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AHTHUTEJIA K IL13Ra2

HPEJJUIECTBYIOLLAA 3AABKA
JlaHHas 3asiBKa WCIpALIMBAET MPHOPUTET MO 3asiBke BenmmkoOputanmu Homep GB 2011993.9,

noganuou 31 moist 2020 rona.

OBJIACTb TEXHUKH
Hacrosiinee n300pereHne OTHOCHTCS K AHTHUTENAM, KOTOpbIe CHeUnu(UYEeCKU CBSI3BIBAIOTCS C
OenkoMm anbda-2-cyopenunuiel perentopa untepnelikuHa-13 (IL13Ra2). Taxke omnmcaHbl

crocoObl onydeHust 1 npuMeHeHus antuten k IL13Ra2.

YPOBEHb TEXHUKH

IL13R0o2

Anbda-2-cyobenunnia perentopa unrepieiikuna-13 (IL-13Ro2; Takke n3BecTHast Kak Kjacrep
muppepenunposkn 213A2, CD213A2) npeacrtaBnsier coOOH CBA3aHHBI ¢ MeMOpaHOW OeokK,
KOTOphIi TecHO cBsizaH ¢ IL-13Ral, cyOpenuHumell koMIuiekca perentopa MUTOKHHOB I Trma

uHrepielikuta-13 smecte ¢ IL-4Ra.

Bwmecre, IL13Ral u IL-4Ra, obpasyror numep; IL-13 cBsasbiBaetcs ¢ uensto IL-13Ral, Torna kak
IL-4Ro crabunuszupyer 31O B3auMonelcTBue. IToT peuentop IL-13 Takke MOXKeT 3amycKaTh
nepenavy curHayios IL-4. B 00oux ciydasx 370 MpOUCX OAUT MOCPEICTBOM aKTHBALIMH ITyTH STHYC-
kuHa3bl (JAK)/CUTHaNmBHBIX TpPaHCIYKTOpPOB U akTuBaropoB Tpanckpumimu (STAT), uyro
npuBoguT K QocdopumupoBanuto STAT6. @ochopunupoannsiii STAT6 numepusyercs u
JOEUCTBYET Kak (PakTOp TPAHCKPHUIILHMH, AKTUBHUPYIOLIMA MHOTHE T€HbI, TAaKU€ KaK S0TAKCHH.
(Murata T, et al., Int J] Mol Med. 1998 Mar;1(3):551-7, Chomarat P, et al., Int Rev Immunol.
1998;17(1-4):1-52).

IL-13Ra2 komupyercs renom IL13RA2. IL-13Ro2 cesseiBaer 1L-13 ¢ oueHb BbICOKOI
adPUHHOCTBIO (M TO3TOMY MOKET U30JIMPOBATh €r0), HO He MO3BOJIsIET CBs3biBaThCs ¢ [L-4. OH
JENCTBYET KaK HeraTuBHbIN perynsatop kak IL-13, tak u IL-4, ogHakO MEXaHU3M 3TOrO SIBJICHUS
no cux nop He ompenenen (Seyfizadeh N et al, Acta Microbiol Immunol Hung. 2015 Dec;
62(4):341-78).

bruto obnapysxeno, uto IL-13Ra2 cBepxakcnpeccupyeTcst Ipy pa3IMYHbIX BHAAX PaKa, BKIFOYas

pak momkenynouHoit kenesnl (Fujisawa et al, Cancer Res. 2009 Nov 15;69(22):8678-85), pak
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suaankoB (Kioi et al, Cancer. 2006 Sep 15; 107(6): 1407-18), menanomy (Okamoto et al, Sci Rep.
2019 Feb 4;9(1):1281) u 3mokauectBeHHble rimoMmbl (Joshi et al, Cancer Res. 2000 Mar
1;60(5):1168-72).

Anturena xk IL13Ra2

IlonyueHne MBILIMHBIX MOHOKJIOHANBHBIX aHTUTen K IL13R02 myreM uMMmyHH3anuu caMoOK
mpiieii BALB/c cioureiM Oenkom denoBedeckoro pexomOuHantHoro IL13Ro2 omucano vy
Balyasnikova et al (J Biol Chem. 2012 Aug 31; 287(36): 30215-30227). Cpeau MbIIIMHBIX
antuTen k IL13R02, co3maHHBIX U OXapaKTEPU30BAHHBIX B ATOH NMyONMKALMH, €CTh aHTUTEJIO,

obo3HauenHoe kak «Kiou 47».

KoHBIOraThl aHTUTEIO-JIEKAPCTBEHHOE CPENICTBO

Tepanust Ha ocHOBe aHTUTEN ObUTa pa3paboTaHa I LeeHANPABICHHOrO JICUSHUs MAllUeHTOB C
paKoM, IMMYHOJIOTUMECKMMHU U aHTHOTeHHbIMU HapyumeHusimMu (Carter, Nat Rev Immunol. 2006
May; 6(5):343-57). Konsproratel  antuTeno-nekapcrseHHoe cpeactso  (ADC), Tt.e.
UMMYHOKOHBIOTaTbl ~ MCIOJB3YIOTCS U1  MECTHOH  JIOCTABKM  LUTOTOKCHYECKUX MM
LIUTOCTATHYECKHX areHTOB, T.€. JIEKAPCTBEHHBIX CPEICTB Il YHUUTOXKEHUS UM HHTMONPOBAHUS
OIyXOJIEBBIX KJIETOK, INpU JieueHHH paka. OHHM 00ecneYnBarOT HAINPABJICHHYIO JOCTABKY
JIEKApPCTBEHHOTO KOMITIOHEHTA K OIMYyXOJIsIM M BHYTPUKJIETOUHOE HAKOIUIEHHE B HHX, TOTJa Kak
CUCTEMHOE BBEIEHHE STUX HEKOHBIOTMPOBAHHBIX JIEKAPCTBEHHBIX areHTOB MOKET MPUBECTU K
HENPUEMJIEMbIM YPOBHSIM TOKCUYHOCTH JJIsl HOpMaJibHBIX KiIeTok (Xie et al (2006) Expert. Opin.
Biol. Ther. 6(3):281-291; Kovtun et al (2006) Cancer Res. 66(6):3214-3121; Law et al (2006)
Cancer Res. 66(4):2328-2337; Wu et al (2005) Nature Biotech. 23(9):1137-1145; Lambert J.
(2005) Current Opin. in Pharmacol. 5:543-549; Hamann P. (2005) Expert Opin. Ther. Patents
15(9):1087-1103; Payne, G. (2003) Cancer Cell 3:207-212; Trail et al (2003) Cancer Immunol.
Immunother. 52:328-337; Syrigos and Epenetos (1999) Anticancer Research 19:605-614).

Takum oOpazom gocTuraeTcsi MakCuMasibHast 3PPEKTUBHOCTh P MUHUMAJIbHON TOKCHUYHOCTH.
IMombiTkn  paspabotkn u  ouuctku ADC ObpulM  COCPENOTOYEHBI HA  CEJEKTHMBHOCTH
MOHOKJIOHAJIbHBIX aHTUTEJN (MKAT), a TaKXKe Ha MEXaHU3Me JCHCTBHS JIEKAPCTBEHHOTO CPEACTBA,
CBOWCTBAX CBSA3BIBAHMSA C JIEKAPCTBEHHBIM CPEICTBOM, OTHOLICHWH JIEKAPCTBEHHOE
CPEACTBO/aHTUTENO (3arpy3ka) U BBICBOOOXKAEHHUS JIEKApCTBEHHOro cpeacrea (Junutula, et al.,
2008b Nature Biotech., 26(8):925-932; Dornan et al (2009) Blood 114(13):2721-2729; US
7521541; US 7723485; W02009/052249; McDonagh (2006) Protein Eng. Design & Sel. 19(7):
299-307; Doronina et al (2006) Bioconj. Chem. 17:114-124; Erickson et al (2006) Cancer Res.

2
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66(8):1-8; Sanderson et al (2005) Clin. Cancer Res. 11:843-852; Jeffrey et al (2005) J. Med. Chem.
48:1344-1358; Hamblett et al (2004) Clin. Cancer Res. 10:7063-7070).  ®parmeHTbI
JIEKaPCTBEHHBIX CPEACTB MOTYT OKa3bIBaTh CBOE LINTOTOKCHYECKOE U LIUTOCTATUYECKOE IEHCTBHIE
10 MeXaHMU3MaM, BKJIOYAOIIMM CBsi3bIBaHHE TyOynuHa, cs3biBanue JJHK wmmn nHrubuposaHue
IIPOTEacOM W/WIM TONOM30Mepasbl. HekoTopble LUTOTOKCHYECKHE JIEKAPCTBEHHBbIE CPENCTBA
CKJIOHHbI MHAKTUBHPOBATbCS MM CTAHOBUTBHCS MEHEE aKTUBHBIMU TPH KOHBIOTHPOBAHUU C

OOJIBIITUMH aHTHUTEIAMH HIIH OEJIKOBBIMHU peUOCOTOPHBIMHU JIMTAHAAMU.

*® % %

VYuutsiBas poinb IL-13Ra2 B pakoBbIx 3a00/1€BaHUSIX YEIOBEKA, JKETATENbHO BbIIBUTh AaHTUTENA C
NPeNMYIIECTBEHHbIMU CBOMCTBAMHU, KOTOpbIe crieruduuecku ces3pBatoT IL-13Ro2. Hacrosmee

I/1306peTeHI/Ie OTHOCHUTCA K TAKHUM aHTHUTCJIaM.

KPATKOE OIIMCAHUE U3OBPETEHUA
B nHacrosiem n3o0peTeHnH npeuiosKeHbl r'yMaHu3npoBaHHble antuTena k IL13Ra2, mony4yeHHbie
B pesyabrare rymanuszaumuu MblmmHOro anturena k IL13Ro2 «Knon 47», omucaHHOro y

Balyasnikova et al (J Biol Chem. 2012 Aug 31; 287(36): 30215-30227).

Ha ocHoBe wbimuHoro «Kiona 47», aBTOpbl HACTOSINErO H300pETEHHUS CO3MATH  PsI
T'YMaHU3UPOBAHHBIX MOCJIEIOBATEIbHOCTEH TSXKEION U JIETKOMU LIenel C UENbI0 CO3JaHUs aHTUTE,
HUMEIOIIHUX 60.]'[66 HU3KYHO UMMYHOT'CHHOCTD Yy Y€JIOBCKA, YEM X UMEPHBIC aHTUTEIA, COACPIKALIUE

OCJIEAOBATEIbHOCTH TSDKEJION U JIETKOH Ielel MBIIMMHOI'O aHTUTENA.

Heoxxunanno OpL10 OOHAPYXKEHO, YTO B JOMNOJHEHHE K Oojiee HM3KOW MMMYHOT€HHOCTH 3TH
I'YMaHHU3HPOBAHHbBIE BAPHUAHTHI MOTYT 00JIaAaTh JPYTUMH ITOJIE3HBIMH CBOMCTBAMH TI0 CPABHEHHIO
¢ MpimuHBIM KioHom 47 w/wimm npyruMu rymMaHu3upoBaHHbIMH aHTUTenamu kK IL13Ra2,
HanpuMep, yiydimeHHoH ahGUHHOCTHIO K uenoBedeckomy IL13Ra2, kak yka3zaHO B APYTroM MecTe

AaHHOM OJOKYMEHTA.

CoOTBETCTBEHHO, B IEPBOM ACTEKTE B HACTOSAIIEM M300PETEHNH MPEIIIOKEHO T'YMaHH3UPOBAHHOE
aHTUTEJIO, KOTOpOE CBsi3blBaeTcs C anb(a-2-cyOpenuHune perentopa WHTepleiikuHa-13
(IL13R02), rme aHTHTENO COAEPKHUT BapuUaOENbHYIO O0JIACTh TSKENION IemH, COAEpKaIlyro
AMHHOKHCJIOTHYIO TIOCJIEZIOBATENIbHOCTD, BRIOPAHHYIO M3 rpynmbl, coctosmmen u3: SEQ ID NO: 3;

SEQ ID NO: 5; SEQ ID NO: 6; SEQ ID NO: 7; u SEQ ID NO: 8.
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B HekoTOpbIX BapHaHTaX OCYIIECTBJIEHHS T'yMAaHH3UPOBAHHOE AHTUTENIO IOTMOJHHTEIHLHO
COmepP:KUT BapualebHYID 00JacTh  JIETKOM  LeMH, COAEPKAIlyld aMUHOKHCIOTHYIO
MOCJIEIOBATENIbHOCTD, BRIOPaHHYIO U3 rpymiel, coctosmeit u3: SEQ ID NO: 4; SEQ ID NO: 9,
SEQ ID NO: 10; SEQ ID NO: 11. B HeKOTOpbIX BapHaHTaX OCYILIECTBJICHHUS AHTUTENO
JOTIOJIHUTEJIbHO CONEPIKUT KOHCTAHTHYIO O0JIACTh, MOJIYYSHHYIO U3 OIHOTO WU 0ojiee aHTHTEN

YECJIOBCKA.

B HEKOTOpBIX BapuaHTax OCYIIECTBICHHUSI aHTUTENIO COAEPIKUT BapuadesibHYI0 00JIaCTh TSHKENIOM
LIeNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocienosarenbHocTh. SEQ ID NO: 3, u:
(1) BapuabenpHyr0  OONacTp  JIETKOH  [eMM, HMEIIYH  aMHUHOKHUCIOTHYIO
nocaenoBatebHOCTE SEQ ID NO: 4;
(1) BapmabenbHyr0o  00NacTp  JIETKOH  IeMH, HMMEKIOIYI0  aMHHOKHCIOTHYIO
nocnepoBarenbHocTs SEQ ID NO: 9;
(i) BapuadenbHyt0 O0JacTh JIETKOM LEeNmd, HMEIOIY) aMHUHOKHCIIOTHYIO
nocnepoBarenbHocTh SEQ ID NO: 10; wnu
(iv) BapualenbHyr0 OONacTb  JIETKOM  LEMH, HMEHIOLIYI0  aMHUHOKHCIOTHYIO

nocaenosatenbHocTh SEQ ID NO: 11.

B HEKOTOpBIX BapHaHTaX OCYIIECTBICHHUSI aHTUTENIO COAEPKUT BapruabesbHYIO 00JIaCTh TSHKENIOM
LIETTH, IMEFOIIYI0 aMUHOKHUCIIOTHYIO TiocnenoBarenbHOCTh: SEQ ID NO: 5, u:
(1) BapuabenbHyr0  OONaCTh  JIETKOH  IIeMH, HMEIOINYI0  aMHHOKHCJIOTHYIO
nociaenosatenbHocTh SEQ ID NO: 4;
(1) BapmabenbHyr0O  00NAacCTh  JIETKOW  ILEMH, HUMEKOMYK  aMHHOKHCIOTHYIO
nocienosarenbHOCTh SEQ ID NO: 9;
(1i1) BapuabesbHYr0 00JacTh JIETKOW IeNu, HMMEIOIIYyI0 AMHUHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 10; nmu
(lv) BapmalenbHyr0 oOjmacTp  JIETKOW  LeNH, HWMEKOIIYH  aMHHOKHCIOTHYIO

nocienosarenbHocTh SEQ ID NO: 11.

B HekoTOpBIX BapuaHTaX OCYINECTBJICHHS aHTUTENO COAEPIKUT BapuabebHy0 00JIaCTh TSDKEJION
LIETTH, UMEIOIIYI0 aMHUHOKHUCIIOTHYIO TocsienoBarenibHOCTh: SEQ ID NO: 6, u:
(1) BapuabenpHyr0  OONacTp  JIETKOH  I[eMH, HMEIOUIYI0  aMHUHOKHCIOTHYIO

nocaenopatenbHocTh SEQ ID NO: 4;



(1) BapuabenmpHyr0  OOJACTh  JIETKOW  IIEMH,
nocienoBatenbHOCTE SEQ ID NO: 9;
(ii1) BapralelbHYyI0 00JacTh JIETKOW  IIeTH,
nocienoBatenbHOCT, SEQ ID NO: 10; unmu

5 (iv) BapuabenpHyr0  00JacTp  JIETKOW  IIEMH,

nocnenoBatenbHOCT, SEQ ID NO: 11.

HUMCHOLIYIO AMUHOKHUCJIOTHYIO

HUMCHOIYIO aMHWHOKHUCJIOTHYHO

HUMCHOIIYIO AMHUHOKHUCIIOTHY IO

B HexOTOpBIX BapHaHTax OCYILECTBIIECHNUS] AaHTUTENIO COAEPKUT BapuadesIbHY 0 00JIaCTh TSOKENOM

LIeNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocienosarenpbHocTs: SEQ ID NO: 7, u:

10 (1) BapuabenbHyr0  O0OJAaCTh  JIETKOW  IIETIH,
nocienoBareabHocTh SEQ ID NO: 4;
(1) BapmabenpHy0O  OOJACThb  JIETKOW  IIEMH,
nocnenosatenbHocTh SEQ ID NO: 9;
(ii1) BapuabesbHY0 00JacTb  JIETKOW  IIeMu,
15 nocienoBatenbHOCT, SEQ ID NO: 10; mu
(iv) BapuabenbHyr0 OONacTb  JIETKOH  IIemH,

nocienoBatenbHOCT, SEQ ID NO: 11.

HNMEIOIIYHO AMUHOKUCIIOTHYIO

1505(S10114%¢) AMUHOKHUCJIOTHYIO

UMCIOYIO  aMHUHOKHUCJIOTHYHO

HUMEIOIIYIO AMHWHOKHUCJIIOTHYIO

B HexOTOpBIX BapHaHTax OCYIIECTBIICHUSI AaHTUTENIO COAEPIKUT BapruadesbHY 0 00J1acTh TSOKENOM

20  wenu, UMEOLIYI0 AMUHOKUCIIOTHYIO nocienoBaTeabHocTh: SEQ ID NO: 8, u:

(1) BapuabenbHyr0  00JaCTh  JIETKOW  IIEMH,
nocienopareabHocTh SEQ ID NO: 4;
(1) BapuabenbHyr0  OOJACTh  JIETKOW  IIEMH,
nocinenoBatenbHOCTE SEQ ID NO: 9;

25 (111) BapuabenbHyr0 00JacTh  JIETKOW — IIeTH,
nocienoBaTenbHOCT, SEQ ID NO: 10; mm
(iv) BapuabenpHyr0  00JacTp  JIETKOW  IIEMH,

nocienoBatenbHOCTE SEQ ID NO: 11.

150%(S10)114%:0) AMUHOKUCIIOTHYIO

HUMCIOIIYIO AMUHOKHUCJIOTHYIO

UMCIOIIYKHO  AaMHUHOKHCJIOTHYHO

HUMCEHOIIYIO AMUHOKUCIIOTHYHO

30 B HEKOTOpPBIX NPEANOYTUTENBHBIX BAPUAHTAX OCYLIECTBIEHUS AHTUTEIIO CONEPIKUT:

(1) BapuabenbHyr0 O0NaCTh  TSDKEJIOW  Iemw,

HUMCHOIIYHO AMUHOKHUCJIOTHYHO

nocnenosatenbHocTh SEQ ID NO: 3, 1 BaprabenbHYI0 001aCThb JIETKOH HeTH, UMEIOIYIO

AMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;
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(1) BapmalenbHyr0 OONACTb  TSDKENOW  LEMH, HMEIOIYI aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 3, 1 BaprabenpHy0 001aCTh JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTs SEQ ID NO: 10;

(111) BapmabenmpHyr0 OONACTh TSDKENOH LEMH, UMEKINY0 aMHHOKHCIOTHYIO
nocnenosBatenbHocTh SEQ ID NO: 3, 1 BaprabenpHy 0 001acThb JIETKOH HeTH, UMEIOIIYIO
AMHUHOKHCIIOTHYIO nocnenoBarenbHOCcTh SEQ ID NO: 11;

(1v) BapmaOenpbHy:0 00JACTh  TSDKENOW LENH, HMEIOUYD aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 5, u BaprabenpHyr0 001aCThb JIETKOH [eTH, UMEIOLIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;

(v) BapuabenpHyr0 00JMacTh  TSDKEJIOM  LEMH, HMMEIINYID aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 5, 1 BaprabenpHyr0 001aCThb JIETKOH [eTH, UMEIOLIYIO
AMHHOKUCJIOTHYIO nocienosarespHocTh SEQ ID NO: 10;

(vi) BapmalenmpHyt0 00JAaCThb TSDKEJOH LeNH, HWMEIOLYI  aMHHOKHCIOTHYIO
nocnenosatenbHOCTh SEQ ID NO: 5, u BapuabenibHyr0 00J1aCTh JIETKOM LIEMH, UMEFOIIYIO
aMUHOKHUCJIOTHYIO nocienosareabHocTs SEQ ID NO: 11; unu

(vil) BapuabenpHyr0 00JacCTh TSDKENIOW LENH, HMEIYd aMHHOKHUCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 8, u BapuabenbHy0 001aCTh JIETKOH 1eNH, HMEIOLIYEO

aMUHOKHUCIIOTHYIO TiocienoBaTenbHocTh SEQ ID NO: 11.

B HEKOTOPbIX 60.]'[66 NPEANIOYTUTEIIbHBIX BapUaHTaX OCYILICCTBIICHUSA AaHTUTEIO COOCPIKHUT:!

(1) BapuabenbHYr0 O00NMACTh  TSIKENOH  LEMHM, WMEIOIIYI0  aMHUHOKHCIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 3, u BapuabenbHYI0 00J1aCTh JIETKOU LIENH, HMEFOIIYIO
aMUHOKHCIOTHYIO nocnenosatenbHOCcTh SEQ ID NO: 4;

(i) BapmabenpHYr0 O0MACTh TSDKEJIOH  LEMH, HUMEKINYH aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 5, u BapuabenbHYI0 00J1aCTh JIETKOU LIETH, HMEFOIIYHO
aMUHOKUCIOTHYIO nocienosateabHOCTh SEQ ID NO: 4; u

(1) BapuabenpHYr0 O0JACTH  TSDKENOW LENMH, HWMEIIIYID aMHUHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenibHYI0 00JIaCTh JIETKOU LN, HMEFOIIYIO

aMUHOKHCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 11.

B HEKOTOPbIX 0COOEHHO NPEANOYTUTCIIBHBIX BapHUaHTaX OCYLICCTBICHUA aAHTUTEIO COACPIKUT
BapradesbHY 0 00IACTb TSKEJION LeNHt, IMEIOIYI0 aMUHOKUCIIOTHYIO TOCIEeA0BaTeIbHOCTh SEQ
ID NO: 3, u BapuabenpHyr0 00JacTh JErKOH LENMH, HMEIOMYID aMHHOKHUCIOTHYIO

noclienopareabHoCcTh SEQ ID NO: 4.
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B HekOTOpBIX BapuaHTaxX OCYLIECTBJICHUs] T'YMaHU3UPOBaHHOE aHTUTENO cBsaA3biBaeT IL13Ra2 ¢
adpunnocteio (Kp) He Boime 5x1071° M, nanpumep, se Boimte 2,5%1071° M unu He Bbime 1,5%10°
1" M. B HekoTOpbIX BapuaHTax OCYIIECTBJEHHMS I'yMaHM3MPOBAHHOE AHTHUTENO CBS3bIBAET
IL13Ra2 ¢ 6onee Boicokoi addunHocThio (Kp), ueM aHTHTENO, Comeprkainee BapHaOEbHYIO
00J1aCcTh TSDKENION LeNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nociienoBatebHocTh SEQ ID NO: 1, u
BapraleNbHy 0 00JIaCTh JIETKOW LIeTIH, UMEIOINYI0 aMUHOKHUCIIOTHYIO mocienoBaTenibHoCcTh SEQ
ID NO: 2, u HeoOs13aTeNpHO KOHCTAHTHYIO OOJIaCTh aHTUTENa. B HEKOTOPBIX BapHaHTax
ocymectsienns apdunHocts (Kp) ompenensroT mo MmpoTOKONy, OMHUCAHHOMY B TpUMEpax,

HanpHuMep, ¢ MOMOIIBIO aHanu3a Biacore.

B HeKOTOpBIX BapMaHTax OCYIIECTBIEHHs TI'yMaHH3UPOBAHHOE AHTUTENO KOHKYPEHTHO
uHruoupyet ceszpiBanue ¢ IL13Ra2 antuTena, comepskaiiero BapradebHy 0 00JIaCTh TSIKEIOH
LIeNy, MMEIOINYI aMHHOKHCIIOTHYIO mnocienosarenbHocth SEQ ID NO: 1, u BapuabenbHyro
o0yacTe JIETKOW LNy, MMEIOIYI0 aMUHOKUCIOTHYI0 nocinenosarenbHocte SEQ ID NO: 2. u

HeoO0s13aTeNIbHO KOHCTAHTHYIO 00JIACTh aHTHUTENA.

B HekoTopbix Bapuantax ocymectBienus IL13Ra2 npencrasisier codoii IL13Ro2 yenoseka.

IMocnenoBaTenbHOCTH BapHaOeIbHBIX 00JIACTEl TsHKEIOW Lenu W/viu BapuabebHbIX 00nacTel
JIETKOM LIeNM aHTUTENa, OMHCAHHbIE B JAHHOM JIOKYMEHTE, MOTYT OBITh MOIU(UIMPOBAHBI,
HampUMep, MyTeM BCTABOK, 3aMEH W/WJIM JAeNIeLUH 10 TaKOW CTENEeHH, YTO 'YMAaHU3UPOBAHHOE
AHTHUTEJIO COXpaHsieT crocoOHOCTh cBsizbiBaThCs ¢ IL13Ra2. Cnenuanuct B maHHON obnacTu
TEXHHKA MOXKET YOeAMThCS B MOAAEPKAHUHM 3TOW AKTUBHOCTH, BBINOJHSA ()YHKLIHMOHAIbHBIC

AHAJIN3bI, OMMMCAHHBIC B JAHHOM OOKYMEHTE NUJIU N3BECTHLIC B I[aHHOfI 00JIaCTH TEXHUKHU.

COOTBETCTBEHHO, B HEKOTOPBIX BapHaHTaX OCYIIECTBJIEHHs BapuadeibHass 00JaCTh TSHKENOH
enu coaepkut He 6osee 20 BCTaBOK, 3aMeH W/WIK Jejielui, HanpuMep, He Oonee 15, He Ooee
10, He 6ouee 9, He Oostee 8, He Oonee 7, He Oosee 6, He Oonee 5, He Oonee 4, He Oonee 3, He Oosee
2 wim He Oonee | BCTaBKH, 3aMEHBI W/WIIN JIeleH. B HEKOTOPBIX BapHAHTAX OCYINECTBIICHUSI
BaprabenbHas 00JIaCTh JIETKOH Lienmu comep:kut He Oonee 20 BCTABOK, 3aMEH W/WMJM JENELUH,
HanpuMep, He Oosee 15, He Oonee 10, He Oonee 9, He Gonee 8, He Oonee 7, He Oonee 6, He Oonee

5, He Oosee 4, He Oonee 3, He Oonee 2 wnu He OoJiee 1 BCTaBKH, 3aMEHbI H/UJIH JIEJIEIUH.
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B HEKOTOPBIX BapHAHTAX OCYHWCCTBIICHUA T'YMAaHU3UPOBAHHBIC AHTUTEJIA TI0 HACTOALIEMY
M300pETeHUI0 BKIJIIOYAIOT aHTHTeNa, comepxkamue nomensl VH u VL ¢ aMHHOKHCIOTHBIMU
NMOCJCAOBATCIIbHOCTAMMU, KOTOPBIC UACHTUYHBI MOCJICAOBATCIbHOCTAM, OIMHMCAHHBIM B HAHHOM

JTOKYMEHTE.

Bo BTOpOM acriekte B HACTOSIIIEM H300PETEHUH MIPEIIOKEH KOHBIOTAT aHTUTEJIO-IEKaPCTBEHHOE
CPENCTBO, ConIep:Kalluii I'yMaHU3UPOBAHHOE AHTUTEIO B COOTBETCTBUM C MEPBBIM aCIEKTOM
nanHoro m3oOperenus. KOHBIOraTel Mo HACTOSIIEMY H300PETEHUIO BKIIFOYAIOT AHTHUTEIO,
KOHBIOTUPOBAHHOE, T.€. KOBAJICHTHO MPUCOENNMHEHHOE JIMHKEPOM, K JIEKAPCTBEHHOMY

KOMIIOHEHTY.

B TPETBEM ACTICKTC B HACTOALICM I/1306peTeHI/II/I MNpeAJIOoKCHaA (bapMaueBTquCKas[ KOMIIO3 LM,
comepkaiass aHTUTEIIO B COOTBETCTBUH C TIEPBBIM aCIICKTOM WM KOHBHOTAT AHTUTEJIO-
JCKApCTBEHHOE CpPE€ACTBO B COOTBETCTBUU CO BTOPbIM aCIICKTOM U (bapMaI_[eBTI/I"IeCKI/I

npuemMiIeMblii pa30aBUTENb, HOCUTENb HJIM BCIIOMOTaTeIbHOE BELIECTBO.

B Hacrosmem I/1306peTeHI/II/I TAKKE€ TIPCAJIOKECHBI TAKHUE AHTUTEJIA, KOHBIOraTbl H
(1)apMaLIeBTI/I"IeCKI/Ie KOMITIO3ULINKU JIs1 IIPUMEHCHUSA B crocobe JedeHus: U IMPUMCHCHUE TAKUX
AHTUTECJI, KOHBHOTAaTOB H Q)apMaueBTqucxnx KOMITO3HUIIUA B MpOU3BOACTBE JICKAPCTBCHHOI'O

npenapara sl IPUMEHEHHs B CIIOCo0e JISYeHNs].

B HacTosiem m300peTeHnn TakKe MPeIIOKEHbl MOJTMHYKICOTH b, KOJUPYIOLIHE aHTUTENA 110
JaHHOMY HW300PETeHHIO, BEKTOPBI, COAEpKAIlHMe TaKWue TMOJHMHYKJICOTHABL, U KJIETKH-XO35€Ba,
CoIep KALINe TAKUE BEKTOPBI, & TAKKE CIIOCOOBI MOJYYESHHUSI aHTUTEN TI0 JAHHOMY M300pETEeHUIO,
BKJIFOYAIOLINE KYJIbTUBHUPOBAaHHE TAKUX KIJIETOK-XO35€B B YCIOBHSX, MOAXOASIIUX IS

SKCIPECCHH AHTUTEI TI0 TAHHOMY H300PETEHHIO.

KPATKOE OIIMCAHUE YEPTEXEH

Qur. 1
CpaBHeHHe TOCIIeIOBaTEIbHOCTEH MBILIHHBIX BapuadenbHbIX qoMeHoB Tshkenol (VH) u nerkoi

(VK) ueneii «Knon 47» u «HuCL47». CDR noguepkHyTHI.

dur. 2



10

15

20

25

30

35

CpaBaenne wmpbimuHoro Kinona 47, rymanusupoBaHHoro Bapuanta HuCL47 wu aHTuTen

N30TUNHYecKoro koHTpossa B12, koropsele cBs3piBatoTes ¢ kinerkamu NCI-HI1299.

@ur. 3
CpaBuenue cBsi3bBaHus MpIMHOTO Clone47, rymanusupoBanHoro Bapuanta HuCL47 u anTuTten

n30TUNUYecKoro KoHTposst B12 ¢ momomsio ELISA.

HOJAPOBHOE OINUCAHUE U30OBPETEHUSA

ACTIeKTbI U BAPUAHTHI OCYIIECTBJICHUSI HACTOSIIETO H300pETeHUs Tenepb OYAYT OOCYKAaThCs CO
CCBUIKOH Ha mpuJjaraemble rpaduyeckue Marepuaibl. JlOMONMHUTEIbHbIE ACTIeKThl U BaPUAHTHI
OCYINECTBJICHHs OyIyT OYEBUIHBI CIICLIUAJINCTAM B TaHHOHN 00JacTH TeXHUKU. Bce TOKyMEHTSI,

YHOOMSIHYTBIE B 5TOM TCKCTEC, BKIIFOYUCHBI B JIAaHHBIN AOKYMCHT NNOCPEACTBOM CCBUIKHU.

I'yMaHu3MpoOBaHHBIE aHTUTEIA

B Hacrosimem n3o0pereHnn npemioKeHsl r'yMaHH3UpoBaHHbIe anTuTena k [IL13Ra2.

«KnoH 47» npencrasnseT codoli meimnHoe antuteno k IL13Ro2, onucannoe Balyasnikova et al
(J Biol Chem. 2012 Aug 31; 287(36): 30215-30227). Ha ocHOBe mocjie10BaTeIbHOCTEH TSIKEIOH
u jierkoit uenei mpiHoro Kiona 47 (SEQ ID NO: 1 u SEQ ID NO: 2, cOOTBETCTBEHHO), aBTOPBI
HACTOSIIIET0 M300PETeHUsT CO3IAIM Psil MOCIENOBATEIbHOCTEH I'YMAHU3UPOBAHHBIX TSKEJION U
JIETKOW Leneil ¢ LeJbl0 CO3MaHMS aHTUTEN, UMEKLUX Oojiee HU3KYK) HMMMYHOTE€HHOCTH Y
YejioBeKa, YeM XHMEpHbIE aHTHTENa, COMAEpKAIlUe IMOCIIEN0BATEIbHOCTA TSIKENON U JIETKOM

Hener MBIIIUHOTO AHTUTEJIA.

HeoxxupnanHo Obuto  OOHAapy’kKe€HO, YTO HEKOTOpble TIOJIyYeHHbIE TakuM  oOpa3om
I'YMaHU3HPOBAHHBIE BApUAHTBl MPOSBISIOT YJYULICHHYO ap@UHHOCTE K YelOBEYECKOMY
IL13Ra2 no cpaBHeHuro ¢ xuMepHblM Kionom 47. I'ymMaHuU3MpOBaHHbIE AaHTHUTENA IO
HACTOsIEMy H300pPETEeHHI0 MOTYT Takke oOjamaTh OfHUM WiH Oojiee JONOJHHUTEbHBIMU
NOJIE3HBIMH CBOWMCTBAMM,  TAaKUMH Kak VJy4lIeHHass CTaOWIbHOCTb W/WIM aKTHBHOCTD

YHUYTOXCHUA KIIETOK, KaK YKa3aHO HUXKC.

Takum obOpa3om, Hacrosee H300pETEHHE OTHOCHTCS K aHTHTENy, KOTOPOE CBSI3bIBAETCS C
IL13R02, mpuyeM aHTHTENO COAEPKUT BapHaOeNbHYI0 O0JIACTh TSDKEJIOW IEeTH, COAEpPIKAIIYHO
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTD, BRIOPAHHYIO U3 TpyIIbl, coctosimen m3: SEQ ID NO: 3

(VHA: VH HuCL47); SEQ ID NO: 5 (VHAback); SEQ ID NO: 6 (VHA1); SEQ ID NO: 7

9



10

15

20

25

30

(VHA2); u SEQ ID NO: 8 (VHA3). B HEKOTOPBIX MpPENNOYTUTENIbHBIX BapHaHTaX
OCYIIECTBJIEHUS] AHTHUTEJI0O MOXET COHepXKaTb BapuabenbHY0 OOJacTb TSDKENOH —Iemnu,

comepsKalyo aMHHOKUCIIOTHYIO nocyenosareabHocTh SEQ ID NO: 3 (VHA; HuCL47 VH).

B HexkoTOpbIX BapuaHTaxX OCYIIECTBJIEHHS AHTUTENO MOXKET JOIMNOJHUTENbHO COAEPIKaTh
BapraleNbHyI0 OOJIACTh JIETKOW LENH, COAEPIKAIlYI0 aMHHOKHCIOTHYIO ITOCIENOBATEIbHOCTD,
BeIOpaHHyI0 u3 rpymmel, coctosmei u3: SEQ ID NO: 4 (VKA; VL HuCL47); SEQ ID NO: 9
(VKAback); SEQ ID NO: 10 (VKAIl); m SEQ ID NO: 11 (VKA2). B HekoTOpbIX
NPEANOYTHTEIbHBIX BaPUAHTAX OCYLIECTBJICHUS AHTUTENO MOXET COAEp)KaTh BapHadeENbHYIO
00J1acTh JIETKOHN LemH, COMep KAyl aMHHOKHCIOTHYIO mocienosarenbHocTe SEQ ID NO: 4

(VKA; VL HuCL47).

B HEKOTOpBIX BapHaHTaX OCYINECTBICHUS] W300pETeHUs AaHTHTENO MOXKET CONepIKaTh
BapuabepHyr0 00J1aCTh TSKEIION LeNH, HUMEIOLIYI0 aMHUHOKHUCIIOTHYIO IOocieoBaTenbHOCTh SEQ
ID NO: 3, u BapualbenbHy0 00JacTh JIETKOH IeNH, MMEIOIY) aMHHOKHCIOTHYIO
nocaenoBarenbHOCTh: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; uiau SEQ ID NO: 11.

B HeKOTOpBIX BapHaHTax OCYIIECTBICHHS W300pETEHHs AaHTUTENIO MOXKET COIepXKaThb
BapradesbHyI0 00J1aCTh TSDKENOH LenH, UMEIOIY 0 aMHHOKUCIIOTHYIO TocieoBaTenbHoCcTh SEQ
ID NO: 5,
nocnenopareabHOCTh: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; muiu SEQ ID NO: 11.

U BapuabenpbHyr0 00JaCTh JIETKOW LeMH, WMEKOLIYI) aMHHOKHCIOTHYIO

B HekoTOpBIX BapWaHTax OCYIIECTBJIEHUs] H300pPETEHUs AaHTUTENI0O MOXET COJAEPKaTh
BapuabebHyI0 00J1aCTh TSKEIIOHN LeNH, NMEOLTYI0 aMUHOKHCIIOTHYIO ITOCIeA0BaTeIbHOCTh SEQ
ID NO: 6, u BapuabenpHyr0 00JacTh JIETKOH LENMH, HMMEIOMYID aMHHOKHUCIOTHYIO

nocaenosarenbHOCTE: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; mau SEQ ID NO: 11.

B HekoTOpBIX BapHaHTax OCYIIECTBICHHS HW300PETEHHs AaHTUTEIO MOXET COIepXKaTb
BapuabebHyI0 00J1aCTb TSHKEIIOHN LeNH, NMEIOLTY0 aMUHOKHCIIOTHYIO ITOCIEA0BaTeNbHOCTh SEQ
ID NO: 7, u BapuabenpHyr0 0OJacTp JIETKOH LENMH, HMEIOMYID aAMHHOKHUCIOTHYIO

nocaenosatenbHOCTE: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; uau SEQ ID NO: 11.

B HeKoTOpBIX BapWaHTax OCYIIECTBICHHS HW300PETEHHs AaHTUTENO MOXKET COIepXKaThb

BapradesIbHY 0 O0JIACTh TSHKENION LeTH, UMEIOIIYI0 aMHHOKHCIIOTHYIO TocienosaTeibHocTh SEQ
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ID NO: 8,
nocaenosarenbHOCTh: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; uau SEQ ID NO: 11.

