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OIIMCAHUE U30BPETEHUA
2420-559830EA/032
CIHOCOBbI U KOMIIO3UIIUH IUIA JIEYHEHUA AJIVIEPTHYECKHUX
3ABOJIEBAHHNH I'JIA3

ITEPEKPECTHBIE CCBIJIKM HA POACTBEHHBIE 3AABKU

[0001] ITo maHHON 3asiBKE MCIIPAIINBAETCS] MPUOPHUTET IO MPEIBAPUTENIbHON 3asBKe Ha
nareHT CIIA Noe 62/502479, nomanHoi 5 mas 2017 ropma, pacKpbITHE KOTOPOW BKJIFOYEHO B
HACTOsIIllee OMUCAHNUE BO BCEU CBOEH IMOJHOTE B KAU€CTBE CChUIKU.

HNPEJACTABJIIEHUE CIIUNCKA NMOCJIEAOBATEJIBHOCTH B TEKCTOBOM
®ANIE ASCIT

[0002] Conmepkanue cienyrInero TmpeacTaBieHus B TekcroBoMm (daiine ASCII
NIOJTHOCTBIO BKJIFOUEHO B HACTOSIIEE OMMCAHUE B BUAE CChUTKK: MamnHounTaeMas popma (CRF)
cniucka nocnenoBarenbHocTed (umst paiima 701712000740SEQLIST.TXT:, nara 3amucu: 3 mast
2018 roxa, pasmep: 115 KB).

OBJACTh TEXHUKH, K KOTOPOI OTHOCHUTCSI H30BPETEHHE

[0003] Hacrosiimee wu300peTeHHE OTHOCUTCS K Crmoco0aM JIeUeHUs aJUIePTHYECKOTO
3a0oneBanus a3 (HampuMep, ajUIEPrHUECKOr0 KOHBIOHKTHBHUTA, KE€PATOKOHBIOHKTHBHUTA HIIH
TMTAHTCKOTO MAMWUIIPHOTO KOHBIOHKTHBHTA) IyTEM BBEIEHHS aHTUTEJ, KOTOPBIE CBSA3BIBAIOTCS
C U€JIOBEUECKUM CUTTIEKOM—8, U KOMITO3ULIUH, COAEPKALNX YKA3aHHbIE aHTUTENA.

YPOBEHb TEXHUKH

[0004] Anepruyeckue 3a00JeBaHUS TJIa3 BXOAST B UUCJIO HAaUOOJIee pacpOCTPaHEHHBIX
3a0oneBaHuii ra3. B TeueHne nocnenHuX AECATHIETHH KOIMYECTBO JIIOAEH C ajIeprHiecKUMU
3a00neBaHMsIMU TJIa3 BO3POCJIO, M IPEANONAraercs, 4YTO B HACTOsSINEe BpeMs OSTUMH
3a00JIeBaHISIMU CTPAAIOT MO MeHbIneil Mepe 15-20% nacenenus (La Rosa, M. et al. (2013)
Ital. J. Pediatr. 39:18). Cumnromsl BapbUpYIOT IO CTENEHH TSDKECTU: OT pasfpakeHus,
MOKPACHEHUS U OTe€Ka KOHBIOHKTUBBI JIO KATAPaKThl U MTOTEPHU 3PEHUSL.

[0005] Anneprudyeckue 3a0ofeBaHMs TIJIa3 OXBATHIBAIOT Psif  CHeUU(PUIECKHX
KJIMHUYECKHX O0pa30BaHUI C pa3UYHBIMH MeXaHU3MaMH JaehcTBus. [Ipenmonaraercs, 4To
3a1€CTBOBaHbl MeXaHU3Mbl, onocpenosaHHele IgE u He onocpenosannele IgE, a Taxke
MHOTOYHCJICHHbIE [TUTOKUHBI, XeMOKHUHBI U curHaibHble yTH (La Rosa, M, etal. (2013) Ital. J.
Pediatr. 39:18). Ilpu HekoTOphIX (opMax aIepruyeckoro 3abONeBaHUsl TIJa3, TAKUX Kak
aTONMMYECKU KepaTOKOHBIOHKTHBHT (Morgan, S J. etal. (1991) Eye 5:729-735), kotopslit
MOJKET MPUBECTU K PA3BUTHIO KATAPAKThl U NMOTEPE 3PEHHs], HAOMIOAeTCsl THIIEPIUIA3Hs TyUHBIX
KJIETOK W HAJTMYUE 303MHO(UIIOB.

[0006] Coxpansiercs mOTPeOHOCTb B HOBBIX TEPANEBTUYECKHX MOAXOMAaX, KOTOPBIE
HAIpaBJICHBI HA JIEUEHNE BOCIIAJICHHUS, JIEXKAIIETO B OCHOBE AJUIEPTUUECKUX 3a00J€BaHUN TJ1a3.

[0007] Bce cchuiku, IUTUPYEMBIE B HACTOSIIIEM OMUCAHUH, BKJIFOYAsl 3asIBKU HA MATEHTBI,
nyOJIMKAILMU MATEHTOB U HAYYHYIO JINTEPATypPy, BKIIIOYEHBI B HACTOSIIIEE ONMUCAHUE BO BCEH MX
NIOJTHOTE B BHJIE CCBUIKH, KaK €CJIM Obl KaXk/1asi OTAENbHAs CChbUTKA ObLTa CHEHMAaIbHO U OTIEIBHO

YKa3aHa KakK BKJIFOUC€HHAsI B KQUC€CTBC CCBLIIKHU.



CYIHIHOCTDb U30BPETEHUA

[0008] [ins yooBIETBOpPEHUS 3TOH M APYTUX MOTPEOHOCTEH B HACTOALIEM H300pETEHUHN
NPEANAralTCsi, MOMUMO IPOYEro, CIOCOOBI JieUeHHs] WM NPOPHUIAKTHKH aJIePrUIecKOro
3a0oneBaHus a3 (HampuMep, aJUIEPrUUeCKOr0 KOHBIOHKTHBUTA, K€PATOKOHBIOHKTHUBHUTA WIIH
T'MTAHTCKOTO MaNMWUIIPHOTO KOHBIOHKTUBHTA) IyTEM BBEJEHHS aHTUTEJ, KOTOPBIE CBA3BIBAIOTCS
C YeJIOBEYECKUM CUTIIEKOM—8, H/UJIM KOMITO3ULIUH, COAEPIKAIINX YKAa3aHHbIE aHTUTEIA.

[0009] CooTBEeTCTBEHHO, HEKOTOpPbIE ACIEKThl HACTOSIIEr0 M300PETeHMs OTHOCSTCS K
crioco0am JiedeHus: Wik NMPOQUIAKTHKH aJUIePru4ecKoro 3aboyieBaHUs TJa3 Y MHANBHIYyMa,
BKJIFOYAIOLIMM BBEICHHE WHIUBUAYYMY O(P(PEKTUBHOIO KOJMYECTBA AHTHUTENA, KOTOpPOe
CBSI3BIBAETCS C YEJIOBEYECKUM CUTIIEKOM—S.

[0010] [pyrue acrekThl HACTOSIIErO U300PETEHUsT OTHOCSTCS K CIIOCO0aM JISYEHUS HITH
NpOQHIAKTHKN aJUIEPTUYECKOro 3a00JIeBaHMs IJ1a3 Y MHAMBHIYYMA, BKIFOYAIOIIUM BBEIECHUE
UHIUBUAYYMY 3(P(GEKTUBHOIO KOJMYECTBA KOMITO3ULMH, COJEpKalleldl aHTUTENO0, KOTOpOoe
CBSI3BIBAETCS C YEJIOBEUECKUM CUTTIEKOM—S.

[0011] B HexoTOpBIX BapUaHTaxX OCYLIECTBJIEHUs] MHAUBUAYYM CTpaiaeT aJuleprudeckKuM
KOHBIOHKTUBUTOM. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHHUs Y WHAUBUAyyMa CE30HHBIN
anyeprudeckiii KOHBIOHKTUBUT. B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHUS y WHIAUBUAYyyMa
KPYTIJIOTOANYHBIN aljiepruueckiil KOHbIOHKTUBUT. B HEKOTOPBIX BapHaHTaxX OCYILECTBIEHUS Y
WHAMBUIyYMa aTONMUYECKUI KePaTOKOHBIOHKTUBUT. B HEKOTOPBIX BapUaHTaX OCYILIECTBJICHUS Y
WHAMBUIlyYMa BECEHHHIl KEpaTOKOHBIOHKTUBUT. B HEKOTOpPBIX BapUaHTaxX OCYLIECTBJIECHUS Y
UHAMBUIyYMa TUraHTCKUN NANWJUIAPHBI ~KOHBIOHKTHBUT. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS] WHAMBUAYYM MHCIONb3YeT KOHTAKTHbIE JIMH3bl. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUs] MHAMBUIYYM HMEET YBEIUYEHHOE BOCHAJEHHE IO MEHbIIEH Mepe B 4acTH
KOHBIOHKTHBBI TI0 CPAaBHEHHMIO C WMHIUBHAYYMOM 0€3 ajuiepruueckoro 3aboneBaHus rias. B
HEKOTOPBIX BAPUAHTaX OCYLIECTBJICHUS WHAUBUAYYM UMEET YBEIMYEHHOE KOJUYECTBO TYUYHBIX
KJIETOK, HEHUTpouioB, 303WHOGWIOB W/WIKM JUM(OLUTOB MO MEHbIIEH Mepe B YaCTH
KOHBIOHKTUBBI MO CPaBHEHHIO C WHIWBUAYYMOM 0Oe€3 ajuieprudeckoro 3adojieBanus ria3. B
HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS] COCKOO C KOHBIOHKTHMBBL, IIOJIYYE€HHBIH OT
UHIUBUAYYMA, COINEPXKHUT 303MHO(UIBI. B HEKOTOPBIX BapHaHTax OCYLIECTBJICHHUS oOpaser
CBIBOPOTKH WJIM 00Opaser Cie3bl, MOJYyYeHHBIH OT HHAMBHIYYMa, UMEET MOBBIIEHHBINH YPOBEHb
IgE mno cpaBHEHHIO C MHOUBUIYYMOM 0€3 aJIeprudeckoro 3a0ojeBaHus riia3. B HEKOTOpPbIX
BapUAaHTaX OCYILECTBJEHHUS AaIIJIMKALIMOHHBIM HAaKOXHBIM WM BHYTPUKOXHBIH TECT Ha
aJJIepTUIO, BBINOJHSEMBbIH IyTeM BBEIEHUsS WHAUBUAYYMY ajulepreHa, MPUBOAUT K
aNJIeprudeckoll  peakud. B  HEKOTOphIX BapHaHTaX OCYLIECTBIEHHs OOUH WM Oornee
CUMITOMOB Y WHAMBUAYYMa CHUXKEHBbI MO CPABHEHUIO C HCXOIAHBIM YPOBHEM 10 BBEACHMUSI
KOMITO3UIINN WJIM aHTHUTeNa. B HEKOTOphIX BapuaHTaX OCYIIECTBICHUS OOHO WM Oonee U3
CIENYIOLEro: 3yJa KOHBIOHKTUBBL, IOKPACHEHUsS KOHBIOHKTUBBI, OT€KAa KOHBIOHKTUBBI,
BBIIEJICEHUS] W3 TJIa3, W3BSA3BIIEHMs, CIIE30T€UEHUs, TUnepTpoduu BeK, KOpKooOpa3oBaHUS,
cumbnedapoHa, TEPUOKYJIIPHOW SK3eMbl, Maaapos3a, ¢oropodbun, KepaTHTa, THTAHTCKUX

NarnuJijioOM U KaTapakKTbl Y UHAUBHUAYYMA, YMCHbIIACTCA MO CPABHEHUIO C HCXOAHBIM YPOBHEM 1O



BBEICHUSI KOMIIO3ULIMHM WJIM aHTUTeNa. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS KOMITO3ULHIO
WIM aHTUTENI0O BBOIAT IyTeM BHYTPUBEHHOW uH(Y3uu. B HEKOTOpHIX BapuaHTax
OCYIIECTBJIEHHS] KOMIIO3HULIUIO HJIM AHTUTEJIO BBOAAT MOJKOKHONW HHBEKINEH.

[0012] B HekoTOpBIX BapuUaHTaX OCYIIECTBJIEHHs] CIIOCOOOB, OMHCAHHBIX B HACTOSLICH
3asiBKe (CM., HampuMep, BbIIIE), AHTUTEJO COACPIKUT BapuabesNbHYI0 00JIaCTh TSDKEION Lenu U
BapuabenbHyr0 00J1acThb JIETKO 1ienu, npudeM BapuadenbHas 00JacTh TSHKEION LM CONepIKUT
(i), HVR-H1, conep:xariyro aMUHOKUCIOTHYIO nocienosatesbHocts SEQ ID NO: 61, (ii)) HVR—-
H2, conmepskainyro aMUHOKUCIOTHYIO mocienoBaTenbHocTh SEQ ID NO: 62, u (iii)) HVR-H3,
CONEPIKAIYI0 aMHHOKHUCIOTHY mocienoBarenbHocTh SEQ ID NO: 63; w/unm npuyem
BapuadespHasi 00nacTh jierkoii weru comepxut (1) HVR-L1, comep:kaiyto aMUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 64, (ii)) HVR-L2, conepxamyro aMHHOKHUCIOTHYIO
nocienosarenbHocth SEQ ID NO: 65 wu (ii1)) HVR-L3, comepkamyro aMHHOKHCIOTHYIO
nocnenosaTenbHOCTe SEQ ID NO: 66. B HekoTOpbIX BapuaHTax OCYILIECTBJIEHUsS AHTUTEINO
COIEpPKUT BapHaleNbHYI0 00NacTh TSDKENOW LeNH, COAEPKAIMYH aMHHOKHCIOTHYIO
nocnenosatebHOCTE SEQ ID NO: 6; u/unu BapuabebHYI0 00acThb JIETKOH e , COIEPKAIIYIo
AMHHOKHUCJIOTHYIO TOCJIEIOBATENbHOCTD, BeIOpanHyto u3 SEQ ID NO: 16 unu 21. B HekoTopbIx
BapHaHTaX OCYLIECTBJICHUS aHTHTENO comep:kuT Fc—obmacTe Tsokeaon nenw, coaepskamyr Fc—
obmacte uenoseueckoro IgG. B HekoTopelx BapmaHTax ocymecTsieHus Fc—oOmacte
yenosedeckoro IgG conmepxxut uenosedeckuii IgG1l. B HeKOTOpBIX BapuaHTax OCYILIECTBJIECHMUS
Fc—obnacte uenoseueckoro IgG comepxxkut uenoseueckuit IgG4. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHUS] AHTUTENIO COMEPXKUT TSDKENYI0 LeNb, COAEPIKALIYD aMHHOKHCIOTHYIO
nocienosarenbHOcTh SEQ ID NO: 75; w/unmn nerkyro Lernb, COAEpKaIlyld aMUHOKHCIOTHYIO
HIOCJIEIOBATENBbHOCTD, BbIOpaHHYI0 3 SEQ ID NO: 76 mnm 77. B HeKOTOpbIX BapuaHTax
OCYLIECTBJICHHUsI AHTUTEJIO COAEPIKUT BapHaOeIbHYI0 O0JAaCTh TSDKENION LEeNHu U BapHaOeIbHYO
00J1acTh JIErKoH enu, mpuydeM BapuadenbHas o0nacTh Tsokenoi uenu copepskut (1) HVR-HI,
COIep KaIlyr0 aMHHOKUCJIOTHYIKO mocienoBarenbHocth SEQ ID NO: 61, (ii) HVR-H2,
CONEPIKAIYI0 aMUHOKHUCIIOTHYIO mnocnenoaresbHocth SEQ ID NO: 62, u (iii)) HVR-H3,
COZIEPIKAIYI0 aMHUHOKHCJIOTHYIO TIOCIENOBATENbHOCTh, BbiOpaHHyto u3 SEQ ID NO: 67-70;
w/umu mpudeM BapuadenbHas obnacTh jerkod uenu coxep:xut (i) HVR-L1, comepskamnyro
aMUHOKHCIIOTHYI0 TmocnenoBatenbHocTh SEQ ID NO: 64, (ii) HVR-L2, cogpepxainyro
AMUHOKHUCJIOTHYEO mocienoBarenbHocTh SEQ ID NO: 65 wu (iii) HVR-L3, conepskarnyto
aMUHOKHUCJIOTHYIO mnocienoBatenbHocTh SEQ ID NO: 71, B HekoTopbIX BapuaHTax
OCYIIECTBIIEHHSI AHTUTENO COMAEPKUT BapHaOeNbHYI0 OOJACTh TSDKENOW LENH, CONEpIKaIlyro
AMHHOKHUCIJIOTHYIO TIOCJIEIOBATENbHOCTh, BbIOpanHyro un3 SEQ ID NO: 11-14; w/wm
BapHuabeNnbHyI0 00JAaCTh JIETKOW LIEMH, COAEPIKAIlyI0 aMHHOKHCIOTHYIO TOCIIEIOBATENbHOCTD,
BpiOpanHyto 3 SEQ ID NO: 23-24. B HEKOTOPBIX BapUaHTaX OCYINECTBJIEHUS] AHTHUTEIO
COIEpPKUT BapHaleNbHYI0 00NacTh TSKENOW LeNH, COAEpPKAIYH aMHHOKHCIIOTHYIO
NOCJIE0BATENBbHOCTD, BhIOpaHHyto n3 SEQ ID NO: 2-14; u/unn BapuabenbHy0 00nacTh JIErkoi
L[ENH, CONeP KaIy0 aMUHOKHCIIOTHYIO MOCJIEA0BATEeIbHOCTD, BhIOpanHyo u3 SEQ ID NO: 16—

24. B HEKOTOpBIX BapUAHTAX OCYLIECTBJIEHHsS AHTUTENIO CONEPKUT BaphalOeNbHYIO 00NacTb



TSDKEJION IeTH, COAEP KAy aMHHOKHUCIIOTHYIO MOC/IEA0BATEIbHOCTD, BhIOpanHyo u3 SEQ ID
NO: 2-10; w/mnu BapuabenpHYIO O0OJACTh JIETKOW LIEMH, CONEPKAIIYI0 AMHHOKHCIOTHYIO
IOCJIeOBaTeNbHOCTh, BbIOpaHHyl0 u3 SEQ ID NO: 16-22. B HeKOTOpbIX BapHUaHTax
OCYIIECTBJICHUS] aHTHTEJIO CONEPKUT: (a) BapuabeNbHYI0 00JIaCTh TSIKEION LIEMH, COAepIKaIIyO:
(1) HC-FR1, coxep»ainyt0 aMHHOKHCIOTHYIO MOC/IEIOBaTENbHOCTb, BhiOpaHHy0 3 SEQ ID
NO: 26-29; (2) HVR-H1, conepxkamyo aMHHOKUCIOTHYIO nocienosatenbHocTh SEQ ID NO:
61; (3) HC-FR2, coxep:aiy0 aMHMHOKHCIIOTHYIO TOCJIEI0BATEIbHOCTb, BhIOpaHHYIO M3 SEQ
ID NO: 31-36; (4) HVR-H2, copepkalny0 aMUHOKHUCIOTHYIO mocienoBatesbHocTh SEQ 1D
NO: 62; (5) HC-FR3, conep:kaiy0 aMHHOKUCJOTHYIO TMOCJIEI0BATEIbHOCTh, BHIOPAHHYIO W3
SEQ ID NO: 38-43; (6) HVR-H3, conepxaiyto aMUHOKUCJIOTHYIO MOCIeN0BaTeIbHOCTE SEQ
ID NO: 63; u (7) HC-FR4, comep:kainyr aMHHOKHCIOTHYIO MMOCJIEN0OBATEIbHOCTD, BRIOPAHHYIO
u3 SEQ ID NO: 45-46, w/nnmu (b) BapuabenpHyro 00J1acTh JeTKOH 1enu, copgepxkamyro: (1) LC—
FR1, comepskammyr aMHHOKHCIOTHYIO NOCJIENOBATENbHOCTD, BbIOpanHyo u3 SEQ ID NO: 48—
49; (2) HVR-L1, copepskamyro aMUHOKUCIOTHYIO mnocienoBarenpHocTs SEQ ID NO: 64; (3)
LC-FR2, conepainyr0 aMHUHOKHCIOTHYIO TOCIIEAOBATENIbHOCTD, BEIOpaHHy0 u3 SEQ ID NO:
51-53; (4) HVR-L2, comepkamyro aMUHOKUCIOTHYIO nocienosarelbHOCTh SEQ ID NO: 65; (5)
LC-FR3, comepskamy0 aMHHOKHCIOTHYIO MMOCJIENOBATEIbHOCTD, BhiOpanHyo u3 SEQ ID NO:
55-58; (6) HVR-L3, conepkaiyro aMUHOKUCIOTHYIO nocinenoBaTeabHocTh SEQ ID NO: 66; u
(7) LC-FR4, copepxalllylo0 aMHUHOKUCIOTHYIO mnociaenosarenpHocTs SEQ ID NO: 60. B
HEKOTOPBIX BApHUAHTAX OCYIIECTBJICHUS AHTUTENO COAEPkKHUT. (a) BapuabeNbHYH0 00JacTh
Tsokenon  weru,  comepxkamyro: (1) HC-FRI1, cogpepxkamyo  aMHHOKHCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 26; (2) HVR-HI, conepxainyro aMHHOKHUCIOTHYIO
nocienosarenbHocth SEQ ID NO: 61; (3) HC-FR2, conepamyro aMHHOKHCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 34; (4) HVR-H2, copepxainyro aMHHOKHUCIOTHYIO
nocienosarenbHocte SEQ ID NO: 62; (5) HC-FR3, conepkalyr0o aMHHOKHCIOTHYIO
nocnenosarenbHocTe SEQ 1D NO: 38; (6) HVR-H3, conepxalinyro aMHHOKHUCIOTHYIO
nocienosarenbHocth SEQ ID NO: 63; u (7) HC-FR4, copepxaiyr0 aMHHOKUCIOTHYIO
nocienosarenbHocth SEQ ID NO: 45; w/mwmm (b) BapualenbHyr0 o0NacTh JIETKOH Iiemy,
conepsxkamyto: (1) LC-FR1, conepskainyto aMHHOKHCIOTHYIO nocienosatenbHocTh SEQ ID NO:
48; (2) HVR-L1, comepskamyro aMUHOKUCIOTHYIO mnocienoBarenbHocTs SEQ ID NO: 64; (3)
LC-FR2, conepxaryro aMUHOKHCIOTHYIO nocienosarenbHocTe SEQ ID NO: 51; (4) HVR-L2,
CONEpIKAIIY0 aMHUHOKHUCIOTHYI0 mocienoBarenbHocTe SEQ ID NO: 65; (5) LC-FR3,
CONEpIKAINYI0 aMUHOKHUCIOTHYI mnocnenoBarenbHocte SEQ 1D NO: 55; (6) HVR-L3,
COIEpsKAIYI0 aMUHOKHUCIOTHYK TmochenoBarenbHocTe SEQ ID NO: 66; u (7) LC-FR4,
CONEpIKAINYI0 aMHHOKUCIOTHYIO0 mocheaosarenbHocTh SEQ ID NO: 60. B HekoTopbix
BapHaHTaX OCYIIECTBJICHUS aHTHUTENO COAEPKHUT. (a) BapuadeabHYr0 00JacTh TSDKENIOW LMy,
conepskamyto: (1) HC-FR1, cogepkamyro aMHHOKUCIIOTHYIO niocienosareabHocTh SEQ ID NO:
26; (2) HVR-H1, copepkainyto aMMHOKUCIOTHYIO nocienoarenbHocTh SEQ ID NO: 61; (3)
HC-FR2, conepxaiyro aMUHOKUCIOTHYIO nocsenoBaTenbHocTh SEQ ID NO: 34; (4) HVR-H2,
COZlepIKAINYI0 aMUHOKHUCIOTHYI mnocienosarenpbHocte SEQ ID NO: 62; (5) HC-FRS3,



