-10 ocraTkoB (Hampumep, aMUHOKHCIOT WM HYKJI€OTHnoB). B
HEKOTOPBIX BAPHAHTAaX OCYLIECTBIEHUS SIHUTOI UMEET B JINHY MeHee 20 OCTaTKOB (Hampumep,
AMHHOKHUCIJIOT WJIM HYKJIEOTHUAOB), MeHee 15 ocraTkoB min MeHee 12 ocrtaTtkos. JlBa aHTUTENA
MOTYT CBSI3bIBATHCS C OJJHUM U TE€M K€ 3IMUTONOM BHYTPHU aHTUTEHA, €CJIU OHU JEMOHCTPUPYIOT
KOHKYPEHTHO€ CBSI3bIBAHUE C AHTUI'€HOM. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJIEHUS 3MUTOI
MO>KHO HIEHTH()HULHPOBATH M0 ONPEAETIEHHOMY MHUHUMAJIBHOMY paccTostHUIO 1o octatka CDR

Ha aHTUT'€HCBS3bIBAIOIICH MOJICKYJIC. B HEKOTOPbIX BapHUAHTAX OCYLICCTBJICHHUS STIUTOIlI MOXET
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OBITh MAEHTU(ULIPOBAH MO YKA3aHHOMY BBILIE PACCTOSIHUIO U AOMOJHUTENBHO OTPAHUYEH TEMH
OCTaTKaMH, KOTOpbIE YYaCTBYIOT B CBA3H (HaIpuMep, BOIOPOIHOM CBSI3M) MEXAY OCTATKOM
AHTUTEHCBA3BIBAIOIEN  MOJIEKYJbl W OCTaTKOM AHTUIE€HA. OJMNUTON TaKXe MOXKHO
UICHTU(QHULIHUPOBATh C MOMOIIBID PA3JIMYHOIO TUIIA CKAHMPOBAHUM, HaNpUMep CKaHMPOBAHUE
aJaHWHA WM aprUHMHA MOJKET YKa3aTh Ha OAMH MJIM OOJee OCTaTKOB, C KOTOPBIMH MOXKET
B3aMMOZEICTBOBATh AHTUIE€HCBA3BIBAIOLIAs MOJeKyJa. Eciau B sIBHOM BHJE HE YKa3aHO HMHOE,
Ha0Op OCTaTKOB B KAaueCTBE SIUTOMNA HE HCKIIOYAET APYrue OCTATKH W3 YaCTH 3MUTONA IS
KOHKPETHOH aHTHIeHCBSI3bIBAIOIIEH MoJekysbl. Ckopee, HajJuMuue Takoro Habopa O3Ha4aeT
HAJIMYMe MUHUMAJIBbHOW cepuu (win Habopa BHIOB) 3MUTOMNOB. TakuMm 00pa3oM, B HEKOTOPBIX
BAPHUAHTAX OCYINECTBJIEHUs] HAOOp OCTATKOB, MIEHTH(PHLMPOBAHHBIX KAaK SMHTOIN, O3HAYAET
MUHUMAJbHBIN 3THUTOI, PENEBAHTHBIN JJI1 aHTUI€HA, & HE HCUEPHbIBAIOIIUN CITIUCOK OCTaTKOB
SIIUTOMA HA aHTUIEHE.

[0023] «HenuHueliHbIi 30HTOM» WIM «KOH(POPMALMOHHBIA SMHUTOM»  BKIIFOYAET
HECMEXHBIE TOJMIENTHAbI, AMHHOKHCIIOTH W/WIIM caXapa B aHTUTCHHOM Oelike, C KOTOPBIM
CBSI3bIBACTCSl AHTHIEHCBSI3bIBAIOINAsT MOJIEKyJa, crneuupuyHas K SnuTtonmy. B HEKoTOopbIx
BapHUAHTaX OCYLIECTBICHHS [0 MEHBIIEH Mepe OMH U3 OCTATKOB HE OyIeT CMEKHBIM C IPYTUMHU
YKa3aHHbIMH OCTAaTKaMHU 3IUTONA; OJHAKO OAMH WM Oojiee OCTATKOB TaKK€ MOTYT ObITh
CMEXXHBIMH C IPYTHMMH OCTaTKaMH.

[0024] «JIuHeWHBIH MHUTOM COMEPSKUT CMEKHBIE MOJUIENTUABI, AMUHOKHCIOTHI H/HITH
caxapa B AQHTHIEHHOM Oelike, C KOTOPBIM CBSI3BIBAETCS AHTUTCHCBS3BIBAIOIIAS MOJIEKYJIA,
cneun¢uyHas k snutomny. Cileayer OTMETUTh, YTO B HEKOTOPBIX BAPHAHTAX OCYIIECTBJICHUS HE
TpeOyeTcsi, 4TOObI KaXblii U3 OCTATKOB B JMHEHHOM S3IUTOIE OBbLI HEMOCPENCTBEHHO CBS3aH
(wm yuyacTBOBaJ B OOpa3OBaHMU CBSI3M) C AHTUT€HCBSI3BIBAIOLIEH MOJIEKYJIOH. B HEKOTOpbIX
BApUAHTAX OCYINECTBJCHUS JIMHEHHbIE STHTOINBI MOTYT OBITh W3 HWMMYHH3ALUH MENTHIOM,
(pakTHYECKN COCTOSIIUM W3 IOCJIENOBATENbHOCTH JUHEHHOTO 3MUTOMNA, WM M3 CTPYKTYPHBIX
y4acTKOB OeJiKa, KOTOpPbIe OTHOCHUTENIbHO OTHEJEHbl OT OCTaJbHON 4YacTh Oenka (Tak, 4TO
AHTUTEHCBSA3BIBAIOIAS MOJIEKYJIa MOXET B3aUMOJIEHCTBOBATh IO MEHbLIEH Mepe B OCHOBHOM
TOJIKO C 3TUM yYaCTKOM MOCJIEeI0BATENIbHOCTH).

[0025] TepMUH «aHTUTENO» HCIONB3YETCS B CAMOM IIUPOKOM CMBICIE U OXBaThIBAET
pa3UYHbIE TIOJUIENTHABL, KOTOPBIE COAEPKAT AHTHTEJIONOAOOHBIE AHTUICHCBS3BIBAIOIINE
IOMEHBI, BKIIFOYast, Oe3 OrpaHWYEHUs, TPAAULHUOHHbIE aHTHUTEeNa (OOBIYHO COnmepIKallue II0
MEHBLIEH Mepe OHY TSDKENYIO LeNb U 110 MEHbIIEeH Mepe OIHY JIETKYIO LeMb), ONHOIOMEHHBIE
anturena (sdAb, comep:kamme mo mensineil mMepe oguH nomen VHH u Fe-yuacrok), VHH-
coziep Kalfe MOJUNEeNnTHABI (OJUIENTHABIL, COIepIKaIUe 10 MeHbIIel Mepe onuH nomeH VHH)
U (pparMeHTHI JTF0OO0TO U3 BHIIENEPEUNCICHHOrO PU YCIOBHH, YTO OHHU MPOSIBISIOT JKEIAEMYHO
AHTUTEHCBSA3BIBAIOLYIO AaKTUBHOCTb. B HEKOTOPBIX BapuaHTax OCYILECTBIEHUs] AHTUTENO
COIEPKUT JOMEH AMMepH3aluu. Takue TOMEHbl AUMEPH3alMH BKIIOYAKOT, 0€3 OrpaHuveHus,
KOHCTaHTHbIE IOoMeHb!I Tspkenon nenu (Bkimrouas CHI, mapuup, CH2 u CH3, rne CH1 o6sraao
CHapeH C KOHCTaHTHBIM JoMeHOM Jjerkoil uenu, CL, B TO Bpems Kak IIapHUP OMOCPENyeT

numepuzanmo) U Fe-yuactku (Bkmovaromue mapHup, CH2 u CH3, roe mwapHup omocpenyer
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TUMEPU3ALIHIO ).

[0026] TepmuH «aHTUTENO» TaKKe BKIIIOYAET, O€3 OrpaHUYCHHs, XUMEPHbBIE aHTUTENA,
I'YMaHU3MPOBAHHBIE AHTHUTENA M AHTHUTENA PAa3IMYHBbIX BUOB, TAKMX Kak BepOmoma (BKIOuas
JIaMy ), aKyJibl, MBIIIH, Y€JIOBEKA, SBAHCKOrO MaKaka U T.1.

[0027] B xoOHTeKCTe HACTOSLIEr0 OMHCAHMS TEPMHH «aHTUICHCBSI3bIBAIOLIUN TOMEH»
OTHOCHTCSI K YaCTH aHTUTENA, AOCTATOYHOMN I CBA3bIBAHMS aHTUT€HA. B HEKOTOpBIX BapHaHTax
OCYLIECTBJICHHs] AHTUI'€HCBSI3BIBAIOIIMIT JOMeH O0ObMHOrO aHturtena comepxut Tpu CDR
Tsokenoin wenu u Tpu CDR nerkoit mnemu. Takum 00pa3oMm, B HEKOTOPBIX BapHUaHTax
OCYIECTBIICHHS] AHTHICHCBSI3BIBAIOLINI JOMEH COIEPXKHUT BapuabesbHYH 00JNacTh TSDKEION
uenyu, coxepxkamyrw CDRI-FR2-CDR2-FR3-CDR3, wu mwobwsie uwactu FR1 w/unmm FR4,
HEOOXOIUMBIE JIUIsl COXPAHEHUS CBSI3bIBAHUS C AHTUTCHOM, U BapuaOeNbHYIO OOJIACTh JIETKOM
ueny, conepxkamy CDRI1-FR2-CDR2-FR3-CDR3 u grob6eie wactu FR1 w/mnmu FR4,
HEOOXOIUMBIE ISl COXPAHEHUS CBS3bIBAHMA C AHTUTCHOM. B HEKOTOpPBIX BapUaHTax
OCYIIECTBIIEHHsI aHTUTreHCBsi3biBatomuii nomeH sdAb wmmu VHH-conepikamero momumnentrna
conepxut Tpu CDR nmomena VHH. Takum o0pa3oMm, B HEKOTOPBIX BapHAHTaX OCYIIECTBIICHHUS
aHTUreHcBsi3bBatromnii foMeH sdAb wim VHH-coneprkamero monumnenTtuaa COnEpsKUT JOMEH
VHH, conepxxamuii CDRI1-FR2-CDR2-FR3-CDR3, u mo0wsie uwactu FR1 w/wmmu FR4,
HEOOXOIMMBIE JIJIsI COXPAHEHUS CBSI3bIBAHUS C AaHTHTE€HOM.

[0028] Tepmun « VHH», unu «nomen VHH», unu «anturencssssisaromuii nomes VHH»
B KOHTEKCTE HACTOSIIEr0 ONMUCAHUSA OTHOCUTCS K AHTUT€HCBSA3BIBAIOIIEH YAaCTH OJHOJAOMEHHOTO
aHTUTENA, TAKOrO KaK AHTUTENI0 BepOIIO/la MM aHTHUTENO aKylbl. B HEKOTOpBIX BapuaHTax
ocymectenennst VHH conepxxur Tpu CDR 1 yeTbipe kapkacHbIX y4dacTka, 0003HaueHHbIX FR1,
CDRI1, FR2, CDR2, FR3, CDR3 u FR4. B Hexoropbix BapuanTtax ocyuectsienus VHH mosxer
ObITb yKOpOUeHHBIM Ha N-KkoHIle nin C-KOHLIE TaKMM 00pa3oM, YTO OH COIEPKUT TOJBKO YaCTh
FR1 w/unu FR4, nnn Moxer He comepskaTh OAHY WM 00€ yKa3aHHbIE KapKacHble 00JACTH MpH
ycnour, uto VHH 1o cymecTBy CoXpaHsieT CBS3bIBAHHE AHTUI€HA U CIIELU(PUIHOCTb K HEMY.

[0029] TepmuHBI «OTHOAOMEHHOE AaHTUTEIO» U «SAAb» B KOHTEKCTE HACTOSIIETO
OMHUCAHMSI HUCTOJIb3YIOTCS B3aUMO3aMEHSIEMO JUIsi OOO3HAYEHMs AHTHUTENA, CONEPIKAIlero Io
MEHBIIIeH Mepe OIUH MOHOMEPHBIN NOMeH, Takoi kak momen VHH, 6e3 nerkoii nenu, u Fc-
y4acToK. B HekoTopbIx BapuaHTax ocymiectBieHus sdAb mpexncraenser coboit numep U3 OBYX
MOJIMMENTHU/IOB, 1€ KAXKABIA MOJUNENTHA COAEPKUT N0 MeHblIel mepe onuH nomed VHH u Fe-
yuacToK. Hcnonb3yemble B HAcCTOSLEM OINUCAHUU TEPMHUHBI «OJHOJOMEHHOE AaHTUTEIO» U
«sdAb» OXBaTHIBAIOT MOJUIENTHABI, KOTOPBIE COAEPKAT HECKOJIbKO noMeHoB VHH, Takme kak
nonunentun, uMmerowuii ctpykrypy VHH1-VHH2-Fc unn VHHI1-VHH2-VHH3-Fc, rne VHHI,
VHH2 u VHH3 moryT ObITh OTMHAKOBBIMHU HJTH Pa3HBIMH.

[0030] Tepmun « VHH-conep:kauii moJunenTua» OTHOCUTCS K MOJUINENTHY, KOTOPBIH
COIEPKUT MO MeHbuen mepe oguH aoMeH VHH. B HEKOTOpBIX BapHaHTax OCYLIECTBICHUS
nonunentun VHH comepxut nBa, Tpu win yetsipe, uiu Oonee nomeHos VHH, raoe kakmbrit
nomMeH VHH moxer ObiTh omHUM M TeM ke, wim aomensl VHH moryr pasnuuatecs. B

HEKOTOPbIX BapuaHTax ocyuiectsiaeHus VHH-coxepxamumii monunenTu Coaepkut Fc-y4dacToxk.
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B HexoTOpbIX Takux BapuaHTax ocyuecTtsieHus VHH-comepxamuii nomunentun MOXKeET
HaspiBaThCsl SAAb. Kpome Toro, B HEKOTOPBIX TaKMX BapHUaHTaX OCYLIECTBIEHMS MOJHMITCIITHI
VHH wmoxer oOpasoBeiBaTh aumep. Heorpanmuusaromme crpyktypsl VHH-comepskammmx
MOJIUTIENITHIOB, KOTOpble Takxke siBisitorcs sdAb, sxmowatror VHH;-Fc, VHH;-VHH,-Fc nu
VHH;-VHH,-VHH;-Fc, rne VHH,;, VHH,; u VHH; mMoryT ObITh OAMHAKOBBIMHU WJIH pa3HbIMU. B
HEKOTOPBbIX BapHAHTaX OCYLIECTBIEHHsS Takux CTPykTyp onuH VHH moxer ObITh CBSi3aH €
apyrum VHH uwepe3 nmukep, win ogun VHH moxer Obite cBszaH ¢ Fc uepes nmukep. B
HEKOTOPbIX TAKUX BapUaHTaxX OCYINECTBICHMs JIMHKEp CcoaepkuT 1-20 aMHHOKHUCIOT,
npeanouTuTenbHo  1-20  aMMHOKUCTIOT, MPEMMYINECTBEHHO COCTOSIIIMX W3 TIUIUHA W,
HeoOs3aTeIbHO, cepruHa. B HEKOTOpBIX BapuwaHTax ocyuiecTBieHus, korma VHH-conepskamuii
nonunentun couepxut Fc, on obpasyer numep. Takum obpasom, ctpykrypa VHH;-VHH,-Fc, B
ciydae oOpa3oBaHUs AUMEPA, CYMTAETCS YETHIPEXBAIIEHTHOH (T.€. TUMEp UMEET YeThIpe JOMEHa
VHH). Amnanornuno, crpykrypa VHH;-VHH,-VHH;3-Fc, B cnydae oOpa3oBanus ammepa,
CUMTAETCS IIECTHBAJICHTHOM (T.€. TuMep uMeeT mectb foMeHoB VHH).

[0031] TepMuH «MOHOKJIOHAJIBHOE AHTHUTEJIO» OTHOCUTCS K aHTHUTENy (BKJrO4asi sdAb
wii VHH-conmepxamuii mogumnenTtua) Mo CymECTBY T'OMOI€HHOH NOMYJSIMMUA AHTHUTEN, T.€.
OT/eJIbHbIE AaHTUTENA, COCTABJSAIOLIME TAaKYHO MOMYyJALMIO, WIAEHTHYHBL, 332 HCKIOYEHHEM
BO3MOXKHBIX BCTPEUAIOLUXCSl B IMPUPOAE MyTalil, KOTOpble MOTYT IpPHCYTCTBOBAaTh B
HE3HAUNTENbHBIX KOINYeCTBAaX. MOHOKJIOHAIbHbIE aHTUTENA SIBJISIFOTCS BBICOKOCTIEM(PHUHBIMU
Y HamnpaBJieHbl MPOTUB OJHOTO aHTUIE€HHOro y4acTka. Kpome Toro, B oTiM4Me OT NpenapaTos
NOJIMKJIOHAJIBHBIX AHTUTEJ, KOTOpble OOBIYHO BKJIKOYAIOT Pa3Hble AaHTUTENA, HAIlpaBJIEHHBIE
NPOTHB Pa3HBIX INETEPMHHAHT (3MHUTOMNOB), KaKAOE MOHOKIJIOHAJIBHOE AHTUTENO HAIPABJIECHO
NPOTHB OAHON JeTepMUHAHTBI Ha aHTureHe. TakuMm oOpa3oM, oOpas3ell MOHOKJIOHAJBbHBIX
AHTUTEN MOXKET CBSI3BIBATBCS C OJHHM U TEM JK€ SIUTONOM Ha aHTurene. Mopugukarop
«MOHOKJIOHAJIbHOE» YKa3bIBAE€T HA XapaKTEp AaHTHUTENA KAaK IOJIYYEHHOrO M3 MO CYLIECTBY
TOMOT€HHOW TMOMYJISILUU aHTUTEN, U €ro He CIeNyeT TOJKOBATh KaK TPEOYIOLIMH MOJyYeHHs
aHTHUTENIa KAKUM-JIMOO KOHKPETHBIM MeTonoM. Hampumep, MOHOKJIOHAJIbHBIE aHTUTENA MOTYT
OBITh TOJIy4eHbl METOJOM T'HOPUIOMHOW TEXHOJOrHH, BHepBble onucaHHbM Kohler and
Milstein, 1975, Nature 256:495, unu MoryTt ObITh TIOJIy4eHbl MeToaamu pekoMmOuHanTHOH JTHK,
onucanHbiMi B mateHTe CIIIA Ne 4816567. MOHOKJIOHAJbHBIE aHTHUTEIA TAKXKE MOTYT OBITh
BbIEJIEHbl M3 (DaroBbIX OHMOJHMOTEK, TOJYYEHHBIX METOAAMH, OMNHMCAHHBIMH, HAlpUMeEp, B
McCafferty et al., 1990, Nature 348:552-554.

[0032] Tepmun «CDR» o3HauaeT OMNpenessouy0 KOMILIEMEHTAPHOCTh 00JacTh,
OTPENENICHHYI CHEeLHUAINCTOM B JaHHOH 00JNacTH TO MEHbILIeH Mepe OIHUM CIIOCOOOM
unenTudukanuyu. B HexoTopbx BapuaHTax ocymecTBieHus CDR MoryT ObITh ompeneneHsl B
COOTBETCTBUHM C 00O u3 cxem Hymepauuu mo Yorma (Chothia), mo Kabar (Kabat),
komOuHatmu no Kabat u Yorua, onpenenenuem AbM wn/unm onpenenenuem konrakra. VHH
conepsxut Tpu CDR, o6o3nauennsie CDR1, CDR2 u CDR3.

[0033] B kOHTEeKCTE HACTOSILIETO OMHCAHHUS TEPMUH «KOHCTAHTHAsi OOJIACTH TSDKEJION

Oernmu» OTHOCHUTCA K O6J'[aCTI/I, co;:[epxcamel‘/'l 10 MEHbleH MEpPE TpU KOHCTAHTHBIX OOMCHA
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sokenon uenw, Cyl, mapaup, Cy2 u Cy3. B 00beM TepMuHa «KOHCTaHTHAsE OOJIACTh TSDKEJION
1enu» Oe3yCIOBHO BXOIAT HE M3MEHSIOIUE (PYHKLHUIO AENeLUd M 3aMEHbl BHYTPU JIOMEHOB,
€CIIi He yKa3aHo nHoe. Heorpannumsaroimue UUTFOCTPATHBHbIE KOHCTAHTHbBIE O0JIACTH TSKEJION
Lenu BKIIOYaT v, 0 u o. Heorpanuumsaromue WUTIOCTPATUBHBIE KOHCTAHTHBIE OOJIACTH
TSDKEJION LenH TakXke BKIYAT € U U Kaknas Tsokenasi KOHCTaHTHAst 00J1aCTh COOTBETCTBYET
U30THUIY aHTuTeNna. Hanmpumep, aHTHTENO, coneprkaliee KOHCTAHTHYIO 00JIacTh Y, MPEACTaBIAeT
coboit antureno IgG, aHTHTENO, ComepIKaliee KOHCTAHTHYIO 00JacTh O, MpeacTaBisieT coOOn
antureno IgD, u aHTHTENO, conmepkaiiee KOHCTAHTHYHO 0O0JacThb ¢, MPENCTaBNsieT cOOOi
antureno IgA. Takxe, aHTUTENO, coAepkallee KOHCTAHTHYIO OOJIACTh |1, MPEACTABIsieT COOOi
antutenno IgM, W aHTUTENO, coaeprKallee KOHCTAHTHYKO 00JiacThb €, MPENCTaBIsieT COOOi
antureno IgE. HekoTopeie H30TUITBI MOTYT OBITH JOMOJIHUTENBHO MOPA3IEIeHbI HA TIOAKIACCHI.
Hampumep, antutena IgG Bxiroudator, Oe3 orpanudenus, anturena IgGl (comep:kaimue
KOHCTAHTHYIO 00iacth v1), IgG2 (comeprkamime KOHCTaHTHYIO 00JacTh v»), IgG3 (conmepskammue
KOHCTaHTHYKO o0nacth v3) u IgG4 (comepskainye KOHCTAHTHYIO OOJIACTh Y4); aHTHTENna IgA
BKJIFOUAIOT, Oe3 orpaHuueHus, anturena IgAl (comeprkamue KOHCTaHTHYIO 00JiacTh o) u IgA2
(comepkalue KOHCTAHTHYIO OOJIacTh 0); u aHTuTena IgM BritouaroT, 0e3 orpanmuenus, [gM1
u IgM2.

[0034] B xoHTekCTe HACTOSLIEr0 OMMCAHUS TEPMUH «Fc-ydacTOK» OTHOCHUTCS K 4acTu
KOHCTAaHTHOH oOjactu Tspkenod menu, copepxkameit CH2 m CH3. B HekoTopbIX BapuaHTax
ocymectsienust Fc-yuactok copepxkut wmapHup, CH2 u CH3. B pasnuusbIX BapHuaHTax
OCYILIECTBJIEHUs, Korga Fc-y4acTok comep’KMT ILIapHUp, LIAPHUP ONOCPENyeT AUMEPU3ALUIo
mexay nByms Fe-comepskamumu nonumnentunamu. Fe-yuacTok MoskeT uMeTh 000N H30THI
KOHCTAHTHON O0NacTH TSKEJOH LeNnMu aHTHTeNna, OOCYy)KIaeMblii B HACTOSIIEM ONHcaHuu. B
HEKOTOPBIX BapuaHTax ocyuecTsienus Fc-yuacrok npencrasisier coboit IgGl, 1gG2, 1gG3 nnnm
IgG4.

[0035] «AxuentopHasi 4enoBedeckas KapkacHash 00JacTb» B KOHTEKCTE HACTOSIIIETO
ONMHUCAHMS TPEACTABIsIET COOOW KapKacHyK oO0JacTh, COAEPIKALIYI) aMHHOKUCIOTHYEO
NOCJIEIOBATEIbHOCTh KapKacHO! obyactu BapuabenpbHOro naomMeHa Tspkenod nernu (Vp),
NOJIYYEHHYI0 M3 KapKaCHOW OOJIACTH YeJIOBEUECKOr0 MMMYHOIJIOOYJIMHA WJIM YeJIOBEYECKOH
KOHCEHCYCHOM KapKacHOW 00JacTh, Kak OOCYKHAeTcsl B HACTOSLIEM OMHCAHUH. AKIENTOpPHAs
YeyoBeyYecKkass KapkKacHas o0NacTh, TMOJNyuYeHHas W3 KapKacHOW o0jacTh dYeIoBEeYeCKOro
UMMYHOTJIOOYJIMHA WJTH YeJIOBEUECKON KOHCEHCYCHOH KapKacHOH OOJIACTH, MOJKET COAepKaTh
TAaKyl0 >X€ aMHUHOKHCIOTHYIO IIOCJIE€JOBAaTEebHOCTb, WJIM OHAa MOXET COjAepXkKaTb 3aMeHbl
AMUHOKHCJIOTHBIX I1OCJIEIOBaTeIbHOCTEN. B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS KOJMUYECTBO
aMHUHOKHCJIOTHBIX 3aMEH cocTaBjisieT MeHee 10 miam MeHee 9, iy MeHee 8, WIM MeHee 7, Wi
MeHee O, WM MeHee 5, Wi MeHee 4, WK MeHee 3 BO BCeX UeJIOBEYECKUX KapKaCHBIX OOJIACTSX B
OIHOM AaHTUT€HCBSA3BIBAKOIIEM AOMEHE, TakoM kak VHH.

[0036] «Ad¢uHHOCTEY  OTHOCHUTCS K  CHJIE  COBOKYIHBIX  HEKOBAJEHTHBIX
B3aUMOJIEHICTBUN MEXAY OIHUM CBSI3BIBAIOLINM YYaCTKOM MOJIEKYJbI (HampuMep, aHTHTEJIOM,

takuM kak sdAb, mmum VHH-comep:kamuM nosunenTHaoM) U €€ MapTHEPOM IO CBSI3bIBAHUIO
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(Harpumep, anTureHoM). AQPUHHOCTh WM Kaxymascs apPuHHOCTb MOJEKyJbl X K CBOEMY
napTHepy Y OObIMHO MOXET ObITh mpencTapieHa KoHcTanTol auccounaumu (Kq) mm Ky apparents
COOTBETCTBEHHO. APPHUHHOCTD MOKHO U3MEPUTH OOBIYHBIMHI METO/IAMH, U3BECTHBIMU B TAHHOMN
obnactu (takumu kak, Hampumep, K4 ELISA, KinExA, mporoynas nuromerpust w/unu ¢
MIOMOIIBIO YCTPONCTBA MOBEPXHOCTHOTO MIA3MOHHOI'O PE30HAHCA), BKJIIOUAs MPENICTABICHHbBIE B
HACTOSIIEM ONHMCAaHWM. Takue MeTONbl BKJIIOYANOT, O€3 OrpaHH4YeHHus, MOMHMO IPOYero,
BIAcore®, Octet® miu npoTOYHYIO LIUTOMETPHIO.

[0037] Tepmun «Kg» B KOHTEKCTE€ HACTOSIIErO OMHCAHHUS OTHOCUTCS K KOHCTaHTE
PABHOBECHOH IUCCOLMALMN B3aMMONCHCTBHS AHTHICHCBS3BIBAIOIIECH MOJIEKYJIbI/aHTUIeHA.
Tepmun «Kg», HCIOIb3yeMBblii B HACTOsALIEM OonrcaHuy, BKIO9aeT Ky 1 Ky apparent-

[0038] B HexkoTOpbIX BapuaHTax ocyluecTBieHHs Kyq aHTUreHCBSI3bIBAIOIIEH MOJIEKYJIbI
U3MEPSIOT METOAOM IMPOTOYHOW LMTOMETPUHM C HUCHOJb30BAHHWEM JIMHUM AHTHUIEH-
SKCIIPECCUPYIOIUX KJIETOK W MyTeM IOATOHKH CpemaHed (pIyopecueHLU:, U3MEPEHHOW MNpH
Ka)KA0W KOHLIEHTPALMK aHTUTeNa, K HEJJMHEHHOMY YPaBHEHUIO CBSI3bIBAHUS C OJTHUM y4YacCTKOM
(Prism Software rpaduueckas manenb). B HEKOTOpBIX TakMX BapUaHTAX OCyLIeCTBIeHHS Ky
npezacTaisieT co00# Ky apparent-

[0039] Tepmun «Ouonornvyeckast akTHBHOCTb» OTHOCHTCS K JIFOOOMY OJHOMY UK Oolee
OHMONIOTNYEeCKUM CBOMCTBAM MOJIEKYJIbI (IPUCYTCTBYIOLIEH B mpupozae, 0OHapyKEHHOH in Vivo,
1100 MPEACTABICHHOMH, THOO MONYYEeHHOH ¢ TOMOIIBI0 PEKOMOWHAHTHBIX CPENICTB).

[0040] «AroHHCT» WIH «aKTUBHPYIOIIEE» AHTHUTENO MPEACTaBIIsIET COOO aHTHTENO,
KOTOPO€ YBEJIMYMBAET W/WJINM aKTUBHUPYET OMOJOIMYECKYI0 aKTHBHOCTH LIENIEBOrO aHTUreHa. B
HEKOTOPBIX BapUAHTAX OCYILIECTBJICHUsI arOHUCTUYECKOE aHTUTENO CBSI3bIBAETCS C AHTUTEHOM U
YBEJIMYNBAET €ro OMOJOTHYECKYI aKTUBHOCTh IO MeHblueil mepe mpumepHO Ha 20%, 40%,
60%, 80%, 85% wuiu OoJee.

[0041] «AHTaroHucT», «OJOKHpYyIOIIEe» HIN  «HEHTPAIU3YIOLIEe»  AHTHTEINO
npeAcTaBsieT CcoOOM aHTHUTENO, KOTOPOE€ HMHTHOUPYET, YMEHbINAeT W/WIW WHAKTHBUPYET
OMONIOTNYECKYI0O aKTHBHOCTh LIEJICBOIO AHTUT€HA. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHUS
HEUTPAU3YIOIIee AHTUTENIO CBS3BIBACTCS C AHTHUIEHOM M CHIDKAET €ro OWOJIOTHYECKYHO
AKTUBHOCTH MO MEHbINeH Mepe Ha nmpumepHo 20%, 40%, 60%, 80%, 85%, 90%, 95%, 99% wunu
Gonee.

[0042] sdAb wmu VHH-copmepkammii monumentHn ¢ «co3peBiier ap@UHHOCTBIOY
otHocutcs kK sdAb mn VHH-conepskameMy noiunenTHay ¢ OOHUM WM Oojiee H3MEHEHUSIMH B
ogHoii mimm Oonee CDR mo cpaBHenmto ¢ wucxogHeiM sdAb wmm  VHH-conepskamum
MOJIUNIENTUIOM, KOTOPBIH HE UMEET TaKUX U3MEHEHUI, MPU 3TOM Takhe U3MEHEHHs IPUBOIAT K
ynyumenuto appunroctn sdAb mnm VHH-conepxaiero nonmunentuaa K aHTUTEHY .

[0043] B KOHTEKCTe HACTOSAILIEro OMNMCAHUs TEPMUH «rymaHusupoBaHHbli VHH»
otHocutcst K VHH, B koTOopoM onHa nnm Oosee KapKacHbIX OONACTeH MO CYIIeCTBY 3aMEHEHbI
YeJIOBEUECKMMH KapKaCHbIMU 00JacTssMU. B HEKOTOpBIX CiyudasXx OIpenesieHHbIE OCTaTKU
kapkacHoil obmactu (FR) uenoBeueckoro MMMyHOMIOOYJIMHA 3aMEHEHBl COOTBETCTBYIOIIMMU

OCTaTKaMU HEUYEJIOBEYECKOro npoucxoxaeHus. Kpome toro, rymanusuposanusii VHH mosxer
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CozepaKaTb OCTAaTKH, HE BCTPEUArOIIHecs HU B UCXOOHOM VHH, HU B 4eOBEUECKUX KapKacHBIX
MOCJIEOBATEIbHOCTSIX, HO KOTOPbIE BKJIKYEHBI AJI1 AAJBHEHUIIEr0 YTOYHEHUsS U ONTUMU3ALUU
xapakrepuctuk  VHH-conmepkamero mnomunentuga sdAb. B HekoTophIx  BapuaHTax
ocymecTsiieHUs1 rymanusupoBaHHoe sdAb wmm VHH-comep:kamuii monunentun COAEP>KUT
yenosedyeckuil Fc-ydactok. IIOHATHO, YTO T'yMaHM3UPOBAaHHAs MOCJIEAOBATENIbHOCTbD MOKET
ObITh MOEHTU(PHULMPOBAHA MO NEPBUYHOI IOCIEAOBATENBHOCTH U HE 00S3aTENbHO O3HAYAET
IpoLECC, ITOCPENCTBOM KOTOPOTo OBLIO CO3JaHO CaMO aHTHUTEJIO.