U BapuabenpHYI0 O0NacTb JIETKOH LeMH, HMMEIOUIY0 aMHUHOKHCIOTHYIO

Takum 00pa3oM, KOHKPETHO pacCMaTPUBAEMble BapPUAHTHI OCYINECTBJCHHS H300pETEHHS

BKJIFOUAIOT aHTUTENA, KOTOPBIE MOTYT COAEPKATh:

1) BapualenmpHyr0  0O0JacTb  TSDKENOW — LENHM, HMEIOUIYI0  aMHHOKUCJIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 3, 1 BaprabenpHyr0 001aCThb JIETKOH HeTH, UMEIOLIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;

i1) BapualenbHY0  00NacCTh  TSDKEJNOW  IeMM, MMEIOIIYI0  aMHUHOKHCJIOTHYIO
nocienoBatenbHocTh SEQ ID NO: 3, u BapraOenpHy0 001aCTh JIETKOH e , UMEFOLIYIO
aMUHOKHUCJIOTHYIO nocyenosareabHocTh SEQ ID NO: 9;

iii) BapmalenbHyr0 OONacTp TSDKEJNOH  ILeNMH, MMEIOUIYI0  aMHHOKHCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 3, u BapuabesbHy0 001aCTh JIETKOH 1eNH, MMEIOLIYO
aMUHOKHCIIOTHYIO nocienosarensHocts SEQ ID NO: 10;

iv) BapmabenbHy0 O0NAacThb  TSDKEJNOH  [ENM, MMEIOUIYI0  aMHUHOKHCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 3, u BapuabenbHy0 001aCTh JIETKOH 1eNH, HMEIOLIYO
aMUHOKHUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 11;

v) BapuabenbHY0 00JacTh  TSDKENOHM  LenHW, HMMEIOUIYK)  aMHHOKHCJIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 5, u BapuabenbHYI0 00J1aCTh JIETKOM LIETH, HMEFOIIYIO
aMUHOKUCIIOTHYIO nocienoBatebHOCTh SEQ ID NO: 4;

vi) BapualenbHyr0 00JacTh  TSDKEJIOW  I[eNMH, UMEHIIIYI0  aMHHOKUCIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 5, 1 BapuabenbHYIO 00J1aCTh JIETKOU LENU, UMEFOIIYIO
aMUHOKUCIIOTHYIO nocienosateabHOoCTh SEQ ID NO: 9;

vil) BapuabenbHYI0 O0JacTh TSDKEJOH [enu, MMEIMYK  aMHUHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 5, u BapuabeibHYI0 00J1aCTh JIETKOU LIETH, HMEFOIIYEO
aMUHOKUCIIOTHYIO niocsenoBaTenpHOCTh SEQ ID NO: 10;

viii) BapualeNbHYH0 O0JAaCTh TSDKEJIOH IeNH, HWMEINYH aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 5, u BapuabenbHYI0 00J1aCTh JIETKOU LN, HMEFOIIYHO
aMUHOKUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 11;

iX) BapualenmpHYH0 O00JACTh  TSDKEJNOH  IeNH, HMEIIY  aMUHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 6, u BapuabenibHYI0 00J1aCTh JIETKOU LN, HMEFOIIYIO

aMUHOKUCIIOTHYIO nocienosareabHOCTh SEQ ID NO: 4;

11
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X) BapualeNbHyr0  O0NacCTh  TSDKENOW  LeNH, HMMEIOLIYI0  aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 6, 1 BapuabenpHy0 001aCTh JIETKOH LEMH, UMEIOIIYIO
AMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;

xi) BapualOenbHYI0 00JacTh TSDKENOH  LenH, MMEINYI0  aMHHOKHCIOTHYIO
nocnenosBatenbHocTh SEQ ID NO: 6, 1 BaprabenpHyr0 001aCThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenpbHocTs SEQ ID NO: 10;

xil) BapualenpHyr0 OONacCTh TSDKENOW IeNH, HMEILY0 aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 6, 1 BaprabenpHyr0 001aCThb JETKOH [eTH, UMEIOIIYIO
aMHMHOKUCJIOTHYIO nocienosarenpHocTh SEQ ID NO: 11;

Xiil) BapuabenbHy0 00JaCTh TSDKENOW LEeNH, MMEIOIIYI0 aMHHOKUCIIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 7, 1 BaprabenbHyI0 001aCThb JETKOH [eTH, UMEIOLIYIO
aMHMHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;

Xiv) BapuabenbHYI0 00JacTh TSOKEJNOH ILeNny, MMEINY aMHHOKHCIOTHYIO
nocnenosatenbHOcTh SEQ ID NO: 7, u BapuabesnbHyt0 00JacTh JETKOH ey, HMEIOLIYIO
aMUHOKHCJIOTHYIO niocaenoarenbHocTh SEQ ID NO: 9;

Xv) BapualenpHyr0 00JacTh TSDKENOW  LENH, HMEIIIY  aAMHHOKHCIOTHYIO
nocnenosatenbHOcTh SEQ ID NO: 7, u BapuabesbHy0 00acTh JIETKOH 1eNH, HMEIOLIYEO
AMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 10;

Xvi) BapuabeNpbHy0 O00JACTb TSOKEJOW ILeNd, UMEIOIIYD aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 7, 1 BaprabesbHy0 00J1aCThb JIETKOH HeTH, UMEIOIIYIO
AMHHOKUCJIOTHYIO mocienosarenbHocTh SEQ ID NO: 11;

xvil) BapuabenbHYIO O0JacTh TSDKEJIOH Ienu, WMEIUIYI0 aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 8, 1 BaprabesbHy0 00J1aCThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO niocienosarenbHocTh SEQ ID NO: 4;

Xviil) BapualeNpHyr0 O0JNACTh TSDKEJOW IeNnu, WMEIOIIYH aMHHOKHUCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenbHYr0 001aCThb JIETKOU e, UMEIOIIYIO
aMUHOKHUCIIOTHYIO nocyenosarebHOCTh SEQ ID NO: 9;

Xix) BapuabenbHyr0 O00JIaCTh  TSDKENOW  LeMH, HUMEKLIYI0 aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenibHYI0 00JIaCTh JIETKOU LN, HMEFOIIYHO
aMUHOKHUCIOTHYIO nocienosareabHoCcTh SEQ ID NO: 10; n

XX) BapuaOenpbHyr0 00JacTh  TSDKEJNOM  Lenmd, MMEHOINYK)  aMHUHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenbHY0 00J1aCTh JIETKOU LN, HMEFOIIYIO

aMUHOKUCIIOTHYIO nocienosarenbHocTh SEQ ID NO: 11.
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HeKOTOpre NPpEeATIOUYTUTCIIbHBICE KOHKPETHO pPAaCCMATPUBACMBIC BAPHUAHTBI OCYIICCTBIICHUA

JaHHOIO I/1306peTeHI/I$I BKJIFOYAKOT aHTUTEJIA, KOTOPBIC COACPIKAT:

BapUadeTbHYIO o0NacTp  TSHKENOW  [eNmu,  UMEHIINYH  aMHHOKHCIJIOTHYIO
nocnenosarenbHocT SEQ ID NO: 3 (VHA; VH HuCL47), u BapuabenbHy0 00nacTsb
JIETKOW LIeTTH, UMEFOIIYI0O aMUHOKHUCIIOTHYO nocsienoBarenbHOCTh SEQ ID NO: 4 (VKA;
VL HuCLA7);,

BapradeTbHYIO 0o0NacTh  TSOKENOW  [eNmu,  UMEHIINYI  aMHHOKHCIJIOTHYIO
nocnenosarenbHocTs SEQ ID NO: 3 (VHA; VH HuCL47), u BapnalenbHy0 00nacTb
JIETKON 1LIeNH, MMEUIY aMMHOKUCIOTHYI0 mnocnenosarenbHocTe SEQ ID NO: 10
(VKAL);

BapuadeNbHYIO o0nacTe  TSOKENOW  Iemw, UMEIOIYI0  aMHHOKHUCJIOTHYIO
nocnenosatenbHocts SEQ ID NO: 3 (VHA; VH HuCL47), u BapuabenbHyr0 001acTh
JIETKOM 1INy, WMEIOLIYI0 aMHHOKHUCJIOTHYI0 mnocienosarenpHocts SEQ ID NO: 11
(VKA2);

BapuabenpHyr0  00NacTb  TSDKEJIOH  [enmd,  HMMEIYKd  aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 5 (VHAback), 1 BapuabenpHyro 001acTb JIETKOH LenH,
UMEIOLIYI0 aMHHOKHUCIOTHYIO nocienosateibHocTe SEQ ID NO: 4 (VKA; VL HuCLA47);
BapualenpHyt0  00JacTb  TSDKENOM — LeNM,  WUMEIOLYI  aMHHOKHCIIOTHYIO
nocnenosareabHocTb SEQ ID NO: 5 (VHAback), u BapuabenbHyro 00acThb JIETKOI LienH,
UMEIOIIY0 aMHHOKHUCIOTHYIO nocienoBatesibHocTh SEQ ID NO: 10 (VKAL)
BapHuabebHYIO o0yacTh  TSKENOW  Iemw, UMEIOIYK0  aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 5 (VHAback), u BaprabenbHyro 001acThb JIETKOI LM,
UMEIOLIY0 aMHHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 11 (VKA2); u
BapHuaOeTbHYIO o0NacTp  TSOKENOW — Lemu,  UMEHIINYH  aMHHOKHCJIOTHYIO
nocienosatenbHocTh SEQ ID NO: 8 (VHA3), u BapnabenbHyro 00JacTh JETKOW LETIH,

UMEIOLIYI0 aMHHOKHUCIOTHYIO nocienosatesibHocTh SEQ ID NO: 11 (VKA2).

Jlpyrue mpenrnouTUTeIbHbIE BAPUAHTHI OCYINECTBJICHHS HACTOSINEro M300peTEeHUs BKIIIOYAIOT

aHTUTEJa, KOTOPbIE COIEpIKaT:

BapHUaOeTbHYIO o0nacTe  TSOKENOW  [eNmu,  UMEHIINYH  aMHHOKHCJIOTHYIO
nocnenosatenbHOcTh SEQ ID NO: 3 (VHA; VH HuCL47), u BapuabenpHyr0 001acTh
JIETKOM [eTH, UMEIOIIYI0 aMUHOKUCIIOTHYIO mocnenosarebHOCTh SEQ ID NO: 4 (VKA;
VL HuCLA47);,

BapHUadeIbHYIO o0nacTe  TSOKENOW  [eNmd,  UMEIINYK  aMHHOKHCIIOTHYIO

nocienosatenbHOCTh SEQ ID NO: 5 (VHAback), u BapnaGenbHyro 005acTh JIeTKoil ey,
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UMEIOLIYI0 aMUHOKHUCIIOTHYIO nocnenosateabHocTe SEQ ID NO: 4 (VKA; VL HuCLA47);
u

- BapualeNbHYIO o0NacTh  TSHKENOW  [eNmu,  UMEHIINYH  aMHHOKHCIJIOTHYIO
nocienosatenbHOocTh SEQ ID NO: 8 (VHA3), u BapnabenbHyr0 00JacTh JEKOW LETIH,

UMEOINYI0 aMIHOKHUCIOTHYIO nocienosatesibHOCTh SEQ ID NO: 11 (VKA2).

B HekoTOphIX OCOOEHHO MPEANOYTHUTENbHBIX BapHAHTAX OCYIIECTBJIICHHS HACTOSILIETO
U300pETeHUsT AHTHUTENIO CONEPKUT BapuabeNbHYH O00JIACTh TSDKENIOW IMenH, WMEIOIIYIO
aMUHOKHCJIOTHYIO nocnenoBatenbHocTh SEQ ID NO: 3, u BapnabenbHyro 00J1aCTh JIETKOH LIeTIH,
MMEIOLIYI0 aMUHOKUCIOTHYIO mociienoBatenbHocTh SEQ ID NO: 4. Takue anTtuTeNna MOTyT

YIIOMHMHATBCS B JAHHOM A0KyMeHTe kak «huCL47».

AHTHTENA TO JAaHHOMY H300pPETEHHUIO SBIIIOTCS T'YMAaHM3HPOBAHHBIMH HWJIM  TTOJHOCTBIO
YEIOBEYECKMMH AHTUTENIAMH WMJIM COZEpXKaT BaphaOeNbHbIE JOMEHBI, KOTOpbIE SBIISTFOTCS
I'YMaHU3HPOBAHHBIMHI HJIM MOJHOCTBIO YEJIOBEYECKUMU. AHTHTENA MO AAaHHOMY M300pETEeHHIO
MOTYT OBITb BBIAEJICHHBIMU I'YMAHU3UPOBAHHBIMU MJTH MOJTHOCTBIO YeJIOBEYECKUMHU aHTUTEIIAMH.
B HekoTOpbIX BapuaHTaxX OCYINECTBJIECHHUS AHTUTENA IO HACTOSIIEMY H300PETeHHIO MOTYT
JOTOJIHUTENIBHO COZIEPIKaTh KOHCTAHTHYIO 00JIaCTh aHTUTENA, IIOTYYeHHYIO M3 OAHOr0 Win Oonee

AHTHUTEJI YCJIOBEKA.

B onHOM BapuaHTe OCYINECTBJIEHHs HACTOsIIEE H300peTeHHe 00eCIeunBaeT aHTUTENIO, KOTOPOe
CBSI3BIBAETCS C alibda-2-cyObenuuuieit peuentopa untepneiikuna-13 (IL13Ra2), comepkariee
TSOKENYKO  1IeTlb, COAEPIKAINYI0  OMpeneNsolue KoMmruieMeHTapHocTh  obmactu  (CDR),
npuseneHnbie B SEQ ID NO:13, SEQ ID NO:14. u SEQ ID: NO 15; u/unu Jerkyro Uenb,
conepskamyio (1) CDR, npusenennsie B8 SEQ ID NO:16, SEQ ID NO:17 u SEQ ID: NO 18; u (ii)
ocTaToK cepuHa B noyoskeHuu 30 (Hymepanwms co cepuikoit Ha SEQ ID NO: 3), roe no mMeHbiei
Mepe BapuadeNbHble O0JACTU SIBIISIOTCS TOJHOCTHIO YEJIOBEYeCKHMMU. B OINHOM BapuaHTe
OCYIIECTBJICHHST AHTUTEJIO SIBJIIETCS MMOJTHOCTHEO YeJIOBEUECKHUM, BKJTFOYasi KOHCTAHTHBIE O0JIACTH.
B poncTtBeHHOM BapHaHTe OCYIIECTBJICHHS HACTOsINEe M300pETEHHUE OTHOCUTCS K KOHBIOTATY
AHTHUTEJIa, COAEepKAIleMy YKa3aHHOE aHTUTEJIO U JTUMEP NMHUPPOJodeH30uasenuHa. B oqHOM

BapPHUAHTE OCYILICCTBIICHUS JICTKasA LEIb NPECACTABIIACT coboit JIETKYHO Kalla-uernb 4€JI0BEKaA.

CBs3pIBaHUE aHTUTEN

OnucaHHble B JAaHHOM JOKYMEHTE aHTUTENIa MPENCTABISIIOT COOOM aHTUTENa, KOTOpbIe

cnerududecku cpszpiBaroTes ¢ IL13Ra2.
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B koHTEkcTe HaHHOro MOKyMeHTa TepMHUHBI «CBsi3biBaTh ¢ IL13Ra2» u «cesaseBath IL13Ra2»
o3Ha4aroT, uro aHtureno ces3pBaeT IL13Ra2 ¢ Oonee BhicOKO adPUHHOCTBIO, ueM
HecrielpUyIecKuil mapTHep, TAKOHW Kak Oblanii ChIBOPOTOUHBIHN anbOymuH (BSA, HOMep nocryna
B Genbank CAA76847, Bepcuss Ne CAA76847.1 GI1:3336842, nata oOHOBIIEHUS 3anUCH: 7 sTHBapsI
2011 r., 14:30). B HekoTOpBIX BapuaHTax OCYyIIeCTBIeHUs aHTUTeNno cBs3bBaeT IL13Ra2 ¢
kKoHcTaHTOH acconmarmu (Ka) mo mensieii mepe B 2, 3, 4, 5, 10, 20, 50, 100, 200, 500, 1000,
2000, 5000, 104, 105 nwnu 106 pa3 BbIIE, 4eM KOHCTAHTA ACCOLMALIMM AHTUTENIA B OTHOLIEHUH

BSA npu n3mepenuu B GpU3NOJOTHUECKHUX YCIOBHSX.

B  wexoropeix  BapuaHtax ocymectsieHus —nosmnentun  IL13Ra2  coorsercTByeT
aMHHOKHCJIOTHOMH mocnenoBaTenbHOCTH, packpbiToii B UniProt, Homep nocrymna: Q14627 (Bepcust
samucn 190), mnmm ee ¢parmenry. B HeKOTOpBIX BapHaHTaX OCYLIECTBJICHHS IOJHIIEITH
IL13Ra2 cooTBETCTBYET aMUHOKHMCIOTHOM MOCJIEAOBATEIbHOCTH, UMEIOLIEH 110 MEHbILIEH Mepe
70%, 80%, 90%, 95%, 99% wmnu 100% UAEHTUIHOCTH MOCIENOBATEILHOCTH C MOJIHOPAa3MEePHON
AMMHOKHCJIOTHOW TIOCHEeOBaTeIbHOCTEIO, packpbiToii B UniProt, Homep noctyma: Q14627
(Bepcus 3armucu 190), wn ee pparmeHTy. B HEKOTOPBIX BapuaHTaX OCYIIECTBICHUSI MOJTUIETH]

IL13Ra2 umeer nocnenosarenbHocTs SEQ ID NO: 12.

AddunHOCTL aHTUTEN

HeoxxupaHHO aBTOpBI HACTOSLIETO M300pETeHUs OOHAPYKWIHM, YTO MPOLECC TyMaHH3alMU
yBenuuuBaer ap@PUHHOCTb TYMAaHHU3UPOBAHHBIX aHTUTEN K uejoBedeckomy IL13Ra2 mo
cpaBHeHUIO ¢ xuMepHbIM (Xumep.) Kionom 47, xak onpeneneHo B aHaIu3e CBs3bIBaHUs Biacore

(cm. ITpumep 2).

Takum oOpa3som, aHTHTENa nO wu3oOpereHuro MoryT cBssbiBarh IL13Ra2 ¢ BwICOKOH
adpdunHOCTbI0. Hampumep, B HEKOTOPBIX BapUAHTAX OCYLIECTBIEHHs I'yMaHM3HPOBaHHBIE
AHTHUTENA MO JaHHOMY H300peTeHHio MOryT cBs3biBaTh IL13R02 ¢ KOHCTAHTOW AMCCOIUAIINU
(Kp) He 6onee 10° M, ne 6onee 5 x 10° M, ne 6onee 107 M, e 6onee 5 x 107 M, ne 6onee 107
M, He Gonee 5 x 10 M, e 6onee 10° M, ne Goxee 5 x 10 M, ne 6onee 1071° M, me Gonee 5 x
101°M, He 6onee 101t M, ne Gonee 5x 1071t M, ne Gonee 10712 M, He 6onee 5 x 10712 M, He Gonee
101* M, ne Gonee 5 x 10713 M, He 6omnee 107* M, ne Gonee 5 x 1071* M, ne 6onee 107> M, nm He

6omee 5x 105 M.
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B HekoTOphIX BapWaHTaX OCYIIECTBIICHHS T'yMaHU3UPOBAHHbIC AHTUTENA IO JaHHOMY
u3o0pereruto MoryT cesizbiBath 1L 13Ra2 ¢ korcTanToi quccormaimn (Kp) we 6onee 0,52, 0,51,
0,50, 0,49, 0,48, 0,47, 0,46, 0,45, 0,44, 0,43, 0,42, 0,41 unu 0,40 HM. B HexkOTOpBIX BapuaHTax
OCYINECTBJICHHS] TYMAaHU3UPOBAHHBIE AHTUTENIA TO AAHHOMY H300pPETEHHIO MOTYT CBSI3bIBATh
IL13Ra2 ¢ koucranroii nuccounaunu (Kp) we 6omnee 0,40, 0,35, 0,30, 0,25, 0,20, 0,15 wiu He
oonee 0,10 HM.

B HEKOTOpBIX BapUaHTAX OCYIIECTBJEHHS T'yMaHWU3UPOBAHHbIE AHTUTENA MO HACTOSILIEMY
n306peTeHuto MOryT cBs3biBaTh IL13Ra2 ¢ koncTanToii aucconmanuu (Kp) or 10° M no 1071 M,
ot 107 M 1o 102 M, ot 102 M 110 10" M, wm ot 10™* M 10 10°'® M. B HekoTOpbIX BapraHTax
OCYLIECTBJIEHUs. TYMaHU3UPOBAHHBIE AHTUTENA COTIACHO HACTOSNIEMY H300PETEHHMIO MOTYT

ceasbBath IL13R02 ¢ koHcTanToit auccormanuu (Kp) or 5x1071 no 5x1071 M.

[Monxonsimue criocoOwl onpenenerus ahGUHHOCTH aHTUTEN TOJUKHBI ObITh XOPOLIO H3BECTHBI
CrenuajucTaM B JaHHOW oOOJacTM TEXHUKH, HANpUMep, MeToabl TBepaodasHOro
ummyHodepmenTHoro anaianza (ELISA) u noBepxHocTHOrO ma3MoHHOro pesoHanca (I1I1P). B
HEKOTOPBIX BapHaHTaX oOCylnecTBieHHss Kp MOXKHO ONpeneNuTh M pPacCYuTaTh CIOCOOAMH,

OINMMCAaHHBbIMHU B IIpUMEpPax.

B HekOoTOpBIX BapHaHTaxX OCYLIECTBJCHUs I'YMaHU3MPOBAHHBbIE AHTUTENA MOTYT KOHKYPEHTHO
UHrHOMPOBaTh CBSI3BIBAHWE i1 Vivo wWwinu in vifro wmblmuHOro antutena «Kmon 47» ¢
yenoBedeckuMm IL13Ro2. B HeKOTOpBIX BapuaHTax OCYLIECTBJIEHUsS T'yMaHU3UPOBAHHBIE
AHTHUTEJIA MOTYT KOHKYPEHTHO HHTMOMPOBATD CBS3bIBAHUE 71 VIVO W/WIH in VIlFo C YeJIOBEYECKUM
IL13Ra2 anTHMTeNna, conmepskamero BapHaOeTbHYI OO0NACTb TSOKEJIOW IEeMH, HUMEHOIIYIO
aMHHOKHUCIIOTHYIO nocienoBareibHocTh SEQ ID NO: 1, u BapnabenbHy0 0071acTh JIETKOH 1emHy,

HUMEOINYI0 aMUHOKHUCIOTHYIO nocneaosatenbHocTh SEQ ID NO: 2.

B HexoTOpBIX BapuaHTax OCYLIECTBIEHUs] 3KBUMOJISIPHAS 1032 I'YMAHU3UPOBAHHBIX AHTUTEN MO
TaHHOMY U300pETEHUI0 MOKET KOHKYPEHTHO HHIMOMPOBATH 1O MeHbIneH Mepe 20% CBsI3bIBAHUS
MbILIHHOTO auTuTena «Knon 47», Hanpumep, no Mmenblueil Mepe 30%, o menbleit mepe 40%, no
MeHbuiel Mepe 50%, no Menblieit mepe 60%, o kpaiiHeit mepe 70%, no menbleil Mepe 80% nunu
no MmeHbiel Mepe 90% cBs3bBaHus. [IPOIEHT CBSI3bIBAHUS MOYKHO HU3MEPHUTbh, HAIMPUMED, C
NOMOIIBIO KOHKYypeHTHoro aHanu3a ELISA, roe % nHruOnpoBaHus CBSI3bIBAHUS PACCUUTHIBAIOT

kak [(1 — moryomenue TecCTHpyeMoro oopasia)/(moriomeHne OTPULATeIbHOTO KOHTPOIS)].
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B HekoTOprIX BapuaHTax OCYLIECTBIEHHS TI'yMaHU3UPOBAaHHbIE AaHTUTENA [0 JAaHHOMY
N300 PETEHNI0 MOTYT UMETh 0oJiee BBICOKYIO ad(UHHOCTD K uenoBeueckomy antureHy IL13Ra2,
yeM MbliuuHOe aHtureno «Kmon 47». B HexkOTOpBIX BapuaHTax OCYIUECTBIICHHUS
I'YMaHU3UPOBAHHBIE AHTHUTENA MO HACTOSIIEMY H300PETEHHIO MOTYT HMETh OoJiee BBICOKYIO
adp¢punHocTs K aHTuMreHy IL13Ro2 denoBeka, 4eM aHTUTENO, COAepikallee BapHaOETbHYIO
00J1aCTh TSDKENION LeNH, UMEIOIYI0 aMUHOKHUCIIOTHYIO TochienoBateibHocTh SEQ ID NO: 1, u
BapradeNbHyI0 00JIaCTh JIETKON LIeTH, UMEIOINYI0 aMUHOKHUCIIOTHYIO mocienoBaTenbHOCTh SEQ

ID NO: 2.

B HekoTOpbhIX BapuaHTtax ocyuiecTBieHus: Kp r'yMaHM3MpOBaHHOIO aHTUTENA C AHTUTCHOM
IL13Ra2 uenoseka Oymer coctaBisite He Oonee 0,9 or Kp mpmumHoro anturena «Kion
47»/anTHTENa, Ccomepkamiero  BapualbenpHYyr0 — O0JNacTb  TSDKEJIOW — LemH,  MMEIOINYIO
aMHMHOKUCIIOTHYIO nocnenosatenbHocTh SEQ ID NO: 1, u BapuabenbHyro 00JacTh JIETKOH 1eny,
UMEIOLIYI0 AaMHHOKUCIIOTHYIO0 mnocnenosatenbHocTe SEQ ID NO: 2. Hampumep, Kb
I'yMaHU3MPOBAHHOTO aHTUTeNa ¢ aHnTureHoM IL13Ro2 uenoseka Mosket coctasisTe He Oonee 0,8,
0,7,0,6,0,5,0,4,0,3,0,2,0,1, 0,05, 0,01 mymm 0,001 or Kp ogHOro uau 60j1ee aHTUTE, OITMCAHHBIX
BbIlle. B HEKOTOPBIX MPEANOYTUTENBHBIX BApHAHTAX OCylIecTBIeHUs: Kp MOXKeT cOCTaBsATh He

oounee 0,5 win He Oogee 0,2 ot Kp ogHoro unu 6ojee aHTUTEN, OMMMCAHHBIX BBIIIIE.

Usonnektpuueckas Touka anturena (pl)

Mornekysa He HeceT CyMMapHOro 3apspa, korga pH ee okxpyxenuss paBeH pl MoOieKyJbl
CyMMapHbIii 3apsiT MOJIEKYJTbI BIIMSIET HA PACTBOPHUMOCTh MOJIEKYJIbL, TIPH STOM OHUOJOTHUYECKHE
MOJIEKYJIbI, TAKUE KaK 66J’IKI/I, KaK IpaBujIO, UMCHOT MUHUMAJIbHYIO PaCTBOPUMOCTb B BOAEC UJIHU
pactBopax coneli npu pH, coorsercrByromem ux pl. Takum obpazom, 6enku ¢ pl 7,35-7,45 umerot
MUHHMAJIBHYIO PACTBOPUMOCTD B KPOBH 4esioBeka, pH KoTopoit 00bIMHO HAXOIUTCS B IUATIA30HE

735-7.45.

Korna pH okpyskaromeii cpenpl Hiske pl Oeka, MoeKysia HeCeT CyMMApHBIN MOJIOKUTETbHBIN
sapsn.  Korma pH okpyxkaromeit cpensl Bbime pl Oenmka, Mojekyjia HeCeT CyMMAapHBIN
OTpULIATENIbHBIHN 3apsia. B menom, 6osee BBICOKHIT CYMMapHBIN MOJIOKUTENbHBIN 3apsi]l aHTUTENA
NPUBOIUT K YBEJIMUYEHHUIO yIAEpKaHWsS B TKAHAX M KJIHPEHCY ¢ Oojiee KOPOTKUM IEPUOIOM
NIOJTY BBIBEAICHHUSI, B TO BpeMsl Kak Oosee HU3KMiA pl/Oonee HU3KUIT CyMMapHBIH IMOJIOKHUTETbHBIN
3apsn MPUBOAMT K YMEHBLICHHIO VAEP)KAaHUS B TKAHIX M Oojiee UIMTENbHOMY TMEpHORY

noiyBeiBenenus (Boswell et al, Bioconjug Chem. 2010 Dec 15;21(12):2153-63).
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B HexkoTOprIX BapuaHTax OCYLIECTBJIEHHS TIyYMaHU3UPOBAaHHbIE aHTUTENA [0 JAaHHOMY
u3o0pereHno MoryT uMmerh pl Mensine, yem mbimmnHOEe antTuTeno «KioH 47». B HekoTopbIx
BaPUAHTAaX OCYINECTBJICHUS] T'YMaHU3HPOBAHHBIC AHTHUTENA MO JAHHOMY H300PETEHHIO MOTYT
uMeTb pl MeHbIIe, YeM aHTHUTENO, COoAepkallee BapHaOENbHYI0 00JacTh TSDKENOHN Iernw,
UMEIOLIYI0 aMUHOKUCIOTHYI0 nocnenoBarenbHocTh SEQ ID NO: 1, u BapnabenbHyro obnactb
JIETKOH 1eNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocnenoBaTenbHOCTe SEQ ID NO: 2. B HekoTOpbIX
BapUAHTAaX OCYINECTBJIEHUS] T'YMaHU3HPOBAHHBIE AHTHUTENA MO JAHHOMY H300PETEHHIO MOTYT
umersb pl He Gonee 9,0, Hanpumep, He Oonee 8,5, He Oonee 8,0 wim He Gonee 7,5. B HexOTOPBIX
BapPUAHTAaX OCYINECTBJIEHUS] T'YMaHU3HPOBAHHBIE AHTHUTENA IO JAHHOMY H300PETEHHIO MOTYT
umerb pl He Oonee 8,9, 8.8, 87, 8,6, 8,5, 84, 8,3, 8,2 umm 8,1. B HexkoTOphIX BapuaHTax
OCYILIECTBJIEHUs] TYMAaHNU3UPOBAHHbIE AHTUTENA MO JTAHHOMY HM300peTeHHI0 MOryT uMerh pl He

oonee 7,9, 7,8 i 7,7.

B HekOTOpBIX BapuaHTaxX OCYLIECTBJIEHUS TI'yYMaHU3UPOBAHHBIE aHTUTENA [0 JaHHOMY
u3o0pereHnto MoryT umerb pl Gosbine, yem mbimuHOe anTuTeno «Kimon 47». B HekoTOpbIX
BAPUAHTAX OCYIIECTBIEHUS H300peTeHUs] TIyYMAaHH3HPOBAHHbIE aHTUTENA 110 JaHHOMY
n300pereHn0 MOryT uMeTh pl Oomble, ueM aHTHTENo, copeprkainee BapHadeIbHYyH 00JacTh
TSDKEJION 1enH, WMEIOIIYK) aMHHOKUCIOTHYH TnocnenoBatenbHocte SEQ ID NO: 1, u
BaprabesbHyH 00J1aCTh JIETKOH LIENH, UMEIO LY AMUHOKUCIOTHYIO TocaenoBaTeibHocTh SEQ
ID NO: 2. B HeKOTOpbIX BapHaHTax OCYILIECTBJICHHS 'YMaHU3UPOBAHHbIE AHTUTEJIA 110 JAHHOMY
u3o0pereHnto MoryT umerb pl mo MeHswei mepe 7,5, Hanmpumep, mo MeHblneil mMepe 8,0, mo
MeHblIelH mepe 8,5 unu no meHbuied Mepe 9,0. B HEKOTOPBIX BapUaHTax OCYLIECTBJICHUS
I'YMaHU3HPOBAHHbBIE AHTHTEJNA 110 TAHHOMY H300pETEHUIO0 MOTYT HMeTh pl o MeHbLel mepe 7,5,
7,6, 7,7, 7,8, 7.9 nmu 8,0. B HEKOTOpPBIX MNPEANOYTUTEBHBIX BAPUAHTAX OCYLIECTBJICHUS
I'YMaHHU3HPOBAHHbBIE AHTHTEJNA 110 TAHHOMY H300PETEHUIO MOTYT UMeTh pl o MeHbLIel mepe 7,6.
B HEKOTOpBIX NMPENNOYTUTENBHBIX BAPUAHTAX OCYLIECTBJICHUs I'YMAHU3UPOBAHHBIE AHTUTENA 110

TaHHOMY M300peTeHHI0 MOTyT UMeTh pl o MeHbIel Mepe 7,63.

C1a0WIBLHOCTE AHTUTENA

HeosxunanHO aBTOPBI HACTOSIIETO H300pETEeHHsT OOHAPYKUIIH, YTO MPOLECC TYMAHU3ALUH MOXKET
NOBBIIATh CTAOMJIBHOCTD TYMAHU3UPOBAHHBIX AHTUTEN, KAaK OMPENENICHO MO CBSI3bIBAHHIO C
IL13Ra2 nocne maky6amuu npu 4 C umu 45°C B Tedenue 8 nHeid, cornacHo onenke ELISA (cm.

ITpumep 2).
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Takum oOpa3zoM, aHTHTENAa MO JAHHOMY H300PETEHHIO MOTYT MMETh VIJIVULIEHHBIE CBOWCTBA
CTaOMJIBHOCTH TIO CPaBHEHUIO C HEryMaHM3MpPOBaHHbIM aHTUTENOM K IL13Ra2 wmm mpyrumm
rymMaHu3upoBaHHbiMu anTUTenamMu Kk IL13Ra2. B HeEKOTOpBIX BapuaHTax OCYLIECTBJIEHUS
I'YMaHHU3UPOBAHHBIE AHTUTEJIA MOTYT HMETh YIIyUILIEHHbIE CBOMCTBA CTAOMIIBHOCTH IO CPABHEHHIO
C AQHTUTENOM, COIepXKaluM  BapuaOenbHyr0 O0JacTb  TSKENOH  Lemu, HMEFOINYIO
aMHHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 1, u BapraOenbHy0 00JacTh JIETKOH 1emHy,

MMEIOLIYH0 aMUHOKUCIOTHYIO niocieaoBaTenbHOCTh SEQ ID NO: 2.

ITonxonsmue cpeacTsa i OLIEHKU CBOMCTB CTAOMIBHOCTH XOPOIIO U3BECTHBI CIIELHATIICTAM B
JaHHOM 00JacTH TEeXHUKH, HalpuMep, aHAJIM3bl TEIUIOBOTO CABHUra M TEMIIEpaTypHOM
cTabuiapHOCTH Oenka. B HEKOTOpPBIX BapHaHTaX OCYIIECTBJIEHHs CBOWCTBA CTAOMJIBHOCTU
I'YMaHU3HPOBAHHBIX AHTUTEN MO TAHHOMY H300PETEHHIO MOTYT ObITh OMpPEAEICHbI C ITOMOLIBIO
OIHOTO MK OoJiee CIOCOOOB, OMUCAHHBIX B IPHMepax. B HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS
CBOICTBA CTAOMJIBHOCTH T'YMaHM3HPOBAHHBIX AHTUTEN IO JAHHOMY M300pPETE€HHIO MOTYT ObITh
onpenenennl myTem cesisbiBanus ¢ IL13Ra2 nocne unkybanuu npu 4°C unu 45°C B Teuenue 8

IHel 1o oueHke ¢ momoibo ELISA.

B HekoTOpBIX BapuaHTax OCYLIECTBJIECHHMS T'YMaHM3UPOBAHHBbIE aHTUTENA II0 JAAHHOMY
U300pETeHHI0 MOTYT AEMOHCTPUPOBATh CHIkeHue adpdunHOocTH cBsizbiBanus ¢ IL13Ra2 menee
uem Ha 5, 10, 15, 20, 25, 30, 35, 40, 45 um 50% nocne uuky6auun npu 45°C B TeueHne 8 HEH.
B HekoTOphIX BapuaHTaX OCYLIECTBJICHHS T'YMaHH3UPOBAHHBIC aHTHUTEJIA IO JaHHOMY
U300 pETEHUIO0 MOTYT IEMOHCTPUPOBATh MEHEE UeM 4 -KpaTHOE CHUKEHHE CBSI3bIBAHMSI, HAIPUMED,
MEHee ueM 3,5-KpaTHOoe, MEHee UeM 3-KpaTHOe, MEHee ueM 2,5-KpaTHOe, MEHee YeM 2-KpaTHoe
WM MeHee 4eM 1,5-kpaTHoe cHibkeHue adduHHOCTH cBsizbiBaHusA ¢ L13R0o2 mocne nHkyOanun

npu 45°C B TeueHue 8 gHEN.

AKTHBHOCTD YHUYTOXKECHUA KJIICTOK / IMUTOTOKCHYHOCTD

B HEKOTOpBIX clydasix TyMaHH3UPOBAHHbIC AHTHTENA MO ITAHHOMY H300PETEHUI0 W/ WU
KOHBIOTAThl AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKALME I'YMAHU3UPOBAHHbIE AHTUTEINA IO
TaHHOMY HM300pETEHHUI0, MOTYT UMETh BBICOKYIO aKTUBHOCTb YHHUYTO)KEHUS KJIETOK, HampuMep,

Kak onpenesneHo no 3HadeHusiMm ECS0.

B HexoTOpBIX BapuaHTaX OCYLIECTBICHHS H300pPETEHUs] TYMaHU3UPOBAHHBIE AHTUTENA W/HIIN
KOHBIOTaThl AHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO IO JAaHHOMY H300peTeHHo MoryT umerb EC50

HIDKE, YeM Y MbIIMHOro aHturtena «KnoH 47» win y KOHBIOrata aHTHUTENO-JIEKAPCTBEHHOE
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Cpencrso, coaepskamero MelmuHOe aHtureno «Kmnom 47». B HEKOTOpPBIX BapHaHTax
OCYILIECTBJICHUS] TYMAaHM3UPOBAHHBbIE AHTHUTENA W/WIM KOHBIOTATHl AHTHUTEJO-JIEKAPCTBEHHOE
CPEICTBO MO JAaHHOMY M300peTeHuto MoryT uMeTb ECS0 Hipke, yeM y aHTUTENa U KOHBIOTaTa
AHTUTEJIO-JICKAPCTBEHHOE CPEICTBO, COAEPIKAILIEero BapHadENbHYKO OO0NAcTh TSDKENOH Ier,
UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 1 u BapmabenpHyro obnactb
JIETKOH LeNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocienoBaTenbHOCTe SEQ ID NO: 2. B HekoTOpbIX
BApPUAHTAaX OCYLIECTBJICHUS T'YMAHU3MPOBAHHBIE AHTUTENA W/WJIM KOHBIOIAaThbl AHTHUTEJO-
JIEKapCTBEHHOE CPENICTBO MO NaHHOMY M300peTeHuro Moryt umetb ECS50, koTopasi mo MeHbLIe
mepe Ha 10, 20, 30, 40, 50, 60, 70, 80, 90 umu 100% HuXKe, yeM y OOHOTO WU Ooyiee aHTUTeN /
KOHBIOTaTOB, ONMCcaHHbIX Bblme. [logxopsmue cpeacTsa AN ONpeneNeHUs] aKTUBHOCTH
YHUYTOXKEHUS KJIETOK/IIUTOTOKCHYHOCTU U 3HaueHni ECS50 XopoIo n3BecTHbI CelHuaiucTam B
naHHOH oOJlacTM TeXHHMKH. B HEKOTOpBIX BapHaHTaX HMX MOXKHO ONpPENeNHTh crocobamy,

OIMMCaHHbIMU B IpUMEpPax.

Hurubuposanue pocra Onyxoiau

B HekoTOpBIX Ciy4asx TyMaHW3UPOBAaHHBIE AHTHUTENA IO MAHHOMY H300pETEeHHIO W/HIH
KOHBIOTAThl AaHTUTENIO-JIEKAPCTBEHHOE CPENICTBO, COAEPIKALIME I'YMAHU3UPOBAHHBIE AHTUTENA MO
JaHHOMY W300pETeHHI0, MOTYT OCTAHABJIMBATh WM CHIDKaTb CKOPOCTh pOCTa OIyXOJeid,

skcnpeccupyromux [IL13Rao2.

B HekoTOprIX BapuaHTaxX OCYLIECTBIEHHS T'yYMaHU3UPOBAHHbIE aHTUTENA I[10 JaHHOMY
N300 pETEHUI0 MOTYT UHTHOMPOBATH POCT OMYXOJIH MO MeHbIuel Mepe Ha 10% Mo cpaBHEHHIO C
KOHTPOJBHOH omyxousblo. To ecTh 0ObeM 0OpaOOTaHHOW AHTUTEJIOM OMyXOJIM COCTABISIET HE
bonee 90% ot oObeMa KOHTPOJBbHOH omyxonu. Hampumep, B HEKOTOPHIX BapHAHTAxX
OCYILIECTBJICHUS] AHTUTEJIA 110 TAHHOMY H300PETEHUI0 MOTYT HHTMOMPOBATH POCT OMYXOJIH Ha O
MeHbinel Mepe 20% 1o CPaBHEHHIO C KOHTPOJIBHOM OIMyXOJIbI0, HATPUMED, Ha TIO MEHbBIIIEH Mepe
30%, o menbieit Mepe 40%, mo meHblel Mepe 5S0%, o MenbIel mepe 60%, o MEHbIIIEH Mepe

70%, no menbiueii mepe 80% wnu no MeHsiel Mepe 90%.

B HeKOTOpBIX BapHaHTax OCYIIECTBIEHHUSI MHTHOMPYIOLIHH OMyX0Jb 3P (eKT ryMaHU3HpOBaHHBIX
AHTHUTEJI [0 JAHHOMY U300PETEHUI0 MOXKET OBITh OOJIbIIe, 4eM Yy MBIIIHHOTO anTuTeNa «KiioH 47»
WJIN KOHBIOTATa aHTUTENIO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKALIEero MbIINHOE aHTuTeNno «KioH
47». B HekoTOpbIX BapHaHTaX OCYINECTBICHHS HMHTCHOUPYIOMUN oOmyxoib 3(dexT
I'YMaHHU3UPOBAHHBIX AHTUTEN MO JAHHOMY M300PETEHHIO MOXET ObITh OOJIbINE, YeM Y aHTHUTENA

WIN KOHBIOTaTa aHTUTEJNIO-JIEKAPCTBEHHOE CPENCTBO, COIEpIKALIero BapuadenbHY0 00IacTbh
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TSDKEJION 1enH, WMEIOINYK0 aMHHOKUCIOTHYH mnocienosatenbHocTe SEQ ID NO: 1, u

2

BapralesbHy 0 00JIaCcTh JIETKOW LT, UMEIOINYI0 aMUHOKHUCIOTHYIO mocienoBaTenbHOCTh SEQ

ID NO: 2.

B HEKOTOpBIX BapHaHTaX OCYLIECTBIICHHsI HHITMOUPY IO OMyX0Jib 3(PPEeKT ryMaHU3UPOBAHHBIX
aHTUTEJ TO JAHHOMY M300pETeHHI0 MOXeT ObITh Oomnbine, deMm 3¢ dexkr omHoro mmm Oonee
AHTUTEJI, ONIMCAHHBIX BbIIIE. B HEKOTOPBIX BaApHAHTaX OCYIIECTBICHHUS] MHTHOUPYIOIIUI OMyXO0Jb
3¢ deKT ryMaHH3UPOBAHHBIX AHTHUTE 10 JAHHOMY H300PETEeHHIO MOXKET OBITh IO MEHBIIEH Mepe
Ha 10, 20, 30, 40, 50, 60, 70, 80, 90 wnu 100% Oosnbliue, yeM y OZHOrO WM OOJiee aHTUTE,
omucaHHbIX Bbimie. [logxopsime cpencTBa IUisl ONpeNeNeHHs BIUSHUS I'yMaHH3UPOBAHHBIX
AHTUTEJ 110 JAHHOM HM300pETEeHHIO Ha POCT OMYXOJIH XOPOILIO U3BECTHBI CIIELUAINCTaM B TAHHOMN

00JIaCTU TEXHUKU.

HNMMYHOreHHOCTh AHTHUTEN

I'yMaHM3MpOBaHHbIE AHTUTENAa 1O JAHHOMY  H300PETEHHI0 HMMEIOT  IOHIIKEHHYIO
UMMYHOT€HHOCTb Yy 4YeJIOBeKa 10 CPAaBHEHMIO C HETYMaHU3HUPOBAHHBIM AHTHUTEJIOM TOH ke
cneunduyHOCTH (HarpUMep, MBIIMHOTO AHTHUTENA-NPENIIeCTBEHHUKA 10 I'yMaHu3auuu). B
HEKOTOPBIX BAPHAHTAX OCYIIECTBICHUS I'y MAHU3UPOBAHHbIE AHTHTEJA IO JAHHOMY M300pETeHHUIO
MOTYT UMETb UMMYHOTCHHOCTD Y YCJIOBCKA HUXKE, YEM UMECT UACHTUYIHOC B OCTAaJIbHOM AHTUTEIIO
Wi (pparMeHT aHTUTENa, KOTOPbIE COAEPIKaT BaprHadebHY 0 001aCTh TSDKEJION LIETH, HMEIOIYI0
aMUHOKHUCIIOTHYIO nocienoBareibHocTh SEQ ID NO: 1, u BaprabenbHy0 00JacTh JIETKOH LemHy,

UMEO LY aMUHOKHUCIIOTHYIO nocaenoBarenbHocTs SEQ ID NO: 2.

Huzkass wnn CHUXKEHHAss UMMYHOT'€HHOCTh MOJKET XapaKTepPU30BaThCS CIIOCOOHOCTHIO JIEYHTH
MAIEHTOB B TeUEHUE MPOAOJIKUTENbHBIX MMEPUONOB ¢ U3MEPUMbBIM O0JIErdeHHEM CUMITTOMOB U
HU3KOH /MU MPUEeMJIEMON TOKCUYHOCTBIO. Hu3kast win mpuemiieMasi UMMYHOT€HHOCTD W/ WU
BbICOKasi ap(UHHOCTb, a TaKXkKe MAPyrue MOAXONSIIHE CBOWCTBA MOTYT CIOCOOCTBOBATh
JOCTHKEHHIO TEPANEBTHUECKUX Pe3yabTaToB. « CHMKEHHAss HIMMYHOT€HHOCTDY» ONPEIEISIETCs B
JAHHOM JIOKyMeHTe Kak mosblieHne cyuecrBeHHoro orsera HAHA, HACA unu HAMA Ha
Menee yem 90%, Hanpumep, Ha MeHee yeMm 80%, meree ueM 70%, meHee yem 60%, MeHee yem
50%, menee uem 40%, menee yem 30%, menee uem 20%, meHee yem 10% OT qOM MALIUEHTOB, Yy
koTopbix Habmomaercs cymectBeHHbd otBer HAHA, HACA wumu HAMA npu jneueHuu

AHTUTCJIaMH, OTIMCAHHBIMU BBIIIE.
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TlonyyeHue anTuTeNa

B HAaCTOAIIEM I/1306peTeHI/II/I TAKXKE TPCAIIONKECHDBI CrocoObl U cpeacrea TMOJYyYCHHA

T'YMaHU3HUPOBAHHBIX aHTUTE IO JAHHOMY I/1306peTeHI/IIO.