CONEpIKAIIYI0 aMHUHOKHUCIOTHYK mnochenosarenbHocth SEQ ID NO: 38; (6) HVR-H3,
COIEp KAIYI0 aMHUHOKHUCIOTHYIO mocienoBarenbHocTe SEQ ID NO: 63; u (7) HC-FR4,
COIEepKAIy0 aMHHOKHUCIOTHYIO mocienoBaresbHocTh SEQ 1D NO: 45, wuma  (b)
BapuadenpHyl0 oOmacte Jjierkoit memu, comepxkamyro: (1) LC-FR1, conepsxkarryro
aMUHOKMCIIOTHYI0 TnocnenoBatenbHocTh SEQ ID NO: 48; (2) HVR-LI1, cogpepxainyro
aMUHOKHUCJIOTHYIO mnocnenoBarenbHocth SEQ ID NO: 64; (3) LC-FR2, conepxatryro
aMUHOKHUCJIOTHYIO TmocnenosarenpHocTe SEQ ID NO: 51; (4) HVR-L2, conepxarryro
aMUHOKHCIIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 65; (5) LC-FR3, copepxkarnyro
aMUHOKHCIIOTHYI0 TmocnenoBatenbHocTh SEQ ID NO: 58; (6) HVR-L3, copepxkarnyro
aMUHOKHUCJIOTHYO TocienoBaTenbHocTh SEQ ID NO: 66; u (7) LC-FR4, conmepskamnyro
aMUHOKHUCJIOTHYIO mnocienoBatenbHocth SEQ ID NO: 60. B HekoTopbIXx BapuaHTax
OCYIECTBIICHHSI aHTHTEJIO CONEPIKUT: BapHaOEIbHYIO O0JNACTh TSDKEJION Lemnu, coaepkamyro (1)
HVR-HI1, conmepxamyrw aMHHOKUCIOTHYIO mnocienoBarenbHOocTh SEQ ID NO: 88, (ii)) HVR-
H2, comep:kamnyro aMHHOKUCIOTHYIO mocienoBatenbHocTe SEQ ID NO: 91 u (iii) HVR-H3,
COIEp KAIIYI0 aMHUHOKHUCIOTHYIO mocienosarebHocTh SEQ ID NO: 94; w/unu BapuabenbHyro
obnmacte Jserkod wemu, comepxkamyro (1) HVR-LI1, comepxaiiyr0 aMHHOKHUCJIOTHYIO
nocnenosatenbHocte SEQ ID NO: 97, (ii)) HVR-L2, conepxkaimyr aMUHOKHUCIOTHYIO
nocienosarenbHocT SEQ ID NO: 100 u (i) HVR-L3, comep:kamyr0 aMHHOKHCIOTHYIO
nocnenoBateibHOCTE SEQ ID NO: 103; BapuadbenbHyro 00JaCTh TSKENION LEMH, COAEp KAy
(1) HVR-H1, conepkammyro aMuHOKHCIOTHYIO nocienoBarenbHocTh SEQ ID NO: 89, (i1) HVR-
H2, comep:xainyro aMHHOKHCIIOTHYIO nocienoBatenpHocTe SEQ ID NO: 92 u (ii1) HVR-H3,
COIEpIKAIIYI0 aMHHOKHUCIOTHYIO nocienosarenbHocTs SEQ ID NO: 95; u/unu BapuadenbHyro
obnmacte Jjierkodt uemu, coxepxkamyro (1) HVR-L1, copepxamyr0 aMHUHOKHUCIOTHYIO
nocienosarenbHocth SEQ ID NO: 98, (ii)) HVR-L2, copepkamyio aMHHOKHUCIOTHYIO
nocnenosarenbHocTh SEQ ID NO: 101 m (iii)) HVR-L3, comepskaiyto aMHHOKHCIOTHYIO
nocienosarenbHocTb SEQ ID NO: 104; wunm BapuaGenbHYr0 OO0JNACTh TSKENOW IIETH,
conepskamyto (1) HVR-H1, cogepskamyo aMMHOKHCIOTHYIO nocsienosarenbHocTh SEQ ID NO:
90, (i) HVR-H2, conepkainyro aMHHOKUCIIOTHYIO nocienosarenbHoctb SEQ ID NO: 93 u (iii)
HVR-H3, copmepskamyo aMHHOKHCIOTHYIO nocienoBarenbHoctb SEQ ID NO: 96; w/unm
BapuabespHyr0 oOmacTh Jierkoil uemnu, coxepxkamyro (1) HVR-L1, conepskamryro
aMUHOKHCIIOTHYI0 TmocnenoBatenbHOocTh SEQ ID NO: 99, (ii) HVR-L2, copepxkarryro
AMUHOKHUCJIOTHYIO TocnenosateibHOCTE SEQ ID NO: 102 u (iii)) HVR-L3, conmepskamnyro
aMUHOKHUCJIOTHYIO nocnenosarenbHocTe SEQ ID NO: 105. B  HekoTOphIX BapHaHTax
OCYIECTBIIEHHsSI AHTHTENIO CONEPKUT. BapHAOENbHYIO OONACTh TSIKENOW LEMH, COIEpPIKAIIYHo
AMUHOKHUCJIOTHYKO TochenoBarenbHOCTs SEQ ID NO: 106; w/mnu BapuwabenbHYIO 00JacTh
JIETKON LIeNH, COJEp’Kallyl0 aMHUHOKHCIOTHYIHO mnociaenoBatenpHocTh SEQ ID NO: 109;
BapHuabeNbHYI0 00JaCTh TSDKENOW LIEMH, COAEPIKALIYI0 aMUHOKHCIOTHYIO IOCIIEN0BATENbHOCTD
SEQ ID NO: 107; w/unu BapuabenpHy0 00JIaCThb JETKOH LEenH, COAePKAIYI0 aMUHOKUCIOTHYIO
nocienosarenbHocTh SEQ ID NO: 110; wnm BapuaGenbHyr0 00NacTb TSDKENOW IIETH,

COIEpIKAIYI0 aMUHOKHUCIIOTHYIO mociienoBarenbHOCcTh SEQ ID NO: 108; u/unn BapuadenbHyro



00JIacTh JIETKOH e , COAEepPIKAIIyI0 aMHHOKHUCIOTHYIO nocsienosareapbHocTh SEQ ID NO: 111.
B HEKOTOpBIX BapuaHTAaX OCYLIECTBIEHHUS AHTUTENIO TNPENCTAaBJIAET COOONW MOHOKJIOHAJIBHOE
aHTUTENO. B HEKOTOPBIX BapHaHTax OCYIIECTBJICHUS AHTUTEJIO INPENCTABJSAET COOON aHTHTENO
IgGl. B HeKOTOpbIX BapHAaHTaX OCYLIECTBJIEHUS AHTUTENO pa3paboTaHO ISl YIIy4IIEHUs
AKTUBHOCTH AHTUTENO3aBHUCUMOM KierouHoi wnurorokcnuHoctd (ADCC). B HekoTophIx
BAPHAHTAX OCYLIECTBJICHUs AHTHUTEJIO COMAEPKUT IO MEHbIIEH Mepe OJHY aMHUHOKHCIOTHYIO
3ameHy B Fc—obOmacty, koropas ynyumaer aktuBHOCTb ADCC. B HeKOTOpBIX BapHaHTax
OCYLIECTBJIEHUsl II0 MEHbIIEH Mepe OAHAa WM JABE TSDKEIble LEeNH AaHTUTENa SIBISIFOTCS
He()yKO3MIMPOBAaHHBIMU. B HEKOTOPBIX BapUaHTAX OCYLIECTBICHHUS AHTUTENO MPEICTABISIET
co0Ol 4YeNoBeYeCKOe AHTUTENO, I'YMaHH3UPOBAHHOE AHTUTENIO HMJIM XHUMEPHOE aHTUTeNo. B
HEKOTOPBIX BAPHAHTAX OCYINECTBJICHUS AHTHUTEJO CONEPKUT (PparMEeHT aHTHTENA, BHIOPAHHBIHI
u3 rpymnmel, cocrosimei u3 ¢pparmentos Fab, Fab’—SH, Fv, scFv u (Fab’),.

[0013] B HEKOTOpBIX BapHaHTaX OCYLIECTBJIEHHUsS CIIOCOOOB, OMHMCAHHBIX B HACTOSILEH
3asiBKe (CM., HampwiMep, BBIIIE), aHTUTENO comep:kut Fc—obmacTe M N-TIHKO3UI—CBSI3aHHBIC
yIJIeBOAHbIE Lenu, cBs3aHHble ¢ Fc—obnacteio, mpuuem menee 50% N-TIHKO3UA—CBS3aHHBIX
YIJIEBOAHBIX IIeTel aHTHTeNa B KOMIIO3HMLUHU COAEpXKaT OCTaToK (yko3pl. B HEkoTOpsIX
BApUAHTaX OCYLIECTBJICHUS MPAKTHUYECKH HU OAHA U3 N-TJIMKO3UA—CBSI3aHHBIX YIJIEBOAHBIX
Hernel aHTUTeNa B KOMIIO3MLIMM HE COIEPXKUT OCTaTka (Pyko3bl. B HEKOTOpPBIX BapHaHTax
OCYLIECTBJICHUSI aHTUTEJIO CBA3BIBAETCSI C YEJIOBEYECKUM CHUIJIEKOM—8 U CHUITIEKOM—8 MpPUMATa,
HE SBJSIFOLIErOoCs YeIOBEKOM. B  HEKOTOpBIX BapHaHTax OCYLIECTBJIEHUs NPUMAT, HE
ABIIAIOIINICS YEJOBEKOM, NPEACTaBsieT coOol maBMaHa. B HEKOTOpBIX BapHaHTax
OCYIIECTBJICHUS] AHTUTENIO CBSA3BIBAETCS C SMUTONOM B AOMEHE | 4eloBeuecKoro curiexka—s,
npu4eM JOMeH | COAep>KUT aMUHOKHUCIOTHYIO mnociuenoBareiabHocTh SEQ ID NO: 112, B
HEKOTOPBIX BapUaHTAX OCYLIECTBJICHUS AHTUTEIO CBS3bIBAETCS C SMUTONOM B JOMEHE 3
4eJI0BEYECKOro CUIieKa—8, MpuueM JIOMeH 3 COAEPKUT aMUHOKHUCIIOTHYIO MOCIEN0BATENbHOCTD
SEQ ID NO: 114. B HEeKOTOpBIX BapHaHTAax OCYIIECTBJIEHUS AHTUTEJIO CBSA3BIBAETCS C TEM Ke
snutoniom, 4Tto u aHtureno 4F11. B HekoTophIX BapHaHTaX OCYIIECTBJIEHUS AHTHUTEJIO
CBSI3BIBAETCS C 3MUTONOM B JIOMEHE 2 WJIM JIOMEHE 3 4eJIOBEYECKOro curieka—8. B HekoTopbIx
BapUaHTaX OCYIIECTBJICHUS JOMEH 2 COAEPIKUT aMHUHOKHUCJIOTHYIO rocienoBatenbHocTs SEQ ID
NO: 113. B HEKOTOPBIX BapUaHTaX OCYLIECTBJIEHUS aHTUTENO CBS3bIBAETCS C TEM YK€ STTUTOIIOM,
yro u aHtureno 1C3. B HeEKOTOpbIX BapuaHTaX OCYLIECTBIEHUS JOMEH 3 COAEpPKUT
aMUHOKHUCIOTHYIO nocnenoBarenbHocTe SEQ ID NO: 114, B  HekoTOpbhIX BapuaHTax
OCYILECTBJIEHUs] AHTUTEJNO CBA3BIBACTCS C TeM ke snurTonoMm, 4yto u anHtureno 1H10. B
HEKOTOPBIX BAPHUAHTAaX OCYIIECTBJICHHUS AHTHUTENO CBS3bIBAETCA C OJMUTONOM B JOMEHEe |
YEeJIOBEYECKOr0 CUIJIeKa—8 M KOHKypupyeT ¢ aHTtutesnoM 4F 11 3a cesa3piBaHue ¢ curiekoM—8. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS AHTUTENIO HE KOHKypUpyeT ¢ aHtutenoMm 2E2 3a
CBSA3BIBAHUE C CUIVIEKOM—8. B HEKOTOPBIX BapUaHTaX OCYIUECTBJICHUs AHTUTENIO HE SIBJIAETCS
antutenroM 2E2. B HEKOTOpBIX BapuHaHTaXx OCYLIECTBJIEHUS JOOMEH 1  COmep:KUT
AMUHOKMCJIOTHYIO IIOCJIE€NOBAaTEeNbHOCTE. 112, B HEKOTOpPBIX BapHAaHTAX OCYLIECTBICHUS

aHTHTeNo comepxut Fc—obnmacte Tspkemnol uemnu, coaepxkamyto Fc—oOnacts uenosedeckoro IgG.



B Hekotopeix BapuaHTax ocymectBieHuss Fc—obmacte uenoseueckoro IgG comepxwur Fc—
obmacte uenoBeueckoro IgGl. B Hekorophlx BapuaHTax ocymiectieHns Fc—oOmacte
gyenoseueckoro  IgGl  saBnmsercas  Hedyko3uaupoBaHHOH. B HEKOTOpBIX  BapuaHTax
ocymectsieHus: Fc—obnacte uenoseueckoro IgG conepsxut Fc—obnacte uenoseueckoro IgG4. B
HEKOTOpBIX ~BapuaHTax ocyuecTsieHuss Fc—obmacts uwenoseueckoro IgG4  comepkut
AMHHOKHUCJIOTHYIO 3aMeHy S228P, mnpuueM aMHHOKHCIOTHBIE OCTaTKH IPOHYMEPOBAaHBI B
coorBercTBuM ¢ uHAekcomM EU, kxak y KabGar. B HeKOTOpbIX BapwaHTax OCYINECTBIICHUS
AHTHUTEJIO TPHUBOAMT K HMCTOIIEHUIO Y03MHO(IIOB B KPOBH H/MJIK WHTUOMPYET aKTHBALIHIO
TYYHBIX KJIETOK.

[0014] B HekOTOpBIX BapuaHTAaX OCYIIECTBJEHHUS CIOCOOOB, OMHUCAHHBIX B HACTOSIIEH
3asiBKe (CM., HAIIpUMeEp, BBILIE), KOMIO3HLIUIO HJIM AHTHTENIO BBOAST B KOMOHWHALUH C OJHUM
win Oosee TOMOJHUTENbHBIMHA TEPANICBTHUECKUMI areHTaMU JUJIsl JIEYEHUs] HUIH TPO(HIaKTHKH
anjeprudeckoro 3aboneBaHus ria3. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHUS OAMH WM Ooee
JOTIOJIHUTENBHBIX ~ TEPANEBTUYECKUX AareHTOB BBIOMPAIOT W3 TPYNNbL, COCTOSALICH W3
KOPTHUKOCTEPOH1a, AHTUTHCTAMHHA, KETOTH(EHa, a3elacTHHA, SIMHACTHHA, OEenoCTaTHHa,
LUKJIOCTIOPUHA U HECTEPOUIHOTO MpoTuBoBOCcanuTeapHoro cpencrea (HIIBC, NSAID).

[0015] B HeKoTOpBIX BapHaHTaX OCYLIECTBIIEHHs CHOCOOOB, ONMUCAHHBIX B HACTOSLICH
3asiBKe (CM., Hampumep, BbIIIE), UHAUBUAYYM MpPEICTaBJsIeT COOOW dYeloBeKa. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBIEHHsS AHTUTENO HaXOAWTCS B (apMaLEeBTHUECKOW KOMIIO3MLINH,
coziep Kalie aHTUTENO U (papMaLeBTUUECKH PUEMIIEMbIH HOCUTEb.

[0016] Apyrue acmeKThl HACTOSAIIETO N300PETEHHS OTHOCATCS K U3MIEIHIO, COAep KAIEeMY
JIEKapCTBEHHOE CPEACTBO, COAepXKalllee KOMIIO3ULIMIO, COMAEPKALIYI0 aHTHUTENIO, KOTOpOe
CBSI3BIBAETCSI C YEJIOBEUECKUM CUTJIEKOM—8, U BKJIAABbILI B YIIAKOBKY, COAEP KAIUNA UHCTPYKLUH
10 BBEICHUIO JIEKAPCTBEHHOTO CPEACTBA HYKAAKOLIEMYCsl B 5TOM UHIUBUAYYMY B COOTBETCTBUU
¢ FOOBIM M3 BBIIIEYKA3aHHBIX BAPHAHTOB OCYINECTBIICHUS.

[0017] Cnenyer umeTp B BHUOY, YTO OJHO, HEKOTOpbIE WJIM BCE CBOMCTBA Pa3JIMYHBIX
BAPHUAHTOB OCYLIECTBJICHUS, ONMCAHHBIC B HACTOSINEM OIMHMCAHUH, MOTYT ObITh OOBETUHEHBI C
o0pa3oBaHHEM IPYTHX BapUAHTOB OCYINECTBJIEHHS HACTOSLIETO H300pETeHHs. JTH U JAPYTHE
aCTIeKThI HACTOSIIEr0 M300pETEeHHUs] CTAHYT OYEBUIAHBIMHU JJIsl CHELUAINCTA B JAHHOH OONacTH
TEXHUKH. JTH U JIPyTHe BAPUAHTBI OCYIIECTBJIEHUS] HACTOSINEro M300pETEeHHsI TOTIOJHUTEIBHO
OIHUCaHBI MyTeM NOAPOOHOTO OMUCAHUS, KOTOPOE CIENYET HIXKE.

NOJAPOBHOE OITUCAHUE N30BPETEHUA

I. Onpenenenns

[0018] Cnenyer moHMMATh, UTO HAcTOsIIEe N300PETEHNE HE OIrPAaHIMYEHO KOHKPETHBIMH
KOMITO3ULIMSIMA WUJIH OHOJIOTHYECKUMH CHUCTEMaMH, KOTOpbIE, Oe3yCIOBHO, MOTYT MEHSTHCS.
Taxxe cnexyer mOHUMATh, 4YTO MHCMONb3yeMas B HACTOALIEH 3asiBKE TEPMMHOJOIHS
IpeJHa3HAYeHa MWCKIIOYUTENBbHO [JI1 OINUCAaHUS KOHKPETHBIX BapUaHTOB OCYLIECTBJICHMUS
n300peTeHNs U He JOJDKHA PAcCMaTPHUBAETCs KaK OrpaHUYMBarOLIas. B HacTosmem onucaHuy u
B mpuiaraeMoil Qopmyne uzoOpereHHst (OpMbl E€IUHCTBEHHOIO YHCIA BKIIOYAIOT TaKXKe

MHOXECTBCHHOC YUCJIO, €CJIM U3 KOHTCKCTAa B SIBHOM BHUIEC HC CJICAYCT HHOC. Takum o6pa30M,



HAIpUMep, CChUIKA HAa «MOJEKYJIY» HeoOs3aTeNbHO BKIIOYAeT KOMOWHALMIO IBYX MM Oojee
TaKUX MOJIEKYJ U T.II.

[0019] Hcnonp3yemblii B HACTOALIEM ONUCAHUM TEPMHMH IPUMEPHO» OTHOCHUTCS K
OOBIMHOMY JHMana3oHy OIIMOOK JUIsi COOTBETCTBYIOINErO 3HAYEHMs], KOTOPBIH CHELUAIUCT B
JOaHHOW OOJIACTH TEXHUKU JIerko ompenenaut. [Ipu yka3aHMM «IPUMEpPHO» 3HAUEHHE WU
nmapaMeTp B HACTOSIIEM OMNHMCAHWM BKJIOYaeT (M OIMHUCHIBAET) BAPUAHTBI OCYIIECTBIICHHS,
KOTOPbIE HAIIPABJIEHBI HA 3TO 3HAYEHUE WU NTaPAMETP KaK TaKOBbIE.

[0020] IToHSATHO, YTO aCHEKThl U BapUAHThI OCYLIECTBJIEHUS H300pPETeHUs BKIIFOYAIOT
«COIepKAIMI», «COCTOSAIIMI» M «COCTOSALIMH MO CYLIECTBY H3» aCIEeKTOB U BapHAHTOB
OCYLLECTBJICHUS.

[0021] TepMHH «aHTHUTENO» BKJIOYAET MOJUKJIOHAJIbHBIE aHTUTENA, MOHOKJIOHAJbHBIC
aHTuTeNa  (BKIIOYAs ~ TOJHOpPa3MEpHble  aHTHUTeNa, KOTopele  uMmewoT  Fc—oOmacte
UMMYHOTJIOOyJIMHA),  KOMIO3MLWH  AHTHTEN C  TOJHUSIUTONMHOW  CHenu(pHYHOCTHIO,
nonucnerduyeckre aHtuTena (Hampumep, OucnenuduUeckue aHTUTENa, JAuareja W
OJHOLIETIOYEYHbIE MOJIEKYJbI), a Takxke ¢parmeHtsl antuten (Hanpumep, Fab, F(ab’), u Fv).
Tepmun «ummyHornoOynus» (Ig) Mcmonb3yeTcst B HACTOSIIIEM ONMHMCAHUN B3aHMO3aMEHSIEMO C
«AHTUTEJIOM.

[0022] OcHoBHass eamHHWOA 4-LEMOYEYHOrO AaHTHTENA MPENCTaBsieT  CcoOok
reTepOTEeTPAMEPHBIH INIMKOMPOTENH, COCTOSIIIUI U3 IBYX UAEHTHUYHBIX Jerkux (L) neneii u aByx
uneHTHUHbIX Tspkenbix (H) meneit. ArtuTeno IgM cocToUT U3 5 OCHOBHBIX I'eT€pPOTETPAMEPHBIX
3BEHbEB BMECTE C AOINOJHUTENbHBIM MOJIUNENTUAOM, HA3bIBAEMbIM J—LENbl0, U coaepkuT 10
AHTUTE€HCBA3BIBAIOIINUX YYaCTKOB, TOrAa kak IgA—anTutena cozmep:kar OT 2 10 5 OCHOBHBIX 4—
LIETIOYEYHBIX 3BEHBEB, KOTOPbIE MOTYT IOJMMEPH30BaThCS C OOpa3OBaHMEM IIOJIMBAJIEHTHBIX
KOMILIEKCOB B KoMOuHanmu ¢ J-uenbto. B crnyuae IgG 4-uenodeuHas enuHuna OOBIYHO
cocraBisier npumepHo 150000 pmanbroH. Kaxnpas L-uenb cBszana ¢ H-nenbo onHow
KOBQJICHTHOHN AMCYJIb(MUIHON CBSI3bIO, TOTAAa Kak aBe H—1enu cBs3aHbl APYTr C APYrOM OXHOMN
win Oonee nUCybQUIHBIME CBSI3SIMH B 3aBUCUMOCTH OT u3otuna H—nenu. Kaxnas ws H-— u L—
Lereld UMEIOT PEryJsIpHO PACIONIOKEHHbIE MEXKIIETIOUeUHbIe THCYIbGUAHbIE MOCTUKU. Kaskmast
H-nenp wumeer Ha N-koHme BapualenbHbIi goMeH (Vy), 3a KOTOPBIM CIEAYIOT TpHU
KOHCTaHTHBIX oMeHa (Cy) st Kakaod U3 o U Y 1enel u yerbipe nomena Cy sl U U30THIIOB |
u & Kaxnas L-uens umeer Ha N—koHie BapuadenbHbiii nomeH (V1), 3a KOTOPBIM CIIEAyeT
KOHCTAHTHBII IOMEH, pPacIlOIOKEHHBII Ha APYroM KoHLE. Vi, BbIpoBHEH ¢ Vy, a Cy. BBIPOBHEH C
NepBbIM KOHCTAaHTHbIM JOMeHOM Tspkenor nermu (Cyl). OmnpeneneHHble aMUHOKHCIOTHBIE
OCTaTKH, KaK MOJararoT, oOpa3yrT CTBIK MEXIY BapHaOeNbHbIMH AOMEHAMHU JIETKON Lenu U
Tsokeod mermn. I[lapa Vy m Vi BMecTe oOpa3yeT OOMH aHTHUT€HCBS3BIBAIOIIUN YYaCTOK.
CTpykTypy U CBOMCTBa pa3IMYHBIX KJIACCOB aHTUTEN CcM., Hampumep, B Basic and Clinical
Immunology, 8th Edition, Daniel P. Sties, Abba I. Terr and Tristram G. Parsolw (eds), Appieton
& Lange, Norwaik, CT, 1994, page 71 and Chapter 6.