[0044] «3ddexrop-nonoxurenbubiii Fc-ydyacTok» obnanaer «3¢dexTopHor GyHKIHeH»
Fc-ydacTka C HAaTHBHOH MOCHENOBATEIbHOCTBIO. [lpumepbl «3(p(EKTOPHBIX  (YHKIIHID»
BKJIFOYAIOT  CBsi3bIBaHWE Fc-penentopa; cBsa3biBaHMe Clq W KOMIUIEMEHT-3aBUCHMYHO
murorokcnyHoctb  (CDC);  cBssbiBanme Fc-peuenTopa; aHTUTENO3aBHCUMYKO — KJIETOYHO-
ornocpenoBaHHyr IUTOTOKCHUHOCTE (ADCC); ¢arouuros; WHruOMpPOBaHHE pPELENTOPOB
KJIETOYHOH MOBEPXHOCTH (Hampumep, peuenTtopa B-kierok); u akruBauuto B-kierok u T.1. s
Takux 3¢ @dexkTopHbIX QyHKIUI 00BMHO HeoOXxoanmo, 4ToObl Fc-yuacTok Obul 0OBETUHEH CO
CBSI3BIBAIOIIUM JTOMEHOM (Hampumep, BapHaOeNbHBIM JIOMEHOM AaHTWUTENAa), TNPUYEM 5TH
(yHKIMH MOTYT OBITh OLIEHEHBI C TOMOIIBIO PA3JIMYHBIX AHAJIH30B.

[0045] «Fc-yuacTOok ¢ HATUBHOM IOCHIEAOBATEIbHOCTHIO» COIEPKUT aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTD, HIEHTUYHYI0 AMUHOKUCJIOTHON MOCJIEN0BATEIbHOCTH BCTPEUYAOILEroCs B
npupoze Fe-yuactka. Uenoseueckue Fc-yuacTok ¢ HATUBHON MOCIEAOBATENBHOCTBIO BKIIFOYAIOT
Fc-yuacrok uenoseueckoro IgG1 ¢ HaTHBHOH MOCIENOBaTENbHOCTBIO (He-A- M A-aJUIOTHIIbI);
Fc-yuactrok denoseueckoro IgG2 ¢ HaTuBHON  mocnenoBaTelbHOCTBIO;  Fc-ywyacTok
yenosedeckoro IgG3 ¢ HaTuBHOMN nocnenoBaTenbHOCTHIO; U Fe-ydactok denoseueckoro IgG4 ¢
HATUBHOM NOCJIEOBATEIbHOCTBIO, & TAKXKE UX BAPUAHTBI, BCTPEUAIOILUECS B IPUPOAE.

[0046] «Bapuant Fc-y4yacTka» COXEPKUT AMHUHOKHCJIOTHYIO ITOCJIEAO0BATENbHOCTD,
KOTOpasi OTJIMYAETCsl OT MOCIEA0BAaTENbHOCTH Fec-ydacTka ¢ HATUBHOMN MOCEN0BATENBHOCTBIO B
CHJIy TO MeHbIIEH Mepe ONHOW aMHUHOKHMCIOTHOW Moaudukarmu. B HEKOTOpBIX BapuaHTax
OCYLIECTBJIEHUsl «BapuaHT Fc-ydacTka» COAep>KUT aMUHOKHMCIOTHYIO IOCIE€I0BATEIbHOCTD,
KOTOPasi OTJIMYAETCsl OT MOCJIEA0BATENBHOCTH FCc-yuacTka ¢ HATUBHON MOCJIEA0BATENBHOCTHIO B
CHJIy TIO MEHbIIEH Mepe OTHOW aMHUHOKHUCJIOTHOH MOIU(UKALMH, HO MPH 3TOM COXPAHSET IO
MeHblIel Mepe onHy 3¢ dekropuyro pyako Fe-yyacTka ¢ HATUBHON MOCJIEAOBATENbHOCTHIO.
B HexoTOpBIX BapuaHTax OCYIECTBJIEHMs BapuaHT Fc-ydacTka MMeeT Mo MeHbILIeH Mepe OAHY
AMHUHOKMCJIOTHYIO 3aMEHy IO CPaBHEHHIO ¢ FC-y4acTKOM € HAaTHMBHOHN MOCIEAOBATENBHOCTBHIO
unn ¢ Fc-y4aCcTkOM pOAMTENBCKOrO MNONUIENTHAA, HAnpuMmep, OT NPUMEPHO OAHOH 10
MPUMEPHO AECATU AMUHOKHUCIOTHBIX 3aMEH, U MPEANOYTHUTENBHO MNPUMEPHO OT OJHOH 10
MPUMEPHO MSATH AMUHOKHUCIIOTHBIX 3aMEH B Fc-ydacTke ¢ HATUBHOW MOCIEA0BATENBHOCTBIO WU
B Fc-ydacTke pOOMTENBCKOrO MNONMMNENTHAA. B HEKOTOpPBIX BapHUAaHTaX OCYLIECTBICHUS
MIPENCTABJICHHBIA B HACTOSALLEM ONMUCAHUM BApUAHT FC-ydacTka MOXKET UMETh IO MEHBIIEN Mepe
npumMepHo 80% WAEHTUYHOCTU TMOCAEAOBATENBHOCTH, MO MeEHbIIeH Mepe npumepHo 90%
UJEHTUYHOCTU TOCJIEI0BATEbHOCTH, 110 MEHblIeH Mepe npumepHo 95%, mo MmeHblueil mepe

npuMepHo 96%, no MeHbluel Mepe npuMepHO 97%, no MeHbluel Mepe npuMepHo 98% unu no
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MEHbIIENH Mepe MPUMEPHO 99% UAECHTUYHOCTHU MOCIEN0BATEIbHOCTH ¢ Fc-y4acTkoM ¢ HAaTUBHOM
MOCJIEIOBATENBbHOCTBIO W/ ¢ Fc-001acThio pOIUTENbCKOrO MONUNENTHAA.

[0047] «Fc-peuentop» unu «FcR» onuceiBaeT peuentop, KOTOpBIN CBsi3biBaeTcs ¢ Fe-
y4acTKOM aHTuTena. B HekoTopeIx BapuaHTax ocyuecteieHus FcyR mnpencrasnser coOoi
HaTUBHBIA uenoBedeckuil FcR. B HexoTtopeix Bapuantax ocyuiectsieHus FcR mpencrasisier
coboit FcR, xotopslii cBsi3piBaercs ¢ IgG aHTHTENOM (raMMa-penenTop) 1 BKIFOUAET PeLenTOPEI
noaknaccos FcyRI, FcyRII u FeyRIIL, Bkimrodas annenbHble BapuUaHTbl U aJbTEPHATUBHO
crutaiicupoBanHbie  Gopmbl  3Tux peuentopoB. Peuentopsl  FcyRII Brmouaror FcyRIIA
(«axTuBupyromuii peuentop») u FcyRIIB («MHrHOMpyOMMA perentopy), UMEKOLIHe CXOIHBIE
AMUHOKHCIJIOTHbIE MOCJIEIOBATEIbHOCTH u OTJIMHAIOLIUECS IJIaBHBIM obpazom
LUTOIJIA3MaTHYEeCKUMH  foMeHaMu. AxtuBupyromuii  penentop FcyRIIA  comepxur B
LIUTOIUIA3MAaTHYECKOM JIOMEHEe HIMMYHOPELIENTOPHBIN THPO3UHOBBII MoTHB akTuBauuu (ITAM).
Wurnbupyromuii  peuenrop FcyRIIB  comepxur B IUTOMIA3MATUYECKOM  JIOMEHE
UMMYHOPELENTOPHBIH THPO3HUHOBBIA MOoTHUB MHruOuposanus (ITIM). (Cm., manpumep, Daeron,
Annu. Rev. Immunol. 15:203-234 (1997)). O630p FcR npencrasnen, nHanpumep, B Ravetch and
Kinet, Annu. Rev. Immunol 9:457-92 (1991); Capel et al., Inmunomethods 4:25-34 (1994); u de
Haas et al., J. Lab. Clin. Med. 126:330-41 (1995). Tepmun «FcR», ucnonap3yemblii B HACTOSIIIIEM
onucanny, oxsarbiBaeT U gpyrue FcR, Bxmouas FcR, koTopsie MOryT ObITh HAEHTHDUITUPOBAHBI
B Oynymem. Hampumep, Tepmun «penentop Fe» mwmu «FcR» Takike BkIOUaeT HEOHATATbHBIN
peuentop FcRn, xotopsiii oTBedaer 3a mepexady marepunckux IgG mmony (Guyer et al., J.
Immunol. 117:587 (1976) u Kim et al., J. Immunol. 24:249 (1994)) u perynsimuio romeocrasa
UMMyHOTJIOOyIMHOB. M3BecTHBI cnocoObl u3mepeHus cesasbiBaHust ¢ 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€HHBIH PELIENTOP» B KOHTEKCTE HACTOSIIETrO OMUCAHUS
OTHOCUTCSI K CKOHCTPYUPOBAHHOMY TOJIUIMENTHAY, KOTOPBIM BKJIIOYAET BHEKJIETOUYHBIH
AHTUTCHPACTIO3HAOIUN AOMEH, TPAHCMEMOpPAHHBIH JOMEH W BHYTPUKJETOYHBIH CHTHAJIBHBINA
IOMeH. B HEeKOTOphIX BapHaHTax OCYINECTBJIEHHUS BHEKJIETOUYHBbIH aHTUIE€HPACIO3HAKOIIUI
noMmeH conepxut VHH-nomen.

[0049] B xoHTeKCcTe HACTOSALIErO OMUCAHUS TEPMUH (IO CYIIECTBY aHAJOTUYHBINY WUIH
«T10 CYILECTBY TaKOM jke» O3HauaeT JOCTATOYHO BBICOKYIO CTENEHb CXOACTBA MEXKAY BYMs WU
OoJiee YUCIOBBIMU 3HAUEHUSIMH HACTOJIBKO, UTO C TOUYKH 3PEHUS CIIELHAINCTA B JAHHOHW 00J1acTH
TEXHUKH TaKas pa3HUIA MEXAy ABYMs WiIH Oojiee 3HAYCHUSIMU SIBIISIETCS HHU3KOW WIIM He
AMEINENR OUOJOTHYECKON W/WIHW CTATUCTUYECKONH 3HAYMMOCTU B KOHTEKCTE OHOJIOrMUYeCKOM
XapaKTepUCTUKH, MU3MEPEHHOM C MOMOILIbK YKa3aHHOIO 3Ha4deHMs. B HEKOTOpbIX BapHaHTax
OCYIIECTBIIEHHsI [1BA WM OOJiee NMPAKTUYECKH OAMHAKOBBIX 3HAUEHUs pa3In4aroTcs He Ooinee
4eM npuMepHo Ha Jroboe u3 5%, 10%, 15%, 20%, 25% umu 50%.

[0050] «BapuanT» mnosurnenTuaa O3HA4YaeT OHOJOTHYECKH AKTHBHBIA TOJHUIENTH],

UMEIUi 1o  MeHbplied Mepe npuMepHo 80%  MAEHTUYHOCTHM  AMUHOKUCJIOTHOM
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MOCJIEI0OBATENbHOCTY C  MOJMIENTUAOM C  HATUBHOM  IOCJENOBATEIBbHOCTBIO  IOCTE
BBIPABHUBAHUS MTOCIIENOBATEIBHOCTEH U BBEIEHHS IIPU HEOOXOAUMOCTH TMPOMYCKOB (T31OB) s
TOCTHKEHUS] MAKCUMAJIBHOTO MPOLIEHTA UIEHTHYHOCTH MOCIEI0BATEIbHOCTEN 0e3 yueTa JF0ObIX
KOHCEPBAaTUBHBIX 3aME€H KaK YaCTH MJEHTHYHOCTHU IOCJIEAOBATEIbHOCTU. Takue BapUaHTHI
BKJIFOYAIOT, HAIIPUMED, MOJUIENTUB], B KOTOPBIX OJUH MIN 00Jee aMUHOKHUCIOTHBIX OCTATKOB
nobaBiaeHbl uiam ypaneHel Ha N- winm C-xoHue mnonunentuaa. B HEKOTOpBIX BapuaHTax
OCYILIECTBJICHHs] BapuUaHT MOXET HUMETh M0 MeHbluell mepe npumepHo 80% HIEHTHYHOCTU
AMUHOKHCJIOTHON TIOCJIEOBATENIbHOCTH. B HEKOTOpBIX BapuUaHTaX OCYLIECTBIIEHUS BapUaHT
MOXXET HUMeTb IO MeHblneld Mepe mnpumepHo 90% UAEHTUYHOCTH AaMHHOKHUCIOTHOM
MOCJIEIOBATENIbHOCTH. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUsS BapUaHT MOXET HMMETh IO
MeHbIllel Mepe MnpuMepHO 95% HWAEHTHUYHOCTH AMUHOKHCIOTHON IOCJEeNOBaTENbHOCTH C
MOJIUTIENTHUIOM C HATUBHOM I1OCJIEI0BATEIbHOCTHIO.

[0051] B xoHTekcTe HacTosiiero omnucanus «mpoueHT (%) HIEHTHYHOCTH
AMUHOKHUCJIOTHOH  TOCIEAOBAaTEIbHOCTH» U TOMOJIOTHIO» IO  OTHOLIEHUIO K
MOCJIEI0BATENbHOCTH NENTHA, MOJUIENTUA WM aHTUTENa OIpeNessIloT B BHIE IPOLIEHTA
AMUHOKHUCJIOTHBIX ~OCTaTKOB B  I[IOCJI€AOBATEIbHOCTU-KAHAUAATE, KOTOpPblE HJIEHTHUYHbI
AMUHOKHCJIOTHBIM  OCTaTKaM B KOHKPETHOH  MENTUAHOW  WIM  MNOJUNENTHIHOM
MOCJIEIOBATENbHOCTH  IIOCJI€  BBIPABHUBAHUS MOCJIENOBAaTENbHOCTEN U BBEACHHs IpU
HEOOXOIMMOCTH TIPOMYCKOB JUISI JOCTHXKEHHS MAaKCHMAaJbHOIO TMPOLEHTAa HWASHTHYHOCTH
NOCJIeI0BaTENbHOCTEH 0e3 ydyera KakKux-JIN00 KOHCEPBATUBHBIX 3aMeH KaK 4aCTH UIEHTHYHOCTH
NOC/IeIOBAaTENbHOCTEN.  BblpaBHUBaHME 1151  ONpENENeHHs  IPOLEHTAa  HASHTUYHOCTHU
AMHHOKHUCJIOTHOM MOCJIENOBATENbHOCTH MOXKET OBbITh JOCTHTHYTO Pa3jHYHBIMU CIIOCOOaMH,
KOTOpBI€ U3BECTHBI CIIELMAIIICTAM B JAHHOH 00JIaCcTH, HAIPUMEp, C MOMOIIBIO OOIIETOCTYITHBIX
KOMIIBIOTEPHBIX NporpamMM, Takux kak mnporpammel BLAST, BLAST-2, ALIGN wmu
MEGALIGNTM (DNASTAR). Cneumamuctel B JAaHHOH OOJacTd MOTYT ONpPENesUThb
NOAXOALINE TapamMeTpbl JUIsi W3MEPEHUs BbIPABHUBAHUS, BKJIOYAs JIOOBIE aJrOPUTMBI,
HEOOXOIUMBIE Il TOCTUKEHUS MAKCUMAJIbHOTO BBIPABHUBAHUS 110 BCEH JJTMHE CPABHUBAEMbIX
MOCJIEN0BATENBHOCTEN.

[0052] AMHMHOKHUCIIOTHAsI 3aMeHA MOKET BKJIIOUYaTh, O3 OrpaHHuYeHUs, 3aMEHYy OXHOMU
AMUHOKHCJIOTBl B TMOJIUIENTUAE APYroll aMUHOKHUCIOTONH. Tunu4yHble 3aMeHbl MOKa3aHbl B
tabmuie 1. AMHHOKHCIIOTHBIE 3aMEHBI MOTYT OBITh BBEICHBI B IPENCTABISIOLICe HHTEPEC
AHTUTEJIO, U MPOAYKTHI OJBEPTHYTHI CKPUHUHTY Ha HAJIMYME JKeJIaeMOil aKTUBHOCTH, HaIlpUMep
COXpaHEeHHE/yIyUIleHNe CBA3BIBAHMS AHTHI€HA, CHIDKEHHE MMMYHOT€HHOCTH WJIH YIJy4IIEHUE

ADCC nmu CDC.

Tabmuua 1
Hcxonnblii 0CTaTOK HnnroctpaTuBHBIE 3aMEHBI
Ala (A) Val; Leu; Ile

Arg (R) Lys; Gln; Asn
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Asn (N) Gln; His; Asp, Lys; Arg

Asp (D) Glu; Asn

Cys (C) Ser; Ala

GIn (Q) Asn; Glu

Glu (E) Asp; Gln

Gly (G) Ala

His (H) Asn; Gln; Lys; Arg

Ile (I) Leu; Val; Met; Ala; Phe; Hopaeima
Leu (L) HopJieriuuH; [le; Val; Met; Ala; Phe
Lys (K) Arg; Gln; Asn

Met (M) Leu; Phe; Ile

Phe (F) Trp; Leu; Val; lle; 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 CrPYHIIHPOBAHbI B COOTBETCTBHH C OOIIUMHU
CBOWMCTBaMH OOKOBBIX LIETICH:

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

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

(3) xucnsie: Asp, Glu;

(4) ocuosnbie: His, Lys, Arg;

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

(6) apomarmueckue: Trp, Tyr, Phe.

[0054] HexoHcepBaTUBHBIE 3aMEHbI IPUBOJAT K 3aMEHE UJIeHa OJIHOTO M3 3TUX KJIACCOB
Ha APYyrou KJacc.

[0055] TepmMuH «BEKTOpP» HCHOJB3YETCSA AJs1 OMHCAHUS TOJUHYKJIEOTHAA, KOTOPBIN
MOJKET OBITb CKOHCTPYHPOBAaH TakKhUM O0pa3oM, 4YTOObI OH COAepskKajd KJIOHUPOBAHHBIN
NOJIMHYKJIEOTH]] HJIH TTOJMHYKJIEOTHUABI, KOTOPbIE MOTYT OBITh Pa3MHOXKEHBI B KJIETKE-XO35UHE.

BeKTOp MOXCT BKJIIKOYaTb OJWH HWJIH Oonee wu3 CICAYHOIMUX JJEMCHTOB. TOYKY Ha4daja
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peruUIMKaluy, OHY WU OoJiee PerysIsTOPHBIX MOCIENOBATENIbHOCTEH (TaKMX Kak, HaMpuMep,
IPOMOTOPBI W/UJIH HXAHCEPbI), KOTOPBIE PETYIUPYIOT 3KCIPECCHIO MPENCTABISIOIIEr0 HHTEPEC
TIOJIUTIENITH A, W/WJIM OJMH WJIH OOJiee CeJIEKTUBHBIX MapKEePHBIX T'€HOB (TAKHX KakK, HaIpuMep,
TeHbl YCTOMYMBOCTH K AQHTHOMOTHKAM W Te€Hbl, KOTOpPble MOXHO HCIOJb30BaTh B
KOJIOPUMETPUYECKHIX aHaJIM3ax, Hampumep, B-ramakro3unassl). TepMUH «BEKTOP 3KCIPECCUM»
OTHOCHUTCSI K BEKTOPY, KOTOPBIH HCIOJB3YeTCA I SKCIPECCUU MPEACTaBISIIOLIEr0 UHTEpeC
MOJIUMETITU/IA B KJIETKE-XO35IMHE.

[0056] «KneTka-xo3siMH» OTHOCUTCS K KJI€TKE, KOTOpas MOXKeT ObITh Wi ObLia
PELMITMEHTOM BEKTOpa WJIM BBIIEJIEHHOTO MOJUHYKIeoTHaa. KieTku-xo3sieBa MOTYT OBbITh
MPOKAPUOTUYECKUMH  KJIETKAMH WM DYKAPUOTHYECKUMU  KIJIETKAMH. [Tpumepsr
SYKAPUOTHYECKUX KJIETOK BKJIFOYAKOT KJIETKH MJICKOIMHMTAIOIINX, TAKUE KaK KJIETKH YKUBOTHBIX
MPUMATOB WJIM HEMPUMATOB, KJIETKH TPUOOB, TAaKUX KaK IPONCOKH, KJIETKH PACTEHHIL, U KJIETKH
HACeKOMBIX. HeorpaHWuYMBAIOIUE TPUMEPhl KJIETOK MIIEKOMUTAOIINX BKIOYAKT, 0e3
orpanndenusi, kinerku NSO, kieTku PER.C6" (Crucell) u knerku 293 u CHO, a takke ux
npou3BOAHbBIC, Takue Kak kieTku 293-6E, CHO-DG44, CHO-K1, CHO-S u CHO-DS. Knerku-
X03s51eBa BKJIFOYAIOT TIOTOMCTBO OJHOHM KJIETKH-XO3fHMHA, M 3TO IMOTOMCTBO HE OOs3aTENBHO
MOJKET OBITh TOJHOCTBIO HMIEHTHYHBIM (IO MOP(OJOTUM WM KOMILIEMEHTAPHOW T'€HOMHOM
JHK) ucxomHOW pOOUTENBbCKOW KJIETKE B CHJIy OOHOW CIy4ailHOH WIM TpeaHaMepeHHOH
MYTaLHH. Knerka-xo3stuH  BKJIIOYAaeT  KJETKH, TpaHcUUMpPOBaHHBIE  in  ViIVO
NOJIMHYKJIEOTUAOM(aMH1), IPEICTaBIEHHBIM(BIMHI) B HACTOSIIEM TOKYMEHTE.

[0057] B KOHTEKCTE HACTOSLIErO ONMHCAHUS TEPMUH «BBIIEJIEHHBII» OTHOCUTCA K
MOJIeKyJie, KoTopas Oblla OTAeNeHa IO MEHbIIeH Mepe OT HEKOTOPBbIX KOMIIOHEHTOB, C
KOTOPBIMH OHa OOBIMHO BCTPEYAETCsl B MPHUPOJE WU Mponyuupyercs. Hampumep, monunentun
Ha3bIBAIOT «BBIIEJICHHBIM», KOT/Ia OH OTAEJIEH MO MEHbLIEH Mepe OT HEKOTOPbIX KOMIIOHEHTOB
KJETKH, B KOTOpod Opu1 monyden. Korma mnonumentun CekpeTUpyercs KJIETKOH mocie
SKCIPEeCCUH, TO (U3UYECKOEe OTAEJICHUE CYMepHATaHTa, CONEpIKAINero MOJHUIENTH, OT
MPOAYLUPYIOMEH €ero KJIETKH CUUTAETCS «BBIACJICHHEM» IMOJHUMNEeNTHAa. TOYHO Tak ke
MOJIMHYKJIEOTH]T HA3bIBAIOT «BBIAECIEHHBIM», €CJIH OH He SIBJISIETCS YacThiO OoJiee KPYITHOTO
noJimHykJieotnaa (Takoro kak, Hampumep, reHomnas JIHK wmu muroxonppuanbaas JIHK, B
cnydae JIHK-nonuHyki€oTHIA), B KOTOPOM OH OOBIYHO BCTPEUAETCS B MPHUPOJE, WU OTHCNEH
MO MEHbILIEH Mepe OT HEKOTOPBIX KOMITOHEHTOB MPONYLUPYIOWIECH €ro KJIETKH, Harpumep, B
cnydae PHK-nomuaykneornna. Takum obpasom, JJHK-nonuHyKII€OTH T, KOTOPBINA CONEPKUTCS B
BEKTOPE BHYTPHU KJIETKU-XO35IMHA, MOKHO Ha3BaTh «BbIACICHHBIMY.

[0058] TepMHuHBI «MHAUBUAYYM» U «CYOBEKT» HCIIONB3YIOTCS B HACTOSIINEM OMHCAHUH
B3aMIMO3aMEHSIEMO JJIsi OOO3HAYEHHUsI *KUBOTHOT'O, HANpUMEp, MJeKomuTaromee. B HEKOTOPBIX
BapHaHTaX OCYLIECTBJICHUS NPEICTABJIICHbI CIMOCOOBI JICYSHHS] MJICKOMHTAIOIINX, BKITFOYAs,
MOMHMO TPOYEro, JIFOAEH, I'PbI3YHOB, 00€3bsiH, KOLIEK, cO0aK, Jomanel, KPYMHBbIA pPOraThIi
CKOT, CBHHEH, OBell, KO3, Ja0OPaTOPHBIX *KUBOTHBIX-MJIEKOMHUTAIOIINX, CEITbCKOX03SHCTBEHHBIX
JKUBOTHBIX-MJIEKOTIUTAIOIIUX,  CIIOPTUBHBIX  JKUBOTHBIX-MJIEKOMUTAIOIMX W JIOMAaLIHUX

JKUBOTHBIX-MJIEKONTUTAIONINX. B HEKOTOPBIX TmpuMepax «UHIUBUAYYM» WIH «CYOBEKT»
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OTHOCUTCSI K HHIUBUAY WIH CYObEKTy, HYXJAIOLIEMyCsl B JIEYEHUH 3a00JeBaHHSA WU
paccTpoiicTBa. B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHMs CYOBEKT, MOJyYaIOUINH JeYeHUe,
MOJKeT OBITh MAIlMEHTOM, YTO YKa3bIBaeT Ha TOT (aKT, 4TO CyOBEKT WACHTU(PHUIMPOBAH KaK
CTPAAAOIIMI MOMJICKAIIUM JICUEHUI) PACCTPONMCTBOM WJIM HUMEIOLIUMNA JOCTOBEPHBIN PUCK
pa3BUTHUS 3TOrO PACCTPONCTBA.

[0059] TepmuH «3a0oJeBaHHE» WM «PACCTPOHCTBO» B KOHTEKCTE HACTOSILIETO
OITMCAHUSI OTHOCUTCS K COCTOSIHHIO, ITPU KOTOPOM HEOOXOIUMO H/WJIN JKENATEIbHO JICYEHHE.

[0060] TepMuHBI «OMyXOJieBasi KIETKA», «PAKOBasi KJIETKA», «PaK», «OMyXOJby W/ WU
«HOBOOOpa3OBaHUE», €CIM HE YKa3aHO WHOE, WCIONb3YIOTCI B HACTOSLIEM OMHCAHUU
B3aMMO3aMEHSIEMO U OTHOCATCS] K KJIeTKe (WM KJIeTKaM) ¢ HEKOHTPOJIHUPYEMBIM POCTOM H/HITH
AHOMAJIbHBIM ~ YBEJIMUYEHHEM BBDKMBAEMOCTH KJIETOK W/WIM WHTHOMPOBAHHMEM  aroNnTo3a,
MEINAIOIUM HOPMAJbHOMY (DYHKIMOHHPOBAHHMIO OPTaHOB M CHCTEM OpraHu3Ma. JTO
OTpeneNieHNe BKIFYaeT T0OpPOKaYeCTBEHHbBIE U 3JIOKAaYeCTBEHHBIE OIYyXOJIH, FeMaTOJOTHUECKUEe
BUABl paka, TaKHe Kak JeHkeMuH, JIUM(POMBI W MHOXECTBEHHBIE MHEJIOMBI, MOJIHIIbIL,
TUINEPIUIA3HIO, & TAKXKE JJATEHTHBIE OMyXOJIA UIIH MUKPOMETACTA3bI.

[0061] TepmuHel «pax» 51 «OIyXOJIbY BKJIFOYAIOT COJIUJIHBIN u
reMaToJIOTHYeCKuil/TumMdpaTinuecknii  pak, a  Takke  BKIIOYAIOT  3JIOKAYECTBEHHBIM,
NPEA3JIOKAYECTBEHHBII U JHOOPOKAUYECTBEHHBIH POCT, TakOW Kak AucIuiasus. llpumepsr paka
BKJIFOYAIOT, 0€3 OrpaHuYeHus: 0a3aJbHOKJIETOYHYIO KapLUHOMY, PaK JKENUHBbIX MyTeH, pak
MOYEBOr0 My3bIPsl;, PaK KOCTH, PaKk IOJOBHOTO MO3ra U LIEHTPAJIbHOW HEPBHON CUCTEMBI, pak
MOJIOYHOH >KeJie3bl; pak OpPIOIIMHBL, paKk MIEHKU MATKH, XOPUOKAPLUHOMY, paK TOJCTOH U
NpPsIMOM  KMILUKH, paK COEJUHHUTEIbHONM TKAaHHU, paK MULIEBAPUTENbHOM CHUCTEMBL, pakK
SHAOMETPHS, paK MHUINEBOJA;, pak IJla3a, pak IOJIOBbI M LIEH; pak >kelyaka (BKIIOYas pak
JKEJyIOUHO-KUIIEYHOr0  TPakKTa);  [IHOOJACTOMY;,  KapUMHOMY  II€YeHH;  TIelaToOMY;
BHYTPHUSIIUTEIHAIbHOE HOBOOOPA30BaHKE; paK MOYKU WM MOYEK; PaK FOPTAHM, JIEHKEMHUIO, paK
MEYEeHU; pPaK JIeTKOro (Harmpumep, MEJKOKJIETOUHBbIN pakK JIEerKOro, HEMEJIKOKJIETOYHBIH pak
JIETKOTO, aJJ€HOKAPIIMHOMY JIETKOTO U IUIOCKOKJIETOYHBIA paK JIETKOTO), MEJIAHOMY, MHEJIOMY;
HerpoOnacToMy; pak mojocTu pra (Ty0, s3bIKa, pTa U IJIOTKH), PaK SUYHUKOB, MAHKPEATUIECKUN
pak, pak TMpOCTaThL, peTHHOOJACTOMY, pPaOAOMHOCAPKOMY;, pakK TMpsIMOH KHIIKH, pak
IBIXaTEJIbHON CUCTEMBbI, KAPLIUHOMY CJIFOHHOH KEJe3bl, CAPKOMY, PaK KOXKU; MJIOCKOKJIETOYHBIN
pak; pak JKelyAKa, paK sSU4YeK, paK IIUTOBUAHOW JKEJEe3bl, PaK MATKU WU SHAOMETPHUS, PAK
MOYEBBIBOJSLIIEH CUCTEMBI, pak BYJbBBI, JUM(POMy, BKIHO4Yas JuMpoMy XOMKKHHA U
HEXOJDKKUHCKYIO JuMpoMy, a Takke B-kierounyro numdpomy (BKIIOYAs HH3KOH CTENEHH
3JI0KA4E€CTBEHHOCTH/(QOIUTHKYIAPHYIO HEXOMKKUHCKYI0 JuMpomy (HXJI), HXJI u3 wmamsix
mamporros (MJI); cpenHeit cremeHu 3mokaudectBeHHOCTH/Qommukyspayro HXJL;, cpenneit
crenienn 3jokadecTBeHHOCTH auddy3ayro HXJL, BBICOKOH CTeNeHH 3JI0KaYeCTBEHHOCTH
ummyHoOnactayro HXJI, Bpicokol cremeHH 3i0kadecTBeHHOCTH Jumbodnactayro HXJI,
BBICOKOH CTeNeHH 3j10kauecTBeHHOCTH HXJI 13 Menkux HepacIleIUIEHHbIX KJIETOK; MAaCCUBHYIO
HXJI, numdomy u3 KJIeTOK MaHTHHHOH 30HBI, JuMdomy, cBs3aHHyo co CIIM/lom; u

MakporjioOyanHeMuo BanbpaeHctpema; ocTpbiii Muenouansiil setiko3 (OMJI); XpoHuYecKwHit
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mumboumTapubii jeiko3 (XJLI), octpeiii mumdobnacthbiii neiikos (OJLJI); BoocaToKIeTOUHBIH
JEWKO3; XPOHUYECKUH MHENOONacTHBIN JIEWKO3, a TakXKe APYrHe KapLUUHOMBI M CAPKOMBI, U
MOCTTPAaHCIUIAaHTaIMOHHOe  JMdonponudeparusuoe paccrpoiicteo (ITTJIP), a Taxxke
aHOMAJIbHYIO TpoJH(depanio COCyAOB, CBSI3aHHYIO C (akomaro3amy, OTeK (Hampumep,
CBSI3aHHBIN C OMYXOJIIMU F'OJIOBHOTO MO3ra) U CUHAPOM Melirca.