CoOOTBETCTBEHHO, B APYIOM acIieKTeé B HM300pPETEHHH MPEIIOKEHBbl MOJIEKYJbl HYKJIEHHOBOU
KHUCJIOTBl, KOAMPYIOILIUE T'YMAHU3UPOBAHHBIE AHTUTENA, HAapsAy C MOJIEKYJIaMU HYKIE€HHOBOHN
KHUCJIOTBl, KOTOpBIE KOMIUIEMEHTAPHbI MOJIEKYJIaM HYKJIEMHOBOM KHUCJIOTBL, KOAUPYHOLIUM

IrYMaHU3UPOBAHHBIE AHTUTEIA.

B eme opHOM acmekTte B M300peTeHHMH IpensiokeHa QapMaleBTU4YecKass KOMIIO3ULUS,
cozieprkallasi aHTUTEJIO N0 JAHHOMY H300pETEeHHIO, HEOOSI3aTeNbHO JOMOMHUTEIbHO COAepsKaLast

(1)apMaI_IeBTI/ILIeCKI/I HpHeMJ‘IeMBIﬁ HOCHUTEIIb UJIN BCIIOMOI'aTCJIbHOC BCIICCTBO.

B eme omHOM acnekte B M300pETEHUH NPEIUIOKEH BEKTOp, HAIMPUMEpP, BEKTOP 3KCIIPECCHH,

cozepKaluil HyKJIEMHOBYIO KHCJIOTY T10 JAHHOMY U300pPETEHHIO.

B eme omHOM acmekTe B M300pETEHHM NPEIUIOKEHbI KJIETKU-X035€Ba, TPAHC(HHULIUPOBAHHBIE
BEKTOPOM IO JaHHOMY H300pereHHt0. KieTkn-xo3sieBa MOTYT OBITh MPOKAPUOTHYECKUMH HIIH
SyKapuoTH4YeCKUMHU. Hampumep, kieTku MOryT ObITh OakTepUATbHBIMH, KJIETKaMu TpuOoOB,
KJIETKAMU HACeKOMbBIX MJIM KJIETKAMH MJIEKOMHUTAIOIUX (HAMpUMep, MBIIIH, I[pUMara WIH

YeJIOBEKA).

B eme omgHOM acnekTe B HM300pPETEHHMH MPEIJIOKEH CIOCOO TMONYyYeHHUs AHTUTEN IyTeM

KYJIbTUBHPOBAHHUS KJIIETOK-X035I€B IO JAHHOMY U300PETEHHIO.

B HekoTOpBIX CHy4asx TIpU SKCIOPECCHH B KJIETKE-XO3SMHE IO JaHHOMY H300pPETeHHUI0
I'yMaHU3HPOBAHHbIE AHTUTENA MO AAHHOMY H300pPETEHHIO MOTYT 3KCIIPECCHPOBATHCS Ha Oonee
BBICOKOM YPOBHE HJIM C OoJiee BBICOKOH MPOXYKTHBHOCTBIO HJIM BBIXOIOM IO CPAaBHEHHIO C
HEryMaHU3UPOBAaHHBIM aHTUTENOM K IL13R02 nnu aApyruM rymaHu3UpOBaHHBIMU aHTUTEJIAMHU K

IL13Ra2.

B HEKOTOPBIX BapHUaHTaxX OCYHICCTBICHHA TYMAHHU3UPOBAHHBIC QAHTUTCIIA IO JaHHOMY
U300PETEHNI0 MOTYT 3KCIIPECCUPOBAThCS Ha 0OJiee BBICOKOM YPOBHE MM € Oojee BBICOKOH
IPOAYKTUBHOCTBIO WJIH BBIXOZIOM, YEM aHTHTENIO, COAeprKalee BaprabeIbHy 0 00IacTh TSOKENION

LeTH, UMEIOINY0 aMHHOKHCIOTHYIO mocnenoBatenbHocTh SEQ ID NO: 1, u BapuabenbHyO
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00JIacTh JIErKON LeTH, UMEIOLIYI0 aMUHOKHCIIOTHYIO nocienosatesnsHocTe SEQ ID NO: 2. B

HEKOTOPbBIX BaApHUAHTAX OCYILICCTBIICHUSA 'Y MAHU3UPOBAHHbBIC AaHTUTEJIA TTIO JAHHOMY I/1306peTeHI/II'O

MOTYT 3KCIPECCHPOBATHCS Ha O0Jiee BBHICOKOM YPOBHE HUIM € OOJiee BBICOKOH MPOAYKTUBHOCTBIO

WJIK BBIXOOOM, YE€EM aHTUTEIIO, COACPIKALICE

BapUabeTbHYIO o0NacTp  TSOKENOW  [eNmu,  UMEHIINYI  aMHHOKHCIJIOTHYIO
nocnenoarenbHocTh SEQ ID NO: 3 (VHA), u BapuabenbHyro 00nacTh JETKOH Iiemy,
UMEIOIIYI0 aMMHOKHUCIOTHYIO nocienosaTenbHocTe SEQ ID NO: 9 (VKAback);
BapualenbHyl0  00JacTh  TSDKENOW  LeMHM,  UMEKOLIYI0  aMHHOKHCJIOTHYIO
nocienosarenbHOCTE SEQ ID NO: 5 (VHAback), u BapnabenpHyro 001aCcTh JIETKOH eI,
UMEIOIIYI0 aMMHOKHUCIOTHYI0 nocienosatesnsHocTh SEQ ID NO: 9 (VK Aback);
BapuabebHYIO obmacTb  TDKEJIOH — Lenw, UMEIOLIYI0  aMHHOKHCJIOTHYIO
nocnenosatenabHocTe SEQ ID NO: 6 (VHAL), u BapuabenbHyro 00IacTh JIETKOH Liemny,
UMEIOLIYI0 aMHHOKHCIIOTHYO nocnenosareabHOCTh SEQ ID NO: 4 (VKA);,
BapualenpHyr0 ~ 00JacTh  TSDKENOW — LeMM,  UMEKLIYI  aMHHOKHCIIOTHYIO
nocnenosatensHOCcTh SEQ ID NO: 6 (VHAL), u BapuabenbHyr0 0071aCcTh JIETKOW LIeTIH,
UMEIOIIY0 aMHUHOKHUCIOTHYIO niocienosatesibHocTh SEQ ID NO: 9 (VK Aback);
BapuaOenpHyr0  O0JacTb  TSDKENOM — LeNM,  UMEKLYI  aMHHOKHCJIOTHYIO
nocnenosateabHocTh SEQ ID NO: 6 (VHAL), u BapuaOesibHYr0 001acTh JIETKOH LIETH,
UMEIOLIY0 aMHHOKHUCIOTHYIO niocienoBatesibHocTh SEQ ID NO: 10 (VKAL)
BapuabenbHyr0  00JacTh  TSDKEJNOH — Leny, UMEIOIIYK)  aMHHOKHCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 6 (VHAL), u BapuaOesibHY0 00aCTh JIETKOH IIeTiH,
UMEIO LY aMHHOKHUCIIOTHYIO nocienoBatesibHocTh SEQ ID NO: 11 (VKA2);
BapuabenbHyr0  0O0JNacTb  TSDKEJNOH — Lenu,  MMEKOUIYK)  aMHUHOKHCJIOTHYIO
nocnenosateabHocTh SEQ ID NO: 7 (VHA2), u BapuaOesibHYHO 00aCTh JIETKOH IIeTy,
UMEIO LY aMHHOKHUCIOTHYIO nocienoBatesibHOCTh SEQ ID NO: 4 (VKA);
BapuabenbHyr0 ~ 00JNacTb  TSDKEJNOH — Ieny, UMEIOLIYI0  aMHUHOKHCJIOTHYIO
nocnenoBareabHocTh SEQ ID NO: 7 (VHA?2), u BapnaOesibHYO 00aCTh JIETKOH IIeTiH,
UMEIOLIYI0 aMHHOKHUCIOTHYIO nocienosatesibHocTh SEQ ID NO: 9 (VK Aback);
BapuabenbHYyI0 ~ 00JNacTb  TSDKEJNOH — Iery, UMEIOIIYI0  aMHHOKHCIOTHYIO
nocnenoBareabHocTh SEQ ID NO: 7 (VHA2), u BapnabenbHyro 00JacTh JETKOW LIETIH,
UMEIOLIYI0 aMHHOKHUCIOTHYIO nocienosatesnibHocTh SEQ ID NO: 10 (VKAL);
BapruabenbHYI0 ~ 00NacTb  TSDKEJNOH — Iemy, UMEIOIIYI0  aMHHOKHCIOTHYIO
nocnenosareabHocTh SEQ ID NO: 7 (VHA2), u BapualespHY0 00NaCTh JIETKOH IIETIH,

UMEIOLIYI0 aMHHOKHUCIIOTHYIO nocienosatensHocTe SEQ ID NO: 11 (VKA2);
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- BapualeNpHYIO o0NacTe  TSOKENOW — [eNmd,  UMEHIINYI  aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 8 (VHA3), u BapuabesibHYyr0 00JIaCTh JIETKOH IIETH,
UMEIOLIYI0 aMHHOKHUCIIOTHYIO nocienosatesnibHocTh SEQ ID NO: 4 (VKA);

- BapualeTbHYIO obmactp  TSDKEJIOW  LemH, HMEIOIIYIO AMHHOKHCJIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 8 (VHA3), u BapuabesbHy:0 00JIaCTh JIETKOH IIeTH,
UMEIOLIYI0 aMUHOKHUCIOTHYIO nocienosatesnibHocTh SEQ ID NO: 9 (VK Aback); u

- BapualeJbHYIO 0o0NacTb  TSOKENOW  [emu,  UMEHIINYI  aMHHOKHCJIOTHYIO
nocnenoBateibHOCTE SEQ ID NO: 8 (VHA3), u BapuabenbHy0 00J1acTh JIETKOH Liemy,
MMEIOLIYI0 aMUHOKHUCIOTHYIO nocienosatesnbHocTh SEQ ID NO: 10 (VKAL).

B HekoTOpBIX BapuaHTaX OCYIIECTBJICHHS TI'yYMAHU3UPOBAHHBIE AHTUTENA IO JAHHOMY
M300pETEHNI0 MOTYT SKCIIPECCUPOBAThCS HAa OoJiee BBHICOKOM YPOBHE WM C Oosiee BBICOKOM
NPOAYKTHBHOCTBIO MJIM BBIXOJOM, Y€M OJHO MJM OOjiee aHTUTEJ, OMHCAHHBIX BBINIE, MPU
HKCIIPECCHH B KJIETKAX-X035€BaxX TOrO K€ THUMA M KyJbTHBHPOBAHUH B TeX )K€ yCIOBUSX. B
HEKOTOPBIX BAPHAHTAX OCYLIECTBJIEHUS] YPOBEHb SKCIPECCUU HIIH MPOAYKTUBHOCTH WM BBIXOJIA
MoskeT ObITh 0 MeHbliel mepe Ha 10, 20, 30, 40, 50, 60, 70, 80, 90 wau 100% BbIwe, YeM y
OIHOTO MM OOJiee aHTUTEN, ONMUCAHHBIX BBIIIE, TMPH HKCIPECCHH B KJIETKAX-X035€BaX TOTO XKe
THUIA U KyJIbTUBUPOBAHUY B TEX )K€ YCIOBHUAX. B HEKOTOPBIX BApHAHTAaX OCYIECTBJICHHS YPOBEHb
SKCIPECCHH WIT MPOAYKTUBHOCTH WJIM BBIXOAA MOKET ObITh O MeHbLIel Mepe Ha 110, 120, 130,
140, 150, 160, 170, 180, 190 umu 200% BbilIe, YeM y OJHOTO WK OOJiee aHTUTEN, OMUCAHHBIX
BBILIIE, MMPU SKCIPECCUH B KJIETKAX-X03sl€BaX TOTO K€ THUIA W KYJbTHBHPOBAHHU B TEX JKE
ycaoBusix.  [lomxonsiinue cpenctsa AJisl OMpenesieHHsi YPOBHSI 3KCIPECCHH PEeKOMOMHAHTHBIX
OeNKOB XOpOLIO M3BECTHBI CHELUANUCTY B JAHHOW OOJACTH TEXHUKH, HAMPUMEP, METOIUKU
ELISA 51 BECTEPH-OJIOTTUHT. B HEKOTOPBIX BapUaHTaX YPOBEHb
SKCIPECCUU/TIPOIYKTHBHOCTH/BBIXOIA MOKHO  OINpPENeNuTh CIOocOOaMu, OMUCAHHBIMH B

npuMepax.

B HekoTOpBIX CHIy4asx TMpU SKCIPECCHH B KJIETKE-XO3SHMHE [0 JaHHOMY H300pETeHHUIO
I'YMaHU3UPOBAaHHbBIE AHTHUTENA TI0 TAHHOMY M300PETEHHI0 MOTYT UMETh OoJiee HHU3KHUH YPOBEHb
arperanyi WM (pparMeHTalUU 110 CPABHEHUIO C HETYMaHU3UPOBaHHbIM aHTUTENOM K IL13R02
UMM OpyrumMu rymanusupoBaHHeiMu aHtutenamu k ILI3Ro2. B HekoTopeIX BapuaHTax
OCYIIECTBJICHUS] TYMaHM3UPOBAHHBIE aHTHUTENA TIO JAHHOMY H300PETEHHI0 MOTYT UMETh OoJjiee
HIBKUI YPOBEHb arperalyu Wi (parMeHTalH, Y€M aHTHUTEJNO, coaepikaiiee BapuabeIbHYIO
00J1acTh TSDKENION Lenu, UMEIOIIYI0 aMUHOKUCIIOTHYIO mochienoBateibHocTh SEQ ID NO: 1, u
BapralebHyI0 00JIaCThb JIETKOW LT, UMEIOINYI0 aMHUHOKHUCIOTHYIO TocienoBaTeibHOCTh SEQ

ID NO: 2. B HeKOTOpbIX BapuaHTax OCYILIECTBJICHHUs I'YMaHU3UPOBAHHbIE aHTUTENA 110 JaHHOMY
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U300pEeTEHNI0O MOTYT HMEThb OoJieeé HU3KMH YpPOBEHb arperauud Win (parMeHTaLuH, 4YeM
HerymaHu3uposanHoe aHtuteno k IL13Ro2 wnm gpyrue rymMaHu3HpOBaHHBIE AHTUTENA K
IL13Ra2, mpu 3KCOpeccun B KJIETKAX-X03s€BaX TOrO )K€ TUNA U KyJbTUBUPOBAHUU B TEX XKE
ycIoBHAX. B HEKOTOPBIX BapHaHTaX OCYLIECTBICHUS YPOBEHb arperanyy Win (pparMeHTanuu
MoskeT ObITh MO MeHblIeil mepe Ha 10, 20, 30, 40, 50, 60, 70, 80, 90 wmu 100% Hmxke mpu
SKCIIPECCUU B KJIETKAX-XO035€BaxX TOrO K€ THUNA U KyJIbTUBUPOBAHUHU B TE€X XK€ yCIOBUsIX. B
HEKOTOPBIX BAPHAHTAX OCYILECTBJICHHS YPOBEHb arperaluu win pparMeHTaluyu MOKeT OBITh 110
MeHnbluei mepe Ha 110, 120, 130, 140, 150, 160, 170, 180, 190 unu 200% Hike MPU SKCIIPECCUU
B KJIETKaxX-X035€Bax TOrO K€ THUNA U KyJIbTUBUPOBAHUM B TeX ke ycnoBusix. Iloaxopsiuue
CpEeACTBa JUIsl ONpENeNIeHUs] arperaiuuy Wi (parMeHTany peKOMOMHAHTHBIX O€JKOB XOpOIIO
U3BECTHbI CIHELMAJNCTaM B JaHHOM OOJAaCTH TEXHUKH, HANpuMep, 3KCKIIO3UOHHAs
xpomarorpagus (3X). B HEKOTOpBIX BapHaHTax OCYIIECTBIEHUS YPOBEHb arperanuyd WIu

(I)pal"MeHTaI_II/II/I MOKHO OTIPEACIIUTD C MTOMOLIBIO CHOC060B, OMMMCaHHBIX B MPUMEpax.

Onpenenenus
Anmumeno

TepMuH «aHTUTENO» HCHONB3YyeTCs B JAHHOM JOKYMEHTE B CaMOM MIMPOKOM CMBICJIE H, B
YaCTHOCTH, OXBAaTbIBA€T MOHOKJIOHAJIbHbIE AHTUTENA, IOJMKJIOHAJbHbIE AHTUTENA, JUMEpH,
MyJBTUMEPBI, TONUCIelM(pUIeckue aHTUTeNa (Hampumep, OucmenupuuecKue aHTHTENa),
WHTAKTHbIC aHTUTENIA U (PparMeHTbl aHTUTEN, MPU YCJIOBUH, YTO OHU MPOSIBILIIOT JKEJIAEMYIO
OMONIOTHYECKYI0 aKTHBHOCTb, HANPUMEp, CrIOcOOHOCTD cBsi3biBaTh IL13Ra2. AHTHTENna mMoryT
OBITH MBIIIMHBIMH, YEJIOBEUECKUMH, T'YMaHH3UPOBAHHBIMU, THOPUIHBIMH HJIH TTPOU3OIIEAIIIMHU
U3 IPYruX BUOB. AHTHUTENIO MPEACTABISIET COOOH OeoK, MPOayLUPYEeMblid KJIETKAaMHU UMMYHHON
CUCTEMBI, CTIOCOOHBIN PAaCIO3HABATD U CBSI3bIBATLCS CO crienupuyueckum aHTureHoMm. (Janeway,
C., Travers, P., Walport, M., Shlomchik (2001) Immuno Biology, 5th Ed., Garland Publishing,
New York). AHTUreH-MHLICHb B LIEJIOM WMEET MHOTOYMCJIEHHBbIE CAHTHI CBS3bIBAHWS, TAKKE
Ha3bIBAE€MbIE 3THUTONAMH, KOTOpbIe pacrnosHaroT ydacTku CDR mHokecTBa anTuTen. Kaxmoe
AHTUTEJIO, KOTOPOE CHEeUNU(UYECKU CBSA3BIBACTCS C OTHAENbHBIM J3IUTONOM, MMEET OTIMYHYIO
cTpykrypy. Taxum 0Opa3om, OUH aHTUTEH MOXKET HMETh O0JIee OTHOTO COOTBETCTBYIOIIETO MY
aHTUTENa.  AHTUTENIO BKJIIOYAET IOJHOPA3MEPHYI0 MOJIEKYJy HWMMYHOIJIOOYJIMHA —HJIN
UMMYHOJIOTUYECKH AKTUBHYK) YacThb IOJHOPa3MEPHOH MOJEKYJbI UMMYHOIJIOOYJIHMHA, T.€.,
MOJIEKYJTy, KOTOpas CONEPKUT AaHTUTCH-CBS3bIBAIOIIMI  CaHT, HMMYHOCTIEUHU(UIECKH
CBSI3BIBAIOIIUICSA C AHTHI€HOM HMHTEPECYIOIEH MUIIEHU WJIH €r0 YacThi0, TIPU 3TOM YKa3aHHbIE
MUIIEHH BKJIIOYAIOT, HO HE OTPAHWYMBAIOTCS MMM, PAKOBBIE KJIETKU FJIM KJIETKH, KOTOPBIE

NPONYLUPYIOT ayTOMMMYHHBIE aHTUTENA, aCCOLIMMPOBAHHBIE C ayTOMMMYHHBIM 3200JI€BaHHEM.
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HNMMyHOTrI00yIMH MOXKET OTHOCUTBCA K JTobomy tumy (Hampumep, IgG, IgE, IgM, IgD u IgA),
knaccy (Hampumep, IgGl, IgG2, 1gG3, 1gG4, IgAl u IgA2) unm mogkiaccy WM aUIOTUITY
(manpumep, denoseueckuMm Glml, GIm2, GIlm3, non-Glml [ro ectp srOOON ajutoTHI,
otmuuabii oT Glml], GIm17, G2m23, G3m21, G3m28, G3ml11, G3mS, G3m13, G3ml4,
G3m10, G3m15, G3m16, G3m6, G3m24, G3m26, G3m27, A2m1, A2m2, Km1, Km2 u Km3)
MOJIEKYJ MMMYHOTJI0OyuHOB. MIMMyHOr/IIOOYJIHMHBI MOTYT IPOUCXOIUTH OT JIEOOOro BHJA,

BKJIFOY A 9€JIOBCUCCKOEC, MbIIIMHOE WJIN KPOJIMYBE IIPOUCXOKACHUC.

«®parMeHTbl aHTUTE» BKIOYAIOT 4YacTh TOJTHOPA3MEPHOTO AaHTHUTENa, OOBIMHO €ro
AHTUTCHCBS3BIBAIOINYIO WIIH BapruabenbHyto o0nacts. [Ipumepsl pparMeHTOB aHTUTEN BKIIFOYAIOT
¢parmentsl Fab, Fab', F(ab'), u scFv, nuarena; nunelinpie antutena; GparMeHThl, TOJTYYCHHbIE
u3 Fab-skcnpeccuonnoit Oubmuoreku, anrtuupuorunuueckue (antu-Id) awrurena, CDR
(onpenensiroiasi KOMILUIEMEHTAPHOCTh 00JIaCTh) M CBSI3bIBAIOLIMECS C STHMTOMNOM (pparMeHTh
Jr000ro M3 yKa3aHHBIX BbIlle (PAarMEHTOB, KOTOPBIE MMMYHOCTIEHU(PHUYHO CBS3BIBAIOTCS C
AHTUTEHAMH PAKOBBIX KJIETOK, BHPYCHBIMH AQHTHICHAMH WJIH MHKPOOHBIMU aHTHUIE€HAMH,
MOJIEKYJIbl OJHOLIETIOUEYHBIX AHTHTEN, U MyJbTUCTCIU(PUIECKUE aHTUTeNa, 0Opa3OBaHHBIE M3

(parMeHTOB aHTUTEIL.

Ucnonb3yeMblii B JaHHOM JOKYMEHTE TEPMHH «MOHOKJIOHAJBHOE AHTHUTEJIO» OTHOCUTCSA K
aHTUTENy, TOJYYEHHOMY M3 MOMYJSILUKM MO CYIIECTBY T'OMOT€HHBIX AHTHTEN, T.€. OTHEJbHbIC
AHTUTEJA, COCTABIISIOLINE MOMYJISLHIO, SIBISIOTCS UASHTHYHBIMY, 32 UCKJIFOYEHHUEM BO3MOYKHBIX
BCTPEYAIOLIUXCST B TPUPONE MyTalMH, KOTOPbIE MOTYT MPUCYTCTBOBATh B HE3HAYMTEJIbHBIX
KOJIMYEeCTBAX. MOHOKJIOHAJIbHBIE aHTUTENA SIBJISFOTCSI BBICOKO CHELU(UYHBIMHU, TIPH 3TOM OHH
HAmpaBlieHbl TPOTUB OJHOI'O AHTUTEHHOro caiita. bojee Toro, B OTIMYME OT COCTaBOB
NOJIMKJIOHAJIBHBIX AHTUTENI, KOTOPbIE COINEpPIKAaT Pa3JINYHbIe AHTHUTENA, HAINPABJICHHbBIC MPOTHUB
Pa3JIMUHBIX JETEPMHHAHT (SMUTONOB), KAXKI0€ MOHOKJIOHAJBHOE AaHTUTENIO HAIPABJIEHO MPOTHUB
ONHOH JeTepMHUHAHTBI Ha aHTUreHe.  I[loMHUMO HX CHEHUPUYHOCTH MPEUMYLIECTBOM
MOHOKJIOHAJIbHBIX AHTUTEJN SIBJSIETCS TaK)Ke B BO3MOXKHOCTH WX CHHTE3a 0€3 3arps3HEeHHUs
apyrumu antutesnamu. OmnpeneneHne «MOHOKJIOHAJbHOE» YKa3bIBA€T HA XapaKTep AHTHTENA,
NOJY4YEHHOTO M3, TO CYLIECTBY, OJHOPOAHOW NOMYJSIMH AHTUTEN, W HE IOJDKHO OBITh
UCTOJIKOBAHO Kak TpeOyrolee TMONyYeHHs] aHTUTeNa KaKUM-JTH0O KOHKPETHBIM CHOCOOOM.
Hanmpumep, MOHOKJIOHAJbHBIE AHTHUTENA [UII TNPUMEHEHHs] B COOTBETCTBUH C JaHHBIM
n300peTeHneM MOTYT OBbITh TMOJIy4€Hbl C MOMOINBID THOPUIOMHBIX CIOCOOOB, BIIEPBBIE
ormmcanHbIx B ucrouHuke Kohler ef al (1975) Nature 256:495, unu MoryT ObITh TOJyYEHBI C

nomomibio criocoboB pekomOuHanmu JJHK (cm., US 4816567). MOHOKJIOHAJbHBIE aHTHUTENIA
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TaK)K€ MOTYT ObITh BBIENEHbI U3 OMONMOTEK (PAaroBbIX AHTHUTEN C UCIOJIb30BAHHUEM CIIOCOOOB,
ormmcanHbix B Clackson ef al. (1991) Nature, 352:624-628; Marks ef al. (1991) J. Mol. Biol,,
222:581-597, wnm  OT TPAHCT€HHBIX MBIIIEH, HECYIIUX IOJHOCTBI)  YEJIOBEYECKYIO

uMMyHOTNI00ymHOBYIO crctemy (Lonberg (2008) Curr. Opinion 20(4):450-459).

MoHokIoHaIbHEIE AHTUTEA BKIIOYAOT «XHUMEPHBIC» aHTUTEJIA, B KOTOPBIX 4aCTh TSDKEJION U/AIH
JIETKOM e HWACHTUYHA WKW TOMOJIOTMYHA COOTBETCTBYHOIIUM MOCJIEAOBATCIIBHOCTAM B
AHTUTECJIaX, TOJIYUCHHbBIX M3 ONPEACTICHHBIX BUAOB WIIN NPUHAJICKAIIUX ONIPECACIICHHOMY KJIACCY
WA TIOJKJIACCY aHTHUTEJ, TOTJa KaK OCTajbHasl YacTh LeNu (Lerneil) sBISeTCs] HASHTHYHON I
FOMOJIOTHYIHOM COOTBETCTBYHOIIUM MOCJICAOBATCIIbBHOCTAM AHTUTE]I, TPOU3OIICAIINX U3 APYTrOro
BUJa WK NPUHAAJICKAIIUX APYTOMY KJIaCCy WJIN MOAKIIACCY aHTUTECIL, a4 TAKIKE (bpaFMeHTaM TaKHX
AHTUTEJ, NPU YCJIOBHH, YTO OHHU TPOSIBIIIOT JKelNaeMyro Ouonorudeckyro akTuBHOCTH (US
4816567; u Morrison et al (1984) Proc. Natl. Acad. Sci. USA,81:6851-6855). XumepHble
aHTUTEJIa BKIIFOYAIOT KIIPHUMATU3HPOBAHHBIEY aHTUTENIA, COAEpIKalle BapuabenbHble TOMEHHbIE
AHTHIeH-CBSA3BIBAIOLINE IIOCJIENOBATEIbHOCTH, IPOU3OLICANINE W3 IOCIENOBATENIbHOCTEN
KOHCTAQHTHOIl 00nacTM mpuMaTa, He MPEACTABIAIOIIEro Cco0OH uenoBeka (Hampumep,

MAapTBHIIIKOBBIX HJIH YeJIOBEKOOOPa3HBIX 00€3bsIH), U YEJIOBEKA.

«/IHTaKTHOE AHTHUTENO» B JAHHOM JOKYMEHTE MPEICTaBJIsieT COOOW aHTUTENO, COnmepIKaliee
nomenbl VL u VH, a Takke KOHCTaHTHBIN noMeH Jjerkoil uenu (CL) u KOHCTaHTHBbIE TOMEHBI
tsokenon nenw, CH1, CH2 u CH3. KoHCTaHTHbIE AOMEHbI MOTYT MPENCTaBJISATh COOOH
KOHCTaHTHbIE JIOMEHbl HATHBHBIX I[1OCIEI0BATEIbHOCTEN (HAaNpuMep, KOHCTAaHTHbIE TOMEHBI
HATUBHOW  TOCJENOBATENBHOCTH  YEJNOBEKA)  FJIM  BAPUAHTHBIX  AMHHOKHCIJIOTHBIX
NIOCJIeIOBATENIbHOCTEH. HTaKTHOE aHTUTENI0O MOXKET UMETh OHY Wiu Oonee «3( ¢ eKTOPHBIX
(YHKUMI», KOTOPbIE OTHOCSTCS K OHOJIOTMYECKMM aKTHUBHOCTSIM, CBOMCTBEHHBIM Fc-oOmactu
(HaTuBHOW  mocnenoBarenbHOCTH — Fc-0o0macTh WM BapUAHTHOW — aMHHOKHCIIOTHOH
nocjenoBaTeabHOCTEI0 Fe obnacrtu) antutena. [Ipumeps! 3¢ ¢GekTopHBIX (YHKIUN aHTHTEN
BKJIIOUatoT C1q-CBsA3bIBaHUE, 3aBUCUMYIO OT KOMIUIEMEHTa LIMTOTOKCUYHOCTD, Fc-perientopHoe
CBSI3bIBAHME, AHTUTEJIO-3aBUCHMAsl OIMOCPENOBaHHAs KIeTKaMH HUTOTOKCHYHOCTH (ADCC),
(baronnTo3 M OTPHIATENbHAS PETYJSILHS PELENTOPOB KIETOYHOW MOBEPXHOCTH, TAKUX Kak B-

kJeTouHbli peuentop u BCR.

B 3aBrCHMOCTH OT aMHHOKHCJIOTHOM MOoCJICAOBATCIIbHOCTH KOHCTAHTHOI'O IOMCHA UX TAXKEJIbIX
Heneﬁ HWHTAKTHBIC aHTUTEJIA MOKHO OTHECTHU K PA3HbIM «KJIaCCamM». CYH_IGCTByeT IATh OCHOBHBIX

kJaccoB MHTakTHBIX aHTuTen: IgA, IgD, IgE, 1gG u IgM, u HekoTOpble U3 yKa3aHHBIX KJIACCOB
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MOTyT OBITh AOMOJHUTENBHO pa3felieHbl Ha «noakiacchd (m3orunsl), Hanpumep, 1gGl, 1gG2,
IgG3, IgG4, IgA u IgA2. KoHCTaHTHBIE AOMEHBI TSIKEJIOW IEMH, KOTOPbhIE COOTBETCTBYIOT
Pa3JIMUHBIM KJIACCAM AHTHUTEN, HA3BIBAIOTCA O, O, € Y U |, COOTBETCTBeHHO. (CyObenuHuyHas
CTPYKTYpa M TpPeXMEpHble KOH(QUIYpaLMH PA3IHYHBIX KJIACCOB MMMYHOTJIOOYJIHMHOB XOpPOLIO

HU3BCCTHHI.

1I'ymanuszuposannwiii

B KkoHTekcTe MaHHOrO NOKYMEHTa TEPMHH «TYMAaHM3MPOBAHHBIEY» AHTHUTENA BKIIOUYAET JIFOOYIO
KOMOMHAIMIO OMMCAHHBIX B JaHHOM aokyMeHTe anTuren k IL13Ra2. B sTux anTuTenax ocratku
KapKacHbIX obyacteli xuMepHbIXx aHTUTel MSADb-1 u X09.2 Obuti B 3HAYUTENBHOW CTENEHH
3aMEHEeHbl COOTBETCTBYIOIIUMH OCTaTKaMH HMMYHOIJIOOYJIMHOB YeJOoBeKa. MaKCUMalbHO
BO3MOKHOE KOJMYECTBO 4YEJIOBEUECKMX AMMHOKUCIIOTHBIX OCTATKOB COXPAHSETCs, HO
KPUTUYECKHE YeJIOBEYECKHE OCTATKU MOTYT ObITh MOTU(HLUPOBAHBI IO Mepe HEOOXOAMMOCTH
IUISl TIOJIeP KAaHUsSl aHTUI'€HCBS3bIBAIOLIETO caiiTa, oOpasoBanHoro CDR, u Bocmpoun3BeneHus
AHTUTE€HCBA3BIBAIOIIECH AKTUBHOCTU XUMEPHBIX aHTUTeN. Takue W3MEHeHus WM BapUaLUH
HeoOs3aTeNIbHO U MPEANIOYTUTENIBHO COXPAHSIOT MM CHIKAIOT UIMMYHOT€HHOCTD Y JIFOJIEH Min

APYyrux BUAOB MPUMATOB IO CPABHEHUIO C HCMOI_II/I(bI/ILII/IpOBaHHbIMI/I AHTHUTCIIaMU.

«['yMaHM3MPOBAHHOE AHTUTEJIO» OTHOCHTCS K TOJIMIENTHAY, COAEpKAIEMy 1O MEHbIIeH Mepe
4acTb MOAU(DHUIIMPOBAHHONW BapuabesbHOW O0JACTH AHTHTENa YeJOBEKa, IMPH 3TOM 4YacCTh
BapuadesbHON OO0JIACTH, MPEANOYTUTENPHO YaCTh, CYLIECTBEHHO MEHbINAs, Ye€M HHTAKTHBINA
BapuadeNbHBI JOMEH 4YelOBEKa, 3aMEHEHAa COOTBETCTBYIOLIEH MOCIENOBATENIbHOCTBIO OT HE
OTHOCSIIIMXCS K YEJIOBEKY BHJOB, U NpPU 3TOM MONU(UIMPOBAaHHAs BapHadenbHas o0jacTb
CBsI3aHA TI0 MEHbIIEH Mepe C APYTOi YacThio APYroro Oeska, MpearnovYTUTEbHO ¢ KOHCTAHTHON
O0NaCThIO aHTHTEJAa 4YeJOBeKa. BBIpakK€HHE «TYMaHU3UPOBAHHBIE AHTHTENA» BKIIOYAET
YeJIOBEYECKHE AHTUTEJA, B KOTOPBIX OMH WK 00JIe€ aMUHOKHCIIOTHBIX OCTATKOB OMPEAeISIFo e
koMIuieMeHTapHOCTh 0bnacTu («CDR») w/unmu ogwH wnm 6ojiee aMHUHOKHCIIOTHBIX OCTaTKOB
kapkacHoit obnactu («kFW» mmun «FR») 3aMeHeHbl OCTaTKaMH aMUHOKHUCJIOT U3 aHAJIOTMYHBIX
CAaliTOB B AaHTUTENAX TIPbI3YHOB MM JPYIHX HEYEJIOBEYECKHX AaHTUTEeNaxX. BbIpaxkeHue
«TYMaHM3UPOBAHHOE  AHTUTENIO»  TAaKXKe  BKIOYAET  BAPHAHTHYKD  AMHHOKUCIIOTHYIO
NOCJIEOBATENbHOCTD MMMYHOIIIOOYJIMHA MIH €r0 (parMeHT, KOTOpbIi BKimovyaeT FR, nmerommii
MO CYLIECTBY aMHHOKHCJIOTHYIO IOCIENOBATENIBHOCTh YEJIOBEYECKOrO0 HUMMYHOIJIOOYINHA, |
CDR, wumeromuii mo CylecTBy aMMHOKHCIOTHYIO IOCJE€I0BATENIbHOCTh HEUYENIOBEUYECKOro

UMMYHOTJIO0YJIMHA.
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«['yMaHM3MPOBAaHHBIEY» (POPMBI HEUETOBEUECKUX (HAPUMEP, MBIIINHBIX ) aHTUTEJ IPEICTABISIIOT
co0Ol XHUMepHbIe aHTHTEJA, KOTOpPblE COAEPKAaT MHHHMAJBHYIO IOCIEIOBATEIbHOCTD,
NOJYYEHHYI0 M3 HEUYeNOBEYECKOro HMMMYyHornoOynuHa. WM, eciam MmocMOTpeTh € ApPYyrou
CTOPOHBI, T'YMaHU3UPOBAHHOE AHTHUTEJIO MPEACTABISIET COOOH YEIOBEUECKOe aHTUTENO, KOTOPOe
TAK)K€ COAEPIKUT BbIOPAHHBIE IMOCIENOBATEIBHOCTH HEUEIOBEUECKUX (HANpUMeEpP, MBIIIHUHBIX)
AQHTUTEJl BMECTO 4YEJIOBEYECKUX IMOCIEAOBATEIBHOCTEN. | YMaHU3UPOBAHHOE AHTUTENIO MOXKET
BKJIFOUATb KOHCEPBAaTHUBHbIE aMUHOKHUCIIOTHBIE 3aMEHbI MJIM HETIPUPOAHbIE OCTATKU OHOTO U TOTO
K€ WM pPa3HbIX BHIOB, KOTOPBIE CYILIECTBEHHO HE HW3MEHSIOT €ro CBS3bIBAHUE W/UJIU
OMONOTMYECKYI0 AKTUBHOCTb. Takue aHTHTENa NPEACTaBIAIOT COOOH XHUMepHbIe aHTUTENa,
KOTOpPBIE COAEPKAT MHHUMAJIBbHYIO IIOCJIEI0BATEIbHOCTD, IOJYYEHHYI0 M3 HEYEIOBEYECKUX

UMMYHOTJIO0YJIMHOB.

Cy1uecTByeT psii METOIOB T'yMaHU3aLMH, B TOM unciie «puBuBka CDRy, «ynpasisieMsii oT60p»,
«IEMMMYHH3aLUsA», KBOCCTAHOBJIEHHE MOBEPXHOCTH» (TaKk)kKe€ M3BECTHOE KaK «BEHHPOBAHUEY),
«COCTaBHbIE AHTUTENAY, KONTUMHU3ALNSA COAEPKAHNS YUaCTKOB MOCIEA0BATEIbHOCTH YENIOBEKa»

" neperacoBKa Kapkaca.

IIpusuexa CDR

B stom cnocobe TymMaHM3MpOBaHHbIE AHTUTENA TMPENCTABISIOT COOOW HMMYHOTJIOOYJIUHBI
yejgoBeKka  (PELUUINMEHTHbIE  aHTHTENa), B  KOTOPBIX OCTaTKU W3  ONpeaessioInei
koMIuieMeHTapHOCTh obnactu (CDR) permmnueHTHOrO aHTUTeNa 3aMeHeHbl octatkamu u3 CDR
HEUeJIOBEYECKOro BUIa (JOHOPCKOE aHTHUTENIO), TAKOrO KaK MBIIIb, Kpbica, BepOJIroa, ObIK, KO3a
WIK KPOJNHK, OONafaroiue >KelaeMbIMH CBocTBaMu ((aktudecku, HeuenoBedeckne CDR
«TPUBHUBAIOTCSY K YEJIOBEUECKOMY KapKacy). B HEKOTOPBIX Cydasix OCTaTKH KapKacHOH 001acTu
(FR) wvmyHornoOynmHa  4YeJOBEKAa  3aMEHSIFOTCSI  COOTBETCTBYIOIIMMH  OCTaTKaMHU
HEYEJIOBEYECKOrO TPOMCXOKIEHHS (3TO MOKET TMPOW3OWTH, KOINa, HANpHUMEp, KOHKPETHBIN

ocraTok FR oka3pIBaeT 3HAYUTEILHOE BIIMSIHUE HA CBSI3bIBAHHE aHTI/IFeHa).

Kpome Toro, rymMaHM3MpOBaHHBIE AHTHTEJA MOTYT COAEPIKATb OCTATKH, KOTOPBIX HET HHU B
aHTUTEJIe-PELMITNeHTe, HI B MMIIOPTHPOBAHHBIX mocienoBateabHOCTAIX CDR min kapkacHoOi
obmactu. OTH MOAM(UKALMHN BBIMOJHEHBI [UIA NAJbHEHINEr0 YTOYHEHUS M MaKCHMAaJIbHOTO
noBbIeHNs 3PPeKTUBHOCTH aHTUTEN. TakuM 00pazom, B o01ieM, T'yMaHU3UPOBAHHOE aHTHUTEIO
OyzmeT BKIIFOYATh BCE IO MEHBLIEH Mepe OMH U B OTHOM acCIeKTe J1Ba BapHaOeNbHbIX IOMEHA, B
KOTOPBIX BCE WM BCE THIIEPBAPHAOENIbHBIE MTETJIN COOTBETCTBYIOT NETISIM HMMYHOTJIOOYIINHA, He

OTHOCSIIIETOCS] K YeNIOBEeKYy, U Bce WM npakrudeckn Bce FR oOmactu mpexncramnstor coboi
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Yy4aCTKU TIOCJIEOBATENbHOCTH HMMYHOIJIOOy/INHA dYeloBeKka. | yMaHM3HPOBAHHOE AHTUTEJIO
HEeOoOsI3aTeNbHO TaKXKE€ MOXKET COAEepKaThb [0 MEHbIIEH Mepe 4YacThb KOHCTAaHTHOW o0nacTtu

ummyHorno0ymHa (Fc) mnn nMmyHOrmoOyInHa YeoBeKa.

VYnpaensemviii ombop

Criocob cocTonT U3 KOMOMHHUPOBAHUS TIOMEeHA VH WM VL JaHHOTO HEYEJIOBEUECKOro aHTHUTENA,
creruUIHOTO K KOHKPETHOMY 3ITUTOIY, ¢ OnbnoTekoit Vy uin Vi uenoBeka, u crieupuyeckre
V-nomMeHbI 4eioBeka OTOMPArOTCs MPOTUB HHTEPECYIOIIEro aHTUreHa. 3aTeM 3Ty BeiOpanHyro VH
yeyoBeka oObeANHAIOT ¢ Oubnmorexkot VL mist co3manmss komOuHaumu nosHocThio VHxVL

yenoBeka. Criocob onmcan B Nature Biotechnology (N.Y.) 12, (1994) 899-903.

Cocmasnvie anmumena

B stom crocobe nBa mnu Oojiee CErMEHTOB aMHMHOKHMCIOTHOM MOCIEI0BATEIbHOCTH aHTHTENA
YyejoBeKa OOBEOUHSIOTCS B KOHEYHOM MOJIEKyJe aHTuTena. VX KOHCTPYUPYIOT MyTeM
KOMOMHHUPOBAaHUS HECKOJIbKHX CerMeHTOB mocnenoBarenbHocTi VH u VL denoBeka B
KOMOMHAIMAX, KOTOPbIE OrPAHMYMBAIOT WM H30Erar0T SMUTONOB T-KJIETOK uenoBeka B V-
00NacTsIX KOHEYHOTrO COCTAaBHOrO aHTuTena. Ilpu HeoOxomumocTw, T-KJI€TOYHBIE SMUTOIMBI
OrPaHUYMBAIOTCS WUITH U30EraroTCsl yTEM 3aMEHbI CErMEHTOB V-00J1acTH, BHOCSIIMX BKiax B T-
KHeTOqulﬁ SITUTOIT UJIU KOHI/IPYIOH_II/IX HX, Ha a.HbTepHaTI/IBHbIe CEIrMECHTHI, KOTOpre I/I366Fa.}OT T-

KJIETOUHBIX AIUTOIOB. DTOT MeTo orrcad B US 2008/0206239 Al.