[0023] L—uens mo60ro U3 BUAa MO3BOHOYHBIX MOKET ObITh OTHECEHA K OJTHOMY M3 JABYX

YECTKO pa3iMiuMbIX THIIOB, HA3BAHHBIX KaIllla U .]'I$IM6I[a, Ha OCHOBAaHHMH aMMHOKHCJIOTHBIX



NOCJIEIOBATENbHOCTEH UX KOHCTAHTHBIX TOMEHOB. IMMYHOTTIOOYIMHBI MOTYT OBbITh OTHECEHBI K
pasHbIM KjlaccaM WJIM HM30THUIIAM B 3aBHUCHUMOCTH OT aMUHOKHCJIOTHOW MOCJIE€AO0BAaTEIbHOCTU
KOHCTAaHTHOro goMeHa ux Tsokenblx nenei  (Cy).  CymectByer nmsTh  KJIacCoB
ummyHornoOynuHoB: IgA, IgD, IgE, IgG u IgM, Tsokenble nienu KOTOPbIX 0003HAYAIOTCS Kak 0,
8, €, Y ¥ |, COOTBETCTBEHHO. Kiacchl Y M 0 IOMONIHUTENBHO JENATCS Ha MOJKJIACCHl HA OCHOBE
OTHOCHUTEJIbHO HE3HAYUTENbHBIX Pa3JIN4Ui B mOCienoBaTenbHoCTH U pyHkunu Cy, Hanpumep, y
YeJioBeKa Kcmpeccupyrores cnenyromue noakiaccsl: 1gGl, 1gG2, 1gG3, 1gG4, IgAl u IgA2.
Anturena IgGl Moryt cCymecTBoBaTb B MHOTOYUCIICHHBIX TMOJUMOPQHBIX BapHAHTAX,
Ha3bIBaeMbIX ayutoTHaMu (paccmorpenHsie B Jefferis and Lefranc 2009. mAbs Vol 1 Issue 4, 1-
7), moOO M3 KOTOPBIX SIBJIIETCS MOAXOSIIUM JUIsl HCIIOJIb30BAHMS B HACTOSIIIIEM H300PETEHHH.
PacnpocTpaHeHHBIMU QJUIOTUIIHBIMU BapUaHTaMHU B MOMYJISILUSAX JIOAEH SIBJSIFOTCS aJlJIOTHUIIBL,
obo3HaveHHbIe OykBamu a, f, n, z.

[0024] «BbimeneHHOe» AaHTHUTEJIO MPEACTaBNIseT COOOM  aHTHTENO, KOTOpPOe
UICHTU(QHUIUPOBAHO, OTAENEHO W/WIM U3BJIEYEHO U3 KOMIIOHEHTA CPENbl €ro MpOAYLUPOBAHUS
(HarmpuMep, B €CTECTBEHHOM BHIE WIM pPEKOMOMHAHTHOM). B HEKoTOphIX BapHaHTax
OCYIIE€CTBJIEHUS BbII€JICHHBIN MOJUIENTH]I HE CBSI3aH CO BCEMU JPYTUMH KOMIIOHEHTaMH CpPeIbI
€ro MpOAYLUPOBaHMs. 3arps3HsIOIINEe KOMIIOHEHTbl Cpenbl MNPOAYLUPOBAaHUs, TaKHe Kak
KOMIIOHEHTBI,  NPOHCXOASIUE U3  PEKOMOMHAHTHBIX  TPAHCQPHUIMPOBAHHBIX  KJIETOK,
NPEACTABISIIOT COO0I MaTepHalbl, KOTOPble OOBIYHO MELIAI0T MCCIENOBAHUIO, TUATHOCTHKE UITH
TEPANeBTHUECKOMY HCIOJIb30BAHUIO AHTUTENA, M MOTYT BKJIOYAaTh (PEPMEHTHI, TOPMOHBI U
apyrue OenkoBble WM HEOENKOBbIE pPACTBOPEHHBIE BELIECTBA. B HEKOTOPBIX BapUaHTax
ocymecTsiieHus1 nojunentuyn ounmarot: (1) mo 6onee 95 mac.% aHTHUTENa, COTIACHO OLICHKE
U3MEpeHusi, Hanpumep, MetoroM JIoypu, U B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHHs A0 Ooiee
99 mac.%; (1) no cremeHu, AOCTATOYHON IJIs MOJYy4EHUs MO MeHblied mepe 15 ocratkoB N—
TEPMUHAJIBHOM WM BHYTPEHHEH AaMHMHOKUCJIOTHOM TIOCIEAOBATENbHOCTH C MOMOLIBIO
CEeKBEHATOpa C BPAINAIOIIMMCS CTakaHoOM, Wi (3) IO TOMOT€HHOCTH COTJIACHO OLIEHKE C
nomotpto SDS-PAGE B Hepeayuupyromux WM PenyLUPYIOIIUX YCIOBUAX C OKPAacKOM
KyMacCu CHHHM WIH cepeOpoM. BblneneHHOe aHTUTENO BKJIIOYAET AaHTUTENO in situ B
PEKOMOMHAHTHBIX KJIETKaX, MMOCKOJBKY IO MEHbIIEH Mepe OOUH KOMIIOHEHT €CTECTBEHHOH
cpenbl aHTUTeNa He Oyner mpucyTcTBOBaTh. ONHAKO OOBIMHO BBIACICHHBIH MMOJUNENTHA HIIH
AHTUTEJIO MOJIYYAOT MOCJIE MO MEHBIIEH Mepe OJHON CTaluu OUUCTKU.

[0025] Hcnonb3yeMblil B HACTOSALIEM OMUCAHUM TEPMUH «MOHOKJIOHAJIBHOE aHTHUTEIO»
OTHOCHUTCSI K AHTUTEINY, MOJIYYEeHHOMY M3 MOMYJIILUH IO CYINEeCTBY F'OMOIE€HHBIX aHTHUTEI, T.€.
OT/eJIbHbIE aHTUTENIA, COCTABJISAIOLIME MOMYJIALNIO, SABJIAIOTCA UAEHTUUHBIMY, 32 UCKIIOYEHHEM
BO3MOYKHBIX BCTPEUAIOIIUXCS B MPUPOIE MYyTALMH H/UJIH MTOCT—TPAHCIALUOHHBIX MOAU(HUKaHi
(Harmpumep, H30MEpHU3aLUH, AaMUAMPOBAHHUS), KOTOPbIE MOIYT  TIPUCYTCTBOBaTh B
HE3HAYUTEJbHBIX KOJMUYECTBaX. B HEKOTOpBIX BapuaHTaxX OCYLIECTBJIEHMs] B MOHOKJIOHaJIbHBIX
aHTHUTENAX MPOUCXONUT OTineruieHne C—KOHIa TShKeNoN 1enu w/wnm jerkoi nenu. Hampumep,
1,2, 3, 4 unu 5 aMUHOKUCIIOTHBIX OCTaTKOB OTIIETUIIOTCS OT C—KOHIA TSDKEJIOW Henmu W/ Ui

JIETKOM LCIIN. B HEKOTOPBIX BAPHUAHTAX OCYILICCTBJICHUS MPU OTLICTUICHUN C—KOH]_Ia IMPOUCXOAUT
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ynaneane C—KOHIIEBOTO JIM3WHA U3 TSDKEJION Lenmu. B HEKOTOpBIX BapHaHTaxX OCYILIECTBICHUS B
MOHOKJIOHAJIbHBIX AHTHUTENAX MMPOUCXOAUT OTIIeIuIeHHe N—KOHLA TsDKENIOW LenH /WK JIErKon
uenu. Hanpumep, 1, 2, 3, 4 uau 5 aMUHOKHUCIOTHBIX OCTAaTKOB OTILEIUISIIOTCS OT N—KOHLA
TSDKEJION LeNH W/ JIETKOH Lienu. B HeKOTOpBIX BapHaHTaX OCYIIECTBJIEHUS MOHOKJIOHAJIbHBIE
aHTUTENA SIBJIIOTCS BBICOKOCTIELM(UYHBIMUA U HAIlpaBJIeHbl HA OAMH aHTUTE€HHBIA yyacTok. B
HEKOTOpPBIX ~ BAapHAHTAaX  OCYINECTBJIEHUS  MOHOKJIOHAJbHbIE  AHTHUTENA  SBISIFOTCS
BBICOKOCTIELIM(UYHBIMA M HANpaBJIeHbl HA HECKOJBKO AHTUT'€HHBIX Y4YacTKOB (Takue Kak
Oucnerpiuyeckoe  aHTUTENO WM MOJUCTeUUpUYecKoe  aHTUTeNo).  MonudukaTop
«MOHOKJIOHAJIBHBII» YKa3blBA€T HAa XapakTep AaHTHUTENa, IMOJIy4aeMOro M3, IO CYIIeCTBY,
TOMOT€HHOW TOMYJIALUN aHTUTEN, U €ro He CIEeNyeT TOJKOBAaTh KaK TPeOYIOLIUH MOTy4eHUs
aHTHUTENa KAaKUM—JHOO KOHKPETHbIM CriocoOoM. Hampumep, MOHOKJIOHAJbHBIE AHTHUTENA,
UCTIONIb3YEMbIE B COOTBETCTBUM C HACTOSIIUM HU300pEeTeHHEM, MOTYT OBITh MOJYYEHBI
Pa3NIUYHBIME CIIOCOOAMHM, BKJIFOUAsi, HAPUMEP, METOX THOPUAOMBI, METOAbl PEKOMOMHAHTHON
JAHK, metons! aroBoro mucriesi © METOABI MPOAYLHUPOBAHHS KUBOTHBIMH YEJIOBEUECKUX HIIH
YEJIOBEKOMOJOOHBIX aHTHUTEN, KOTOPblE MMEIOT YacTH WJIM BCE JIOKYChl YEJIOBEYECKOTO
UMMYHOTJIOOyJIMHA ~ WJIM  TeHbl, KOOUPYIOIIHE  IOCJENOBATENIbHOCTH  YEJIOBEUECKOTO
UMMYHOTJIOOYJINHA.

[0026] TepMuH «ronoe aHTUTENO» OTHOCUTCS K aHTUTENY, KOTOPOE HE KOHBIOTUPOBAHO C
LIUTOTOKCUYECKUM (PParMEHTOM WM PAIHOAKTUBHON METKOH.

[0027] TepMuHBI KIOTHOPa3MEPHOE AHTUTENO», KMHTAKTHOE AHTUTENO» WU KLEJbHOE
AHTUTEJIO» HCIIONB3YIOTCS B3aWMO3aMEHsIEMO NIl 0003HAUYEHUs] aHTHUTENIA B €ro MO CYIIECTBY
UHTAaKTHOW (opme, B oTiMuMe OT (pparMeHTa aHTUTeNa. B 4YacTHOCTH, LieJbHbIE aHTUTENA
BKJIIOYAIOT aHTHUTENA C TSDKEJIBIMH M JISTKUMH LersiMH, Bkmouas Fc—oGnactb. KoHcTaHTHBIE
JAOMEHbI MOTYT MPENCTABISITh COOOM KOHCTAHTHBIE TOMEHbI C HATHBHOM MOCIIE0BATEIbHOCTHIO
(HampuMmep, KOHCTAHTHbIE IOMEHbI C YeJOBEYECKOH HATHBHOW IOCIIENOBATENBbHOCTBIO) WM
BApPUAHTBl WX AaMHHOKHCIOTHOW TMOCJIEIOBATENbHOCTU. B HEKOTOPBIX Cllydasix MHTAKTHOE
AHTHUTEJIO MOXKET HMETh OHY WJIH OoJiee 3PP eKTOPHBIX (HYHKIIHA.

[0028] «®parmMeHT  aHTHUTENA»  BKJIOYAET YacTh  WHTAKTHOIO  AaHTHUTENA,
AHTUTCHCBS3BIBAIOIIYIO W/MIM  BapuaOesbHyr0 00JacTh WHTAKTHOrO aHTuTena. llpumepsl
¢parmenToB antuTen BKIOYarOT (parmentel Fab, Fab’, F(ab’), wm Fv; nurena, nuneliHbie
anrurena (cm. mareHt CLIA Ne 5641870, mpumep 2; Zapata et al, Protein Eng. 8(10):1057-1062
[1995]); MonekyJibl OMHOLIETIOUEYHBIX AHTUTE M MOJUCTIEU(PUISCKIEe aHTUTENNa, 0Opa30BaHHBIE
u3 pparMeHTOB aHTHUTEIL.

[0029] Pacmennenne aHTUTEN MANaHOM NMPUBOAUT K OOPA30BAHMIO BYX WACHTUYHBIX
AHTUTeHCBS3BIBAIOIINX (parMeHTOB, HasbiBaeMbIX (parmentamu «Fab», m ocraBmemycs
¢parmenty  «Fc», o0O3HaUeHHE  KOTOPOrO  OTpPakaeT €ro  CIIOCOOHOCTh  JIETKO
Kpucraimm3osatbcsi. Fab—¢pparmenr cocrour u3 mnonHoii L-uenum BMmecTe ¢ JOMEHOM
BapuadenpHON oOmactu H-tieru (Vi) U mepBbIM KOHCTAHTHBIM JJOMEHOM OIHOMW TSDKEJION IeTH
(Cul). Kaxknperit Fab—¢parmMeHT sSIBNsieTCS] OMHOBAJICHTHBIM B OTHOLICHUH CBSI3bIBAHUSI AHTHT'CHA,

T.C. UMCCT OJUH aHTI/IFeHCBSISI)IBaIOH_II/Iﬁ Y4acCTOK. O6pa60TKa AHTUTCJIa NCIICUMHOM Ja€T OJUH
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Oonpmoii ¢parment F(ab'),, koropeii coorBercTByer mnpumepHO naByM Fab—¢dparmenram,
CBSI3aHHBIM  TUCYJIbQUIHBIMU  CBA3SIMH, MMEIOLUIUM  pPAa3JIMYHblE AHTUT€HCBSA3BIBAIOIINE
AaKTUBHOCTH, W BCE €Ille CIIOCOOHBIE K MEePEKPECTHOMY CBA3BbIBAaHUIO aHTUreHa. Fab'-(parmeHTsl
ornnyaroTcs OT Fab—(parmMeHTOB Hanmu4yMeM HECKONBKUX JOMOJHUTENbHBIX OCTaTKOB Ha
kapOokcuipHOM KoHLEe nomeHa Cyl, Bkmrouas oguH min Oonee LIUCTEMHOB W3 INIAPHUPHOMN
obnactu antutena. Fab'-"SH B Hacrosimmem ommcanun o3Haudaer Fab', B koTOpom ocTaTok(m)
IIICTEeNHA B KOHCTAHTHBIX JIOMEHAaX HEeCyT CBOOOIHYIO THOJbHYIO rpymmy. F(ab'), ¢parments
aHTHUTENIa M3HAYAJIbHO MOJY4YaroT B Buae map Fab' ¢gparmMeHTOB ¢ muicTenHamMu IIapHUPHON
o0actu Mexny HUMH. Takke U3BECTHBI IPYTHe XUMUYECKHE COYeTaHUs ()parMEeHTOB aHTUTEIL.

[0030] Fc—¢parmeHT comep:kut KapOOKCHIIbHBIE KOHIEBble y4acTku obemx H-iemneii,
KOTOpBIE YAEPKUBAKOTCSI BMECTE MUCYJIb(PHUIHBIMU CBA3AMU. D ekTopHbIe QYHKIMHU aHTUTE
OTIPENENSAIOTCS MOCIEeOBaTENbHOCTSIMH B Fc—00macTu, 00macTbio, KOTOpasi TAK)KE Pacro3HAeTCs
Fc—penenropamu (FcR), Haxomsmumucs Ha KJIETKax ONpeeIeHHbIX TUIIOB.

[0031] «Fv» mnpencraBisier coOoff MHUHUMAaNbHBIH ()parMeHT AaHTUTENa, KOTOPBIM
COIEP KUT TOJHBIH aHTUTEHPACTIO3HAOLINN U AaHTUTCHCBA3BIBAIOIINN yYaCTOK. JTOT PparMeHT
COCTOUT W3 JAMMEpPa OJHOrO JOMEHa BapHaleNbHOW 00JacTH TSKENOH M ONHOTO JOMEHa
BapuabenpbHONH OONacTH JIETKOW Ienu, KOTOpble HAXOMATCAd B TECHOW HEKOBAJIEHTHON
acconmauuu. B pesynprare  ykjmankum 3THX  ABYX ~JOMEHOB  OOpa3yrOTCsl  INECTh
runepBapuadeNbHbIX neTenb (1o 3 netiu B Kaxaon u3 ueneld H u L), koTopble mpenocTaBisitoT
AMUHOKHUCJIOTHbIE  OCTaTKUM  JAJI1  CBS3bIBAHUS  aHTUIE€HA WM HAAENAIOT  AHTUTENO
aHTUreHCBsA3bIBaKOIIEN creunuyHocThio. OnHAKO naxke OAWH BapuaOeNbHbIH JOMeH (Hiu
noynoBuHa Fv, copmepxamero Tonbko Tpu aHturen—cnenuduueckue HVR) obnamaer
CTIIOCOOHOCTBIO PACIIO3HABATH U CBA3BIBATH AHTUIEH, XOTSA U € 0Ojiee HU3KUM CPOJICTBOM, YEM
MOJIHBIN CBSI3bIBAIOLIUN YUACTOK.

[0032] «Onnouenoueunslii Fv», Takke cCOkpaiieHHO oOo3Ha4daeMmblii Kak «SFvy» wuim
«scFvy», mpencraeisier coboit parmMeHT aHTHTENa, KOTOpBIH comepskur nomensl VH um VL
aHTHUTENa, CBSA3aHHbIE B OJIHY MOJMIENTUIHYIO LeNMu. B HEKOTOpBIX BapHaHTaxX OCYIIECTBICHMUS
nonunentun sFv 1OnMoIHUTENPHO COAEPKUT MOJUNENTUIHBIN JTUHKEP MEXIY JTOMeHaMH Vy U
V1, koTopslii o3BoJsieT sFv hopMupoBath HYKHYIO CTPYKTYPY IUIsl CBSI3bIBAHUS aHTHTeHA. J{Jist
o63opa sFv, cm. Pluckthim in The Pharmacology of Monoclonal Antibodies, vol. 113, Rosenburg
and Moore eds., Springer—Verlag, New York, pp. 269-315 (1994).

[0033] «®DyHKUMOHANBbHBIE (HPATMEHTBI» AHTUTENl IO HACTOSAIEMY H300PETEHUIO
COIEepKAT YaCThb MHTAKTHOTO AHTUTENA, OOBIYHO BKJIIOYAIOINYI0 AHTHIE€HCBSI3bIBAIOINYIO HIIH
BapuabeNnbHyI0 00JaCTh WHTAKTHOTO aHTUTeNa Wi Fv—o0nacTe aHTHTENa, KOTOpask COXPaHsET
WM UMeeT MOAN(ULNPOBAHHYIO CITOCOOHOCTD CBsi3bIBaTh FCR. ITpuMeps! parMeHTOB aHTHTEN
BKJIIOYAIOT ~ MOJIEKYJbl ~ JIMHEHHOrO0  aHTUTeNa,  OAHOLIETIOUEYHOro  aHTuTena U
noJjucrnenuduuecKue aHTuTena, 00pa3oBaHHbIE U3 (PparMeHTOB aHTUTEL.

[0034] MoHOKJIOHANIbHBIE aHTHTEIA MO HM300PETEeHHIO BKIIIOYAIOT, B YAaCTHOCTH,
«XUMEpHbIE» aHTHUTENa (MMMYHOIJIOOYJIMHBI), B KOTOPBIX YaCThb TSKEJNON W/WJIM JIETKOW Lenn

UACHTHYHA WJIKM TOMOJIOTMYHAa COOTBETCTBYIOIIMM IIOCJICAOBATCIBbHOCTSAM B AHTUTEIIAX,
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MOJIyYEHHBIX U3 KOHKPETHOTIO BUJA WM NMPUHAJIEKALINX KOHKPETHOMY KJIacCy WM MOJKIIACCY
aHTWUTEN, TOTJa KakK OCTajbHas dacTh Lenu(el) WAGHTUYHA WMIM  TOMOJIOTHYHA
COOTBETCTBYIOIIUM IOCJIEOBATENIBHOCTSIM B aHTHUTENAX, MOJYYEHHBIX W3 JAPYroro BUAA HIU
NPUHAAJIEKAIIUX JPYroMy KJIacCy MWJIM IOJIKJIACCY AHTUTEN, a Takxke (parMeHTaM Takux
aHTUTEJN, NPH YCJIOBUH, YTO OHU MPOSBISAIOT HYXKHYIO OHMOJIOTMYECKYI0 AKTUBHOCTbH (MATEHT
CIHIA Ne 4816567, Morrison etal, Proc. Nail. Acad. Sci. USA, 81:6851-6855 (1984)).
IIpencraBnsromye WHTEPEC XHMEPHBbIE AHTHUTENA MO M300PETEHHIO BKIIOYAIOT AHTHTENA
PRIMATIZED®, B KOTOPBIX AHTUIEHCBA3BIBAIOLIUM Y4YaCTOK AaHTUTENA MPOUCXOIUT U3
aHTHUTeNa, MOJYYEeHHOro, Halpumep, MyTeM HMMYyHHU3aLUU Makak IMpeICTaBJSIIOIINM HHTEPEC
aHTUreHoM. Mcnonp3yembplii B HACTOSIIIEM ONMUCAHUU TEPMUH (T'YMaHU3UPOBAHHOE AHTUTENIO»
HCIIOJIB3YETCSI B KaUeCTBE MOATPYIIIbl «XUMEPHBIX aHTUTEI.

[0035] «I'ymanuzupoBaHHbIe» (HOPMbI HEUEJOBEUECKUX (HATIPUMED, MBIIIUHBIX ) aHTHTEI
NPEACTABISIIOT ~ COOOM  XUMEpHBIE  aHTUTENa, KOTOpPble  COAEPKaT  MHHHUMAJBbHYIO
NOCJIEIOBATENIbHOCTD, TOJYYEHHYI0 M3 HEYEIOBEUECKOro HMMMYHOrJIoOyinHa. B omHOM 3
BAPHUAHTOB OCYLIECTBJICHHS I'YMaHU3MPOBAHHOE aHTHUTENIO MPEACTABIIET COOOH YelOBEUECKHil
UMMYHOTJIOOYJHMH (PELMITUEHTHOE AaHTHTENO), B KOTOopoM octatku u3 HVR  penunmenta
3ameHeHbl octatkamMu 3 HVR He oTHOcsmierocst k 4ejgoBeKy BHAA (JOHOPCKOE AHTHUTENO),
TAKOrO KaK MbIIIb, KpbICAa, KPOJMK HJIM HE OTHOCALIUICS K YeJOBEKy IpHUMaT, C Hy>KHOMH
cneun(UIHOCTBIO, CPOACTBOM H/HIIM CIOCOOHOCTBIO. B Hekoropwbix ciyuasx FR ocratkm
YeJIOBEYECKOr0  MMMYHOITIOOYJIMHA  3aMEHSIOT ~ COOTBETCTBYIOLIMMM  OCTaTKaMH,  He
OTHOCSIIIMMHUCS K uesoBeueckuM. Kpome Toro, ryMaHU3UpOBaHHbIE AHTUTENA MOTYT COEPKaTh
OCTaTKH, KOTOpPbIE€ OTCYTCTBYIOT B PELIMIIMEHTHOM AHTUTEJE WINM B AOHOPCKOM aHTUTeNe. JTU
MOAM(PUKAMHA MOTYT OBbITh CHAENaHbl IJIs1 JAJIbHEHIIero yJIy4IleHHs XapaKTePUCTUK aHTHUTE,
TaKUX Kak CpPOJACTBO CBsi3bIBaHMsA. Kak mpaBMio, TyMaHM3MPOBAaHHOE AHTHUTENO OOBIYHO
COZIEPIKUT, 1O CYLIECTBY, BCE M3 IO MEHbILIEH Mepe OJHOro, U OObIYHO JIBYX BapHaOEIbHBIX
JOMEHOB, B KOTOPBIX BCE WJIH, IO CYLIECTBY, BCE TrUmnepBapuadesbHble METIH COOTBETCTBYIOT
NETJISIM TOCIeIOBATEIbHOCTH MMMYHOTJIOOYJIMHA, OTJIUYAOLIErocs OT YeJOBEYECKOro, U BCE
WK, MO cyiiecTBy, Bce FR—obOmactu mpeactapnsitor coboi o0acTy U3 MOCIEA0BATEIbHOCTH
YeJIOBEYECKOr0 HMMMYHOTrJI00ynnHa, XOTss FR—oOmacty Moryt BKIOUaTh OnHY uiH Ooee
OTeJbHbIE 3aMeHbl OcTaTKOB B FR, KOTOpBIE ynyularoT XapakTepUCTUKU aHTHUTEN, TaKue Kak
CPOACTBO CBSI3bIBaHMsI, H30MepHU3alMsl, UMMYHOT€HHOCTb M T.J. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHs KOJMYECTBO 3TUX aMHUHOKUCIOTHBIX 3aMeH B FR cocrasmisier He Gonee 6 B H—
nenu u He Oonee 3 B L—uenn. ['yMaHU3UPOBAHHOE aHTHUTEJIO TAKXKE HEOOS3aTENIbHO COMEPIKUT
MO MEHbINEH Mepe 4YacTh KOHCTaHTHOH oOmactu (Fc) mmmyHOrnoOynuHa, oObMHO obOjacTw
YeJIOBEYECKOro HMMMYHOINOOyianHa. /[ monydeHus OOMONHUTENbHOH WHGOpMAMH CM.,
Hanpumep, Jones ei al, Nature 321:522-525 (1986); Riechmann et al, Nature 332:323-329
(1988); u Presta, Curr. Op. Struct. Biol. 2:593-596 (1992). Cm., Hanipumep, Takke, Vaswam and
Hamilton, Ann. Allergy, Asthma & Immunol. 1:105-115 (1998); Harris, Biochem. Soc.
Transactions 23:1035-1038 (1995); Hurle and Gross, Curr. Op. Biotech. 5:428-433 (1994); u
nareHTel CIITA NeNe 6982321 u 7087409. B HEKOTOpbIX BapHaHTaX OCYILECTBICHMUS
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I'YMaHU3UPOBAHHbIE AHTHUTENA HANpaBjeHbl HA OAMH AHTUIeHHbI y4yacTOK. B HekoTOophIX
BAPHAHTAX OCYLIECTBJIEHUs] TYMAHU3UPOBAHHbBIE AHTUTENA HANpPAaBJIEHbl HA HECKOJIbKO
AHTUT€HHBIX Y4YaCTKOB. AJIBTEPHATHBHBIN criocod rymanuzanuu omucad B mateHte CIITA Ne
7981143 u nyonuxauuu 3asBku Ha nmateHT CIIIA Ne 2006/0134098.