[0062] TepmuH «HeomyxoJieBasi KJIETKa» WIH «HEPAaKoBas KIETKa» B KOHTEKCTE
HACTOSIIIErO OINUCAaHWs OTHOCUTCA K HOPMAJbHBIM KJE€TKaM WIM TkaHu. [lpumepsl
HEOMyXOJIeBbIX KJIETOK BKJIIOYAIOT, Oe3 orpaHudeHusi: T-kinetkw, B-kJieTku, ecTecTBEHHbIE
xkwuiepnbie (NK) knerku, ectecrBenHble kusuiepHblie T (NKT)-kneTku, NeHAPUTHBIE KIIETKH,
MOHOILIUTHI, makpodaru, STMUTETHATbHbBIE KJIETKH, bubpodaacTsl, renaTOIUThI,
WHTEPCTUIHANIbHBIE KJIETKH TOoYeK, (uOpoOnacTonogo0Hbie CHUHOBHOLMTHI, OCTEO0aCThl |
KJIETKH, PACIIOJIOKEHHBIE B MOJIOUHOW JKeJie3€, CKEJIETHBIX MBIIINAX, OIKENTyIOYHON XKenese,
KENyIKe, SUYHUKE, TOHKOM KHIIEYHHUKE, IJIAlleHTe, MaTKe, SIMYKax, MOYKax, JIETKUX, CEepALe,
MO3Te, TMEeYEeHHU, POCTaTe, TOJCTON KHUIIKe, TUM(OUIHBIX OpraHaxX, KOCTH, U ME3eHXHUMAJIbHbIE
CTBOJIOBBIE KJIETKH KOCTHOTO MPOUCXOKAEHHS. VICTIOIBh3yeMblii B HACTOSIIEM ONMCAHUN TEPMUH
«KJIETKAa WJIM TKaHb, PACIOJIOKEHHAsi Ha nepudeprn» OTHOCUTCS K HEOMYXOJIEBBIM KIIETKaM,
KOTOpblE HE pACIHOJIOXKEHBI PSAAOM C ONYXOJEBBIMH KJIETKAMH W/WIM B MHKPOOKPYKEHUH
OITyXOJTH.

[0063] B KOHTEKCT€ HACTOSIIIErO OMHCAHUS TEPMUH «KJIETKH WM TKaHb B
MHUKPOOKPY>KEHHH OITyXOJIN» OTHOCHTCS K KJIETKaM, MOJIEKYJIaM, BHEKJIETOYHOMY MAaTPHUKCY
W/ KPOBEHOCHBIM COCYJlaM, KOTOPbIE OKPY)KAIOT W/MIM MUTAIOT OIYXOJEBYIO KIETKY.
IIpuMepsl KIETOK WM TKAHU B MHKPOOKPYXXEHHU ONYXOJM BKJIIOYAIOT, 0€3 OrpaHuYeHus:
COCYAMCTYIO CeTh OIyXOJH, ONyXOJb-UHPHIbTpHUPYIOIUE JduMpouuTsl;, (GuOpodiaacTHbIe
PETUKYJISIpHBbIE KJIETKH, SHAOTeNuanbHble kieTku-npeaimecrseHHuku (EPC); acconnupoBanHbie
¢ pakoM (puOpOOIACTBI; MEPULIUTHL, IPYTUe CTPOMAJIbHbIE KJIETKH, KOMIOHEHThI BHEKJIETOYHOTO
marpukca (ECM), neHIpuTHbIe KJIETKH, AaHTHUTEHIPE3CHTUPYIOIUE KIETKH, T-KJIeTKH,
perymsitopubie T-xietku (Treg-knetkun), makpodard; HEWTPO(UIBbL, CYyNpPECCOPHbIE KIETKH
muenongHoro mnpoucxokaenus (MDSC) u apyrue WMMYHHBIE KJIETKH, PacIOIOKEHHBIE
npokcuMmanbHee  onmyxond. CrmocoObl  MACHTU(HUKAIMH ~ OMYyXOJIEBBIX  KJIETOK  H/MJIH
KJIETOK/TKaHEH, PaCMOJIOKEHHbIX B MHUKPOOKPYKEHHU OIyXOJIH, XOPOLIO H3BECTHBI B JAHHOM
00J1acTH, KaK PacKpbITO B HACTOSIIIIEM ONMCAHUH HUKE.

[0064] B HeKOTOpbIX BapHaHTaX OCYLIECTBIEHHUS «yBEIUYEHHE» WIH «yMEHbIICHHUE»
OTHOCHTCS K CTATHCTUYECKU 3HAYMMOMY YBEJIMYEHUIO WJIM YMEHBLICHHIO, COOTBETCTBEHHO. Kak
Oyzer SICHO CIEeNMaNNCTy B JAHHOH OOJNACTH TEXHHUKH, «MOAYJISILH» TaK)KE€ MOKET BKIFOUATh
U3MeHeHne (KOTOpoe MOKeT ObITh MO0 yBenmuueHueM, JuO0 yMeHblieHneM) adduHHOCTH,
aBUTHOCTH, CTIELU(PUUHOCTH W/MITN CEIEKTHBHOCTH MULIEHU WM aHTUT€HA K OTHOMY HMJIH Ooee
U3 €ro JINraHAOB, TMapPTHEPOB IO CBS3BIBAHWIO, MAPTHEPOB IO AacCONMALUU B
TOMOMYJIBTHMEPHYIO HJIM FeTePOMYJIBTUMEPHYIO (POpMY MM CyOCTpaToB; U3MEHEHHE (KOTOpoe
MOXKET OBITh JIMOO YBENWYEHHEM, JUOO YMEHbIIEHHWEM) YYBCTBUTEIBHOCTH MHIIEHU WJIH

AQHTUTe€HA K OIHOMY WM OoJiee YCIOBHUSM Cpelbl WU OKPY)KEHHUS, B KOTOPBIX MPUCYTCTBYET
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MUIIEHb WA aHTUTeH (Hampumep, pH, cuia HOHOB, MPUCYTCTBUE COMYTCTBYIOIUX (PAKTOPOB H
ap.); WWIN KJIETOYHYIO MPOJU(Epaluo WM MPOAYLIHUPOBAHUE LHUTOKUHOB IO CPABHEHUIO C
TEMH >K€ YCIOBHSIMU, HO B OTCYTCTBHE TECTHPYEMOI'O areHTa. JTO MOXKET OBIThb ONpeneseHo
MOOBIM MOAXOIAIIMM CIIOCOOOM W/WJIM C TOMOLIBIO JHOOOTO MOAXOASIIEr0 M3BECTHOTO WU
PACKPBITOrO B HACTOSIIIEM OIMCAHUN aHAJIHM3a B 3aBUCHMOCTH OT 3a/1eHCTBOBAHHON MHIIEHH.

[0065] B koHTekcTe HACTOALIErO OINUCAHMS TEPMUH UMMYHHBII OTBET» O3HA4aeT
KJIETOYHBIE W/WJIA TYMOPaJIbHbIE MMMYHHBIE OTBETBI, KOTOPbIE JOCTATOYHBI JJIsI TOJABICHUS HITH
NPEAOTBPALICHUS MOSIBJICHHs HJIH OOJIErYeHHsi CUMIITOMOB 3a00ieBaHus (HampuMep, paka HIu
MeTacTa3oB paka). «FIMMyHHbBIN OTBET» MOKET OXBaThIBAThb ACMEKThl KaK BPOXKIEHHOH, TaK W
aJanTUBHON UMMYHHOU CUCTEMBI.

[0066] B KOHTekCTe HACTOSIIErO OMUCAHUS TEPMUH «JIEYEHHE» MPENCTaBIsieT coOOok
MOJXOA JUIS TOJIyYEHHs TOJE3HBIX MIIH JKEJaeMbIX KIMHUYECKHX pe3yJbTaToB. B KOHTEKcTe
HACTOSIIEr0 OINUCAHHMS TEPMUH <«JIEUEHHE» OXBAThIBAET JIIOOOE BBENEHHE WM NPUMEHEHUE
TEPANeBTHUECKOTO CPEICTBA I JiedeHHUs 3a00NeBaHMsl Y MIIEKOIUTAIOIIEro, BKIFOYAs
gyenoBeka. [l menmeidl HACTOSINErO pPaCKPBITUS IIOJIE3HbIE MIIM JKEJaeMble KIMHUYECKHE
pe3yJIbTaThl BKJIFOYAOT, TOMHMO MPOYero, JJI00e OHO Win 0oJiee U3 CIeAyIoIero. odieryeHue
OJHOro WM 0Oojiee CHMITOMOB, YMEHbIIEHHE CTENeHH 3a0OJeBaHUs, NMPENOTBPAINEHUE MWIIH
3aI€P’KKy PaclpoCTpaHeHUs] (HampuMep, METacTa3oB, HANpUMep MeTacTa3a B JIETKOE WIIH
auMpaTHYeCKUid y3em1) 3a00ieBaHus, MPEJOTBPALICHIE IM OTCPOYKY peluanBa 3a00JIeBaHuUs,
3aepKKy WIH 3aMeIJIeHHe MporpeccupoBaHusi 3abojeBaHus, oOyierdeHue OOJIE3HEHHOTO
COCTOSIHUS, TONaBJeHHE 3a00NeBaHUs WIM €ro IPOrPeCCHPOBAHUS, IIOABICHUE MU
3aMezieHne 3a00IeBaHMs UK €r0 MPOrPEeCCHPOBAHNUS, KYIIMPOBAHUE €r0 PA3BUTHUS U PEMHICCHIO
(YacTUYHYIO WJIM MOJIHYI0). TepMUH «JIeUeHHe» Tak)Ke BKIKOYAET YMEHBIICHNE aTOJIOTHYEeCKUX
nocnencTBuil nponudeparuBHoro 3adonesaHus. lIpencTaBieHHbIE B HACTOSIIEM OIHCAHUU
CrIocOObI MPEANONAraroT 000N OauH 1K 0oJiee U3 HTUX acleKTOB JiedeHus.. B cooTBeTcTBHN €
BBILICH3JIOKEHHBIM, TEPMHUH «JIeYeHHe» He TpeOyeT MOJHOrO YCTPAHEHHUS BCEX AacClEeKTOB
paccTpoicTBa.

[0067] «OOneryenue» O3HAYaeT yMEHBbLICHHE WM YJIy4IIEHHEe OJHOro Wiu Ooyee
CHMIITOMOB I10 CPAaBHEHHIO C OTCYTCTBHUEM BBEIEHHsI TepareBTHYecKoro arenra. «Ooneruenue»
TAK’Ke BKJIFOYAET COKPAIIEHUE UM YMEHBIICHUE MPOJOKUTENIbHOCTH CUMIITOMA.

[0068] TepmMuH «ITPOTUBOPAKOBOE CPENCTBO» HCIIONB3YETCS] B HACTOSLIEM OIMCAHUH B
CaMOM ILIMPOKOM CMBICNE JUIi OOO3HAYEHHsI areHTOB, KOTOPBIC HCIIONB3YEOTCS AJISL JICUCHUS
ofHOro miu Oojee BUAOB paka. [IpuMepsl K1acCOB TAKUX areHTOB BKIIOYAIOT, 0€3 OrpaHHYeHHS,
XUMHOTEPAIIEBTUYECKHE CPEICTBA, IPOTHBOPAKOBBIE OMONOrHYECKHe CpencTBa (Takue Kak
LIUTOKWHBI, CiaUTble Oenku Fc-BHEKIETOUHBIH NOMEHHBIH PELenTop M AaHTUTENA), JIyYEBYIO
tepanuto, CAR-T KJIETOYHYIO Tepamuio, TEparneBTUYECKHUE OJIMTOHYKIEOTHABl (Takhe Kak
AHTUCMBICIIOBBIE OUTroHyKIeoTuabl 1 MUPHK) 1 OHKOTUTHYECKHE BUPYCHI.

[0069] Tepmun «Ouonoruueckuii obOpasery O03Ha4yaeT KOJUYECTBO BEIIECTBA,
NOJIy4€HHOT'O OT JKMBOT'O CYIIECTBA MJIM PaHee SKUBOTO CYLIeCTBA. Takue BELIECTBA BKJIIOYAIOT,

NOMHUMO TIpOYEero, KpoBb (Hampumep, LENbHYI0 KpOBb), IUIa3My, CBIBOPOTKY, MOYY,
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AMHUOTUYECKYIO JKUAKOCTb, CHHOBHUAJbHYIO XMJKOCTb, SHAOTENIHAIbHbIE KJIETKH, JEHKOLUTBI,
MOHOIIUTBI, APYTHE KIETKH, OPTaHbl, TKAHHU, KOCTHBIH MO3T, JJUM(POTHUECKUE Y3IIbl U CEJIE3EHKY.

[0070] TepMHUH KKOHTPOJIb» WJIN «3TAJOH» B KOHTEKCTE SKCIEPUMEHTA WJIU CPABHEHMUSI
OTHOCUTCSI K KOMIO3ULUHM, O KOTOPOM M3BECTHO, 4YTO OHA HE COJAEPKUT AHAJIUT
(«oTpULIATENBbHBIA  KOHTPOJIbY) WM COAEPKUT AHAJIUT (KIIOJIOKUTENbHBI  KOHTPOJIbY).
ITonoXUTENpHBIM KOHTPOJIb MOKET BKJIIOYATh W3BECTHYIO KOHLEHTpaLMr aHanuta. KoHTposib
WIHM 3TAJIOH TAKXKE MOXKET OTHOCUTBHCS K KOHTPOJIBHOMY areHTy, O KOTOPOM H3BECTHO, YTO Y
HEro OTCYTCTBYET aKTHBHOCTb TECTHPYEMOI'O areHTa, TAKOro Kak aHTUTEJIO.

[0071] B KOHTEKCTE HACTOSIIErO OMMCAHUS TEPMUH «3aepKKa PA3BUTHUS 3a00JIEBAHHS»
O3HA4aeT OTCPOUKY, CHEP’KUBAHUE, 3aMeAJIeHHEe, TOPMOKEHME, CTaOMIM3aLUI0, IONABJICHHE
W/ oTHaneHue pa3BuTHs 3a00yeBaHMs (TAKOrO Kak pak). Jra 3aaepikka MOXKET ObITh
Pa3IMYHON TNPOJNOJUKUTENIbHOCTH B 3aBUCUMOCTH OT HCTOPUH OOJIE3HW WMWK YeJIOBEKa,
KOTOPOMY TIpefocTaBisieTcss jiedeHne. Kak oueBHMmHO Al cnenuanucra B AAaHHOH 00JacTH,
IOCTaTOYHAS WIIM 3HAYUTENIbHAS 3a1ePIKKa MOXKET (PaKTHUECKU BKIFOYATh MPOPUIAKTUKY B TOM
CMBICJIE, UTO Y HHAWBHUAYYMa He pa3BuBaeTcs 3aboneBanue. Hanmpumep, MoxeT OBITh OTCpOUEHA
MO3/HsIS CTAAMS paKa, Takas Kak pa3BUTHE METacTa30B.

[0072] «IIpenoTBpaieHne» B KOHTEKCTE HACTOSLIETO OMUCAHUS BKIIOYAET oOecreueHne
npoQHIAKTHKN BOSHUKHOBEHHSI WIIH PELUANBA 3a00JIeBaHNs Y CYObEKTa, KOTOPBIH MOKET HMETh
IpenpacHoI0KEeHHOCTh K 3a00JI€BaHHIO, HO y KOTOPOTO OHO elle He AuarHoctuposano. Eciu He
YKa3aHO WHOE, TEPMHHBI KYMEHbIIATH», K HHTUONPOBATHY» UIIH KIIPENOTBPAILATHY) HE O3HAYAIOT U
He TpeOYIOT IOJIHOTO NPEAOTBPAIEHUS B TEUYEHHE BCErO BPEMEHH, HO TOJIbKO B MEPUON
BPEMEHHU, KOI'7la IPOUCXOANUT U3MEpPEHHE.

[0073] «TepaneBTudecku 3(pQpeKTUBHOE KOJIMYECTBO» BEIIECTBA/MOJEKYJIbl, arOHUCTA
WJIN aHTaroOHHUCTAa MOXKET MEHSThCS B 3aBUCHUMOCTH OT TakuX (PakTopoB, Kak Ooye3HEHHOE
COCTOSIHME, BO3pAcCT, IOJI M BeC HHAMBHAYYMA, a TaKXe CIOCOOHOCTh BEIECTBA/MOJIEKYJIbI,
arOHMUCTa WJIM AQHTArOHHCTA BbI3BIBATH JKENAEMbI OTBET y YeJoBeKa. |epanmeBTHUYECKH
3¢ (eKTUBHOE KOJMYECTBO TAK)KE SBIIACTCS KOJHMYECTBOM, IMPH KOTOPOM TEPareBTUYECKU
nojie3Hble 3P QPEKThl MEePEeBEUIMBAOT JIOObIE TOKCHYECKHWe WM BpeaHble  3(dexTs
BEIIIECTBA/MOJIEKYJIbl, arOHUCTA WJIM AHTArOHUCTA. TepaneBTHYeCKH 3(PPEKTUBHOE KOIMYECTBO
MOJKET OBITh JOCTABJICHO 3a OIHO HJIM HECKOJBbKO BBeneHHH. TepameBTuuecku >(QeKTUBHOE
KOJINYE€CTBO OTHOCHUTCS K KOJIMUECTBY, 3(p(PpeKkTHBHOMY B 033X U B T€UEHHE MEPHOIOB BPEMEHH,
HEOOXOIUMBIX Ul AOCTIDKEHHs JKEJIAaeMOT'0 TEPareBTUYECKOro W/MIH MPOQUIAKTUIECKOTO
pesyJjbraTa.

[0074] TepmuHbl «papMaleBTHUECKHI COCTaB» W «(papMaleBTUYECKass KOMIO3HIIHSY
UCTIONB3YIOTCSI B3aUMO3aMEHSIEMO M OTHOCSTCA K IpernapaTry, KOTOpbId HaxomuTcs B (opwme,
obecnieunBaroeit 3¢ exTUBHOCTD Ononorn4eckoi aAKTUBHOCTH aKTUBHOTO(BIX)
UHIpenueHTa(0OB) U KOTOPBIH HE COAEPIKUT IOIOJHHUTEIbHBIX KOMIIOHEHTOB, HETPHEMIIEMO
TOKCUYHBIX JIJI CyOBEKTa, KOTOPOMY Oy€T BBOIUTHCS 3TOT COCTaB. Takue COCTaBbl MOTYT OBITh
CTEpUJIbHBIMU.

[0075] «DapMaleBTUYECKU TMPUEMJIEMbI HOCHUTENb» OTHOCUTCS K HETOKCUYHOMY
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TBEPIOMY, MOJYTBEPAOMY HWJIH JKHIKOMY HAIMOJHHUTENO, Pa30aBUTEN0, MHKAICYJIUPYIOLIEMY
MarepHally, BCIIOMOTaTeIbHOMY BEIIECTBY MJIM HOCHUTEIH0, OOBIMHO HCIOJIb3yEMOMY B JAaHHOMN
00yacTé € TEpaneBTUYECKUM areHTOM, KOTOPbIE BMECTE COCTABISIIOT «(papMaleBTHUECKYIO
KOMITO3ULIMIO», NPEAHA3HAYEHHYIO0 Ul BBEACHUS CyObekTy. PapMalieBTHUECKH MPUEMIIEMbIH
HOCHUTENIb SBJISIETCSI HETOKCUYHBIM I PELUNUEHTOB B MCIOJb3YEMbIX JO3UPOBKAX U
KOHLEHTpALUsX M COBMECTUM C JPYIMMH HWHIPEAMEHTaMU cocTaBa. PapMaleBTUYECKU
IPUEMJIEMBIA HOCUTENb MOAXOAUT AJI UCIOJIB3YEMOTO COCTABA.

[0076] BBeneHwe «B KOMOWHAIMKM C» ONHUM WIM OoJiee IOMOJHHUTEIbHBIMU
TEPANeBTHYECKUMH areHTaMH BKJIIOYAeT OJHOBPEMEHHOE (TapasjieIbHOe) M MOCIeI0BATEIbHOE
BBEJICHUE B JIIOOOM IMOPSITIKE.

[0077] TepMuH «mapaieNbHO» UCIIONB3YETCsl B HACTOSIIIEM OMHCAHUY [Tt 0003HAUEHHSI
BBEJICHUS JIBYX WJIHM OOJiee TEparneBTUYECKUX AareHTOB, KOTZa BBEICHMS IO MEHbIIEH Mepe
YaCTUYHO NEPEKPBIBAIOTCS O BPEMEHU, MU KOTAAd BBEICHUE OAHOIO TEPANeBTUYECKOrO areHTa
MOMNaAaeT B KOPOTKUN NPOMEKYTOK BPEMEHHU BO BpEMsl BBEIECHMs IPYrOro TeparneBTUYECKOro
areHTa, WIN KOraa TepaneBTHyeckue 3¢ ¢GekThl 000NX areHTOB NEePEKPHIBAIOTCS M0 MEbLIECH Mepe
B TEYEHUE HEKOTOPOroO NEPUOa BPEMEHH.

[0078] TepMuH «IOCIEAOBATEIbHO» MWCIONb3YETCS B HACTOSIIEM ONHUCAHUU JJis
o0O3HaueHWss BBEINEHHWs JABYX WM 0Oojiee TEpaneBTHYECKUX areHTOB, KOTOpble He
NEePEKPBIBAIOTCSI MO BPEMEHHM WJIM NPU KOTOPOM TepareBTHUecKne 3>(PQEeKTbl areHTOB He
NEPEKPBIBAIOTCA.

[0079] B koHTeKkCTe HACTOSILIErO OMHCAHUS TEPMHUH «B KOMOWHAIIMU C» OTHOCHUTCS K
BBEJICHUIO OJTHOTO TEPANEBTUYECKOTO CPEACTBA B JOIMNOJHEHHE K IPYroMy TEpaneBTUYECKOMY
cpenctBy. Takum oOpasoMm, «B KOMOMHALMM C» OTHOCUTCS K BBEIEHHIO OIHOTO
TEPANeBTUYECKOr0 CpEeAcTBa 10, BO BpeMs WM IIOCJIE€ BBEACHUS HHAUBUAYYMY IPYyroro
TEPaANeBTUYECKOrO CPECTBA.

[0080] TepMHH «BKJIAIbILI B YIAKOBKY» HUCIONB3YeTCs At 0003HAUEHHs] WHCTPYKLIUH,
OOBIYHO BKJIFOYA€MBIX B KOMMEPUECKHE YIMAKOBKH TEPANeBTUYECKHX MPOAYKTOB, KOTOpBIE
comepar HWHPOPMALMIO O TOKA3aHUSX, NPUMEHEHHUHU, JO3UPOBKE, CHOCO0ax BBEICHMS,
KOMOWHHUPOBAHHOW Tepamnuy, MPOTHBOIMOKA3AHUAX W/WIM TPENyNPeKISHUIX OTHOCHTEJBHO
NPUMEHEHHUS TAKUX JIEYEOHBIX TPOAYKTOB.

[0081] «U3nmenume» mpencraBisier coboil moOOH MpPOAYKT (HAmpUMeEp, YHAKOBKY HITH
KOHTeHHep) wiu Habop, CoAep)KalMi 10 MeHbIIeH Mepe OAWH peareHT, HarpuMep,
JIEKApCTBEHHOE CPEICTBO JJIs JIUEHUs 3a00JI€BaHUS WIIM PACCTPONCTBA (HAIpUMep, paka), HIIu
30HA A cnenuduyeckoro oOHapykeHust OnoMapkepa, pacCKpbITOro B HACTOSIIEM ONMUCaHuU. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHHS MPOIYKT MM HAOOp PEeKIaMUPYETCs, PACIIPOCTPAHIETCS
WUIM TPOAAETCS KaK €IMHOE LEeJoe JIJs1 OCYLIECTBJICHUS MNPEACTABICHHBIX B HACTOSLIEM
OTHCaHWUU CIIOCOOOB.

[0082] TepmMuHBI «MeTKa» M «IETEKTHPyeMas METKa» O3HAa4aroT (PparMeHT,
NPUCOEANHEHHBIN, HAapUMep, K aHTUTENy HJIM aHTUTeHY Uil OOecCreyeHHs AETEeKTHUPYEeMOil

peakuuu (HarmpuMmep, CBSI3BIBAHUS) MEXKAY WICHAMH TMapbl CHEHH(IYECKOr0 CBSI3bIBAHUS.
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MeueHblli wieH Tapel CHEU(HUUECKOro  CBA3BIBAHMS  HA3bIBAETCS  «MEYEHBIM Ui
oOHapy>xeHus». Takum 00pa3om, TEPMHUH «MEUEHBIH CBA3BIBAIOIUN OETOK» OTHOCHTCS K O€JKy
C BKJIFOUEHHOW METKOM, KOTOopas obecreunBaeT HAEHTH(PHKALMIO CBs3bIBarolnero Oenka. B
HEKOTOPBIX BapUAHTAX OCYLIECTBIIEHHs METKa IPEICTaBISAET COOOH METEeKTUPYEMBbIH Mapkep,
KOTOpBI ~ MOXET  MNPOM3BOAWUTH  CUTHAJ,  JAETEKTHPYEMbIl  BHU3YaJbHbIMU  WJIH
UHCTPYMEHTAJIbHBIMU CPEACTBAMM, HANpPUMEp, MyTEM BKIIOYEHUS PAAUOAKTHUBHO MEYEHOU
AMMHOKHCJIOTHI WJIM NPUCOEAWHEHUS K MOJUINEeNTURy OMOTHHMIIBHBIX (PAarMEHTOB, KOTOpBIE
MOryT ObITb OOHApy’K€Hbl MEYEHHBIM aBUAWHOM (HANpUMeEp, CTPENTaBHIWH, COAEPKAIIUN
bayopecueHTHbIE Mapkep Wik (EPMEHTATUBHYK) aKTUBHOCTb, KOTOpasi MOKET OBbITh
OoOHapy’keHa ONTHYECKMMH WU KOJOPUMETPUYECKUMH Meronamu). IIpumepsl MeToK IJist
MOJIUMENTHIOB BKJIFOYAIOT, 0€3 OrpaHMYeHHUsI, CJAENYIOIINe. PAAUON30TONbI WIH PATUOHYKIUIbI
(Hampumep, 3H, 14C, 358, 90Y, 99Tc, 111In, 1251, 1311, 177Lu, *Ho 153Sm); XPOMOTEHBI,
¢ayopecuentasle Metku (Hampumep, FITC, pomamuH, mOMHUHOGOPBI JAHTAHOWIOB),
(epMeHTaTUBHBIE METKH (HampuMep, NEepOKCHIa3y XpeHa, Jonudepasy, IMEIOYHYo
docharaszy), XeMUITFOMUHECIIEHTHBIE MapKEPbI, ONOTHHWIbHBIE TPYIIIBL, 3apaHee ONpeaeIeHHbIE
NOJIUMENTHIHbIE  SMUTONBI,  PACMO3HABa€Mble  BTOPUYHBIM  PEMOPTEPOM  (Hampumep,
MOCJIEIOBATEIbHOCTH Nap JIEHLWHOBON MOJIHUH, CAWUTBI CBSI3bIBAHMsSI JUIsl BTOPUYHBIX AHTUTEI,
JIOMEHBI CBSI3bIBAHUS METAJJIOB, 3TIMTOIHbIE METKH), 1 MarHUTHBIE areHThl, TAKHUE KaK XeJaThl
rajoavHus.  Penpe3eHTaTHBHBbIE  NPUMEPBl  METOK,  OOBIMHO  HCIOJNB3YEeMBbIX IS
MMMYHOQHAJIN30B, BKIIOYAIOT (PParMEHThl, M3JIyHYAIOLINe CBET, HaNpuMep COCAMHEHUs
aKpUIUHMA, U (QparMeHThl, u3jydaroue (iayopecueHuuto, Hanpumep (ayopecuensH. B stom
ciydae caM (parMeHT MOXeET ObITh HE MEUEHHBIM JETEKTHPYEeMOW METKOH, HO MOXKET CTaTh
JETEKTUPYEMBIM I10CIIE PEAKIUH C ellle OJHUM (ParMeHTOM.

HnmocrpatusHble CD33-cBA3bIBAIOINNE TOIUITENTHIBI

[0083] B Hactostiiuem onmcanuu mnpencrasiensl CD33-cps3biBaromue noaunentuasl. B
pa3iMUHBbIX BapuaHTax ocymecTsieHust CD33-cBs3biBarolye MOJUNENTHIbI COAEpPXkKAT I10
MeHblel Mepe onuH nomeH VHH, xotopeiii csssiBaeTcss ¢ CD33. B HekoTOpbhIX BapuaHTax
ocymectenenust CD33 mpencrasnser coboit yenoBeueckuit CD33. B HEKOTOPBIX BapHUaHTax
ocywmectenenust CD33-cpsi3piBarommii monumnentuy Oyokupyer cBsasbiBanne CD33 ¢ cuanosoit
kucyioToir. B Hekoropeix BapuaHTax ocymecTBieHus: (CD33-CBA3bIBAIOLUINN TONMHUITETTH],
NIPEICTaBJICHHbIN B HACTOSLIEM ONUCAHUH, COAEPKUT OJWH, ABA, TPH, UEThIPE, MsTh, LIECTH,
cemb unu Bocemb fomeHOoB VHH, kotopeie cBsasbiBatoTcss ¢ CD33. B HekOTOpBIX BapuaHTax
ocymectsieHus: CD33-cBsa3bIBaOUi NOJUNENTH, NPEACTABIEHHBINH B HACTOALIEM OINHCAHUM,
CONEPKUT OAWH, ABa, Tpu wuiau 4eTeipe nomeHa VHH, koropsie cessbiBatoTes ¢ CD33. CD33-
CBSI3bIBAIOINME TIOJIMIIENTHIBI MOTYT COAep:kaTb OOuH miu Oonee nomenoB VHH, kortopsie
CBSI3BIBAIOTCS C OOHUM MM Oojiee LejdeBbIMU Oenkamu, oriudHbiMH OT CD33. Takue
MOJIMIIENTH/IBI MOJKHO Ha3BaTh «IOJHCIIEUPHUECKUMID TOJIUITENTHIAM.

[0084] B HekoTtopbix BapuaHTax ocyiuectBieHuss CD33-cBs3biBatomnil MOJUNENTHA
COZIEP>KUT 1O MeHblIel Mepe oauH aoMeH VHH, xotopsiii cessbiBaercs ¢ CD33, u Fe-yudacToxk.

B nexoTtopbix BapuaHTax ocyinectBieHuss CD33-cBsa3bIBaOMNI MOIUNENTHA, TPEACTABICHHbBIN
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B HACTOSIILEM ONUCAHUHU, COAEPKUT ONUH, ABA, TpU WK 4erbipe nomena VHH u Fc-yuactok. B
HEKOTOPBIX BapHaHTax oOcyllecTBieHus Fc-ydactok omnocpeayer numepusauuro CD33-
CBSI3bIBAOLLETO IMOJUINENTHA B (PU3HOIOTHYECKUX YCIOBUSAX ¢ 00pa30OBaHUEM JUMeEPa, KOTOPBIN
yABauBaeT KOJUYECTBO Yy4yacTKOB cBs3biBaHusd CD33. Hampumep, CD33-csseiBaroimuii
nojunenTun, conepxaumuii Tpu nomeHa VHH, kotopslie cesasbiBatores ¢ CD33, u Fe-yuactok,
SIBJISIETCS] TPEXBAJICHTHBIM B Ka4€CTBE MOHOMEpA, HO B (PM3HOJIOTHUECKHUX YCIOBHAX Fc-yuacTok
MOJKET OINOCPENOBAaTh AUMEPU3ALINIO, B pe3yibrare koTopoi CD33-cBA3bIBAIOLINN MOTUIIENTH
Oyzer CyIiecTBOBAaTh B TAKUX YCJIOBUSX B BUE LIECTUBAJIEHTHOT'O TUMEpa.

[0085] B HekoTtophix BapuaHTax ocyiuectBieHus: CD33-cBs3pIBAOMNI MOJUNIENITHA
coaep>kUT mo MeHblueil mepe asa ngomMeHa VHH, rne nepsreiii nomen VHH cBsisbiBaercs ¢
nepsbiM snutonom CD33, a Bropoit nomen VHH cBsa3swiBaeTcs co BTOpeiM 3mutonom CD33.
Korma CD33-cBs3biBatouuii nonunentun copepxxut nomed VHH, kortopslil cBsi3biBaeTcs €
nepsbiM anutonom CD33, u nomen VHH, kotopblii cBsi3biBaeTcsi co BTOpbIM snuTornom CD33,
CD33-cBs3bIBalOIMII  TMOJUMENTHA  MOXET  Ha3bIBaThCsl  «OMATIUTOMMYECKUM» WM
«Oucneungpuyeckum». B HekOTOpbIX BapuaHTax ocymectsieHuss CD33-cBssbiBaromuit
MOJIMMENTH]T COAEPKUT MO MeHblen Mmepe nsa naomeHa VHH, rpoe nepseii nomen VHH
ceszbiBaeTcst ¢ CD33, a Bropoit njomen VHH cBsizbiBaeTcst ¢ anTureHoM, oTiandHbiM oT CD33.
Taxue momUmenTUabl MOTYT Ha3bIBATHCS «OUCTIEM(PIUISCKUMI» HITH «IOJUCTICHU(PUIECKUMI.