Jeummynusayus

JTOT cnocod BKIIIOYAET yAANIeHUE STTUTONOB T-KJIeTOK uenoBeka (MM Apyroro BTOPOro BUAA) U3
V-obnacteil TepameBTUUECKOro aHtuTena (Wiau Apyroil monekyssl). IlocnenoBarenbHOCTH V-
00JIaCTH TEpaIreBTHUECKUX AHTHTEJ aHAJIM3UPYETCS Ha HAJIN4YMEe MOTHUBOB CBsi3biBaHUs MHC
kyacca II, Hanpumep, myTeM cpaBHEHHSs ¢ 0a3aMu JaHHBIX MOTHUBOB CBsi3biBaHuss MHC (Takumu
kKak 0aza naHHBIX «(ppParMEHTOB», pa3MelleHHas Ha caiite www.wehi.edu.au). B kadectBe
anbrepHaTBbl MOTHBBI cBssbiBaHMss MHC kmacca II moryt ObiTh MAEHTUPHUIMPOBAHBI C
UCTIONIb30BAHMEM BBIUHCIIUTENIHBIX MOTOKOBBIX METOJOB, TAKHX KaK METOABI, pa3paboTaHHBIE
Altuvia et al. (J. Mol. Biol. 249 244-250 (1995)), B 3Tux MeTomax MOCJIEAOBATEIbHbIE
NEePEKPHIBAIOIIUECS MENTUABI U3 MOCIEN0BaTEIbHOCTEH V-001acTH MPOBEPSIFOT HA MX SHEPTHIO
ceasbBanusl ¢ Oenkamu MHC knacca II. 3atrem 3T naHHble MOTYT ObITh OOBEAMHEHBI C
uHpOpMaIe O APYIHX XapaKTePUCTHKAX MOCIEAOBATENIbHOCTEH, KOTOPBIE OTHOCATCS K
YCIIEITHO MPEICTABICHHBIM MENTHAAM, TAKIM KaK aM(HUIIATHIHOCTb, MOTHBBI PoTOapna 1 caiThl

pacIieruIeHus sl KaTencuHa B v Apyrux mponecCHHroBbIX (PEPMEHTOB.
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Kak TonpkO mMOTEHIHMANBHBIE SMUTONBI T-KJIETOK BTOPOrO BHAa (HAMPHUMEp, YEIOBEKA)
UIeHTU(PULIPOBAHBI, OHU YAAISIOTCA TyTEM H3MEHEHHUs ONHOW MM 0Oojee aMHHOKHCIOT.
MomudpuuupoBaHHble aMHUHOKUCIOTHI OOBIYHO HAaXOMATCS BHYTPU CaMmoro T -KJIETOYHOro
SMHTOMNA, HO TaKKe MOTYT NMPHUMBIKATh K SMUTOMNY € TOYKH 3PEHHs MEPBUYHON WIIM BTOPHUYHON
CTPYKTYpHbI OeJKa (¥, CIIeI0BATENIbHO, MOTYT HE OBITh CMEKHBIMU B IIEPBHYHOHN CTPyKTYype). Haie
BCEr0 M3MEHEHHE IMPOMCXOIUT IyTEM 3aMEHbI, HO B HEKOTOPBIX CIy4asx OoJjee MOAXOISAIINM

OyneT noOaBiIeHUe WK yAaJeHUEe aMUHOKHUCIIOT.

Bce n3meneHust MOTyT ObITh BBITIOJIHEHBI ¢ TIOMOINBIO0 TexHoyoruu pekombunantHou JIHK, Tak
YTO KOHEYHasi MOJIEKYJia MOXKET OBITh IMOJy4eHa MyTeM 3KCIPEeCCUHd U3 PEeKOMOMHAHTHOTO
XO035lMHa C HCIOJIb30BAHMEM XOPOIIO M3BECTHBIX METOJOB, TAKUX KAaK CaWT-HAaIpaBJIEHHBIN
myTareHes3. OHaKO TaKKe BO3MOKHO HUCTIONIb30BAaHUE XMMUHU OEJIKOB MJTH JFOOBIX IPYTUX CPENICTB

MOJIEKYJISIPHOTO U3MEHEHUSI.

Bocemanoenenue nosepxnocmu
ITOT CIOCOO BKIIIOYALT:

(a) ompenenenue  KOH(GOPMALMOHHOW  CTPYKTypbl  BapuabenbHOH  oOnactu
HEUeJIOBEYECKOro aHTHTeNa (Hanpumep, rpbi3yHa) (HH ero parMeHTa) myTeM KOHCTPYHPOBAHUSI
TPEXMEPHOW MOJIENIN BapuaOeIbHON O0JIACTH HEUEIOBEUECKOrO aHTUTENA,

(b) reHepaniio BeIpaBHUBAHUS MTOCIENOBATEIBHOCTEH C UCIIOJIb30BAHUEM PaCIIpEaeSICHU I
OTHOCHUTEJIbHOH JOCTYMHOCTH W3 PEHTTCHOCTPYKTYPHBIX KPUCTAIUIOTPAQUUIECKHX CTPYKTYp
JIOCTATOYHOTO KOJIMYECTBA TSUKEJIBIX U JIETKUX LieTieil BapuaOebHbIX 00J1acTel HeUeI0BeUeCKUX
U aHTUTEJT YeJIOBEeKa, YTOOBI MONTYyYUTh HAOOp MOJIOKEHHH KapKaca TsLKEJION M JIETKOH Lenel, B
KOTOPBIX TMOJIOJKEHUST BbIPABHUBAHMS UIACHTHYHBI B 98% NOCTATOYHOTO KOJMYECTBA TSDKEJbIX H
JIETKUX LIeMei HeUeNOBEYECKIX aHTUTEl,

(c) ompeneneHue Ui TYMaHU3MPOBAHHOTO HEYEJIOBEYECKOrO aHTHTENa Habopa
AMHHOKHCJIOTHBIX OCTaTKOB, SKCIIOHHPYEMBIX Ha TOBEPXHOCTH TSDKEJOHW M JIETKOH Lemei, ¢
UCTIONIb30BaHNEM Ha0Opa MOJIOKEHHUH KapKaca, Co31aHHoro Ha ctanuu (b)),

(d) uneHTHUKAIMIO W3 aMHHOKHUCIIOTHBIX MOCIEOBATEIbHOCTEH aHTUTEIA YeJIOBEKa
HabOpa aMHHOKHUCJIOTHBIX OCTATKOB, SKCTIOHUPYEMBIX Ha IIOBEPXHOCTH TSDKEJIOH U JISTKOH HeTei,
KOTOpbIii Hambonmee ONM3KO WOEHTUYEH HAOOpPY OSKCIOHUPOBAHHBIX HA MOBEPXHOCTH
AMHHOKHCJIOTHBIX OCTAaTKOB, OMNPEAENCHHbIX Ha 3Tane (C), rae TsbKenas W JIerKasl Lenu U3

YCITOBCUCCKUEC AaHTHUTEIIA ABJIOTCA UJIW HE CIIAPEHBI €CTCCTBECHHBIM o6pa30M;
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(¢) 3aMeHy B aMHHOKHCJOTHOH MOCJEIOBATEIbHOCTH HEYEJIOBEYECKOTO AHTHUTENA,
NOAJIeXkKALEr0 TyMaHu3auuk, HaOopa aMHUHOKHCIOTHBIX OCTATKOB, JKCIOHHPYEMBIX Ha
MOBEPXHOCTH TSDKEJIOW W JIETKOW Ierel, OompeneieHHbIX Ha 3tame (), Ha Habop OCTaTKOB
AMHMHOKHCJIOT,  OKCIOHHPYEMbIX HAa  TOBEPXHOCTH  TSDKEIOW M JITKOW  LIemy,
uneHTH(uLIIpoBaHHbIe Ha cTanun (d);

(f) mocTpoenne TpexMepHO MoaeH BapruadenbHOM 00IaCTH HEUEIOBEUECKOrO aHTUTETA,
MOJTyYeHHOH B pe3yJibTaTe 3aMeHbl, YKa3aHHOM Ha dTarne (e),

(g) uneHTUPUKAIMIO IyTEM CPABHEHHS TPEXMEPHBIX MOZAENEH, IOCTPOEHHBIX HA HTarax
(a) u (f), moOBIX aMUHOKHCIIOTHBIX OCTAaTKOB M3 HAOOPOB, WASHTU(PULIMPOBAHHBIX HA dTanax (c)
wm (d), koTopele HaxomATCsA B Mpefesax S aHrcTpeM OT Jiroboro aroma Jr0OOH OCTAaTOK
OTPEEISIOINX KOMIUIEMEHTAPHOCTh O0JIaCTell HEYeNOBEUECKOr0 AaHTHTENA, IOMJIEXkKAINero
T'YMaHHU3aLUH; 1

(h) 3ameny mrOOBIX OCTATKOB, MACHTH(HLIMPOBAHHBIX HA CTAAHMU (g), C UEIOBEYECKUX
OCTAaTKOB Ha MCXOJHBIE HEUEJIOBEYECKHe AMHHOKHCIOTHBIE OCTATKH, YTOOBI TaKMM O0Opa3oMm
OIPENeNIUTh HEUeJIOBEUECKUH AaHTHTeJ] TYMAHM3HPYIOIIHH Ha0Op SKCIOHHUPOBAHHBIX HA
NOBEPXHOCTH aMUHOKHCIIOTHBIX OCTATKOB; IPH YCJIOBHUH, YTO 3Tall (a) He 0053aTeIbHO AOJIKEH

BBITIOJIHSITBCSI TIEPBBIM, & TOJKEH BBIMOJHATHCS 10 dTamna (g).

Cynepaymanusayus

C MeTone CpaBHUBAIOT HEUEJNOBEUYECKYIO MOCIENOBATENBHOCTh ¢ (DYHKIIMOHAIBHBIM CIEKTPOM
T€HOB 3aPOJbIIIEBON JIMHUH YejioBeKa. BHIOMPAIOT reHbl YeioBeKa, KOAUPYIOIIHe KAHOHUYECKHE
CTPYKTYPbI, HACHTUYHBIE UJIK TECHO CBSI3aHHBIC C MOCIEI0BATEIbHOCTAMH, HE OTHOCAIIUMHUCS K
yenoBeky. Te oroOpaHHbIE TeHbl YeJNOBEKa C HauBbICHIed romojsioruei B mpeneinax CDR
BbIOMpPArOT B KauecTBe JoHOpoB FR. Hakonern, HeuenoBeueckue CDR mpuBuBaroTcst kK 3TuM FR

yenoBeka. JToT Meron onucad B nateare WO 2005/079479 A2.

Onmumusayust COOePIUCAHUS YYACIKOB NOCIEO08AMENbHOCHIN Ye06eKd

OTOT MeTOI CpPaBHUBAET HEUEIOBEYECKYIO (HAMPUMEP, MBIIIMHYIO) MOCIEI0BATEILHOCT CO
CIICKTPOM T'€HOB 3apOI[bILHeBOI>'I JIMHUW YC€JIOBEKA, U pPa3JIMUus OLCHUBAIOTCA KaK COACPIKAHUC
y4acTKoB mocienoBarenbHocTH uenoBeka (HSC), koTopoe KOJMYECTBEHHO Ompenenser
MOCJIEIOBATEIbBHOCTh HA  ypOBHE mOTeHHualbHbIX snutonoB  MHC/T-knetok.  3arem
NOCJCAOBATCIIbHOCTb-MUIICHD TYMAHHU3UPYETCA NYTEM MaKCHUMHU3aAllUU €€ HSC BmecTO
HUCIIOJIB30BaHUA O6H.I€I\/'I MEPBI HWACHTUYHOCTHU OJisd CO3JaHUA MHOKECTBA pa3H006pa3HbIX

T'YMaHU3UPOBAHHBIX BapuaHTOB (omucano B Molecular Immunology, 44, (2007) 1986—-1998).
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llepemacoska xapxaca

CDR HeuenoBeueckoro aHTUTeNa CIAMBAIOTCS B pamke cuuTbiBaHus ¢ nyiaamu  kJIHK,
OXBATHIBAIOIIUMH BCE H3BECTHBIE KAapKaCHbIE OOJACTH TSDKENBIX U JIETKHX LeNeill T'€HOB
3apOMBIIIEBON JIMHUKM YEJIOBEKA. 3aTeM T'yMaHU3WPOBAHHbBIE AHTUTENA OTOMPAIOT, HAIPHMED,

naHOpaMHupoBaHue oTobpakaeMoli parom OMbIMOTEKH aHTUTEIN. DTO onucaHo B Methods 36, 43-

60 (2005).

Mooughuxayuu nocneoosamenvnocmu

ITocnenoBarenbHOCTH BapuabeNbHBIX OONACTEl TSDKENON Lienu W/MIM BapuaOenbHOH 001acTH
JIETKOM LIETIH aHTUTEJIa, ONIMCAHHBIE B JAHHOM JOKYMEHTE, MOTYT ObITh MOJU(HULIUPOBAHBI TyTEM
3aMeHbI, BCTABKU HJIH JeIeLUH. AMUHOKUCIIOTHBIE TIOCIIE0BATEIbHOCTH, KOTOPbIE MO CYLIECTBY
COBIAJAIOT C MOCJIENOBATEBHOCTSIMH, ONMCAHHBIMHU B IAHHOM JIOKYMEHTE, BKJIIOYAIOT B CeOsl
IOCJIEIOBATENLHOCTH, COAEpIKaIlie KOHCEPBATHBHbIE AMHWHOKHCIOTHBIE 3aMEHbI, a TaKXke
AMHMHOKHCJIOTHBIE JeJielud WuiM BCTaBkM.  KOHCepBaTHMBHAs AaMUHOKHCIIOTHAS 3aMEHa
OTHOCUTCS K 3aMEeHe MepBOM aMHUHOKHCJIOTBl BTOPOM aMMHOKHCJIOTOW, KOTOpass HMeEeT
XMUMUYeCKHe W/ (u3ndeckue CBOWCTBAa (Hampumep, 3apsif, CTPYKTYpY, MOJSPHOCTS,
ruapooOHOCTL/THAPOGUIBHOCTD), KOTOPBIE AHAJIOTHYHBI TAKOBBIM y MEPBOH aMHHOKHCJIOTHI.
IIpeanouTHTeNbHBIME ~ KOHCEPBATHBHBIMH 3aMEHAMHU SIBJIIOTCSI Te€, B KOTOPHIX OfHA
AMHHOKHCJIOTA 3aMEeHEeHa Ha JAPYIYIO B MPYIINAX aMHHOKHUCIIOT, YKa3aHHBIX B JAHHOM JIOKYMEHTE

HIDKE:

* AMHUHOKHCJIOTBI ¢ moJisipHbiMu OokoBbiMu Hersimu (Asp, Glu, Lys, Arg, His, Asn, Gin,
Ser, Thr, Tyr u Cys)

* AMUHOKUCIOTBI ¢ HenoJisipHbiMu OokoBbiMU Lierisimu (Gly, Ala, Val, Leu, Ile, Phe, Trp,
Pro u Met)

* AmuHOKHCTOTHI ¢ anudarudeckumu bokosbiMu mermsimu (Gly, Ala Val, Leu, Ile)

* AMHUHOKHCIIOTHI ¢ IuKIndeckumu 0okoBbiMu Lensimu (Phe, Tyr, Trp, His, Pro)

* AMHUHOKHCIIOTBI ¢ apoMaTtndecknuMu Ookosbimu LersiMu (Phe, Tyr, Trp)

* AMHUHOKHCIIOTBI ¢ KUCITBIMU OOKOBBIMHE Lierisimu (Asp, Glu)

* AMHUHOKHCIIOTBI ¢ OCHOBHBIMH OOkOBbIMU TersiMu (Lys, Arg, His)

* AMHUHOKHCIIOTBI ¢ aMUIHBIME OOKOBBIMU Tiersimu (Asn, Gln)

* AMHUHOKHCJIOTBI C TUIPOKCHIIbHBIMU O0KOBBIMH LietisiMu (Ser, Thr)

* AMHUHOKHCIIOTHI ¢ cepocofepskamumu 6okoBbMu Lersimu (Cys, Met),

* Heiirpanbubie, cnado ruapododrbie amuHokucaoTh (Pro, Ala, Gly, Ser, Thr)

* I'unpodunbueie, kucnbie aMuHOKHCIOTHI (Gin, Asn, Glu, Asp), u
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* I'unpodoOubie amuHokucOTH (Leu, Ile, Val)

OcobenHo NpeAnOYTUTCIIbHBIMU TPYHIIbI KOHCEPBATUBHBIX aMUHOKHCJIOTHBIX 3aMCH SBJIAOTCA:

Val-Leu-lle, Phe-Tyr, Lys-Arg, Ala-Val u Asn-Gln.

B HekOoTOpBIX BapuaHTaX OCYINECTBICHHsS AaHTUTEJA IO HACTOSIIEMY HM300pPETEHHIO MOTYT
COIEPIKATD TSLKENYIO LETb, MMEIOIIYI0 aMUHOKHUCJIOTHYIO MOCIeI0BaTeIbHOCTD ¢ 80% wiu Goee
UIEHTUYHOCTH aMHUHOKHCIIOTHON TMOC/IeN0BaTEIbHOCTH (Hampumep, npumepHo 85% wunu Oonee,
86% wumu Oonee, 87% wunu 6onee, 88% wm Oonee, 89% wnu 6onee, 90% unu Oonee, 91% umu
oouee, 92% wnu 6onee, 93% unu 6onee, 94% wunu 6oaee, 95% unu 6onee, 96% umm donee, 97%
w 6onee, 98% wnu 6osee, 99% wunu Oonee MISHTUYHOCTH TMOCEIOBATENILHOCTH) C TSKEJION
LIETIbIO, OMTUCAHHOM B TAHHOM JIOKyMeHTe. B HEKOTOPBIX BapUaHTaX OCYIIECTBICHHS aHTUTEIA 10
HACTOALIEMY M300PETEHUI0 MOTYT COAEpPIKAThb JIETKYIO LeMb, MMEKOLIY) aMUHOKHCIOTHYIO
nocJjienoBareibHOCTh ¢ 80% uau Oojiee MAEHTUYHOCTH aMUHOKHCIOTHON TMOC/IeI0BATEIbHOCTH
(marpumep, npumepHo 85% unu Oonee, 86% nnu Gonee, 87% wnu Oonee, 88% umm Gonee, 89%
um 6onee, 90% unu 6onee, 91% wumu 6omee, 92% wunu Oonee, 93% wuau O6omnee, 94% wunu Oonee,
95% nnm 6onee, 96% wu 6onee, 97% unu Oonee, 98% uim Oosee, 99% wnu 6oJiee UAEHTUYHOCTH

MIOCJIEZIOBATENIbHOCTH) C JIETKOM LIETIBIO, OMMCAHHON B TAHHOM JJOKYMEHTE.

B HekoTOpBIX BapuaHTaX OCYLIECTBICHHS AHTUTEJA IO HACTOSIIEMY M300pPETEHUIO MOTYT
COnepKaTh TSDKENYI0 LENb, UMEIOIY) aMUHOKHUCIIOTHYIO IMOCIENOBATEIbHOCTD, UIEHTUYHYIO
AMHUHOKHCJIOTHOM IMOCJIEIOBATEIbHOCTU TSDKEJION LeNy, ONMHMCAHHON B JJAHHOM JAOKYMEHTE, 3a
UCKJTFOUYE€HHMEM TOTO, UTO OHa BKJIrovaer 1, 2, 3,4, 5,6, 7, 8,9 wnu 10 Mmogudukaumii aMUHOKHCIIOT
(Hampumep, 3aMeHbl, BCTaBKU W/WIM  JEJNE[UH) OTHOCHTEJIbHO  aMHHOKHCIOTHOH
MOCJIE0OBATENLHOCTH TSKEJION L[eNH, ONTUCAHHOM B JAHHOM JOKYMEHTe. B HEKOTOPBIX BapUaHTax
OCYLIECTBJICHUSI AaHTHUTENAa MO HACTOSAIIEMY H300PETEHHI0O MOTYT COAEpPIKaTh JIETKYIO LEIb,
UMEIIYK) ~ aMUHOKHCJIOTHYX)  MOCJIEAOBATENBHOCTb,  WACHTHUYHYK)  aMHHOKHCJIOTHOU
MOCJIEOBATEILHOCTH JIETKOM LIE€M1, ONTMCAHHOU B TAHHOM JIOKYMEHTE, 32 UCKJIFOUEHUEM TOT'O, YTO
oHa BkJrovaet 1, 2, 3, 4, 5, 6, 7, 8, 9 win 10 mogudukanuii aMUHOKUCIIOT (HampUMep, 3aMEHBI,
BCTaBKH W/WJIM JEJNIEIINH) OTHOCUTENIbHO aMHUHOKHCJIOTHOM IMOCIEeOBATEIbHOCTH JIETKOH LeTy,

OITMCAHHOI B AAaHHOM JOKYMECHTE.

Ionyuenue anmumena
I'ymaHM3upoBaHHBIE aHTUTENA, (QparMeHTsl W OO0JaCTH MOTryT OBITh TOJYy4YEHBI IyTEM

kyonuposanus cermenToB JIHK, xommpyrommx antureHcBsisbiBaromme obnactu H- u L-ueneit
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anturena k IL13Ra2, u npucoenuuenus stux cermeHroB /JIHK k cermentam [IHK, Brmouas
obimactu CH u CL, COOTBETCTBEHHO, AJIsI MOJYYEHHs] T€HOB, KOIUPYIOIIUE IOJIHOPA3MEPHBIS

UMMYHOTJIOOYJIMHBL

Jlns monekyn nonHopasMepHbix anturen k/IHK nvmmynornoOymmHa MoxkHo nony4uuts u3 MPHK
JVHUN KJIETOK THOpUIOMBL. TspKesble U JIETKUe LIeMH aHTUTENAa KJIOHUPYIOT B CHCTEMY BEKTOpa
SKCIIPECCUU  MIIEKOMUTAOILETO. COopka perucTpupyercss C TIOMOINBIO  aHAJIU3a
nociaenosatenbHocTH JIHK. KoHCTpyKLust aHTHTENa MOXKET OBITh SKCIPECCHPOBAHA B JIMHUAX
KJIETOK-XO35I€B UeJIOBeKa WM APYTHX MIIEKONMUTAIMX. KOHCTPYKIMs MOXXeT OBITh MpOBEpeHa
aHAJIN3aMH TPAH3UEHTHOM TPAaHC(PEKIMH U MMMYHOAHAIM30M SKCIIPECCHPOBAHHOTO aHTUTENA.
CraOunbHble JUHUM KJIETOK C HAUBBICIIEH INPOAYKTUBHOCTBIO MOTYT OBITb BBbIJENEHBI U

NOABCPrHYThI CKPUHHUHIY C UCITOJIb30BAHUEM SKCITPECC-METOAOB aHAJIM3A.

Cniocobul JieueHust

AHTHTENA U KOHBIOTAThl IO HACTOSIIEMY M300PETEHHIO MOTYT OBITh MCIOJIB30BAHBI B CIIOCOOE
Tepamuu. Takke TNPEMNIONKEH CIOco0 JieueHHs, BKJIFOYAIOIIMN BBEAEHHE CYOBEKTY,
HYKJAIOWEMyCsl B JICYCHUH, TepaneBTHYecKd 3(P@(EeKTUBHOrO KOJIMYECTBA AHTUTENA WU
COEUHEHUS-KOHBIOTATa MO H300PETEeHUIO. Tepmun «repanesTudecku 3¢ dexkTuBHOE
KOJIMYECTBOY» O3HAYAET KOJMYECTBO, JOCTATOUYHOE ISl TOTO, YTOOBI MPOJEMOHCTPHUPOBATH MONb3Y
y nmauuenra. Takas mojib3a MOXKET 3aKJIFOUaThCsl 0 MEHbIIEH Mepe B OOJIErYeHHUH M0 MEHbIIEH
MEpE OOHOro CHMIITOMA. dakTueckoe BBOOAUMOE KOJIMYECTBO, a TaAKXKE CKOPOCTH U
MPOAOJIKUTEJIbHOCTD BBEACHU A 6YIIYT 3aBHUCETb OT MPUPOABLI U TAXKECTHU TOI'O, YTO IMOABEPrar0T
nedeHuro. HasHaueHue nedyeHus, Hanmpumep, NPUHATHE PELIEHUS O AO3UPOBKE, BXOAUT B

KOMIIETEHLIMIO TEPAIEBTOB U IPYTUX Bpaueil.

AHTUTEAa W KOHBIOTAThI II0 AaHHOMY 1/1306peTeHmo MOXHO BBOIHWTH OTACJIBHO HWJIM B
KOM6I/IHaLII/II/I C APYruMu BUAaAMU JICUEHUA OAHOBPEMEHHO HUJIHU MOCIIEAOBATCIIBHO B 3aBUCUMOCTHU
OT HNATOJOIMYCCKOIro COCTOAHUA, IMOAJICKALICIO JICYHCHUIO. HpI/IMepr JICYCHUSA U TEPAIUn
BKJIFOYAKOT, HO HE OI'paHUYUBAKOTCA HMHU, XHUMHUOTEPAIINIO (BBGI[eHI/Ie AKTHUBHBIX arcHTOB,
BKJIFOYasA, HAIIPUMED, JICKAPCTBCHHBIE CPEACTBA, TAKUE KAK XUMUOTCPAICBTUICCKUEC CpeI[CTBa);

OTepALMIO; U JIyYEBYIO TEPAITHIO.

«XUMHUOTEPANIeBTUIECKHUI areHT» MPEACTaBISsIET COOOH XMMHYECKOE COSAUHEHUE, UCTIONB3YEeMOe
npu JICUCHUH pakKa, HE3AaBUCHUMO OT MCXaHHU3Ma HeﬁCTBPISI. Knaccer XUMHUOTCPAINIEBTUICCKHUX

Ar€HTOB BKJIOYAKOT, HO HEC OrpaHUYHUBAKOTCA UMU. AJIKUJIUPYIHOIIUE Ar€HTBI, AaHTUMET. a6OJ'II/ITI:>I,
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pacTUTENbHBIE  ANKAJOMAbI  BEPETEHHOTO  si4a, LUTOTOKCHYECKHE/TIPOTHBOOIYXOJIEBBIE
aHTUOMOTHKH, WHIHOUTOPBI TOTIOU30MEPA3bl, aHTUTENA, (POTOCEHCUOMITN3ATOPBl U HHTHOUTOPBI
KMHA3. XHMMHOTEPANEBTUUECKNE Ar€HThl BKIIOYAIOT COCOUHEHUS, HUCTONb3YEMbIE B «LIEIEBOM

Tepanuuy U OObIMHOW X UMHUOTEPATTHH.

IIpumepsl  XUMHOTEpameBTUYECKUX  areHToB  BKIroUaroT: 5piaotuHHO (TARCEVA®,
Genentech/OSI Pharm.), nouerakcen (TAXOTERE®, Sanofi-Aventis ), 5-FU (¢ropypaumi, 5-
¢dropyparmn, CAS Ne 51-21-8), remuurabun (GEMZAR®), Lilly), PD-0325901 (CAS Ne 391210-
10-9, Pfizer), uncrnarus (muc-nuamuH, auxjoporuiatuaa(ll), CAS Ne 15663-27-1), kapOomiaTux
(CAS Ne 41575-94-4), naxmurakcen (TAXOL®, Bristol-Myers Squibb Oncology, ITpuncros,
Heto-/Ixepcu), Tpactyzymad (HERCEPTIN®, Genentech), temozomomun (4-meTui-5-okco-
2,3,4,6,8-nenrazabunukio[4.3.0]HoHa-2,7,9-tpuen-9-kapbokcamun, Ne CAS  85622-93-1,
TEMODAR®, TEMODAL®, Schering Plough), Tamokcuden ((Z)-2-[4-(1,2-nudernnOyr-1-
enmn)penokcu]-N,N-numernmsranamud, NOLVADEX®, ISTUBAL®, VALODEX®) wu
nokcopyouims (ADRIAMYCIN®), Akti-1/2, HPPD u panamurius.

Jlpyrue npuMepsl XUMHOTEPANEeBTUYECKHX areHToB BKIo4aoT: okcanumiatud (ELOXATIN®,
Sanofi), 6opresomu6d (VELCADE®, Millennium Pharm.), Sutent (SUNITINIB®, SU11248,
Pfizer), nerpozon (FEMARA®, Novartis ), me3miat umatuauda (GLEEVEC®, Novartis), XL-
518 (uarudburtop Mek, Exelixis, WO 2007/044515), ARRY-886 (uarudutop Mek, AZD6244,
Array BioPharma, Astra Zeneca), SF-1126 (uarudurtop PI3K, Semafore Pharmaceuticals), BEZ-
235 (uaruburop PI3K, Novartis ), XL-147 (uaruburop PI3K, Exelixis), PTK787/ZK 222584
(Novartis), ¢yneecrpant (FASLODEX®, AstraZeneca), neiikoBopuH ((pOJHMHOBAsI KHCIIOTA),
pamamunivH (cuponumyc, RAPAMUNE®, Wyeth), nanarunuo® (TYKERB®, GSK572016,
Glaxo Smith Kline), nonapapuud (SARASAR™, SCH 66336, Schering Plough), copadennd
(NEXAVAR®, BAY43-9006, Bayer Labs), reputurand (IRESSA®, AstraZeneca), HpUHOTEKaH

(CAMPTOSAR®, CPT-11 Pfizer), tummudapaud (ZARNESTRA™, Johnson & Johnson),

ABRAXANE™ (6e3 kpeModopa), COCTaBbl MaKJMTAKCENlAa B BHIE HAHOYACTHUII, CO3AAHHBIX HA
ocHOoBe anmbOymuHa (American Pharmaceutical Partners, Schaumberg, 11), Bangeranu6 (rINN,
ZD6474, ZACTIMA®, AstraZeneca), xnopanmOymmn, AG1478, AG1571 (SU 5271; Sugen),
temcuposmyc  (TORISEL®, Wyeth), mnasomanud (GlaxoSmithKline), «andochamun
(TELCYTA®, Telik), tuworema wu mukiodpochamun (CYTOXAN®, NEOSAR®);
aNKWICYIb(OHATHI, TAKHE Kak OycynbhaH, uMnpocysibhaH U NHIOCYIb(aH; a3UPUIUHBL, TAaKHe

Kak OeH30101a, KapOOXOH, METypeIoNa U YPEenorna, STUICHUMHUHBI U METHJIAMEJIAMHUHBI, BKJTFOYast

aNbTPETAMHUH, TPUITHIICHMEJAMUH, TpusTHieHpochopamun, TpmdTHIeHTHOPOChOpaMu W
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TPUMETHJIOMEJIAMUH, aleTOreHUHbl (0COOeHHO OysulaTanvH U OyJIJIATAllMHOH), KaMITOTELUH
(BKJIFOUAsl CHHTETHUYECKHI aHAJIOr TONOTeKaH), Opuocratul; kammcratinH, CC-1065 (Brmouas
€ro CHHTETUYECKHE aHAJIOTH aJ03€JIe3UH, Kap3ele3nH 1 Ousene3nH); KpurntoGuipHb! (0COOEHHO
kpunropummH 1 u xpuntopunuH 8); HONACTATHH, AYOKAPMHLMH (BKIIFOYAass CHHTETUYECKUE
ananorn KW-2189 u CB1-TM1); sneytepoOuH; NaHKpaTHCTATHH; CAPKOAUKTHHH, CTIOHTUCTATHH,
a30THUCTBbIE MIIPUTHI, TaKWe Kak xjopaMOyuuy, XxiopHadasuH, xjopdocdamun, 3CTpamyCTHH,
udochamu, MEXIOPITAMHH, THAPOXJIOPHI OKCHIA MEXJIOpP3TaMHUHA, MeJdaliaH, HOBEMONXUH,
denecrepuH, NpeAHUMYCTHH, TpodochaMun, ypaluioBblii UIIPUT, HUTPO30OMOUYEBUHBI, TAKHE KaK
KapMyCTHH, XJIOPO30TOLMH, (POTEMYCTHH, JIOMYCTHH, HUMYCTHH U PAHUMHYCTHUH; aHTUOUOTHKH,
TaKue Kak 3HIUMHOBBIE AHTHOMOTHUKU (HAIpUMeEp, KaJIUXEaMHIMH, KaluxeaMHIWH rammall,
kamuxeamuunH omerall (Angew Chem. Intl. Ed. Engl.(1994) 33:183-186), nuHemwuLuH,
IMHEeMHUIIMH A; OuchocdoHaThl, Takue Kak KJIOAPOHAT, 3CIEPaMHLMH, a TaKxke XpoMmodop
HEOKap3WHOCTATHHA M POJACTBEHHbIE XPOMOINPOTEHHOBbIE SHAMUHOBBIE AHTHUOMOTHYECKHUE
XpoMo(opel), aKJAIMHOMHU3UHBL, AKTHMHOMHLMH, ayTPaMHUIMH, a3acepuH, OJICOMHLINHBI,
KaKTUHOMMIIMH, KapaOUIMH, KAPMHHOMULIMH, Kap3UHO(DIINH, X POMOMHLIMHBI, JTaKTHHOMUIIVH,
AOayHOpPYyOMIIMH, AeTopyOuIuH, 6-1ua3o-5-okco-L-Hopneinud, MopdonnHOZOKCOpYyOHLIMH,
LIHAaHOMOP(}OJIMHONOKCOPYOHLINH,  2-TIMPPOIIMHONOKCOPYOHIIMH U A€30KCHIAOKCOPYOUIHH),
SMUPYOULIMH, 3COPYOHLIMH, UAapyOULIUH, HEMOPYOHULIMH, MAapPLEJUIOMHLINH, MUTOMULIHBI, TAKHAE
kak mutoMuiuH C, MHUKO(EHOJOBas KHUCJIOTA, HOTAJAMHIMH, OJMBOMHLIMHBI, TETIOMULIMH,
nopGHUPOMHUIIMH, MYPOMHUIIMH, KEIAMULUH, POAOPYOWIINH, CTPENTOHUTPHH, CTPENTO3O0LIMH,
TyOepuuanH, YOSHUMEKC, 3SUHOCTATHH, 30pyOULIIH, aHTUMETaOOIHUThI, TAKHE KaK METOTPEKCAT U
5-propypaumn (5-FU); ananorm (onmueBoil KUCIOTBHI, TaKHe KaK JEHONTEPUH, METOTPEKCaT,
NTEPONTEPUH, TPUMETPEKCAT, AHAJIOTH TypUHA, Takue Kak (uynapalOuH, 6-MepKanTONypUH,
TUAMUIPUH, TUOTYAaHWH, AHAJOTH NHPUMHINHA, TAKHE€ KAaK AaHLUWUTAOWH, a3aluTHOUH, O-
azaypunud, kapmodyp, OUTapabWH, IUAE3OKCHUYyPHUIUH, IOKCU(DIYPUINH, SHOLUTAOWH,
(bIIOKCYpHINH; aHIPOTEHBI, TAKHE KaK KaJlyCTEPOH, IPOMOCTAHOJIOHA IMMPOITHOHAT, SITUTHOCTAHOI,
METMHUTHOCTaH, TECTOJAKTOH, CPEACTBA, yrHeTaroumme (YHKIUH HAIAMOYEYHHKOB, TAKHE Kak
AMHUHOTJIYTETUMHUJI, MHTOTAH, TPWJIOCTAH, TIIOMOJHUTENb (POIMEBOH KHCIIOTHI, TAaKOW Kak
(bponmHOBas KHCJIOTA, aLEryiaTOH, TIMKO3UA aibrodocdamuaa; aMUHOJIEBYJIMHOBAS KHUCIOTA;
SHUJIypallWJI, aMcakpuH, Oectpalyuwmn, OucaHTpeH, smatpakcar;, nedodamuH, TEMEKOJIINH,
IMA3UKBOH, SJIb(OPHUTHH, BJUIMNTHHHUS aLeTaT, 3TOTWIOH, JSTOMNIFOLUA, HUTPAT TaJUIus,
T'HIPOKCUMOYEBHHA, JICHTHHAH, JIOHHJAWHWUH, MAaWTAH3WHOWABI, TaKH€ KaK MaWTaH3WH W
AHCAMUTOLIMHBI, MUTOTYa30H, MUTOKCAHTPOH; MOIIHIAHMOJT, HUTPAEPHH, IIEHTOCTATHH; ()EHAMET;
NUPapyOULINH, JIO30KCAHTPOH, NOAOQWIUIMHOBAsT KHUCIOTA, 2-3THITHAPA3UA; NPOKapOasuH,

PSK® mnonucaxapunueii kommuieke (JHS Natural Products, HOmxkun, OperoH), a3sokcaH;
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PU3OKCHUH, CHU30(HpaH, CHOUPOTePMAHWl, TEHya30HOBas KUCJIOTA, TPHA3UKBOH, 2,2727-
TPUXJIOPTPUITHIIAMUH, TPUXOTeleHbl (ocoOeHHO TokcuH T-2, BeppakypuH A, popunuH A u
aHTUAMH), YpeTaH, BUHIE3WH, AakapOa3suH, MAHHOMYCTHH, MHTOOPOHHUTOJ;, MHTOJAKTOJ
nurnoOpoMaH;, rauuTto3uH, apabunosnn («Ara-Cy»);, mmkmnodocdamun, THoTena, 6-THOTYaHUH,;
MEpKaINTOMypPHH, METOTPEKCAT, AaHAJOTM Ha OCHOBE IUIATHHBL, Takue Kak LUCIUIATHH U
kapOomatus, BuHONactul, sromno3un (VP-16); udochammun, MHUTOKCAHTPOH, BUHKPHCTHH,
BuHopenOoun (NAVELBINE®), HOBaHTpOH, TEHWIIO3UZ, OJAATPEKCaT, JayHOMHUIIHH;
amuHonrepus, kaneuurabun (XELODA®, Roche); wubangponar; CPT-11; wunruOurop
tonouzomepasel RFS 2000; nupropmerunopuutus (DMFO); peTnHONIBI, TaK1e KaK PETHHOEBAsI
KHUCIIOTA, W (papMaleBTUUECKH IPUEMJIEMbIE COJNM, KHCJIOTHl M IPOHU3BOAHBIE JIOOOro u3

BBIHICTICPCUNCIICHHBIX.

B ompenenenne «XuMHOTEPANEeBTUUECKOrO areHTay TaKXKe BKJIFOYEHBI: (1) aHTHIOPMOHAJIbHbBIE
areHThbl, KOTOPbIE PErYJHUPYIOT WM UHTHOUPYIOT NEHWCTBHE FOPMOHOB HAa OMYXOJIH, TAKHE KaK
AHTUICTPOTEHbl M CENIEKTUBHBIE MOXYJSATOPHI penentopoB scrporeHa (SERM), Bkirouas,
Hanpumep, Tamokcupen (Bkimouass NOLVADEX®, uwutpar TamokcudeHna), pajokcude,
npoinokcuden, 4-runpokcuramokcuden, tpuokcudpen, keokcudpen, LY117018, onanpuctoH u
FARESTON® (umtpar topemuduna), (ii) MHrHOUTOPBI apomarasbl, KOTOPbIE HHTHOUPYIOT
dbepMeHT apomaTasy, KOTOPBIH PEeryHpyeT BeIpadOTKY 3CTPOreHa B HaAMOYEUHHKAX, TAKHE KaK,
Hanpumep,  4(5)-umunazonsl, amuHormyterumua, MEGASE®  (merectpoma — amerar),
AROMASIN® (sk3emectan; Pfizer), dopmectanue, daaposon, RIVISOR® (Bopozon),
FEMARA® (nerpo3on; Novartnpeacraenser coboii ) u ARIMIDEX® (aHactposou;
AstraZeneca); (1i1) aHTHaHPOTEHBI, TAKUE KaK (PJIyTAMUA, HIUJIyTaMHI, OUKaJy TAMU, JIEHIPOITHT
Y ro3epeivH; U TpokcauuTabuH (1,3 -IHOKCOTaHOBBIN HYKICO3UTHbIHN IUTO3MHOBBIN aHAJIOT); (1)
UHTHOUTOPHI TPOTEMHKWHA3bL, Takue kak wuHruOuropsr MEK (WO 2007/044515); (v)
UHCHOUTOPBI JIMMTUAKHHASKL, (Vi) aHTHCMBICIOBBIE OJUTOHYKJIEOTHUIbI, OCOOEHHO T€, KOTOpBIE
UHTHOMPYIOT JKCIPECCHI0 TE€HOB B CHTHAJNBHBIX MYTSIX, YYacCTBYIOIIUX B abeppaHTHOU
nponudeparn  kierok, Hampumep PKC-ampdpa, Raf m H-Ras, Takue kak oOnmumepcen
(GENASENSE®, Genta Inc.); (vil) pubo3umbl, Takue kKak HHrHOuTopwl skcrnpeccun VEGF
(manmpumep, ANGIOZYME®) u unrundutops! skcnpeccunn HER2; (viil) BakmHMHBI, Takue Kak
BakUMHBI Ui reHHoW Tepanuu, Harnpumep ALLOVECTIN®, LEUVECTIN® u VAXID®;
PROLEUKIN® rIL-2; wunruburopsl Tomom3omepasbl 1, Takme kak LURTOTECAN®);
ABARELIX® rmRH; (ix) aHTHaHrHOTreHHBIE CpencTBa, Takue kak OeBaumsymad (AVASTIN®,
Genentech); u ¢apMaLeBTHYECKH NPUEMIIEMbIE COJIM, KUCIOTHI M TNPOU3BOJHBIE JIOOOro M3

BBIICTICPECUYNCIICHHBIX.
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Takske B onpeneneHne «XUMHOTEPANIEBTUUECKOIO areHTa» BXOIAT TePANEeBTUYECKUE aHTHTENa,
takue kak anemtysymab (Campath), GeBammsymad (AVASTIN®, Genentech), uerykcmmad
(ERBITUX®, Imclone), manutymymad (VECTIBIX®, Amgen), putykcumad (RITUXAN®,
Genentech/Biogen Idec), odarymymad (ARZERRA®, GSK), mneprysymab (PERJETA™,
OMNITARG™, 2C4, Genentech), Tpactysymad (HERCEPTIN®, Genentech), Tozurymomad
(Bexxar, Corixia) 1 KOHBIOTAT aHTHUTEJIO C JIEKAPCTBEHHBIM CPEJICTBOM, FeMTY3yMad 030raMHLINH

(MYLOTARG®, Wyeth).