[0036] «BapuabenbHas obnacTey» Wi «BapuabesbHbI TOMEH» aHTHUTENa OTHOCHTCS K
AMMHOKOHLIEBBIM JIOMEHaM TSDKEJIOH WM JIETKOW Lenu aHturena. BapuaOenbHble TOMEHBI
TSDKEJIOW LIENU M JIETKOM 1enu oObidHO 0003HavaroT kak « VH» u «VLy», cooTBeTcTBEHHO. DTH
JIOMEHbl OOBIYHO SIBJISIFOTCSI HamOojee BapHaOeNbHbIMH YaCTSIMH aHTUTENa (OTHOCHUTEIBHO
APYTUX aHTHTEN TOTO K€ KJIACCa) U COAEPKAT AHTUTCHCBS3bIBAIOIINE YYACTKH.

[0037] Tepmun «runepBapuadbenbHas obOmactey, «HVR» wmmu «HV» B KOHTEKkcTe
HACTOSIIEr0 M300pPETeHUs] OTHOCHUTCSI K OOJNIACTSIM BapuabesbHOro JOMEHA aHTHTENa, KOTOPhIe
SIBJIIIOTCS TUIIEPBAPHAOEIbHBIMU B MOCIIEIOBATEIBHOCTH U/MIIH 00OPa3yIOT METIIN ONpeaeeHHON
crpykrypbl. O0bryHO anTHTENa comepxar mecte HVR; Tpu B VH (H1, H2, H3) u tpu B VL (L1,
L2, L3). B martuBHbix anturenax H3 u L3 memoncTpupyroT Hambonblnee pasHooOpasue H3
mectd HVR, u, B wacTtHOCTH, cumraercs, uro H3 wurpaer yHuUKanbHyIO pOJIb B NPUIAHUU
aHTHUTENaM YHUKaJIbHOH cnennduanoctn. Cm., Hanpumep, Xu et al. Immunity 13:37-45 (2000);
Johnson and Wit, Methods B Molecular Biology 248:1-25 (Lo, ed., Human Press, Totowa, NJ,
2003)). [elicTBUTENBHO, BCTPEUAIOLINECS B MPUPOAE aHTUTENA BEPOIIOIOB, COCTOSIIIUE TOJIBKO
U3 TSDKEJIOW LeMu, SIBIBTHOTCS (YHKIMOHANBHBIMA M CTAaOWUJIBHBIMM HECMOTPSl HA OTCYTCTBHE
nerkoil uenu. Cum., Hanpumep, Hamers—Casterman el al, Nature 363:446—448 (1993) u Sheriff et
al., Nature Struct. Biol. 3:733-736 (1996).

[0038] Ucnonw3yetcst Heckonbko onpeneneHuit HVR, koTopble BKIIOUEHBI B HACTOSALIEE
onucanre. HVR, KOTOpbIe SBJISIIOTCS ONPEAeNSIOIIMMUA KOMITIeMeHTapHOCTh obnacTsimu (CDR)
no Kabat, ocHOBaHbBI Ha BapuaOeNbHOCTH IOCJIENOBATEIBHOCTH M SIBJISIOTCS HAHOOJee 4acTo
ncrons3yemsivmu (Kabat et al, Sequences of Proteins of Inmunological Interest, 5 Ed. Public
Health Sendee, National Institute of Health, Bethesda, MD (1991)). IIpu stom, HVR no Yorua
OTHOCATCS] K PAaCIOJIOKEHUIO CTPYKTYpHBIX nierenb (Chothia and Lesk J. Mol. Biol. 196:901-917
(1987). «KonraktHbie» HVR ocHOBaHbI Ha aHamu3e AOCTYMHBIX CJOXHBIX KPUCTAJUIMYECKUX

ctpyktyp. Ocratku kaxaoro u3 >tux HVR ykazanbl HIke.

IMetna Kabar Yorua KonTakt

L1 [.24-1.34 L26-134 L30-L36

L2 L50-L56 L50-L56 L46-L55

L3 L89-L97 L91-L.96 L89-L96

H1 H31-H35B H26-H32 H30-H35B (aymepanus o Kabar)
H1 H31-H35 H26-H32 H30-H35 (aymepauus o Yorua)
H2 H50-H65 H53-H56 H47-H58

H3 H95-H102 HO95-H102 H93-H101

[0039] Ecnm He yka3aHO HWHOE, OcTaTku BapuabdenpHOro nomeHa (ocratku HVR wu

OCTAaTKU KapKaCHOIO y4acTKa) IPOHyMepoBaHbl B cooTBeTcTBUU ¢ Kabat et al., cM. Bbiie.
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[0040] Ocratku «xapkacHoro» wimu «FR» ywactka mpexactaBisstor coboil ocTaTku
BapuabeNbHOrO JOMEHa, OTIM4YHble OT octaTkoB HVR, kak ompeneneHoO B HACTOALIEM
ONHUCAHUMU.

[0041] BelpaskeHue «HyMmepalus OCTaTkoB BapuaOenpHOro aomenHa no KaOar» wumm
«HyMepalus MOJOXEeHUH aMuHOKHCIOT nmo KabaT» M MX BapHaHThl, OTHOCUTCS K CHCTEMeE
HyMepaluy, HCHOJIb3yeMOH Uil BapHaOebHbIX JOMEHOB TSKEJIOH LENMH MM BapHaOeIbHBIX
JIOMEHOB Jierkoi 1ernu cOopku aHTuTen cornacHo Kabat et al., cm. Bbime. [Ipu mpumeHeHHH
STOW CHUCTEMbl HyMepauuu, (aKkTUUecKas JIMHEHHAs aMHHOKHCJIOTHAs TOCJIEIOBATEIbHOCTD
MOKET BKJIFOYATh MEHBLIE UJIU AOMOJHUTENbHBIE AMUHOKUCIIOTHI, COOTBETCTBYIOIINE YAAIECHUIO
win BcraBke B FR mmu HVR BapuabenpHOro nmomena. Hanpumep, BapuaOenbHbI AOMeEH
TSDKEJION 1IN MOXKET BKJIIOYATh OHY aMHHOKHCIIOTHYEO BCTaBKy (ocratok S52a mo Kabar)
nocie ocratka 52 H2 u BcTpoeHHBIE ocTaTku (Hampumep, octatku 82a, 82b u 82¢ m T.1. 1o
Kabar) mocne ocratka 82 B FR Tspkenoit nenn. Hymepauus ocratkoB mo Kabatr moxer ObITh
ompeneneHa Ul 3aJaHHOrO AaHTHTENa IyTeM BBIPABHMBAHUS OOJNAcTeil rOMOJIOTUH
MOCJIEIOBATEIPHOCT  AHTHUTENA  OTHOCUTEIBHO  «CTAaHAAPTHOW»  IMOCIEAOBATENBHOCTH,
npoHyMepoBaHHoM 1o Kabar.

[0042] «YenoBeueckuil akLeNTOPHbIN KapKacHbI y4acTOK», B KOHTEKCTE HACTOSLIErO
M300peTeHNs], TPENCTaBIsAeT COOOW KapKacHBIH Yy4YacTOK, COAEPIKALIUI aMHHOKHCIOTHYIO
MOCJIEOBATEIbHOCTh KapKacHOro ydactka VL win VH, nony4eHHOro M3 KapKacHOro y4dacTka
YeJIOBEYECKOr0 MMMYHOTJIOOYJIMHA WM YeJIOBEUECKOr0 KOHCEHCYCHOTO KapKacHOTO YYacTKa.
UYenoseueckuil akLUENTOPHBIA KAaPKACHBIA Y4YaCTOK, «IOJIYYEHHBIM M3» KAapKaCHOrO y4acTKa
YeJIOBEYECKOr0 MMMYHOIJIOOYJIMHA WJIM YeJIOBEYECKOr0 KOHCEHCYCHOTO KapKacHOTO Y4YacTKa,
MOXET COAEP>KATh TAKYH K€ aMUHOKHMCIIOTHYIO IOCJIENOBATEIbHOCTh WJIM MOXET COIEpXKaThb
paHee CyLIECTBOBABIIME 3aME€Hbl B AMHHOKHCJIOTHOW IOCJIENOBATEIbHOCTU. B HEKOTOpBIX
BAPHAHTAX OCYILECTBICHUS KOJWYECTBO PaHEE CYIIECTBOBABLUIMX 3aMEH B AMMHOKUCJIOTHOM
TOCJIeNOBATENIbHOCTH cocTapysieT 10 unm MeHee, 9 unu MeHee, 8 UM MeHee, 7 U MeHee, 6 Un
MeHee, 5 U MeHee, 4 Wi MeHee, 3 W MeHee WU 2 U MeHee

[0043] «IIpouent (%) WOEHTUYHOCTH AMHUHOKHCJIOTHOW MOCJIEIOBATEIbHOCTIY,
OTHOCHUTEJIBHO 3TAJIOHHON MOJMIENTUIHON MOCJIEN0BATEIbHOCTH ONPEAENsieTCsl B BHUIE
MPOLIEHTa AMUHOKHUCJIOTHBIX OCTATKOB B MOCJIEA0BATEIbHOCTU—KAHNUAATE, KOTOPbIE UACHTUYHBI
AMHUHOKMCJIOTHBIM OCTaTKaM B KOHKPETHOM 3TajJOHHOW NMOJIMMENTHIHON MOCJIEeN0BAaTENbHOCTH,
1IOCJI€ BBIPABHUBAHUS TOCJIEAOBATEIbHOCTEN U MPH HEOOXOAUMOCTH BBEIEHHs 3a30pOB (T3110B)
IUI TOCTIDKEHHsST MaKCHUMaJbHOTO MPOLEHTAa MASHTUYHOCTH TOCJIEAOBATENbHOCTEH, Oe3 yuera
JTr0OBIX KOHCEPBATHUBHBIX 3aMEH KaK YaCTH HIEHTHYHOCTH MOCIIE0BATEIbHOCTH. BhIpaBHIBaHNE
C LIEJIBIO ONpeneNeHNsl NPOLEHTa UISHTHYHOCTH AMHHOKHUCIIOTHOHN MOCIEI0BATEIbHOCTH MOXKET
OBITH OCTUTHYTO Pa3JMYHBIMU CIIOCOOAMH, KOTOPbIE HAXOAATCS B Tpeieiax KOMIIETEHIINH
CHELUAIUCTA YPOBHSI TEXHUKH, HAPUMEP C MOMOLIBIO JOCTYMHBIX KOMIIBIOTEPHBIX IMPOrPaMM,
takux kak BLAST, BLAST-2, ALIGN unn Megalign (DNASTAR). Cneunanuctel B JaHHOU
o0nactu MOTYT ONpENeIUuThb MOAXOASIINE napameTpbl IS BbIPABHUBAHUS

HOCJ'ICI[OBaTeJ'IbHOCTeI‘/'I, BKJIFOUasi  JiOObIe AJITOPUTMBI, HGO6XOI[I/IMbIe A AOCTHXKCHUA
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MaKCHUMAaJbHOTO BbIPABHUBAHUS [0 BCEH JJIMHE CPaBHUBAEMBIX MOCIEI0BATENIbHOCTE.
Hampumep, %  WIEHTUYHOCTH  aMMHOKMUCJIOTHOM  IOCIEAOBAaTEIbHOCTU  3aJaHHOMN
AMUHOKHCJIOTHOH IOCNENOBATEIbHOCTU A OTHOCUTENBHO, C WJIM MO CPAaBHEHUIO C 3aJaHHOU
AMHHOKHUCJIOTHOM MOCJENOBaTeNbHOCTEI0O B (mnm  roBopst uHBIM criocoOoM, 3amaHHas
AMHHOKHUCIJIOTHAsl IOCJENOBAaTENbHOCTh A  HMeeT WM COAEPKUT OIpeneNeHHbll %
UACHTUYHOCTU aMUHOKHUCJIOTHON NMOCNENOBATEIbHOCTH OTHOCUTENBHO, C UM MO CPABHEHUIO C
3aJaHHOW aMUHOKHCJIOTHOH TOCJIEIOBATENIbHOCTBIO B) paccunthIBaeTcst Cieayrommum o0pasoMm:

100 x monst X/Y

rae X mpencraBiisieT cOOOH KOJNMYECTBO aMHUHOKUCIIOTHBIX OCTATKOB, OLEHEHHBIX Kak
UJCHTUYHbIE COBIMAJEHHUS I[OCNIEAOBaTeIbHOCTEN Npu BbIpaBHUBaHMM A u B ¢ momombsio
nporpaMmsl, 1 rae Y mpeacTasisieT coOoit obiee KOMUIecTBO aMHHOKHCIIOTHBIX OCTAaTKOB B B.
IloHsiTHO, YTO e€cnu [JIMHAa AaMUHOKHMCIOTHOH IIOCIEAOBAaTEIbHOCTH A HE paBHa [JIMHE
AMHUHOKHCIIOTHON MOCIEI0BATEILHOCTU B, % UIEHTUYHOCTHU AMHUHOKHCJIOTHOU
nocienoatenbHocTh A ¢ B He Oyzer paBeH % HMIEHTHYHOCTH aMHHOKHUCIOTHOH
nocyenoBaTenbHOCTH B ¢ A.

[0044] AHTHTENO, KOTOPOE «CBSI3BIBAETCA», «CHEUU(PUUECKH CBS3BIBACTCS» WM
SABIIIETCS «CTIEU(PUUECKUM K» KOHKPETHOMY IIOJUNENTHUAY WM SMUTONY HAa KOHKPETHOM
NOJIMENTH/IE, TMPEACTABISAET COOOW AHTUTENO, KOTOPOE CBS3BIBAETCS C 3THM KOHKPETHBIM
MOJIUNENTUIOM WM 3MUTONOM HAa KOHKPETHOM MOJUIENTHAE U IPU 3TOM MPAKTUYECKU HE
CBSI3bIBAETCS C JIIOOBIM JPYrMM TMOJHMIENTHIOM MJIM 3MUTONOM Ha 3TOM monunentuzae. B
HEKOTOPBIX BAPUAHTAX OCYILECTBJIEHUs CBA3bIBAHNE ONMMCAHHOIO B HACTOSALIEH 3asBKE aHTUTENA
K CUIJIeKy—8 (Hampumep, aHTHTENa, KOTOPOE CBSA3BIBAETCS C YEJIOBEUECKHUM CHUIJIEKOM—8) C
HEpOACTBEHHbIM IOJMNENTUAOM, HE OTHOCSLIMMCS K CHUIVIEKY—8, COCTaBJIAET MEHee 4YeM
npumepHo 10% OT CBSI3bIBAaHMS AaHTUTENA C CUIVIEKOM—8, I3MEPEHHOT'O CIIOCO0aMHU, H3BECTHBIMU
B AaHHOH oOmactu (Hanpumep, ummyHodepmeHTHbIM aHamuzoM (ELISA)). B Hexoropsix
BapHaHTaX OCYLIECTBJICHUS AaHTUTENO, KOTOPOE CBS3BIBAETCS C CHUIJIEKOM—8 (Hampumep,
AHTHUTEJIO, KOTOPOE CBSI3bIBAETCS C YEJIOBEYECKUM CHIIIEKOM—S), MMEEeT KOHCTAHTY AUCCOLMALIUN
(Kd) <1 mxM, <100 sM, <10 M, <2 uM, <1 uM, <0,7 sM, <0,6 oM, <0,5 uM, <0,1 sM, <0,01
HM mm <0,001 M (Hampumep, 10 M unu mekee, Halpumep, OT 10 M mo 107 M,
Hanpimep, ot 107 M o 1077 M).

[0045] TepMHUH «aHTHTENO K CHUTJIEKY—8» WM «AHTUTEJIO, KOTOPOE CBS3BIBAETCS C
YeJIOBEYECKUM CHUTJIEKOM—8» OTHOCUTCSI K aHTUTENy, KOTOPOE CBS3BbIBAETCS C MOJUNENTHIIOM
WIM BIUTONOM YeJOBEYECKOIo CcHrieka—8, MpU 3TOM HE JAEMOHCTPUPYS CYILIECTBEHHOIO
CBSI3bIBAHUS C JIFOOBIM APYTHUM TOJHIIENITHAOM N 3THTONOM HEPOICTBEHHOIO IMOJUIENITH/A,
HE SIBJISIFOIIErOCs CUTTIEKOM—S.

[0046] Hcnonb3yemblii B HACTOSLIEM ONHUCAHUM TEPMUH «CHUIJIEK—8» OTHOCHUTCS K
yenoBedeckoMy Oenky curyek—8. TepMuH Takke BKIIOUAeT BCTPEUAIOIIMECS B IPHPOIE
BApUAHTbl CHUIJIEKa—8, BKJIOYas BapUaHTbl CIUIAiCUHra WINW aJUlefibHble BapUaHTHI.
AMMWHOKHCJIOTHAS MOCJIENOBATEIbHOCTh THIIMYHOIO YEJIOBEYECKOro curiieka—8 moka3ana B SEQ

ID NO: 72. AMUHOKHMCIOTHAsl TMOCJIE€IOBATEIbHOCTh JPYroro TUIHMYHOTO YEeJOBEUECKOTO
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curneka—8 mnokazaHa B SEQ ID NO: 73. B HekOTOppIX BapuaHTax OCYILECTBICHMUS
YeJIOBEUECKNH OENIOK CHIIeK—8 COMEpKUT BHEKJIETOUHBIH OMEH YeJIOBEUECKOro CHIJIeKa—S§,
ciutoro ¢ Fc—obnacTeto MMMYHOrJIoOynMHA. AMHHOKHCIOTHAsl — IIOCJIEAOBATENbHOCTD
IIPUBEIEHHOIO B KaUeCTBE ITPUMepa BHEKJIETOYHOIO JIOMEHA Y€JIOBEUECKOI 0 CUTJIeKa—8, CIIUTOrOo
¢ Fc—obnacteto ummyHornoOymuua, mnokazana B SEQ ID NO: 74, AMMHOKHCIOTHas
MOCJIEIOBATENIbHOCTD, moxdepkHyTass B SEQ ID NO: 74, o3HauaeT aMHUHOKHCIOTHYIO
NOCJIeIOBATENbHOCTD ciuToro Oenka Fe—curiexk—S.

AMMHOKHCIIOTHAS TTOCJIeIOBATEIbHOCTD YEIOBEYECKOro CUrieka—y
GYLLQVQELVTVQEGLCVHVPCSFSYPQDGWTDSDPVHGYWFRAGDRPYQDAPVATN

NPDREVQAETQGRFQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLN
YKTKQLSVFVTALTHRPDILILGTLESGHSRNLTCSVPWACKQGTPPMISWIGASVSSPG
PTTARSSVLTLTPKPQDHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDA
TASTALGNGSSLSVLEGQSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVH
VRDEGEFTCRAQNAQGSQHISLSLSLONEGTGTSRPVSQVTLAAVGGAGATALAFLSFC
HFIIVRSCRKKSARPAAGVGDTGMEDAKAIRGSASQGPLTESWKDGNPLKKPPPAVAPS
SGEEGELHYATLSFHRKVKPQDPQGQEATDSEYSEINKIHKRETAETQACLRNHNPSSKEV

RG (SEQ ID NO:72)

AMIHOKHCIOTHAS OCAEI0BATEIbHOCTD YEIOBEUECKOr0 CUrIeKka—y
GYLLQVQELVTVQEGLCVHVPCSFSYPQDGWTDSDPVHGYWFRAGDRPYQDAPVATN
NPDREVQAETQGRFQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLN
YRTKQLSVFVTALTHRPDILILGTLESGHPRNLTCSVPWACKQGTPPMISWIGASVSSPG
PTTARSSVLTLTPKPQDHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDA
TASTALGNGSSLSVLEGQSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVH
VRDEGEFTCRAQNAQGSQHISLSLSLONEGTGTSRPVSQVTLAAVGGAGATALAFLSFC
IFIIVRSCRKKSARPAAGVGDTGMEDAKAIRGSASQGPLTESWKDGNPLKKPPPAVAPS
SGEEGELHYATLSFHKVKPQDPQGQEATDSEYSEIKIHKRETAETQACLRNHNPSSKEV
RG (SEQ ID NO:73)

AMUHOKHCJIOTHAS] OCJIEA0BATENBLHOCTE CINMTOro Genka Fc—curnek—8
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GYLLQVQELVTVQEGLCVHVPCSFSYPQDGWTDSDPVHGYWFRAGDRPYQDAPVATN
NPDREVQAETQGRFQLLGDIWSNDCSLSIRDARKRDKGSYFFRLERGSMKWSYKSQLN
YRTKQLSVFVTALTHRPDILILGTLESGHSRNLTCSVPWACKQGTPPMISWIGASVSSPG
PTTARSSVLTLTPRPQDHGTSLTCQVTLPGTGVTTTSTVRLDVSYPPWNLTMTVFQGDA
TASTALGNGSSLSVLEGQSLRLVCAVNSNPPARLSWTRGSLTLCPSRSSNPGLLELPRVH
VRDEGEFTCRAQNAQGSQHISLSLSLONEGTGTSRPVSQVTLAAVGGIEGRSDKTHTCPP
CPAPELLGGPSVFLFPPRPRKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNA
KTKPREEQYNSTYRVVSVLTVLHODWINGKEYRKCRVSNKALPAPIEKTISKARGOQPRE
POVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNY KTTPPVLDSDGSFE
FLYSKLTVDRSRWOQOGNVESCSVMHEALHNHYTORSLSLSPGR (SEQ ID NO:74)

[0047]  AmntuTena, KOTOpbIE  «UHAYLMPYKOT  afnonTo3»  WIW  SBISIFOTCSA
«aronTOTUYECKUMUY, NPEACTABISIFOT ~ COOOW  aHTUTENa, KOTOpBlE  HMHAYLHPYIOT
3ampoOrpaMMHPOBAHHYI0 THOENb KJIETOK, OINpEHeNIeHHYI0 CTaHAAPTHBIM aHAJIHM30M arlonTo3a,
TaKUM Kak CBsi3biBaHUMe aHHekcwHa V, ¢parmentanuio JIHK, ymeHblnieHue pasmepa KIETOK,
OUIATAlWIO HIOIUIA3MATUYECKOTO PETUKYIIyMa, (pparMEHTAIMIO KJIETOK W/mim oOpa3oBaHue
MEMOPaHHBIX BE3UKYJ (Ha3bIBAEMBIX AMONTOTHUYECKMMHU TenaMu). Hampumep, amonrornueckas
AKTUBHOCTb aHTUTEI K CUTJIEKYy—8 (HampuMmep, aHTUTENA, KOTOPOE CBSI3bIBAETCS C YEJIOBEUECKUM
CUIJIEKOM—8) M0 HACTOSIIEMYy H300pPETeHHUI0 MOXKeT OBITh NPOJEMOHCTPUPOBAHA MyTEM
OKpallMBaHUs KJIETOK aHHEKCUHOM V.