[0086] Heorpanuuusaromue wuttoctpaTuBable (CD33-CBs3bIBAIOINE MOJUTIENITUIBI
npuBeneHsl B Tadnuue 2. [TocnenoBaTenpHOCTH YKa3aHHBIX OJHOJOMEHHBIX aHTHUTEN MOKa3aHbI
B TabnuIe 1 HEKOTOPBIX IMOCIENOBATEIbHOCTEH, NMPEICTABIEHHBIX B HACTOSALIEM OIHCAHHH.
Haspanue nonunentuaa, HaunHaromeecs: ¢ «hz», yka3plBaeT Ha TO, UYTO 3TO I'YMaHU3HPOBAHHAS
BEPCHsI COOTBETCTBYIOLIETO POJUTEIBCKOTO MONUNENTUAA.

Tabmuma 2: IlomunenTtunel, comepskamue mo MeHblieli mepe oxumH VHH, koropwrit

cBs3biBaercs ¢ CD33

Hassanne | CDR VHH (wm KP Bapuant wmm SS
BapUAHT)

A07 SEQID NO:3,4u5 SEQ ID NO: 2 (unu 123)
401-A9 SEQIDNO:7,8u9 SEQ ID NO: 6 (unm 131)
B07 SEQID NO: 11,12 u 13 SEQ ID NO: 10 (mnu 124)
1C7 SEQID NO: 15,16 u 17 SEQ ID NO: 14 (mnu 125)
1E4 SEQID NO: 19,20 u 21 SEQ ID NO: 18 (mnu 126)
F02 SEQ ID NO: 23,24 u 25 SEQ ID NO: 22 (unu 127)
1G3 SEQ ID NO: 27,28 u 29 SEQ ID NO: 26 (unu 128)
Gl11 SEQID NO: 31,32 u33 SEQ ID NO: 30 (unu 129)
1H9 SEQID NO: 35,36 u 37 SEQ ID NO: 34 (unu 130)
hzA07v4 SEQ ID NO: 47, 48 u 49 SEQ ID NO: 38 (unu 114)
hzBO7v7 SEQ ID NO: 50, 51 u 52 SEQ ID NO: 39 (unu 115)
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hz1C7v1 SEQ ID NO: 53, 54 u 55 SEQ ID NO: 40 (w1 116)
hz1C7v1l | SEQID NO: 56, 57 u 58 SEQ ID NO: 41 (wnu 117)
hz1E4v2 SEQ ID NO: 59, 60 u 61 SEQ ID NO: 42 (unu 118)
hzF02v18 | SEQ ID NO: 62, 63 u 64 SEQ ID NO: 43 (unu 119)
hz1G3v3 SEQ ID NO: 65, 66 u 67 SEQ ID NO: 44 (unu 120)
hzG11v2 SEQ ID NO: 68, 69 u 70 SEQ ID NO: 45 (unu 121)
hz1H9v2 SEQIDNO: 71,72 u 73 SEQ ID NO: 46 (unu 122)

CD33-cssazvisaiowue nonunenmiuool

[0087] B pasnuuHbIX BapuaHTax ocyuiectsieHus noMeH VHH, koTopslii cBsi3piBaeTcs €
CD33, comepxut nocienoarenbnocts CDR1, BeiOpannyro uz SEQ ID NO: 3,7, 11, 15, 19, 23,
27,31, 35, 47, 50, 53, 56, 59, 62, 65, 68 u 71; nocnenorarenpHocTs CDR2, BIOpanHuyto u3 SEQ
ID NO: 4, 8, 12, 16, 20, 24, 28, 32, 36, 48, 51, 54, 57, 60, 63, 66, 69 u 72; u
nocnenosarenbHOCcTe CDR3, BRiOpannyro uz SEQ ID NO: 5,9, 13, 17, 21, 25, 29, 33, 37, 49, 52,
55, 58, 61, 64, 67, 70 u 73. B pa3nuuHbIXx BapuaHTax ocyuectsieHus nomMeH VHH, koropsiii
cesizbiBaercsi ¢ CD33, comepxut nocnenosarenbHoctd CDR1, CDR2 u CDR3, BriOpaHHbIE U3
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: 27, 28 u 29; SEQ ID NO: 31,
32 u 33; SEQ ID NO: 35, 36 u 37, SEQ ID NO: 47, 48 u 49, SEQ ID NO: 50, 51 u 52; SEQ ID
NO: 53, 54 u 55; SEQ ID NO: 56, 57 u 58; SEQ ID NO: 59, 60 u 61; SEQ ID NO: 62, 63 u 64;
SEQ ID NO: 65, 66 u 67, SEQ ID NO: 68, 69 u 70; u SEQ ID NO: 71, 72 u 73. B pa3znu4sbIx
BapuaHTax ocyiectsienus nomMeH VHH siBisiercst ryMaHU3UpOBaHHBIM.

[0088] B HexoTOpBIX BapuaHTax ocyuiecTsieHust soMeH VHH, koTopblil cBs3bIBaeTCA C
CD33, comepKUT aMUHOKUCIIOTHYIO MOCJIE0BATENbHOCTb, UICHTUYHYIO Ha IO MEHbIIeH Mepe
85%, nmo menblueit Mepe 90%, o MeHblieilt mepe 95%, no MeHbieit mepe 96%, o MeHbIIeH
mepe 97%, 98%,
nocienoBaTebHOCTH, BeiOpanHoi u3 SEQ ID NO: 2, 6, 10, 14, 18, 22, 26, 30, 34, 38, 39, 40, 41,
42, 43, 44, 45, 46, 114, 115, 116, 117, 118, 119, 120, 121, 122, 123, 124, 125, 126, 127, 128,

129, 130 u 131. B HekoTOpbIX BapuaHTax ocyiiecTsieHus fomeH VHH, koTopslii cBSA3bIBaETCS C

0 MeHbIIEH Mepe no MeHbined Mepe 99% aMHHOKHCIOTHOM

CD33, comep:KUT aMUHOKUCJIOTHYIO TIOCIEIOBATENbHOCTb, BhiOpanHyro u3 SEQ ID NO: 2, 6, 10,
14, 18, 22, 26, 30, 34, 38, 39, 40, 41, 42, 43, 44, 45, 46, 114, 115, 116, 117, 118, 119, 120, 121,
122, 123, 124, 125, 126, 127, 128, 129, 130 u 131.

[0089] B pasmuunbix BapuaHTax ocymectBieHus: CD33-cBsi3piBatOmMil MOJUNIENTHA
CONEPIKUT ONIUH, ABa, TpU Ui yetbipe nomeHa VHH, koropsie cBszbiBatorest ¢ CD33.

[0090] B pasmuunbix BapuaHTax ocyiectBieHus: CD33-cBsi3piBatOmMil MOJUTIENTHA
CONEPIKUT 1O MeHbluel Mepe onuH noMeH VHH, xotopsiit cesazeiBaercst ¢ CD33, u mo meHblei
Mepe onuH noMeH VHH, KOTopbIii CBSI3bIBAETCS C AaHTUTEHOM €CTECTBEHHBIX KUJIJIEPHBIX KJIETOK
unu T-kneTouHelM aHTUreHOM. B HEKOTOpbIX TakuxX BapuaHTax ocyuectsiaeHus CD33-
CBSI3BIBAIOLIUI TOJUMENITH]] MOXKET Ha3bIBATHCS MOJUCTICHU(UISCKUM aHTUTEJIOM.

[0091] B mexoropbix BapuaHTax ocyuiecTBiaeHus CD33-cBsa3piBaOmUN MOJUMENTUH]
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COIEPKUT MO MEHbIIEH Mepe ONMH IMPEACTABJICHHBIM B HACTOSALEM onucaHuu aomeH VHH,
ciutelii ¢ Fc-yyactkom. B HEKOTOpBIX BapuaHTax OCyLIECTBJIEHUs Fc-ydacTok umeer
MOCJIeIOBaTENBHOCTD, BeIOpannyio u3 SEQ ID NO: 74, 75, 76, 77, 78,79, 80, 81, 82, 83, 84, 85,
86, 87, 88, 89, 90, 91, 92, 93, 94, 95, 96, 97, 98, 99, 100, 101, 102, 103, 104, 105, 106, 107, 108
u 109.

[0092] B HekoTOpbIX BapuaHTax ocyiuecTBieHus: nomeH VHH, koTopslil cBs3bIBaeTCS C
CD33, moxer ObITh T'yMaHU3UPOBaHHBIM. | ' yMaHH3UpOBaHHbIe aHTHTeNA (Takue Kak sdAb wim
VHH-conepskamue noJUnenTHabl) MOJNe3Hbl B KAYeCTBE TEPATIEBTUYECKUX MOJIEKYJI, TIOCKOJBKY
I'YMaHU3MPOBAHHBIC AHTHTEJIA TO3BOJSIIOT YMEHBUIMTh WJIH YCTPAHUTh BO3HHUKHOBEHHUE
UMMYHHOTO OTBETa Yy YeJOBEKa HAa HEYeJOBEYECKHE AHTUTENA, KOTOPbIE MOTYT BbI3BIBATH
UMMYHHBIH OTBET Ha TEPANIEBTHYECKOE AHTHUTENIO U CHUKATh 3 (HEKTUBHOCTD TEPATIEBTUYECKOTO
aaTuTena. OObIMHO T'YMaHH3HMPOBAHHOE AHTUTENO CONEPKUT OAMH WM Oojiee BapHaOeNbHBIX
noMeHOB, B KoTopblx CDR (M ux 4yacTu) mpoOMCXOIAT M3 HEYEJIOBEYEeCKOro aHturena, a FR
(M WX YacTH) TPOHMCXOAST U3  IOCJENOBATENBHOCTEH  UYEJOBEYECKOrO  aHTHUTEA.
I'yMaHM3UPOBAHHOE AHTHUTENO HEOOSA3aTENbHO TAKXKe MOXKET COAEepXKaTh IO MEHbLIEH Mepe
YacTh YEJIOBEYECKOW KOHCTAHTHOH o0OjacTu. B HEKOTOphIX BapHaHTax OCYIIECTBIICHHUS
HEKOTOphle ocTaTkh FR B TIyMaHU3WpPOBAaHHOM aHTHTENE 3aMEHEHBI COOTBETCTBYIOIIUMH
OCTaTKaMH HEYEeJIOBEYECKOIro aHTUTeNa (HampuMmep, aHTUTENa, U3 KOTOPOro IMOJyYeHbI OCTATKU
CDR), Hanpumep, Uil BOCCTAHOBJIGHUS WM YJIyYIIeHHs crenuuuaHocTd wiu ahpUHHOCTH
aHTHUTENA.

[0093] OG30p ryMaHH3UPOBAHHBIX AHTUTEN U CIIOCOOOB WX MOJYYECHUS MPEICTABJICH,
Hanpumep, B Almagro and Fransson, (2008) Front. Biosci. 13:1619-1633, oHu Takxe ONHCaHBbI,
Hanpumep, B Riechmann et al., (1988) Nature 332:323-329; Queen et al., (1989) Proc. Natl
Acad. Sci. USA 86:10029-10033; marenrax CIITA 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 MOBepXxHOCTH»); Dall'Acqua et al., (2005) Methods 36:43-60
(rme onucana «meperpynmupoka FR»); u Osbourn et al., (2005) Methods 36:61-68 u Klimka et
al., (2000) Br. J. Cancer, 83:252-260 (rme ommcaH MOAXON «YyMPAaBISIEMOrO BHIOOpa» IS
neperpynnuposku FR).

[0094] UYenoBeueckne KapkacHble OOJIACTH, KOTOpbIE MOKHO HCIOJNB30BATh IS
I'YMaHHU3ALWK, BKJIOYAKOT, 0€3 OrpaHMYeHMs KapKacHble OOJACTH, BbIOPAHHBIE C TOMOLIBIO
METO/la «HAWIYYLIero COOTBETCTBUS» (cM., Hampumep, Sims et al. (1993) J. Immunol.
151:2296); xapkacHble OONacTH, TOJYYEHHbIE W3 KOHCEHCYCHOH IIOCIIEOBATEIbHOCTH
YeJIOBEUECKUX aHTUTEN KOHKPETHOW MOATPYIIBI BapUaOeNbHbIX o0nacTed Tsokenol nenu (cMm.,
Hanpumep, Carter et al. (1992) Proc. Natl. Acad. Sci. USA, 89:4285; u Presta et al. (1993) J.
Immunol, 151:2623); 3penble (cOMaTHUECKH MyTHPOBABIINE) YEJIOBEUECKHE KapKacHbIe 00JIacTh
WIN KapKacHble OOJIACTH HeJIOBEUECKOH 3apojbieBoil juHuu (cM., Hampumep, Almagro and
Fransson, (2008) Front. Biosci. 13:1619-1633); u xapkacHble 00NacTH, MOJyYEHHbIE U3
ckpuHUHTOBBIX OnbOmmorek FR (cm., Hanpumep, Baca et al., (1997) J. Biol. Chem. 272:10678-
10684 u Rosok et al., (1996) J. Biol. Chem. 271:22611-22618). OObuHO 1)1 NOJMy4E€HUS
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rymaansuposanHoro VHH ob6nactu FR B VHH 3amenstor Ha uenoBedeckue obmactu FR. B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHHUs HEKOTOpble ocTaTku FR uyenoseuyeckoro FR 3ameHeHsl
IUTsE yIy4IIeHust OMHO win Oosiee cBoiicTB rymanusuposannoro VHH. Jlomensr VHH ¢ Takumu
3aMEHEHHBIMU  OCTaTKaMM B  HACTOSILIEM  ONMCAHUU  TO-TIPEKHEMY  Ha3bIBAKOTCS
«T'yMaHU3UPOBAHHBIMI.

[0095] B pasznuuHbIX BapuaHTax ocyluecTBieHus Fc-ydactok, BkmoueHHbIi B CD33-
CBSI3BIBAIOIIMI TTOJIUMENTH, MPEACTaBysieT co0ol denoBedeckuil Fc-ydacTok mimm mpoucxomur
u3 yenoseudeckoro Fc-yuacTka.

[0096] B HekoTOphIX BapuaHTax ocyiuecTsiieHHs: Fc-yuactok, BkimrodeHHbIH B CD33-
CBSA3BIBAIOLIMI MOJUMIENTH]I, IPOUCXOANT U3 YEJIOBEYECKOro Fc-y4acTka U COmepIKUT AeNEeLHIO
TPEX aMHUHOKUCJIOT B HIDKHEM LIapHuUpe, cooTBercTByrouryto E233, L1234 u L1235 IgGl,
nMeHyemoil B HactosimieM onucaHud kak «xELL Fcy». Ilomunentuast XELL Fc  He
B3anMonecTBYIOT ¢ FcyR u, Takum oOpa3om, Ha3biBatOTCA «3(PPEKTOPHBIMU MOTUAIIMMIY HITA
«3(dexTopHBIME HYJIEBBIMUY», OJHAKO B HEKOTOPBIX BapuaHTax ocymectsieHuss xELL Fc-
Y4aCTKH CBsi3bIBAIOTCS ¢ FCRn u, crenoBaTenbHO, UMEOT yBEIUYEHHBIH MEPUOA MOJYKU3HU U
TPAHCLUTO3, CBA3aHHBIN ¢ FcRn-onocpenoBaHHON peLupKyIALUEi.

[0097] B HekoTOphIX BapuaHTax ocyluecTsieHus: Fc-yuacTtok, BkiarodeHHbi B CD33-
CBSA3BIBAIOLIUI MOJIUNENTHA, NPOUCXOAUT U3 4eJIOBEYeCKOro Fc-ydacTka U COmep:KUT MyTauuu
M252Y u M428V, Ha3piBaeMble B HactosieM onucaHuu «Fc-YVy». B HekoTOpbhIX BapuaHTax
OCYLIECTBJICHUS] TaKME€ MyTaLUH yCWIMBAKOT cBsi3biBaHue ¢ FCRn mpu kuciom pH 3H10COMBI
(npumepHo 6.,5), mpu 3TOM TepsIOT HETEKTHPYyeMOEe CBsA3blBaHME Ipu HelTpambHOM pH
(nmpumepno 7,2), uro olOecmneunBaer ycuieHHY0 FcRn-omocpenoBaHHYH perUpKyJSIIUIO U
YBEJINYEHHBIN IEPUOA MOTYKU3HH.

[0098] B HekoTOpbIX BapuaHTax ocyluecTBieHus Fc-ydactok, BkmoueHHbIHt B CD33-
CBSA3BIBAIOLIUI MOJIUNENTUA, TPOUCXOAUT U3 YeJI0BEUYeCKOro Fc-ydacTka U COAEp>KUT MyTaLuH,
NpeIHA3HAYEHHbIE ISl TeTepOAMMEPU3ALIMY, KOTOpPbIE B HACTOSIIEM OMNHCAHUU Ha3bIBAIOTCS
«BBICTYIIOM» U «BHAAMHOW». B HEKOTOPBIX BapuaHTax OCYyIIEeCTBJIEHUs Fc-ydacTOk «BBICTyMa»
conepxkuT mytaunio T366W. B HEKOTOpBIX BapuaHTax OCYIIECTBJICHMs «BHaauHa» Fc-ydacTka
comepxxut myrtauuu T366S, L368A u Y407V. B HekoTOpbIX BapuaHTax ocyluecTsieHus Fc-
YYaCTKH, UCTOJIb3yEMBIE IJIs1 TETEPOAUMEPHU3ALIUN, COACPKAT JONOJHUTEIbHbBIE MyTaLlUH, TAKHE
kak wmytamus S354C B mepBOM uHjeHe rerepoauMepHoi mapel Fc, koropas oOpasyer
aCHMMETPUYHBIN Aucynbdua ¢ coorBeTcTByromed wmytauuedi Y349C Ha BTOpPOM wieHe
rerepoaguMepHord mapbl  Fc. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS OAWH 4IEH
rerepoaumeproit mapsl Fc conepskut mogudukanuto H435R umu H435K st mpenoTBpanieHust
CBsI3bIBaHUS C OenmkoM A mpu coxpaHeHHH cBs3biBaHMS ¢ FcRn. B HekoTophix BapmaHTax
OCYIIECTBIIEHHsI ONIUH WIEH rerepoauMepHoi mapsl Fc comepskut momndukanmo H435R mmm
H435K, B TO Bpems Kak BTOPOM 4jieH rereponuMepHoil napel Fc He mogudummposan mo H435.
B  pasnuuHbIX BapMaHTax  OCYLIECTBJIEHUS  yAepKUBaeMbld  Fc-ydacTok — cOmep:kur
momudukammoo H435R mmm H435K (B HekoropeIx ciydasx, korma Moxudukamms H435R

Ha3bIBaeTCs «BHaaAuHON-RY»), Torma xak Fc-ydacrok BeicTynma He copepkuT moxudukanuio. B
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HEKOTOPBIX Clydasx MyTallMs BINaAWHBI-R yilydlnaeT O4MCTKY rerepoaumepa Mo CPaBHEHHUIO C
roMoiuMepHbIMU Fc-ydacTkamu BaiuHbl, KOTOPbIE MOTYT IPUCYTCTBOBATS.

[0099] Heorpanuuusarouiue WIIIOCTpaTuBHble Fc-ydacTku, KOTOpblE  MOXHO
ucrnonb3oBaTh B CD33-cBs3piBarolieM MOJUNENTHAE, BKIOYAOT Fc-ydacTku, copepskaiiue
aMHHOKHUCJIOTHBIE nocienoBarenbHocTd SEQ ID NO: 74-109.

XVMepHbIE PELENTOPbl U CKOHCTPYUPOBAHHbIE KIETKU

[00100] B nHacrosieM OMNHMCAHUM IPEACTABICHbI XUMEpPHbIE AHTUT€HHBIE PELENTOPHI
(CAR), umeronirie BHEKJIETOYHbBIN AOMEH, comepskaiuuii oguH win oosee CD33-CBA3BIBAIOIINX
nomenoB VHH, mnpencraBneHHBIX B HacTosieMm onucaHuu. lIpensaraemele B HacTOsALIEM
onucannu KOHCTPYKImH CAR BKITIOYAIOT BHEKJIETOYHBIN TOMEH, COep KAl OnuH win Oonee
CD33-cs3pBatomux  gomeHoB VHH, TpaHcMeMOpaHHBIH JOMEH M BHYTPUKJIIETOYHYIO
curHaibHyr0 obnactb. OmgmH wimm Oonmee CD33-cessbiBarommx aomeHoB VHH, koropere
00pa3yroT aHTHreHCBs3bIBarOLTy0 enuHuy CAR, CBSA3BIBAIOTCS MM CIIOCOOHBI CBSI3BIBATH, T.€.
HanenuBatotcs, CD33 ¢ pocrarouHoii aduuHHOCTEIO Tak, uTo CAR sBisieTcss MOJIe3HBIM B
Tepanuu JJIsl HaleJIUBaHUs Ha KJIETKY WU TKaHb, SKkcnpeccupyomyto CD33.

[00101] CAR mnpencraBisitoT coOON CHHTETUYECKUE PErenTOopbl, OOBIYHO COIep Kalue
BHEKJIETOUHBIH HALEJMBAIOLINI/CBSI3bIBAIOIINHA (parMeHT, KOTOPbI aCCOLMHUPOBAH C OIHUM
i Ooree CUTHAJIBHBIMU TOMEHAMH B OHOHM CIIMTOHM MOJIEKYJIe, KOTOpast SKCIPECCUPYETCsT Ha
MOBEPXHOCTH KIIETKH, TakoH kak T-xmerka. Takum oOpazom, CAR oOBEOUHSIOT aHTUTEH-
Cnenu(pUIHOCTh U CBOMCTBAa akTWBaUMK T-KjIeTok B omHO# ciutol monekyye. CAR mepsoro
MOKOJIEHUS] OOBIMHO BKJIFOUAJIH LIUTOIUIA3MAaTHUECKY0 o0nacTh y-1ienu perenropa CD3zeta wnun
Fcl B kauectBe curnanbHoro noMeHa. CAR nepBoro nokosneHust OblIv MpOTeCTUPOBaHbI Ha (ase
I xIMHUYECKUX WCIBITAHUM Y TALMEHTOB C PAKOM SIMYHHUKOB, PakoM IodYek, Jumpomoi u
HelpoOaacTOMOM, Ile OHM BbI3BIBAIM yMepeHHbIH orBeT (0030p Sadelain et al., Curr Opin
Immunol, 21(2):215-223, 2009). CAR BTOpPOro mOKOJIEHHs], KOTOPbIE CONIEP>KAT CHTHAJIbHBIE
JOMEHBI KOCTUMYJIUPYIOLIEeH MoJekyJbl, Takoi kak CD28 u CD3zeta, obecneunBaroT JBOHHYIO
nepenadyy — CUTHAJOB Ul HANpaBJIeHUsT  KOMOWHUPOBAHHBIX  AKTHBHUPYIOIIMX U
KocTUMyJHpyromux curHaioB. CAR TpeTbero nokojieHus sIBJISIIOTCS 00Jiee CIOKHBIMU C TPEeMs
i 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 HexoTOphIX BapuaHTax ocyllecTBieHus npencrtasieHHbli CAR comepxut
CD33-cesasbiBatomuii fomeH VHH. B Hekotopsix Bapuantax ocyuiectBieHus CAR coxpepxut
1o MeHbInel Mepe aBa nomena VHH, HaneneHHbIX Ha ofuH K Oojiee aHTUTeHOB. B ogHOM 13
BAapPHAHTOB OCYILIECTBJIEHHUS aHTUIeHCBs3bIBatoL Uil 1oMeH CAR cozep:xuT ABa UK IO MEHbLIEH
mepe naBa CD33-ces3pBaromnx nomeHa VHH, obecnieunBast, TakuM 00pa3oM, ABYXBAJIEHTHYIO
MOJIeKyJly. B OIHOM M3 BapuaHTOB OCYILIECTBJICHHUsS AHTUT€HCBS3bIBAIOLINI OMEH COAEPKHUT
ABa Wiu 1o MeHpliel Mepe n8a CD33-ceasbiBatoux nomeHa VHH, HO cBsi3bIBaeTCs ¢ pa3HbIMU
snuronaMu Ha CD33. B Takux ciy4asx aHTUT'€HCBS3bIBAIOIINN JTOMEH conep kut nepsbiii CD33-
cBs3piBaroluii foMeH VHH, kortopsliil cBssbiBaeTcst ¢ nepBbiM snutonoM CD33, u BTOpOit

nomeH VHH, xortopslii cBs3bBaercss co BTopeiM snurtonom CD33. Onuronmel MOryT
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nepekpeiBaThCcd.  TakuM ~ o0pa3oM, B~ HEKOTOPbIX  BAapHAHTAX  OCYINECTBJICHUS
AHTUTEHCBS3BIBAOIUN JOMEH siBiisiercss OumaparonHbiM, a CAR mpexncrasnser coOoii
ounaparonubiii CAR. B papyrom BapuaHTe OCYLIECTBIEHHS AHTUTE€HCBS3BIBAIOIIUN JOMEH
comepxuT aAsa CD33-cea3piBaromux nomMeHa VHH, koTopbie CBA3BIBAIOTCA C OAHUMU U TEMU XKe
snuronamu Ha CD33.

[00103] TpancmemOpannbiii nomen CAR, mpencTaBieHHbII B HACTOSIIIEM OIHMCAHHH,
npencTaBisier coO00i NOMEH, KOTOpBIH OOBIMHO NepeceKaeT MM CIOCOOeH IepecekaTh HIIH
MPOXONIUTH Yepe3 MIa3MaTUYECKyI0 MeMOpaHy U CBSI3bIBATHCS MPSMO HJIM KOCBEHHO (Hampumep,
yepe3 cCrekdcep, TakOH Kak LIAPHUPHAS MOCIENOBATEIbHOCTh HMMMYHOIJIOOYJIMHA) C
BHEKJIETOYHBIM ~ AHTHICHCBSI3BIBAIOLIMM  JOMEHOM M SHIOIJIA3MATUYECKUM  YYaCTKOM,
COZEP KALTUM BHYTPUKJIETOUHBIA CUTHAJBbHBIA JOMEH. B OMHOM M3 BapHaHTOB OCYIIECTBIICHUS
TpancmeMmOpannbiii  omeH CAR  mpexacraBuser coOoit  TpaHcMeMOpaHHYIO — 00JacTh
TpaHcMeMOpaHHOro Oenka (Hampumep, TpaHCMEMOpaHHBIX OenkoB THma [), MCKYCCTBEHHYIO
rupooOHY0  MOCIENOBATENBHOCTh WM WX KOMOWHAnmuu. B OgHOM W3 BapUAHTOB
OCYIIECTBJICHUsS] TpaHCMEMOpaHHBIN ToMeH BKirouaer nomeH CD3zeta wiu TpaHCMeMOpaHHBIHI
nomen CD28. CrenmanmucraM B JaHHOW 00JacTH TEXHUKM OYOyT OUYEBHUAHBI Apyrue
TpaHCMEMOpaHHbIE JOMEHBI, KOTOPBbIE MOIYT OBITh HCIOJB30BAHBI B CBSI3U C BapHAHTAMHU
ocymectsieHust CAR, npencTaBieHHbIMU B HACTOSLIEM ONUCAHUM.

[00104] BuyTtpukierounas curHanbHas obnacte CAR, mpencraBieHHas B HACTOSIIEM
ONHCAHWHU, CONEPXKUT OAWH HIIM OOJiee BHYTPUKJIETOUHBIX CHUTHAJIBHBIX JIOMEHOB, KOTOpPBIE
nepenarT CcurHain T-kieTke Npu NPUCOSAMHEHUH aHTUTreHCBs3biBaroiiero aomeHa CAR,
HanpuMep, TpU CBSI3bIBAHUM AHTHUI€Ha. B  HEKOTOpbIX BapuaHTaX OCYIIECTBIICHHS
BHYTPHUKJIETOYHAs] OOJNACTb CONEPKUT BHYTPUKJIECTOYHBINI CHUTHAJBHBIH JOMEH, KOTOPBIH
ABIIIETCS WM COAepkUT curHanbHeli nomeH ITAM. HmmocTpaTuBHBIE BHYTPUKJIETOYHBIE
CUTHAJIbHbIE JIOMEHBI BKJIIOYAIOT, HAIpUMep, CUTHAJIbHBIA JOMEH, MOJNy4YeHHbIH u3 (-Lienu
KoMmIuiekca T-KJIETOYHOro peuentopa HiM JHO0Oro M3 €ro roMoJoroB (Hampumep, T-Lerlb,
FcsRly u B-uenu, menp MB 1 (Iga), B29 (Ig) umenp u T.1.), denoBedeckyro CD3-mensb,
nonunentuabl CD3 (A, & u €), TuposuHkuHasbl cemeiictBa syk (Syk, ZAP 70 u T. 1),
TUpO3UHKUHA3bI cemeiicTBa src (Lck, Fyn, Lyn u T.n.) U npyrue MONEKyJibl, Y4aCTBYIOIIUE B
TpaHcnykuuu T-knetok, Takue kak CD2, CDS5, OX40 u CD28. B KOHKpeTHBIX BapHaHTax
OCYIIECTBIIEHHUs] BHYTPUKJETOUHAs CHTHAJbHAs OO0JNACTh CONEPIKUT BHYTPUKIETOUHBIH
CUTHAJIbHBIN JOMEH, MOJy4YeHHbIN U3 A3eTa-1enu yeaosedeckoro CD3.

[00105] B HexkoTOpbIX BapHaHTax OCYLIECTBIEHUs] BHYTPUKJIETOYHAs CHUTHaJbHas
obmacte CAR MOXET [ONONHUTENBHO CONEpPKaTh BHYTPUKJIETOUHBIH CHUTHAJIBHBIN JTOMEH,
MOJYYEHHBIN U3 KOCTUMYJIUPYIOIIEH MOJIEKYJbl. B Takux npumepax Takoll CUTHAJbHBIA JOMEH
MOKeT ycunuBaTh akTUBHOCTh CAR-T-kiieTok, HanpuMmep, 3a cHeT yBeIU4YeHHs npoJudepanuy,
BbDKMBAHHMA  W/WIM  Pa3BUTHA  KJIETOK  MaMSTH, IIOCJI€  aHTUTEH-CIeUn(pUIecKOro
B3aUMOAeICTBYs, Hampumep, no cpaBHeHuro ¢ CAR, kortopelii copepxutr Toibko ITAM,
Cofep’Kalluil CUrHaiabHbeli gomeH, Hampumep CD3  n3era. B HekoTOpbIX BapuaHTax

OCYIIECTBJICHUS] KOCTUMYJIUPYIOIIUH JOMEH TpeAcCTaByiseT Cco0oi  (PyHKUMOHAIBHBIN
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CHUTHAJIbHBIA JIOMEH, MONy4YeHHbIH u3 Oenka, BeiOpanHoro m3: CD28, CD137 (4-IBB), CD134
(0X40), Dapl10, CD27, CD2, CDS5, ICAM-1, LFA-1 (CD1a/CD18), Lck, TNFR-I, TNFR-II,

Fas, CD30, CD40 wmu wux xoMOMHaumu. B KOHKpPETHBIX BapHaHTax OCYLIECTBICHUS

)
KOCTUMYJIMPYIOIUI CUTHAJIBHBIA JOMEH NMPOUCXOAUT WJIM MOJIyYeH U3 yesoBedeckoro Oenka. B
HEKOTOPbIX AaCMEKTaX KOCTHUMYJIUPYIOLIUM CUTHAJIbHBIM AOMEH IMPOUCXOAMUT WIHM IOJIYYEH U3
yenoBeueckoro CD28 unmu yenoseueckoro CD137 (4-IBB).

[00106] B HekOTOpbIX BapHaHTaX OCYIIECTBJIEHHS] KOCTHUMYJHUPYIOIIUN CHUTHAJbHbIHN
nomeH npoucxonut ot CD28 unu 41BB.