FYMaHI/ISI/IpOBaHHbIe MOHOKJIOHAJIbHBIC aHTUTEJIA C TEPANCBTUYCCKHUM MMOTCHLUHUAJIOM BKJIFOYAIOT.
anemty3ymad, amomusymad, asenmusymad, armim3ymad, Oanmuey3ymad, Oeaumsymao,
OuBary3yma0 MepTaH3WMH, KaHTy3ymMad MepTaH3MH, ceenu3ymad, LepToiau3ymad Ierou,
uungy3utysymad, UMATY3ymad, nmakiamsymad, okymusymad, s¢anmmsymad, smpaTy3ymal,
spam3ymMad, QenpBuzymad, (¢GoHTOMM3yMad, TreMTy3ymMald O30TaMUIIMH, HIIOTUMy3yMad
o3oramuiuH, unwimMmymad, naberysymad, JuHTY3ymad, Mmary3ymald, Memonusymao,
MOTaBU3yMad, MOTOBM3yMal, Haramm3ymad, HUMOTY3ymad, HOJOBH3yMald, HymaBH3ymao,
OKpenu3ymad, omanuszymad, mnanuBusymad, mnackoiamsymad, mnekdys3utysymad, mNekTy3ymao,
nepTy3ymad, mekcenusymad, panuBu3ymad, paHuOM3ymad, pecnuBu3yMad, pecnuszymal,
pesuBu3ymad, poenm3ymMad, pymiusymad, cuOpoTy3ymad, CUIIu3ymad, COHTY3yMao,
TakaTy3ymald, TeTpakceTaH, Tamoum3ymMad, Tamudymad, Tedubasymad, TomHIM3yMao,
Topanu3ymad, TpacTy3ymad, TykoTy3ymad, ILEeIMONIEUKHH, TYKyCUTy3ymMad, ymaBu3ymao,

ypTOKCazymMad u BU3HIN3yMao.

cDapMaL[eBTI/ILIeCKI/Ie KOMIIO3UIIUHU B COOTBECTCTBHUU C HACTOALIUM I/I306peTeHI/IeM nu aJis
NMPUMECHCHNSA B COOTBETCTBHUH C HACTOAIINM I/1306peTeHI/IeM MOTYT COAECPKATh B JOIIOJIHEHUE K
AKTUBHOMY HWHIPEAHUCHTY, T. €. QAHTUTCIY HWJIM COCAUHCHUIO-KOHBHOTATY II0 JdHHOMY
n3o0perenuro, hapMarieBTUYECKH MPUEMIIEMOE BCIIOMOTaTeIbHOE BEIECTBO, HOCHUTENb, Oydep,
CTa0WIM3aToOp WIH OpyrHe MaTepHajbl, XOPOLIO U3BECTHBIE CIELHATMCTaM B JAHHOW 00NacTh
TCXHUKH. Takue MaTe€puabl OOJIKHbBI 6bITb HETOKCHUYHbBIMU U HE€ MOOJIKHBI BJIIUATH HaA
3¢ EKTUBHOCTh AKTUBHOTO MHIpeaueHTa. TodHas Mpupoaa HOCUTENS WM APYroro Matepuaia
6YI[6T 3aBHUCCTb OT NIYTHU BBCACHUS, KOTOprfI MOXET 6I:;ITI:; nepopajbHbIM HJIM UHBECKIIUOHHBIM,

HarpuMep, KOXKHbIM, MOAKOXXHbIM WM BHYTPHUBCHHBIM.

dapmaLeBTHUECKHE KOMITO3UIMHU TSI IEPOPATBHOTO BBEACHUSI MOTYT OBbITh B (hopMe TabJIeTOK,

KarcyJ, MOpOIIKAa WM JKUAKOCTH. TabneTka MOKET copmep’kaTb TBEPABIH HOCHUTENb WU
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AABOBAHT. >KI/II[KI/IG q)apMaL[eBTI/ILIeCKI/Ie KOMIIO3UIIUU O6LI‘IHO CcoacpxKar )I(I/II[KI/Iﬁ HOCHUTECIIb,
TAKOH Kak BONA, HE(PTENPOAYKT, )KUBOTHBIE WA PACTUTEIbHBIE MACIIa, MUHEPAIHHOE MACIIO WIIN
CUHTETHYECKOE Macjo. MoryT ObITh BKIIFOUEHBI (PU3HOJIOTHYECKUN COJIEBOUM PacTBOpP, PacTBOP
ACKCTPO3bI WK APYroro caxapuaa UM rJIMKOJIN, TAKUE KaK 3TUJICHTJIMKOJIb, MIPOMNUJICHITIMKOJIb

WA MTOJIUSTHIICHIJIMKOJIb. Kancyna MOXKET COACPKATDH TBeprIﬁ HOCHTCIIb, TaKOM Kak >KeJIaTHH.

JIns BHYTPUBEHHOM, KO)KHOM WJIN NMOAKOXHON MHBEKLUU WIM UHBEKLHH B MECTO MOPA’KEHUS
AKTUBHBI WHIpeaueHT OyneT B (opMe MmapeHTepasibHO MPUEMIIEMOrO BOTHOTO pPAcTBOpa, HE
comeprkallero MUPOTeHOB W UMerolero noaxomsimue pH, M30TOHUYHOCTH M CTaOUJIBHOCTB.
CrieupanucTel B JaHHOH OOJIACTH TEXHUKH XOPOINO CIOCOOHBI MPUTOTOBUTH IMOIXOISIINE
pPacTBOPBI C HCIOIB30BAHMEM, HANPUMEDP, HU3O0TOHUYECKUX HOCHUTENICH, TaKUX Kak pacTBOp
XJIOpUAA HATPUs Uil UHBbEKLUH, pacTBOp PuHrepa ans uHbekuuil, pacTBop jJakrara Punrepa nis
unbekiuil. [lpu HeoOxomuMocTu MOryT OBITh BKJIFOUYEHBI KOHCEPBAHTBI, CTa0HJIN3ATOPBI,

Oydepbl, aHTUOKCUIAHTbI U/WJU APYyTHe T00ABKH.

TepMuH «iedeHHe», WCHONB3YEMBbI B JAaHHOM JIOKYMEHTE€ B KOHTEKCTE JICUEHHs
IIATOJIOTUYECKOrO COCTOSIHUS, OOBIYHO OTHOCHTCS K JIEUEHHIO U TepaIuy, OyIb TO YeIOBeKa WiIn
’KMBOTHOTO (HANpuUMep, B BETEPUHAPHH), MPU KOTOPBIX IOCTUTAETCS HEKOTOPBIN JKeJIaeMblil

TepaneBTudeckuii 3ddekr, Hampumep , TOPMOKEHHE NPOrPECCHPOBAHHS MATOJOTHYECKOTO

2
COCTOSIHUSI W BKJIIOYAET CHUXKEHHE CKOPOCTH IMPOrPEeCCHUPOBAHUS, OCTAHOBKY CKOPOCTH
NPOrpeCcCUPOBAHUs, PpEerpecc MNaTOJIOrH4eCKOr0 COCTOSHUS, VYJIy4LIEHHE MaTOJIOrH4eCKOro
COCTOSIHUSI M M3JIEYEHHE MaTOJIOTMYECKOrO COCTOsIHUS. Takike BKJIIOUEHO JIeYEHUE B KauecTBe

npodumakTHuecKol Mepsl (Hanpumep, NpoGUIAKTUKA, TPEIOTBPAIIEHHE).

Tepmun «TepaneBTHdecku 3 (HEKTUBHOE KOJTHMIECTBO», KK OH, KAK OH HCIIOJIB3YETCsl B JAHHOM
JOKYMEHTE, OTHOCUTCS] K TOMY KOJIMUYECTBY aKTHBHOI'O COEAMHEH U TN MaTepuasa, KOMIIO3ULIUU
VI TO3UPOBKH, BKIIOYAIOIIEH AKTUBHOE COEAMHEHHE, KOTOpoe 3(PQPEKTHBHO ISl MONYYESHHUS
HEKOTOPOTO  JKENIaeéMOr0  TepameBTHYecKoro 3¢ @dexra, COM3MEPUMOr0 C  Pa3syMHBIM

COOTHOIIEHUEM TOJIb3a/PUCK TIPU BBEIEHUH B COOTBETCTBHUU C JKEJTAEMOM CXEMOU BBEIICHHS.

AHAJNOTUYHO, TEPMHH «IpopHiIakTUIecKn 3((EeKTHBHOE KOJHMYECTBO» OTHOCHTCSI K TOMY
KOJIMYECTBY AKTHBHOT'O COCOUHCHHSA WIIN MaTepuald, KOMIIO3ULIUKU WK OO3bI, BKJ'II'OLIaI'OH_Ieﬁ
aKTHBHOE COeAMHEeHHe, KoTtopoe 5S(dekTuBHO sl TONYYEHHs] HEKOTOPOro SKEelaeMOro
npoduiakTaueckoro 3¢ @GeKra, copasMepHOro ¢ pa3yMHBIM COOTHOIIEHHEM TMOJIb3a/PUCK TIPH

BBE€AEHUH B COOTBETCTBHH C JKEJIAEMOI CXEMOI JIeUeHMs.
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IIpumeHenue

AHTHTENA 1O JAHHOMY H300PETeHHIO MOTYT OBbITh UCIIOB30BAHbI [l HALIEIMBAHHUS HA LIEJIEBYIO
obmacte. LleneBoil 00NacCTbIO MPEANOYTUTENLHO MOXKET ObITh MOMyJISILUSA NPOJH(EPaTUBHBIX

KJICTOK.

AHTUTENIa TO [AAaHHOMY HW300pPETEHHIO TMPEACTABISIIOT COOOM aHTUTENa K AaHTUTEHY,
NPUCYTCTBYIOIIEMY B TONYJSALUU NPOIu(pepaTUBHBIX KIETOK. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUs] aHTUI'€H OTCYTCTBYET WM MPUCYTCTBYET HA IOHUKEHHOM YPOBHE B IOy JIALIUN
Henponu(epaTuBHBIX KJIETOK IO CPABHEHHIO C KOJMYECTBOM AHTUIE€HA, NMPUCYTCTBYIOIIUM B

NOMYJISIMY TPONU(EPATUBHBIX KJIETOK, HATIPUMED, B MOMYJISILIMH OIyXOJIEBBIX KJIETOK.

IleneBoe MeCTO MOKET OBITH i1 Vitro, in Vivo Wiu ex vivo.

AHTHTENA TO AAHHOMY M300pPETEeHHMIO BKJIIOYAIOT AHTHTENA, HMEIOIINe MPOTHBOPAKOBYIO
aKTHUBHOCTb. TakuMm oOpa3oM, B HACTOAIIEM H300PETEeHHH MPEUIOKEHO I'yMaHH3HPOBAHHOE
AHTUTEJIO, KaK OMHCAHO B JJAHHOM JOKYMEHTe, Ui NMPUMEHEeHUs B Tepanuu. B HacTosimem
n300peTeHNH TaKKe MPEeATIOKEeHO TI'YMAHW3UPOBAHHOE AHTUTENO, KAaK OMNHCAHO B JaHHOM
JIOKYMEHTe, Uil MPUMEHEHUS MPH JICUeHUH MpougepaTuBHOro 3a00neBanHust. AHAJIOTHYHO, B
HACTOSLIEM H300PETEHNH MPEAIOKEHO MPUMEHEHHE I'Y MAHU3UPOBAHHOTO AHTUTEJIA, KAK OITUCAHO
B JAHHOM JIOKYMEHTe, B TPOU3BOACTBE JIEKAPCTBEHHOIO IMpenapare Ui JICYSHUs

nponudepaTHBHOTO 3a00JIEBaAHUS.

B m3o0pereHnn Takke TPENCTABICHBI KOHBIOTATHI AHTUTENIO-JICKAPCTBEHHOE CPEICTBO,
colep:aliie TYMaHHU3UPOBAHHOE AHTHTEJO, Kak ONHWCAaHO B JIAHHOM JOKYMEHTE,
KOHBIOTHPOBAHHOE C JIEKAPCTBEHHBIM KOMITOHEHTOM. TaKie KOHBIOTAThI BKIIFOYAIOT KOHBIOTATHL,
UMEIOLIHE MPOTUBOPAKOBYIO aKTHBHOCTh. B 4aCTHOCTH, KOHBIOTATHI IO JAHHOMY H300pETEHHIO
BKJIFOYAIOT AHTHUTEJO, KOHBIOTUPOBAHHOE, T.€. KOBAIEHTHO MPHCOCAHMHEHHOE C TTOMOLIBIO
JMHKEPA, K JIEKAPCTBEHHOMY KOMITOHEHTY, KOTOPBIH MOJKET MPENCTABISTh co00M TokcuH. Kornma
JIEKApCTBEHHOE CPEICTBO HE KOHBIOTMPOBAHO C aHTHTEJIOM, JIEKAPCTBEHHOE CPEACTBO OKA3bIBAET
nurorokcuueckuii agdexr. Takum oOpazom, Owonoruueckasi akKTHBHOCTB JIEKAPCTBEHHOTO
KOMIIOHEHTa MOZYJIHUPYETCsl MyTeM KOHBIOTAllMA C aHTUTeJOM. KOHBIOraThl aHTHUTENO-
nekapctBeHHOe cpenctBo (ADC) mo NaHHOMY ONMUCAaHUEO MOTYT HM30UPATENbHO OCTABIISITH
3¢ eKTUBHYIO 103y [TUTOTOKCHYECKOTO areHTa B OMYyXOJEBYIO TKaHb, 3a CUET Yero MOXET OBbITh

JIOCTUTHYTa OOJiee BBICOKAs CEJIEKTUBHOCTD, T.€. OoJiee Hu3Kas 3(pdexTuBHas 1o3a.
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Taxkum 0o0Opa3om, B HACTOAIIEM H300PETEHNUHN MPEATIOKEHO COSMHEHNE-KOHBIOTAT, KaK OMHUCAHO
B JAHHOM JOKYMEHTE, JJIsl IPUMEHEHUs B Tepanuu. B HacTOsIIEM ONUCAaHUU TAKKE TTPEIJIOKEHO
COEIMHEHUE-KOHBIOTAT, KaK OMUCAHO B JAHHOM JIOKYMEHTE, NIl MPUMEHEHHs TPHU JICUCHUH
nponudepaTuBHOTO 3a00JieBaHUs, U TPUMEHEHHE COEIUHEHUsI-KOHBIOTaTa, KaK OIKHCAHO B
JAHHOM  JOKYMEHTe, B IIPOU3BOJCTBE JIEKAPCTBEHHOIO Ipemapara AJs  Je4eHUs

nipouepaTHBHOTO 3a00JIEBAHHUSI.

CHGLII/IaJ'II/ICT B HaHHOﬁ 00JIACTH TEXHUKHU JIETKO CMOJKET ONpeaAC/INTh, JICUUT JIM KOHBIOIAT-

KaHAUAAT Npou(epaTUBHOE COCTOSHUE JUIs JIFOOOr0 KOHKPETHOTO TUIA KJIETOK.

Tepmun  «mpomudeparuBHoe — 3a0oNeBaHUE»  OTHOCHTCSL K HEXKEJATeNbHOM  MJIH
HEKOHTPOJIMPYEMOH KJIETOUHOH nposudepanny n30bITOUHBIX WM aHOMAJIBHBIX KJIETOK, KOTOpast
SIBJISIETCSl HEXXENATEeJIbHOM, TAKON KaK HEOIUIACTUYECKUN WM TMIEPIUIACTUYECKUIN POCT, Kak in
vitro, Tax ¥ in vivo. Ilpumeps! nponudepaTHBHBIX COCTOSIHUH BKIIIOYAIOT, HO HE OTPAHUYHBAIOTCS
UMM, J00pPOKAaUYeCTBEHHYIO, IPEN3JOKAUYeCTBEHHYI0 U 3JIOKAYECTBEHHYIO  KJIETOYHYIO
npoaugepalio, BKIOYas, HO HE OrPaHWYMBAasCh, HOBOOOPA30BaHUS U OMyXOJU (Hampumep,
I'MCTOLIUTOMY, IJIMOMY, aCTPOLMOMY, OCTEOMY), pa3jIuyuHble BUBI paka (HaIpuMep, pakK JIErKHux,
MEJIKOKJIETOUHBIH PaK JErKHX, paK KCJIYAOYHO-KUIICYHOr'O TpaKkTa, pakK KMIIECYHUKA, paK TOJICTOH
KHIIKH, paK MOJIOYHOI JKEJIE3bI, PaK AMYHUKOB, pakK npe):[CTaTeanoﬁ JKCJIE3DI, paK AHWYCK, pakK
MEYEHH, pPaK MOUKH, PaK MOYEBOIO My3bIPsi, paK MOIXKETyT0YHOH JKeJe3bl, pak TOJIOBHOIO MO3Ta,
capkoMmy, ocreocapkoMmy, capkomy Kamomwm, wmenaHomy), JUM(OMBL, JIEHKO3bI, TICOpPHA3,
3aboneBanusi kocrel, (udponponudepaTuBHbie 3a00neBaHus (HATPUMEDP, COECAUHHUTEHHOU

TKaHHW) U aTEPOCKIIEPO3.

MO3KHO JI€UUTB JTFOOOH THIIT KJIETOK, BKJIFOYAst, TOMUMO MPOYET0, JIETKHX, ey A0YHO-KUIIIEYHOTO
TpakTa (BKJIOYAs, HANPHUMEP, KUILICYHHK, TOJCTYK) KHIIKY), MOJIOYHBIX JKeJe3, STHUHUKOB,
NpeACTaTeNbHON JKeJe3bl, NeYeHHW (TemaToOlMThI), TMOYeK (TIOYedHbIE), MOYEBOTO Iy3bIPS,

HOHX(GHYHOHHOﬁ JKEJIC3bI, T'OJIOBHOI'O MO3ra U KOXKH.

Hapymenus, npencrasnsromye ocoOblii MHTEPEC, BKIIOYAIOT, HO HE OrPAaHUYUBAIOTCS HMH,
pasNUUHbIE BUABI paKa, BKJIOYAT METACTATUYECKOE OHKOJOrH4Yeckoe 3aboneBaHne U
METAaCTaTHYECKHE KJIETKH OHKOJIOTMYECKOro 3a0O0JieBaHMs, TaKhe Kak LHPKYJHPYIOIIUe
OIYXOJIEBBIE KJIETKH, KOTOpPble MOTYT OBITh OOHAPYKEHBI LUPKYJUPYIOIIUMH B JKUIKOCTIX

OpraHu3Ma, TaKuMX Kak KpoBb wmiu jumda. IlpencraBisromue ocoOblii MHTEpEC BHUIBI paka
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BKJIFOUAIOT PaK JIETKOrO, pak MOJIOYHOH JKeNe3bl, pak MOAXKEIYJOYHOH JKeNe3bl, paK sIMUHUKOB,
paK TMOYKH, PaK roJOBbI U II€H, ME30TEINOMY, INTHOOIACTOMY, METAHOMBI U OITyXOJIU TOJIOBHOTO
MO3Tra, TaKhe Kak, HO He OrPaHUYMBAsICh MMM, [JIMOMBI, MEYJUIO0JacTOMa, acTPOLUTOMAa U

SMNCHANMOMA.

Jlpyrue npeacTaBisiolie HHTePeC HapyLIEHHs BKIIIOYAOT JT000€ MaTONIOrHYeCKOe COCTOSIHUE,
npu xoropoM IL13Ra2 ceepxskcnpeccupyercs wid npu KoropoM aHtaronusm IL-13Ro2
o0ecreynBaeT KJIMHUIECKYIO MOJIb3Y, HAPUMED, IIPU BOCTIAJUTEIbHBIX COCTOSHUSX, TAKUX Kak,

MIOMHMO MPOYEro, BOCHAIUTEIbHOE 3a00JIeBaHIe KUIIEeYHUKA U GuOpo3.

IIpennonaraercsi, 4To aHTUTENA U KOHBIOTATBl aHTUTENO-JekapcTBeHHOe cpeactso (ADC) mo
HACTOSIIEMY M300pPETEHHI0 MOTYT OBITh MCIIOJIB30BAHBI ISl JICYCHUS Pa3JIMYHbIX 3a001eBaHHUN
WIN HAapyLIeHWH, HAalpuUMep. XapaKTEepU3YeTCs CBEPXOIKCIPECCHEN OIyXOJEBOr0 AaHTUIEHA.
TunuuHbIe COCTOSHUS WIIH THIIEPIIPOIH(epaTHBHbIE HAPYIIEHHS BKIIFOYAIOT JOOPOKaueCTBEHHbIE
WUTH 3JI0KaUeCTBEHHbIE OMYXOJIH; JIEHKO3, FeMaTOJIOTHYeCKUe U TMM(pOUIHbIE 3JI0KAYeCTBEHHBIE
HOBOOOpa30BaHUs. Jlpyrue BKIIOYAIOT HEWpOHAJbHbIE, TIJIHAJIbHBIE, ACTPOLIUTAPHBIE,
TUIIOTANIAMUYECKHE,  JKeJIe3UCThle,  MakpodarajbHble, OSMUTEIUANbHBIE, CTPOMAJIbHBIE,
OnacTouenbHble,  BOCIAJUTEbHBIE, AHTMOTEHHbIE W HMMYHOJOIMYECKHE,  BKIIFOYAs

ayTOUMMYHHbBIE HapyILIEHHUSI.

OObyHO 3a0o0NeBaHME WM HAPYIIEHWE, TMOMJIEXkKAIee JIEYEHHIO, TMPEACTaBIseT CoOOi
runeprposrdepaTiBHoe 3aboeBaHue, Takoe Kak pak. [Ipumepbl BUIOB paka, MOMIEKALINX
JICYHCHHUIO B JaHHOM NJOKYMEHTE, BKJIFOYAKOT, HO HC OrPaHUYHBAOTCA UMH, KAPLIUHOMY, J'II/IM(I)OMy,
OmacroMy, capkoMmy W Jieliko3 Wi JHUM(OHIHBIE 3JI0KAaYeCTBEHHbIE HOBOOOpa3zoBaHms. boiee
KOHKPETHBIE TNPHUMEPbLI TAaKUX BHAOB pPaKa BKIIKOYAKOT IUIOCKOKJIETOYHBIN pak (Haan/IMep,
TUTOCKOKJIETOUHBIN SMUTEIHATBHBIN PaK), PaK JIETKUX, BKJIOYAsh MEJIKOKJIETOUHBINA PaK JIETKOTO,
HEMEJTKOKJIETOUHBIN PaK JIETKOro, aeHOKAPLIMHOMY JIEFKOTO U TUIOCKOKJIETOYHBIN PaK JIErKOro,
MEePUTOHEAIbHBIN paK, IeNaTOLE/UTIOJISIPHBIA paK, paKk >KeMy[Ka, BKJIOYas pPakK KeayIO4dHO-
KHLIEYHOTO TPAKTa, PaK IOKENYJOYHON >KeJe3bl, TTHO0JAacTOMy, pak IIEHKH MaTKH, pak
SIMYHUKOB, PaK MEYEeHH, PaK MOYEBOTO My3bIpsi, T€MATOMY, PaK MOJIOYHOM »KeJie3bl, paK TOJICTOM
KMUIKH, PaK MPsIMOM KUULIKW, paK TOJCTOW KUIIKH, PAK SHAOMETPUs WM MATKH, PaK CIFOHHON
JKEJIE3BI, paK IMMOYKH, paK HpeI[CTaTeHbHOfI JKEJIE3bI, PaK BYJIbBBBI, pak H.[PITOBHI[HOﬁ JKEJIE3 DI,
rernaroKapLHOMY, KapLUHOMY aHAJbHOIO KaHasa, KapLHHOMY IOJOBOrO 4WIEHA, a TaKKe paK

I'OJIOBBI M IICH.
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AyTouMMyHHBIE 3a00JI€BaHIS, I JISYSHUS] KOTOPBIX MOXKHO HMCIOJB30BaTh coenuneHunst ADC,
BKJIFOYAIOT PEBMATOJIOTHUECKNE PACCTPONCTBA (TakHMe Kak, HAPUMEP, PEBMATOUIHBIA apTPHT,
cunapom IllerpeHa, ckiepomepmusi, BoOnYaHKa, Takas kak SLE u Bom4aHOuUHBI He(puT,
MOJTMMHUO3UT/IEPMATOMHUO3UT, KPUOTJIOOYJIMHEMUs, CHHAPOM aHTuUTeN K ¢ochommmumam, u
NICOPHATUYECKUN apTPUT), OCTEOAPTPUT, ayTOMMMYHHBIE 3a00JI€BaHUS JKeJy JOYHO-KUIIEYHOTO
TpaKkTa U NeveH! (Takue Kak, HalpuMep, BOCIIAJINTENbHbIE 3a00JI€BaHNs KUIIEUHHKA (HAIIPUMED,
SA3BEHHBIM KOJMUT M Oone3Hb KpoHa), ayTOMMMyHHBI TaCTpPUT M TNEPHULIMO3HAS aHEMUS,
AyTOUMMYHHBI T€NaTUT, TMEPBUYHBIA OMIMApHBIA LUPPO3, MEPBUYHBIA CKIEPO3UPYIOIIUI
XOJJAHTUT W TJIOTenHoBass OoJe3Hb), BackynuThl (Takue Kak, Hampumep, ANCA-
acCOLIMHMPOBAHHBIN BAaCKyJUT, BKIHO4asi BacKyauT Yapmxka-Ctpocca, rpanyneMaTo3 Berenepa u
NOJIMAPTEPUUT), AyTOMMMYHHBbIE HEBPOJIOTMYECKHE PpacCTPOHCTBa (Takue Kak, HaIpuMmep,
pacCcesHHBbIII  CKJIEpPO3, CHHAPOM  OICOKJOHYCa  MHOKJIOHYCa, MHACTEHUs  IPaBUC,
ONTHKOHEBpOMUENHUT, Oone3Hp [lapkuHcoHa, Oone3sHb AJbLreliMepa W ayTOMMMYHHbBIE
NOJIMHEHPONATHH), OYedHbIe 3a00eBaHus (TaKue Kak, HapuMep, IIIOMepyJIOHePHT, CUHIPOM
I'ynnacruepa u Oonesns beprepa), ayrouMMyHHbIE 1epMaTONOrHyeckre 3a00neBanus (Takue Kax,
HampuMmep, I[COpua3, KpalMBHUIA, KpPANMBHUIIA, BYyJIbrapHas My3bIpyaTKa, OyJUIe3HBIN
neMpUron ¥ KOXKHAs KpacHas BOJYAHKA), IeMATOJOTHYECKHE HapyLIeHUs (Takue Kak,
HampuMep, TPOMOOLUTONEHUYECKas MypHypa, TPOMOOTHUECKasi TPOMOOLIUTONIEHHYECKAs]
nyprypa, MOCTTpaHCQy3HOHHAs Myprypa M ayTOMMMYHHAash TE€MOJIUTHYECKAash aHEeMHs),
aTepOCKIIepO3, YBEUT, ayTOMMMYHHbIE 3a00jeBaHMs Cliyxa (Takue Kak, Hampumep, OoJie3Hb
BHYTPEHHETO yXa U NoTepsi ciyxa), bone3nb bexuera, cuapom PeliHo, TpaHCIUTaHTAaLMS OPTaHOB
U ayTOMMMYHHbIE SHIOKPHHHbIC HapyUIeHUs (Takhe Kak, HalpuMmep, CBsS3aHHbIE C AUadeToOM
AyTOUMMYyHHbBIE 3a0OJIEBaHUS, TaKHWEe KaK HMHCYJIMHO3ABUCHMBbIH caxapHbiii nuader (IDDM),
Oone3Hb ATMCOHA M ayTOMMMYHHOE 3a00JIeBaHNE IMUTOBUIHON JKeJyie3bl (Harmpumep, OoJie3Hb
I'pefica u Tupeounut)). bonee mpeanouruTenbHble Takue 3a00I€BAHIS BKIFOYAIOT, HATIPHMED,
pPEBMATOUAHBIN apTpuT, s3BeHHbIH KOoUT, ANCA-accOLMMPOBAaHHBIN BAacKyJUT, BOJYaHKY,
paccesiHHBIN ckiepo3, cuHapom Illerpena, 6onesnp ['peiisca, IDDM, mepHHUIMO3HYIO aHEMHIO,

TUPEOUIUT U TIIOMEPYJIOHEPPUT.

CocraBbl
XOT$I AHTUTECIIA U COCAUHCHUSA-KOHBHOTATHI I10 I[aHHOMy I/1306pCTeHI/II-O MOXHO HCIIOJIB30BATH
(HampuMep, BBOIUTH) MO OTAEIBHOCTH, YaCTO MPEANOUYTHTENbHEE NPENCTABIATh UX B BHJE

KOMITO3HMIIUH HUJIN COCTaBa.
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B HEeKOTOpBIX BapHaHTAX OCYIECTBICHHS] KOMITO3HUIIHS IPEICTABIISIET COO0H (hapMarieBTHUECKY IO
KOMITO3ULIMEO (HAaIIpUMeEp, COCTaB, MPETapaT, JIEKaPCTBEHHBIH Mpenapar), COAEPIKAIIYI0 aHTHTEIO
WA COCIUHEHHEe-KOHBIOTaT, KaK OMNHCAHO B JAaHHOM JOKYMEHTe, W (apMaleBTHYECKH

pUeMIIEMbIH HOCUTENb, Pa30aBUTENb HIIH BCIIOMOTATEbHOE BELIECTBO.

B HekoTOpBIX BapHaHTax peaNn3alii KOMIIO3ULMS MPEACTABIsieT coOON (hapMalieBTHYECKY IO
KOMITO3ULIMIO, COAEP>KALLYIO [T0 MEHBILIEH MEPE OJHO aHTUTENIO UJIN COCIUHEHUE-KOHBIOTAT, KaKk
OMHCAHO B JAaHHOM JIOKYMEHTE, BMECTe C OJHMM WIu Oojee ApyruMu (hapMaleBTHUYECKU
NPUEMIIEMBIMI HUHTPEIUEHTAMH, XOpPOIIO H3BECTHBIMH CIHENMAJNCTaM B JaHHOW 00JacTu
TEXHHUKH, BKJIOUYas, HO HE OIPAaHUYMBASACH MMM, (PapMaleBTHUYECKH IPHEMIIEMble HOCHUTEJIH,
pa3OaBuTENH,  HATIOJHUTENW,  aAbIOBAHTBI,  HAMOJHHUTENHM, Oydeprpl,  KOHCEPBAHTBHI,
AHTUOKCUIAHTBI, CMa3bIBAIOIINE BEIIECTBA, CTAOMIN3ATOPBI, COMOOMIM3ATOPDI, TOBEPXHOCTHO-
aKTUBHBIE BeleCcTBA (HANpUMeEp, CMAYMBAIOIINE areHThl), MACKUPYIOIIHNE areHThbl, KPacUTely,

apoMaTHU3aTOPhbl U NMOACIAINBAIOIINE ar€HThI.

B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS KOMIIO3HLUS MOXKET IOTMOJHHUTEIBHO COIEPKATh
APYTHe aKTUBHBIE ar€HThI, HATPUMEP, IPYTUe TEPANEBTHYSCKUE HITH MPOPUIAKTHIECKUE areHThI.
IMonxonsimue HOCUTENH, pa30aBUTEM, BCIIOMOTaTeJIbHbIE BELIECTBA M T. . MOKHO HAWTH B
CTaHOApPTHBIX (papmaneBTuueckux nyomukammsax. Cw., Hanpumep, Handbook of Pharmaceutical
Additives, 2nd Edition (eds. M. Ash and 1. Ash), 2001 (Synapse Information Resources, Inc.,
Endicott, New York, USA), Remington's Pharmaceutical Sciences, 20th edition, pub. Lippincott,
Williams & Wilkins, 2000; u Handbook of Pharmaceutical Excipients, 2nd edition, 1994,

Tak:xe omucaHbl CHOCOOBI HW3TOTOBJICHUS (PAPMALIEBTHUECKOW KOMITO3UIMH, BKJIFOYAIOIIHNE
cMelyBaHue 1o MeHblnell mepe omHoro [11C]-paguoMedeHHOro KOHBIOraTa WM KOHBIOTAT-
nogoOHOr0 COEUHEHUs], KaK OMpPENesIeHO B JTAHHOM JOKYMEHTE, BMECTE€ C OIHUM WM Oolee
ApyruMud  (papMalleBTUYECKU  NPHEMJIEMbIMA  HHIPEAHEHTAMH, XOpOLIO  H3BECTHBIMH
CHelMaJIuCTaM B JAHHOH OONacTH TEXHHKH, HAlpUMep, HOCHTEISIMH, pa30aBHUTENSIMH,
HATIOJTHUTEJSIMH U T.1. ECII OHHM COCTaBJIEHBI B BU/IE€ IUCKPETHBIX €IMHUL (HanpuMep, TabJIeTok
U T.J.), KaKgas €IWHHUIA CONEPIKUT 3apaHee OIpeNeIeHHOe KOJUYECTBO (JI03y) aKTHBHOTO

COCIUHECHUS.

Hcnonp3yemblii B JaHHOM JTJOKYMEHTE TEPMUH «(papMaLeBTHUECKH TPHEMIIEMbIiD» OTHOCUTCS K
COEAMHEHUSIM, MHTPEIUEHTAM, MaTepHrajiaM, KOMIIO3ULUSM, JIEKapCTBEHHbIM (opMaM U T. 1.,

KOTOPBIC B pPaMKax 3ApaBOro MEAULIMHCKOIO 3aKJIHOYCHUA NOAXOIAAT AJIA UCIIOJb30BAHUSA B

45



10

15

20

25

30

35

KOHTAaKTe€ C TKaHAMH CyObekra (Hampumep, dYelnoBeka) Oe3 Upe3MepHOH TOKCHYHOCTH,
pa3apakeHus, ajUIePTUYECKON peaklud WM JIPYrHX MpoOJeM WM OCIOKHEHHH, W HMEIOT
COM3MEPUMOE C Pa3yMHBbIM COOTHOLIEHHWE mosb3a/puck. Kaxknmelii HocuTenb, pa3daBUTEND,
HATIOJTHUTENb U T.A. TAKXKe OJDKEH OBITh «IPUEMIIEMBIMY» B CMBICIIE COBMECTUMOCTH C APYTHMHU

HUHIPEAUCHTAaMU COCTaBa.

CocraBpl MO HacTOALIEMY H300PETEHHIO MOTYT OBITh NPUTOTOBJIEHBI JIOOBIMU CIIOCOOAMH,
XOpOIIO M3BECTHBIMU B obsactu papmarmu. Takue criocoObl BKIIOYAKOT CTATUI0 O0BEIUHEHHS
AKTUBHOTO COENUHEHHsT C HOCHUTENeM, KOTOpBI NpeAcTaBiseT coOoi omuH u  Ooree
JOTOJTHUTENIbHBIX HMHIpenueHToB. Kak mpaBmiio, COCTaBbI IOTOBST IYTEM PaBHOMEPHOIO H
TIIATEJILHOTO OOBEAMHEHHs AKTHBHOTO COEJUHEHUs C HOCHUTENAMH (HarpuMmep, >KUIKUMHU
HOCHTEJISIMH, TOHKOU3MEJIbYeHHbIM TBEPAbIM HOCHTEJIEM U T. 11.), a 3aTeM, IIPH HEOOXOIMMOCTH,

NPUAAHUS TPOAYKTY (POPMBI.

CocraB MoxerT ObITb MpPUTOTOBIEH Id obOecredeHus ObICTPOrO MM MEIJICHHOTO
BBICBOOOJK/ICHUS,  HEMEIJICHHOTO,  OTCPOYEHHOIO,  3aMEUICHHOrO HJIM  IOCTOSTHHOTO

BBICBOOOKIEHUST, MJIM UX KOMOUHAIIHH.

CocraBbl, MOOXOASLIME JJIsI TAPSHTEPAJbHOrO BBENCHUs (HAMPUMEp, MyT€M WHBEKIHIH),
BKJIFOYAIOT BOZHBIE WJIM HEBOJIHBIE, M30TOHHYECKHE, AMUPOTEHHBIE, CTEPIIbHBIE KUIKOCTH
(Hampumep, pacTBOpbI, CYCHEH3MH), B KOTOPbIX AaKTHBHBI HHIPEAUEHT PAaCTBOPEH,
CYCHEHIUPOBAH WJIM HWHBIM O0pa3oM COCTaBJIeH (HampuMep, B JIUTIOCOMAaX WM JPYTUX
MUKPOYACTHLIAX ). Takue KMOKOCTM MOTYT  JIOTNOJHUTENBHO  COAEpIKaTb  JpPyrue
(dapMarieBTUYECKH TpUEMJIEMble HHIPEAMEHThl, TaKWe KaK aHTHOKCHIAHTBHI, Oydepsl,
KOHCEPBAHThI, CTAOMIM3AaTOPbI, OAKTEPUOCTATUYECKUE AreHThl, CYCHEHIUPYIOIIHUE AareHTHI,
3aryCTUTEH U PACTBOPEHHBIC BEIECTBA, KOTOPBIE AEJIAIOT COCTAB H30TOHUYHBIM C KPOBBIO (MIJIH
IPYTUMHA  COOTBETCTBYIOIIMMH JKMAKOCTSIMH OpPraHM3Ma) MPEANoJaraeéMoro IoJydaTels.
[IpuMmepsl HAMOMHUTENEH BKJIIOYAIOT, HANPUMEP, BOAY, CHHPTHL, MOJHUOJbBI, TJIULEPHH,
pacTuTenbHBIe Macyia ¥ ToMy ofgo0Hoe. [Iprumeps! MOAXOASIUX H30TOHUIECKUX HOCUTENEH 1ist
UCTIONIb30BAHMS B TAKHX COCTABaX BKIIFOYAIOT PACTBOP XJIOPU/IA HATPUS JJIST HHBEKLUH, PACTBOD
Punrepa nmns wunbekumu win pactBop Purrepa ¢ makratrom s uHbBeKIMUA.  OOBIMHO
KOHLIEHTPALIMs] aKTHBHOTO MHIPEANEHTa B )KUAKOCTH COCTABISIET OT OKOJIO 1 HI/Mi g0 okono 10
MKTI/MII, Hanpumep, oT okojo 10 Hr/mi 1o okono 1 Mxr/mi. CocTaBbl MOTYT OBITH MPENCTABIICHBI
B F€PMETHYHBIX KOHTE€HHepax Uil €AMHUYHBIX WJIM MHOKECTBEHHBIX 7103, HAIIPUMEp, B aMITyJiax

U (rakoHax, ¥ MOTYT XPAaHUTHCS B JHOPIIM3UPOBAHHBIX (JIMO(UIM3HUPOBAHHBIX) YCIOBHSX,
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TpeOyromux 100aBJIeHUs] TOJBKO CTEPUIIBHOTO JKUAKOTO HOCUTEJS, HAMpUMeEp, BOIbBI IS
WHBEKLUH, HETIOCPEICTBEHHO MePe] UCTIONb30BaHNEM. PacTBOPBI U CYCTIEH3UH IJIsl HEMENJIEHHOU

UHBEKI[UU MOTYT OBbITh IPUTOTOBJIEHBI U3 CTEPHIIBHBIX MTOPOIIKOB, TPAHYJ U TaOJIETOK.

20321

Crnemmanucty B JaHHOH 0O0OJacTH TEXHUKH AOJDKHO OBITh TOHSITHO, YTO IMOAXOASIINE JO3bI
AHTUTEJ, COEOUHEHHI-KOHBIOTATOB W KOMIIO3UIMH 1O MaHHOMY HW300pPETEHHI0O MOTYT
BapbUPOBATECS OT MAalMEeHTa K manueHty. OmnpeneneHue ONTUMAIbHONW JO3MPOBKH OOBIMHO
BKJIFOUaeT OajlaHCHMpPOBAHHE YPOBHSI TepareBTudeckoro s¢ddexra ¢ mOOBIM PHCKOM HIIH
BpeaHbIMH TOOOYHBIMM 3(dexramu. BpiOpaHHBIIT ypOBEHb NO3MPOBKH OyIeT 3aBHCETh OT
MHOeCTBa (PakTOpOB, BKJIIOYAs, TOMHMO IIPOYEro, aKTUBHOCTb KOHKPETHOIO COEIUHEHHS,
croco0 BBEAECHUS, BpeMs BBEIECHHUS, CKOPOCTb BBIBEAEHHS COECIUHEHUS, MPOIOJDKUTENBHOCTD
JeYeHUs] M TNPUMEHEHHE APYIHX JIEKAPCTBEHHBIX CPENCTB, COSNUHEHUI W/WIN MaTepHalioB,
UCIIONIB3YEMbIX B KOMOWHALIMM, TSKECTh COCTOSIHMS W BHA, IIOJ, BO3pacT, Macca Teda,
NaTOJIOTUYECKOe COCTOsIHUE, O0INee COCTOSTHME 3/0pPOBbSi M NpEnbIayInas HCTOpUsl OOJe3HH
naupenTa. KoandecTBo coequHeHHs 1 criocoO BBEACHHS B KOHEYHOM UTOTe OyIyT ONpenessiTbCs
BPAa4yoOM, BETEPUHAPOM WIIM KJIMHHIMCTOM, XOTS OOBIMHO JO3MpOBKa OyneT BhIOpaHa st
AOCTHKEHUS JIOKAJIBHBIX KOHLIEHTPALMHA B MeCTe NEHCTBHS, KOTOpPbIE JOCTUTAIOT JKeJIaeMOro

3(1)(1)eKTa, HE BbI3bIBasi CYICCTBEHHBIX BPCAHBIX UK OTPHULATEIIbHBIX MMOOOUYHBIX SIBJICHUIA.

BBeneHne MOXKHO OCYINECTBIISITH OJHOW JTO30H, HEMPEPHIBHO WJIM MEPHONUYECKH (HAmpuMmep,
pa3eNeHHbIMH J03aMH C COOTBETCTBYIOIIMMH WHTEPBaJaMH) Ha TMPOTSDKEHHH BCErO Kypca
neuenns. CnocoObl onpenenenus: HauOosaee >PQPEeKTHBHBIX CPEACTB U TO3UPOBKH XOPOLIO
HU3BCCTHBI CIIeIHaJIUCTaM B I[aHHOfI 00J1aCTH TEXHUKH U 6yI[YT BapbUpPOBATbCs B 3aBUCUMOCTH OT
COCTaBa, UCIOJIB3YEMOT0 AJIsl TEPAITHH, LIEJIH TEPAITUH, LIeJIeBOH KIIeTKH (KJIETOK), OABEpraeMoi
JICYEHHIO, M CyOBeKTa mojBepraeMoro jiedeHnro. OIHOKPAaTHOE MIIM MHOTOKPAaTHOE BBEICHHE
MOKET OBITD BBITOIHEHO C BbI60pOM YPOBHA JO3bI U CXEMBI JICHAIIMM BPA4OM, BETECPUHAPOM HITU

KIIMHUITUCTOM.

Kak npaBuio, nmogxonsinasi 03a aKTUBHOIO COCIMHEHUS] HAXOJIUTCS B AUanasoHe ot okojo 100
HT 10 OKOJI0 25 Mr (GoJee THIIYHO OT OKOJIO 1 MKT 710 0k0Ji0 10 Mr) Ha KMJIOrpaMM MaccChl Teja
cyObekTa B ieHb. Korja akTHBHOE COeIMHEHNE MPENICTABIIIET COOOH COJTb, CIIOXKHBIN 3(UP, AMUT,
MPOJIEKAPCTBO WIH TOAOOHOE, BBOIMMOE KOJMYECTBO PACCUUTHIBACTCS HA OCHOBE HCXOIHOTO
COEIMHEHUs], U TO3TOMY (haKTHYECKasi Macca, KOTOPYI HYJKHO HCIIOJIb30BATh, yYBEIUMYUBACTCS

HPONOPLUOHANIBHO.
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B OOHOM H3 BAapHUAHTOB pECaJIMU3allii AKTUBHOC COCAUMHCHUE BBOAAT MALUCHTY-UCJIOBCKY B

COOTBETCTBHMH CO CJIENYIOIIEHN cxeMoil BBeeHus: 0koj0 100 mr 3 pasa B 1eHb.

B OOHOM BAapHUAHTC OCYLICCTBJICHUA AKTHBHOC COCAWHCHUEC BBOAAT IMMALUCHTY-YCJIOBCKY B

COOTBETCTBUHU CO CIEAYIOLIUM PEKUMOM JO3UPOBaHUs: OKOJIO 150 Mr 2 pas3a B A€HB.

B OOHOM BapHAHTEC OCYLICCTBJICHUA AKTHBHOC COCAWHCHUEC BBOAAT IMALUCHTY-4YCJIOBCKY B

COOTBETCTBUHU CO CIEAYIOLIUM PEKUMOM A03UpOoBaHusi: OkoJio 200 Mr 2 pa3a B A€Hb.