[0048] «OddexTopHble (GYHKIMHY» aHTUTENA OTHOCATCA K BHAAM OHOJOTMYECKOMN
aKTUBHOCTH, cBOMcTBeHHBIX Fc—oOmactu (Fc—obmactu ¢ HATUBHOM MOCIENOBATENbHOCTBIO HIIN
BapuaHTHOH Fc—00macTi aMMHOKHMCIIOTHOH TOCHIENOBATEIbHOCTH) aHTUTENA, U U3MEHSIOTCS B
3aBUCUMOCTH OT m3oTuna antutena. Ilpumeps! 3pdekTopHBIX (YHKIHMA aHTUTEN BKJIKOYAIOT:
csizbiBaHue C1q M KOMIJIEMEHT—-3aBHCUMYIO LINTOTOKCUYHOCTD, CBsi3bIBaHuE ¢ Fc—penenTopom;
AQHTUTEJIO3aBUCUMYIO0  KJIETOYHYHO LUTOTOKCHYHOCTL (ADCC); daronuros; mnomaBieHHe
peLenTopoB KJIETOYHOH MOBEPXHOCTH (HampuMmep, peuentopoB B—kieTok), u akTuBammio B-
KJIETOK.

[0049] «AnTHTEN03aBUCHMAsT KJIETOYHAS] IUTOTOKCUYHOCTHY miud « ADCC» oTHOCHUTCS K
(opMe LIUTOTOKCHYHOCTH, TIPHU KOTOPOH cekpeTupoBaHHbIN Ig cBss3biBaercs ¢ Fc—penentopamu
(FcR), npucyTCTBYIOIMMH Ha OTPENETICHHBIX [IUTOTOKCHYECKUX KJIETKaxX (Hampumep, KJIeTKax —
ecrectBeHHbIX ~ Kwuiepax (NK), Hedtpodumax wm  Makpodarax), TMO3BOJISASL  STUM
LIUTOTOKCUYECKUM 3((HEKTOPHBIM KJIETKAM CHelu(UUECKH CBS3bIBATHCS C HECYLIell aHTHUIreH
KJIETKOH—MHUIIEHBIO U BIIOCJIEACTBUN YOUBATh 3Ty KJIETKY—MHIIEHb C TOMOIIBIO [IUTOTOKCHHOB.
AHTHTENA "IPUBOIAT B NEHCTBHE", IUTOTOKCHYECKHE KJIETKH, HEOOXOIUMBIE ISl YHUITOXKEHUS
KJIETKU—MHIIEHU, C MOMOIIBI0 3TOro mMexanusma. OcHoBHble onocpenyroume ADCC kietku,
NK-knerku, skcnpeccupyroT Toabko FeyRII, Torga xak Mononutel skcnpeccupyrotr FcyRI,
FcyRII u FeyRIIIL Okcempeccust Fc Ha reMonosTHueckux KJeTKax CyMMHUpPOBaHa B Ta0nuie 3 Ha

crpannue 464 y Ravetch and Kinet, Annu. Rev. Immunol. 9:457-92 (1991). B HekoTOpbIX
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BapHaHTaX OCYIIECTBJICHUS AHTUTEJIO K CUTJIEKY—8 (HampuMep, aHTHTEJIO, KOTOPOE CBSI3bIBACTCS
C YEJIOBEUECKUM CHUTJIEKOM—8), OMUCAHHOE B HacTosulel 3asBke, ycumbaeT ADCC. s oueHku
aktuBHoCcTH ADCC mnpencraBisitoleii MHTEpPEC MOJIEKYJIbl MOXKET OBITh BBINOJIHEH aHAJU3
ADCC 1n vitro, Takoil kak onucaHo B nmatenre CIIIA Ne 5500362 ummu 5821337. Ilpuronnsie
s¢dexTopHBIE KIETKM i TaKUX AQHAJIM30B  BKJIOYAIOT MOHOHYKJIEAPHBIE  KIIETKU
nepudepudeckoii kposu (PBMC) u ecrectBennbie kuuiepbl (NK). AnbTepHaTHMBHO WIIH
nononuuteabHo, ADCC akTHBHOCTh MPENCTABISIOLICH HMHTEPEC MOJEKYJIbl MOXET ObITh
OLIEHEHa in Vivo, HalpuMep, Ha KUBOTHON MojenH, Takoi kak packpbiro y Clynes et al., PNAS
USA 95:652-656 (1998). Jlpyrue BapuanTbl Fc, xoropsie m3mensitor ADCC akTUBHOCTh U
ApyTrHe CBOICTBAa aHTHUTEJN, BKJIIOYAIOT BapuaHThl, onucaHHble y Ghetie et al., Nat Biotech,
15:637-40, 1997; Duncan et al., Nature 332:563-564, 1988; Lund et al., J. Immunol. 147:2657—
2662, 1991; Lund et al., Mol Immunol. 29:53-59, 1992; Alegre et al., Transplantation 57:1537—
1543, 1994; Hutchins et al., Proc Natl, Acad Sci USA 92:11980-11984, 1995; Jefferis et al.,
Immunol Lett. 44:111-117, 1995; Lund et al., FASEB J9:115-119, 1995; Jefferis et al.,
Immunol Lett 54:101-104, 1996; Lund et al., J. Immunol. 157:4963—-4969, 1996; Armor et al.,
Eur. J Immunol. 29:2613-2624, 1999; Idusogie et al., J. Immunol. 164:4178—4184, 200; Reddy
et al., J. Immunol. 164:1925-1933, 2000; Xu et al., Cell Immunol 200:16-26, 2000; Idusogie et
al., J. Immunol. 166:2571-2575, 2001; Shields et al., J Biol Chem 276:6591-6604, 2001; Jefferis
et al., Immunol Lett 82:57-65, 2002; Presta et al., Biochem Soc Trans 30:487-490, 2002; Lazar
et al., Proc. Natl. Acad. Sci. USA 103:4005-4010, 2006; marenrax CIIIA NoeNe 5624821;
5885573; 5677425; 6165745; 6277375; 5869046; 6121022; 5624821; 5648260; 6194551;
6737056, 6821505; 6277375; 7335742 n 7317091.

[0050] Tepmun «Fc—00macTh» B KOHTEKCTE HACTOSIIErO N300PETEHUsT UCTIONB3YETCSI TSI
onpenenenus: C—KOHIEBOH 00JaCTH TSDKENON Lenu UMMyHOrnoOynuHa, BkiIouass Fc—obmactu
HATUBHON IOCJIENOBAaTENbHOCTH M BapuaHTHble Fc—obmactu. Xorts rpanunsl Fc—obmacru
TSDKEJION LeNd MMMYHOTJIOOYJIMHA MOTYT MEHSIThCS, FC—0071acTh TSKENION Lenu YeJI0BEUYECKOro
IgG 00BIMHO OmpenessitoT Kak OTPE30K OT OCTaTKa aMHUHOKHUCIOTHI B mojioxkeHuu Cys226 wiu
Pro230 nmo ee kapOokcwibHOrO KoHIA. Fc—o0macT HATHBHON TMOCJIENOBATENILHOCTH,
MOIXOJSIINE JUIsi WCTONB30BAHUS B AHTHTEIAX IO HACTOSIIEMY W300PETEHHIO, BKIIOYAKOT
yenoseueckue IgGl, 1gG2, IgG3 u IgG4. Jlnsa ycTpaHeHUs reTepOreHHOCTH, HAaOII0IaeMoi y
pexomOuHaHTHOTO aHTHUTeNa [gG4, MOKeT ObITh BBEIEHA 3aMeHa OJHON aMUHOKHUCIOTHI (S228P
no Hymepanuu Kadar; obo3nadennas IgG4Pro). Cm. Angal, S. et al., (1993) Mol Immunol. 30,
105-108.

[0051] «HedykozunupoBanHoe» wiH «(PyKo3a—IepUIINTHOE» AHTUTENO OTHOCUTCA K
BapHAHTy TJIMKO3WJIMPOBAHHOTO aHTUTENA, comepkamemMy Fc—obmacTh, B KOTOPOM YIJIeBOAHAS
CTPYKTypa, MpucoequHeHHass Kk Fc—oOjacTu, mMeeT CHUXEHHBIH YPOBEHb (PYKO3BI WM HE
comepxkuT (¢Gyko3y. B HEKOTOphIX BapuaHTaX OCYIIECTBICHHUS AHTUTEIO CO CHIKCHHBIM
ypoBHeM  (Gyko3pl wuiaum  06e3  ¢Qyko3pl  umeer yayumenHyoo — ¢yskauio  ADCC.
HedykosunupoBanubie win (yko3a—neHUIUTHbIE aHTUTENa HMEIOT CHIDKEHHBIH YPOBEHb

(I)YKOSBI OTHOCHUTCIIBHO KOJIHNYCCTBA (1)YK031:>I B TOM XK€ AaHTHUTCJIC, MNPOAYLHMPOBAHHOM B
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KJIETOYHOW  JUHUU. B HEKOTOpeIX  BapuaHTax  OCYLIECTBJIEHUS  KOMIIO3MLMS
He(PYKO3MIMPOBAHHOTO WM  (PyKO3a—A€PULUUTHOTO AaHTHUTENAa B KOHTEKCTE€ HACTOSINETro
n300peTeHus MpencTaBisier coOOH KOMITO3ULIMIO, B KOTOpPOW MeHee 4deMm mpumepHo 50% N-
CBSI3aHHBIX TJIMKAHOB, IPHUKPEIUIEHHBIX K Fc—ob0mactu aHTUTEN B KOMIIO3MLIUH, COAEPKAT
byxo3y.

[0052] Tepmunbl «(pyKOHIMPOBAHHE» WM «(PYKO3WINPOBAHHBINY OTHOCITCS K
HAJIMYUIO OCTATKOB (PYKO3bl B OJHMIOCAXapunaax, NPHCOCAMHEHHbIX K IMENTHUAHOMY OCTOBY
aHTUTeNa. B yacTHOCTH, QyKO3UIMPOBAHHOE aHTUTENO comep kUt af1,6)—CBsi3aHHYIO0 (PyKO3y BO
BHyTpeHHeM octatke N—auermirmokozamuHa (GIcNAc) B ogHOM min 060ux u3 N—CBsS3aHHBIX
OJIUrOCaxapuaax, MPUCOCANHEHHBIX K Fc—obmactu aHTHuTeNna, HanpuUMep, B MoyoskeHnn Asn297
Fc—nomena uenosedeckoro IgG1 (EU nymepanms ocratkoB Fc—obnmactu). Asn297 Takxke MOXKET
OBITh PACHOJIOKEH HAa MPUMEPHO +3 aMHUHOKHCIIOTHI BBIIIE WJIM HUKE OT MoJIoskeHust 297, T.e.

Mexkay nonoxkeHusMHu 294 u 300, n3—3a HE3HAYUTEJbHBIX U3MEHEHUN B MOCJIEA0BATEIbHOCTAX

UMMYHOTJIOOYJINHOB.
[0053] «CreneHb (bYKO3HITUPOBAHUS MPEACTABIISIET coboi MIPOLICHT
(yKO3UITMPOBAHHBIX OJINTOCaxapuaoB OTHOCHUTEJIBHO BCEX OJIMTOCAXapUOB,

UICHTU(QUIUPOBAHHBIX CIIOCO0AMM, U3BECTHBIMU B JAHHOH OOJIACTH, HAIIPUMEP, B KOMIIO3ULIUH
antuten, oOpaboraHHex N-rimkosupasol F, W3MepeHHBII BpEMANPOJETHOH Macc—
CIIEKTPOMETpHEH C MaTPUIHO—aKTUBHPOBAHHON Ja3epHO necopbumeii/monmsanueii (MALDI-
TOF MS). B xoMmno3unuu "MONMHOCTEIO (YKO3UJIMPOBAHHOTO aHTUTENA" MO CYILIECTBY BCE
OJIUTOCAaXapHUAbl CONEPKAT OCTATKU (PYKO3BL, T.€. SABISIOTCS (PyKO3HMINPOBAHHBIMU. B HEKOTOPBIX
BApPUAHTAX OCYIIECTBJICHUS KOMITO3UIMS MOJHOCTHIO (PYKOZMJIMPOBAHHOIO AHTUTENA HMEET
creneHb (yKO3UIUPOBAaHUs, 10 MeHblIel Mepe, npumepHo 90%. COOTBETCTBEHHO, OTAENbHOE
AHTUTENIO B TAKOH KOMIIO3MLIMU OOBIYHO COAEPIKUT OCTaTKM (PYKO3bl B KaKAOM U3 ABYX N-—
CBsI3aHHBIX onurocaxapunoB B Fc—obmactm. M HaoOopoT, B KOMIIO3MLUH «IIOJHOCTBHIO
He()YKO3MIIMPOBAHHOTO» AHTHUTENA MPAKTHUECKH HH OAMH W3 OJIMTOCAXAPUAOB HE SIBJISETCS
(YKO3MJIMPOBAHHBIM, U OTHAEJIbHOE AHTUTEJNO B TAKOW KOMIIO3WIMH HE COAEPIKUT OCTaTKOB
(yko3bl HU B OAHOM U3 IOBYX N—CBsI3aHHBIX onurocaxapunoB B Fc—oOmactu. B HekoTOpbIx
BApPHUAHTAX OCYLIECTBJIEHHsS KOMIIO3MLIUS MOJHOCTBIO HE(YKO3MIMPOBAHHOTO AHTUTENA MMEET
CTermieHb (DYKOWIMPOBaHHsS MeHee dYeMm npumepHo 10%. B koMno3umum «4acTHYHO
(YKO3UIIMPOBAHHOTO AHTHTENA» TOJIBKO YacTh OJIMTOCAXapUIOB COAEepKHUT Pyko3y. OTaenpHOE
AHTHUTEJIO B TAKOH KOMITO3UIIMH MOXKET HE CONEPKaTh OCTATKH (PYKO3bI HU B OTHOM, COAEPIKATh
ocTaTku (PyKO3bl B OJHOM WM B 00omx N—CBSI3aHHBIX ojurocaxapunax B Fc—oOmactu, mpu
YCJIOBUH, YTO TaKasi KOMIO3ULUS MO CYIIECTBY HE CONEPKUT HU OAHOTO OTAENBHOIO aHTUTENA,
y KOTOPOTO OTCYTCTBYIOT OCTaTKH (Pyko3bl B N—CBSI3aHHBIX ojHurocaxapunax B Fc—obmnactu, nimm
MO CYLIECTBY HE COAEPKUT HU OJHOIO OTHAEJIBHOIO AHTUTENA, KOTOPOE CONEPXKUT OCTATKU
¢byko3pl B obomx N-CBsI3aHHBIX oOyiurocaxapuaax B Fc—oOmactu. B omHOM M3 BapuaHTOB
OCYIIECTBIIEHHUs] KOMIIO3HMIMS YaCTHYHO (PYKO3MIMPOBAHHOTO AaHTUTENA HWMEET CTEleHb
¢dyxozunuposanus ot npumepHo 10% no npumepro 80% (Hampumep, ot nmpumepHo 50% no

npumepHo 80%, ot mpumepHo 60% no npumepHo 80% unu ot npumepHo 70% A0 NpuUMEpHO
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80%).

[0053] TepMHH «CPOACTBO CBS3BIBAHHS» B KOHTEKCTE€ HACTOSIIETO0 H300peTeHus
OTHOCUTCSI K CHJIE HEKOBAJIEHTHBIX B3aMMOJAEHCTBUI MEXIY OJHMM CBS3BIBAIOIIUM Y4YaCTKOM
MOJIEKYJIbl (HATIpUMeEp, aHTUTEJIOM) U €r0 MapTHEPOM IO CBSA3BIBAHMIO (HAIIPUMED, AHTUT€HOM).
B HEKOTOpBIX BapHaHTaxX OCYILECTBJIEHHUS CPOJCTBO CBS3bIBAHMA AHTHUTENA C CHUITIEKOM—8
(KOTOpBII MOXKET MPEACTaBJsITh COOOW AMMeEp, TakOW Kak CIuThId Oenok curiek—8—Fc,
OIMCAHHBI B HACTOSINEH 3asBKe) KaKk IPABHJIO MOXKET ObITb INPEACTABIEHO KOHCTAHTOMH
nuccoumarmu  (Kd). CponctBo MokeT ObITh H3MEPEHO OOMIENPUHSTHIMU — CIIOCO0aMH,
U3BECTHBIMH B JAHHOM 00JIACTH TEXHHUKH, B TOM YHUCJIE OMTMCAHHBIMH B HACTOSILIEH 3asiBKE.

[0055] TepMuH «aBUOHOCTb CBSI3bIBAHHS» B KOHTEKCTE HACTOSIErO H300peTeHuUs
OTHOCUTCSl K CHJI€ CBSI3bIBAHUS HECKOJBKUX YYaCTKOB CBSI3bIBAHUS MOJIEKYJbl (Hampumep,
aHTHTEJA) C €€ MAPTHEPOM I10 CBS3bIBAHUIO (HAIIPUMED, AHTUTCHOM).

[0056] «BbioeneHHasr» MONEKYJia HYKJIEHHOBOM KHUCJOTBI, KOAUPYIOIIAs AHTUTEIA TIO
U300peTEeHNI0,  TpenCTaBisieT COOOH  MOJEKYJdy  HYKJIEWHOBOH  KHCJIOTBI,  KOTOpas
UICHTU(QUIUPOBAHA W OTHENEeHA MO MEHbIIeH Mepe OT ONHOW 3arps3HSIOIEH MOJEKYJIbI
HYKJIEMHOBOW KHCJIOTBI, C KOTOPOH OHa OOBIYHO CBsi3aHa B cpene, B KOTOpoW Obuia
npoxyLHUpOBaHa. B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS BbIIEICHHAs! HYKJIEHHOBAs KUCIIOTA
HE CBsI3aHA HU C OOHHM M3 KOMIIOHEHTOB, aCCOLMMPOBAHHBIX CO CPENOi IMPOAYLMPOBAHUS.
BrinenenHble MOJIEKYJIBI HYKJIEWHOBOH KHCJIOTHI, KOAUPYIOIIUE TOJUIENTHIBl U aHTUTENA, B
KOHTEKCTE HACTOSIIEro M300peTeHuss HaxomsaTcs B (Gopme, OTIMYHOH OT TOH (OpMbI HIIK
OKpy’KaroIuel cpeabl, B KOTOPOM OHM BCTpedaroTcs B mpupone. IlosTomy BeineneHHbIE
MOJIEKYJIbl HYKJIEMHOBOM KHCJIOTHI OTJIMYAIOTCA OT HYKJIEWHOBOH KHCIIOTBIL, KOAUPYIOILIEH
NOJIMIENTUABl ¥ AHTHUTENA MO0 W300pPETeHUI0, MPUCYTCTBYIOLIME B KJIETKAX B €CTECTBEHHBIX
YCIIOBUSX.

[0057] Tepmun «papManeBTHUECKUI COCTaB» OTHOCUTCS K IIpenapary, HaXOAsAIIeMycCsl B
Takoil popme, koTropasi obecreunBaeT OUOJOTHUECKYI0 aKTUBHOCTb AKTUBHOT'O MHTPEIHEHTA, U
HE COAepXKaleMy JOMOJIHUTENbHbIE KOMIIOHEHTBI, KOTOPbIE SIBJSIFOTCS — HEMPHEMIIEMO
TOKCHYHBIMHU JUII MHIUBUAYyyMa, KOTOPOMY BBOIUTCSI 3TOT COCTaB. Takue COCTaBBI SIBJISFOTCS
CTEPHJIbHBIMU.

[0058] TepmuH «HOCUTENU» B KOHTEKCTE HACTOSIIEr0o W300pPETeHHsT BKIIIOYAET
(dapManeBTHYECKH TPHEMJIEMbIE HOCUTENM, HANOJHHUTENIH WIN CTaOMIN3aTOPBI, KOTOpPBIE
SIBJITFOTCS] HETOKCUYHBIMHU JUJTsI KJIETKH FUTH MJIEKOIIUTAIOLIETO, MTOJIBEPTaOIIerocss BO3AEHCTBUIO
STUX BELIECTB B HCIONb3YEMbIX JO3UPOBKAX W KOHLEHTpauusx. Yacto (PU3MONOTHYECKH
NpUEMJIEMBbI HOCHTENb NpeAcTaBisier coboil Bonmubli pH-Oydepnsiii pactsop. Ilpumepst
($u3nONOrNUecKn TNPUEMIIEMbIX HOCUTENeH BKIIOYaOT Oydeprl, Takne Kak ¢ochaTHBIH,
LUTPATHbI W APYrHe€ OPTaHWYECKHWE KHCIOTBI, AHTUOKCHIOAHTBI, BKJIIOYAs aCKOPOMHOBYIO
KHCJIOTY; HU3KOMOJIEKYJISIpHBIN (MeHee 4eM mpuMepHo 10 ocTaTKOB) MOMUNenTua; Oenku, Takue
KaK CbIBOPOTOYHBIN aJbOYMUH, JKEJIaTUH WJIM UMMYHOIJIOOYJIMHBL, TUAPO(IIBbHBIE MOJHMEPHI,
Takye Kak MOJUBHHWIIMPPOIUAOH, AMUHOKHUCIOTBI, TAKHE KaK TJIMIMH, TIIyTaAMUH, acriaparu,

APTUHUH WK JIM3WH, MOHOCaxapuibl, AUCaXapUAbl U APYIrue€ YIJICBOAbI, BKJIHOHAA T[JIFOKO3Y,
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MaHHO3Yy WJIM JEKCTPUHBI, XeNaTUPYoIue areHTsl, Takue kak DJTA; caxapHble CIHPTHI, TaKue
KaK MaHHUT WM CcOpOUT, coseoOpasyroiine NPOTHBOMOHBL, TaKWe Kak HaTpHi, W/
HEUOHOIE€HHbIE IIOBEPXHOCTHO—AKTUBHbIE BELLECTBA, TaKue KaK TWEEN™,
nomusTunenriukons (I u PLURONICS™,

[0059] Hcnonp3yemblii B HACTOSIIEM OMNHCAHUU TEPMHH «JIEYEHHUE» OTHOCUTCS K
KJIMHUYECKOMY BMELIATEJbCTBY, NPEAHA3HAYEHHOMY Uil U3MEHEHUs] €CTECTBEHHOI'O Pa3BUTHUS
UHIUBUAYYMA WIH KJIETKH, MOJBEPraeMoil JIeYeHUIO NPH HAJIMYUM KJIMHUYECKOHM NaTOJOTHH.
XKenarenbubie >(PQeKThl JIeUeHUS BKJIOUYAIOT CHIDKEHHE CKOPOCTH TMPOTPECCHPOBAHUS
3a0oneBanus, OOJEr4yeHUe WM CMSTYeHHe OOJIE3HEHHOTO COCTOSTHUS, M PEMHCCHIO WU
yIy4dlIeHne Mporuosa. «JledeHue» WHAMBUAYyMa SIBJSIETCS YCHEIIHBIM, HAPUMEpP B Ciy4ae
CMSITYCHUS WJIM YCTPAHEHHs ONHOro WM Oojiee CHMIITOMOB, CBSI3aHHBIX C 3a0OJieBaHHEM
(Hampumep, aJjulepruueckuM 3abojeBanueM rya3). Hampumep, «iedeHHe» HHIUBUAYyyMA
SIBJIIETCSL YCHEINHbIM, €CIM OHO NPUBOAWT K TIOBBIIIEHHIO Ka4eCTBA JKU3HU 4YEJIOBEKa,
CTPAaroLIero OT 3a0O0JIeBaHMS, YMEHBIIEHUIO JO3bI APYTHX JIEKAPCTB, HEOOXOMHMMBIX IS
JeyeHns 3a00JIeBaHNsI, YMEHBLICHHIO YaCTOThl PELIUANBOB 3a00JIEBAHHS, YMEHBLICHUIO TSKECTH
3a0oneBaHus, 3a€pPKKEe Pa3BUTHS WIM NPOTPECCHPOBAHUS 3a00JEBaHUS /WM TOBBILICHHUIO
BBDKHBAHUSI MHANBUYYMa.