[00107] B xoHkpeTHbIXx BapuaHtax ocymecTsieHHss CAR nOmoIHUTENBHO COAEPIKUT
IIAPHUPHYKD WM  ChelcepHyrd  o0jacTb,  KOTOpas  COENUHSET  BHEKJIETOUYHBIH
AHTUTEHCBS3BIBAIOIUN TOMEH U TPaHCMeMOpaHHBIH NOMeH. JTa IIapHUPHAS WU ClelcepHast
00J1aCTh MOJKET UCIIOJIb30BATHCS AJISI NOCTH)KEHUS PA3JINYHON UTMHBI U THOKOCTH MOJIy4aeMOro
CAR. Tlpumepsl MIApHUPHOW WM CHEHCEPHOH OONACTH, KOTOpPble MOXHO HCIIOJIb30BATH,
BKJIFOUAKOT, Oe3 orpaHmyeHus, Fc-pparMeHTrl aHTHTENT MM UX (PPAarMEHThl WIH MPOU3BOJHBIE,
IIapHHUPHBIE OOJIACTH aHTUTEN WM UX (pparMeHTsl WK npousBoaHble, odimactu CH2 antuten,
obmactu CH3 aHTHMTEN, HCKYCCTBEHHBIE CIIEHCEpPHBIE IOCIENOBATEIBHOCTH, HAIPHUMEp
NEeNTUIAHBIE TOCIENOBATENBHOCTH WM X KoMOmHammu. CrenuanucraM B JaHHOW oOjactu
TEXHUKH OyAyT OYEBHIHBI ApPYrue LIAPHUPHbIE WM CreiicepHble 00JacTH, KOTOpPbIE MOTYT
UCTIONIBb30BAThCs. B OTHOM M3 BapHAHTOB OCYIIECTBICHHS [IAPHHUP MPEACTABISIET COOOH mapHUp
1gG4 nnu mapuup CDSA.

[00108] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS CIeiicep U TPaHCMeMOPAHHBIN JOMEH
NPEACTABISIIOT COOOM MIAPHUPHBIN U TPaHCMEMOpPaHHBIN foMeH, nporcxosmue ot CD8.

[00109] B HacTOsilleM OMUCAHUU TAKXE MPEJOCTABJICHA BBbIIEJIEHHAs KOHCTPYKLIUS
HYKJICMHOBOM KHCJIOTBI, COZEp’Kallas IO MEHbLIeH Mepe OAHY HYKJIEUHOBYK KHUCJIOTY,
konupyromyo CAR, kak mpeayCMOTPEHO B HACTOSILEM OINMUCAHUU. B HEKOTOpBIX acmeKkTax
KOHCTPYKIIUS MTPENCTABIISIET CO00M BeKTOp dkcnpeccuu s skcnpeccuud CAR B kierke. BexTop
SKCIIPECCUN MOXKET ObITh BUPYCHBIM BEKTOPOM. TEXHOJIOTHsSI BHUPYCHBIX BEKTOPOB XOPOLIO
U3BECTHA B JTAaHHOH 0ONacTH W omucaHa, Harnpumep, B Sambrook et al. (Molecular Cloning: A
Laboratory Mannual, Cold Spring Harbor Laboratory, New York, 2013). [l nepeHoca reHoB B
KJIETKH MJIEKOMUTAMUX pa3paboTaH pso BHPYCHBIX cHCTeM. Hampumep, HCIONB3YIOTCA
PETPOBUPYCHI, TAKHE KaK aJE€HOBUPYCHBIE BEKTOpPbI. B OAHOM M3 BapHUaHTOB OCYLIECTBIEHUS
WCIIOJIb3Y€TCsl ICHTUBUPYCHBIN BEKTOP.

[00110] B momosHUTETBPHOM acCIEeKTe TAaKXKe IMPEAOCTABIICHA BbIICICHHAS KJIETKA WM
NOMYJISIHST  KJIETOK, CoAep’kamasi OAHy MKW Oonee KOHCTPYKUMH HYKJIEHHOBBIX KHCIIOT,
ONMCAHHBIX Bbllle. TakXke MNPEACTaBICHA BBIACICHHAsT KJIETKAa WIM MOMYyJsLUs KIETOK,
reHeTnyecku MoauduimpoBaHHbX asi dkcrpeccun CAR, mpencraBneHHOrO B HACTOSIIEM
ornucanny. TakuM oOpa3oMm, B HACTOSIIEM OMHCAHUU TPENyCMOTPEHbl T€HHO-HMH)KEHEPHBIE
KJIETKH, KOTOpBIE COAeprKaT, Hanmpumep, ctaduibHO sKkcnpeccupyioT CAR, npencraBieHHbIN B
HACTOSIIEM ONMHCAHUU. B OHOM M3 BapUAaHTOB OCYILIECTBIIEHHS KJIETKY BBIOMPAIOT U3 TPYIIIH,

cocrosimiedl u3 T-xmerku, ecrectBeHHON kusuepHoi (NK) knerku, numrorokcuuyeckoro T-
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mimporura (CTL), perynstopHoii T-kineTku, reMONO3THYECKHX CTBOJIOBBIX KIIETOK H/HIIK
IUTFOPUIIOTEHTHBIX  SMOPHOHAIBHBIX/UHAYLIUPOBAHHBIX CTBOJIOBBIX KJIETOK. B HEKOTOPBIX
ciyuasx Kierka sisercs T-knerkoi, takod kak CD4 w/umu CDS8 T-knerka. B HekoTopbIx
BAPUAHTAX OCYIIECTBJICHUS KJIETKU SIBJISIOTCS AyTOJOTMYHBIMU 1O OTHOIIEHUIO K CYOBEKTY.
Hampumep, B HEKOTOpBIX BapuaHTaX OCYLIECTBICHUS T-KJIETKH MOTYT OBITh BbIIENEHBI OT
nauueHta (Takke Ha3blBaeéMble MNEPBUYHBIMH T-KJI€TKAMM) sl HMHXXEHEPUH, HarpuMep
TpaHchekunu uiam Tpancaykuuu Koncrpykuueit CAR, cocrosieii 13 HyKJI€HHOBOH KHCIIOTBL.

[00111] B wutroCTpaTUBHOM MpHMeEpe MepBUYHbIe T-KJIETKH MOTYT ObITh OYMIIEHBI €X
vivo (CD4 knerkn winun CD8 kjeTku wiam U T€ W JIpyrue) U CTUMYJIHPOBAHbI arOHUCTAMHU
TCR/CD28, Takumu Kak rpaHyJbl, mOkpbiTbie aHTH-CD3 antu-CD28 anturenamu. [locne 2- wiun
3-IHEBHOTO TMpoIlecca aKTHBALMU PEKOMOMHAHTHBIN BEeKTOp sKcrpeccuu, konupyromuid CAR,
MOJKeT OBbITh CTa0MJIbHO BBEJEH B MEPBUUYHBIC T-KJIETKH C MOMOIIBIO CTAHJAPTHBIX MPOTOKOJIOB
JEHTUBUPYCHOM  WJIM  PETPOBUPYCHOM  TPAHCAYKLUMH  WIM  CTpPAaTeruu  IJIA3MUAHON
snexTpornopauuu. Kinerku Mo>KHO KOHTpONIMpOBaTh B oTHoWeHuH skcnpeccun CAR, Hanpumep,
C TIOMOIIBIO MPOTOYHON LIUTOMETPUM C MCIONb30BAHUEM AHTUANMTOMHON METKU UM aHTUTET,
KOTOpPBIE MEPEKPECTHO PEArupyOT C HATUBHONW POAUTENBCKON MOJIEKYJIONW. T-KJIETKH, KOTOpBIE
skcrpeccupyror CAR, moryT ObITh OOOTrameHsl MyTeM COPTHPOBKH C IOMOIIBI0 MEUYEHBIX
AHTUATIUTONHBIX AHTUTEN MM MOTYT OBITh OOOTaIeHb! I TOJYYEeHUST BBICOKOTO MM HU3KOTO
YPOBHS SKCIIPECCUU B 3aBUCUMOCTH OT IIPUMEHEHUS.

[00112] CAR renHO-uHXeHepHble T-KJI€TKH MOTyT OBITh NPOAHAIU3UPOBAHBI IS
OLIEHKU COOTBETCTBYIOIIEH (YHKLHH pPAa3NIUYHBIMH CriocoO0aMu. B HEKOTOpBIX ciydasx ans
OLIEHKU (YHKLHUU CKOHCTPYMPOBAHHBIX T-KJIETOK MOJKET HCIOJB30BAThCS aHAIU3 in Vitro
LIUTOTOKCUYHOCTH, Mponudepanuy WId LUTOKMHOB (Hampumep, skcnpeccun IFN-ramma).
HUnnrocTpaTUBHBIMM =~ CTAHAAPTHBIMM ~ KOHEYHBIMM TOYKAMHU  SBJIIIOTCA TMPOLIEHT JIM3UCA
OITyXOJIEBOH JIMHUH, TIposH(eparysi CKOHCTPYyUpoBaHHBIX T-ki1eTok mim skcrpeccus IFN-ramma
Oenmka B CymepHaTaHTe KyJbTypbl. B HEKOTOPBIX Cly4asx CHOCOOHOCTh CTUMYJHPOBATH
aktuBauuto T-knetok mpu crumynsaunu CAR, Hanpumep depe3 aHTUIEH, MOXHO OLEHHTD,
HampuMep, MyTeM MOHUTOPUHTIA HKCIIPECCUM MapKepoB akTuBauuy, Takux kak CD69, CD44 unu
CD62L, nponudepanuu 1/ uiam npoay IHPOBAHUS [IATOKUHOB.

3KCHD€CCI/I$I U NpOoAYVIHPOBAHHUE TTOJUIICTITHIOB

[00113] TIlpencraBieHbl  MOJIEKYJIBI ~ HYKJIEMHOBOW  KHUCIIOTBL,  COAEp Kalue
MOJIMHYKJIEOTHIbI, KOTOpble KoaupyroT CD33-cBaspiBaromuil mojunentun. B HEKOTOpbIX
BAPUAHTaX OCYLIECTBICHUS MOJEKYJa HYKJIEHHOBONW KHCJIOTBI MOXET TaKXe KOAUPOBATH
JUAEPHYIO TOCIENOBAaTENbHOCTh, KOTOpas ympasisier cekpeuueit CD33-cBs3piBaroiiero
NOJIUMENTHA, TPHYEM 3Ta JIHAEPHAs IOCIEAOBATEbHOCTE OOBIMHO —OTLICTUISETCS, |
CIeNOBAaTEIbHO OHA HE MPUCYTCTBYeT B CEeKpeTHpyeMoMm nojunentuzae. Jlugepnas
MOCJIEIOBATEIBHOCTD MOXKET OBITh JIMAEPHOH MOCIENOBATEIbHOCTHIO HATUBHOMN TSKEJION Iemu
(v VHH) nnu MoskeT OBITh Ipyroil reTepoornuHON JIUAEPHON MOCIeI0BATENbHOCTHIO.

[00114] Mounekyibl HyKJIEHHOBOH KHUCJIOTBI MOTYT OBITh CKOHCTPYHUPOBAHBI C TTIOMOIIBIO

meronoB pekomOuHanTHON JIHK, obmenpuHaThix B naHHOH obnactu. B HEKOTOpPBIX BapmaHTax



35

OCYIECTBIIEHHsI MOJIEKYJia HYKJIEHHOBOW KHCIJOTBI NPENCTaBIsAeT COOONH BEKTOP 3KCIIPECCHUH,
KOTOPBIH MOIXOANT JJIsI SKCIIPECCUH B BHIOPAHHOM KIIETKE-XO35IMHE.

[00115] IlpencraBieHbl BEKTOPBI, COAEPXKALIME HYKIEHHOBBIE KHUCJIOTBI, KOTOpbIE
konupyroT CD33-cBsa3bIBarOlMe MOJUNENTUABI, NPENCTaBIEHHbIE B HACTOSIIEM OIHMCAHUU.
Takue BexTOpbl BKIOYAKOT, Oe3 orpanmuenus, JJHK-BekTopsl, (aroBeie BEKTOpPbI, BUPYCHBIE
BEKTOPBI, PETPOBUPYCHBIE BEKTOPHI U T.1. B HEKOTOPBIX BapHaHTaX OCYILIECTBIEHHS BBIOUPAIOT
BEKTOpP, KOTOPbIM ONTUMH3UPOBAH JJIsI SKCIPECCUM TOJIUIENTUOB B KEJIA€MOM THUIIE KJIETOK,
takux kak CHO knetku unu kierky, noiaydennsie 13 CHO, unu knerkax NSO. ITpumeps! Takux
BEKTOPOB OMKCaHbl, Harpumep, B Running Deer et al., Biotechnol. Prog. 20:880-889 (2004).

[00116] B Hekoropbix BapuaHTax ocyuectBieHuss CD33-cBsaspiBaromuil MOJUIENTU]
MOJKET SKCIPECCUPOBATHCS B MPOKAPUOTUUECKUX KIIETKAX, TAKUX KaK OaKTepHAIbHbIE KIETKH,
WIA B 3YKAPHOTHYECKUX KIJIETKAX, TAKHX KaK KJETKH TPHOOB (TaKMX KaK APONOKU), KIETKH
pacTeHM, KJIETKH HACEKOMBIX M KJIETKH MJICKOMUTAOMMX. Takas SKCIpPEcCHs MOXKEeT
OCYIIECTBIISITECSI, HAPHIMEDP, B COOTBETCTBHH C MPOLIENypaMH, U3BECTHBIMH B JAHHOH 00JacTH.
[IpuMepsl 3YKapUOTHYECKHX KJIETOK, KOTOpbIE MOJKHO HCIOJb30BAaTh JMJIsI SKCIPECCUU
MOJIUTIENITHIOB, BKIIIOUArOT, 0e3 orpanuyenus, kinetku COS, Bkmouas kierkun COS 7; kinetku
293, xumouas knetku 293-6E; xknerku CHO, Bkmouas knmetku CHO-S, DG44.Lecl3 CHO u
knetkn FUT8 CHO; xnerku PER.CO6® (Crucell); u knerku HCO. B HekoTOpbIX BapuaHTax
ocymectsiaeHus: CD33-cBsA3piBarone MOJUNENTHIBI MOTYT 3KCIPECCUPOBATHCS B JPOAOKAX.
Cwm., manmpumep, nmybnukanmto 3asiBku Ha ateHtT CLIA Ne US 2006/0270045 A1. B HeKOTOpBIX
BAPUAHTAX OCYIIECTBJICHUS KOHKPETHYIO J3YKAPHOTHYECKYIO KIJIETKY-XO3MH BBIOMPAIOT Ha
OCHOBE €€ CIOCOOHOCTH TPOU3BOAMUTH JKEJaeMble MOCTTPAHCISILMOHHBIE MOAU(DUKALIUH
nonunentuna. Hanpumep, B HeKOTOpBIX BapuaHTax ocyiuectsieHus kinerku CHO nponyuupyroT
HOJIMIIENITU/BI, KOTOPble HMEIOT OoJiee BBICOKUI YpPOBEHb CHAJMPOBAHUS, HYeM TOT IKe
NOJIMNENTH I, TPOAYLUPYEMBIN B KleTKax 293.

[00117] BBenenue onnoOil uiam 0ojiee HYKJIEHHOBBIX KHCJIOT (TaKMX KaK BEKTOPBI) B
KEJAEMYI0 KJIETKY-XO35MH MOXKET OBIThb BBIMOJIHEHO JIFOOBIM CIOCOOOM, BKJIIOYAsi, TTOMHMO
npodero, TpaHchekuuo ¢ ¢dochaTtom kKambiwms, TpaHchekiuro, omnocpenoBaHHyw DEAE-
JIEKCTPAHOM, TPAHC(HEKLUIO, OMOCPEAOBAHHYK KATHOHHBIMH JIMIHOAMH, SJEKTPOIOPALIHIO,
TpaHcAyKLuio, HHpekuuto u T.71. HeorpaHnumparoiie npuMepsl CliocoO0B OMHMCAHBL, HAIPHMED,
B Sambrook et al., Molecular Cloning, A Laboratory Manual, 3 ed. Cold Spring Harbor
Laboratory Press (2001). HykyienHOBblE KHCIOTBI MOKHO BPEMEHHO WM CTaOMIIBHO
TPaHCHUIIUPOBATD B KEJTAEMbIE KJIETKH-X0351€Ba JIOOBIM MOIXOASIINM CITOCOOOM.

[00118] Taxxke mpencTaBlieHbl KIETKH-XO035I€Ba, COMAEpIKAIIUe JIOOYI0 M3 HYKJIEHHOBBIX
KHCJIOT WJIM BEKTOPOB, PACKPBITBIX B HACTOSIIEM ONUCAaHUH. B HEKOTOpBIX BapuUaHTax
OCYILIECTBJIEHUs] NPEJCTaBJeHa KJETKa-XO035MH, KoTopas skcrpeccupyer CD33-cBs3biBaroLinii
NOJIMIIENTHI, TIPEICTaBJICHHBIA B HacTosimeM onucaHuu. CD33-cBs3bIBaromue MONMUNENTHIB,
SKCIIPECCUPYEMbIE B KIIETKAX-XO035€BaX, MOXHO OYHCTUTb JIFOOBIM IOIXOASIIAM METOJOM.
Taxkme wmeroxbl BKIOYAOT, O€3 OrpaHUYEHHUs, HCMHOJb30BaHHE ap(UHHBIX MATPHL MU

xpomatorpadpuro ruppododHOoro Blammopeticteus. I[logxonmsumue adduHHBIE JTHTAHABI
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BkiroyatoT ROR1 ECD wu arenTel, koTopble cBs3biBatoT Fc-yuactku. Hanpumep, s
cBs3biBaHus Fc-yuactka u ounctku CD33-cBs3biBarolnero MoJUMNENTUAa, KOTOPbI COAEPKUT
Fc-yuacTok, MokeT OBITh MCIOJIb30BaHA KOJIOHKA ¢ OenmkoMm A, Oenkom G, Genmkom A/G wnu
KOJIOHKA ¢ MUMMOOWJIM30BAHHBIM AHTUTENOM. J[JI1 OYMCTKH HEKOTOPBIX IMOJUMNENTHAOB, TAKUX
KaK aHTHUTeNa TaKKe MOXKET TMOAXOAUTh TI'HApodoOHas MHTEepakTHBHas Xpomartorpadus,
HarpuMmep, Ha OyTHIbHOW MM (peHMIBbHOI KOooHKe. 111 OYMCTKH HEKOTOPBIX MOJUIENTHIIOB,
TAaKUX KaK AHTUTENA, TAKXKEe MOXKET IMOAXOANUTh MOHOOOMEHHas Xpomarorpadus (Hampumep,
aHMOHOOOMEHHast xpomarorpadus W/miam KaTHOHOOOMeHHash xpomatorpadusi). s ouucTku
HEKOTOPBIX TMOJUIENTHIOB, TaKUX KaK aHTUTeNa, TakKe MOXKeT IOIXOIUTh CMelIaHHasI
xpomarorpadus (Hammpumep, oOpareHHO-(a30Basi/aHHOHHO-O0OMEHHas, oOpateHHo-
(hazoBasi/KaTHOHHO-OOMEHHasI, rHIPO(UITEHOTO B3aMMOJIEHCTBYSI/aHUOHHO-OOMEHHASsI,
ruIpOoQUILHOTO B3aMMONENUCTBUS/KATHOHHO-OOMEHHAss U T.A.). B NMaHHOW 00NacTu TeXHHKH
M3BECTHBI MHOTHE METO/Ibl OUUCTKH MOJIUIENTHAOB.

[00119] B Hexoropbix BapuaHTax ocyuiecTBieHuss CD33-cBsaspiBaromuil mOJUNENTU]
npoxyuupyercs B OeckieTo4HOH cucreMe. HeorpaHuumBaromme mpuUMepbl OeCKJIETOYHBIX
CUCTeM OIuCaHbl, 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 HekoTOpbIX BapuaHTax OCyLIeCTBJIeHUs npezncTasieHbl CD33-cBs3biBarolue
NOJIMIENTH/bI, TOJYYeHHbIE ONHMCAHHBIMU BbIlIe crnocodamMu. B HEKOTOpBIX BapuaHTax
ocymectsieHns: CD33-cBsa3bIBarOINi NOJUNENTH]] OIYYal0T B KJIETKe-X03sUHe. B HEKOTOpBIX
BapuaHTax ocyectBieHuss CD33-cBs3pIBalOIUil NOIUIIENTH IOJNYYalOT B OECKIETOYHOM
cuctreMe. B HekoToppix BapuaHTax ocyuectsieHuss CD33-CBA3bIBalOUN  MOJUNENTHL
OuMIalOT. B HEKOTOpBIX  BapuaHTax  OCYIIECTBJIEHUs TPEACTABJIE€HA cpeda Ui
KYJIbTUBHPOBAHHUS KJIETOK, coneprkanas CD33-cBs3bIBarO LI MOTUITETITHA.

[00121] B HexkoTOpBIX BapUaHTaX OCYLIECTBJIEHUs MPEICTABIEHbl KOMIIO3HLIUY,
cofiep Kalie aHTUTENA, TIOJYYEeHHbIE OMMCAHHBIMU BbIlIE Croco0amMu. B HEKOTOpPBIX BapHaHTax
OCYILIECTBJIEHUSI KOMITO3ULHsS cofepkuT CD33-CBS3bIBAIOIMMA MOTUNENTHA, TOJTYYEHHBbIH B
KJIETKe-X031He. B HEeKOTOpBIX BapuaHTax OCYLIECTBJIEHUs KoMmosuius copep:kut CD33-
CBSI3bIBAIOIIUI TOJHMIIENTH], TIOJTyYEHHBIN B OECKJIETOYHOH cucTteMe. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHHUSI KOMIIO3HUIIUS CONEPKUT ounteHHbI CD33-CBs3bIBAIOINIA TOTUNENTH.

WiniroctpatuBHble  CriocoObl  JiedeHust  3a0oJieBaHUN ¢ Hcnoab3oBanueM CD33-

CBA3BIBAIOIINX MOJHUINCOTHIOB

[00122] B HEKOTOpPBIX BapUaHTaX OCYIIECTBIEHHS INPEICTABJICHBI CIOCOOBI JICUEHHS
3a0oneBaHus y MHANBHAYYMA, BKIroUaroine Beeerre CD33-CBsI3bIBaAIOIIEro MONUIIENTHAA UITH
KJIETOK, skcrpeccupyromux CD33-ces3piBatomuil  nojaunentua. B HEKOTOpPBIX BapUaHTax
OCYIIECTBIIEHHs] TPEACTABJICHbI CIIOCOOBI JIEUEHHs paka y WHAUBHAyyMa. B HEKOTOPBIX
BapUAHTaX OCYINECTBJIEHHUs NpPEACTaBJeHbl criocoOsl sedenus CD33-skcnpeccupyromero wim
CD33-nonoxurensHoro paka y wuHamBuayyma. Crnoco® BKIIOYAaeT BBENEHHUE WHIUBUAY
s¢pdexTuBHOTO KOJINYECTBA CD33-cBsi3bIBatoero MOJIUTIENITUIA 158)0% KJIETOK,

skcnpeccupyromux CD33-cBA3bIBalOUN  MOJUIENTH, TMPEACTABICHHbIM B  HACTOSLIEM
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onucaHuu. B HexkoTopbIx BapuaHTax ocyuiectBieHus CD33-cBs3bIBarolNil  MOIUIENTUA
onoxupyert cszbiBanre CD33 ¢ cranoBoii kUCiIoTol. B HEKOTOPBIX BapuaHTaX OCYINECTBIICHUS
CD33-cBs3pIBatolinii NOJUMNENTH]T UCIONB3YETCs ISl NMEePeHOCa LIUTOTOKCUYECKOTO areHTa B
CD33-3kcnpeccupyroinyo kieTky. B HeKoTOppIX Takux BapuaHTax ocyiectBieHuss CD33-
CBSA3BIBAIOLIMI MOJIUIENTUA COAEPKUT CBA3BIBAOIIUN JOMEH, KOTOpPBbI CBS3BIBAETCS C
nutorokcudeckod  T-kmerkorn wmmm  NK-kierkoil. B HEKOTOpBIX Takux  BapHaHTax
OCYIIECTBJIEHUs CBSI3bIBAIOLIUI 1oMeH cBsizbiBaeTcsl ¢ CD3, T-knerounsm perentopom (TCR)a,
TCRp, CD28, CD16, CD32A, CD64, CD89, NKp46 unu NKG2D. B HekoTOpbIX BapHaHTax
OCYIIECTBIICHHs CBS3BIBAIOIIUN JOMEH MoxeT ObiTh aoMeHoM VHH wnm cBsisbBaromum
JOMEHOM aHTUTENA, COAEp KaIlMM BapuabeNlbHYI0 O0JIACTh TSKENOW LEenmud W BapuadelbHYIO
obnactb nerkoi nenu, Takyr kak VH/VL, scFv, ¢parment Fab u T.1.

[00123] B HexoropbIx BapuaHTax ocyuiectBieHuss CD33-cBsa3piBaromuil MOJUIENTH]
CBSI3aH C IIUTOTOKCUYECKUM areHTOM ¢ 00pa3oBaHHEM MMMYHOKOHBIOrata. B maHHOW obmactu
U3BECTHBI pa3jIMuHble HCIOJb3yeMble B MMMYHOKOHBIOTaTaX LIUTOTOKCUYECKHE areHThI,
KOTOpbIE BKJIIOYAIOT, 0€3 OrpaHuyYeHHs, KaJHXEaMHLUHbl, aypUCTATHUHBI, 1OJIACTATHUHBI,
TyOyJNUIMHBL,  MaWTAaH3UHOWABL,  KPUNTOQULHUHBL,  AYOKAPMHLMHBL,  3CHEPAMHLIUHBL
MUPPOIOOEH30ANA3ETTHHBI M SHAHNWHOBBIE AaHTHOUOTHKH.

[00124] B Hekotopbix BapuaHTax ocymecTBieHuss CD33-cBsa3bIBAOMNI MOJUIENTHA
npeAcTaBisieT  coOOW  XUMEpHBIH ~ aHTUT€HHBIH  PELEenTop,  OKCIPECCHPYEeMBbIH  Ha
urorokcudeckoil kierke, Takoil kak T-knerka (CAR-T) mmm NK-xnerka (CAR-NK). Takue
METOJbl JIEYEHUs] MOTYT MPUMEHSATbCS Y JIOAEeH WM KUBOTHBIX. B HEKOTOpPBIX BapuaHTax
OCYILECTBIICHHSI ITPECTABIIEHBI CIIOCOOBI JIEUEHHUS IO EH.

[00125] Heorpanuuusaroliye WIIOCTPATUBHbIE BUABI paka, KOTOPbIE MOXHO JIEYUTh C
noMompro  CD33-cBs3bIBalOLINX MOJUIENTUAOB WINM KJIETOK, 3kcrpeccupyromux CD33-
CBSI3BIBAIOINME IOJMIIENTUABL, TPEACTABICHHBIE B HACTOSIIEM ONHCAHUH, BKIIIOYAKOT, 0e3
orpanuuenus, guMmpomy; nmumpomy XOMKKHMHA, HEXOIKKMHCKYIO Jumdomy; B-kierounyro
auMdoMy; HU3KOH CTENeHH 3JI0Ka4eCTBEHHOCTH/()OJUTUKYISIPHYIO HEXOKKHHCKYIO JTHM(pOMY
(HXJTD), HXJI u3 MaJibIX TUM(OITOB (MJD); cpenHei CTETNeHU
3nokauecTBeHHOCTH/ posmukyisipayro HXJL, nuddysnyro HXJI cpenHeil cTemeHu TsDKeCTH;
umMMmyHoOnacTHyr0o HXJI BBICOKOH CTemeHu 3J0KadecTBEHHOCTH, JuMpodnactHyro HXJI
BBICOKOH CTeneHu 3y10kadecTBeHHOCTH; HXJI n3 Menkux HepaclnenaeHHbIX KJIETOK C BBICOKOU
CTENEHBbIO 3JI0Ka4eCTBEHHOCTH, oO0beMHy0 HXJI, nuMmdomMy U3 KIETOK MaHTUHHOW 30HBI;
miMmpomy, cBszannyro co CIIMJom;, wmakporioOynmuHemuro BanpaeHcTpema, ocTpbiid
muenonaHbiii seriko3 (OMJI);, xponmueckuit mumdoneiikos (XJIJI); octperii mum¢odnacTHbIH
neiiko3 (OJIJI); BOJOCATOKJIETOUHBIA JICHKO3;, XPOHMYECKHH MUEIOONACTHBIA Jeiko3. B
HEKOTOPBIX BapUAHTAX OCYLIECTBICHUS pak npencTasisier codoit CD33-skcnpeccupyromutii (T.e.
CD33-n0J10XUTEeNbHBIN) pax.

[00126] CD33-cBsa3piBarole MOJUNENTHABI WIM KJIETKH, 3Kcrnpeccupyromue CD33-
CBSI3bIBAIOIME TTOJIUIIENTHIBI, MOXKHO BBOAUTH IpH HeoOXxoaumocTu cyobekram. OmnpeneneHue

HYaCTOTbl BBECACHHUA MOXCT OBITH BBITIOJHEHO crienuaJuCcraMu B I[aHHOI\/'I O6J'IaCTI/I, TaKUMH KakK
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Jevaluii Bpad, C YYETOM COCTOSIHHUS, TMOJIEKAIEro JIEUEHHIO, BO3pacTa CyObBEKTa,
MOJUIEXKAIIETO JICYEHUIO, TSDKECTU COCTOSHHSL, MOAJIEKAIIEro JIEYEHUI0, OOIIero COCTOSHUS
310pOBbsI MALIMEHTA, MOJJIEKAIIETO JIEYEHHIO, U T.II. B HEKOTOpPBIX BapuaHTax OCYLIECTBJIEHUS
s¢¢pextuBHyr0 103y CD33-CBA3BIBAIOLIMX TMOJUNENTHUAOB MM KJIETOK, 3KCIPECCUPYIOLINX
CD33-cBs3bIBarolie MOJUNENTUIBI, BBOAAT CYOBEKTY OnuH miu Oonee pa3s. B HekoTophix
BapuaHTax ocyumectsieHus 3¢dextuBHyr0 103y CD33-CBA3BIBAIOMIMX TMOJUNENTUIAOB HIIN
KJIETOK, sKcrpeccupyromux CD33-cBs3pIBaroIne MOJUIENTUABL, BBOISIT CYOBEKTY €KEIHEBHO,
pa3 B HEZEITIO, €KEHENEbHO, KAKAbIE IBE HENEH, OUH pa3 B MecsL U T.J1. DPPEKTUBHYIO 103y
CD33-cBs3pIBatoIUX TMOJUIENTHAOB WU KIETOK, 3kcrmpeccupyromux CD33-cBsasbiaromue
NIOJIMMENITHIbI, BBOIAT CyOBEKTYy MO MeHbIIEH Mepe OIMH pas. B HEKOTOpBIX BapHaHTaxX
ocymectBiieHus: 3 dexktuBHy0 n03y CD33-cBs3bIBarOlIero MOJNUIENTHAA WA  KIETOK,
skcnpeccupyromux CD33-CBs3bIBarONIN MOMUMENTHA, MOKHO BBOJIUTH HECKOJIBKO pa3, B TOM
YlClie HECKOJIbKO pa3 B T€UeHME IO MEHbIelH Mepe Mecsla, 10 MEeHbIIEeH Mepe [IeCTU MEeCSIEB
WJIY IO MEHBILIEH Mepe rofa.

[00127] B HeKOTOpBIX BapHUaHTax OCYILIECTBICHHUS (HapMaLEBTHUECKHE KOMIO3ULIUH
BBOAST B KommdectBe, d(dextuBHOM myis sedenust (BKIro4ash MNpoQHIAKTHKY) paka.
Tepanesrudecku 3¢ (HeKTHBHOE KOJIHMYECTBO OOBIYHO 3aBUCHUT OT BeCa CyOBEKTa, MOABEPracMOro
JEUSHHUI0, €ro Min ee (HU3UUEeCKOro COCTOSIHHS WM COCTOSIHHS 3JI0POBbBsI, CTEIEHH
pacCIpOCTPAHEHHOCTH  COCTOSIHHSL, IOJJIEKAINero JICUEHHWIO, WJIM BO3pacTa CyObeKTa,
nozyiexamiero JedeHuro. OObIMHO aHTHTENa MOXKHO BBOJAUTH B KOnudecTBe oT npumepHo 0,05
MI/Kr Beca Tenma o mpumepHo 100 Mr/kr Beca Tena Ha A03y. B HEKOTOpBHIX BapuaHTax
OCYIIECTBJIEHHs] aHTUTENA MOXKHO BBOAMTDH B KOJIMYECTBE OT mpuMepHO 10 MKI/KT Beca Tena 10
npumMepHo 100 mr/kr Beca Tena Ha A03y. B HEKOTOPBIX BapMaHTax OCYLIECTBIEHUs AHTUTENA
MOKHO BBOAWTBH B KOJIMUYECTBE OT IMpuUMepHO S5O MKI/KI Beca Teja 0 NMPUMEPHO 5 MI/KI Beca
Tela Ha 7A03y. B HEKOTOpEIX BapuaHTax OCYLIECTBJICHMs AaHTUTENAa MOXKHO BBOIUTH B
KojyecTBe oT npumepHo 100 MKr/kr Beca Tena no nmpumepHo 10 Mr/kxr Beca Tena Ha no3y. B
HEKOTOPBIX BapUaHTaX OCYILIECTBJIEHHsS aHTUTEJIa MOXXHO BBOJUTH B KOJHUYECTBE OT MPUMEPHO
100 mkr/kr Beca Tena mo mpumepHo 20 MI/Kr Beca Tena Ha J03y. B HEKOTOPBIX BapHUaHTax
OCYIECTBIIEHHs] aHTUTEIA MOKHO BBOJIUTH B KOJIMYECTBE OT mpuMepHO 0,5 MI/Kr Beca Tena A0
npuMepHo 20 MI/KT Beca Tejla Ha J03y. B HEKOTOpPBIX BapHaHTax OCYINECTBJICHUS aHTUTENA
MO’KHO BBOJUTH B KOJIMYECTBE OT mpumepHO 0,5 MI/kr Beca Tena 1o npumepHo 10 mr/kr Beca
Tela Ha 703y. B HEKOTOprIX BapuaHTax OCYLIECTBJIEHMsI aHTHUTeNa MOXXHO BBOIUTH B
kojuecTBe oT mpumepro 0,05 mr/kr Beca Tena no npumepHo 20 MI/Kr Beca Tejia Ha 103y. B
HEKOTOPBIX BapUaHTaX OCYILIECTBJIEHHsI aHTUTEJIA MOXHO BBOJUTbH B KOJMUYECTBE OT MPUMEPHO
0,05 wmr/kr Beca Tena mo mpumepHo 10 MI/Kr Beca Tena Ha 103y. B HEKOTOPBIX BapHaHTaX
OCYILECTBIIEHHS AHTUTENIA MOXKHO BBOIUTD B KOJIMYECTBE OT MPUMEPHO 5 MI/KI Macchl TeJia M
MeHee, HarpuMep, MeHee 4, MeHee 3, MeHee 2 Wu MeHee | MI/KT aHTuTena.