OI[HaKO B OAHOM BapHUaHTE peajM3aliliid COCAUHCHHUC-KOHBIOIAaT BBOAAT IMALIUCHTY-YUCJIOBEKY B

COOTBETCTBUHU CO CIEAYIOLIEH CXeMOU BBEAEHUsI: OKOJIO SO miu okouo 75 mr, 3 uiu 4 pasa B 1€Hb.

B OOHOM BapHaHTEC peanru3dallid COCAUMHCHHUE-KOHBIOraT BBOIAT MNALUCHTY-YCIOBEKY B

COOTBETCTBHHU CO CIEAYIOLIeH cxeMol BBeneHus: 0koio 100 nmm oxono 125 mr 2 pasa B IeHb.

J103bl, OMMCaHHbIE BBIIIE, MOTYT NMPUMEHSTHCS K AHTUTENy, KOHBIOraTy (BKIOYAsl MOJIEKYJY
JIEKApPCTBEHHOTO KOMIIOHEHTAa U JIMHKEP K AaHTHUTENy) WIH K 3(P(PEKTUBHOMY KOJIMYECTBY
MPEIOCTABIEHHOTO JIGKAPCTBEHHOTO COCUHEHHSI, HAPUMEP, KOJIMYECTBY COSITMHEHHUSI, KOTOPOE

BbICBO60>I(I[aeTC$I MOoCJIC paCICIUICHUSA JIMHKEPA.

Jis npoUIaKTUKK WK JiedeHus: 3a00JeBaHus MOAXOsIas 1032 OyaerT 3aBHCETbh OT THIIA
3a00NeBaHus1, MOJJIEIKAIIErO JIEYEHUIO, KaK OMPeNeSieHO BBbIIE, CTENEHH TSDKECTH M TeUeHHUSI
3a00NeBaHus1, OT TOTO, BBOISAT JIU MOJIEKYJTY B MPOGHIAKTUIECKUX HJIH TEPANEBTUYECKUX LEISX,
OT TIPEIIEeCTRYIOIIEH TepATUH, COCTOSHUS MALMEHTa, UCTOPHH OOJIE3HU U PEAKIIMK HA AaHTUTEJIO,
a TaK)Ke Ha YCMOTPEHHUE JieHalnero spaya. MoJjiekyy moaxoasiuM 00pa3oM BBOAST MAIIUEHTY 3a
OIVH pa3 WK B T€UEHHUE pPsiia KYpCOB JieueHUs. B 3aBUCUMOCTH OT TUIA U CTENEHU TSHKECTH
3aboneBanust mpuMepHo oT 1 pr/kr go 15 mr/kr (manpumep, 0,1-20 MI/KT) MOJIEKYJIbI SIBJISIETCS
HAYaJIbHOU JO30W-KaHIUNATOM JJIsi BBEJEHHs MAIMEeHTYy, HAPUMeEpP, MyTeM OJHOrO Wiu Ooee
OTHENbHBIX BBENEHUH WIM MyTeM HemnpepbiBHOW WH(y3uu. TunudHas CyTOYHAsl 1032 MOMKET
BapbUPOBATHCS MPUMepHO OT 1 pr/kr 1o 100 mMr/kr umu Goniee B 3aBHCUMOCTH OT YIOMSIHYTHIX
BhIle pakTopos. [TpumepHas no3a ADC, BBogumasi MalyeHTy, HAaXOAUTCS B AHATA30HE OT OKOJIO
0,1 no okoso 10 mMr/kr Maccel Tena nanueHTa. [Ipu MOBTOPHBIX BBEIEHUSX B TEYCHUE HECKOJIBKUX
JIHEW WM JOJbLIE, B 3aBUCUMOCTU OT COCTOSIHMS, JICUCHHE MPOAOJLKAKT A0 TeX MOp, MOKa He

MPOM30MIET JKelaeMoe MOJABICHNE CHMIITOMOB 3a00JIeBaHUs. TUMMMYHBIN PEKUM AO3UPOBAHHMS
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BKJIFOUAET KypPC BBEIEHHsS] HAYAIbHON HACHIMAIOMEH O3Bl OKOJO 4 MI/KT ¢ MOCIENYHOIIUMHU
nornoHuTe IbHbIME To3amu ADC kaskayro Hemento, ABe Wik TpU Hexesld. MoryT ObITh MOJIe3HbI
Apyrue cxeMbl BBeAeHusl. [Iporpecc 3Tol Tepaniu JIETKO KOHTPOJIHPOBATH C TOMOIIBIO OOBIYHBIX

crtoco00B U aHAJIU30B.

CyObpext/ITaninesT

CyOpexkT/manueHT  MOXKeT  OBITh  JKMBOTHBIM,  MJIEKONHMTAIOIINM,  IUIALEHTAPHBIM
MJIEKOITUTAIOLINM, CYMYaThbIM J>KHBOTHBIM (HampuMmep, KeHrypy, BOMOAar), MOHOTPEMOM
(HarpuMep, YTKOHOCOM), IPbI3YHOM (HanpuMep, MOPCKOH CBUHKOM, XOMSKOM, KPBICOH, MBIIIBIO ),
MBIIIBIO (HAMPUMEP, MBIIBIO), 3alIle00pa3HbIM (HANpUMeEp, KPOJIMKOM), NTHYUM (HAIpUMeD,
NTULOW), cobaunMm (Hampumep, cobakoi), KOIIAYUM (HAampuMep, KOLIKOH), JIOLIaAUHbIM
(Hampumep, JIOLWIAABIO), CBHHBEH (HAampuMep, CBHHBLEH), OBLOW (Hampumep, OBILO), ObldbUM
(Hampumep, KOpPOBOIT), MPUMATOM, 00E3bsIHBIM (HaIPUMep, 00e3bsIHOM UITH KPYITHOIH 00€3bsIHOM),
00e3bsiHPMM  (HampuMmep, MapThIlKoW, 0OaOyuHOM), 00€3bsiHPUM (HampuMep, TOPWILION,

IIMMIIaH3€, OPAHTYTAHTOM, THOOOHOM) MJIH YEJIOBEK.
Kpome Toro, cyObekT/manueHT MoXeT ObITh JI00OW M3 (JOpM CBOEro pa3BHUTHs, HANpUMeEp,
wiooM. B OIHOM MpPEANnOYTUTENILHOM BapHAHTE peaNU3alUd CYOBEKT/TIALMEHT SIBISIETCS

YECJIOBEKOM.

BapuaHThl OCcyIleCTBICHHS

Hacrosmee m3o0perenne otHocutes k antutenam Kk IL13Ra2. KonkpeTHO mpenmosaraemble

BapHAHTbI OCYHICCTBIICHUA aHTUTEJI IO JAHHOMY I/1306peTGHI/IIO BKJIFOYAIOT:

AHTHUTENO, KOTOpOE CBs3bIBaeTCsl C ajb(a-2-cyObennHULEH peuenTopa HHTepieHknuHa-13
(IL13R02), comepskainee TSDKENYIO I€Mb, COAEPIKAIIYIO OMPEAeNSIONIHe KOMILIEMEHTAPHOCTh
obnactu (CDR), mpusenennsie B SEQ ID NO:13, SEQ ID NO: 14 u SEQ ID: NO 15; w/unu
Jerkyro 1enb, comaepxkamyro (1) CDR, npusenennsie B SEQ ID NO:16, SEQ ID NO: 17 u SEQ
ID: NO 18; u (i1) ocraTtok cepuHa B nonokeHnn 30 (Hymeparms co ccbuikoit Ha SEQ ID NO: 3),
rae BapuaOeNbHble OOJACTH SIBIISFOTCS MOJHOCTBIO YENIOBEYECKHMMH. B OgHOM BapuaHTe
OCYIIECTBJICHUS aHTUTEJIO SIBISIETCS MIOJIHOCTHIO YEJIOBEUECKHM, BKJIFOUYasi KOHCTAHTHBIE 00JIaCTH.
B poncTBeHHOM BapuaHTe OCYIIECTBJICHHUS HACTOSIIIEE M300PETEHHE OTHOCHTCS K KOHBIOTATY
aHTUTENa, CoAep KallleMy YKa3aHHOE aHTUTENO M JuMep MmupposiodeHsonuasenvHa. B ogHOM

BAPHUAHTE OCYILICCTBIICHUS JICTKAasA LEIb NMPECACTABIIACT coboit JIETKYTO Kallla-uernb 4€JI0BEKA.
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AHTHUTENIO, KOTOpOE CBs3bIBaeTCs C ajb(a-2-cyObenMHULEH peunenTopa HHTepielkuHa-13
(IL13R02), rme aHTUTENO COAEPKHUT BapuUAOENbHYIO O0JACTh TSDKENION IemH, COAEpKaIlyro
AMHHOKHCJIOTHYIO TIOCJIEIOBATENbHOCTD, BRIOPaHHYIO U3 Tpynibl, coctosmei u3: SEQ ID NO: 3;
SEQ ID NO: 5; SEQ ID NO: 6; SEQ ID NO: 7; u SEQ ID NO: 8. B HEKOTOpPBIX TAaKHX BapHaHTaX
OCYILIECTBJICHUS] AHTUTEJNO JOMOJHUTENBHO COAEPKUT BapHaOENbHYI0 OONAcTh JIETKOW LIemH,
koropas conepxut CDR1 VL ¢ amunokucnorHoi nocneaosarenbHocThi0 SEQ ID NO: 16, CDR2
VL ¢ amuHOKHCIOTHOH mocienoBareabHocThio SEQ ID NO: 17, w/unmu CDR3 VL ¢
aMUHOKHUCJIOTHON mnocnenosarenbHocTeio SEQ ID NO: 18. B HekoTOopbIX BapHaHTax
OCYILIECTBJIEHUSI AHTUTEJNO JOMOJHUTENBHO COAEPKUT BapHaOENbHYI0 O0NAcTh JIETKOW LIemu,
koropas conepxut CDR1 VL ¢ amunokucnorHoi nocnenosarenbHocThio SEQ ID NO: 16, CDR2
VL ¢ amunokucnorHol nocienoatebHOCTEI0O SEQ ID NO: 17 u CDR3 VL ¢ aMUHOKHUCTTOTHO#
nociaenosarenpHocThio SEQ ID NO: 18, B HeKkOTOpbIX BapHaHTaxX OCYLIECTBICHUS
BapualenpHble O0JACTH SIBISIFOTCSl MOJIHOCTBIO YENIOBEYECKMMH. B HEKOTOpBIX BapHaHTax
OCYIUIECTBJICHUS] ~aHTUTEJIO SIBJSIETCSl IOJIHOCTBIO — YejoBeuecknM. Hampumep, moObie
KOHCTaHTHble OONAcTH, COAEpIKalMecs B aHTHUTENE, Takke MOIYT OBITh ITOJHOCTBIO

YCJIOBCUYCCKUMH aHTUTCJIAMU.

Taxum 00pa3oM, B HEKOTOPBIX BAPUAHTAX OCYLIECTBICHHS AaHTHTENIO CONEPIKHT:

(1) BapualGenbHy0 OONACTh  TSDKEJIOW  LEMH, HMEIOIUIY)  aMUHOKHCIOTHYIO
nocienosatesbHOCTE: SEQ ID NO: 3, u BapnabenbHy0 00J1acThb JIETKOH LEeNH, KOTOpast COAEPIKUT
CDR1 VL c¢ amunokuciotHod mnocienoBatenbHoctbio SEQ ID NO: 16, CDR2 VL ¢
aMHHOKHCJIOTHON nocienoBaTesibHOCTEI0O SEQ ID NO: 17 u CDR3 VL ¢ aMMHOKHCJIOTHOM
nocnenoBarenbHOCTEIO SEQ ID NO: 18, HeoOsizatenpHO The BapuabesbHble AOMEHBI W/ WU

AHTUTECJIO ABJIAOTCA ITOJIHOCTBIO YCJIOBEUYCCKHUMU,

(1) BapmabenmpHyr0 O0OJacCTh  TSDKEJOH  LENH, HUMEHIINYH  aMHUHOKHCIOTHYIO
nocienosarenbHOCTE: SEQ ID NO: 5, u BapnabenbHy0 00J1aCcThb JIETKOH LENH, KOTOPAast COAEPIKUT
CDR1 VL c¢ amwuHokuciotHol mocienoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢
aMUHOKHCIIOTHON mocnenoBaTeabHocThI0 SEQ ID NO: 17, m CDR3 VL ¢ aMUHOKHCIOTHOM
nocnenoBarenbHOCTEIO SEQ ID NO: 18, rne BaprabenbHbIE TOMEHBI U/WJIH aHTHTENA SIBJISTEOTCSI

IMOJIHOCTBIO YCJIOBCUYCCKUMMU

(i11) BapmabenmpHyr0 OONACTh TSDKENOH LEMH, UMEKINYD aMHHOKHCIOTHYIO
nocienosatenbHOCTE: SEQ ID NO: 6, u BapnadenbHy0 001acThb JIETKOH LEeNH, KOTOpast COAEPIKUT
CDR1 VL c¢ amuHokuciotHoM mocienoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢

aMUHOKHCIIOTHON mocnenoBaTeabHocThI0O SEQ ID NO: 17, mw CDR3 VL ¢ aMUHOKHCIOTHOM
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nocyenoBarenbHOCTEIO SEQ ID NO: 18, roe BapuadenbHbIE JOMEHBI W/WIA aHTUTENA SIBIISTFOTCS

IMOJIHOCTBIO YCJIOBCUYCCKUMMU

(iv) BapmabenpHyr0 00JACTh TSDKEJNIOH IENH, WMEIOUIYI0  aMHHOKUCIOTHYIO
nociaenosatenbHOCTE: SEQ ID NO: 7, u BapnaOenbHy0 00J1acThb JIETKOH LEeNH, KOTOpast COAEPIKUT
CDR1 VL c¢ amuHokuciotHol mnociengoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢
aMUHOKHCIIOTHON mocnenoBaTeabHOCThI0 SEQ ID NO: 17, mw CDR3 VL ¢ aMUHOKHCIOTHOM
nocyenoBaresibHOCTEI0O SEQ ID NO: 18, Heobs3aTensHO e BapuadenbHbIE JOMEHBI W/HIH

AHTUTECJIO ABJAKOTCA ITOJIHOCTBIO YCJIOBCUCCKHMU, WJIIN

(v) BapuabenpHyr0 00JacTh  TSDKEJOW  LENMH, UMEHIIYI0  aMHHOKUCJIOTHYIO
nociaenosatenbHOCTh: SEQ ID NO: 8, u BapnaOenbHyr0 0051acThb JIErKOH LenH, KOTOpasi COAEPIKUT
CDR1 VL c¢ amuHokucnoTHoi mnocnenoBatenbHocthio SEQ ID NO: 16, CDR2 VL ¢
aMHUHOKHCJIOTHOM mnociienoaTeabHOCTI0 SEQ ID NO: 17, m CDR3 VL ¢ aMHHOKHCJIOTHOMU
nocnenosatenbHocThi0 SEQ ID NO: 18, Heobs3aTenbHO e BapuaOenbHble TOMEHBI /WU

AHTUTECJIO ABJIAIOTCA IIOJHOCTBIO YEJIOBCUCCKHUMMU.

B HEKOTOpBIX BapHUaHTAX OCYLIECTBJICHUS aHTUTEJO AOMOJHHUTEIBHO CONEPKHUT BapUaOETbHYIO
00MacTh JIETKOHM LeNH, COAEpPKALIYI) aMUHOKHCIOTHYIO TOC/IENO0BATEIbHOCTD, BHIOPAHHYIO H3

rpynmbl, cocrosmei u3: SEQ ID NO: 4; SEQ ID NO: 9; SEQ ID NO: 10; SEQ ID NO: 11.

AHTHUTENIO, KOTOpOE CBsi3bIBaeTCsi ¢ aib(a-2-cyObennHULEH peuenTopa WHTepielkuHa-13
(IL13R02), rme aHTUTENO COOEPKHUT BapuadeNbHYH) OOJNACTh JIETKOH IeNnH, COAEpPIKALIYIO
AMUHOKHCJIOTHYIO MOCJIEIOBATENIbHOCTD, BRIOPAHHYO U3 rpymibl, coctosimei u3: SEQ ID NO: 4;
SEQID NO: 9; SEQID NO: 10; SEQID NO: 11. B HEKOTOPBIX TAKHX BapUAHTAX OCYIIECTBICHHS
AHTHUTEJIO JOTIOJIHUTEIBHO CONEPIKUT BapradeIbHYI0 00IaCThb TSKEJIOW LEMH, KOTOPasi COAEPKUT
CDR1 VH c¢ amumbHOkMcIOTHOH moclienoBaTesbHOCTRI0O SEQ ID NO: 13, CDR2 VH c
aMUHOKHUCJIOTHOM nocienoBatebHOCThi0 SEQ ID NO: 14 w/unu CDR3 VH ¢ aMUHOKHCIOTHO#
nocnenosarenbHocThio SEQ ID NO: 15. B HekoTOpbIX BapHaHTax OCYLIECTBJIEHMs aHTUTEJIO
JOTIOJTHUTENILHO COZIEPKUT BapuadeIbHY 0 00J1acTh TsKeJIoN enu, kotopasi conep:kut CDR1 VH
¢ amMuHOKHCIOTHON mocnenoBaTtenbHOCThI0O SEQ ID NO: 13, CDR2 VH ¢ aMuHOKHCIOTHOM
nocyienoBateabHOCTEI0 SEQ ID NO: 14 u CDR3 VH ¢ aMUHOKHCIOTHO MOCIEN0BATEILHOCTHIO
SEQ ID NO: 15. B HEeKOTOpBIX BapHaHTaX OCYIIECTBIICHUS BapHaOeNbHbIE OONACTH SBISIOTCS
MOJTHOCTBIO YEJIOBEUECKUMHU. B HEKOTOpBIX BapHaHTaX OCYILIECTBIICHUS AHTHUTENO SIBJISETCS
MOJTHOCTBIO 4eJioBeuecKnM. Hampumep, 1r00ble KOHCTaHTHBbIE OOJAacTH, COIEpKaIluecs B

AHTUTECJIC, TAKXKE MOT'YT OBITh MOJIHOCTBIO Y€JIOBEUECKUMH aHTHUTEIAMHU.
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Taxum 00pa3oM, B HEKOTOPBIX BAPHAHTAX OCYLIECTBIECHHS AaHTHTENIO CONEPIKHT:

(1) BapuabenmpHyro oOnacTh TspKeNod wmenu, koropas comepskutr CDR1 VH ¢
aMUHOKHCIIOTHON mocnenoBatenbHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIIOTHOM
noclienoBateabHOCTHIO SEQ ID NO: 14, u CDR3 VH ¢ aMHHOKHUCIOTHOM MOCIEN0BATEILHOCTHIO
SEQ ID NO: 15, u BapuabenpHy:0 00NacTh JIETKOH IIENH, MMEIOINYI) aMHHOKHCIOTHYIO
nocyenoBarenbHOCTh: SEQ ID NO: 4, rne BapuaOenbHbIe TOMEHbI WHIIM aHTUTENA SIBJISIFOTCS
MOJIHOCTBIO YeJIOBEYECKHMH,

(1) BapmalenbHyrO O0ONacTe TsDKeJOH werw, kotopasi comepxkutr CDR1 VH ¢
aMUHOKHCIIOTHON mocnenoBaTenbHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
nocyienoBareabHOCTEIO SEQ ID NO: 14, 1 CDR3 VH ¢ aMMHOKHCIOTHON MOCIEA0BATEIbHOCTHIO
SEQ ID NO: 15, u BapualesibHyI0 00NacTh JIETKOH LENH, HUMEIOLIY0 aMUHOKHCIOTHYIO
nocienosatenbHOCTE: SEQ ID NO: 9, rne BapuabenbHbIE TOMEHbI W/HJIH AHTHUTENA SIBIISFOTCS
MOJIHOCTBEO YEJIOBEYECKUMU,

(iii) BapuabenmpHyl0 oOnacTe Tspkenoi wemw, koropas comepxur CDR1 VH ¢
aMUHOKHUCJIOTHOW mocnenoBarenbHocThi0 SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOMH
nocaenoBatenbHOCTBIO SEQ ID NO: 14, u CDR3 VH ¢ aMUHOKHCIOTHOM MOC/IE10BATEIbHOCTHIO
SEQ ID NO: 15, u BapuabenbHy:0 0O0JacThb JIETKOH LENd, UMEIMYI aAMHHOKHCIOTHYIO
nocienosatenbHOCTE: SEQ ID NO: 10, roe BapuaOenbHble TOMEHBI H/HIIH aHTHTENA SIBJISTFOTCS
MTOJIHOCTBIO YEJIOBEYECKUMHU,

(iv) BapumabenbHyro obOnmacTh TspKenoW weru, koropas comepxkutr CDR1 VH ¢
AMHHOKHCIIOTHON mocienoBareabHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
nocyiegoBateabHOCTHI0 SEQ ID NO: 14, u CDR3 VH ¢ aMHMHOKUCIOTHOM MOCJIENOBATEIbHOCTHIO
SEQ ID NO: 15, u BapuabenpHy:0 0ONaCTh JIETKOH IIEMH, HMMEIOINYK) aMHHOKHCIOTHYIO
nocnenoBarenbHocTh: SEQ ID NO: 11, HeobsizarenpHO e BapuabelbHbIe TOMEHbBI W/ WU

AHTUTECJIO ABJIAOTCA ITOJIHOCTBIO YCJIOBCUYCCKHUMMU.

B HekoTOpBhIX BapHaHTaX OCYINECTBJICHHUS aHTUTENIO JOTOJHUTENBHO CONEPIKUT BapuadOeTbHYIO
00JIaCTh TSKEJION LIETH, COAEPIKALTYI0 aMHHOKHCIOTHYIO TIOCIIEOBATENIbHOCTD, BEIOPAHHYIO 3
rpynmbl, cocrosiien u3: SEQ ID NO: 3; SEQ ID NO: 5; SEQ ID NO: 6; SEQ ID NO: 7; u SEQ
ID NO: 8.

Takum 06pa3oM, KOHKPETHO PaCCMAaTPUBAEMbIE AHTHUTENA 110 JAHHOMY H300PETeHUIO BKIIIOYAIOT

TEC, KOTOPBIE COOACPIKAT:
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1) BapuabenbHYr0  00JAaCTP  TSDKENOH  LeNH, HMEKINYKD  aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 3, u BaprabenpHyI0 001aCThb JIETKOH HeTH, UMEIOIIYIO
AMHHOKUCJIOTHYIO nocienosarenbHOcTh SEQ ID NO: 4;

i1) BapmalenbHYH0 00NAaCTh  TSDKEJNOW  IeNd, HMEIOIIYI0  aMHUHOKHCIOTHYIO
nocnenosBatenbHocTh SEQ ID NO: 3, 1 BaprabenpHy 0 001acThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;

ii1) BapmabenpHYI0 00JACTP TSDKENOM  I€MM, HMEMY  aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 3, 1 BaprabenpHyr0 001aCThb JIETKOH HeTH, UMEIOLIYIO
AMHHOKUCJIOTHYIO nocienosarenpHocTh SEQ ID NO: 10;

iv) BapualenbHyr0 00JacTp  TSDKEJOW MM, UMEHIIYID  aMHHOKUCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 3, u BapuabenbHYyr0 00J1aCTh JIETKOU LETH, UMEFOIIYIO
AMHMHOKUCJIOTHYIO nocienosarespHocTh SEQ ID NO: 11;

V) BapualelbHyr0 O0NACTh  TSIKENOW  LEMHU, HUMEIOLIYI0  aMHHOKHCIOTHYIO
nocnenosatenbHOcTh SEQ ID NO: 5, u BapuabesbHy0 00aCTh JIETKOH 1eNH, HMEIOLIYO
aMHUHOKHUCJIOTHYIO nocienoBareabHocTh SEQ ID NO: 4,

vi) BapuabenpHyr0 O0ONacTb TSDKENOW  LEeNM, HUMEIOINY0  aMHUHOKHUCIOTHYIO
nocnenosateabHocTh SEQ ID NO: 5, u BapuabesnbHy0 001aCTh JIETKOH 1eNH, HMEIOLIY O
aMUHOKHUCIIOTHYIO nocienoBatebHocTh SEQ ID NO: 9;

vii) BapualbenbHYI0 O0JAacTh TSDKEJIOH  Lenu, MMEIMYK aMHUHOKHCIOTHYIO
nocienoBaresnibHocTh SEQ ID NO: 5, u BaprabesbHyr0 00J1aCTh JIETKOMH LETH, UMEO LY
aMUHOKHUCIIOTHYIO nocienosateapHocTh SEQ ID NO: 10;

viii) BapualenbHY0 O0NaCTh TSDKEJIOH ILEeNd, HUMEKINYH aMHHOKHCIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 5, u BapuabeibHYI0 001aCTh JIETKOH eMU, HMEIOIIY IO
aMUHOKHUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 11;

iX) BapualenmpHY0 O00JACTP  TSDKEJOW  LENH, UMEIOLIYI0  AMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 6, u BapuabenibHYI0 00JIaCTh JIETKOU LN, HMEFOIIYHO
aMUHOKUCIIOTHYIO nocienosatebHOCTh SEQ ID NO: 4;

X) BapuabenbHyr0 O0JacTb  TSDKEJIOHW  IeNH, HMEIOIIYI0  aMHUHOKHCJIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 6, u BapuabeibHYI0 00JIaCTh JIETKOU LN, HMEFOIIYHO
aMUHOKUCIIOTHYIO nocienosateabHOCTh SEQ ID NO: 9;

Xi) BapuaOenpHYH0 O0NacCTh  TSDKENOM  IeMH, HMEIOMYK  aMUHOKHCIOTHYIO
nocienoBatesibHocTh SEQ ID NO: 6, u BapuadenbHyr0 001aCcTh JIETKOH IeMH, UMEIOIIYIO

aMUHOKUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 10;
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Xil) BapualenpHy0 OONACTh THKENOW IeNH, HMEKLY0 aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 6, 1 BaprabenpHyr0 001acThb JIETKOH HEeTH, UMEIO IO
AMHHOKUCJIOTHYIO nocienosarenbHocTsh SEQ ID NO: 11;

xiil) BapuabenbHY0O O00JAaCTh TSDKENOW LenHu, WMEIOIYI0 aMHHOKHCIOTHYIO
nocnenoatenbHocTh SEQ ID NO: 7, 1 BaprabenpHyI0 001aCTh JIETKOH e , UMEIOLIYIO
AMHUHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;

Xiv) BapuabenbHYI O0JacCTh TSDKEJIOH LenH, WMEIMYI aMHHOKHUCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 7, 1 BaprabenpHyr0 001aCThb JIETKOH HeTH, UMEIOIIYIO
AMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;

Xv) BapuaGenpHYI0 O0JACTh  TSDKENOW  IenHd, HMEIOMIYI0  aMHHOKHCJIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 7, u BapraOenpHyr0 00J1aCTh JErKOH LEeTH, UMEIOLTYIO
AMHHOKUCJIOTHYIO nocienosarespHocTh SEQ ID NO: 10;

Xvi) BapuabenbHYI0 O00JAcTh TSOKEJNOH ILeNnu, MMEINY aMHHOKHCIOTHYIO
nocnenosatenbHOCTh SEQ ID NO: 7, u BapuabesbHy0 00acTh JIETKOH 1eNH, HMEIOLIYO
aMUHOKHCJIOTHYIO0 nocnenosaTenbHocts SEQ ID NO: 11,

xvil) BapuabenpHyr0 00JacTh TSDKEJNOW IIeNM, HMEIOLIYI0  aMHHOKHCIOTHYIO
nocnenosatenbHOcTh SEQ ID NO: 8, u BapuabesbHy0 00aCTh JIETKOH 1eNH, HMEIOLIYEO
AMHHOKUCJIOTHYIO nocienoBarenbHOCTh SEQ ID NO: 4;

xviil) BapualeNnpHyr0 O0NAcCTh TSDKEJIOH LenH, WMEIMYK aMHHOKUCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 8, u BaprabesbHy0 00J1aCThb JIETKOH HeTH, UMEIOIIYIO
aMUHOKHUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 9;

Xix) BapuabenpHyr0 O00JACTh  TSDKENOW  LEMH, WMEIOLIYK) aMHHOKHCIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 8, u BapuadenbHyr0 001aCTh JIETKOH LETH, UMEIOIIYIO
aMUHOKHUCIIOTHYIO nocienosateabHOCTh SEQ ID NO: 10; u

XX) BapuaOeNbHyr0 00JacTh  TSDKEJNOH  LenmH, MMEHOIYK)  aMHUHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenibHYI0 00J1aCTh JIETKOU LN, HMEFOIIYIO

aMUHOKUCIIOTHYIO nocnenosarenbHocTs SEQ ID NO: 11.

[IpennodrurenpHBIE AHTUTENA TTO JAHHOMY U300PETEHUIO BKITIOYAIOT T€, KOTOPBIE COAEPIKAT:

BapUaOETbHYIO o0nacTe  TOKENOW — LeNmH,  UMEIINYH  aMHHOKHCIIOTHYIO
nocnenoBarenbHocTs SEQ ID NO: 3 (VHA; VH HuCL47), u BapuabenbHyr0 00nacTsb
JIETKOW LIETTH, UMEIOIYI0 aMIHHOKHUCIIOTHYIO nochienosateibHOCTh SEQ ID NO: 4 (VKA

VL HuCLA47);,
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- BapualeNpHYIO o0NacTe  TSOKENOW — [eNmd,  UMEHIINYI  aMHHOKHCIOTHYIO
nocienosatenbHOCTh SEQ ID NO: 5 (VHAback), u BapnabenbHyro 00macTh JIETKoil ey,
UMEIOLIYI0 aMUHOKHUCIIOTHYIO nocnenosateabHocTe SEQ ID NO: 4 (VKA; VL HuCLA47);

u

- BapualeNbHYIO 0o0NacTp  TSOKENOW  [eNmu,  UMEHIINYI  aMHHOKHCJIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 8 (VHA3), u BapnabenbHyro 00JacTh JEKOW LETIH,

MMEIOLIYI0 aMUHOKHUCIOTHYIO nocienosatesnbHocTh SEQ ID NO: 11 (VKA2).

Oco0eHHO mpennoYTHTENbHBIE aHTHTENA MO JaHHOMY H300pPETeHHIO BKJIIOUAIOT TE, KOTOpPBIE
comepkar  BapuabenbHYI0O  O0JAacCTh  TSDKEJNOM — IeNM, HMEIOINYI0  aMHHOKUCIIOTHYIO
nocnenoBarenbHocTh: SEQ ID NO: 3, u BapuaOenbHYIO 007acTh JIETKOW LEMH, MMEOIYIO

aMUHOKHCJIOTHYIO nocnenosarenbHocTs SEQ ID NO: 4.

IIpusHaky, packpbITble B TPEAINSCTBYIOLIEM ONMCAHWM, WM B CJIEAyOLed Qopmye
n300peTeHns], WM Ha MPUJIAraeMbIX rpapuuecKux MaTephaliax, BbIpA)KEHHbIE B UX KOHKPETHBIX
dopMax wiM B TEPMUHAX CPEACTB IUIS BBITOJHEHUS] PACKPBITON (DYHKIHMH, UM criocoda Wim
npouecca Ui MOJyYeHHsT OMHCAHHBIX Pe3YJbTATOB, B 3aBUCUMOCTH OT CHTYalMH, MOTYT IO
OTHENbHOCTH WM B JEOOOH KOMOMHAIIMM TaKUX MPU3HAKOB HCIOJB30BATHCS JJISI PeaTU3alluu

N300 peTeHHst B Pa3IUYHBIX €ro popmax.

HecmoTpss Ha TO, uTO wu300peTeHHMe OBUIO OMHWCAHO B CBA3W C OIUCAHHBIMU BBIIIE
WUTFOCTPATUBHBIMUA BapUAaHTAMH OCYIIECTBJICHHS, MHOTHE 3KBUBAJICHTHbIE MOAU(DUKALNUA U
U3MEHEeHUs1 OyyT OYEeBHIHBI CIIELUAJINCTAM B JTAHHOUW OOJIACTH TEXHHUKH MPU O3HAKOMIICHHUH C
stuM onucanreM. COOTBETCTBEHHO, HILTIOCTPATHBHBIE BAPUAHTHI OCYIIIECTBIICHUS] H300pETEHUS,
U3JI0KEHHbIE BBIIIE, CUYUTAIOTCS WIIKOCTPATUBHBIMU, & HE OIPAHUYMBAIOIIUMHU. B omucaHHbie
BAPHUAHTBI OCYINECTBJICHUS] MOTYT ObITh BHECEHBI Pa3IUYHbIe M3MEHEHHs 0e3 OTKJIOHEHUS OT

CYIIHOCTU B 00beMa N300pETEHUS.
Bo usbexaHne Kakux-1ub0O COMHEHHH, JIFOOble TeopeTUdYecKkue OOBsICHEHHs, MPHBEICHHbIE B

HACTOAIIEM JOKYMCHTEC, NaHbl AJI YJIYUIICHWUSA MTOHUMAHWS YUTATCIISA. H306peTaTeJ'II/I HE XKEJIarnT

OBITb CBSI3aHHBIMU KaKHUM-JTHOO U3 3THX TEOPETHIECKUX OOBSICHEHU.
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JIxoOble 3aroyioBKH pa3aciioB, UCIIOJIB3YEMbBIC B JAHHOM OMNKUCAHUU, MPEAHA3HAUCHBI TOJIBKO IJIA
OpTaHHU3alUOHHbIX LIeJ'IeI\/'I U HE HOOJIKHBI TOJIKOBATBCA KaK OrpaHHUYIHUBArOIINEC OITMCAHHBIN

MpeIMeET.

Bo Bcem 3TOM ommcaHMH, BKIIFOYas CJIENYIOLIYIO (OpPMYJy H300pETeHUs], €ClId KOHTEKCT He
TpeOyeT MHOTO, CJIOBA KCONEPKaTh» U «BKIIFOYATDY, & TAKXKE TAKUE BAPHAHTHI, KAK KCOAEPIKHTY,
«comepXKaluily M «BKJIIOYAKOINNY, OyAyT MOHMMATBCA KaK IMOAPA3yMEBAIOLINE BKIFOYECHHE
YKa3aHHOIO LEJIOTO YWCIa, WM CTaJWuW, WM TPYMIbl LEJIbIX YUCEN, WM CTagul, HO He

HUCKITIOYEHHE JIF0O0ro APYTOToO LEJIoro uucja, Craauu Wik rpynmnbl HEJIbIX YUCET TN CTaJIUM.

Crnenyer OTMETUTb, YTO, KaK OHM HCHOJB3YIOTCS B OIMCAHUM U IpujaraemMoil Qopmyne
n300pereHus1, GOpPMbI EAMHCTBEHHOTO YHCIIa BKIIIOYAIOT CChUIKH HA MHOKECTBEHHOE YHCIIO, €CIIH
KOHTEKCT SIBHO HE JUKTYeT MHOe. B HacTosIeM NOKyMeHTe JHara3oHbl MOTYT ObITh BBIPAYKEHBI
KaK OT «OKOJIO» OJHOTO KOHKPETHOI'O 3HAYEeHWs] WM JI0 «OKOJO» JAPYroro KOHKPETHOTO
3HaueHus1. [1py BeIpaKeHNH TAaKOTO AMAana3oHa IPyroi BapuaHT OCYLIECTBICHHS BKIIFOYAET B ce0s
OT OJHOTO KOHKPETHOTO 3HA4YEeHWs] W/WIM O APYroro KOHKPETHOrO 3HAueHMs. TOYHO Tak Ke,
KOT/1a 3HAYEHHUS! BBIPAKAIOTCS KaK MPHUOVDKEHHUS, C HCIIOJIb30BAHUEM YCIIOBHS KOKOJIOY, CIIEyeT
NOHMMATh, YTO KOHKPETHOE 3HaueHHe 0oOpasyeT APYrodl BapHaHT OCYILIECTBICHMS. TepMHH
«OKOJIO» TIO OTHOIIEHHIO K YHCJIOBOMY 3HAUEHUIO SIBJISIETCS HEOOs3aTeNIbHBIM M O3HAYAET,

Hanpumep, +/- 10%.

HOCIIEJOBATEJIBHOCTH

SEQ ID NO: 1 [VH CL47 mbimu, CDR noguepknyTal]
QVQLQQPGAELVRPGASVKLSCKASGYTFSNYLMNWVKQRPEQDLDWIGRIDPYDGDI
DYNONFKDKAILTVDKSSSTAYMQLSSLTSEDSAVYYCARGYGTAYGVDYWGQGTSV
TVSS

SEQ ID NO: 2 [VL CL47 mbimu, CDR noguepkuyTal
DIVLTQSPASLAVSLGQRATISCRASESVDNY GISFMNWFQQKPGQPPKLLIY AASRQGS
GVPARFSGSGSGTDFSLNIHPMEEDDTAMYFCOQQSKEVPWTFGGGTKLEIK

SEQ ID NO: 3 [VH HuCL47 (VHA Knona 47), CDR noguepknyTal
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QVQLVQSGAEVKKPGASVKVSCKASGYTFSNYLMNWVRQAPGQGLEWMGRIDPYDG
DIDYNONFKDRVTITRDTSASTAYMELSSLRSEDTAVYYCARGYGTAYGVDYWGQGTS
VTVSS

SEQ ID NO: 4 [VL HuCL47 (VKA Kunona 47), CDR noa4epknyTal
EIVLTQSPATLSLSPGERATLSCRASESVDNYGISFMNWYQQKPGQAPRLLIYAASRQGS
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQSKEVPWTFGGGTKLEIK

SEQ ID NO: S [VHAback Knona 47, CDR noagyepknyTa)
QVQLVQSGAEVKKPGASVKVSCKASGYTFSNYLMNWVRQAPGQGLEWIGRIDPYDGD
IDYNONFKDRATLTVDKSASTAYMELSSLRSEDTAVYYCARGYGTAYGVDYWGQGTS
VTVSS

SEQ ID NO: 6 [VHA1 Kuona 47, CDR noauyepknyTa]
QVQLVQSGAEVKKPGASVKVSCKASGYTFSNYLMNWVRQAPGQGLEWIGRIDPYDGD
IDYNONFKDRVTITRDTSASTAYMELSSLRSEDTAVYYCARGYGTAYGVDYWGQGTSV
TVSS

SEQ ID NO: 7 [VHA2 Knona 47, CDR noguyepkHyTa]
QVOQLVQSGAEVKKPGASVKVSCKASGYTFSNYLMNWVRQAPGQGLEWMGRIDPYDG
DIDYNONFKDRVTITVDTSASTAYMELSSLRSEDTAVYYCARGYGTAYGVDYWGQGTS
VTVSS

SEQ ID NO: 8 [VHA3 Kuona 47, CDR noguepkHyTa]
QVQLVQSGAEVKKPGASVKVSCKASGYTFSNYLMNWVRQAPGQGLEWMGRIDPYDG
DIDYNONFKDRVTITRDKSASTAYMELSSLRSEDTAVYYCARGYGTAYGVDYWGQGTS
VTVSS

SEQ ID NO: 9 [VKAback Knona 47, CDR noguyepknyTa]
EIVLTQSPATLSLSPGERATLSCRASESVDNYGISFMNWFQQKPGQAPRLLIYAASRQGS
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYFCQQSKEVPWTFGGGTKLEIK

SEQ ID NO: 10 [VKA1 KJjona 47, CDR noaguepkHyTal
EIVLTQSPATLSLSPGERATLSCRASESVDNYGISFMNWFQQKPGQAPRLLIYAASROQGS
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYYCQQSKEVPWTFGGGTKLEIK
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SEQ ID NO: 11 [VKA2 KJjona 47, CDR noguepkHyTa]
EIVLTQSPATLSLSPGERATLSCRASESVDNYGISFMNWYQQKPGQAPRLLIYAASROQGS
GIPDRFSGSGSGTDFTLTISRLEPEDFAVYFCQQSKEVPWTFGGGTKLEIK

SEQ ID NO: 12 [BHexneTouHbIi q0MeH (27-343) IL13RA2 yenoseka (Uniprot Q14627)]
DTEIKVNPPQDFEIVDPGYLGYLYLQWQPPLSLDHFKECTVEYELKYRNIGSETWKTIIT
KNLHYKDGFDLNKGIEAKIHTLLPWQCTNGSEVQSSWAETTYWISPQGIPETKVQDMD
CVYYNWQYLLCSWKPGIGVLLDTNYNLFYWYEGLDHALQCVDYIKADGQNIGCRFPY
LEASDYKDFYICVNGSSENKPIRSSYFTFQLQNIVKPLPPVYLTFTRESSCEIKLKWSIPLG
PIPARCFDYEIEIREDDTTLVTATVENETYTLKTTNETRQLCFVVRSKVNIYCSDDGIWSE
WSDKQCWEGEDLSKKTLLRhhhhhh

Hhhhhh = C-xonuesas His-metka

SEQ ID NO: 13 [CDRH1 HuCL47]
NYLMN

SEQ ID NO: 14 [CDRH2 HuCLA47]
RIDPYDGDIDYNQNFKD

SEQ ID NO: 15 [CDRH3 HuCL47]
GYGTAYGVDY

SEQ ID NO: 16 [CDRL1 HuCLA47]
RASESVDNYGISFMN

SEQ ID NO: 17 [CDRL2 HuCLA47]
AASRQGS

SEQ ID NO: 18 [CDRL3 HuCLA47]
QQSKEVPWT
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BAPHUAHTBI OCYHIECTBJIIEHUA U30BPETEHUA
Crnenyromue mDpPOHYMEPOBAHHBIE YTBEPXKIEHHS, OYEPUMBAOLINE ACMEKTbl HACTOSILErO

I/1306peTeHI/I$I, ABJIAKOTCA 4aCTbIO OIMUCAHUSA.

101.  AHTHTENO, KOTOPOE CBSI3BIBAETCS C anb(a-2-CyObeqMHULIEH penenTopa HHTepIeHkuHa- 13
(IL13Ra2), npuuemM aHTUTETIO COREPIKUT:

BapruabenbHyr0  O0NacTh  TSDKEJNIOM LM,  CONEPKAIlyld  aMHHOKHCIIOTHYIO
MOCJIEIOBATENIbHOCTD, BRIOPaHHYIO U3 rpymmbl, coctosmeit u3: SEQ ID NO: 3; SEQ ID NO: 5,
SEQ ID NO: 6; SEQ ID NO: 7; u SEQ ID NO: 8; u

BapuabenbHyI0  00JacTh  JIETKYIO  LENH,  COAEPKAIlyl0  aMHHOKHCIIOTHYIO
MOCJIEIOBATENIbHOCT, BRIOPaHHYI0 U3 rpymnmbl, coctosmeit u3: SEQ ID NO: 4; SEQ ID NO: 9,
SEQ ID NO: 10; SEQ ID NO: 11.