[0060] Ucnonp3yeMblii B HACTOAIIEM OMHCAHUM TEPMHUH «B COYETAHUU C» WJIIH «B
KOMOWHAIIMY C» OTHOCHUTCS K Ha3HAYEHHIO OIHOTO CIOCo0a JIEUeHHs B OMOJHEHHE K APYroMy
cnoco0y nedeHusi. Kak TakoBoe, «B COYETAHWH C» WM «B KOMOMHAIIMM C» OTHOCHTCS K
NOJIYYeHUIO MHIAMBUIYYMOM OAHOTO CrHoco0a JIeYeHHs 10, BO BpeMs HJIM IOCJE MOJy4eHUs
APyroro crnocoda JeueHusl.

[0061] Hcnonb3yemblii B HACTOSINEM ONHCAHUM TEPMUH «NPOQUIAKTHKA» WIIH
«TIPEeNOTBpAILEHNE» BKIIOYAeT MPO(UIAKTUKY BOZHHUKHOBEHUS] MM PELHIUBAa 3a00JEBAHUS Y
UHIUBHAyyMa. MIHOMBHAYYM, KOTOPBIA ele He AMAarHOCTUPOBAH KaK MMEKINi 3a00jeBaHue,
MOJKET UMETh TMPEAPACTIONIOKEHHOCTh K PA3BUTHIO 3TOTO 3a00JIeBaHMS, ObITh YyBCTBUTEIBHBIM K
3a00JIEBAaHUIO MJIM TIOABEPKEHHBIM PHCKY pa3BUTHUsS 3a0o0NieBaHHMs. B HEKOTOPBIX BapHaHTax
OCYIIECTBIICHHs] AHTUTENA K CHUIJIEKy—8 (HampuMep, AaHTUTENO, KOTOPOE CBS3BIBAETCS C
YEJIOBEYECKUM CHUTJIEKOM—8), OMHMCAHHBbIE B HACTOALICH 3asBKE, UCHOJB3YIOTCS IS 3aIePiKKU
pa3BuTHs 3a00JeBaHUs (HAIPUMED, AJTIEPTUIeCKOro 3a00IeBaHusl 11as).

[0062] B xoHTEKCTE HACTOSILIEr0 M300pETEeHHs], MHANBHIAYYM, KIIOABEPKEHHBIH PUCKY»
pa3BuTHs 3a00JIeBaHUs (HAIPUMeEP, aJJIEPruuecKoro 3a00yieBaHus ri1a3), MOXKET UMETh MU He
UMETh JETEKTUpYyeMOe 3a00IeBaHNe HITH CHMITTOMBI 3a00JIEBAHHS U MOKET HMETh W HE UMETh
nerekTupyemMoe 3a0oyieBaHHE WM CHMITOMBI 3a00JIEBAaHUSI O TMPHUMEHEHHs ONHCAHHBIX B
HACTOSIIIEN 3asiBKE METONOB JieueHus. «B rpymme pucka» O3Ha4aeT, 4TO WHAMBHUAYYM HMEET
onuH wimm Oonee (AaKTOPOB PpHUCKA, KOTOPbIE SIBJSIIOTCS HW3MEPUMBIMH IapaMeTPaMH,
KOPPENUPYIOIUMH C pa3BUTHEM 3a00JeBaHMs (HAIPUMep, aJlJIepruieckoro 3a00neBaHus rias),
M3BECTHBIMHU B NAaHHOW oOnactu. MHAMBHAYYM, UMEIOIINN ONUH WiIH Oosee U3 3THX (akTOpOB
pucka, uMeer Ooyiee BBICOKYIO BEpPOSTHOCTb pPa3BUTHs 3a00NeBaHUs, YeM HHIUBUAYYM, HE

UMEIOIIHII OAHOTO WiH 0oJjiee 3STUX (PaKkTOpoB pUCKa.
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[0063] Tepmun «3¢h¢PeKTHBHOE KOJIHYECTBO» OTHOCHTCS TIO MEHBIIEH Mepe K
KOJIN4eCTBY, 3(QPEeKTUBHOMY B [03aX M B TEUYEHHE INEPHOAOB BPEMEHH, HEOOXOAMMBIX IS
IOCTIDKEHUs] HY)KHOTO WJIM  yKa3aHHOro s¢dexra, BriIOYass TepaneBTUUECKUN WIN
npodunakTHuecKuil pe3ynprar. DPPeKkTUBHOE KOJUUECTBO MOXKET OBbITh BBEIEHO 3a OIHO HIIU
Oonee BBemenuii. «TepameBrudecku >PPEKTUBHOE KOJHUUECTBOY» MPEACTaBIseT COOOW IO
MEHbLIEH Mepe MUHHMAJIBHYIO KOHLEHTPALUIO, TPeOyemyl Ui OOCTHIKEHMS OLIyTHMOIO
yIAyYIIeHUs TpPU JIEYEHUH KOHKpeTHoro 3aboneBanus. TepameBruueckn 3pdexkTuBHOe
KOJINY€CTBO B KOHTEKCTE HACTOSILEr0 M300pETeHHs MOXKET BapbUPOBATh B 3aBHCUMOCTH OT
TakuxX (PaKTOPOB, KaK COCTOSIHUE 3a00JIeBaHMUs, BO3PACT, MOJI M BEC MAIMEHTa U CIOCOOHOCTD
AHTHUTENIa BbI3bIBATH HYXKHBI OTBET Yy WHAUBHAyyMa. TepanmeBTHUYeCKH 3(PPEeKTUBHOE
KOJINYECTBO TAK)KE€ MOXKET OBbITh TAKUM, NMPU KOTOPOM TEPANEBTHUECKU MoJie3HbIe 3 dexTs
aHTHUTENIa MEPEBELINBAIOT JIOObIe TOKCHYeCKHe Wi BpenHble >¢dextrl. «IIpodumakTuuecku
3¢ (eKTUBHOE KOJHYECTBO» OTHOCHUTCA K KOJIMYECTBY, 3((EKTHUBHOMY B 1103aX U B TEUYCHHE
NEpUOIOB BPEMEHH, HEOOXOAWMBIX Ui JOCTIKEHUS JKEJIaeMOro MNpOoQHIAKTHIECKOTO
pesyabrata. Ilockombky MNpPOPUIAKTUYECKYIO 03y BBOIAT WHAMBHAYYMY IO Pa3BUTHSA
3aboseBanus Wi Ha Oojiee paHHEH cTaanu 3a00JIeBaHUs, TO, KaK MPABIIIO, HO HEe 00s3aTeNbHO,
npopunakTuaeck 3(P(GEeKTHBHOE KOJUYECTBO MOXKET OBITh MEHbIIE TepPaneBTHYCCKH
3¢ peKTUBHOTO KOJTMYECTBA.

[0064] «XpoHMueCKOE» BBENEHHE OTHOCUTCA K  BBEACHUIO JIEKAPCTBEHHOTO
cpencTBa(CpencTB) B HEMPEPBIBHOM, B OTJIMYHE OT OCTPOTO PEKHUMA, C LENbI0 MOIAEepPIKaAHUSA
MEPBOHAYAJIBHOTO TepamneBTHUeckoro sddexra (aKTUBHOCTHU) B TEUYEHHUE MPOIOJIKHTEIBHOTO
nepuona BpemeHH. «IIpepbBHCTOE» BBEIEHIE OTHOCUTCS K JIEYEHUIO, KOTOPOE HE MPEATOiaraer
IIOCTOSTHHOTO PeXXHMa BBEACHUs Oe3 IepepbiBa, U CKOpee SBJISETCS IUKIUIECKUM.

[0065] TepmuH «BKJAAbI B YHAKOBKY» OTHOCHTCSI K MHCTPYKLUSIM, OOBIYHO
BKJIA/IbIBA€MbIE B KOMMEPUYECKHE YIAaKOBKHM TEPANEBTUYECKUX NMPOAYKTOB, KOTOpBIE COAEpKaT
UHQOPMALIMIO OTHOCUTENIPHO TMOKa3aHWM, CIOCOOOB TNPUMEHEHHUs, ITO3MPOBKH, BBEICHUS,
KOMOWHHUPOBAHHOW Tepanuy, MPOTHBOMOKA3AHUH W/WIM MPEAyNpekIeHUH, KaCaroLIHXCs
NPUMEHEHHUS TAKUX TePAIeBTUYECKUX MPOIYKTOB.

[0066] Mcnonb3yemblii B HACTOSIIEM OMHCAHUN TEPMUH «MHANBHIYYMY» HIIH «CYOBEKT»
npeacrasisier coboii miekonuTaromee. «Miekonuraromee» A IeNedl JeYeHHs BKII0YaeT
JFOeH, MOMAIIHUX U CEJbCKOXO3SIICTBEHHBIX JKMBOTHBIX, W JKUBOTHBIX, CONEPIKAIIUXCS B
300MapKax, UCTIOJb3YEMBIX B CIIOPTHUBHBIX COCTSA3AHUSX, WJIM JOMAIIHUX MUTOMIIEB, TAKUX KaK
cobaky, JOMmMAnH, KPOJHKH, KPYMHBIH pOraThlii CKOT, CBHUHBH, XOMSKH, IMECUAHKH, MBbIIIH,
XOPBKH, KPBICHL, KOLIIKA M T.J. B HEKOTOPBHIX BapHAHTAX OCYINECTBICHUS HHANBHIAYYM HIIH
CyOBEKT MpeAcCTaBIsieT COOO0 YeoBeKa.

I1. Cnoco0sbi

[0067] Hacrosimee n3o0peTeHne OTHOCUTCS K Croco0am JieueHHs W/Hii MpOoQUIaKTHKH
anjeprudeckoro  3aboneBaHust a3 (HampUMep, — aJUIEPTUYECKOr0  KOHBIOHKTHBHTA,
KEPATOKOHBIOHKTUBUTA WJIM TUTAHTCKOrO MANWIISIPHOTO KOHBIOHKTHBHUTA) Y HHAUBHIYYMA,

BKJIFOYAOIUM BBEACHUEC UHAUBUAYYMY B(I)q)eKTI/IBHOFO KOJIMYCCTBA aHTUTECJIA IO HACTOSALIEMY
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N300pETEHNI0, KOTOPOE CBSI3bIBACTCSl C YEJNOBEYECKUM CHUIJIEKOM—8 (HalpuMep, aHTHTENO K
curiexy—8), Win KOMIIO3ULIMH, COAEpsKallell yKa3aHHble aHTUTeNa. B HEKOTOpBIX BapHaHTax
OCYIIECTBIICHHs] AHTUTENI0O HAXOMUTCA B (HapMaLEBTHUECKOW KOMIIO3HIMH, COIEepIKallei
aHTuTeN0 U  (papmMaleBTUYECKH TpUEMIIEMbI HOCHTENb. B  HEKOTOpBIX BapuaHTax
OCYLIECTBJICHUS] UHAUBUIYYMOM SIBJIIETCS YEJIOBEK.

A. Annepeuueckue 3aboneeanus a3

[0068] HekoTopble acmeKThbl HACTOSLIETO W300peTEHHs] OTHOCSATCS K MHIUBUAYYMam C
anjgeprudeckuM  3a0ojieBaHMEeM a3 (Hampumep, AaJUIePTUYeCKHUM  KOHBIOHKTHBHTOM,
KEePATOKOHBIOHKTUBUTOM WJIM THFAaHTCKUM MAMWUISIPHBIM KOHBIOHKTHBUTOM). B HEKOTOpBIX
BapHaHTaX OCYIIECTBJIEHUS Yy WHAMBUAYYMA aJJIeprU4YecKuil KOHBIOHKTUBUT. B HEKOTOpBIX
BapHaHTaX OCYIIECTBJEHHUS Y UHAUBUAYYMa aTOMUYECKUI KepaTOKOHBIOHKTUBUT. B HEKOTOpBIX
BapHaHTaX OCYLIECTBIICHUs Y WHAMBUIYYMa BECEHHUN KepaTOKOHBIOHKTHBUT. B HeEKOTOpBIX
BapHaHTaX OCYILIECTBJICHUs Y MHAUBUAYYMa TMTAHTCKUHN NaMUUISIPHBIM KOHBIOHKTUBHT.

[0069] B HekOTOpBIX BapHaHTaX OCYILIECTBJICHUS WHIWBHUIYYMY IIOCTABJICH HUArHO3
aJJIepru4eckoro KOHBIOHKTUBUTA. B HEKOTOpPBIX BapHaHTax OCYIIECTBIEHUS WHIUBUAYYM
MOJIBEP>KEH PUCKY Pa3BUTHUs aJlJIEPrHUECKOr0o KOHBIOHKTUBUTA. AJIIEPrUYeCKUil KOHBIOHKTUBUT
OTHOCUTCSl K PAAY QJUIEPIrHYECKUX 3a00JEeBaHMH TIJ1a3, XapaKTEPH3YIOIIHMXCS aJUIePrUYeCcKOi
peakumeli runepuyBcTBUTENbHOCTH | Tuma (T.e., omnocpenoBaHHOW IgE) KOHBIOHKTHUBBL
H3BecTHBI KaKk CE30HHBIE, TAK M KPYTJIOroAnyHbIe (POPMBI, BKIIOUAS CE30HHBIN aJIEPrUYeCKUNA
KOHBIOHKTUBUT, KPYIJIOTOAMYHBIA AJIEPrHUeCKUuil KOHBIOHKTUBUT (HAampUMeEp, aTOMUYECKUN
KOHBIOHKTUBUT WJIM aTOTTMYECKUH KePATOKOHBIOHKTUBHT) 1 BECEHHUH K€PAaTOKOHBIOHKTHBHUT.

[0070] B HEKOTOpBIX BapHaHTAaxX OCYIIECTBJICHUS WHAUBUIYYMY IOCTABJIEH IUArHO3
aTOMMYECKOIrO HWJIM BECEHHEr0 KEPAaTOKOHBIOHKTHBUTA WJIM Yy HErO0 HMMEETCs PUCK Pa3BUTHUS
aTOMMYECKOr0 WM BECEHHEro KepaTOKOHBIOHKTHBUTA. O0e (OpMbl KepaTOKOHBIOHKTHBUTA
XapaKTepU3YIOTCsl  aJUIEPTMYECKUM  BOCHAJEHMEM IJIa3HOM MOBEPXHOCTH, BKJIOYAs 3y,
NOKPACHEHHE, OTeK M BbIOENECHUs. Y JIIOJeH ¢ BECEHHUM KEPaTOKOHBIOHKTHBHTOM OOBIYHO
TaK)ke MPUCYTCTBYIOT I'MTAHTCKHE MaNUUIOMBI B Tap3aJbHON YacTH KOHBIOHKTHUBBI, TOTZAa Kak
IIPU aTONMUYECKOM KePAaTOKOHBIOHKTUBHUTE MMTAHTCKHE MalUUIOMbl MOTYT NMPUCYTCTBOBATh WU
Her (La Rosa, M, et al. (2013) Ital. J. Pediatr. 39:18). B TO Bpemsi kak BeCEHHHI
KEPAaTOKOHBIOHKTUBUT  HAONIOZAaeTcss  TOJNBKO B TEIUIYIO  TIOTOAY,  ATONMHYECKHi
KEPATOKOHBIOHKTUBUT MOKET HAOIIFOAAThCs MPAKTUYECKU 0€3 Ce30HHBIX KOJeOaHu .

[0071] B HexkoTOpBIX BapUaHTaX OCYILECTBJIEHHs WHAMBUIYYMY IOCTaBJE€H AHarHO3
TUTaHTCKOTO MaNUJUIIPHOIO KOHBIOHKTUBUTA WM Y HETO UMEETCs] PUCK Pa3BUTHUS TMTAHTCKOTO
NanWUIAPHOTO KOHBIOHKTUBUTA. [ MIaHTCKUIM ManvIBSIPHBIN KOHBIOHKTHBUT XapaKTepU3yeTCs
NanwuUIIPHON Tuneptpodueit (HampuMep, BepxXHel Tap3ajbHON 4YacTH KOHBIOHKTHBBI). Hacto
pasapaxenue u npoayuuposanue IgE BbI3BaHbI UCIIONB30BAHNEM KOHTAKTHBIX JIMH3, HAIIPUMeED,
M3—3a HAKOTUIEHUsI OeNKa 1/MIIN MEXaHMYECKOTO Pa3IparkKeHMs.

[0072] CumnTombl ajuleprudeckux 3a0oJieBaHUN TJla3 MOTYT BKIKOYaTh, 0€3
OTpaHUYEeHUs, 3yA KOHBIOHKTUBBI, TIOKPACHEHHWE KOHBIOHKTHUBBI, OTE€K KOHBIOHKTUBBI,

BBIACIICHUA M3 TIJia3, H3bA3BJICHUC (Haan/IMep, HU3BA3BJIICHUEC KOH"bIOHKTI/IBbI), CJIC30TCUCHUC,
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runepTpopuio Bek, KopkoobOpasoBaHue, cumONedapoH, dK3eMy B MEPHUOKYJSIpHOW o0iacTy,
Manapo3, (orodoburo, KepaTUT, THraHTCKHE MAMWUIOMBL, OOJb B TJla3aX, OLIyLICHHUE
MHOPOAHOTIO TeJa U KaTapakxTy.

[0073] TepMuHBI «3TaJOH» WIH «3TAJOHHOE 3HAYEHUE), WUCIOJIb3yEMbIE B HACTOSIIEM
OINUCAaHUU B3aMMO3aMEHSIEMO, MOTYT OTHOCUTBHCS K U3MEPEHMIO WM XapaKTePUCTUKE 3HAUEHHS
WM CHUMIITOMA Y MHAMBUAYyMa Oe3 ajyieprudeckoro 3a0ojeBaHus a3 (WM B TPYIIE TaKUX
UHIUBHAYYMOB). «OJTAJIOHHOE 3HAUEHHME» MOXeT ObITb  aOCONIOTHBIM  3HAYEHHEM,
OTHOCUTEJIbHBIM 3HAYEHHEM, 3HAYeHHEM, KOTOpPOe UMEeT BEPXHUH W/WIM HIDKHUI Tpenerw;
IVana3oHOM  3HAUEHWH; CPEeOHUM  3HAYEHWEM; MEOUAHHbIM  3HAYEHHEM, CpEIHUM
reOMETPHYECKIM 3HAYEHUEM, WM 3HAYeHHEM, 1O CPAaBHEHUIO C HMCXOIHBIM 3HAUYEHUEM.
AHajiornuHO, «0a30BOe 3HAYEHUE» MOXKET ObITh aOCOJIOTHBIM 3HAYEHHUEM, OTHOCHTEJIbHBIM
3HAYEHHEM, 3HAYeHHEM, KOTOpOE HMeEeT BEepXHHH W/WIM HIDKHUN Tpenen, IUama3oHOM
3HAYEHHWH; CPEIHUM 3HAYCHHUEM; MEIHAHHbIM 3HAYCHHEM, CPEOHHUM T€OMETPUYECKUM
3HAYEHHEM; WJIM 3HAYEHHEM I10 CPABHEHHMIO C 3TAJIOHHBIM 3HAUYEHHEM. DTAJIOHHOE 3HAYEHHE
MOJKET OBITh MOJIYYEHO IUIi OAHOTO WHAWUBUAYYMA, JABYX PA3HbIX WHIWBUAYYMOB WJIM TPYIIIIBI
WHIMBUAOB (HAarpuMep, TPYMIbI U3 ABYX, TPEX, YEThIpEX, MATH MK Ooee MHAUBHUAYYMOB). B
HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS STAJIOHHOE 3HAYEHHWE OTHOCHTCS K CTaHOAPTHOMY
3HAYEHHWIO WM OINOPHOMY IIOKA3aTeNl0 B JaHHOH oOmactn. B HEKOTOpBIX BapHaHTax
OCYIIECTBIIEHHS 3TAJOHHOE 3HAYEHHE OTHOCHTCS K 3HAYEHHUIO, pacCuuTaHHOMY de novo ams
OIHOTO WK O0Jiee MHANBUIYYMOB (Harpumep, 6e3 ajiepruueckoro 3a00ieBaHus Ii1a3).

[0074] B HEKOTOpPBIX BapUaHTaX OCYIIECTBIEHHUS COCKOO ¢ KOHBIOHKTHBBIL, MOJYYSHHbBIN
OT HUHIUBUAYYMA, COINEPKUT BS03MHOGMIBL AHaNM3 CoCcko0a KOHBIOHKTHUBBI Ha HaJH4ue
503MHO(UIOB MOXKHO HCIIONIB30BaTh Ui AMATHOCTHKH aJUIeprudeckoro 3aboyeBaHus Tjia3
(HampuMep, BECEHHEro KepaTOKOHBIOHKTHBHTA, Kak omucaHo B Bonim, S. et al. (2004) Eye
18:345-351); omnako uMHPUIBTpaLUs >03MHO(PIIOB MOXKET UMETh MeCTO B Oonee riyOOKuX
TKaHSIX KOHBIOHKTHBBI, KOTOpPBbIE HE JOCTYIHBI JJIsl MOBEPXHOCTHOrO cockoda (cm. Abelson,
M.B. et al. (1983) Arch. Ophthalmol. 101:555-556).

[0075] B HeKOTOpBIX BapuUaHTaX OCYIIECTBJIEHHs OOpas3er] ChIBOPOTKH, MOJyUYEHHBIH OT
WHIMBUAYYMa, WMeEeT TOBBbIMEHHbI ypoBeHb IgE mo cpaBHEHHMIO ¢ HHIUBUAYYMOM Oe3
aJJIeprudeckoro 3adojieBaHus a3, B HEKOTOPBIX BapuaHTaX OCYLIECTBIEHHs OOpaserl Cie3bl,
MOJIYYCHHBI OT MHIMBHIYYMAa, HMEET IOBBIIICHHbIH ypoBeHb IgE mNoO cpaBHeHHIO C
WHIMBUAYYMOM 0Oe€3 ajiepruyeckoro 3aboseBaHus ria3. Meronsl nsmepenus: yposHeil IgE B
oOpasue cie3pl M3BECTHBI B JNAHHOH 00JacTH, CM., HAIpUMep, UMMYHOXpoMarorpaduyueckuii
tect Allerwatch® nns ompenenenust obmero yposus IgE B cmesnoit skupkoctu (Hitachi
Chemical Co.). Meroasl usmepenusi ypoHeil IgE B oOpasiie ChIBOPOTKHM TaK)Ke H3BECTHBI B
DaHHOW oOnacTu (Hampumep, COHABUY—PATUOMMMYHOAHAIN3), U OIMCAaHBl HOPMAJIbHBIE
AMana3oHsl 11 cpenHel koHueHTpamu IgE B oOpasie ChIBOPOTKH, MONYYEHHOM OT MAI[HEHTOB
pasHoro Bo3pacta (cM. Homburger HA: Allergic diseases. In Clinical Diagnosis and Management
by Laboratory—Methods. 21st edition. New York, WB Saunders Company, 2007, pp. 961-971).