[00128] B Hekoropsix BapuaHtax ocyuiecTBiaeHuss CD33-CBs3bpIBatONINE MOTUTIENTHIBI
WM KJIEeTKH, skcnpeccupyomue CD33-cBA3piBaoie NOJUNENTH/IbI, MOKHO BBOAMTH 1N VIVO

Pa3NUYHBIMHM NYTSAMH, BKJIIOYas, Oe3 OrpaHU4YeHHs, BHYTPUBEHHBIM, BHYTpPUAPTEPUATbHBIM,
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NapeHTEePANbHbIM, BHYTPUOPIOIIMHHBIM WM NOAKOXKHBIM. [logxonmsdmuii COCTaB U MyTh
BBEICHUSI MOTYT OBITh BBIOPAHBI B COOTBETCTBHH C LIEJIEBBIM IPUMEHEHUEM.

[00129] B HekOTOpBIX BapuUaHTaxX OCYILECTBJIEHUS TEPaNEeBTHUUECKOE JIEUEHHE C
ucnonpzoBanueM CD33-cBA3pIBAOIIErO MOJUNENTUAA JOCTUTAETCs IyTEM HalEeJIUBAHMS
UTOTOKCHYeckoro areHta Ha CD33-skcmpeccupyromyro KieTky, Takyro kak CD33-
SKCIIPECCUPYIOINasl pakoBas kjeTka. B HekoTopbIx Takux BapuaHTax ocyuiectieHus CD33-
CBSI3BIBAIOINMI TOJUIENTHJ MPEACTaBIseT COOOH XHMEPHbIH aHTHIeHHBIH pPeLenTop,
SKCIPECCUPYEMBIN Ha IMTOTOKCUYECKON KJleTKe, Takoi kak T-kierka unu NK-kierka.

dapmaneBTHUECKHUE KOMITO3UIIHHU

[00130] B HekOTOpBIX BapwaHTaX OCYILIECTBJEHUsS KOMIO3uLMH, comepskamue CD33-
CBSA3BIBAIOLME  TOJMUMENTHUIbl, TMPEACTaBJI€Hbl B COCTaBaX C IIHPOKUM  CIIEKTPOM
(apmareBTHUECKH pUEMIIEMBIX HocuTenei (cMm., 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 (hapMaLeBTHUECKU NPHUEMIIEMbIE HOCHUTENH, KOTOPBIE
BKJIFOUAIOT HOCHTEJH, aIbIOBAHTHI U pa3dasurenn. Kpome TOro, Takxe JAOCTYIHBI Pa3IUYHbIE
dapManeBTHUECKH MPUEMJIEMbIE BCIIOMOTATeNIbHbIE BEILIECTBA, TAKUe Kak peryysatopel pH u
Oy(depHble areHThl, areHTbl, PETYJIHPYIOLINE TOHUYHOCTh, CTAOWIM3AaTOPBI, CMAYHBAIOIIUE
areHThl U T.11. Heorpanu4msaronue WUTFOCTPATUBHBIE HOCUTENIN BKIIOYAIOT (PU3UOJOTHUECKHIT
pactBop, 3a0ydepeHHbli HU3HOIOTHUECKHNA PACTBOP, AEKCTPO3Y, BOAY, TNIMLIEPHH, 3TAHONI U UX
KOMOMHALIHH.

[00131] B HekOoTOpBIX BapHaHTaX OCYIIECTBJEHHUS (hapMaleBTUYECKas KOMITO3ULIUS
copepxut CD33-CBsI3pIBAIOINMI NOJIUNENTH]] B KOHLEHTPALMH 110 MeHbIueil mepe 10 mr/mi, 20
mr/mi, 30 mr/mi, 40 mr/m, 50 mr/m, 60 mr/mi, 70 mr/mi, 80 mr/mi, 90 mr/mi, 100 mr mir, 125
mr/mi, 150 mr/mi, 175 mr/mi, 200 mr/m, 225 mr/mn wiiu 250 mr/mot.

KoMbOunaupoBaHHas Tepanus

[00132] CD33-cBsa3piBaroIiye MOJMIENTUABl WIH CKOHCTPYHPOBAHHBIE KJIETKH IIO
HACTOSIIEMY H300pPETEHHUI0 MOXKHO BBOOUTH OTAEIbHO WM B KOMOWHALMU C APYTHMH
croco0amMH JIEYEHHUs, TAaKUMH KakK JPYrHe NPOTUBOPAKOBbIE cpenctBa. OHH MOryT OBITH
IPEeNOCTaBIeHb! 10, MO CYLIECTBY OAHOBPEMEHHO C APYTUMH CIOCOOAaMU JIEUEHUs] WU TOCIe
HUX (T.€. OJHOBPEMEHHO MJIM IOCJIENOBATENBHO). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHUS
CHOCO0 JIeUeHUs!, IPEICTABIEHHBII B HACTOSIIEM OIHMCAHUN, MOXKET JOTOJHUTENBHO BKIFOYAThH
BBEJICHUE: JIy4€BOU Tepanuy, XUMHOTEPAUH, BAKLIMHALIUY, HAIPABJIEHHONW POTUBOOIYXOJIEBON
tepanuy, CAR-T-kneToyHOl Tepanuu, OHKOJUTHYECKONH BUPYCHON Tepamuu, UMMYHOTepanuu
paka, LUTOKMHOTEPANUH, XUPYPTHUECKOW pe3eKINH, MOAU(UKALNN XPOMATHHA, aOJsIuy,
KPHOTEPANHUH, aHTUCMBICJIIOBOIO areHTa nportus omnyxojesod muienu, MuPHK arenta nporus
onyxosesol  muiueHd, MuUkpoPHK  areHra npoTtuB  oOmnyxoneBOH — MHINEHH — WU
IPOTUBOPAKOBOI0/OMYXOJIE€BOr0 CPEACTBA UM OMOJIOTHYECKOTO CPEACTBA, TAKOTO KaK aHTUTEJO,

LIUTOKHUH WM OeJIOK CIUsiHUS FC-BHEKJIETOUHBIN pelenTOpHbINA JOMEH.
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[00133] B nexotopbix BapuaHTax ocyiuectBieHuss CD33-CBsA3bpIBaOLUUN MOTUNENTH,
NPEACTABICHHBI B HACTOSIIEM OIMCAHWH, BBOISIT OAHOBPEMEHHO C OAHUM miIu Oonee
xumuorepanesTudeckumMu  cpeacrsamu, CAR-T  knerounoit (T-ki1eTOYHBIM  XMMEPHBIM
AHTUTCHHBIM PELENTOPOM) Tepanuei, OHKOJUTUYECKOH BHUPYCHOW Tepamuen, Tepanuen
LIUTOKWHAMM W/WJIM ar€HTaMH, HalleIeHHbIMU Ha APYTHe MOJIEKYJIbl KOHTPOJIbHBIX TOYEK, TaKUe
kak VISTA, gpNMB, B7H4, HHLA2, CD73, CTLA4, TIGIT u t.1.

[00134] B HekoTOpbIX BapuaHTax ocyinecTBieHuss CD33-cBsa3bIBaromuil MONUNENTH
WA CKOHCTPYHMPOBAHHBIEC KJIETKH MO HACTOSIIEMY HU300PETeHHIO MCIONB3YIOT B KOMOUHALIMH C
APYTMMU MPOTHBOOMYXOJIEBBIMU CpefcTBamMH, TakuMu kak aHTu-HER-2 anTutena, antu-CD20
aHTHUTeNla, AHTArOHHWCT peuenTopa snuaepMaibHoro (akropa pocra (EGFR) (manmpuwmep,
uHruourop tuposunkuHaszbl), uHruouTop HER1/EGFR (Hanpumep, spiotunnd (TARCEVA®),
UHTHOUTOPBI TpoMmboIuTapHoro (akTopa pocra (Hanmpumep, GLEEVEC® (Imatinib Mesylate)),
unruourop COX-2 (Hanpumep, uenexkokcut), uarepdeponsl, narnoburoper CTLA4 (Hanpumep,
antu-CTLA antureno ummmmymad (YERVOY®)), uaruburopsr PD-1 (manpumep, antu-PD1
anturena, BMS-936558), uaru6uropst PDL1 (Hanpumep, antu-PDL1 antutena, MPDL3280A),
uHruouropel PDL2 (Hanmpumep, antu-PDL2 aHTHTEeNa), HINTOKUHBI, AHTATOHUCTHI (HAPUMED,
HEUTpaNU3yIOINe aHTHUTENA), KOTOPbIE CBS3BIBAIOTCS C ONHOW Win Ooyiee M3 CIEOYIOLINX
mumeneid ErbB2, ErbB3, ErbB4, PDGFR-beta, BlyS, APRIL, BCMA, PD-1, PDLI1, PDL2,
CTLA4 wmu peuenrop(s1) VEGF, TRAIL/Apo2, u apyrue OHWOaKTHBHbIE M OPTaHUYECKHE
XUMHUYECKHE areHThI U T. .

[00135] B Hexotopbix BapuaHTax ocymecTBieHuss CD33-cBsa3bIBaOMNI MOJUNIENTHA
WIM CKOHCTPYHPOBAHHYIO KJIETKYy, IIPEACTaBJICHHbIE B HACTOALIEM OIMCAHWUH, BBOIAT
ogHoBpeMeHHO ¢ PD-1/umm PD-L1 Tepanmeii. Ilpumeprr PD-1/PD-L1 tepanuu BKIIOHAIOT
HuBoaymad (BMS); mumunusymab (CureTech, CT-011), nemOponusymad (Merck);, nypsanymad
(Medimmune/AstraZeneca); atezonuzymad (Genentech/Roche); asenymab (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); u Apyrue areHTbl, KOTOPbIe HANPABJICHBI MPOTHB OeJKa 3arporpaMMHUPOBAHHON
kjerouHoi cmeptu 1 (PD-1) mnm nurannma 3amnporpaMMHpOBaHHOW kietouHoil cmeptu 1 (PD-
L1).

[00136] B Hekotopwix BapuaHTax ocymecTeieHus CD33-cBs3bIBAOMMI MOJUIENTHA
WIA CKOHCTPYHPOBAHHAsl KJETKA IO HACTOSINEMY H300pPETEHHIO MOXKET HCIIONIb30BATHCS B
KOMOWHAIIMY C XUMHOTEPATIEBTHYECKIM CPEeICTBOM. [IpuMepbl XUMHOTEPAeBTHYECKUX CPEICTB
BKJIFOYAIOT, 0€3 OrpaHMYeHUs], aKUIMPYIOLINE areHThl, TaKHe KaK THOTena u nukiopochamun
CYTOXAN®; ankuicynbdoHaThl, Takue kak OycynbdaH, uMnpocyibaH U MUNOCYIb(AH;
a3UPUINHBL, Takhe Kak OeHzomoma, KapOOXOH, MeTypeaona M Ypelnomna; STHJIEHUMHHBI |
METHJIAMEJIAMUHBI, BKJIIOYasl aJbTPETAMUH, TPUITUICHMENAMUH, Tpu3THIeHOochopamun,
TpudTHWIEHTHOPOChOpaAaMUA U TPUMETHIIONIOMENIAMUH, alleTOreHUHbI (OCOOEHHO OyJulaTaluH U
OyJuUlaTalliHOH); KaMIITOTEUHMH (BKJIFOYAasi CHHTETUYECKUN aHaJOr TOIMOTEKaH), OpHOCTaTHH;

kayumuctatud, CC-1065 (Bkimro4as ero CHHTETHUECKHE AHAJOTH aN03€Je3HH, Kap3ele3uH U
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Ouzene3nH); kpunropuuuHel (B 4acTHOCTH KpunTtoduimH | u kpunropuimH 8);, I0ONacTaTuH,
AyokapMUIIMH (BKIrouasi cuHTermueckue anHamorn KW-2189 u CB1-TMI); sneyrepoOus;
NAHKPATUCTATHH, CAPKOAMKTHMH, CIIOHTUCTATHH, a30THBIE UIPUTHI, TaKHE KaK XJOpaMOyLMJI,
xnopHadasuH, xonodpochamun, scTpamyctud, wudochamMun, MEXJIOPITAMUH, TUIPOXJIOPUL
OKCHZa MEXJIOpITaMUHa, MeldasaH, HOBeMOUXHH, (PeHECTePHH, IPEIHUMYCTHH, Tpodochamun,
yPaIMJIOBBIH WIPUT, HUTPO3OMOUYEBHHBI, TaKUe KaK KAPMYCTHH, XJIOPO3OTOLMH, (OTEMyCTHH,
JIOMyCTUH, HUMYCTHH U PAHUMHYCTHUH, aHTHOMOTHKH, TAKME€ KaK >HIUMHOBbIE aHTHOHMOTHKH
(HampuMep, KaJuxXeaMHULIMH, OCOOeHHO KajuxeamuiuH rammall u kamuxeamunmH omerall (cm.,
Hanpumep, Agnew, Chem Intl. Ed. Engl., 33:183-186 (1994)); auHeMunuH, BKJIOUas
nuHeMuIMH A, OuchochoHaThl, Takue Kak KJIOAPOHAT, 3CIEPAMUIMH, a Takxke XpomModop
HEOKapP3WHOCTATUHA M POJCTBEHHbIE XPOMOIIPOTEHHOBBIE SHEIHUHHOBBIC AHTHOMOTHYECKUE
XpoMo(GOpeI), AKJIAMHOMH3UHBI, AKTUHOMULMH, ayTPAMULMH, a3aCepUH, OJECOMHIIHHBIL,
KaKTUHOMULIMH, KapaOWIIMH, KAPMUHOMUIIMH, Kap3UHO(PHINH, XPOMOMHULMHBI, JTaKTHHOMUIIHH,
JayHOPYyOHUILIUH, JIETOPYOUIIHH, 6-1ua30-5-okco-L-HopeuH, ADRIAMYCIN®
OOKCOpyOuIMH (BKJIOYass MOP(OIMHOAOKCOPYOUIIMH, HHAHOMOP(OIUHOIOKCOPYOUIH, 2-
MTUPPOIMHOIOKCOPYOULIMH U IE30KCHIOKCOPYOUIINH), STTUPYOULINH, 330pyOUIIMH, HaapyOULnH,
MapLEeJUIOMUIIH, MHUTOMHIHHBI, Takhe KkKak MUTOMULUMH C, MHUKO(QEHONbHAas KHUCIIOTA,
HAarajJaMuIfH, OJHBOMHIIMHBIL, NEIUIOMULMH, MOTQUPOMHUILINH, NYPOMHUIHMH, KEJIaMHIIMH,
pOROpPYOMLIMH, CTPENTOHUTPHH, CTPENTO30LMH, TyOepUuaAnH, YOEHUMEKC, 3WHOCTAaTHH,
30pyOMLIMH, aHTUMETA0OJMTBI, Takue Kak Merorpekcar u S-¢ropypaumn (5-FU); ananoru
¢donueBoll KHUCIOTHI, TakhUe KaK IEHONTEPHH, METOTPEKCAT, NTEPONTEPUH, TPHUMETPEKCaT,
aHaJIOTH MypHHA, Takue Kak ¢iynapaOuH, 6-MepKanToONMypyUH, THAMUIIPUH, THOTYaHHUH, aHAJIOTH
NUPUMUANHA, TaKHe Kak AaHUWTAOWH, a3auuTHAWH, O-a3aypuauH, kapmodyp, unurtapalOuH,
AUIE30KCUYPUAHH, AOKCU(GIYPUAMH, SHOLUUTAOMH, (IIOKCYPUAMH, AHAPOTEHbI, TaKHe Kak
KaJyCTePOH, JPOMOCTAHOJOHA MPOIMHUOHAT, AIMTHUOCTAHOJ, MEMHUTUOCTAH, TEeCTONAKTOH;
CpeacTBa, yrHeraromue (QyHKLIUH HAINOYEYHUKOB, TAKWE KAK aMUHOTJIYTETUMHI, MHTOTaH,
TPUJIOCTaH, BOCIOJHHUTENb (DOJUEBON KHUCIIOTBI, TAaKOW Kak (DPOJIMHOBAsI KUCIIOTA; AleTJIaTOH,
rmuko3un  anpaodochamuna;  AMUHOJEBYJIMHOBAS — KUCJIOTA,  OSHIUIYPALMJ, aMCAKpHH;
Oectpabyiut; OucanTpeH; saarpakcat, AedodamMuH; NEMEKONIUH, TUA3UKBOH, 3J1b(QOPHUTHH;
SJUTMITHHUS AleTaT, 3TOTHJIOH, STOMVIIOLWA, HUTPAT TaJUIUs, THAPOKCHUMOYEBUHA, JICHTHHAH,
JOHU/IAVHWH, MAWTAH3WHOWIBI, TaKWe KaK MAaNTaH3MH ¥ AaHCAMUTOLMHBI, MUTOTYa30H;
MHUTOKCAHTPOH,  MONHMIAHMOJ, HHUTPAa3pPHH, IMEHTOCTAaTHH, (¢eHaMeT, mnupapyOuLuH,
JIO30KCAHTPOH; MOAO(PWUIMHOBAS KUCIOTA; 2-3TUIATHAPA3UA; TPOKapOa3HH, MOJIHCAXapUIHBIA
kommiekc PSK® (JHS Natural Products, Eugene, OR); pa3okcaH; pH30KCHH, CcH30(HUpaH,
CIIUPOTepPMAaHUN; TEHya30HOBAas  KUCJOTA, TPHUA3UKBOH, 2,2'2"-TpuUXJIOPTPUSTUIIAMUH,
TPUXOTELeHb! (B YaCTHOCTH, TOKCHH T-2, BeppakypuH A, POPUAWH A W aHTUJAWH), YPETaH;
BUHJI€3MH, aKkapOa3WH, MAHHOMYCTHH, MUTOOPOHHUTOJI; MUTOJIAKTOJI, MUIIOOPOMAH; TallUTO3MH,
apabunosun ("Ara-C"); mmknodpocamun;, THOTENA, TAKCOUABL, HAMpPHUMEp, MAKIUTAKCE
TAXOL® (Bristol-Myers Squibb Oncology, Princeton, N.J.), ABRAXANE™ cocras 6Ges

Kkpemadopa, COmepKalluii CBA3aHHBIA C aJbOyMHUHOM TAKJIUTAKCENl B BHUAE HAHOYACTHUI]
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(American Pharmaceutical Partners, Schaumberg, Illinois), TAXOTERE® noxkcerakcen (Rhone-
Poulenc Rorer, Antony, France), xnopanOyuwn, remuntabun GEMZAR®; 6-tHoryaHus,;
MEpPKaNTOIYpPUH, METOTPEKCAT, AHAJOrM IUIATUHBI, TAKMe KaK LUCIUJIATUH, OKCAJIMIJIATHUH U
kapOomyatuH, BHHONACTHH, IwaTHHA; stono3un (VP-16;); udochammn, MHUTOKCAHTpPOH,
BuHKpucTuH, NAVELBINE® BuHOpenOuH, HOBAaHTPOH; TEHUIIO3WA; 3IATPEKCAT, TayHOMHIINH,
AMHMHOIITEPHH; Kcenona, ubOaHnpoHar; upuHOTeKaH (kammnroszap, CPT-11) (Bkmouas cxemy
nedeHus: upuHorekaHoMm ¢ 5-FU u neiikoBopuHOM); nHrubutops! tonouzomepassl RES 2000;
mudropmermopHutul (JA®MO); peTHHOUABI, TaKMe KaK PETUHOEBAs KUCIOTA, KameuuTaOWH;
KoMOperacTaTuH, JiedikoBopHH (LV); OKCATUIIATHH, BKIFOYAst CXeMY JIEYSHUS] OKCATUTLIATHHOM
(FOLFOX); wunrubutopsr PKC-amedpa, Raf, H-Ras, EGFR (manpumep, spaoTuHno
(TARCEVA®)) u VEGF-A, KoTopple yMEHBINAIOT MNPOJU(Epalfiio  KJIETOK, U
dapManeBTHYECKH  TPUEMJIEMble  COJIM, KHCJOTBI HWJIM  TPOM3BOAHBIE JHOOOrO U3
BBILLIENIEPEUHCIIEHHOTO.

[00137] JlononHUTEIbHBIE HEOTPAaHNYUBAKOIINE WJUTFOCTPATUBHBIE
XHUMHOTEparneBTHUECKHUE CPEICTBA BKIIIOYAIOT AHTUTOPMOHAJIbHbBIE ar€HThl, KOTOpbIE JEHCTBYIOT,
perynaupys Wi HWHrUOUpys AEHCTBHE TOPMOHOB Ha pakK, TaKHe KaK AaHTHACTPOTE€Hbl H
CEeJIEKTUBHBIE MOAYJIATOPHI perenTopoB 3crporeHa (SERM), Bkirodas, HarpuMep, TaMOKCU(peH
(Briovast Tamokcupen NOLVADEX®), panokcuden, nposokcuder, 4-ruqpoKCHTaMOKCH(EH,
Tpuokcuden, keokcudpen, LY117018, onanpucton u topemudper FARESTON®; uHrnOutopst
apomarasbl, KOTOpPble HHTHOUPYIOT (PEPMEHT apoMaTaszy, peryJupyromyr BoIpabOTKy 3CTpOreHa
B HAJMNOYEYHHKAX, Takue Kak, Hampumep, 4(5)-uMuaas3osbl, aMUHOTJIIOTETUMU, MErecTpoja
arerar MEGASE®, AROMASIN® »sx3emecran, ¢opmectanue, ¢aaposon, RIVISOR®
Bopo3os, FEMARA® nerpozon 1 ARIMIDEX® anHacTp0o307;, U aHTUAHAPOTEHBI, TaKHe Kak
¢dnyramun, Hutyramuzn, OWKadyTaMun, JEHNPONUA W TO3EPeuH, a TakKe TPOKCAUTaOMH
(LIMTO3MHOBBIN aHANOT 1,3-AMOKCOJAHOBOTO HYKJICO3Ha), AHTUCMBICIIOBBIE OJJMTOHYKJICOTU]IbI,
B YACTHOCTH TaKHUe€, KOTOpbIe HWHTHOMPYIOT SKCIPECCHI0O T€HOB B CHTHAJBHBIX MYTSIX,
y4acTBYHOLINX B abeppaHTHOM nposudepaiinu KieTok, Takue kak, Hanpumep, PKC-anbda, Ralf
u H-Ras; pubosumbr, Takue kak wuHruOutop skcnpeccun VEGF (Hampumep, pubozum
ANGIOZYME®) u unrudutop skcnpeccun HER2; BakIMHBI, TaKUEe KaK BaKIMHBI s T€HHOU
tepanuy, Harpumep BakiuHa ALLOVECTIN®, Bakiuna LEUVECTIN® u Bakunna VAXID®;
PROLEUKIN® (anppecneiikun) rlIL-2; LURTOTECAN® wunruburop Ttonousomepasel 1
ABARELIX® aromnct GnRH; u ¢apmaneBTuyeck NpUEeMJIEMbIe COJH, KHCIOTHI HIIH
MPOM3BONHBIE JIFOOOTO U3 BBILIETIEPEUHUCIEHHOTO.

[00138] B Hekoropbix BapuaHTax ocyuiecTBieHus: CD33-CBA3bIBAIONN MOTUNIENTHA H
JOTIOJIHUTENIbHBI areHT COCTaBISAIOT €IUHYI0 TepaneBTUYeckyro kommoszuuuro, u CD33-
CBSI3BIBAIOLIUI MOJUIMENTUA U JTONOJHUTENBHBIN areHT BBOAST OJHOBPEMEHHO. AJIBTEPHATUBHO,
CD33-cBsi3pIBaroIinii MOJIUMNENTH ] WIH CKOHCTPYHPOBAHHAS KJIETKA U JONOJHUTENbHBIM areHT
OTHEJeHbl JIpyr OT Jpyra, HalnpuMmep, KaKAbli MPUIrOTOBJIEH B BHJE OTAEJNbHOMN
TepaneBTUYecKo KoMno3uuu, 1 CD33-CBA3bpIBAIOLIUN TOJUIIENITU]] WM CKOHCTPYUPOBAHHYIO

KJIETKY U JOTNOJHUTENbHBIM areHT BBOASAT OfHOBpeMeHHO, wuiau CD33-csasbiBaromuii
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MOJIMNENTH]T WM CKOHCTPYMPOBAHHYIO KJIETKY M JOMOJHUTEJbHBI areHT BBOASAT B pa3HOE
Bpemsi corjacHo cxeme JedeHus. Hampumep, CD33-cBs3bIBalOluil MOJIUNENTUA WU
CKOHCTPYUPOBAHHYIO KJIETKY BBOJAT JAO BBEAEHHUS [OMNOJHUTENbHOro arenra, CD33-
CBA3BIBAIOLIUI MOJUIENTU WJIM CKOHCTPYMPOBAHHYIO KJIETKY BBOZASAT TIOCJI€ BBEACHMUS
JOMOJIHUTENBHOrO areHta, win CD33-cBsspiBatomuil MONMUNENTUA WU CKOHCTPYHUPOBAHHYIO
KJIETKY U JOIOJHUTENbHbIM areHT BBOAAT mnoouepenaHo. CD33-cesa3piBaroluil monunenTun u
JOTIOJTHUTEIIbHBIN ar€HT MOKHO BBOJUTD B BUAE ONHOKPATHBIX UJIM MHOTOKPATHBIX 103.

[00139] B Hekoropbix BapuaHTax ocyuiectieHuss CD33-cBsaspiBaromuil MOJUMENTUL
WIA CKOHCTPYUPOBAHHYI KJIETKY U JOMOJHHUTEIbHBIN areHT(bl) BBOISIT OIHOBPEMEHHO.
Hanpumep, CD33-cBA3bIBAOIIUN TOJUIMENTHI W JOMOJHUTENbHBIA areHT(bl) MOTYT OBITh
COCTaBJIEHbI B BHIE OJHOH KOMIIO3MLIMH WJIM MOTYT BBOAHMTHCS B BHAE ABYX Wi Ooee
OTHENbHbIX KoMIo3uuuil. B HekoTopeix BapuaHTax ocymecTtsieHuss CD33-cBs3biBarouiuii
NOJIMMENTHI WM CKOHCTPYHPOBAHHYIO KJIETKY U JOIOJHUTEIbHBIA areHT(bl) BBOISIT
nocienosaTenbHo, Wi CD33-cBA3bIBAIOLIUI MOMUNENTH UM CKOHCTPYUPOBAHHYIO KJIETKY U
JIOTIOJIHUTEJIbHBIN areHT BBOJSAT B Pa3HOE BPEMsI COTIACHO CXEME JIEUeHHsI.

HeorpanudumBaroiyue WLIEOCTPATHBHEIE CIIOCOOBI JUATHOCTUKH U JICUCHUA

[00140] B HEKOTOpBIX BapUaHTAaX OCYLIECTBICHHUS CIIOCOOBI, TPENCTABICHHBIE B
HACTOSIIEM ONHCAHWH, IOJIE3HbI Ui OLEHKH CyOBeKTa W/WIM TOJYYEeHHOro OT CyOBeKTa
(marmpumep, OGombHOrO pakom) obOpasma. B HEKOTOpBIX BapuaHTaX OCYIIECTBJICHUS OLIEHKA
npencTaBisier coOol ogHO WM Ooyiee U3 CJIENYIOINEero. MUArHo3, MPOTHO3 W/WJIM OTBET Ha
JIeUeHue.

[00141] B HeKOTOpBIX BapUaHTaX OCYLIECTBIEHHUs CIIOCOOBI, IPENCTaBIECHHbIE B
HACTOSIIIEM ONMCAHWHU, BKIIOYAIOT OLIEHKY HAJIW4MUs, OTCYTCTBUSI WJIM YpOBHs Oenka. B
HEKOTOPBbIX BapUAaHTaX OCYIIECTBJICHUsI CIIOCOOBI, MPEICTaBJICHHbIE B HACTOSINEM OIMHCAHHH,
BKJIFOYAKOT OLIEHKY HAJIU4HUsl, OTCYTCTBHs UJIM YPOBHS SKCIPECCUHU HYKJIEHMHOBON KHCJIOTHI. [l
STUX HW3MEPEeHUH MOryT OBbITb HCIOJB30BAHBI TMPEACTABICHHBIE B HACTOSINEM OINHUCAHHU
KOMIo3ui. Hanpumep, B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS CIIOCOOBI, MPENCTaBICHHbIE
B HACTOSAILIEM OINUCAHWH, BKIKOYAIOT KOHTAKTUPOBaHHE OOpasla OMyXOJH WM KIETOK,
KYJIbTUBUPYEMBIX U3 OMyXOJH, C TEpareBTUYECKUM areHTOM, IPeICTaBIEHHBIM B HACTOSIIEM
OTMCaHUU.

[00142] B HekoTOpbIX BapHaHTaX OCYLIECTBJIEHUs OLIEHKa I103BOJISIET HAIPaBIATH
JeyeHne (BKIIOYAsl JIEYEHHWE AHTUTENaMM, NPEACTABICHHbIMM B HACTOSINEM ONMUcCaHuu). B
HEKOTOPBIX BapUaHTaX OCYIIECTBIJIEHHUsS OLIEHKA MO3BOJISIET ONpEAeNsaTh NPUMEHEHNE WU OTKa3
OT aJbIOBAaHTHON Tepamuu IIOCNe pe3eKLUUU. ABbIOBAHTHAs Tepamnus, TakKe Has3blBaeMas
albIOBAHTHBIM JICUEHHEM, MPENCTABIISAET COOOH JIeYeHHEe, KOTOPOE MPOBOIUTCS AOMOIHUTEIBHO
K IEpBUYHOMY, OCHOBHOMY MWJIM HauyajbHOMY JIe4YeHMIO. B KauecTBe HEOrpaHHYHMBAIOLIETO
npuMepa axbIOBAaHTHAs Tepamust MOXKET OBITh JONOJHHUTENbHBIM JIEYEHHEM, OOBIYHO
IPOBOAMMBIM TIOCJI€ XUPYPTrUYECKOTrO BMEILIATENbCTBA, PE3YyJbTaTe KOTOPOrO YAaleHbl BCE
IeTeKTHpyeMble 3a00/eBaHUs, HO COXPAHIETCs CTATUCTMYECKUH pPHCK peluauBa BBUAY

CKPBITOTO 3aboyieBanus. B HEKOTOPBIX BapUAHTAX OCYLIECTBJICHUS MOJIUIICITUABI UCTTIOJIb3YIHOTCSA
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B KQUeCTBE aJ/bIOBAHTHON Tepanuu MpH JIEUEHUHN paka. B HEKOTOPBIX BapHaHTaX OCYILECTBICHMUS
MOJIMMIENTHU/IbI UCTIOJB3YOTCSl B KaUe€CTBE €IMHCTBEHHON aJbIOBAHTHOI Tepamuu NpH JIEYeHUH
paka. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJICHUS MOJUIENTUABL, NPEACTABIECHHbIE B HACTOSILEM
ONMCAaHUH, HE UCTIOJBb3YIOTCS B KaUeCTBE aJbIOBAHTHOMN Tepanuu npu JiedeHuu paka. Hanpuwmep,
€CIM OTBEeT MAaLMEeHTAa Ha MPEACTABIEHHOE B HACTOSINEM OINMCAHUM AHTUTENO SBISIETCS
MaJIOBEPOSITHBIM, WJIM OTBET OyleT MUHHMMAJIbHBIM, TO B HMHTEpPecaX KadecTBa JKU3HU U BO
n30exxaHne HEeHYXXHOH TOKCHYHOCTU OT Hed(P(PEKTHBHBIX XUMHOTEPANEBTUYECKUX IPENapaToB
JeYeHre MOXKeT ObITh He Ha3HaueHO. B Takux Ciy4asx MOXKHO MCIOJB30BATh MAJUTUATHBHYIO
MIOMOLIIb.