102.  AHTHTENO 1O BapUaHTy ocyinectsieHus 101, mpuyueM aHTUTENO CONEPIKUT BapHadeTbHYIO
001aCTh TSDKEJION LIeTH, UMEIOINYI0 aMHHOKUCIIOTHYHO nocienoBatensHocTh: SEQ ID NO: 3, u:

(1) BapumabenbHy0O  O0NacTb  JIETKOW  LENMH, HMMEIOIIY0  aMHHOKHCIOTHYIO
nocyenoBarenbHOCTh SEQ ID NO: 4;

(i) BapuabenbHyr0O  00JAaCTh  JIETKOW  ILEMH, HUMEIOLYK  aMHHOKHCIOTHYIO
nocaenosarenbHOCTh SEQ ID NO: 9;

(ii1) BapuabesbHyr0 00JacTh JIETKOW LENH, WMEIUIY) aMUHOKHUCIOTHYIO
nocaenosatenbHOCTb SEQ ID NO: 10; nnu

(iv) BapmalenbHyr0 O0NacTb  JIETKOM  LENHW, HMEKINYK)  aMHUHOKHCIOTHYIO

nocaenosarenbHOCTh SEQ ID NO: 11.

103.  AHTHTENO NO BapuaHTy ocymectsieHus 101, mpruyeM aHTUTENO COAEPIKUT BapuadeTbHYIO
00J1aCThb TSKEJION LeTH, UMEIOIIYI0 aMUHOKUCIIOTHYIO nocienoBaTeibHocTh: SEQ ID NO: 5, u:

(1) BapuabenpHyr0  OOJNACTh  JIETKOH  IHeMM, HMERINYK  aMHUHOKHCIOTHYIO
nocliegopareabHocTh SEQ ID NO: 4;

(1) BapmabenbHyr0O  00NAaCTh  JIETKOW  LEMH, HMMEKOIY  aMHHOKHCIOTHYIO
nocaenosatenbHOCTh SEQ ID NO: 9;

(1i1) BapuabenbHyr0 00NacTh JIETKOW IeMH, MMEOINYI0 AMHUHOKHCIOTHYIO
nocaenosatenbHOCTh SEQ ID NO: 10; nnu

(lv) BapmalenbHyr0 O0macTp  JIETKOM  LENH, HMEIYI0  aMHUHOKHCIOTHYIO

nocaenosatrenbHOCTh SEQ ID NO: 11.
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104.  AHTuTeNno no BapuaHTy ocymectsieHus 101, mpruueM aHTUTENO CONEPKUT BapruadeTbHYO
00J1aCTh TSHKEION LEeIH, UMEIOIIYI0 aMUHOKUCIIOTHYIO nocienoBateibHocTh: SEQ ID NO: 6, u:

(1) BapmabenmpHyr0  00NacTp  JIETKOH  IeNH, HMMEIOIIYI0O  aMHHOKHCIOTHYIO
noclienoBareabHOCTL SEQ ID NO: 4;

(11) BapmabenpHyr0  00JAacTP  JIETKOM  IeNH, HMEIOLYD  aMUHOKHCIOTHYIO
nocaenosarenbHOCTE SEQ ID NO: 9;

(111) BapuabenbHy0 00NacTh JIETKOW IeNH, MMEIOINYI0 AMHUHOKHCIOTHYIO
nocaenosatenbHOCTh SEQ ID NO: 10; nnu

(iv) BapualenbHyr0  OONacTb  JIETKOH  IeMH, MMEIOINYI0  aMHHOKHCIOTHYIO

nocaenosarenbHOCTh SEQ ID NO: 11.

105. AHTHUTENO MO BapuaHTy ocyuiecTsiaenus 101, mpuyemM aHTUTENO COAEPIKUT BapuadeIbHYO
00J1aCTh TSDKEJION LeMu, UMEIOLIYI0 aMUHOKHUCIIOTHYIO nocienoBatenbHocTh: SEQ ID NO: 7, u:

(1) BapmabenbHyr0  OONAcCTh  JIETKOH  LENMH, HUMEKOIMIYID  aMHHOKHCIOTHYIO
nocaenoBarenbHOCTh SEQ ID NO: 4;

(i) BapualenbHyr0  00NacTb  JIETKOW  IENMH, HMEIOIIYK0  aAMHHOKHCIIOTHYIO
nocyenoBarenbHOCTh SEQ ID NO: 9;

(iii) BapuabebHy0 00JacTb  JIETKOW IIeMH, MMEIOINYI0 AMHUHOKHCIOTHYIO
nocaenosatrenbHOCTh SEQ ID NO: 10; nnu

(iv) BapuabenbHyr0  OONACTb  JIETKOM  [EMH, WMEIOINYH0  aMHHOKHCIOTHYIO

nocaenosarenbHOCTh SEQ ID NO: 11.

106.  AHTHTENO MO BapUaHTy ocyuecTBieHus 101, mpuyueM aHTUTENIO COAEPKUT BapUadeIbHYIO
00J1aCTh TSKEION LEH, UMEIOIIYI0 aMUHOKUCIIOTHYO nocienoBateibHocTh: SEQ ID NO: 8, u:

(1) BapmabenmpHyr0  00NacTp  JIETKOH  IeNMH, HMMEIOIIYIO  aMHHOKHCJIOTHYIO
nocyiegopareabHocTh SEQ ID NO: 4;

(1) BapmabenpHyr0  00JAaCThP  JIETKOM  HEMH, HUMEIIYK  aMHHOKHCIOTHYIO
nocaenosarenbHOCTE SEQ ID NO: 9;

(111) BapuabenbHYr0 00NacTh JIETKOW IeNMH, HWMEHOIIYyI0 AMHHOKHCIOTHYIO
nocaenosatrenbHOCTE SEQ ID NO: 10; nnu

(iv) BapuabenpHyr0 00NacCTh  JIETKOM  LEMH, HMEIOIIYI0  aMHHOKHCJIOTHYIO

nocaenosarenbHOCT, SEQ ID NO: 11.

107.  AnHTtuteno mo BapuaHty ocyinectsieHus 101 unm 102, mpuueM aHTUTENO COAEPKUT

BapI/Ia6eJ'IbHYIO 00J1aCTh TSDKEJION nenv, MMEKINYH aMUHOKHCIOTHYHO IOCJICAOBATCIIBHOCTD!
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SEQ ID NO: 3, u BapuabenpHyIO 00JacCTh JIETKOH ILIENH, HUMEIIIY aMHUHOKHCIOTHYIO

noclienoBareabHOCTh SEQ ID NO: 4.

108. AmHTHUTENno 1o JIOOOMY U3 MPENIIECTBYIOUINX BAaPHAHTOB OCYIIECTBIICHUS, MPHYEM
AHTUTEJIO MPEACTABIISIET COO0H (hparMeHT aHTHUTENA, BBIOPAHHBINA U3 IPYIIbL, cocTosmei u3: Fab,

Fab', F(ab")2 u scFv.

109.  AmHTUTENno mo 0O0OMy U3 MPENIIECTBYIOUINX BAaPHAHTOB OCYIIECTBIICHUS, IPHYEM
AHTUTEJIO AOMOJHHUTENBHO COACPIKUT KOHCTAHTHYIO 00JIaCTh aHTHUTENA, MOJYYEHHYIO U3 OJHOTO

uin 00Jiee aHTUTEIT YEJIOBEKA.

110. Antureno no aoOOMy M3 MPENIIECTBYIOIIUX BAPHAHTOB OCYILIECTBJIEHHS, MPUYEM
antuteno cesasbiaer IL13Ra2 ¢ apdunnoctsio (Kp) He Bbume 5x1071° M, Hanpumep, He

Bbime 2,5x 10710 M,

111.  AnrtuTeno no moOOMy U3 NPEIIECTBYIOLUINX BAPUAHTOB OCYLIECTBICHHS, IPUUEM

antuteno ceszbiBaeT IL13Ra2 ¢ appunnoctsio (Kp) He Gonee 1,5x10710 M.

112.  AHxtuteno mo moOOMy W3 TPEAIIECTBYIOIIMX BAapPUAHTOB OCYINECTBJICHUS, NPUYEM
AHTUTEJO KOHKYPeHTHO WHruoupyer ces3piBaHue ¢ IL13Roa2 aHTtHTena, conmeprkamero
BapuabebHyI0 00J1aCTh TSKEJION LeNH, NMEIOLTY0 aMUHOKHCIIOTHYIO ITOCIeA0BaTeIbHOCTh SEQ

ID NO: 1, u BapuabenbHyr0 00JaCTh JIETKOH LEMH, HMEIOMYK aMHUHOKHCIOTHYIO

2

nocnenoBaresbHOCTh SEQ ID NO: 2 1 HeoOs13aTeIbHO KOHCTAHTHYIO 00J1aCTh aHTHUTENA.

113,  AHTHTENnO 1O JIOOOMY U3 MPENIIECTBYIOUIUX BAaPHAHTOB OCYIIECTBIIEHUS, MPUYEM
antuteno ces3biBaer IL13Ra2 ¢ Oonee Beicokoit addunHocTHIO (KD), uem aHTUTENO,
comepxaiiee BapuaOeNbHYI0 O00JAaCTh TSDKENOW LeNmd, WMEKOUIYI0 aMHUHOKHCIOTHYIO
nocnenoBarensHocTh SEQ ID NO: 1, u BapuabenbHyr0 00JacTh JIETKOW MEMH, HMEIOIIYIO
aMHHOKUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 2 u HeoOs13aTenbHO KOHCTAaHTHYHO 00J1acTh

AHTUTECIIA.

114,  AHTuTeno mo M0O0MYy U3 MPENIIECTBYIOUINX BAaPHAHTOB OCYIIECTBIICHUS, MPHYEM
AHTUTENIO 00JIalaéT MMMYHOTE€HHOCTBIO Y HeJIOBeKa HIDKE, YeM WMMYHOT€HHOCTh aHTHUTENa,
comepaliero BapuabenpHyr0 OOJacTh TSDKEJOM LenH, WMEIOIIYyI) aMHUHOKHCIOTHYIO

nocnenoBarenbHocTh SEQ ID NO: 1, u BapuabenbHyr0 00JacTh JIETKOW LEMH, HMEIOIIYIO
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aMHHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 2 u HeoOs13aTebHO KOHCTAHTHYIO 00JIacTh

AHTUTECIIA.

115. AHTtuTeno mo moOOMy W3 MPEIIECTBYIOIIUX BAaPUAHTOB OCYINECTBJICHUS, NPUYEM
AHTUTEJO WMEET YJYYIICHHbIE CBOWCTBA CTAOWJIIBHOCTH IO CPABHEHUIO C aHTUTEJIOM,
colepKalluM  BapHaOeNbHYI0 O0JAacCTh TSIKENOM Lend, HUMEKMYI aMHHOKHCIOTHYIO
nocnenoBarenbHocTh SEQ ID NO: 1, u BapuabenbHYH 00J1aCTh JIETKOH IEMH, HUMEIOIIYIO
aMHHOKHUCIIOTHYIO nocienoBarenbHocTh SEQ ID NO: 2 u HeoOs13aTeIbHO KOHCTAaHTHYIO 00J1acTh

AHTUTCIIA.

116. KoHbrOrat aHTUTENO-JIEKAPCTBEHHOE CPEACTBO, BKIOYAK LN aHTUTENO B COOTBETCTBUHU
¢ JTIOOBIM MPEAIIECTBYIOIIUM BAPHAHTOM OCYIIECTBJICHUS, KOHBIOTHPOBAHHOE C JIEKAPCTBEHHBIM

KOMITIOHCHTOM.

117. KoHbOraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO IO BAapHAHTY oOcyliecTBieHus 116, B
KOTOPOM JIEKAPCTBEHHBI KOMITOHEHT MPEACTAaBJIsAeT COOOW IMTOTOKCHYECKHUH JIeKapCTBEHHBIN

KOMITOHEHT.

118. ®apmaiieBTHUecKass KOMIIO3ULUA, COAEpIKallasi AHTUTENO WJIM KOHBIOraT aHTHUTENO-
JIEKAPCTBEHHOE CpPeNCTBO 1O JioOoMy u3 BapuaHTOB ocymectsienus 101-117 wu

(apmaLieBTUYECKH MPUEMIIEMBbIH pa30aBUTElb, HOCUTEIb WM BCTIOMOTaTEIbHOE BEIECTBO.

X k%

119.  AHTHUTENO, KOTOPOE CBSI3BIBACTCS C alb(a-2-CyObeqMHULIEH penenTopa HHTepIeHkuHa- 13

(IL13Ra2), mpudemM aHTUTEIIO COEPIKHUT:

BapualeNbHyr0  00NacTh  TSDKEJNOH — Iemd,  COAEpXKAIlYId  aMHUHOKHCIIOTHYIO
MOCJIEIOBATENILHOCTh, BRIOPaHHYIO U3 rpymisl, coctosmeit u3: SEQ ID NO: 3; SEQ ID NO: 5,
SEQ ID NO: 6; SEQ ID NO: 7, u SEQ ID NO: 8; u

BapuabenbHyr0 00JNacTh Jierkol nemnu, koropas copepxkut CDR1 VL ¢ aMUHOKUCTIOTHOM
noclienoBareabHOCTEIO SEQ ID NO: 16, CDR2 VL ¢ aMMHOKHCIOTHOH MOCIEA0BATEILHOCTBIO

SEQ ID NO: 17 u CDR3 VL ¢ amuHOKHCIIOTHOMN nocienoBarebHOCThI0O SEQ ID NO: 18.
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120.  AHTHTENO MO BapUaHTy OCYIIEeCTBICHUs 119, mprueM aHTUTENO COAEPIKUT BapuadeTbHYO
oOsacte jierkoit nenw, koropasi cogepkutr CDR1 VL ¢ aMUHOKHCIIOTHOM MOCIe0BATEIHHOCTHIO
SEQ ID NO: 16, CDR2 VL ¢ amunokucnotaou nocienoBareabHocThi0 SEQ ID NO: 17, u CDR3

VL ¢ amuHokucnoTHOM nocienoatenbHOCTEI0O SEQ ID NO: 18.

121.  AHTtuTeno no BapuaHTy ocyumectsieHus 119 unu 120, npuyem aHTUTENO COAEPIKUT:

(1) BapmalenbHYr0 O00JIACTH TSDKENIOW IIEMH, HMMEIIYI0 aMHUHOKHCIOTHYIO
nocienosarenbHOCTE: SEQ ID NO: 3, u BapnaOenbHyr0 0065acThb JIErKOH LENH, KOTOpast COAEPIKUT
CDR1 VL c¢ amwuHokmciotHol mnocienoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢
aMHUHOKHCJIOTHOM mnociienoaTeabHOCTEI0 SEQ ID NO: 17, m CDR3 VL ¢ aMHHOKHCJIOTHOMH

nocaenosarenbHOCTBIO SEQ ID NO: 18;

(i) BapuabenmbHyr0 00JACTh  TSDKEJIOH  LENH, HUMEHIIIYHD  aMHHOKHCIOTHYIO
nocnenosatenbHOCcTh. SEQ ID NO: 5, u BapuabenbHyr0 001acTh JIETKOH LIENH, KOTOPast COAEPIKHUT
CDR1 VL c¢ amuHOkucinoTHOM mnocienoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢
aMUHOKUCJIOTHOW mocnenosareabHOCThi0 SEQ ID NO: 17, u CDR3 VL ¢ aMHUHOKHUCIOTHOMN

nocyenoBateibHOCTEIO SEQ ID NO: 18;

(ii1) BapuabenbHY:0  OONACTh TSDKEJIOW  LEMH, WMEIOIIYK  aMHUHOKHCIOTHYIO
nocienosatenbHOCTE: SEQ ID NO: 6, u BapnabenbHy0 00J1acTh JIETKOH LENH, KOTOpast COAEPIKUT
CDR1 VL c¢ amunokuciotHod mnocienoBatenbHoctbio SEQ ID NO: 16, CDR2 VL ¢
aMHHOKHUCIIOTHOH mocaenoBarebHOCTEI0 SEQ ID NO: 17, mw CDR3 VL ¢ aMHHOKHCIOTHOM

nocaenoBarenbHOCTBIO SEQ ID NO: 18;

(iv) BapuabesnpbHyr0 00JACTh TSDKEJIOW LEMH, WMEIMYK  aMHHOKUCJIOTHYIO
nocienosatesbHOCTE: SEQ ID NO: 7, u BapnabenbHy0 00J1acThb JIETKOH LEeNH, KOTOpast COAEPIKUT
CDR1 VL c¢ amuHOkucIoTHOH moclienoatebHOCTEI0O SEQ ID NO: 16, CDR2 VL ¢
aMUHOKHCIIOTHON mocnenoBaTeabHocThi0 SEQ ID NO: 17, mw CDR3 VL ¢ aMUHOKHCIOTHOM

nocaenosarenbHOCTEI0O SEQ ID NO: 18; umm

(v) BapualenmpHyro 00JacTh TSDKEJIOW  IeMM, WMEIOMYI0  aMUHOKHUCJIOTHYIO
nocienosatenbHOCTh: SEQ ID NO: 8, n BapuabenbHyr0 001aCTh JIETKON LENH, KOTOPAast COAEPIKUT
CDR1 VL c¢ amunHokuciotHol mocienoBatenbHocThio SEQ ID NO: 16, CDR2 VL ¢
aMUHOKHCIIOTHON mocnenoBaTeabHocThi0 SEQ ID NO: 17, m CDR3 VL ¢ aMUHOKHCIIOTHOM

nocaenosarenbHOCcTEI0O SEQ ID NO: 18.
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122, AHtuTeno mo moOOMy U3 BapHaHTOB ocymecTtieHus 119-121, mpudem aHTHTENO
comepxuT BapuabenbHYI0 00JacTh  JIETKOH  LENH, COAEpPKAIYK) aMHHOKHCIOTHYIO
MOCJIEIOBATENIbHOCT, BRIOPaHHYIO U3 rpymisl, coctosmeit u3: SEQ ID NO: 4; SEQ ID NO: 9,
SEQ ID NO: 10; SEQ ID NO: 11.

123.  AHTHUTENO, KOTOPOE CBSI3BIBAETCS C anb(a-2-CyObeqMHULIEH perenTopa HHTepIeHkuHa- 13

(IL13Ra2), npuuemM aHTUTETIO COREPIKHUT:

BapuabenbHyr0  00JNacTh  JIETKYIO  LENH,  COAEPKAIyl0  aMHHOKHCIIOTHYIO
MOCJIEIOBATENIbHOCTD, BRIOPaHHYIO U3 rpymmbl, coctosmeit u3: SEQ ID NO: 4; SEQ ID NO: 9,
SEQ ID NO: 10; SEQ ID NO: 11; u

BapuadebHyI0 00J1aCTh TsDKeNoM nenu, kotopasi conepskut CDR1 VH ¢ amuHOKHCTIOTHOM
nocaenoBarenbHOCTBI0 SEQ ID NO: 13, CDR2 VH ¢ aMMHOKHCIOTHOM MOCAEA0BATEIbHOCTHIO

SEQ ID NO: 14 u CDR3 VH ¢ amuHokucnotHo# nocneaosarenbHocThio SEQ ID NO: 15.

124, AHxtuTeno no BapuaHTy ocyuiectieHus 123, mpuuem anrureno coxepxutr CDR1 VH ¢
AMHHOKHUCIIOTHON mocienoBateabHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
nocnenoBareabHOCTHI0 SEQ ID NO: 14 u CDR3 VH ¢ aMUHOKHCIIOTHOH IOCIEN0BATEILHOCTHIO

SEQ ID NO. 15

125. AHTUTENO MO BapuaHTy ocyiiecTsieHus 123 wnu 124, mpuyemM aHTUTENO COAEPIKUT:

(1) BapumabenbHyrO O0OJacTh TspKenmou wenu, kortopas comepxxutr CDR1 VH ¢
AMHHOKHCIIOTHON mocienoBateabHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
nocyienoBareabHOCTHI0O SEQ ID NO: 14, u CDR3 VH ¢ aMHMHOKHUCIOTHOM OCIEN0BATEILHOCTHIO
SEQ ID NO: 15, u BapuabenpHyr0 00NaCTh JIETKOH IIEMH, MMEIOINYI) aMHHOKHCIOTHYIO
noclienopareabHOCTL: SEQ ID NO: 4;

(1) BapmalenpHyr0 oOnacTh TsDKenoW wneru, kortopas comepskutr CDR1 VH ¢
aMUHOKHCIIOTHON mocnenoBatenbHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
noclienoBateabHOCTHI0O SEQ ID NO: 14, u CDR3 VH ¢ aMHMHOKHUCIOTHOM OCIEN0BATEILHOCTHIO
SEQ ID NO: 15, u BapuabenbHyr0 00JacTh JIETKOW LENH, HMEIOLIYI) aMHHOKHCIOTHYIO
nocaenosatenbHOCTh: SEQ ID NO: 9;

(111) BapuabenpHyr0 oOnacTe TspKeNnoOH mernw, koropas comepsxkutr CDR1 VH ¢

aMUHOKUCIIOTHON mocnenoBatenbHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
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nocyienoBateabHOCTHIO SEQ ID NO: 14, 1 CDR3 VH ¢ aMMHOKHCIIOTHOH NOCIEA0BATENbHOCTBIO
SEQ ID NO: 15, u BapuabenpHy:0 00NacCTh JIETKOH IIENH, MMEIOINYI) aMHHOKHCIOTHYIO
nocaenosarenbHOCTh: SEQ ID NO: 10;

(iv) BapumabenbHyro obOnmacth TsDKenmoW wemu, koropas comepxutr CDR1 VH ¢
aMUHOKHCIIOTHON mocnenoBaTenbHocThio SEQ ID NO: 13, CDR2 VH ¢ aMUHOKHCIOTHOM
noclienoBateabHOCTEIO SEQ ID NO: 14, u CDR3 VH ¢ aMHMHOKHCIOTHOM IOCIEA0BATEILHOCTHIO
SEQ ID NO: 15, u BapuabenpHy:0 00NacTh JIETKOH ILIENH, MMEIOINYI aMHHOKHCIOTHYIO

nocaenosatenbHOCTh: SEQ ID NO: 11.

126.  Antuteno mo moOOMy H3 BapUaHTOB ocyuiecTBieHus 123-125, mpudyem aHTHTENO
COIEPKUT BapHaleNpHyl0 O0NacTb TSDKENOW LeNH, COAEPIKALIYK) aMHUHOKHCIOTHYIO
MOCJIEIOBATENIbHOCTD, BRIOpaHHYIO0 U3 rpymnmel, coctosmeit u3: SEQ ID NO: 3; SEQ ID NO: §;
SEQ ID NO: 6; SEQ ID NO: 7, u SEQ ID NO: 8.

127.  Antureno mo moOOMy M3 BapuaHTOB ocymectBieHust 119-126, mpuyem aHTHTENO

COIEPIKUT:

i) BapualOenbHy:0O  00JIACTh  TSDKEJIOW  LEMH, HMMEHINYI  aMUHOKUCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 3, u BaprabesbHy0 00J1aCThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO niocienosarenbHocTh SEQ ID NO: 4;

ii) BapualenbHYH0 OONACTh  TSDKEJOW  IeNH, HMMEIOIIYI0  aMHUHOKHCJIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 3, u BaprabesbHy0 00J1aCThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;

iii) BapuabenpHYI0 00JACTP  TSDKENOH LN, HMEIIIYH  aMHHOKHCIOTHYIO
nocienosatenbHocTh SEQ ID NO: 3, u BaprabebHyI0 001aCThb JIETKOH eTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTs SEQ ID NO: 10;

iv) BapualenbHyr0 O00JacCTh TSDKEJIOW  I[ENMH, UMEKIIYI0  aMHHOKUCIOTHYIO
nocienosatenbHocTh SEQ ID NO: 3, u BapraOenbHY0 00J1aCTh JIETKOW LEMH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenpHocTs SEQ ID NO: 11;

v) BapualenbHY0O O0NacTh  TSOKENOW LN, WMEIIYHd  aMHHOKHCJIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 5, u BaprabenbHYI0 001aCThb JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocaenosarenbHocTs SEQ ID NO: 4;

vi) BapuabenpHy!0 00JacTh TSDKEJIOW e, UMEHIIIYI0  aMHHOKUCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 5, 1 BaprabenpHy0 001aCThb JIETKOH HeTH, UMEIOLIYIO

aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;
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vii) BapuabenbHYr0 OONAcCTh TSDKENOW €M, WMEIUIYI0 aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 5, u BaprabenpHyI0 001aCTh JIETKOH HeTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTs SEQ ID NO: 10;

viil) BapuabenbHY0 00JAaCTh TSDKENOW LEenH, WMEIOIYI0 aMHHOKHCIOTHYIO
nocienosatenbHocTh SEQ ID NO: 5, 1 BaprabebHyI0 001aCTh JISTKOU eI, HMEIOLIYIO
AMHHOKUCJIOTHYIO nocienosarenpHocTh SEQ ID NO: 11;

iX) BapuaOenpHy0 O0NaCTb  TSDKEJIOM  IIeNH, HMEIOMY  aMHUHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 6, 1 BaprabenpHyr0 001aCThb JETKOH [eTH, UMEIOIIYIO
aMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 4;

X) BapualeNpHyI0  O0NacTh  TSDKENOW  LeNH, HMMEIOLIYI0  aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 6, u BapuabenbHy0 00J1aCTh JIETKOH LIETH, HMEIOIIYIO
aMUHOKHUCJIOTHYIO nocyenosareabHocTh SEQ ID NO: 9;

xi) BapualenmpbHyr0 O0JacTb  TSDKEJOH  LEeNH, HMEOIYI) aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 6, u BapuabenbHyr0 00JaCTh JIErKOH IeMH, HMEIOLIYEO
aMUHOKHCIIOTHYIO niocienoBarensHocts SEQ ID NO: 10;

Xil) BapualenpHY0 O0NAcTb  TSOKEJIOH LenH, HMEKUYI) aMHHOKHCIOTHYIO
nocnenosatenbHOCTh SEQ ID NO: 6, u BapuabenbHyo 00JacThb JIETKON LEeTH, UMEOLIYIO
aMUHOKHUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 11;

Xiii) BapualeNbHY0 O0NACTh TSDKEJIOH ILENd, HUMEKINYH0 aMHHOKHCIOTHYIO
nocienoBarenbHOCcTh SEQ ID NO: 7, u BapuabenibHYI0 00J1aCTh JIETKOM LIENH, HMEFOIIY IO
aMUHOKUCIIOTHYIO nocienoBatebHOCTh SEQ ID NO: 4;

Xiv) BapuabenpHYyr0 O0JacTh  TSOKENOW LENMH, HUMEKINYK) aMUHOKHCIOTHYIO
nocienoBarenbHOCTh SEQ ID NO: 7, u BapuabenibHYI0 00J1aCTh JIETKOU LIENH, HMEFOIIYIO
aMUHOKUCIIOTHYIO nocienosateabHOoCTh SEQ ID NO: 9;

Xv) BapualenbHYE0 O0NACTh  TSDKEJOW  [eMd, WMEIOIIYI  aMUHOKHUCIIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 7, u BapuabenbHYO 00aCTh JIETKOH LEMU, HMEIOIIYO
aMUHOKUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 10;

xvi) BapuabenpHyr0 O00JIACTh  TSDKEJIOW  LEMH, UMEIOLYI0 aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 7, u BapuabenibHYI0 00JIaCTh JIETKOU LN, HMEFOIIYIO
aMUHOKUCIIOTHYIO nocienosateabHocTh SEQ ID NO: 11;

xvil) BapualenbHyr0 O0JacTh TSDKEJIOM LEMH, MMEIOIIYI0 aMHHOKHCIOTHYIO
nocienoBarenbHOCTE SEQ ID NO: 8, u BapuabenbHY0 00J1aCTh JIETKOU LN, HMEFOIIYIO

aMUHOKUCIIOTHYIO nocienosareabHOCTh SEQ ID NO: 4;
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Xviil) BapualenpHyH0 O0NacTh TSDKENOM ILeNnH, WMEIOIYI aMHHOKHUCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 8, 1 BaprabepHy0 001aCThb JIETKOH HeTH, UMEIOIIYIO
AMHHOKUCJIOTHYIO nocienosarenbHocTh SEQ ID NO: 9;

XiX) BapuabenpbHyH0 O0JaCTh TSOKENOW IeNH, HWMEKINY0 aMHHOKHCIOTHYIO
nocnenosatenbHocTh SEQ ID NO: 8, u BapradenpHyr0 00J1aCTb JIETKOH LEH, UMEIOIIYIO
aMHUHOKUCJIOTHYIO niocienosarenbHocTh SEQ ID NO: 10; unu

XX) BapualenbHyr0 00macTp TSDKENOH  IeMM, HMEIOIIYI0  aMHHOKHCIOTHYIO
nocaenosatenbHocTh SEQ ID NO: 8, 1 BaprabenbHyr0 001aCThb JETKOH [eTH, UMEIOLIYIO

aMUHOKHUCIIOTHYIO nocnenosarenbHocTs SEQ ID NO: 11.

128. AHTtuTeno mno noOOMy U3 BapuaHTOB ocyiuecTBieHus 119-127, mpudyem aHTHTENO
comepkuT  BapuabenbHYIHO  00NacTh  TSDKEJIOM  LIeNd, HMEIOLIYI0  aMHHOKHUCIOTHYIO
nocienosatenbHOCTh: SEQ ID NO: 3, u BapuabenbHyr0 0ONacTh JIETKOH LEMH, MMEIOINYIO

aMHHOKHUCIJIOTHYIO nocienosarenbHocTs SEQ ID NO: 4.

129.  AHtuTeno, copepkaliee:

BapuadeNbHyI0 00J1acTh TSDKENOH e, kotopas conep:kut CDR1 VH ¢ aMUHOKHUCTOTHOI
nocnenoBareabHOCTEI0 SEQ ID NO: 13, CDR2 VH ¢ aMHUHOKHMCIOTHOH IOCJIEN0BATEILHOCTHIO

SEQ ID NO: 14 u CDR3 VH ¢ amunokuciaotHoi nocienoarebHocThi0 SEQ ID NO: 15; u/unu

BapuadesbHY0 00J1acTh JIerkoi nernu, kortopas conepxut CDR1 VL ¢ aMHUHOKHCIOTHOM
nocyienoBareabHOCTEI0 SEQ ID NO: 16, CDR2 VL ¢ aMMHOKHCIOTHOH MOCIEN0BATEILHOCTBIO

SEQ ID NO: 17 u CDR3 VL ¢ amuHOKHCIIOTHOM nocienoBaTeibHOCTRI0 SEQ ID NO: 18.

130.  AHTHTENO MO BapUAHTy OCYIIECTBJICHUsS 129, mpruyeM aHTUTENO CBA3BIBAETCA C anbda-2-

cyOpenuHuIe peuentopa nHTepaerikiaa-13 (IL13Ro2).

131. AHTUTeNno mo BapuaHTy ocyiuecTsieHus 129 unu 130, mpuueM aHTUTENO COAEPIKUT

OCTaTOK ceprHa B nosnokennu 30 (aymepanus co cebutkoit Ha SEQ ID NO: 3).

132, AHTtuTeNno no mo0oMy U3 BapuaHTOB ocymecTsieHus 129-131, B koTopom BapuadenbHbIe

00JIACTH SIBJISIFOTCSI TIOJIHOCTBIO YEIOBEYECKHUMU.

133.  AHTHUTENno mo moOOMy W3 BapHaHTOB oOcymuecTBieHHs 129-132, mpudyeM aHTHTENO

NnpeACTaBIIACT cOOOM MOJIHOCTHIO YEJIOBEUECKOE aHTUTEJIO.
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134.  AHTtuTeno no jo0OMy U3 BapUAHTOB ocyliecTBIeHus1 129-133, B KOTOPOM JIeTKasi Lienb

npeaACTaBIIACT cobolii JICTKYIO Kannma-uenb YCJIOBCKA.

135.  AHtuTeno mo nmobOOMy U3 BapuaHTOB ocymecTtBieHus 119-134, mpuduem aHTHTENO
npeacTaBiIsieT coOoi (parMeHT aHTHTENa, BBIOPAHHBIN U3 rpymmel, coctosmed u3: Fab, Fab',

F(ab')2 u scFv.

136.  AHtuTeno mno noOOMy U3 BapuaHTOB ocyiuectieHus 119-134, mpuyem aHTHTENO
JOMOJIHUTENIBHO COEPKUT KOHCTAHTHYIO 00JIaCTh aHTUTENA, TIOJIyYEHHYIO U3 OAHOro unu Oosee

AHTUTECJI YCJIOBEKA.

137.  Antureno mo moOOMy M3 BapuaHTOB ocyinectBieHust 119-136, mpuyem aHTHTENO

cesasbiBaeT IL13Ra2 ¢ apdunnocTtbio (Kp) He Gonee 5% 1071 M, nanpumep, He Gomee 2,5 1010 M.

138.  Antureno mo smoOoMmy M3 BapuaHTOB ocymectBieHust 119-137, mpuuem aHTHTENO

cessbBaeT IL13Ra2 ¢ appunnoctsio (Kp) He Gonee 1,5x10710 M.

139.  AHtuTeno mo noOOMy W3 BapuaHTOB ocyiuectBieHus 119-138, mpuyem aHTHTENO
KOHKYpeHTHO uHruOupyer cpsizpiBanue ¢ IL13Ra2 antuTena, comepskamero BapuaOenbHYEO
00J1aCTh TSDKENION LeNH, UMEIOIIYI0 aMUHOKHUCIIOTHYIO nocienoBateibHocTh SEQ ID NO: 1, u
BapuadesbHyI0 00JIaCTh JIETKOW LIeTH, UMEIOLIYI0 aMUHOKHUCIOTHYIO MOCIeNoBaTeIbHOCTh SEQ

ID NO: 2 u HeoOs13aTeIbHO KOHCTAaHTHYIO 00J1aCTh aHTUTENIA.

140. AHTtuTeno mo soOOMy W3 BapHaHTOB ocymecTtieHus 119-139, mpuyem aHTHTENO
cesazbBaeT IL13Ra2 ¢ Oonee Bwicokoit adduuHOCTRIO (KD), yem aHTUTENO, comep:kaliee
BapradesbHYI0 00J1aCTh TSDKEIOHN LeH, UMEIOINY 0 aMHHOKUCIIOTHYIO MocienoBaTenbHocTh SEQ
ID NO: 1, u BapuabenpHyr0 00OJacTh JIETKOH LENMH, HMEIOIIYK aMHUHOKHCIOTHYIO

nocnenoBarenbHOCTh SEQ ID NO: 2 1 HeoOs13aTeIbHO KOHCTAHTHYIO 00J1aCTh AHTUTENA.

141.  AntuTeno no moOoMy U3 BapuaHTOB ocymecTsieHus 119-140, npuyeM aHTHTENO UMEET
MMMYHOT€HHOCTb Yy YeJIOBEKa HI)KE, 4Y€M HMMYHOI€HHOCTb AaHTHUTENa, COAEPKallero
BapuabebHyI0 001aCTh TSHKEJIOHN e, NMEIOLTY0 aMUHOKUCIIOTHYIO ITOCIEA0BaTeNbHOCTh SEQ
ID NO: 1, u BapuabenpHyr0 0OJacTp JIErKOH LENMH, WMEIOIYI aMHUHOKHCIOTHYIO

nocnenoBarenbHOCTh SEQ ID NO: 2 1 HeoOs13aTeIbHO KOHCTAHTHYIO 00J1aCTh aHTUTENA.
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142.  AHtuTeno mo moOOMy U3 BapuaHTOB ocymecTtieHus 119-141, mpudem aHTHTENO
o0agaeT yIy4IIeHHbIMA CBOMCTBAMH CTAOMIIBHOCTH 11O CPABHEHHUIO C AHTHTEJIOM, CONIEP KAIUM
BapuabebHyI0 001aCTb TSLKEIIOHN LeN, NMEIOLTY0 aMUHOKHCIIOTHYIO ITOCIeA0BaTeNbHOCTh SEQ

ID NO: 1, u BapuabenpHyr0 00JacTp JIETKOH LENMH, HMEIOIIYI aMHUHOKHCIOTHYIO

2

nocyenoBarenbHOCTh SEQ ID NO: 2 1 HeoOs13aTeIbHO KOHCTAHTHYIO 00JIaCTh aHTUTENA.

143. KoHbIOTaT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKAIMUN aHTUTENO MO JoOOMy U3

BApUAHTOB OcyliecTBiIeHus 119-142, KOHBIOrUPOBAHHOE C JIEKAPCTBEHHBIM KOMIIOHEHTOM.

144. KOHBIOraT aHTUTEJO-JIEKAPCTBEHHOE CPEACTBO IO BapUAHTy OCyLIeCTBiIeHUs 143, B
KOTOPOM JIEKAPCTBEHHBI KOMITOHEHT MPEACTaBIIsieT COOOH IMTOTOKCUYECKHH JIEKapCTBEHHbINA

KOMITIOHCHT.

145. KoOHBIOraT aHTUTEJO-JEKAPCTBEHHOE CPEACTBO IO BAapUAHTY OCYLIECTBIeHUs 144, B
KOTOPOM  LIUTOTOKCUYECKUN JIEKAPCTBEHHBI KOMIIOHEHT TMPEICTAaBJIsieT COOOH  aumep

PP OSI0OEH301a3eTIHHA.

146. @apmaueBTHUECKass KOMIO3ULIMS, COAEpsKaIlasi AHTUTEIO WM KOHBIOIAT AHTUTENO-
JIEKAPCTBEHHOE CPeNCTBO MO JitoOOMYy M3 BapUaHTOB ocyimecTBiaeHus 119-145 wu

(apmaLieBTUYECKH MPUEMIIEMBbIH pa30aBUTElb, HOCUTEIb WM BCTIOMOTaTEIbHOE BEIECTBO.

X k%

201. AHTHTENO, KOHBIOTAT AHTHUTEJIO-JIEKAPCTBEHHOE CPEACTBO wWiu (apMaleBTHUECKast
KOMITO3ULIUST TIO JF0OOMy M3 BapuaHTOB ocyuiecTsieHus 101-146 nns mpumeneHust B cnocode

JICUCHMUA.

202. AHTHTENO, KOHBIOTAaT AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO wWin (apMaleBTHUECKas
KOMITO3ULIUST IO JF0OOMy M3 BapHaHTOB ocyuiecTsieHus: 101-146 nns mpumeneHust B cocode

JeueHust npongepaTuBHOTrO 3a00IeBaHNA Yy CyOBEKTa.

203. AHTHTENO, KOHBIOTAaT AHTUTENO-JIEKAPCTBEHHOE CPEACTBO wWin (apMaleBTHUECKas
KOMITO3UIMST MO BapUaHTy ocymectBieHuss 202, mpudeMm mposudepaTrBHOE 3a00jeBaHHE

npeacTaBisieT coOoi pak.
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204. AHTHTENO, KOHBIOTAaT AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO Win (apMaleBTHUECKAs
KOMIIO3UIMSI MO BapwaHTy ocyuiecTsieHus: 203, mpudeM pak TpencraBisieT coOOH pak,
BbIOpaHHBI W3 TPYMOIbL, COCTOSIIEH W3: paka JIETKOro, paka MOJIOYHOM Kee3bl, paka
MOKEJIYAOYHON JKENe3bl, paKka SUYHHUKOB, paka MOYEK, paKa TOJOBBbI U IIE€H, ME30TEIHOMBI,
rIM00JIACTOMBI, MEJIAHOM U OIMyXOJIel TOJIOBHOTO MO3ra, TAKUX KaK, HO He OrPaHUYHBAsICh UMH,

I'JIMOMBI, MeI[y.]'IJ'IO6J'IaCTOMa, aCTpOLUTOMA U SIICHANMOMA.

205. IIpumeHeHue aHTUTENA, KOHBIOTATa  AHTUTENO-JEKAPCTBEHHOE  CPEACTBO  WJIM
(bapMarieBTHIEeCKON KOMITO3UIIMM B COOTBETCTBUH C JIFOOBIM U3 BapUAHTOB ocyinecTBieHust 101-

146 mpu npon3BOACTBE JIEKAPCTBEHHOT'O MpenapaTa il IPUMEHEHHs B CIIOCO0e JISUEHHSL.

206. IlpumMeHeHue aHTWUTENA, KOHBIOraTa  AHTUTENO-JIEKAPCTBEHHOE  CPEACTBO WU
(papmarieBTHIECKONH KOMITO3MLIUA B COOTBETCTBUU C JIFOOBIM U3 BapUAaHTOB ocymecTBieHus 101-
146 mpu mpoOM3BOACTBE JIEKAPCTBEHHOTO INperapara Ijsl NPUMEHEHHs B CIocoOe JIeYeHUs

nposudepaTuBHOro 3a00eBaHNs y CyOBeKTa.

207. TlpumeHeHue 1o BapuaHTy ocymecTsieHus 200, mpuyuem nponudepaTuBHOE 3a001eBaHne

npeAcTaBiIsieT coOOM pak.

208. IlpumeHeHue 1Mo BapuaHTy ocyiuectBieHust 207, mpu4yeM pak MpeacTaBisieT CoOOH pak,
BBIOpPAHHBIA M3 TPYIIBL, COCTOSINEH H3: paka JIErKOro, paka MOJIOYHOH JKele3bl, paka
HOI[)I(GJIYI[O‘{HOP'I JKEJIE3bI, paka SAMYHUKOB, paKa IMOYECK, pakKa TIOJOBbI U HIEH, ME30OTCIUOMBI,
TJTHOOACTOMBI, MEJJAHOM U OMyX OJIei TOJIOBHOTO MO3ra, TAKUX KaK, HO HE OrPAaHHYUBASICh HMHU,

I'IMOMBI, MeI[y.]'IJ'IO6J'IaCTOMa, acTpouuTOMa U 3IIEHAUMOMA.

209. Crnocob neuenus: nposudepaTHBHOrO 3a00JI€BaHMsI, BKIIIOYAIONINI BBEJEHHE CYOBEKTY,
HYKJAIOLIEMyCsi B O3TOM, AaHTHTENa, KOHBIOraTa AaHTUTEJO-JIEKapCTBEHHOE CPENCTBO HIIH

(apMareBTHIeCKOi KOMIO3ULIUH IO JIOOOMY M3 BapHaHTOB ocymecTBieHus 101-146.
210. Cmoco6 mo Bapmanty ocymectieHust 209, B KOTOpOM CYOBEKTY BBOIST

XI/IMI/IOTepaHeBTI/ILIeCKI/Iﬁ arciHr B KOM6I/IHaL[I/II/I C AQHTUTECJIIOM, KOHBKOIdaTOM AHTHUTCIIO-

JIEKAPCTBEHHOE CPENICTBO WIH (hapMaI[eBTUIECKON KOMITO3HLIUEH.
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211.  Cnocob no mobomy u3 BapranTos ocyiiectieHus 208-210, B KOTOPOM pak MpeAcTaBisieT
co0oii pax, BEIOpaHHBIH U3 TPYIIIbL, COCTOSIIEH U3: paKa JITKOTo, paka MOJIOYHOMH »KeJe3bl, paka
HOI[}KGJ'IYI[OLIHOI\/'I JKECJIE3BI, paKa AWYHHKOB, paKa IMOYCK, paKa rojioBbl U MICU, ME30TCIIMOMBI,
r00IaCTOMBI, MEJTAHOM U OIyXOJieil TOJIOBHOI'O MO3Ta, TAKUX KaK, HO HE OTPAHHYHMBASICh HMH,

I'JIMOMBI, MeI[y.]'IJ'IO6J'IaCTOMa, aCTpOLUTOMA U SIIEHANMOMA.

301. IlonuHykJI€OTHN, KOAUPYIOLIMHA aHTUTENO IO JIOOOMY M3 BAapPHAHTOB OCYIIECTBICHUS

101-115 nnm 119-142.