[0076] B HekoTOpBIX BapuUaHTaX OCYILIECTBJIEHMS ANIUIMKAIIMOHHBIN HAKOXXHBIA WM
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BHYTPUKOXHBII TECT Ha aJUIEPTHIO, BBINOJHIEMbIH IMyTeM BBEACHUS WHAMBUAYYMY aJlUIepreHa,
NPUBOAUT K ajuteprudeckoil peakuuu. CrocoObl BBIMOJHEHHS aNIUIMKALMOHHOTO HAKOXXHOTO
(Harmpumep, TpUK—TeCTa, CKapupUKaLUK, MYHKIUA WIM [PUMEHEHHe IUIACThIps) U
BHYTPUKOXXHOTO (HampuMep, BHYTPUAEPMAIBHOIO) TECTAa HAa AIJIEPTHI0 H3BECTHBI B JTAHHOMN
obnactu. Kak mpaBuiio, HeOONbIIOE KOJIUYECTBO OAHOTO WM Oojiee aJIepreHOB BBOIST B
HeOoMbIIyI0 00MacTh KOXM (HAIpUMep, amUIMKALMOHHBIM MM BHYTPUKOXKHBIM CIOCOOOM,
TAaKUM KaK YKOJ WIVION WIM WHBEKLHs), IMOCJIEe 4Yero Bpad OCYLIECTBIISET HAONIOJEHHE Ha
HAJIMYME QJUIEPTUYECKON peakuuu (Hampumep, TOKPAaCHEeHUs, OTeKa, 3yaa, OOpa3oBaHUs
BOJIABIPEH U T.71.). B HEKOTOPBIX BapuaHTaX OCYLIECTBICHUS aJIEPrHYecKasi PeakLus YKa3bIBaeT
Ha IgE—onocpenoBannyro peakuuto. [Tpu anneprudeckux 3a001eBaHUSIX IJ1a3 aANTUIAKALUOHHBIN
HAKOXKHBIA WMJIM BHYTPHUKOXKHBIH TECT HA aJUIEPTHE0 MOXKHO BBINOJHATH JUIS  OLIEHKH
THIIEPYYBCTBUTEIBHOCTH K COIEPIKAIIMMCS B BO3yX€ ajUlepreHaM, BKIIKOYast, 0e3 OrpaHHYeHHUS,
IBIJIEBBIX KJIEIIEH, MEPXOTH TOMALTHHUX KUBOTHBIX U MBUIBITY.

B. Peaxyus na neuenue

[0077] B HeKOTOPBIX BapHaHTAaX OCYIIECTBJICHHUS BBEACHHUE MHIAUBUAYYMY, KaK OMUCAHO
B HACTOSIIIEM JOKyMeHTe (HampuMep, WHAMBUAYYMY C aJUIEPTUYECKUM 3a00JIeBAaHHEM IJIa3),
3¢ (eKTUBHOrO KOJIMYECTBA OMMCAHHOTO B HACTOSIIEH 3asBKE aHTUTENA, KOTOPOE CBS3bIBAETCS
YEJIOBEYECKUM C CHTJIEKOM—8 (Hampumep, aHTHTENA K CUTIIEKY—8), YMEHbIIAeT OAWH WK Oonee
(marmpumep, omuH uim Oojee, nBa wiu Oonee, Tpu wuiam Oojee, deTelpe wind Oonee W T.1.)
CHUMIITOMOB Y HHIMBUAYYMA TI0 CPABHEHUIO C UCXOIHBIM YPOBHEM JI0 BBEJIEHHS aHTHTEJIA.

[0078] Tepmmunbl «0a30BBI ypOBeHb» WM «0a30BOE€ 3HAUEHHE», B3aMMO3AMEHIEMO
UCTIONIBb3YEMBIE B HACTOALIEM JOKYMEHTE, MOT'YT OTHOCUTBCS K M3MEPEHHIO UJTH XapaKTEPUCTHKE
CHUMIITOMa TIIepe]l BBEIEHHEM Tepanuu (HampuMep, aHTUTeNa K CUIJIeKy—8) WM B Hadale
BBeleHUs1 Tepanus. McXonHOe 3HaueHHE MOXKHO CPaBHUTh C ATAJIOHHBIM 3HA4Y€HHUEM MJIs
OIIpEAENIeHNs] YMEHBIIEHUs] WM OOJerdyeHus CHMITOMA aJIeprudeckoro 3aboneBaHus IJas,
paccMaTpUBAEMOro B HACTOSLIEM AOKYMEHTE. DTAJOHHOE 3HAYEHUE W/MJIM UCXOIHOE 3HAYSHHE
MOTYT OBITh MOJYYEHBI OT OJHOTO YEJIOBEKA, OT JBYX Pa3HBIX JIIOJAEH WM OT IPYIIIbI JIOEH
(HampuMep, TPYIIBI U3 ABYX, TPEX, YETHIPEX, MATH MM 00Jiee HHIMBHIYYMOB).

[0079] Peakumro Ha JiedeHHe y WHIUBHIYYMOB C aJJIEPTHYECKUM 3a00JeBaHHEM TIJia3
MOJKHO OLIEHUTh CIIOcOOaMu, U3BECTHBIMU B TaHHOH obsactu. Harpumep, peakiyst Ha JiedeHue y
UHIMBUAYYMa C  ajieprudeckuM  3adosieBaHueM TJa3  (HampuMmep,  ajuleprUYecKuM
KOHBIOHKTHBUTOM, KE€PATOKOHBIOHKTHBUTOM 17001 TUTAHTCKUM NaNMUJUIIPHBIM
KOHBIOHKTUBUTOM) MOJKET NPEACTaBIsITh COOOH yMEHbLIEHHE WM OcjialieHue odoro u3
OINHCAHHBIX B HACTOALICH 3asBKe CUMNTOMOB. CHMITOMBI aJIEPTHUECKOro 3a00JIeBaHUs a3
MOTYT BKJIIOUYaTh, 0€3 OrpaHMYEHHs, 3yJl KOHBIOHKTHBBI, NMOKPACHEHHE KOHBIOHKTHBBI, OTEK
KOHBIOHKTUBBI, BBIICJICHUST W3 TIJ1a3, W3bSA3BICHHE, CIIE30TeUeHHe, THIepPTPOPUI0 BeK,
KOpKooOpaszoBaHue, cumbiedapoH, 3K3eMy B MEPUOKYJISIpHON obyacTu, Manapos, porodobduro,
KEPaTUT, TUTAaHTCKHE MaNIJIOMbl U KaTapakTy. Peakiys Ha JeueHne MOKeT MPUBECTH K MOJTHON
pemuccun (CR), wuactuunoit pemuccun (PR) wnmm xmmanueckomy yayumenuro (CI)

annepruueckoro  3aboneBaHus a3 (HampumMep, — AJIEPrU4eCKOro  KOHBIOHKTHBHTA,
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KE€PATOKOHBIOHKTUBHUTA WJIM TUTAHTCKOTO MANMJUIPHOrO KOHBIOHKTUBUTA) Y HHAUBUAYYMA.

[0080] B nanHO# 0b61acT TEXHUKU W3BECTHBI CIIOCOOBI M3MEPEHUS PEAKLIUU Ha JIUeHUE
anjeprudeckoro  3aboneBaHust a3 (HampuUMep,  aJUIEPTUYECKOTO  KOHBIOHKTHBHTA,
KEPATOKOHBIOHKTUBUTA WM THUTAHTCKOrO MNAaNWUIAPHOrO KOHBIOHKTHUBUTA). Hampumep,
crocoObl M3MEpPEeHUs] PeaKLMM Ha JIEYSHHEe MOTYT BKJIKOYaTh, 0€3 OrpaHHYEHUs, YMEHbIICHHUE
OIHOro Wi Ooyiee KIMHUYECKUX CHMIITOMOB (HAIpUMEp, ONMHCAHHBIX BBIIIE), B3SITHE COCKOOA
KOHBIOHKTUBBI (HAaIpuMep, AJISl NeTEeKTUPOBAHUS 303MHO(UIIOB) U TecTupoBaHue yposHs IgE B
o0pasiax ChIBOPOTKH HM/WJIHM CJIE3HOM KUIKOCTU. B HEKOTOPBIX BapHAHTAX OCYIIECTBJICHUS IS
OLIEHKM CHMIITOMOB, CBSI3aHHBIX C aJUIepruueckuM 3aloseBaHneM TJia3  (Hampumep,
aJJIEeprUYeCKUM KOHBIOHKTHBUTOM, KEPAaTOKOHBIOHKTUBUTOM HJIM TUTAHTCKUM NaNWLISPHBIM
KOHBIOHKTUBUTOM) HCIIONIB3YETCSl ONPOCHUK HA HalW4Yhe CHMIITOMOB aJIeprH4ecKoro
koHbOHKTHBUTA (ACS).

C. Bseoenue

[0081] [nst mpoduIakTUKH WM JiedeHHs] 3a0O0JieBaHUSI COOTBETCTBYIOINASl 1034
aKTUBHOTO areHta OyAerT 3aBHUCETb OT TUMa 3a00JIeBaHMs, MOJICKAIIETO JICUEHUIO, Kak
OTNPENEeNeHO BBIME, TSDKECTHM M TeUeHUs 3a00NeBaHUs, OT TOrO, BBOAWTCS JIM AreHT IS
PO HIAKTHIECKON MITH TEPANIEBTHUECKON LIeJH, PEAIEeCTBY IO EeN Tepaniy, UCTOpUN O0JIe3HN
NalyeHTa U peaklyy Ha Ipenapar, U OT YCMOTPEHHUs Jieyallero spada. AreHT COOTBETCTBEHHO
BBOAST WHAMBUAYYMY 3a OJMH pa3 WM B TEYEHHE HECKOJIbKHUX Mpouenyp. B HekoTopwix
BApHAHTAX OCYLIECTBJEHUS WHTEPBAJ] MEXKAY BBEACHUSMM OIMCAHHOTO B HACTOSIIEH 3asBKe
aHTUTENA K CUTJIeKY—8 (HarpuMep, aHTUTENa, KOTOPOE CBA3BIBAETCS C YEJIOBEYECKHM CUTTIEKOM—
8) cocraBnseT MPUMEPHO OIUH MecALl WM Oonee. B HEKOTOPBIX BapuaHTax OCYLIECTBIEHUS
UHTEPBAJl MEXJy BBEJEHUSMHU COCTABJISIET NPUMEPHO ABAa Mecsla, NPUMEPHO TPU MeECALA,
NPUMEPHO YeThIpe MeCsla, NMPUMEPHO MSATh MECSLEB, MPUMEPHO IIEeCTh MeCsLeB Wi Oolee.
Hcnonb3yeMblii B KOHTEKCTE HACTOSAIIEr0 H300pETEHHS WHTEpBaJl MEXIy BBEICHUSIMH
OTHOCHUTCSI K MEePHOAY BPEMEHU MEXIy OJHHM BBEIEHHEM aHTUTEJA U CIEAYIOLIUM BBEICHUEM
anTuTena. Mcrnonb3yemblii B KOHTEKCTE HACTOSINETO HM300peTeHMsT MHTEPBaJ, COCTABJISIFOIIUN
NPUMEPHO OAMH MECsI, BKIOYaeT 4deTbipe Hemenu. COOTBETCTBEHHO, B HEKOTOPBIX BapHUaHTaX
OCYIIECTBJIEHUS] HHTEpBAall MEXAY BBEIEHUSMU COCTaBJIsIET IPUMEPHO YEThIpe HeAenHy,
NPUMEPHO MATH HeZeNb, IPUMEPHO LIeCTh HeZeNb, IPUMEPHO CEMb Hefellb, IPUMEPHO BOCEMb
Heslellb, IPUMEPHO JIEBATh He/elb, IPUMEPHO JeCATh HeleNb, MPUMEPHO OJUHHAALATh HEAEeb,
NPUMEPHO JIBEHAJLaTh Helelb, IPUMEPHO LIECTHAALATh HeZellb, MPUMEPHO JBaJLaTh HEAelb,
NPUMEPHO IBAALATH YEThIpe Henenn Win Oojiee. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
JleueHHe BKJIIOYAET HECKOJIbKO BBEACHUN aHTUTeNa, MPUYEM HHTEpBall MeX1y BBEIEHUSMU
MOKET BapbupoBaTh. Hampumep, uHTEepBaa1 Mexy NEpPBbIM BBEIEHHEM U BTOPBIM BBEAEHHEM
COCTaBJIsI€T MPUMEPHO OJWH MeCsl, a WHTEepBajbl MEXAY TMOCIEeNyIOUNMA BBEACHUSIMU
COCTABJIAIOT IPUMEPHO TPU Mecslia. B HEKOTOPBIX BapHaHTaX OCYILECTBIEHUS HHTEPBAI MEXIY
NEPBBIM BBEJIEHUEM U BTOPBIM BBEACHHEM COCTABJISIET IPUMEPHO OJIUH MECSL, HHTEPBAJ MEXKIY
BTOPbIM BBEAECHHUEM U TPETbUM BBEIEHUEM COCTABJISIET MPUMEPHO ABA MECSLA, & WHTEPBAJIbI

MCXKAY MNOCICAYHIHUMU BBCACHUAMHU COCTABJIAIOT IMPUMEPHO TPpHU MECALA. B HEKOTOPBIX
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BapHUAHTaX OCYINECTBJIEHUs ONMMCAHHOE B HACTOSIIEH 3asBKE aHTUTENO K CUTIIeKy—8 (Hampumep,
AHTUTEJNIO, KOTOPOE CBSI3BIBAETCS C YEJIOBEUECKHM CUTJIEKOM—8) BBOAST B (PUKCUPOBAHHOHN 103€.
B HexoTOpbIX BapuaHTax OCYLUECTBJIECHUs ONMKMCAHHOE B HACTOSLIEH 3asiBKE AHTUTENO K CUITIEKY—
8 (Hampumep, AaHTUTENO, KOTOPOE CBS3BIBAETCS C HYENIOBEUECKUM CHUIJIEKOM—8) BBOIAT
UHAUBUIYYMY B n03e oT npumepHo 0,1 mMr mo npumepno 1800 mMr Ha no3y. B HekoTOpBIX
BapUAHTAX OCYLIECTBJICHUs aHTHTENIO K CUIJIEKY—8 (HalpuMep, aHTHTENIO, KOTOPOE CBSI3bIBAETCS
C YeJIOBEYEeCKUM CHIJIEKOM—8) BBOASAT MHAMBUAYYMY B 103€, PaBHOH NPHUMEpPHO JIOOOH u3
cnenyromux 103: 0,1 mr, 0,5 mr, 1 mr, 5 mr, 10 mr, 20 mr, 30 mr, 40 mr, 50 mr, 60 mr, 70 mr, 80
mr, 90 mr, 100 mr, 150 mr, 200 mr, 250 mr, 300 mr, 350 mr, 400 mr, 450 mr, 500 mr, 550 mr, 600
mr, 650 mr, 700 mr, 750 mr, 800 mr, 850 mr, 900 mr, 950 mr, 1000 mr, 1100 mr, 1200 mr, 1300
mr, 1400 wmr, 1500 wmr, 1600 mr, 1700 mr u 1800 mMr Ha mo3y. B HekOTOpbIX BapuaHTax
OCYIECTBIIEHHsI OTMMCAHHOE B HACTOSIIIEH 3asiBK€ aHTHTEJO K CUTJIEKY—8 (HampuMep, aHTUTEJIO,
KOTOPOE CBSI3bIBAETCSI C YEJIOBEYECKUM CUTIIEKOM—8) BBOISAT HHAUBUAYYMY B J103€ OT MPUMEPHO
150 mo mpumepno 450 mr Ha Ao03y. B HEKOTOpBIX BapHaHTax OCYLIECTBJEHUS AHTUTENO K
CUrjeky—8 (HampuMep, aHTHTENO, KOTOPOE CBS3BIBAECTCS C YEJIOBEYECKHM CUTIIEKOM—8) BBOIST
UHIMBUAYYMY B J03€, PABHOW MPUMEPHO JIFOOOH m3 cnenyromux a03: 150 mr, 200 mr, 250 wr,
300 mr, 350 mr, 400 mr u 450 Mr Ha 703y. B HEKOTOPBIX BapHaHTaX OCYLIECTBJIEHUSI ONMHCAHHOE
B HACTOSIIEH 3asBKE AHTHTEJO K CHIJIeKy—8 (Hampumep, aHTUTENO, KOTOPOE CBSI3BIBAETCS C
YeJIOBEYECKUM CUTJIEKOM—8) BBOAAT UHAMBHAYYMY B 703€ OT npumepHO 0,1 MI/KT 10 MpuUMepHO
20 Mr/kr Ha 103y. B HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHHs OIMCAHHOE B HACTOSLIEH 3asiBKE
AaHTUTENIO K CHUIJIeKYy—8 (Hampumep, AaHTUTENO, KOTOPOE CBA3BIBAETCS C UEJIOBEUYECKUM
CHUrJIeKOM—8) BBOZAAT MHAUBUAYYMY B 103e OT npumepHo 0,01 mr/kr no npumepHo 10 Mr/kr Ha
103y. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHHUsS ONHUCAHHOE B HACTOALIEH 3asBKE aHTUTENO K
curiexky—8, (Harmpumep, aHTUTENO, KOTOPOE CBA3BIBAETCA C YEJIOBEUECKUM CUTJIEKOM—8) BBOISAT
UHIUBHAYYMY B n103e oT mpumepHo 0,1 mr/kr no mpumepno 10 mr/kr wiam ot npumepso 1,0
MI/Kr 1o npumepHo 10 wmr/kr. B HEKOTOpbIX BapHaHTax OCYLIECTBJIEHHsS OMHCAHHOE B
HACTOSIIIEHN 3asiBK€ AHTUTENIO K CHUIJIEKy—8 BBOAST MHAMBHUAYYMY B 1103€, MPUMEPHO PaBHOMN
naro0oi u3 cnenyromux a03: 0,1 mr/kr, 0,5 mr/kr, 1,0 mr/kr, 1,5 mr/kr, 2,0 mr/kr, 2,5 mr/kr, 3,0
mr/kr, 3,5 mr/kr, 4,0 mr/kr, 4,5 mr/kr, 5,0 mr/kr, 5,5 mr/kr, 6,0 mr/kr, 6,5 mr/kr, 7,0 mr/kr, 7,5
mr/kr, 8,0 mr/kr, 8,5 mr/kr, 9,0 mr/kr, 9,5 mr/kr uau 10,0 Mr/kr. Moxer ObITh HUCIOJb30BaHA
mr00ast 3 OMHMCAHHBIX BBIIIE YaCTOT AO3UPOBaHUs. B crocobax M MpUMEHEHHSIX KOMITO3ULIHIA,
OMHCAHHBIX B HACTOSIIEH 3asBKE, MOJKHO HCIIOJIb30BaTh JIFOOYIO ONMHCAHHYIO BBIIIE YacTOTY
no3upoBaHusi. J(PPEKTHUBHOCTb JIEYEHHS OIMUCAHHBIM B HACTOAIIEH 3asBKE aHTUTEIOM
(HarmpuMep, aHTUTENIOM, KOTOPOE CBSI3BIBAECTCS C YEIIOBEUECKUM CUTIIEKOM—8) MOYKHO OLIEHHUTH C
MOMOIIBIO JIFOOOT0 ONMHMCAHHOTO B HACTOSIICH 3asBKE METOAA WIJIM aHAJN3a, BBIIOJIHIEMOTO C
UHTEpPBAJAMU OT HENEeNM N0 TpeX MecsueB. B HEeKOTOpBIX BapuUaHTax OCYLIECTBJICHUS
3¢ (eKTUBHOCTD JIeYeHUs] (HANpUMeEp, YMEHBbIIEHHE WU OOJIerdYeHHe OIHOro WM Oojee
CHUMIITOMOB) OLIEHHBAIOT IMPHMEPHO OIWH pa3 B MeCsIL, NPUMEPHO KaXble IBa MeCALa,
MPUMEPHO KaXKAble TPU MECSLA, MPUMEPHO KaXXAble YEThIPE MECALA, NIPUMEPHO KaXKAble ISTh

MECALCB, IPUMEPHO KaXXAbIC HICCTb MECALICB UIIN OoJiee mocie BBCACHHS aHTUTECJIA, KOTOPOC
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CBSA3BIBAETCS C YEJIOBEUECKUM CHUIJIEKOM—8. B HEKOTOpBhIX BapHaHTax OCYIECTBICHUS
¢ exTuBHOCTL JiedeHus: (HampuMep, yMEHbIIeHWE WM OOJIerieHne OJHOro wWim Oolee
CHMIITOMOB) OILIGHHUBAIOT MPHMEPHO KAXKAYK HEEeN0, NPUMEPHO KaKIple [BE HEIeNH,
IPUMEPHO KaXkAble TPU HENENIH, NIPUMEPHO KaXk[ble UYeThIpe HENENH, MPUMEPHO KaKIble MATh
Hezlellb, IPUMEPHO KaK/ple LIeCTh HeNelb, IPUMEPHO KaKIble CEMb HEZeNb, IPUMEPHO KaXKIble
BOCEMb HEJENb, NPUMEPHO KaXKAble NAEBATb HEAENb, NPUMEPHO KaXKAble [ECSATb HeNelb,
MPUMEPHO KaXKIble OJMHHAALATh HEAENb, MPUMEPHO KaXable ABEHANLATh HENENb, PUMEPHO
KaXable LIECTHAALATh HeNeNb, MPUMEPHO KaXk[ble ABAALATH HeNelb, NPUMEPHO KaXIble
IBA/ILATh YEThIpE HeZeNU Hn Ooiee.

[0082] B HeKOTOpBIX BapHaHTAaX OCYIIECTBJICHHS OIMUCAHHOE B HACTOSIICH 3asiBKE
AHTHUTEJIO K CHUIJIeKy—8 (Hampumep, AaHTHTENO, KOTOPOE CBS3BIBAETCS C YEJIOBEUYECKUM
CUTJIEKOM—8) BBOIST MHIUBHAYYMY €XKEMECSIYHO B A03¢ 70 3,0 MI/KI MyTeM BHYTPHBEHHOM
uH(}py3un. B HEKOTOpPBIX BapHaHTaX OCYIIECTBIIEHHsI OMHUCAHHOE B HACTOSLICH 3asBKE aHTHTEIO
K CUTJIeKY—8 (HarpuMep, aHTHTEJIO, KOTOPOE CBA3BIBAECTCS C UEJIOBEYECKUM CUTIIEKOM—8) BBOIST
WHAWBUIYYMY €XEMECSIUHO B J03e 10 3,0 MI/KT myTeM MOAKOKHON WHBEKIUH. B HEKOTOpBIX
BapHUAHTaX OCYINECTBJICHHUs ONMMMCAHHOE B HACTOSINEH 3asBKE aHTUTENO K CUTIIEKYy—8 (Hampumep,
AHTHUTEJNIO, KOTOPOE CBSI3bIBAETCS] C UEIOBEUYECKUM CHUTJTIEKOM—8) BBOISIT MHANUBUIYYMY KaXKIble
4eTbIpe Heleau B 103€ 10 3,0 MI/Kr myTeM BHYTPUBEHHOH MH(QY3UH. B HEKOTOPBIX BapuaHTax
OCYIIECTBIIEHHsI OTIMCAHHOE B HACTOSIIEH 3asiBKE aHTUTENO K CUIJIEKY—8 (HanmpuMep, aHTUTEJIO,
KOTOpPO€ CBSI3bIBAETCS] C YEJIOBEUECKHM CHUITIEKOM—8) BBOIAT MHAUBUAYYMY KaXKAble UE€TBIpE
Heneu B 103e 10 3,0 MI/KT IyTeM MOJKOKHOH HHBEKLINU.

[0083] OmnucanHble B HACTOSINEH 3asBKE€ AaHTUTENA, KOTOPbIE CBSI3BIBAIOTCS C
YeJIOBEUECKUM CHUTJIEKOM—S, MOTYT OBbITh HCIIOJBb30BAHbBI IO OTAEIbHOCTH WM B KOMOHHALMHU C
APYTMMH areHTaMH B OINMCAHHBIX B HacTosmied 3asBke crnocodax. Hampumep, anTHTENO,
KOTOPOE€ CBSA3BIBAETCS C UEJIOBEUECKUM CUITIEKOM—8, MOKHO BBOJUTH BMECTE€ C OJHUM WIIU
Oonee (HampuMep, OOHUM K OoJiee, IByMsl Ml OoJjiee, TpeMst itk OoJiee, YeThipbMsl T OoJiee
U T.J.) JOTOJHUTEIbHBIMH TEPANEBTUYCCKUMHU areHTAMH JUIs JICUEHUs] W/WIH TPOQHUIaKTHKH
amjgeprudeckoro  3aboneBaHust a3 (HampuMmep, — aJUIEPTUYeCKOr0  KOHBIOHKTHBHTA,
KEePATOKOHBIOHKTUBUTA WJIM THTAHTCKOTO MAMMIUIIPHOTO KOHBIOHKTHBHTA). PaccmarpuBaemMble B
HACTOSIIIEH 3asBKE TEPANeBTHUECKUE areHThbl BKIIOYAKOT, 0€3 OrpaHHuYeHHs, KOPTHKOCTEPOUS
(Harmpumep, OyAECOHHN, T1eKCaMETa30H, THAPOKOPTH30H, METHIINPEIHU3OJIOH, MTPEIHI30JI0H WIIN
MPEeIU30H), AHTUTHCTAMUHHOE CpencTBO (HAmpuMep, JIeBOKaOACTHHA TUAPOXJIOPUI WJIH
OJIOTIATaJINH), KeTOTU(EH, a3eaCTHH, STMMHACTUH, OEMOCTaTHH, LIUKJIOCIIOPUH U HECTEPOHIHOE
npoTtuBoBocnanutensHoe cpenctso (HIIBIT, NSAID).