[00143] B HeKkOTOpBbIX BapHUaHTaX OCYIIECTBJIEHHUS MOJUMENTHUIbl BBOAST B KauyecTBe
HEOA[bIOBAHTHON Tepanuu Imepen pesekuueld. B HEKOTOpbIX BapHUaHTax OCYLIECTBIEHUS
HEOQJbIOBAHTHAST TEpPANusl OTHOCUTCA K TEpPanuM, HANpaBJICHHOW HAa COKpaLleHHe W/WIn
CHIDKEHHE CTENeHH OIMyXOoJM Tmepex Jro0oi  omepauueil. B HEKOTOpbIX BapuaHTax
OCYIIECTBIIEHHS] HEOAbIOBAHTHASI TEPANMs O3HAYAET XMMHOTEPAIHIO, HaA3HAYaeMyI OOJIbHBIM
pakoMm mepes onepauueil. B HEKOTOpBIX BapHaHTaX OCYILECTBJEHUS] HEOAbIOBAHTHAs Tepamus
O3HA4aeT, YTO AHTUTEJIO BBOAAT OOJIbHBIM PAaKOM AO Omepanud. THmbl paka, MpU KOTOPBIX
OOBIYHO TIPENyCMOTPEHAa HEOAABIOBAHTHAS XMMHOTEPANHs, BKJIIOYAIOT, HAPUMEpP, paKk TPy.Iu,
TOJICTOM KMILUKH, SIMYHUKOB, IIEHKM MAaTKH, MOYEBOIO Iy3bIps U JETKUX. B HekoTophIX
BAapHAHTaX OCYLIECTBJIEHUS MOJUIMENTHbI NPUMEHSIOT B KaueCTBE HEOaJbIOBAHTHON Tepamuu
Ipu JIeYeHWH paka. B HEKOTOpBIX BapuaHTax OCYINECTBJAEHHS Takoe IPUMEHEHue
OCYIIECTBJISIETCS MIepe PE3EKIIUEH.

[00144] B HekOTOpbIX BapHaHTaX OCYIIECTBJICHHUS  MHUKpPOCpeNa  OMyXOJH,
paccMmaTtpuBaeMasi B criocodax, MpeaCcTaBIeHHbIX B HACTOSLIEM ONMCAHHHM, NMPEACTaBIseT COOOM
OHO MM Ooyiee M3: COCYIHCTOH CeTH OMyXouu, MHQOWIBTPUPYIOLINX OMyXOJb JUM(OLUTOB;
(uOPOONACTHBIX PETUKYJISIPHBIX KJIETOK, SHIOTEIHAJBHBIX KJIETOK-mpeniecTBeHHUKOB (EPC);
ACCOLIMMPOBAHHBIX C pakoM (uOpoONACTOB;, MNEPULIUTOB, APYTHX CTPOMAJBHBIX KJIETOK;
KOMIIOHEHTOB BHEKJIETOYHOT'O MaTpuKca (ECM); TEHAPUTHBIX KJIETOK;
AHTUTCHIIPE3CHTUPYIOIIHUX KJIETOK, T-KJIETOK; perynsTopHbIX T-KJI€TOK, Makpodaros; Ipyrux
TUM(OUIHBIX KIETOK; HEHUTPO(UIOB, M JPYrUX MMMYHHBIX KJIETOK, PAacCHOJOXKEHHBIX
IIPOKCUMaJIbHEE OMYyXOJIH.

Habopei

[00145] Takske mpencTaBiIeHbl U3AeNUs U HAOOPBI, KOTOPBIE BKIIFOYAKOT JItoOoit u3 CD33-
CBS3BIBAIOLIMX TOJIMIENTUAOB, MPEICTaBIEHHbIX B HACTOSINEM OMNHCAHUU, U TMOAXOASIIYIO
yIaKOBKY. B HEKOTOpBIX BapuaHTaX OCYLIECTBICHHs N300peTeHue BKro4aeT Hadbop ¢ (i) CD33-
CBSI3bIBAIOIIUM TOJIUMIENTUAOM H (11) HHCTPYKLUSIMH IO UCTIONB30BAHUIO HaOOpa IS BBEIECHUS
CD33-cBs3bIBarOLIEro MOJUNENTHAA HHAUBUAY.

[00146] Ilomxonsimast ymakoBKa [Jii TIPENCTABJICHHBIX B HACTOSIIEM OIMUCAHUU
KOMITO3UIIMI W3BECTHA B JAaHHOW OONAaCTH M BKJIIOHYAeT, Hampumep, (irakoHsl (Hampumep,
repMeTuYHble (DJIAKOHBI), COCYABI, aMIyJibl, OyTbUlM, OaHKH, THOKYIO YIIAKOBKY (Harmpumep,

repMETUYHBIC MaﬁﬂapOBble WK IIJIACTHUKOBBIC HaKeTbI) U T.O. OTH U3aCianus MOXHO
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TOTIONIHUTENBHO CTEPHIIN30BaTh W/WJIM 3aledyarbiBaTh. Taxke NpenyCMOTPEHbl CTaHOApPTHBIE
JeKapCTBEHHbIE (POPMBI, CONEpsKallre NMPEACTABICHHbIE B HACTOSIIEM OMMCAHUM KOMITO3ULIIH.
OTU eaNHWYHBIE A03UPOBaHHBIE (OPMBI MOTYT XPAHUTBHCS B IMOAXOASMIEH YIAaKOBKE B BHJE
OfHOW mnu OoJjiee €NUHMYHBIX J103, a TAKXKe€ MOTYT OBbITh JONOJHUTENbHO CTEPHIIN30BAHBI U
3aredaTanbl. THCTPYKIMH, TOCTaBIsieMble B HA0Opax Mo U300pEeTeHHI0, OOBIMHO MPEACTaBIISIOT
co00il MMCbMEHHbIE MHCTPYKLIUU HA STHKETKE WM BKJIAJBIIIE B YIIAKOBKY (HANpHMep, Ha JINCTE
Oymary, BXOISINEM B KOMIUIEKT), HO TAaKXe BO3MOXKHBI MALIMHOYUTAEMbIE WHCTPYKLUH
(HampuMep, WHCTPYKLIMH HAa MArHUTHOM WJIM ONTUYECKOM 3allOMHHAIOLIEM JIHCKE).
WHCTpyKIMH, OTHOCSIIMECS K MPUMEHEHHWIO AHTHUTEN, OOBIYHO BKIIOYAT HH(POpMALUIO O
IO3UpPOBKe, Trpaduke MO3UPOBAHUS M CIIOCOOE BBENEHUS Uil LEJIEBOTO JICUEHUsS MU
MPOMBIIIJIEHHOTO MCIIONIb30BaHust. Habop MOXKET MOMOHUTENBHO CONepKaTh OMUCAHNE BbIOOpa
MOIXOAIIEer0 MHANBUAYYMA WU JIEUSHMUSI.

[00147] KoHreliHepbl MOTyT OBITh €IMHUYHBIMH J03aMH, OOBEMHBIMHU YITaKOBKAMU
(HarmpuMep, MHOTOZIO30BBIMH YIIAaKOBKAaMH) MM CyOBeNUHUYHBIMU o3amMu. Hampumep, Takske
MOTYT OBITh TIPEACTABIEHBI HAOOPHI, KOTOPBIE COAEPIKAT JOCTATOUYHBIE TO3bI MPEACTABICHHBIX B
HACTOSIIEM OIMHUCAHUU MOJIEKYJ i oOecriedeHust 3(p(PEKTUBHOrO JICYCHHUS WHIWBUAYYMa B
Te4deHHe JJIMTEebHOrO NMepuo/ia, HalpuMep, IpUMEpHO B TeUEHUE HeslelH, 2 Helenb, 3 Hefenb, 4
Henenb, 6 Henenb, 8 HemeNb, 3 MecsieB, 4 MecsleB, 5 MecsieB, 6 MecsileB, 7 Mecsles, 8
Mmecsnes, 9 mecsaueB uinu Oonee. Habopbl Takke MOTYT BKJIIOYATh HECKOJNBKO €IUHHYHBIX /103
MOJIEKYJl W HWHCTPYKIHMHM IO TPHUMEHEHHIO U MOTyT OBbITh YIIAKOBaHBI B KOJHYECTBAX,
JOCTaTOYHBIX Il XPAHEHHsI M MCIIONb30BAaHUS B alTeKax, HapuMep, B OOJbHUYHBIX aNTeKax U
anTekax IO TPUTOTOBJIEHUIO pelentyp. B HEKOTOphIX BapuaHTax OCYLIECTBIEHHs HaOOp
BKJIFOYAET CyXyl (Hampumep, JHO(PUIM3UPOBAHHYIO) KOMIIO3UIMIO, KOTOPYK) MOJKHO
BOCCTAHOBUTh, PECYCIIEHAMPOBATb MM pPErHAPAaTHpPOBaTh ¢ OOpasoBaHMEM, KakK IPaBUIIO,
CTaOMJIbHOM BOTHOM CYCIIEH3UH aHTHTENA.

IMTPUMEPHI

[00148] OOGcyxnmaemble HIKE MPUMEPbl MpeIHA3HAYEHbl HCKIIOYUTENBHO IS
WUIIOCTPAllM  M300pETeHUsT W HEe JIOJDKHBI PAacCMaTPUBAThCS KAK — OTPAHUYHBAIOLINE
n3o0pereHne KakuM-udo obpasom. [Tprmepsl He MpeaHA3HAYEHBI IS IEMOHCTPALIHH TOTO, YTO
NPUBEACHHBbIC HIDKE SKCIIEPUMEHTHI SIBJSIFOTCS BCEMH WJIM €AMHCTBEHHBIMH BBIIIOJIHEHHBIMH
SKCIIEPUMEHTAMHU. BbUTH TPEANPUHATHI YCHIIUS Ui OOECTeueHUs] TOYHOCTH HCIIOJIB3yEeMbIX
yrcen (HampuMep, KOJWYECTBA, TEMIIEPATypbl U T.A.), HO CJIEOYET YYHUTHIBATb HEKOTOPBIE
SKCIIEpUMEHTaJIbHbIE OIIMOKM M OTKJIOHeHWs. Eciam He yka3aHO HHOE, YacTH SIBJISIOTCS
MacCOBBIMU YAaCTSIMH, MOJIEKYJISIPHAS Macca MpPEACTaBIsieT COOOH CPENHIO MOJEKYISIPHYIO
Maccy, TemIepatrypa mpuBeneHa B rpaaycax Llenmbcust, W naBieHHEe PaBHO WIH OJIM3KO K
arMochepHOMY.

IIpumep 1: antu-CD33 onHOgOMEHHBIE AHTHTEJIA

[00149] OnmHOomOoMeHHBIE aHTUTENA, HalleleHHble Ha uenoBedeckuit CD33, momyuanu
NyTeM HWMMYHH3ALUU JJaM M aJbIIAKOB PEKOMOWHAHTHOW BepCHell BHEKJIETOUHOrO AOMEHa

yesoseveckoro CD33.
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[00150] TIlocme cosmanusi TuTpoB  cnenuduuecknx  antu-CD33  anturen
MOHOHYKJIeapHbIe KJieTku nepudepudeckoit kposu (PBMC) namel/anbnaku Bbiessin u3 S00 mi
KPOBU UMMYHH3UPOBAHHOT'O JKUBOTHOTO, 1 001myto MPHK Bbinensnu ¢ ucrnonp3oBaHueM Habopa
Qiagen RNeasy Maxi Kit u 3atem TtpancdopmupoBanu B nepsyto HuTh k/JIHK ¢ momorursio
oOpatHoii  TpaHckpunrazbl Thermo  Superscript IV u  npumupoBanus  onuro-dT.
IMocnenosarenpbHocTt VHH  cneunduvecku ammmuduuupoBanu ¢ nomouisto [P ¢
ucnoas3zoBanueM k/IHK B kauecTBe MaTpuLibl U KJIOHUPOBAJIHN B BEKTOP B IPOMKEBBIE KIETKU B
Buze ciuthix OeakoB VHH-Fc-AGA?2 nist ux oToOpaskeHusi Ha MOBEPXHOCTH APOMCKEH.

[00151] Bubnuoreku OpoOKKEBBIX KJIOHOB, oToOpaskaromque ciutbie Oenkun VHH-Fc-
AGA?2, oboramanu ¢ ucrnonb3oBaHueM pekoMOuHaHTHBIX (popm ECD CD33 nyrtem BbineneHus
MAarHUTHBIX TPaHYJOB C TMOCIEAYIOIIEeH COPTHPOBKOW aKTUBHUPOBAHHBIX (hiyopecueHuueit
kyeTok (FACS). OTcopTupoBaHHbBIE POACKEBBIE KIETKHU BHICEBAJIH, U U30JUPOBAHHbBIE KOJOHUH
cobupanu B 96-n1yHOUHBIE OJIOKH M BBIPALIUBAIIN B CPeNe, KOTOPas MEePeKIIroYaia SKCIPECCHIO C
VHH-Fc, orobpakaeMoro Ha MOBEPXHOCTH, Ha €ro cekperuro B cpeay. CynepHaTtaHThl u3 96-
JYHOYHBIX JAPOXKEBBIX CEKPETHBIX KyJbTYp HAaHOCHIM Ha kjetku 293F, BpeMeHHO
Tpancunmposanabie CD33 (nonoxwurensasie o CD33) mmn HeTpaHCPUIMPOBAHHBIE KJIETKU
293F (orpuuarensHble mo CD33), mpombiBanmy, oOpabareiBanyu MedeHHBIMH (uryopodopom
BTOPUYHBIMU aHTUTeNaMu K Fc denoseueckoro IgGl wu aHanu3upoBaau MPOTOUYHOU
LUTOMETPHUEN B 96-TyHOUHOM IIJIAHLIETE.

[00152] IlocnenoBaTenbHOCTH HYKJIEHMHOBBIX KHCIIOT, koxupyrooime VHH, koropsie
cBs3bBaICh ¢ CD33-nonoxurenbHbiMUA KieTkaMu, a He ¢ CD33-0TpuLiaTeibHbIMU KJIETKaMH,
KJIOHUPOBAJIM B PaMKe CUMUTBHIBAHUS C OOJIACTBIO, KOAUPYIOLIEeH uenoBeueckuil Fc, B BeKTOpBI
SKCIIPECCUN MJIEKOINUTAIOIUX U SKCIPECCHPOBAIN C IOMOINBIO BPEMEHHOW TpaHC(ekuuu B
kiaerkax HEK293 Freestyle (knerku 293F) wmm knerkax CHO ¢ ucnomp3oBaHueM
nomudTUiaeHnMuHa.  CymepHataHT — coOupanun  uepe3 3-7  gHEH, CEKPETHPOBAHHBIHA
PEKOMOMHAHTHBIN O€JIOK ouMIIaIl XpoMaTtorpadueit ¢ 6enkoM A, U BBIMUCISUIH KOHLEHTPALIMIO
IO ONTUYECKOH MIOTHOCTH npu 280 HM 1 KO3 (PPHULHUEHTY SKCTUHKLIUH.

[00153] Omnurombl omHomoMeHHbIX aHTuTen (sdAb), comepxkamue nomensi VHH,
KoTopbie cBsi3biBaUCh ¢ CD33, cpaBHMBaIM C MOMOIIBI OHOCIOWHON HHTEephepoMeTpun. 7
MKr/Ma  uejgoBedeckoro CD33, meueHHOro AViTagTM—FI/ICTI/IL[I/IHOM, AUMMOOUIIU30BAJIA  Ha
CEHCOpax 3axBaTa, MOKPHITHIX crpentaBuanHOM. 3areM 100 HM opmnoro sdAb 3arpykamu Ha
antured CD33 u ocTaBisnu A0 AOCTHXKEHUsS PAaBHOBECHOTO COCTOSIHUA. 3aTeM JaT4UKU
nepeHocmii B 100 HM Broporo sdAb. VYcuneHue aHamuM3MpyeMoro CHUrHaia O3HAdajio
CBSI3bIBAHME, YKa3blBas Ha TO, YTO BTOPOi sdAb Hamenen Ha >mHTON, OTIMYHBIA OT 3MUTOMA
nepsoro sdAb.

[00154] Tlpoucxomsmme wu3 BepOmonma VHH CD33 rymanusupoBajiy, HCIONB3YS B
KayecTBE KapkKaca 4YeJloBeuecKyr 3apoablmeByto smHuio VH3-23. Ocratku BepOmona,
BJIVMSIIOLME HA PACTBOPUMOCTD, CIEM(YUIHOCTD, CTAOMIBHOCTD W/MiH apPUHHOCTD, OCTABAINCH
HemoaupuuupoBaHHbiMH. Kpome Toro, rae 3TO BO3MOXKHO M IO Mepe HEOOXOAMMOCTH,

AMHUHOKHCJIOTHBIE TIOCJICAOBATCIIbHOCTH, KOTOPLIC 06J1a):[am/1 MMOTEHITUAIbHOMN nposmnmomef/'l
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CIOOOHOCTBIO, W3MEHSUIM, YTOOBI YMEHBIIUTh PHUCK 3TOro coObiTus. IlomMumo 3TOro, BCe
Ir'yYMaHU3HPOBaHHBIE BapuaHThl coaeprkamu Mmonudukamo Leul 1Glu (L11E), kak onucano B US
20160207981.

[00155] PesynbraThl TOKAa3bIBAIOT, YTO OAMH SIHUTON OOHApYXEeH Cpeau
rymanusupoanubix Bepcuii 1E4, 1H9, 1G3 u 1C7 sdAb. Kak mokazano Ha ¢ur.1, hz1E4v2,
hz1H9v2, hz1G3v3 u hz1C7v1 umeroT OOIIuii STUTOIL.

IIpumep 2: CeazpiBanue nosunentuaos ¢ CD33

[00156] CeszbiBanue sdAb ¢ yenoBeyeckum CD33 oneHuBamM ¢ MOMOIIBK MPOTOYHOM
utomerpun. Kaxnabiii sdAb conepskan nomen VHH, xak nmoka3aHo B Tadnuue 3 Hroke, U XELL
Fc-obnacte uenoseueckoro IgGl, B koTopoii Obutn yaanensl amuHokuciotsl Glu233, Leu234 u
Leu235 B coorBerctBuu ¢ Hymepauueir EU (SEQ ID NO: 75). Knerku MOLM-13 BpemeHHO
TpaHCHUIUPOBAIU TUIA3MUION, KOAUPYIOMIEH MOCIeNOBATEIbHOCTD, comepxkamyr «CD33M»
(SEQ ID NO: 112), wiu mia3MuaoH, KOTUPYIOLIEH MMOCIeNOBATeIbHOCTh, COAEPIKAIIYIO
ykopoueHHyr Bepcuto, «CD33m» (SEQ ID NO: 113). TlocnenoBarenbHOCTb, KOmupyemas
miasmugoii CD33M, BriIowana JHIEPHYIO TIOCIENOBATENbHOCTb, TOJNHBIA BHEKJIETOYHBIN
IOMeH, TpPaHCMEMOpaHHbIA [OMEH W LHUTOIUIa3MaTHuecKuii nomeH. llocienoBaTenbHOCTD,
xkoaupyemas niasmunoi CD33m, Bkirovana JUAEPHYIO NOCIEN0BATENbHOCTD, TPOKCUMAJIbHBIH
meMOpanHbiii fomeH I1gC2 u TpancmeMmOpaHHbl nomeH. Herpancuuuposanusie kietku HEK
293 ucnonp3oBanu B kadectse CD33-orpunartenbHbix kieTok. Kaxkablil TUI KJIETOK BbICEBAJIH
u3 pacuera 30000 knerok/nynky B Oydepe FACS (PBS, 1% BSA, 0,1% NaNs, pH 7,4) Ha 96-
JyHOYHBIN KpyrnonoHHbii ruranmer. SdAb passoaunu B 6ydepe mis FACS nyrem 3-kpaTHOro
11-Toueuynoro cepuiiHoro paspenenus. Passenenus sdAb noOaBisiin K MOCESTHHBIM KJIETKaM, U
aHAJMTUYECKHE IJIaHIIeThl MHKyOupoBanu B TeueHne 30 munyt npu 4°C. Ilocne nBykpatHOM
npombiBkH B 150 Mk Oydpepa FACS knerku B kaxnoil nyHke pecycneHaupoBanu B 100 Mk
KoHbIOTHpOBaHHOTO ¢ Alexa Fluor 647 BTOopu4yHOro anruvenoBeueckoro anrturena IgG,
passenenHoro 1:2000 B Oydepe FACS u unkyouposanu npu 4°C B Teuenune 30 munyt. Knerku
MIPOMBIBAJIM 1Ba Pa3a, 3aTe€M CBSI3aHHOE aHTUTEJIO AeTEKTUPOBANI IPOTOYHOU LIUTOMETPHEH.

[00157] Ananu3 MeTonOM MPOTOYHON HToMeTprH BhimoaHsuM Ha Intellicyte iQue Plus,
U 3HaueHWs (IyopeclHeHLMH HAHOCWIM Ha rpaduk B BHIAE MEIMAHHON WHTEHCHBHOCTH
dbayopecueniuu. Kaxymyrocs apdunHocts (Kyg, HM) ompenensuii ¢ MOMOIIBI HEJTUHEHHOH
perpeccun CBsI3bIBAHUSI OIHOTO Y4aCTKa, UCHOJB3Ys rpaduyeckoe MporpaMMHOE oOecTiedeHne
PRISM.

[00158] Kak Bumna Ha ¢ur.2A-2M, nporectupoBanHble SdAb mokasanu cBsi3pIBaHUE C
CD33, HO He CBS3BIBAIINCH C HETPAHCHULMPOBAHHBIMHU KJIETKAMH, HE SKCIPECCHUPYIOIIMMHU
CD33. Kaxxymasicst abhGUHHOCTh CBsI3bIBAHUS NpuBeaeHa B Tadnuie 3 Hinke.

Tabmuua 3
sdAb CD33 uzodopma Kaxymasics Kg (HM) SEQ ID NO nomena
VHH

1E4 CD33M 0,05 18

2
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hz1E4v2 CD33M 0,32 42
1HS CD33M 0,14 34
hz1HO9v2 CD33M 0,27 46
1G3 CD33M 0,49 26
hz1G3v3 CD33M 1,60 44
1C7 CD33M 6,64 14
hz1C7v1 CD33M 6,25 40
hz1C7v11 CD33M 5,45 41
A07 CD33M 53,50 2

A07 CD33m 19,90 2

hzAO07v4 CD33M 56,61 38
hzA07v4 CD33m 11,76 38
FO2 CD33M 15,25 22
FO2 CD33m 515 22
hzF02v18 CD33M 14,83 43
hzF02v18 CD33m 9,13 43
hzBO7v7 CD33M 0,75 39
Gl1 CD33M 1,1 30
hzG11v2 CD33M 2,67 45

[00159] H300peTteHne MoxeT ObITh peaM30BaHO B APYTHUX KOHKPETHBIX (opmax Oe3

OTCTYILUICHHA OT €ro CYHIHOCTH WK CYIIECTBEHHBIX XapaKTCPUCTUK.

CrnenoBareNbHO,

BBINICU3JIOXKCHHBIE BAPUAHTBI OCYHICCTBJICHUSA CIEAYET pacCMaTpuUBaTb BO BCEX OTHOIICHUAX

KaK WUIIOCTPaTHBHbIC, a HE OrpaHuyuBaromue mnsodpereHne. OObeM H300peTeHUs, TaKum

obpaszom,

ompeneNieH mpuiaraeMoil (GopMysioll H300peTeHHs, a He MNPEeNECTBYIOMUM

OIMIMCaHHUEM, U CJICAOBATCJIIBHO BCC HU3MCHCHHA, OXBATBIBACMBIC 3HAUYCHHEM U OHAIIa30HOM

SKBUBAJIEHTHOCTH (HOPMYJIbI H300PETEHUSI, BXOIST B 00beM H300peTeHUs.

Tabnuia HEKOTOPBIX MOCIENOBATENBHOCTEN

SEQ ID Onucanue IlocnemoBarenbHOCTD
NO

1 Yenoseueckuii | DPNFWLQVQESVTVQEGLCVLVPCTFFHPIPY YDKNSPVHG
CD33; 3penass | YWFREGAIISRDSPVATNKLDQEVQEETQGRFRLLGDPSRN
dopma NCSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTD
LTHRPKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSAA
PTSLGPRTTHSSVLITPRPQDHGTNLTCQVKFAGAGVTTER
TIQLNVTYVPONPTTGIFPGDGSGKQETRAGVVHGAIGGAG
VTALLALCLCLIFFIVKTHRRKAARTAVGRNDTHPTTGSASP
KHQKKSKLHGPTETSSCSGAAPTVEMDEELHYASLNFHGM

NPSKDTSTEYSEVRTQ
2 AOQ7 QVQLVQSGGGLVQAGGSLTLSCAASRSSGIDVMGWYRQAP
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GKERELVAEISGVGDTNYAASLADRFTVSRDNAKNTVYLQ
MKNLKPEDTAVYYCNAHSFLDLVGAWGQGTQVTV

123 AQ7 KP QVQLVQSGGGLVQAGGSLTLSCAASRSSGIDVMGWYRQAP
GKERELVAEISGVGDTNYAASLADRFTVSRDNAKNTVYLQ
MKNLKPEDTAVYYCNAHSFLDLVGAWGQGTQVTVKP

3 A07 CDR1 RSSGIDVMG

4 A07 CDR2 EISGVGDTN

5 A07 CDR3 HSFLDLVGA

6 401-A9 QVQLQQSGGGLVQAGGSLRLSCAAPGSINSINVMEWYRQA
PGKERDLVAGITSDGDTNYVDSVPGRFTITRDNTMRTVDLQ
MNNLKADDTAVYYCRARDWGSLTDYWGQGTQVTV

131 401-A9 KP QVQLQOQSGGGLVQAGGSLRLSCAAPGSINSINVMEWYRQA
PGKERDLVAGITSDGDTNYVDSVPGRFTITRDNTMRTVDLQ
MNNLKADDTAVYYCRARDWGSLTDYWGQGTQVTVKP

7 401-A9 CDR1 | GSINSINVME
8 401-A9 CDR2 | GITSDGDTN
9 401-A9 CDR3 | RDWGSLTDY

10 B0O7 EVQLVQSGGGLVQTGGSLRLSCGASGRTISDYVVGWFRQA
PGKERAFVAAISRYGTTYYAASVQGRFTISRDNPRNTVYLQ
VDSLRPEDTAVYFCAALQNDVRNNHSPTSYDYWGQGTQV
TV

124 B07 KP EVQLVQSGGGLVQTGGSLRLSCGASGRTISDYVVGWFRQA
PGKERAFVAAISRYGTTYYAASVQGRFTISRDNPRNTVYLQ
VDSLRPEDTAVYFCAALQNDVRNNHSPTSYDYWGQGTQV
TVKP

11 B07 CDRI1 GRTISDYVVG

12 B07 CDR2 AISRYGTTY

13 B07 CDR3 LQNDVRNNHSPTSYDY

14 1C7 QVQLQQSGGGLVQAGGSLRLSCAASGRTFSGYIMGWFRQV
PGKERELVARISGNNLSTEYGGSVKGRFTISRDSAKETMYL
QMNSLKPEDTAIYYCAAEYDYSSGDFVYWGQGTQVTV

125 1C7 KP QVQLQOQSGGGLVQAGGSLRLSCAASGRTFSGYIMGWFRQV
PGKERELVARISGNNLSTEYGGSVKGRFTISRDSAKETMYL
QMNSLKPEDTAIYYCAAEYDYSSGDFVYWGQGTQVTVKP

15 1C7 CDR1 GRTFSGYIMG

16 1C7 CDR2 RISGNNLSTE

17 1C7 CDR3 EYDYSSGDFVY

18 1E4 QVQLQOQSGGGSVQAGGSLRLSCVASGSGFSASLMSWHRQ
APGSQRDLVASITRDGRANYVDSVKDRFTISRDNAKNTAYL
QMDSLKPEDTAAYYCHAYSFDYPIRSYWGQGTQVTV

126 1E4 KP QVQLQOQSGGGSVQAGGSLRLSCVASGSGFSASLMSWHRQ
APGSQRDLVASITRDGRANYVDSVKDRFTISRDNAKNTAYL
QMDSLKPEDTAAYYCHAYSFDYPIRSYWGQGTQVTVKP

19 1E4 CDRI1 GSGFSASLMS

20 1E4 CDR2 SITRDGRAN

21 1E4 CDR3 YSFDYPIRSY

22

FO2

QVQLVQSGGGLVQAGGSLRLSCAASGSISSYNVVGWYRQL
SGNERGGRTMVAQINAY GDTNYANAVVGRFTISRDDAKNT
VYLHMSNLKPEDTGVYYCNGQRMLENYTYRDQSWGQGT
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QVTV

127

FO2 KP

QVQLVQSGGGLVQAGGSLRLSCAASGSISSYNVVGWYRQL
SGNERGGRTMVAQINAY GDTNYANAVVGRFTISRDDAKNT
VYLHMSNLKPEDTGVYYCNGQRMLENYTYRDQSWGQGT
QVTVKP

23

F02 CDRI1

GSISSYNVVG

24

F02 CDR2

QINAYGDTN

25

F02 CDR3

QRMLENYTYRDQS

26

1G3

EVQLQQSGGGEVQPGGSLRLSCEASGFTFSSYAMGWFRQA
PGKGREWVAAITTSGDTTY YAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCAAHRGGGVIDYWGQGTQVTV

128

1G3 KP

EVQLQQSGGGEVQPGGSLRLSCEASGFTFSSYAMGWFRQA
PGKGREWVAAITTSGDTTY YAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCAAHRGGGVIDYWGQGTQVTVKP

27

1G3 CDR1

GFTFSSYAMG

28

1G3 CDR2

AITTSGDTTY

29

1G3 CDR3

HRGGGVIDY

30

Gl1

EVQLVQSGGGSVQVGGSLRLSCAASGSTLNIDHIGWYRQA
PGKERELVGVISSGAGPNYADSVKGRFTISRDNAKNTVYLQ
MNSLKPEDTAVYNCNAWIDYGSGLPONYWGQGTQVTV

129

Gl11 KP

EVQLVQSGGGSVQVGGSLRLSCAASGSTLNIDHIGWYRQA
PGKERELVGVISSGAGPNYADSVKGRFTISRDNAKNTVYLQ
MNSLKPEDTAVYNCNAWIDYGSGLPONYWGQGTQVTVKP

31

Gl11 CDRI1

GSTLNIDHIG

32

G11 CDR2

VISSGAGPN

33

G11 CDR3

WIDYGSGLPQNY

34

1HS

EVQLQQSGGAVVQPGGSLRLSCAASGSIFSISIMGWYRQAP
GKERELVASTTSSGTTNY VDSVKGRFTASRDNAKNTVYLQ
MNSLKPDDTAIYHCHAYIATTTDRGYRGYWGQGTQVTV

130

1HS KP

EVQLQQSGGAVVQPGGSLRLSCAASGSIFSISIMGWYRQAP
GKERELVASTTSSGTTNYVDSVKGRFTASRDNAKNTVYLQ
MNSLKPDDTAIYHCHAYIATTTDRGYRGYWGQGTQVTVKP

35

1H9 CDR1

GSIFSISIMG

36

1HS CDR2

STTSSGTTN

37

1HS CDR3

YIATTTDRGYRGY

38

hzAQ7v4

EVQLVESGGGEVQPGGSLRLSCAASRSSGIDVMGWYRQAP
GKERELVAEISGVGDTNYAASLADRFTVSRDNAKNTVYLQ
MSSLRAEDTAVYYCNAHSFLDLVGAWGQGTLVTV

114

hzA07v4 KP

EVQLVESGGGEVQPGGSLRLSCAASRSSGIDVMGWYRQAP
GKERELVAEISGVGDTNYAASLADRFTVSRDNAKNTVYLQ
MSSLRAEDTAVYYCNAHSFLDLVGAWGQGTLVTVKP

39

hzB07v7

EVQLVESGGGEVQPGGSLRLSCAASGRTISDYVVGWFRQA
PGKERAFVAAISRYGTTYYAASVQGRFTISRDNPRNTVYLQ
VDSLRAEDTAVYYCAALQNDVRNNHSPTSYDYWGQGTLV
TV