302. BexTop, conep:kaluii NOTUHYKIEOTHA IO BApUAHTy ocyiuecTsieHus 301.

303. BexkTop no BapuaHTy ocyinecTsieHus 302, nmpuueM BEKTOp MPEACTaBisieT co00i BEKTOP

HKCITPECCHUH.

304. Kunerka-xo3siMH, coaepKaliasi BEKTOp Mo JF0OOMY U3 BapUaHTOB ocyiuecTieHus 302-303.

305. Kuerka-xo3sMH NO BapuaHTy ocyulecTBieHus 304, mpuueM KJIETKa-XO3sMH SIBISETCS
MPOKAPUOTUYECKOM,

SYKapUOTHUYECKON MJIN KJIETKOW MJIEKOMUTAIOIIETO.

INPUMEPBI
MATEPHAJIBI U CTITIOCOBbI

DKCOpeccHsi U QUUCTKA aHTHUTEN

JIMHUM KJIETOK KYJBTUBUPOBAIM M PAa3MHOXKAIM B COOTBETCTBHH C HMHCTPYKLHSIMH
npomsBoauTesst; kietku Expi293F™ ppipammBany B cpene Uil dKcnpeccnu Expi293™
(ThermoFisher A1435102). Bxparie, KJIeTKH KyJbTHBHPOBAJIM B INEHKEPHBIX KOJIOaxX st
KyJIbTUBHPOBaHUS eMKOCThIO 125 Mit (Corning™ 431143) B opOutansHom nHKydarope mpu 37°C,
npu 125 o6/mMun u atmocdepe 8% CO2 u moxmmepskuBaju Ha ypoBHe 3-5x10° kneTok/mi Ha
NPOTSHKEHUH BCETO OMNbITA. [[TOTHOCTD KJIETOK OMpPEAeIsuld B IBYX MOBTOPHOCTSIX C TIOMOILIBIO
aHaJM3a METOAOM BBITECHEHUs] TPUIIAHOBOTO CHHETO C HCIOJNBb30BAaHHEM AaBTOMATHYECKOTO
cuerunka kjaetok LUNA-II™ (Logo Biosystems Ltd). [Tpouenypsr Tpanchexiuu JIHK B oOveme
30 mut BBINOJTHSUTM 1151 0O€MX JIMHUH KJIETOK, Kak onmucaHo B nmpotokonax Thermo Fisher. B nenn

TpaHCcEKUUH OTOMPANN KJIETKU C JKU3HECHOCOOHOCTBIO >95% (MccnenoBaHHbIE C MOMOIIBIO
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MHUKPOCKONa/CYeTUNKa KJEeTOK) M pasbaBisaiu mo 2,5x10°mn mms Expi293F™ B 255 mn
cnennpuIeckoi k kinerkam cpensl sxcripeccuu. s Expi293F™ 30 mkr mmasmunuon JIHK (15
MKT TspKeJon nerm + 15 Mkr jerkoit uernu) pazsommwiu B cpene Opti-MEM® 1 ¢ nmoHMmkeHHbIM
conepskanueM coiBOpoTkU (ThermoFisher 31985070) no obmero odvema 1,5 mii, OMHOBPEMEHHO
B otaesnpHOM ¢utakore 81 mki pearenta ExpiFectamine™293 paszsoauiu B cpene Opti-MEM® [
C TIOHIKEHHBIM COZIEP’KaHHEM ChIBOPOTKH a0 obmero obdbema 1,5 mu. Kaxnayro us cmeceit
OCTOPOXKHO TEPEMELINBAIN 1 MHKYOUPOBAIN MPU KOMHATHOHN TeMIlepaType B TEYEHHE 5 MUHYT,
3aTeM TILIATENbHO OOBENUHSIM, YTOOBI MONYIUTh 00U 0obeM 3 mMi. CMech MHKYOUpOBaU B
TE€YEeHUE JIOMOJIHUTENbHBIX 20 MUHYT NPH KOMHATHOM TeMIlepatype, 4ToObl JaTh BO3MOXHOCTD
obpazoBarbest komiuiekcam JIHK-nunmpa, mocne yero cMech OCTOPOXKHO A00aBIISAIM B KOJOY €
kjerkamu. KynbTypel coOupanu Ha 5 1eHb, )KU3HECTIOCOOHOCTD U MJIOTHOCTD KJIETOK U3MEPSUIN €
HCIIOJIb30BAaHUEM aBTOMaTu4deckoro cyerdyuka kiaerok LUNA-II™, kak omnucaHo panee. Jlis
cOopa xnetku nentpudyruposanmu (2000 g, 15 mun, 4 °C), cynmepHaTaHT yOasuli, a 3aTeM
NOZIBEpraJil CTepUIbHOH (uibTpanyu uepe3 GuiabTpbl ¢ pasmepoMm mop 0,22 MKM mepen

OuMCTKON. OYHCTKY MPOBOAMIIN C IOMOIIBIO CTAHAAPTHOM XpoMaTorpaduu Ha OCHOBe Oeska A.

ELISA

PekoMOMHAHTHBIM BHEKJIETOUHBIH noMeH uejoBeka IL13RA2-6His (27-343) Obut mosiyueH OT
Sinobiology (xar. Ne 10350-HO8H). 50 Mk 1 mxr/mi uenoseueckoro IL13RA2 B PBS Hanocumm
Ha Houb mpu 40C Ha muanmersl MaxiSorp ELISA. Ha cienyroiee yTpo MiaHIIET MPOMbIBAJIU
0,02% PBS/Tween20. B kaxxnyro nynky nodasnsiu 200 Mk 6nokupyroiiero oydepa Superblock
U MHKYOMpPOBAJIM MPH KOMHATHOM TeMIIepaType B TeueHue | yaca Ha OpOUTAIBbHOM LISHKepe Mpu
120 o6/mun. T'OTOBHIIM CepUI0 pa3BENCHUN KaKAOTO aHTUTENA C PAa3BEACHUSIMH KaKIOTO
Bapuanra antutena B PBS/Tween20 0,02%. AnTHTena noOaBisii B IUIAHINETHI, MOKPBITHIE
OJIOKMPOBAHHBIM AHTUT'€HOM, M MHKYOMpOBaJIM B TeueHHe | yaca Mmpu KOMHATHOH TeMIeparype
NPU BCTPSIXUBAHUH CO CKOpOCTBIO 120 00/MuH Ha opOuranmbHOM mmiedikepe. IlmaHImeTsr 3aTeM
npombiBasi 3 pasza 200 mxn PBS/Tween20 0,02% wu B nyHKH n0OaBIAIN 75 MKJI BTOPHYHBIX
aHTATen (KOHBIOTHpOBaHHOrO ¢ HRP MBIOWHOrO aHTHTENa TPOTHUB YEJIOBEYECKOTO
UMMYHOTJI00yMHa, pazbasneHHoro 1:4000 8 PBS/Tween20 0,02%) 1 nHKyOMpOBaJM B TEUEHHE
1 gaca mpm kKOMHaTHOH Temmneparype npu 120 oO/MHH NpH BCTPSAXUBAHUU HA OPOUTAIBHOM
nreiikepe. 3aTeM ruIaHmeTsl mpombiaiiu 3 pasa 200 mxin PBS/Tween20 0,02%. Jlns nposiBieHus
ELISA B nynku BHOcuim mo 75 Mk cyberpata TMB-Turbo n nHkyOMpoBanu npu KOMHaTHOH
TeMneparype npu BCTpsxuBaHuu 120 o0/MHH Ha opOUTAIBHOM IIEHKepe 1O MOSBICHUS CUHEH

OKpacKH, 3aTeM peaknuro ocTtaHaBimuBaiu aobasiaenweM 75 Mmkn 0,6 H. HCl. Ilnaxmers
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cunthiBa) Ha Envision mpu 450 HM, a kpuBble aHAJIM3UPOBAM C MOMOIIBID MPOTPAMMHOTO

obecnieuenust GraphPad prism

AHaJN3 TEILUIOBOrO CABUra

Kpacutens temnoBoro casura Oenka, 2,5 mkn B passenenun 1:1000 ((Life Technologies, kar.
446148) nobasnsnm k obpaszuam 6enkos (17,5 mxa 0,5 mr/mn B PBS) B 96-nnyHOUHOM onTr4ecku
NpO3PayHOM IUJIAHIIETE M TIIATeNpHO mnepememmBany. Kaxnaeni oOpasern; Obur chenaH B
YETBIPEXKPATHOW NOBTOPHOCTU. IlnmaHmeT 3ameyaTelBaid ONTHUYECKU IPO3PAYHON KIIEHMKOU
TUIEHKOM, a My3bIPbKH B JIYHKAX YAJUTH ITyTeM LeHTpU(pyruposanus B redenne 1 MuH npu 500g,
3aTeM MMOMEILAJIN Ha Jiefl. 3areyaraHHblil Iasuer BBoauin B cucremy I1LP B peanbHOM BpeMeHU

7500, mocie 4ero SKCreprUMEHT CTaBIIIU CJIEAYIO UM 00pa3oM:

Obbem peakumoHHOH | 20 MK

cMecHu

Pexxum JUHENWHOTO | MPOJAOJIKEHNE

U3MEHEHUs

TEeMIepaTyphl

ITar Ckopocte  nuHeiliHOro | Temnepartypa, | Bpems
U3MEHEHUS °C (MM:cc)
TEeMIepaTyphbl

1 100 % 25,0 2:00

2 1% 99,0 2:00

JlaHHbIE aHAJTM3UPOBAIHN C HCIIOJB30BAHUEM MPOrpaMMHOro odecmedeHus Protein thermoshift

v1.2 (Life Technologies).

Y CKOpPEeHHOE UCTIBITAHUE CTAOWIILHOCTH

AwnTurena nakyouposaiu npu 45°C B crepunbaoM PBS B Teuenne 7-8 mHel nepen aHaIM30M C
nomompio ELISA, 39X, xpomarorpaduu ¢ rupodoOHBIM B3auMOEHCTBHEM U 00paTHO-(a30BOM

XpoMaTorpadum.

Amnayins Biacore

Anamu3  Biacore ¢ wmcronmb3oBaHueM ceHcopa, mokpeitoro IL13RA2-6His wuyenoBeka,
UCTIOB30BAJTH JJTS pacyera KaKymuxcsi KoHCTaHT adGuaHOCTH [Tst BapuaHToB Kiona 47. Cepuro
pa3BerleHMi BApUAHTOB aHTUTEN HAHOCHIIN Ha MoBepXxHOCcTh ceHcopa IL13R A2 Ha 600 cexyHa st

pacdera kKoHcTaHThI acconnauuu Ka, a 3arem Hanocunu Oydep (HBS-EP+) nHa 1800 cexynn ans
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pacuera koHcTaHThl qucconmanuu Kd. CooTHOIEeHHE IBYX KOHCTAHT OOECHEYUT KaKYILYIOCS

KD, MMOCKOJIbKY OMBaJIEHTHOCTb AHTHUTENIA 6YZ[eT BJIMATD HA KUHETHUKY CBA3BIBAHUS.

Dkckiaro3uonHas xpomarorpadus BOXX (9X)

Anamm3 meronoM 32X mpoBoawiaM ¢ wucnonb3oBaHueM cucteMbl BDXKX Shimadzu (wmm
SKBMBAJIEHTHOH cucTeMBbl), Hcrionb3yst KonoHKy TSKgel Super SW mAb HTP 4 mkm 4,6 MM x 15
cm. [Tonsuxnas dasza npencrasisina codboit 200 MM docdart kanus, 250 MM xnopup kamus, 10%

00./06. i-mpomnanon, pH 6,95, co ckopoctsio moroka 0,5 Myt B MUHYTY U fetekiue npu 280 HM.

Xpomatorpadus ¢ ruapodobHeM B3aumoaeicteueM BOKX (XI'B)

Ananmus meronom XI'B, ananuz meronom DX mpoBOAMIIM C UCTIONb30BaHUEM cucTeMbl BOXKX
Shimadzu (unm 5KkBUBaNEHTHON CHUCTEMBI), UCTIONB3Ys KONOHKY Proteomix HIC Butyl-NPS, 5
MKM, Hemopuctyro, 4,6x35 mm (Sepax). IlomswkHas daza A mpencrasisuia coboit 1,25 M
(NH4)2S04, 25 MM NaOAc (pH 5,50), a nogsuxkHas ¢asza B npencrassiia coboit 75 % 25 MM
NaOAc (pH 5,50), 25 % u3onpomnaHoJa, coO CKOpOCThIO MoToka 0,8 Mi1/MUH 1 OOHApy KEHHEM MPH
214 um.

Q6patHo-hasosas xpomatorpadhus BOKX

O0paTtHO-(ha30ByI0 XpoMaTorpaduro MPOBOAUIIH C UCTIOIB30BaHHEeM crucTeMbl BOYKX Shimadzu
(MM SKBUBAJIEHTHON CHCTEMBI), HCIIONB3ys KonoHKy Aeris Widepore XB-C18, 2004, 3,6 MkM,
2,1x150 mm (Phenomenex, 00F-4482-AN). [TonsuskHas ¢asza A npencrasisiia codoit Boay +0,1%
no oobemy TDY, a monswkHas ¢dasza B mpencrasmsina coboii aneronurpun + 0,1% no odbemy
TDVY. Obpaszen roToBUIN Nepen 3arpy3koil myrem nodasienust k 40 Mk obpasma (5 mr/mi), K
kKoTopomy nodasssiiu 30 Mkt Bogsl, 20 mxit 6opata Hatpus 1 10 mxa ATT. 3atem nHKyOHpoBau
nipu 37 °C B Teuenue 30 mun, nodasysuiu 100 Mt cmecu 49:49:2 alleTOHUTPIIY/BOAA/My paBbHHAST
kucinora. Kononka paborana co ckopocteto 1 mu/mun nipu temneparype 80°C ¢ oOHapykeHnem

npu 214 Hm.

IUTOTOKCHYUHOCTS iM Vilro

Knerku A375/NCI-H1299 pa36asnsiau go 5x10* knerok/mn npu nosisom pocte, 1o6asiss no 100
MKJ Ki1eTok B JiyHkH manmera EDGE. Knerku nakyouposanu npu 37°C/5% CO2 B Teuenue 2-
6 dacoB, 4ToOBI naTh KieTkaMm Bpems npukpenutrbcss. ADC pasomunmm B 11 Toukax, 1 u3 4
MOCJIENOBATENIbHBIX pa3BeneHuii, ot 50 Mkr/mi nmo 47,7 nr/mi, OCTaBlisisi OKOHYATENIbHBIN
OTPULIATENIbHBIN KOHTPOJIbHBIN 0o0paser, T.e. 0e3 ADC, Kakayr0 KOHLEHTPALHIO aHAJTU3HPOBAIH

B IBYX MoBTOpHOCTsIX. Pa3zeenennnie ADC noGasisuiu B mianmer EDGE, conep:kamuii kieTku-
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MUILIEHH, U TUIAHIIEeT UHKYOUPOBAIM B MHKyOaTOpe ¢ yBIQ)KHEHHEM B TedeHue S5 mHeit (~ 120
yacoB). s onpenenennst nutorokcudeckoro s¢dexkra ADC ucnonpzoBamu Cell Titre Glow
(Promega), B KaX1yr JYHKY IUIaHIIeTa 700aBisiiu mo 40 MKJI pacTBOpa AJII CYUTHIBAHHS U
uHkyonposanu npu 37°C/5% CO2 B Teuenne 1-5 gacos. Iloce nHKyOAIH MIIAHIIET CUUTHIBAIN
Ha onrtudeckoM cumThiBatenie (Molecular Devices Spectramax 13X), a maHHbIe aHAJH3UPOBAIH C
MIOMOIIBIO BCTPOEHHOTO B amnmapar nporpamMmmHoro obecneuenus (Softmax Pro). B nienom nanssie

MOJIYYE€HBI B PpE3YJIbTATC aHAIN3a K&)I(I[Oﬁ JIMHUH KJICTOK B TPEX MOBTOPHOCTAX.

Anamus FACS

Knerku NCI-H1299 passogunu o 2 x 10° knerox/mn B 6ydepe nns ananusa (0,1% BSA/0,1%
asuna Harpust B PBS) u nobapnsinu no 50 Mk Ha nyHKY B 90-TyHOUHBIH IUTaHIIET. AHTHUTENA
HuCL47 u Knon 47 pasBoamnu 10 MakCHMMaJbHOM KoHUeHTpaumu 40 Mkr/mn (266 HM) u
pasBomunu 1:4 ns 7 pasBeneHHid, a Takke TONbKO Oydepom. SO Mk aHTHUTENa 100aBsLM K SO
MKJI KJIETOK JUJIs1 Moy 4eHust KoHueHTpauuu 20 Mxr/mi. [Inanmer nakyOuposanu B TedeHue 1 aca
IpY KOMHATHOH TeMIieparype, Mocjie 4ero IUIaHIeT HeHTPUPYTUPOBAIH U TPYIKABI TPOMbIBAJIH.
Ucnonp3oBanu koubstoruposanHoe ¢ Alexa Fluor 488 koswe antuteno F(ab')2 k IgG yenoseka
(Life Technologies, kat. Ne H10120) B passenenun 1 k 250 nust oOHapyxeHust B Oydepe ans
aHammza, 50 Mkyn 100aBIANM K KJIETKAM M 4epe3 OAMH 4Yac WHKyOaluu TIpPH KOMHATHOW
TeMIeparype KJIeTKH UeHTpU(yrupoBajid W TPOMBIBATH, Kak U paHee, (ukcupoBamu 7,5%
dbopMaTbIErHIOM W aHAJM3UPOBAIM HAa MPOTOYHOM LIUTOMETPE, MPH 3TOM aHAJIM3 JAaHHBIX

npoBoArIH ¢ Tomompio FlowJo.

[NPUMEP 1 — KOHCTPYKIIMA U ITOJYYEHUE 'YMAHU3SHWPOBAHHBIX AHTUTEJI

Heckonmbko BapuaHTOB TyMaHHW3UPOBAHHBIX AHTHTEN K anbda-2-cyObeauHulle peuenropa
unrepnetikuaa-13 (IL13Ra2) Obutn co3nanbl Ha ocHOBe MbIHOTO anTuTeNa K IL13Ra2 «Kion
47». TlocaenoBaTebHOCTH BapuadeIbHON O0NACTH TSKEION U JIETKOH 1ernu MbiuHoro «KiioHa
47» npencrasysitot coboit SEQ ID NO: 1 u SEQ ID NO: 2, coorBeTcTBeHHO. WX CpaBHUBAJH C
0a30ii maHHBIX BapuabeNbHBIX (PparMeHTOB 4YenoBeka, u ausi npuBuBaHusi CDR orOupamm
KapKacHble OONACTH 4YejoBeKa C HauBbicmieil romosoruein ¢ Kionom 47 mo BepHbe u

KaHOHHYCCKHUM OCTaTKaM.

Hns rymannsanun VH s npusuBanus CDR Obutn BeiOpans! kapkacHbsle odnacta IGHV1-3 u
IGHJ1-01. Tpeonun T30 B ucxonHom uenoeueckoi kapkacHoi odmactu IGHV1-3 6bu1 3ameHeH
cepuHoM S30, KOTOpPBIN Takke O4eHb YacTO BCTPEYAETCs B 3TOM IMOJIOKEHUH B 3apOJbILIEBBIX

JVHUSAX YEJIOBEKAa M KOTOPBIH COOTBETCTBYET CEPUHY, OOHAPYKEHHOMY B 3TOM IIOJIOKEHUH B
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MBIIIMHON mocnenoBarenbHocT VH. Tlonydennsii rymanusuposansbiii jomeH VH (SEQ ID

NO: 3) 6bu1 0603HaueH kak « VHA Kiiona 47».

JlononauTenbHble r'yMaHm3upoBanHble Bepcun VH Kiona 47 Obutn co3aHbl MyTeM BBEACHUS
oOpatHbIXx MyTaiuii B mocnenoBarenbHOcTh « VHA Kinona 47» (SEQ ID NO: 3). Dt
rymaHusupoBaHHble fomeHbl VH Obin o6o3nadensl kak « VHAback Kiona 47» (SEQ ID NO: 5),
«VHA1 Knon 47» (SEQ ID NO: 6), «VHA2 Knon 47» (SEQ ID NO: 7) u « VHA3 Knon 47» (SEQ
ID NO: 8). Bapuantet «VHA1 Knona 47», «VHA2 Knona 47» u «VHA3 Kiona 47» Opuin
CO3aHbl JUIsl OIeHKH BIUSHHUS OCTaTKOB MbIMHHBIX VCI M48, V71 u K73, cOOTBETCTBEHHO

(aymepanms o Kabat).

Jst rymanmzaunn VL s npusuBanus CDR Obutn BeiOpanb! kapkacHbie odnactu IGKV3-NLS
u IGHJ2-01. TTonyuennsiii rymanmsupoBanHblii 1oMer VL (SEQ ID NO: 4) 6b1u1 0603Ha4eH Kak
«VKA Knona 47».

JlononHuTenbHbBIe I'yMaHu3upoBaHHble Bepcuu VL Kiona 47 Oblam cO3/aHbl MyT€M BBEAEHHS
oOpatHbIx MyTaimii B mocnenoBarebHOCTh « VKA Kiona 47» (SEQ ID NO: 4). Dtu
rymMaHu3upoBaHHbIe fomMeHbl VL Obin 00603HaueHb! kak « VK Aback Kiona 47» (SEQ ID NO: 9),
«VKA1 Knona 47» (SEQ ID NO: 10) u «VKA2 Knona 47» (SEQ ID NO: 11). Bapuanter « VKA1
Kinona 47» u «VKA2 Kinona 47» ObUTH CO31aHBI 1JIs1 OLEHKH BJIMSIHUS IBYX MBIIIHHBIX OCTATKOB
¢dennnananaa VCI F36 u F87, xoropeie 0ba SIBISIOTCS OCTATKAMH TUPO3MHA B 3aPOABILIEBOM

JIMHHUH YCJIOBCKA.

Kaxnplil U3 MOJNy4eHHbIX BAPUAHTOB JIETKOH M TSDKEJION LieTel KJIOHUPOBAIH M OOBEIUHSIIN B
napel, TpaHcurmposanu B kietku Expi293, skcmpeccupoBanu u ounmianu. B tabmurme 1
NIOKa3aHbl YPOBHH SKCIIPECCHU M BBIXObI AHTUTEJI ITPH COBMECTHON TPAH3UEHTHOW TPaHC( EKLIUH
KOHCTPYKLIMH TsDKENOH M Jierkod nemei B kierkax Expi293. [lomyuyanu 3 Ml OYMINEHHBIX
antuTen. Kionbl, orMedenHble (*), umenu yposeHb 3kcnpeccun Oosnee 200 Mkr/mi u Obun

oToOpaHsl Ui JaIbHEHIIIEro aHaJINu3a.

Tabnuya 1: Ixkcnpeccusn ZyMAHUIUPOBAHHBIX APUAHIOB

Koncrpykuns VH | Koncrpykuusa VK | IgG, mxr/ma Boixoa (Mr)
VHA Kiona 47* VKA Kiona 47 281 0,843
VHA Knona 47 VKAback Knona 47 | 175 0,525
VHA Kiona 47* VKA1 Knona 47 231 0,693
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VHA Kiona 47* VKA2 Kiona 47 300 0,900
VHAback  Knona | VKA Knona 47 312 0,936
47%

VHAback Knona 47 | VKAback Knona 47 | 100 0,300
VHAback  Knona | VKA1 Knona 47 243 0,729
47%

VHAback  Knona | VKA2 Knona 47 212 0,636
47%

VHAL1 Kiona 47 VKA Kiona 47 175 0,525
VHATI Knona 47 VKAback Knona 47 | 112 0,336
VHAL1 Kiona 47 VKAL1 Kiona 47 175 0,525
VHA1 Knona 47 VKA2 Knona 47 143 0,429
VHAZ2 Kiona 47 VKA Krnona 47 187 0,561
VHA2 Knona 47 VKAback Kiona 47 | 131 0,393
VHAZ2 Kiona 47 VKAL1 Kiona 47 187 0,561
VHAZ2 Kiona 47 VKA2 Kiona 47 168 0,504
VHA3 Knona 47 VKA Kinona 47 156 0,468
VHA3 Knona 47 VKAback Knona 47 | 137 0,411
VHA3 Kiiona 47 VKA1 Kiona 47 81 0,243
VHA3 Kiona 47* VKA2 Kiona 47 200 0,600

Cas3piBanue kaxxnoro rymanusuposasHoro Knona ¢ IL13Ra2 onenusanu ¢ nomomsio ELISA.

Bce nporectupoBannbie KiioHbI Oka3aauch CXOAHBIMU IO CBOEMY CBsi3biBaHUIO ¢ IL13Ra2.

HNPUMEP 2 — XAPAKTEPUCTHUKA 'YMAHN3SHPOBAHHBIX AHTHUTEJI

Ad¢uHHOCTD cBsi3biBaHUS XUMepHOro (Xumep.) Kiona 47 u BeIOpaHHBIX T'YMaHU3UPOBAHHBIX

BapuaHToB ¢ denoBeueckuM IL13Ra2 usmepsinu Ha Biacore. Pesynbratsl npuBeneHs! B TabmLe

2 HUXKE.

JEMOHCTPUPYIOT YyIy4YIIEHHOE CBsi3blBaHMe C 4enosedeckum IL13Ra2 mno cpaBHeHHIO C

xuMepHbIM (Xumep.) Kiorowm 47.

Kaxymasacs ad@UHHOCTE TOKa3bIBAET,

UYTO T'YMaHU3HPOBAHHBIE BapUAHTBI

Tabauua 2
Bapuanrsi Kass (1/M*c) Kiss (1/¢) Kb App (HM)
Xumep. Kion 47 125x10° 6,58x107 0,53
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VHA/VKA 1,12x10° 1,12x107 0,10
VHA/VKAL 1,24x10° 2,65x107 0,21
VHA/VKA2 131x10° 8,20x10° 0,06
VHAback/VKA 1,15x10° 5,30x10° 0,05

CrabunbHoCcTh XUMepHOTro KitoHa 47 1 HEKOTOPhIX I'YMaHU3MPOBAHHBIX BAPUAHTOB OLICHUBAJIH C
MIOMOIIBIO aHAJMN3a TEIUIOBOrO CABHra M TEeMIlEpaTypHOil crabmimpHocTH Oenka mpu 37°C mo
cpaBHeHmto ¢ 4°C B TeueHue 8 nHeil. PesynbraTel nmpuseneHs! B Tabnuue 3 Hioke. OToOpaHHbIE
IYMaHU3UPOBAHHbBIE BO3JCHUCTBUIO  CTPECCOBBIX  YCJIOBUH,

BapUAHTHI, NMOABEPTHYTHIC

JIEMOHCTPUPYIOT CTAOUIIBHOCTD, CPABHUMYIO C XUMepHBbIM Kitonom 47.

Tabauna 3

8-nueBHas crabubHoCcTh (PBS)

4°C 37°C
Kunonst PTS, | SEC oo XI'B SEC (010 XI'B

Tm

Xuwmep. Knon 47 | 71,4 4,86/97,0 | 3,80/3,48 | 2,19 4,88/84,9 | 3,80/3,47 | 2,19
VHA/VKA 73,1 4,84/96,8 | 3,79/3,42 | 2,18 4,85/89,6 | 3,79/3,41 | 2,18
VHA/VKAI1 70,3 4,84/96,6 | 3,79/3,45 | 2,19 4,84/89,2 | 3,79/3,55 | 2,18
VHA/VKA2 72,0 4,87/93,0 | 3,78/3,52 | 2,19 4,85/92,6 | 3,78/3,53 | 2,18
VHAback/VKA | 74,1 4,82/97,3 | 3,78/3,40 | 2,19 4,83/93,1 | 3,78/3,39 | 2,18
VHAback/VKA1 | 72,3 4,82/97,8 | 3,79/3,43 | 2,19 4,83/91,2 | 3,80/3,54 | 2,19
VHA3/VKA2 71,9 4,83/97,5 | 3,76/3,42 | 2,19 4,84/92,1 | 3,75/3,52 | 2,19

Tennosoii capur Oenka (PTS): cpennsis Tm B °C (deTbipe MOBTOPHOCTH)
3X: Bpems asmoupoBanus (MuH)/% MOHOMeEpa
O®: Bpems ynepxusaaus HC/LC (mMun)

XI'B: Bpemst ynepskuBaHus (MHH)

Casi3pIBAaHHME BAPHAHTOB, MepeunciieHHbIX B Tabmuue 3, ¢ IL13Ra2 Takke OleHuBaIy ¢ IOMOLIBIO
ELISA nocne uakybamuu npu 4 C umu 45°C B Teuenne 8 nueii. Kak nmokxasano B Tabnuue 4, cpenu
NPOTECTHPOBAHHBIX BapHaHTOB TOJbKO BapraHT VHA/VKA He moka3an CHUKEHHS CBSI3bIBAHUS
B yclnoBHsX cTpecca (mukyOanus npu 45°C B Teuenue 8 AHeil), YTO yKa3bIBAaeT HA TO, YTO OH
SABJISIETCST HanOoJiee CTA0WIBHBIM. OTH JaHHBIE O CBSA3BIBAHMM TAK)KE YKa3bIBAIOT HAa TO, YTO
rymanusupoBaHHble BapuaHTel VHAback/VKA u VHA3/VKA2 oOnapmaroT yaydiieHHBIMUA
CBOWCTBAMH CTaOMIIBHOCTH 110 CPABHEHHUIO ¢ XUMepHbIM KitoHOM 47.
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Ta6auua 4

Bapuanrsil Kiona 47 ECso 45°C (ar/ma) ECso 4°C (ur/ma)
Xumep. Knon 47 16,8 71,7

VHA/VKA 18,4 17,8

VHA/VKA1 12,3 58,1

VHA/VKA2 20,4 147,9
VHAback/VKA 16,4 45,6
VHAback/VKAL1 12,8 1012,0
VHA3/VKA2 12,3 25,8

OcCHOBBIBasICh Ha 3TUX NaHHbIX, BapuaHT VHA/VKA (MOJHOCTBIO YeIoBeueCKuii, 0e3 BBeIEeHHbIX
oOpatHbIx MyTauuii Mbimn), cogeprxkamuii VH u3 SEQ ID NO: 3 u VL u3 SEQ ID NO: 4, sBisercs
HauOosee 3P PeKTUBHBIM. ITO ryMaHu3upoBanHoe aHTHTENO K IL13Ra2 Ob110 0003HaUEHO Kak
«HuCLA47».

Cpasnenne nocnenosarenbHOCTH MbIIIUHOTO «Kitona 47» n «HuCL47» noka3ano Ha @wr. 1.

INPUMEP 3 — TEOPETUYECKASA pl AHTUTEJIK 1L.13R0o2

Teopernueckue 3HaueHus pl Hekoropsix antuten k IL13Ra2, onucaHHbIX BbILIE, pACCUUTHIBAIN
Ha OCHOBE UX I0CJIEI0BATEIbHOCTEH TSHKEJION U JIETKOM Lierell ¢ MCIONIb30BaHUEeM HHCTPYMEHTa
«Protparam», goctymHoro mo anpecy https://web.expasy.org/protparam/. Pe3ynbTath

NpEeACTaBJICHbI B TAOIHULE 5.

Tabmuua S
AHTHTEJ]IO IocnenoBareabnoctu VH/VL pl
Xumep. Knon 47 SEQ ID NO: 1/ SEQ ID NO: 2 6,95
VHA/VKA SEQ ID NO: 3/ SEQ ID NO: 4 7,63
(HuCLA47)
VHAback/VKAback | SEQ ID NO: 5/ SEQ ID NO: 9 7,64
VHA1/VKAI SEQ ID NO: 6/ SEQ ID NO: 10 7,64
VHA2/VKA2 SEQ ID NO: 7/SEQ ID NO: 11 7,28
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INPUMEP 4 — CPABHEHUWE KJIOHA 47 1 HuCL47

Xumepsbiii Knon 47 u HuCL47 cpaBHuBamu no ux ces3piBaHuio ¢ kietkamu NCI-HI299 ¢
noMotIpl0 craHaaptHoro a”aimmsa meronoM FACS ¢ ucnomp3oBanmem kierok NCI-HI1299 u
HeMOIU(UITPOBAHHBIX OYUIIEHHBIX AHTUTEN. AHAJIN3 HUTOTOKCUYHOCTH i71 Vifro IPOBOAMIIA Ha
knerkax A375 um NCI-1299 ¢ wucnonp3oBaHMEM AaKTUBHON HArpy3kd B BUAE AUMEpa

nupponodensonuazenuHa (PBD), koTopslit konbrorupoBas ¢ xumepHbiM Kitonom 47 u HuCLA47.
Pesynprarsl mokasans! Ha: @ur. 2 (cBsa3biBanue ¢ kierkamu NCI-H1299), ®ur. 3 (cBa3biBaHHE C
IL13Ra2), Tabnuue 6 (HUTOTOKCUYHOCTD MO OTHOMIEeHUIO K kierkaM NCI-H1299) u tabnune 7

(LIMTOTOKCUYHOCTD IO OTHOLIEHHIO K KiieTkaM A-375).

Tao6auna 6

ADC ECso (mM)
Xumepnsiii Knon 47-PBD | 135,3
VHA/VKA  (HuCL47)- | 113,7

PBD

B12-PBD 12400
Taoauua 7

ADC ECso (nM)

Xumepnbiii Kinon 47-PBD | 7,6
VHA/VKA  (HuCLA47)- | 7,8
PBD
B12-PBD 6864

CITHCOKJIHTEPATYPHBIX HCTOYHHKOB
Brime nurupyetcst psin nyOiuKanyii 1uist 0oJiee TOJTHOTO OMUCAHUS U PACKPBITUS U300pETeHUS U
YPOBHSI TEXHUKH, K KOTOPOMY OTHOCHUTCS JaHHOe u3o0pereHue. Kakmas W3 3THX CCBUIOK

BKJIFOYUCHA B I[aHHbeI AOKYMEHT B IIOJIHOM oOBeMme.
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OOPMYJIA U30BPETEHHA:

I. AHTHUTENIO, KOTOPOE CBA3BIBACTCS € alb(pa-2-cyOpenuHuLeH perentopa uHTepiaeiknaa- 13
(IL13Ra2), mpudeM aHTUTENO COAEPIKUT BapHaOeNbHYI0 O0JNacTh TSDKEJION LEMH, COAepKaLIYIO

AMUHOKUCJIOTHYIO MOCJIEI0BaTeNbHOCTD, nMpuBeaeHHy0 B SEQ ID NO: 3.

2. AHTHUTENO 1O M. 1, OTIMYAKOIIEeecs TEeM, YTO AHTHUTENO MAOIMOJHUTEIBHO COAEPIKUT
BapraleNbHyI0 OOJNACTh JIETKOH LeTH, COAEPIKAIIYI0 aMHHOKHCIIOTHYIO ITOCIENOBATEIbHOCTD,

npuseneHHyro B SEQ ID NO: 4.

3. AHTHTENO0 1O 1. 1 unmu . 2, oTauyaromeecs: TeMm, 4ro aHtureno cessbiBaeT IL13Ro2 ¢
apdunnocteio (Kp) He Boime 5x107'° M, nanpumep, e Bbimte 2,5%107'Y M unu He Bbime 1,5%10°

10 M.

4. AHTHTENO 10 IF0OOMY U3 MPEALIECTBYIOIINX TYHKTOB, OTIMYAIOLIEECs TEM, YTO AaHTHUTEJIO
KOHKYypeHTHO uHruoupyer cessbiBanue ¢ IL13Ro2 anTtuTena, comepskamero BapHaOeNbHYFO
00MacTh TSDKEJION LeNH, MMEIOLIYI0 aMHHOKUCIOTHY0 mochenoBareiabHocTb SEQ ID NO: 1, u
BapuadesbHyI0 00JIaCTh JIETKOW LIeTH, UMEIOLIYI0 aMUHOKUCIOTHYIO MOCIenoBaTeIbHOCTh SEQ

ID NO: 2 u HeoOs13aTeIbHO KOHCTAaHTHYIO 00J1aCTh aHTHUTEIA.

5. AHTHUTEINO 1O J'II'O6OMy N3 NIPECAMECTBYHO WX ITYHKTOB, OTJIMYAOIICECA TEM, YTO aHTUTEIIO
cesazbBaeT IL13Ro2 ¢ Oonee Beicokoi adduuHOCTRIO (Kp), WeM aHTHUTENO, Comepskaiiee
BapualeIbHYI0 00J1aCTh TSKEJIOHN LeNH, MMEIOLIY0 aMUHOKUCIIOTHYIO MOC/Ien0BaTeIbHOCTh SEQ

ID NO: 1, u BapuabenpHyr0 00JacTh JIETKOH LENMH, HMMEIOINYK aMHUHOKHCIOTHYIO

2

nocnenoBaresibHOCTh SEQ ID NO: 2 1 HeoOs13aTeIbHO KOHCTAHTHYIO 00J1aCTh aHTUTENA.

6. AHTHUTENO 1O JTFOOOMY M3 MPENIIECTBYOIINX MYHKTOB, OTIUYAIOIIEECS TEM, YTO AHTUTEJIO
MMEET MMMYHOT€HHOCTh Yy YeJIOBEKa HIKE, YeM HMMYHOT€HHOCTb AHTHUTEJA, COIEPKaIIero
BapralesIbHYIO O0JIACTh TSHKENION LeTH, UMEFOIIYI0 aMHHOKHCIIOTHYIO TocienosateibHocTh SEQ

ID NO: 1, u BapuabenpHyr0 0OJAacTb JIETKOH LENH, HMEIOIIYI aMHUHOKHCIOTHYIO

2

nocnenoBarenbHOCTE SEQ ID NO: 2 1 HeobOs13aTeIbHO KOHCTAHTHYIO 00J1aCTh AHTUTENA.

7. AwnTtureno mo .]'II-O6OMy N3 NPCAMICCTBYOIUX MYHKTOB, OTJIMYAOIICECA TEM, YTO aHTUTEIIO
06J1a):[aeT YIYyHYII€HHBIMU CBOMCTBAMHU CTAOMJILHOCTH I10 CPaBHCHHIO C aHTUTEJIOM, COACPKAIIUM

BapralesIbHYI0 O0JIACTh TSHKENION LeTH, UMEFOIYI0 aMHHOKHCIIOTHYIO TocienosatenbHocTh SEQ
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ID NO: 1, u BapuabenpHyr0 00JacTp JIETKOH LENMH, HMEIOIIYI aMHUHOKHCIOTHYIO

2

nocnenosateibHOCTE SEQ ID NO: 2 u HeoOs13aTeIbHO KOHCTAHTHYIO 00JIaCTh aHTUTEA.

8. AHTHUTENO 110 .]'II'O6OMy N3 NPECAMICCTBYO WX MYHKTOB, OTJIMYAOIICECA TEM, YTO aHTUTEIIO
COINEPKUT KOHCTaHTHYIO obnacte Jymbo wmsoruna IgGl, IgG2, IgG3 wmm IgG4, mumbo
MyTHPOBAHHYIO KOHCTaHTHYI0 oOnacth IgG, u HeoOs3aTeNbHO KOHCTAHTHYIO OOJIACTH JIETKOH

HCIMM U30THUIIA Kariria U J'IHM6I[a.

9. AHTHUTENO 1O 1. 8, B KOTOPOM KOHCTaHTHAsl OOJIACTh SIBJISIETCS YEJIOBEUECKOM.

10. AnTHTEN0 110 MoOOoMy U3 . 1-7, oTiHUJaroLeecs TeM, YTO aHTUTEJO IPeCTaBIsAeT COO0M

Fab, Fab', F(ab")2 wnu scFv.

11. KoHbloraT aHTUTENO-JIEKAPCTBEHHOE CPEACTBO, COAEPIKAIIMN aHTHUTENO MO JIoOOMy W3
MPEALIECTBYIOLUIMX  MyHKTOB, KOHBIOTUPOBAHHOE C  JIEKAPCTBEHHBIM  KOMIIOHEHTOM,
HEeOoO0sI3aTeNbHO TIPU 3TOM JIEKAPCTBEHHBIH KOMIIOHEHT MPEACTABIsieT COO0H LUTOTOKCUYECKUH

HeKapCTBeHHblﬁ KOMITOHCHT.

12. Konblorar aHTUTENO-IEKAPCTBEHHOE CPEACTBO MO I. 11, B KOTOPOM JI€KapCTBEHHBIN

KOMITOHEHT BKJIFOUAET UMEP MUPPOIOOSH30Ina3eNHA.

13. @apMaLeBTHUYECKas] KOMIIO3MLIMS, COJAEpIKalllas aHTUTENIO WM KOHBIOTAT AaHTUTENO-
JIEKAPCTBEHHOE CPEACTBO IO JIFOOOMY W3 TMPEAIIECTBYIOIMUX MYHKTOB M (hpapMaleBTUYECKH

npUeMIIEMbIH pa30aBUTEIIb, HOCUTENb WJIH BCIIOMOTATEIbHOE BELECTBO.

14. AHTUTENI0, KOHBIOTAT AHTHUTENO-JIEKAPCTBEHHOE CPEICTBO WU (hpapMaleBTHYeCcKas
KOMITO3HIHS 10 JFOOOMY M3 MPENIIeCTBYIOLINX MyHKTOB JJIsl MPUMEHEHHsI B CIIOCO0e JIeUeHMs,

HeoO0s3aTeIbHO MPU 3TOM CIIOCO0 JISYSHHs MPECTABIISIET COOOH Cmoco0 JIeYeHHs paka.

15 IIlpuMeHeHnne aHTUTENa, KOHBIOraTa AHTUTENO-JIEKAPCTBEHHOE CPEACTBO  WIH
bapmMarieBTHIeCKOl KOMMO3UIMK MO JoboMmy u3 mm. 1-13 B MpOM3BOACTBE JIEKAPCTBEHHOTO
npernapara il PUMEHEHHUs] B Criocobe JiedeHus, HeoOsA3aTeNbHO MPH 3TOM CIIOCO0 JIeUeHHs

npeacTaBisieT coboi Crocold JIeYeHns paka.
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16. Crnocob neyenus: mponmgepaTHBHOTO 3a00JIeBaHMUsI, BKIIFOYAIOIINN BBEACHUE CYOBEKTY,
HY>KIAIOLIEMYyCsl B 3TOM, AHTUTENA, KOHBIOraTta aHTHTEJO-JIEKAPCTBEHHOE CPEACTBO WU
dapmManieBTHYeCKOl KOMMO3MIMH MO JoOoMmy u3 mm. 1-13, HeoOsi3aTenpHO NpPH 3TOM

nponudeparuBHOE 3a00I€BaHNE IPEACTABISIET COOOH pak.

17. ITonuHykneoTHa, KOAUPYIOUUI aHTUTENO 1o Jirobomy u3 m. 1-10.

18. BexTop, comepkamuii TONMHYKIEOTH NO M. 17, mpuueM HeoOsS3aTeNbHO BEKTOP

NpeCTaBIsIeT COOOH BEKTOP HKCIPECCHH.

19. Knerka-xo3siuH, comepskamasi BeKTop rmo m. 18, mpudyem HeoOs13aTeNIbHO KIIeTKa-XO35UH

SBJISIETCS POKAPUOTUUECKOM, 3YKaPUOTHUECKOHN WU KIETKOW MJIEKOIUTAIOIIETO.
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