115

hzB07v7 KP

EVQLVESGGGEVQPGGSLRLSCAASGRTISDYVVGWFRQA
PGKERAFVAAISRYGTTYYAASVQGRFTISRDNPRNTVYLQ
VDSLRAEDTAVYYCAALQNDVRNNHSPTSYDYWGQGTLV
TVKP
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40

hz1C7v1

EVQLVESGGGEVQPGGSLRLSCAASGRTFSGYIMGWFRQA
PGKERELVARISGNNLSTEYAESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCAAEYDYSSGDFVYWGQGTLVTV

116

hz1C7v1 KP

EVQLVESGGGEVQPGGSLRLSCAASGRTFSGYIMGWFRQA
PGKERELVARISGNNLSTEYAESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCAAEYDYSSGDFVYWGQGTLVTVKP

41

hz1C7vl1l1

EVQLVESGGGEVQPGGSLRLSCAASGRTFSGYIMGWFRQA
PGKERELVARISGNNLATEYAESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCAAEYDYSSGDFVYWGQGTLVTV

117

hz1C7v11 KP

EVQLVESGGGEVQPGGSLRLSCAASGRTFSGYIMGWFRQA
PGKERELVARISGNNLATEYAESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCAAEYDYSSGDFVYWGQGTLVTVKP

42

hz1E4v2

EVQLVESGGGEVQPGGSLRLSCAASGSGFSASLMSWHRQA
PGKQRDLVASITRDGRANYVESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCHAYSFDYPIRSYWGQGTLVTV

118

hz1E4v2 KP

EVQLVESGGGEVQPGGSLRLSCAASGSGFSASLMSWHRQA
PGKQRDLVASITRDGRANYVESVKGRFTISRDNAKNTLYLQ
MSSLRAEDTAVYYCHAYSFDYPIRSYWGQGTLVTVKP

43

hzF02v18

EVQLVESGGGEVQPGGSLRLSCAASGSISSYNVMGWYRQA
PGKQRELVAQINAYGDTNYANAVVGRFTISRDNAKNTVYL
OQMSSLRAEDTAVYYCNGQRMLENYTYRDQSWGQGTLVTV

119

hzF02v18 KP

EVQLVESGGGEVQPGGSLRLSCAASGSISSYNVMGWYRQA
PGKQRELVAQINAYGDTNYANAVVGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCNGQRMLENYTYRDQSWGQGTLVTV
KP

44

hz1G3v3

EVQLVESGGGEVQPGGSLRLSCAASGFTFSSYAMGWFRQA
PGKGREWVAAITTSGDTTY YAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCAAHRGGGVIDYWGQGTLVTV

120

hz1G3v3

EVQLVESGGGEVQPGGSLRLSCAASGFTFSSYAMGWFRQA
PGKGREWVAAITTSGDTTY YAESVKGRFTISRDNAKNTVYL
QMSSLRAEDTAVYYCAAHRGGGVIDYWGQGTLVTVKP

45

hzG11v2

EVQLVESGGGEVQPGGSLRLSCAASGSTLNIDHIGWYRQAP
GKERELVGVISSGAGPNYAESVKGRFTISRDNAKNTVYLQM
SSLRAEDTAVYYCNAWIDYGSGLPONYWGQGTLVTV

121

hzG11v2 KP

EVQLVESGGGEVQPGGSLRLSCAASGSTLNIDHIGWYRQAP
GKERELVGVISSGAGPNYAESVKGRFTISRDNAKNTVYLQM
SSLRAEDTAVYYCNAWIDYGSGLPONYWGQGTLVTVKP

46

hz1HO9v2

EVQLVESGGGEVQPGGSLRLSCAASGSIFSISIMGWYRQAP
GKERELVASTTSSGTTNYVESVKGRFTISRDNAKNTLYLQM
SSLRAEDTAVYYCHAYIATTTDRGYRGYWGQGTLVTV

122

hz1H9v2 KP

EVQLVESGGGEVQPGGSLRLSCAASGSIFSISIMGWYRQAP
GKERELVASTTSSGTTNY VESVKGRFTISRDNAKNTLYLQM
SSLRAEDTAVYYCHAYIATTTDRGYRGYWGQGTLVTVKP

47

hzAQ7v4
CDRI1

RSSGIDVMG

48

hzAQ7v4
CDR2

EISGVGDTN

49

hzAQ7v4
CDR3

HSFLDLVGA

50

hzB07v7
CDR1

GRTISDYVVG
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51 hzBO7v7 AISRYGTTY
CDR2

52 hzB07v7 LONDVRNNHSPTSYDY
CDR3

53 hz1C7v1 GRTFSGYIMG
CDR1

54 hz1C7vl RISGNNLSTE
CDR2

55 hz1C7vl EYDYSSGDFVY
CDR3

56 hz1C7vl11 GRTFSGYIMG
CDR1

57 hz1C7v11 RISGNNLATE
CDR2

58 hz1C7vl11 EYDYSSGDFVY
CDR3

59 hz1E4v2 GSGFSASLMS
CDR1

60 hz1E4v2 SITRDGRAN
CDR2

61 hz1E4v2 YSFDYPIRSY
CDR3

62 hzF02v18 GSISSYNVMG
CDR1

63 hzF02v18 QINAYGDTN
CDR2

64 hzF02v18 QRMLENYTYRDQS
CDR3

65 hz1G3v3 GFTFSSYAMG
CDR1

66 hz1G3v3 AITTSGDTTY
CDR2

67 hz1G3v3 HRGGGVIDY
CDR3

68 hzG11v2 GSTLNIDHIG
CDR1

69 hzG11v2 VISSGAGPN
CDR2

70 hzG11v2 WIDYGSGLPQNY
CDR3

71 hz1H9v2 GSIFSISIMG
CDR1

72 hz1H9v2 STTSSGTTN
CDR2

73 hz1H9v2 YIATTTDRGYRGY
CDR3

74 Fc-yuactoxk | DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV

yenoseueckoro | VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR

IgGl VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG

QPREPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
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SCSVMHEALHNHYTQKSLSLSPGK

75 xELL Fc- DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
y4acTOK VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
yenoBeueckoro | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
IgG1 EPQVYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNG
QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK
76 M252Y u DKTHTCPPCP APELLGGPSV FLFPPKPKDT LYISRTPEVT
M428V (YV) | CVVVDVSHED PEVKFNWYVD GVEVHNAKTK
S354C T366W | PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
BbICTYTI Fe- CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPCRDELTK
ydacTKa NQVSLWCLVK GFYPSDIAVE WESNGQPENN
YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG
NVFSCSVVHE ALHNHYTQKS LSLSPGK
77 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
BonaguHa Fc- | ALHNRYTQKS LSLSPGK
ydacTKa
78 H435R xELL | DKTHTC PPCPAPGGPS VFLFPPKPKD TLMISRTPEV
Fc-yuactka TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HOQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLYV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVMH
EALHNRYTQK SLSLSPGK
79 M252Y u DKTHTC  PPCPAPGGPS VFLFPPKPKD  TLYISRTPEV
M428V (YV) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
XELL Fc- KPREEQYNST YRVVSVLTVL HQDWLNGKEY
ydacTKa KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNHYTQK SLSLSPGK
80 M252Y u DKTHTC  PPCPAPGGPS VFLFPPKPKD  TLYISRTPEV
M428L (YL) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
xELL Fc- KPREEQYNST YRVVSVLTVL HQDWLNGKEY
ydacTKa KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNHYTQK SLSLSPGK
81 M252Y, DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
M428L, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YLR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
xELL Fc- KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
ydacTkKa KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNRYTQK SLSLSPGK
82 M252Y, DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLYISRTPEV
M428V, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
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H435R (YVR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
xELL Fc- KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
yJacTka KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNRYTQK SLSLSPGK
83 S354C T366W | DKTHTC  PPCPAPGGPS  VFLFPPKPKD  TLMISRTPEV
seictynn XELL | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-yqactka | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTQK SLSLSPGK
84 H435R S354C | DKTHTC PPCPAPGGPS  VFLFPPKPKD  TLMISRTPEV
T366W TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
BeicTyn XELL | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-yuactka | KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ
GNVFSCSVMH EALHNRYTQK SLSLSPGK
85 M252Y u DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V (YV) | VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
S354C T366W | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
BeicTyn XELL | EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
Fc-yuactka | QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VVHEALHNHYTQKSLSLSPGK
86 M252Y u DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428L (YL) | VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
S354C T366W | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
BpicTyn XELL | EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
Fc-yuactka | QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
VLHEALHNHYTQKSLSLSPGK
87 M252Y, DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428L, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
H435R (YLR) | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
S354C T366W | EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
BeicTyn XELL | QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
Fc-yuactka | VLHEALHNRYTQKSLSLSPGK
88 M252Y, DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
H435R (YVR) | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
S354C T366W | EPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWESNG
BpicTynn XELL | QPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVFSCS
Fc-yuactka | VVHEALHNRYTQKSLSLSPGK
89 T366S, DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
L368A, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
Y407V VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
BrnaauHa XELL | EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
Fc-yuactka | QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
VMHEALHNHYTQKSLSLSPGK
90 H435R, DKTHTCPPCPAPGGPSVFLFPPKPKDTLMISRTPEVTCVVVD
T366S, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
L368A, VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
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Y407V EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
BraguHa XELL | QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
Fc-yuactka | VMHEALHNRYTQKSLSLSPGK
91 M252Y u DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V (YV) | VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
T3668, VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
L368A, EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
Y407V QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
BraanHa XELL | VVHEALHNHYTQKSLSLSPGK
Fc-yuactka
92 M252Y u DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428L (YL) | VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
T3668, VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
L368A, EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
Y407V QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
BraguHa XELL | VLHEALHNHYTQKSLSLSPGK
Fc-ygactka
93 M252Y, DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428L, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
H435R (YLR) | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
T3668, EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
L368A, QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
Y407V VLHEALHNRYTQKSLSLSPGK
BrnaguHa XELL
Fc-yuactka
94 M252Y, DKTHTCPPCPAPGGPSVFLFPPKPKDTLYISRTPEVTCVVVD
M428V, VSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYRVVS
H435R (YVR) | VLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPR
T3668, EPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESNG
L368A, QPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFSCS
Y407V VVHEALHNRYTQKSLSLSPGK
BrnaanHa XELL
Fc-yuacTtka
95 H435R Fec- DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV
ydacTKa TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVMH
EALHNRYTQK SLSLSPGK
96 M252Y u DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428V (YV) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-yuactka | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNHYTQK SLSLSPGK
97 M252Y u DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428L (YL) | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
Fc-yuactka | KPREEQYNST YRVVSVLTVL HQDWLNGKEY

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

GNVFSCSVLH

98 M252Y, DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428L, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YLR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-yqactka | KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVLH
EALHNRYTQK SLSLSPGK
99 M252Y, DKTHTCPPCP APELLGGPS VFLFPPKPKD TLYISRTPEV
M428V, TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
H435R (YVR) | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
Fc-ygactka | KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT
KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD
SDGSFFLY SK LTVDKSRWQQ GNVFSCSVVH
EALHNRYTQK SLSLSPGK
100 S354C T366W | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV
Beictyn Fc- | TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
y4JacTKa KPREEQYNST YRVVSVLTVL HQDWLNGKEY
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLY SK LTVDKSRWQQ
GNVFSCSVMH EALHNHYTQK SLSLSPGK
101 H435R S354C | DKTHTCPPCP APELLGGPS VFLFPPKPKD TLMISRTPEV
T366W TCVVVDVSHE DPEVKFNWYV DGVEVHNAKT
BeicTym Fc- | KPREEQYNST YRVVSVLTVL HQDWLNGKEY
y4acTka KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPCRDELT
KNQVSLWCLV KGFYPSDIAV EWESNGQPEN
NYKTTPPVLD SDGSFFLY SK LTVDKSRWQQ
GNVFSCSVMH EALHNRYTQK SLSLSPGK
102 M252Y u DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
M428L (YL) | VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
S354C T366W | VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
BeicTyn Fc- | PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES
y4acTka NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
SCSVLHEALHNHYTQKSLSLSPGK
103 M252Y, DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
M428L, VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
H435R (YLR) | VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
S354C T366W | PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES
BeicTyml Fc- | NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
y4acTka SCSVLHEALHNRYTQKSLSLSPGK
104 M252Y, DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
M428V, VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
H435R (YVR) | VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
S354C T366W | PREPQVYTLPPCRDELTKNQVSLWCLVKGFYPSDIAVEWES
BeicTyn Fc- | NGQPENNYKTTPPVLDSDGSFFLY SKLTVDKSRWQQGNVF
y4dacTka SCSVVHEALHNRYTQKSLSLSPGK
105 T366S, DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV
L368A, VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
Y407V VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG
BnaguHa Fc- | QPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWES
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ydacTka

NGQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK

106

H435R,
T3668,
L368A,
Y407V
BnaguHa Fc-
ydacTKa

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLMISRTPEVTCV

VVDVSHEDPEVKFNWYVDGVEVHNAKTKPREEQYNSTYR
VVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKG

QPREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWES
NGQPENNYKTTPPVLDSDGSFFLVSKLTVDK SRWQQGNVF

SCSVMHEALHNRY TQK SLSLSPGK

107

M252Y u
M428V (YV)
T3668,
L368A,
Y407V
BrianuHa Fc-
ydacTKa

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVVHEALHNHYTQKSLSLSPGK

108

M252Y u
M428L (YL)
T3668,
L368A,
Y407V
BriagmHa Fc-
ydacTKa

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVLHEALHNHYTQKSLSLSPGK

109

M252Y,
M428L,
H435R (YLR)
T3668,
L368A,
Y407V
praguHa Fc-
ydacTka

DKTHTCPPCPAPELLGGPSVFLFPPKPKDTLYISRTPEVTCVV
VDVSHEDPEVKFNWY VDGVEVHNAKTKPREEQYNSTYRV
VSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQ
PREPQVCTLPPSRDELTKNQVSLSCAVKGFYPSDIAVEWESN
GQPENNYKTTPPVLDSDGSFFLVSKLTVDKSRWQQGNVFS
CSVLHEALHNRYTQKSLSLSPGK

110

CD33 ECD

DPNFWLQVQESVTVQEGLCVLVPCTFFHPIPY YDKNSPVHG
YWFREGAIISRDSPVATNKLDQEVQEETQGRFRLLGDPSRN
NCSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTD
LTHRPKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSAA
PTSLGPRTTHSSVLIITPRPQDHGTNLTCQVKFAGAGVTTER
TIQLNVTY VPONPTTGIFPGDGSGKQETRAGVVH

111

CD33 ECD-
AviTag™-His

DPNFWLQVQESVTVQEGLCVLVPCTFFHPIPYYDKNSPVHG
YWFREGAIISRDSPVATNKLDQEVQEETQGRFRLLGDPSRN
NCSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTD
LTHRPKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSAA
PTSLGPRTTHSSVLIITPRPQDHGTNLTCQVKFAGAGVTTER
TIQLNVTY VPQNPTTGIFPGDGSGKQETRAGVVHGGTGGS
GLNDIFEAQKIEWHEHHHHHH

112

CD33M

DPNFWLQVQESVTVQEGLCVLVPCTFFHPIPYYDKNSPVHG
YWFREGAIISRDSPVATNKLDQEVQEETQGRFRLLGDPSRN
NCSLSIVDARRRDNGSYFFRMERGSTKYSYKSPQLSVHVTD
LTHRPKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSAA
PTSLGPRTTHSSVLIITPRPQDHGTNLTCQVKFAGAGVTTER
TIQLNVTY VPQNPTTGIFPGDGSGKQETRAGVVHGAIGGAG
VTALLALCLCLIFFIVKTHRRKAARTAVGRNDTHPTT

113

CD33m

DLTHRPKILIPGTLEPGHSKNLTCSVSWACEQGTPPIFSWLSA
APTSLGPRTTHSSVLIHTPRPQDHGTNLTCQVKFAGAGVTTE
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| RTIQLNVTYVPONPTTGIFPGDGSGKQETRAGVVH




58

®OPMYJIA U3OBPETEHUA

1. IlomunenTun, comep:kamui IO MeHblIeW Mepe oauH aomeH VHH, xortopsii
cesaspBaercss ¢ CD33 u koropeiii comepxkur CDRI1, copepkamyr aMHUHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 47, 3,7, 11, 15, 19, 23, 27, 31, 35, 50, 53, 56, 59, 62, 65, 68
w 71; CDR2, cogepkammyro aMHHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 48, 4, 8, 12,
16, 20, 24, 28, 32, 36, 51, 54, 57, 60, 63, 66, 69 ummu 72; u CDR3, conmepxairyro
aMUHOKHUCJIOTHYIO nocnenosarenbHocTh SEQ ID NO: 49, 5,9, 13, 17, 21, 25, 29, 33, 37, 52, 55,
58, 61, 64, 67, 70 um 73.

2. Ilonunentun no n.1, B KOTOpOM IO MeHbIeH Mepe oauH noMeH VHH conpepskut
CDRI1, copepxamyro aMHHOKUCIOTHYIO nocnenoBaTenbHOCTh SEQ ID NO: 47 wnu 3; CDR2,
Conep KaIlyro aMHUHOKUCIOTHYIO mocienoBarenbHOocTh SEQ ID NO: 48 unmu 4, u CDR3,
CONep KAl aMUHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 49 unu S.

3. Ilonunentuxa nmo n.l unu m.2, B KOTOpOM IO MeHbllell Mepe oauH nomeH VHH
conepxut CDRI1, coneprkamyro aMuHOKUCIOTHYIO nochenoBarenbHOCTs SEQ ID NO: 7; CDR2,
coneprKalyr aMHHOKUCTOTHYI0 nocheaosarenbHocTh SEQ ID NO: 8; u CDR3, copepkayro
aMUHOKHCJIOTHYIO nocneaoBatenbHocTe SEQ ID NO: 9.

4. onunentun no srodomy 13 mi. 1-3, B KOTOpOM 1Mo MeHbIIel Mmepe onuH aomeH VHH
conepxut CDR1, comepainyto aMUHOKUCIOTHYIO nocienoBatenbHocTs SEQ ID NO: 11 umm
50; CDR2, conepxainyro aMHMHOKUCIOTHYIO mociegoBaTenbHOCcTs SEQ ID NO: 12 unu S1; u
CDR3, conepsxainyro aMMHOKHUCIOTHYIO nocienaoBaTenbHocTh SEQ ID NO: 13 wnu 52.

5. lonumenTtux o grodomy u3 i 1-4, B KOTOpoM 1o MeHbinel Mepe onuH nomeH VHH
conepxkut CDRI, comepxaimyro aMUHOKUCIOTHYHO mnocienoBareapHocTs SEQ ID NO: 15, 53
unu 56; CDR2, copepskalyro aMUHOKUCIOTHYIO nocinenosaTeabHocTe SEQ ID NO: 16, 54 unm
57, n CDR3, copepxainyro aMUHOKHUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 17, 55 mnm 58.

6. [Tonunentuxa no mobomy u3 nm.1-5, B KOTOpoM 1o MeHblued Mepe oguH qomMeH VHH
conepxut CDR1, comepkainyto aMHHOKUCIOTHYIO nocinenoBatenbHocTh SEQ ID NO: 19 umm
59; CDR2, conmepxaiyro aMHHOKUCIOTHYIO mocnenoBaTenbHOCTh SEQ ID NO: 20 umu 60; u
CDR3, conepskaiyro aMMHOKHCIOTHYIO nocneaoBaTenbHOCTh SEQ ID NO: 21 wnum 61.

7. Honunentua no Jrobomy u3 m. 1-6, B KOTOpOM 1o MeHbInel mepe onuH nomeH VHH
conepxut CDR1, comepxainyto aMiHHOKUCIOTHYIO mnocienosatenbHocT SEQ ID NO: 23 umm
62; CDR2, conmepxamyro aMHHOKUCIOTHYIO nocnenoBaTenbHOCTh SEQ ID NO: 24 unu 63; u
CDR3, conepskainyro aMMHOKHCIOTHYIO nociegoBaTenbHOCTh SEQ ID NO: 25 nnu 64.

8. [TomunenTtua no grodomy U3 mm. 1-7, B KOTOPOM 1o MeHbInel mepe onuH nomMeH VHH
conepxut CDR1, comepkainyto aMHHOKUCIOTHYIO nocienosatenbHocTs SEQ ID NO: 27 umm
65; CDR2, conmepaiyro aMHHOKUCIOTHYIO mocnenoBaTeabHOcTh SEQ ID NO: 28 unu 66; u
CDR3, conepsxainyro aMMHOKHCJIOTHYIO nocienaoaTenbHOCTh SEQ ID NO: 29 unu 67.

9. Nonunentux no nrodomMy u3 m. 1-8, B KoTopoM 1o MeHbInel mMepe onuH nomMeH VHH
conepxut CDR1, comepkalnyto aMUHOKUCIOTHYHO nocieaoBatenbHocTs SEQ ID NO: 31 umm
68, CDR2, conmepkamyro aMUHOKUCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 32 unu 69; u

CDR3, conepsxaiyr0o aMMHOKHUCJIOTHYIO nocieaoBatenbHocTh SEQ ID NO: 33 unu 70.
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10. omunentun o yrodomy u3 mir. 1-9, B KOTOpoM 110 MeHbInel Mepe ogua nomen VHH
conepxkut CDR1, comepxkalnyto aMMHOKUCIOTHYKO mnocienoaTenbHocTh SEQ ID NO: 35 unu
71, CDR2, conmepkamyro aMUHOKUCIOTHYIO nocnenoBaTenbHocTh SEQ ID NO: 36 unu 72; u
CDR3, conepsxalyr0 aMMHOKHUCJIOTHYIO nocieaosaTenbHocTh SEQ ID NO: 37 wnu 73.

11. Honunentua no jgrodomy u3 mm.1-10, B KOTOPOM MO MEHbLIEH Mepe OAMH AOMEH
VHH conepxur CDRI1, CDR2 u CDR3, cOOTBETCTBEHHO, COAEpKallMe aMHUHOKHCIIOTHbBIE
nocaenoBareabHocTH SEQ ID NO: 47, 48 u 49; SEQ ID NO: 3,4 u 5; SEQ ID NO: 7, 8 u 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: 27, 28 u 29; SEQ ID NO: 31, 32 u 33; SEQ ID NO: 35, 36 u 37; SEQ ID
NO: 50, 51 u 52; SEQ ID NO: 53, 54 u 55; SEQ ID NO: 56, 57 u 58; SEQ ID NO: 59, 60 u 61;
SEQ ID NO: 62, 63 u 64; SEQ ID NO: 65, 66 u 67; SEQ ID NO: 68, 69 u 70; unu SEQ ID NO:
71,72 u73.

12. Tlonunentun no modomy u3 mi.1-11, B KOTOPOM MO MeHbIIEH Mepe OOUH JIOMEH
VHH sBnsieTcst ryMaHU3HPOBaHHBIM.

13. Tlonunentun no aodomy u3 mi.1-12, B KOTOPOM MO MeHbIIEH Mepe OOUH JIOMEH
VHH conepXuT aMHHOKHCIOTHYIO MOCIENI0BAaTEIbHOCTh, UACHTUYHYIO Ha MO MEHblIel mepe
85%, mno wmenblieli mepe 90%, mo Mesbliedl Mepe 95% wunum no MeHbinell mepe 99%
amuHOKUCIOTHOH ntocnenoBaTeabHocTr SEQ ID NO: 38, 114, 39, 40, 41, 42, 43, 44, 45, 46, 115,
116,117, 118, 119, 120, 121 umm 122.

14. Iomunentua no modOoMmy u3 mi.l-12, B KOTOPOM IO MEHbIIEH Mepe OIUH JIOMEH
VHH conepxur amuHokuciaotTHyro nocienosarenbHocts SEQ ID NO: 38, 114, 39, 40, 41, 42,
43,44, 45,46, 115, 116, 117, 118, 119, 120, 121 nnu 122.

15. Honunentua no jgrodomy u3 mi.1-12, B KOTOPOM MO MEHbIIEH Mepe OIUH JOMEH
VHH conep:xuT aMHHOKHCIOTHYH) MOCIEA0BAaTEIbHOCTb, WACHTUYHYI0 HAa MO MEHbILIEH Mepe
85%, mo wMmenbuiei mepe 90%, mo Menbinedt Mepe 95% unu no Mesblied Mmepe 99%
aMuHOKHcJIoTHOH nocnenosarenbHoctd SEQ ID NO: 2, 6, 10, 14, 18, 22, 26, 30, 34, 123, 124,
125, 126, 127, 128, 129, 130, 131.

16. Tlopunentun no modomy u3 mi.1-12, B KOTOPOM MO MeHbIIEH Mepe OOUH JOMEH
VHH cognepsxxur amuHOKHCIOTHYIO TIocnenoBaTeabHocTh SEQ ID NO: 2, 6, 10, 14, 18, 22, 26,
30, 34, 123, 124, 125, 126, 127, 128, 129, 130 umm 131.

17. Honunentux o mobdomy u3 n. 1-16, conepskammii xBa nomeHa VHH.

18. Tlonunentuxn no mobomy u3 mi. 1-16, conepskammuii Tpu nomena VHH.

19. Tlomunentuny no modomy u3 nm.l1-18, comepkamuii Mo MeHbIIEH Mepe OAMH
CBS3BIBAIOLIMI TOMEH, KOTOPBIH CBSI3bIBAETCS C AaHTUT€HOM, OTJIUYHBIM OT CD33.

20. Ilonunentun no n.19, copepxamuil 1O MEHbIIEH MepPe OAUH CBS3BIBAKOLININ TOMEH,
kotopheiid cBsizeiBaeTcss ¢ CD3, T-knmerounsim penentopom (TCR)a, TCRB, CD28, CDI6,
CD32A, CD64, CD89, NKp46 unu NKG2D.

21. Ionunentuxn no n.17 unu n.18, B xoropoMm kaxabiii nomeH VHH cs3biBaercs c
CD33.

22. Ilomunentuxa no m.2l, B xoTOpoM Kaxkabli nomeH VHH comepkur oguHakoBbIe
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amuHOKHUCNoTHBIE TocnenoBatenbHocTd CDR1, CDR2 u CDR3.

23. Ilomunentua no n.21, B xoropoM kaxabii nomMeH VHH copep:xxut omHy u Ty ke
nocyienosaTenbHoCTh VHH.

24. Ilonunentux no modomy u3 . 1-16, copepsxammii onud nomeH VHH.

25. INonunentua no mobomy u3 . 1-24, conepxammii Fe-ygacTok.

26. Ilomunentuny no 125, B KOTOpOM Fc-y4acTOk COAEPNKUT AMHUHOKHUCIOTHYIO
IIOCJIEIOBATENbHOCTD, BEIOpanHyto u3 SEQ ID NO: 74-1009.

27. Honunentun no m.25 wiu 1m.26, KOTOphI oOpasyer aumep B (PH3HMOJOrHYECKHX
YCJIOBUSIX.

28. INomunentux no grodomy u3 mm. 1-27, rne CD33 npeacrasisier coboil YenoBeYeCKHi
CD33.

29. lMonunenTtux no m.28, rae yenoseveckuin CD33 copepkut nocnenoBareabHOCTh SEQ
ID NO: 1.

30. HMIMMyHOKOHBIOTAT, COAEpXKAIMUNA MONHUIENTHA To Jrodomy w3 mml1-29 wu
UTOTOKCUYECKUH areHT.

31. MmmyHOKOHBIOTAaT TO 1.30, B KOTOPOM LIUTOTOKCHYECKHH areHT BBIOMPAIOT W3
KaJNXeaMULIMHA, aypHCTAaTHHA, AOJACTaTHHA, TYOYJNWLMHA, MAaNTaH3MHOWIA, KPUNTO(PHUIIHMHA,
IyOKapMUIIMHA, 3CIIEPAaMULITHA, THPPOIIOOEH30IMa3eNHA U SHANUHOBOTO AaHTHOMOTHKA.

32. @apmaneBTHYECKAsT KOMIO3UIHS, CONEpsKaliasi MOJUIENTH 10 JrodoMy u3 . 1-29
WM IMMYHOKOHBIoraT 1o .30 nmm .31 u ¢papManeBTHYECKH NPUEMIIEMbIHl HOCUTEb.

33. BeineneHHast HyKJIEHHOBAsT KUCJIOTA, KOAUPYIOIIAsS MMOJMUITENTHA 10 JIFOOOMyY 13 . 1 -
29.

34. BexTop, coaep kaliuii HyKJI€UHOBYIO KUCIIOTY O 1.33.

35. KneTka-x0354H, copeprKalias HyKJIeMHOBYIO KUCIOTY MO M.33 WM BEKTOp IO 1.34.

36. KneTka-xo3sMH, KOTOpasi 5KCIPECCUPYeT MOIUIENTH I 0 Jrobomy n3 . 1-29.

37. Cnoco0 mony4yeHus: moiumnenTuaa mno jgrodomy u3 nim. 1-29, cogeprkauinii HHKyOaLuo
KJIETKU-XO03MHA 110 11.35 niu .36 B yCIOBUSX, MOAXOASALIMUX JJIs1 SKCIIPECCUH MOJIUIMENITUA.

38. Criocob mo .37, AOMONHUTEIBHO COMEP KAINI BbIIEIeHNE TOJUENTHIA.

39. Cnocob neuyeHHs paka, BKIFOYAKOLINA BBEACHHE CTPANAIOLIEMY PAaKOM CYOBEKTY
dapmaneptiyecku 3(GEKTUBHOTO KOJNWYECTBA MOJUNeNTHAAa 1O Jirodomy w3 . 1-29,
UMMYHOKOHBOTaTa 1o 1.30 miu 1.3 1 mimm papmaneBTHIeCKOi KOMIO3HLUH 110 11.32.

40. Cnocod mo mn.39, rme pak BeIOMpPaOT H3 JUMGPOMBL, JTUMPOMBI XOIKKUHA;
HEXOIKKUHCKOU JTUMQOMBI, B-knerounon JTUM(POMBL, HU3KOH CTENEeHHU
3JI0KQ4eCTBEHHOCTH/(QOITHKYIApHOH HEeXOMKKUHCKOH sumbombl (HXJT); HXJI u3 mameix
mumpounroB (MJI); cpenneit crenenu 3mokadectseHHoCTH/ poyumukysipaoit HXJT, muddy3Hoit
HXJI cpenneii cremeHu 3i0KadyecTBEHHOCTH; uMMyHoOmactHoit HXJI BeICOKO# cTemeHu
3nokadecTBeHHOCTH, JumdodaactHoit HXJI Beicokol cremenu 3jokadectBeHHOCTH, HXJI m3
MEJIKUX HEPACILISTUIEHHBIX KJIETOK C BBICOKOW CTENEeHBIO 3JI0KaueCTBEHHOCTH, oObemHon HXJI;
auM(pOoMBl U3 KJIIETOK MaHTUHHOW  30HbI, JuMpombl, ces3aHHoM co  CIIHM]Iowm;

MakpornoOyiuHemun BanpneHcrpema; xponudeckoro Jjumdoneiikosa (XJIJI); octporo
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mumpodnactooro  sedikoza  (OJUJI);  octporo  mmenmompmuoro — Jeiikoza  (OMJD);
BOJIOCATOKJIETOYHOTO JIEHK03a; U XPOHUYECKOTO MUEI00IacTHOTO JIEHKO3a.

41. Cnocob mo 1n.39 wiu .40, rae pak NpeAcTaBiIsieT COOON OCTPBI MHEIOHIHBIN
netiko3 (OMJI).

42. Cnoco®6 mno mobomy wu3 mnm39-41, NOMOSHHUTENBHO COAEPIKALIWI BBEACHUE
JOTIOJTHUTEIBHOIO TEPANIEBTUYECKOrO areHTa.

43. Crioco0 1o 1m.42, rie HOMONHUTENbHBIN TepPaNeBTUYeCKUI areHT NMPeACTaBIsieT cOO0H
IIPOTHUBOPAKOBOE CPEICTBO.

44, Cnoco®6 mo m43, rne NPOTUBOPAKOBOE  CPEACTBO  BBIOMPAIOT U3
XUMHOTEPAIEBTUYECKOTO CPEICTBA, MPOTUBOPAKOBOIO OHOJOTHYECKOTO CPENCTBa, JIy4eBOW
tepanuy, CAR-T-kneTouHol Tepanuu U OHKOJIUTUYECKOTO BUpYycCa.

45. Cnocob6 mo mobomy w3 mm39-44, rhme pak npencramiser coboir CD33-

3KCIPECCUPYIOLIUHI PaK.
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