[0084] Takwme, yka3aHHbIE BBINIE, BUAbI KOMOWHHUPOBAHHOW Tepamuyl BKIFOYAOT
KOMOWHHPOBAHHOE BBEIeHHE (IIPU KOTOPOM J1Ba WK OOJiee TePareBTUIECKUX areHTa BKIIFOYEHBI
B OAMH M TOT JX€ WJIN OTJENbHbIE COCTABBI) M Pa3leIbHOE BBEACHUE, NPH KOTOPOM BBEICHHE
aHTHUTENA TI0 HACTOSIILEMY H300PETEHHIO MOXKET IMPOUCXOAUTh 10, OAHOBPEMEHHO H/HIIU TOCIHe
BBEJICHUS OJHOrO WM 0oJiee IOMOJIHUTENbHBIX TEPaNeBTUUYECKUX areHToB. B HEKOTOpBIX

BapuaHTax OCYHICCTBIICHU BBEACHUE OIMMMCAHHOI'O B HaCTOﬂH_Ieﬁ 3asABKE€ aHTUTECIIA K CI/IFJ'IeKy—8 u
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BBEJICHUE OJHOIO WM OOJiee IOMOJIHUTENbHBIX TEPaNeBTUYECKHX areHTOB IPOUCXOIUT B
npenenax MPUMEPHO OJHOTO Mecslla, NPUMEPHO ABYX MECALIEB, NPUMEPHO TPEX MECSILEB,
IPUMEPHO YeTBIPEX MECSLEB, MPUMEPHO IATH MECALIEB WJIM NPUMEPHO LIECTH MecsueB. B
HEKOTOPBIX BapUaHTAX OCYLIECTBJICHUs BBEJEHHE ONMMCAHHOIO B HACTOALIEH 3asiBKE aHTHUTENA K
CUITIEKy—8 ¥ BBEIEGHHE OJIHOrO MM 00Jiee JOMOJHHUTENIbHBIX TEPANeBTUUECKHX AareHTOB
IIPOUCXOAMT B Mpefesax IPUMEPHO OAHON HeleaH, IPUMEPHO ABYX Heleb WIH NPUMEPHO Tpex
Hezenb. B HEKOTOpBIX BapHaHTax OCYILECTBIEHHUS BBEAEHHE ONHCAHHOIO B HACTOALIECH 3asiBKE
aHTHUTENa K CHUIJIEKy—8 W BBEIEHHE ONHOro Wi 0ojiee IOMOJHUTEIbHBIX TEePAreBTHYECKHX
areHTOB MPOUCXOAUT B Ipeesax NPUMEPHO OAHOTO AHs, MPUMEPHO ABYX AHEH, MPUMEPHO Tpex
JHEW, IPUMEPHO YeThIpeX JHEH, IPUMEPHO IATU AHEN WIN IPUMEPHO IIECTU JHEH.

[0085] AmnrtuTena x curieky—8 w/wiM oauH WM Oojiee  TOTOJHHUTENbHBIX
TEPANeBTHYECKUX AareHTOB MOJKHO BBOAMTH JIFOOBIM MOIXOASALINM CIIOCOOOM BBEIEHUS,
U3BECTHBIM B JIaHHOW oOnacTtu, BKJIOYas, O€3 OrpaHWYEHHUs, NEepPOPAIbHOE BBEICHUE,
NOIBS3BIYHOE BBENEHHE, TPAHCOYKKAJIbHOE BBENEHHE, TOMWYECKOE BBEIEHHUE, PEKTAIbHOE
BBEJIEHUE, MHTaJSIMOHHOE BBEIEHME, TPAHCAEPMAJbHOE BBEAEHHE, MOAKOXKHYIO HHBEKLHUIO,
BHYTPUKOXXHYIO MHBEKIHIO, BHYTpUBEHHYIO (IV) MHBEKLNIO, BHYTPHAPTEPHAIBbHYIO HHBEKLIHIO,
BHYTPUMBIIIEYHYIO HMHBEKLHNIO, BHYTPHUCEPAEUHYIO WHBEKLUIO, BHYTPUKOCTHYIO HHBEKLUIO,
BHYTPUOPIOLIMHHYIO HMHBEKIHIO, TPAHCMyKO3aJIbHOE BBEACHHE, BarvHAJIbHOE BBEICHUE,
BHYTPUBEHHOE BBEJIEHUE, BHYTPHUCYCTaBHOE BBEIEHHUE, MEPUAPTUKYJISAPHOE BBEJEHUE,
JIOKaJIbHOE BBENIEHHUE, aNTUIMKAILIMOHHOE HAKOXKHOE BBEIEHHE UJIH JTFOOble NX KOMOMHALIHH.

D. Aumumena

[0086] B HekoTOpBIX acmekTax HacTosilee H300peTeHHue OTHOCHUTCS K BbIIEJICHHBIM
aHTUTENIaM, KOTOpBI€ CBSI3bIBAIOTCA C YEJIOBEYECKMM CHIJIEKOM—8 (HarmpuMmep, aHTHTEIaM—
aroHHCTaM, KOTOPOE CBS3BIBAIOTCS C YEJIOBEYECKUM cHUIieKoM—8). B HeKOTOphIX BapHaHTax
OCYLIECTBJICHHSI OIIMCAHHOE B HACTOSIIIEH 3asBKE aHTHTEJNIO K CUTJIEKY—8 MMeeT OIHy N OoJiee
U3 CJAENYIOIIMX XapakTepucTHK: (1) CBA3BIBAETCS C YEJIOBEUECKUM CUTIIEKOM—8; (2) CBSI3bIBAETCSI
C BHEKJIETOYHBIM JOMEHOM 4YeJIOBeYeCKOro curiieka—8; (3) CBS3BIBACTCA C YENOBEUECKUM
curiiekoM—8 ¢ 0oJyiee BBICOKUM CPOACTBOM, Y€M MBIIIHHOE aHTUTENO 2E2 w/uiu MbIIHHOE
antuteno 2C4; (4) CBs3bIBAETCS C YENIOBEYECKUM CUTTIEKOM—8 ¢ 0oJiee BBICOKOW aBHIHOCTHIO,
yeMm MmbinuHoe aHtuteno 2E2 w/unm wmeimmboe antureno 2C4; (5) cornmacHo pesynibTraTtam
aHaM3a TEPMUYECKOro casura wumeer 1, mnpumepro 70-72°C wmum Bbime, (6) uMeer
NOHMKEHHYIO CTeNeHb (YKO3WJIMPOBAHUS WM  sBIsieTCs  He(PYKO3WIHpPOBaHHBIM; (7)
CBSI3BIBAETCS C YEJIOBEUECKUM CHIJIEKOM—S, 3KCIPECCHPYEMbIM Ha 303MHO(IIAX U UHAYLHPYET
anonTo3 303uHO(UIOB; (8) CBA3BIBAECTCS C YEIOBEYECKHUM CHITIEKOM—8, SKCIPECCHPYEMbIM Ha
TYYHBIX KJIETKAX M UCTOINAET WJIM YMEHBIIAET KOJIUYECTBO TYUHBIX KJIETOK; (9) CBSA3BIBAETCS C
YEJIOBEUECKHUM CHUTJIEKOM—8, SKCIIPECCHpPYeMbIM Ha TY4YHBIX KieTkax, u uHruoupyer FceRI-
3aBHCHMYI0  AKTUBHOCTb TYYHBIX KJETOK (HampuMep, BBICBOOOXKIEHHE T'HCTAMHUHA,
BbIcBOOOKIeHne PGD,, mpurok Ca”* w/um BEICBOGOKIEHHE -rexco3zamuHuAa3el U T.1.); (10)
CKOHCTpyupoBaHo st yiayumienuss aktuBHOCTH ADCC; (11) cBsI3bIBaeTCS C YENIOBEYECKUM

CUIJIEKOM—8, SKCIPECCUPYEMBbIM Ha TYYHBIX KJIETKAaX, W yOWUBaeT Ty4HbIE KIETKH 3a CUeT
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aktuBHOocTH ADCC (in vitro w/mnu in vivo); (12) cBs3pIBaeTCsl ¢ CUTIIEKOM—8 4YeJIOBEKa U
npuMarta, He sBIsIoLIerocss 4enoBekoM; (13) cBsa3bIBaeTcs ¢ IOMEHOM |, TOMEHOM 2 W/uiH
JOMEHOM 3 4YeJlOBEYEeCKOro CHUIjeka—8 WM CBA3BIBAETCA C MOJUIENTUAOM CHUIIIEKa—S,
cozepKaliuM JOoMeH 1, noMeH 2 w/unm AOMeH 3 4YeJoBEYeCKOro CHriieka—8 (Hampumep,
OMUCAaHHBIMH B HACTOsIIEH 3asBKe CIUTbIMU Oenkamu), u (14) ucToImaeT akTUBUPOBAHHbBIE
s03uHoduibl ¢ ECsy, MenbmnM no cpaBHeHuto ¢ ECsy mbimuboro antutena 2E2 wnm 2C4.
JIroboe u3 anturen, onucaHHbiXx B mareHTe CIITA Ne 9546215 w/umu WO2015089117 moryt
HAWTU TPUMEHEHHE B CrMoco0ax, KOMIMO3MLMUSAX U HAaOOpaxX, NMPEACTABICHHBIX B HACTOSIIEM
U300pETEHHH.

[0087] B onHOM U3 acmeKTOB HACTOsIIee N300PETEHHE OTHOCUTCS K AHTUTEIaM, KOTOpbIE
CBS3BIBAIOTCA C YEJOBEUYECKUM CHUINIeKOM—8. B  HEKOTOphIX BapuaHTax OCYILECTBIEHMUS
n300peTeHNs YeIOBEUECKUN CUTIIEK—8 COIEePIKUT aMHHOKUCIIOTHYIO TocienoBaTebHOCTh SEQ
ID NO: 72. B HeKOTOpbIX BapHaHTaxX OCYILIECTBJIEHUS HYEIOBEUECKUI CHUTJIEK—8 CONEPKUT
aMUHOKHUCJIOTHYIO mnocienoBaTenbHocTh SEQ ID NO: 73, B HekoTOpbhIX BapuaHTax
OCYIIECTBJIEHUs] ONHUCAHHOE B HACTOsILENH 3asBKE AHTHUTENIO CBS3bIBAETCA C YEJIOBEYECKUM
CUTJIEKOM—8, SKCIIPECCUPYEMbIM Ha TYUYHBIX KJIETKaX, U UCTOIIAET WM YMEHbIIAeT KOJIUYECTBO
TYYHBIX KJIETOK. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUs OMNMCAHHOE B HACTOsALIEH 3asiBKe
AHTUTEJIO CBS3bIBAETCSI C YEJIOBEUECKUM CUTTIEKOM—8, 3KCIIPECCUPYEMBIM Ha TYYHBIX KIJIETKaX, U
MHTUOUPYET ONMOCPENOBAHHYIO TYYHBIMH KJIETKAMH aKTHUBHOCTb.

[0088] B omHOM u3 acmekTOB HM300pEeTeHHe OTHOCHTCS K aHTUTENaM, KOTOpbIE
CBSA3BIBAIOTCA C 4YEJIOBEYECKUMM CHUINIEKOM—8. B HEKOTOpBIX BapuaHTax OCYILECTBIICHMUS
YEJIOBEUECKUI CUTJIEK—8 COAEPIKUT aMUHOKUCIOTHYIO nocnenoBarenpbHocTs SEQ ID NO: 72. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJIEHUSI YEJOBEUECKUN CUTNIEK—8 COAEPKUT aMHHOKUCIOTHYIO
nocienosatenbHOCTh SEQ ID NO: 73. B HEKOTOpPBIX BapuUaHTax OCYLIECTBJIECHUS ONMHUCAHHOE B
HACTOsIIIEHN 3asiBK€ aHTUTENIO CBA3BIBAETCS C SIIUTONOM B JIOMEHE | 4eloBeuecKOro curieka—s,
npuyeM IOMEH | ComepKUT aMUHOKHCIOTHYIO mnocienoBarenbHocTh SEQ ID NO: 112. B
HEKOTOPBIX BapHAHTaX OCYLIECTBJIEHHUS OMHCAHHOE B HACTOSIIEH 3asBKE aHTUTEJO CBSI3bIBAETCS
C ONWUTONIOM B JIOMEHE 2 4YeJIOBEUECKOr0 CUrJeKa—8, TMpuyYeM JOMEH 2 COAEPXKUT
aMUHOKHUCIOTHYKO nocnenosarenbHocTs SEQ ID NO: 113, B  HekoTOpeIX BapHuaHTax
OCYILIECTBJIEHHUs] ONTMCAHHOE B HACTOSIIEHN 3asBKEe aHTUTENIO CBSI3bIBAETCS C SMUTOIOM B IOMEHE
3 4enoBEYECKOrO CUIIIEKa—8, MpU4YeM JOMEH 3 COAEP>KUT aMHUHOKHCJIOTY IMOCJIEeI0BATEIbHOCTD
SEQ ID NO: 114. B HekoTOpBIX BapHaHTaX OCYLIECTBJIEHUS] ONHCAHHOE B HACTOsALIEH 3asBKe
AHTHUTEJNIO CBA3BIBAECTCS CO CIUTHIM OenkoM, copepxkamumM amuaokuciory SEQ ID NO: 116, Ho
HE CBS3BIBAETCS CO CIMTHIM OenkoM, copep:kaummM amuHokuciaotry SEQ ID NO: 115. B
HEKOTOPBIX BapHaHTaxX OCYLIECTBJIEHUS OMUCAHHOE B HACTOsALIEH 3asiBKE€ aHTUTENO CBS3bIBAETCS
co cmuThiM OenkoMm, comepskamum amuHokuciory SEQ ID NO: 117, HO He CBs3bIBae€TCS CO
ciuTeiM OenkoM, comeprkamum amuHokucinoty SEQ ID NO: 115. B HekoTOpsIX BapuaHTax
OCYILECTBIICHHs ONMMCAHHOE B HACTOSINEH 3asBKE aHTUTENO CBSI3bIBAETCS CO CIHMTHIM OEIKOM,
comepxkamuM amuHOKUCIOTY SEQ ID NO: 117, HO He CBS3BIBA€TCS CO CIUTBIM OEJIKOM,

comgepxxamum amuHokucaory SEQ ID NO: 116. B HekoTOpbIX BapUaHTaxX OCYILECTBJICHMS
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OMMCAaHHOE B HACTOSALIEH 3asBKE AaHTUTENIO CBA3BIBACTCS C JIMHEMHBIM JIHUTONOM BO
BHEKJIETOYHOM JOMEHE 4YeJIOBEYECKOro CHUrjieka—8. B HEKOTOpBIX BapUaHTaxX OCYLIECTBJICHUS
ONMCAaHHOE B HACTOALIEH 3asBKE AHTUTENIO CBA3BIBAETCA C KOH(POPMALMOHHBIM 3MUTOIOM BO
BHEKJIETOYHOM JOMEHE 4YeJIOBEYECKOro CHUrieka—8. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS
ONMUCAaHHOE B HACTOSLIEH 3asBKE AHTUTENO CBS3BIBAETCS C YEJOBEYECKHM CHIJIEKOM—S,
SKCIPECCUPYEMBbIM Ha 303MHO(MIAX, W UHAYLHPYET aronTo3 303MHO(IIOB. B HEkoTOphIX
BAPMAHTAX OCYIIECTBICHUS] ONHCAHHOE B HACTOSLIEH 3asBKE AHTUTEIO CBA3BIBAECTCA C
YEJIOBEUECKUM CHUINIEKOM—8, 3KCIPECCUPYEMbIM HA TY4YHBIX KJI€TKAaX, M HCTOLIAET TYYHBbIE
KJIETKM. B HEKOTOpBIX BapuaHTax OCYIIECTBJIEHMs OMUCAHHOE B HACTOSIUEH 3asiBKE aHTUTENO

CBSI3BIBAETCS C 4YEJIOBEUYECKUM CUTJIEKOM—8 OKCIIPECCUPYEMBIM Ha TYYHBIX KJIETKax, H

>
UHTUOUPYET OIMOCPENOBAHHYIO TYYHBIMH KJIETKAMH aKTHBHOCTb. B HEKOTOPBIX BapHaHTaxX
OCYIIECTBJIEHUS] ONHUCAHHOE B HACTOsILNEH 3asBKE AHTUTENO CBSI3bIBAETCA C UYEJIOBEUECKUM
CHUTJIEKOM—8, SKCIPECCHPYEMBbIM Ha TYYHBIX KJIETKaX, W yOWBaeT Ty4dHbIE KIETKH 3a CUeT
akTuBHOCTH ADCC. B HEKOTOpBIX BapUaHTax OCYIECTBJIEHHs OMHCAHHOE B HACTOsSILLIEH 3asiBKe
AHTHUTEJIO MCTOLIAET TYYHbIE KJIETKH U MHTHOUPYET aKTHUBALMIO TYYHBIX KJIETOK. B HEKOTOpBIX
BapHAaHTaX OCYIIECTBIEHMs] OINHUCAHHOE B HACTOsILIEH 3afBKE AaHTUTENO UCTOLIAET
AKTUBUPOBAHHbIE 303MHOPWIBI M WHTHOMPYET AaKTUBALMIO TYYHBIX KJIETOK. B HEKOTOpBIX
BApPUAHTAaX OCYIIECTBJICHUS OIMCAHHOE B HACTOALIEH 3asBKE AaHTHUTENO (HAmpumep,
He(PYKO3MIMPOBAHHOE AHTHUTENO K CUTJIEKYy—8) MUCTOINAeT 303MHOMUIBI B KPOBH U MHTHOMPYET
AKTHUBALIUIO TYUHBIX KJIETOK.

[0089] Hacrosimee m3oOpeTeHre OTHOCUTCS K BBIIEJICHHOMY AHTUTENy K CHUTJIEKy—S8,
KOTOpPO€ CBSI3bIBAETCA C CHUIJIEKOM—8 4eJOBeKa W IpPHUMAaTa, HE OTHOCSIIEroCs K 4YeNOBEKY.
Wnentudukarust aHTUTEN C KPOCC—PEAKTUBHOCTBIO B OTHOIIEHUH PUMATOB ObLia ObI MOJIE3HON
IJ1s1 AOKJIMHUYECKOTO TECTUPOBAHMSI AHTUTEN K CUIVIEKY—8 y IPHUMATOB, HE OTHOCSALIUXCA K
4yeJoBeKy. B omHOM U3 acnekToB M300peTeHne OTHOCHUTCS K aHTHTENaM, KOTOPBIE CBSI3BIBAIOTCS
C CHIJIEKOM—8 TpuMara, He OTHOCSINErocs K 4eloBeKy. B onHOM M3 acmekToB u3o0peTeHue
OTHOCHUTCSI K aHTUTENaM, KOTOpble CBSI3BIBAIOTCA C CHUIJIEKOM—8 dYesloBeKa M CHUIJIEKOM—8
NpUMaTa, He SIBJSIFOLIErOocs 4YelIOBEKOM. B HEKOTOpBIX BapuUaHTaxX OCYINECTBIEHHUS CHUIJIEK—S
NpUMaTa, He SBJSIOLIEroCs YeJNIOBEKOM, COJEP>KUT AMUHOKHUCIIOTHYIO MOCe10BaTeIbHOCTh SEQ
ID NO: 118 unu ee yacte. B HeKOTOpBIX BapHaHTaX OCYILIECTBJIEHUs CUTJIEK—8 MpuMaTa, He
SIBJISTFOLLIETOCS YEJIOBEKOM, CONEPKUT aMHUHOKHUCIIOTHYIO nocieaosaTenbHocTh SEQ ID NO: 119
WM ee 4acTb. B HEKOTOpBIX BapHaHTax OCYILECTBJEHUs MPUMAT, HE SIBISAIOLIUNCS YEJIOBEKOM,
npeacrasisier coboil maBuaHa (Hampumep, Papio Anubis). B HekoTOphIX BapuaHTax
OCYIIIECTBJIEHUS] AHTUTENO, KOTOPOE CBSI3bIBAETCS C UYEJIOBEUECKHUM CUIJIEKOM—8 U CUTTIEKOM—3
IIpUMaTa, He SIBJISIIOIIErocs YeOBEKOM, CBSI3bIBAETCSI C SMUTONOM B JOMEHE 1 4enoBedecKoro
curinexka—8. B NOMOIHUTEIPHOM BapuaHTE OCYLIECTBJIEHMs OMEH 1 4eloBeuecKoro curieka—8
COZIEP’KUT aMHHOKHCIOTHYIO nocienoBaTenbHOCTh SEQ ID NO: 112, B HeKOTOpBIX BapuaHTax
OCYIIECTBJICHUS] AHTUTENO, KOTOPOE CBSI3bIBAETCS C UEJOBEYECKUM CHUINIEKOM—8 U CUTTIEKOM—3
IIpUMAaTa, He SIBJIAIOILErocs YeOBEKOM, CBSI3bIBAETCSI C SMUTONOM B JOMEHE 3 4eJIOBEYECKOro

curjieka—8. B mOmoJHUTEIFHOM BApHUAHTEC OCYLHCCTBJICHUS NOMCH 3 4eJI0BEYECKOro CUriieKka—8
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COZIEP>KUT aMMHOKHCIOTHYIO nocienoBaTenbHOcTh SEQ ID NO: 114, B HekOoTOpBIX BapuaHTax
OCYIIECTBJICHUS] AHTUTENO, KOTOPOE CBSI3bIBAETCS C UYEJIOBEUECKHUM CHUITIEKOM—8 U CUTTIEKOM—3
npuUMaTa, He SBIISIOLIEroCs 4YeJIOBEKOM, IPENCTaBIsAeT COOOH I'yMaHH3MPOBAHHOE AaHTUTEJIO,
XHUMEPHOE aHTUTENO WM YeJOBEYECKOE aHTUTENO. B HEKOTOpBIX BapHMaHTaX OCYLIECTBIIECHUS
AHTUTEJIO, KOTOPOE CBSI3bIBAETCS C YEJOBEUECKUM CHUIVIEKOM—8 M CUIJIEKOM—8 IpHUMaTa, He
SIBJISIFOILETOCS] Y€JIOBEKOM, MPECTaBIsieT cOO0I MBIIMHOE aHTUTENIO. B HEKOTOPBIX BapHaHTax
OCYILIECTBJICHHs] AaHTUTENIO, KOTOPOE CBA3BIBAETCS C YEJOBEUECKUM CHUIVIEKOM—8 U CUIJIEKOM—Y
MpUMAaTa, He SIBJISIOIIErOCs YeJIOBEKOM, MPEACTABIIsIET COOOM YenoBeueckoe antureno IgGl.

[0090] B ogHOM M3 acreKTOB OMUCAHHOE B HACTOSIIEH 3asiBKE aHTUTENO K CUTJIEKY—8
NPEACTaBIsieT COOOW MOHOKJIOHAJBHOE AaHTUTENO. B OZHOM W3 acCmeKTOB OMNHCAHHOE B
HACTOSIIIEH 3asiBKE aHTUTENIO K CUTJIeKy—8 mpencTaBisieT coO0ol gparMeHT aHTuTena (BKIIFOYast
AHTUTeHCBS3BIBAOIININ (hparMeHT), Hanpumep, ¢pparment Fab, Fab'-SH, Fv, scFv wiu (Fab’),. B
OJTHOM H3 AacHeKTOB OINMCAHHOE B HACTOALIEH 3asBKE AHTUTENO K CHUIJIEKy—8 COAEp>KUT
¢parmeHT anTUTENa (BKJIFOUYAs aHTUTEHCBS3bIBAOIIUN (parmeHT), Hanmpumep, pparment Fab,
Fab'-SH, Fv, scFv unu (Fab'),. B onHOM 13 acniekTOB ONMCAaHHOE B HACTOSINEH 3asBKE aHTHTEIO
K CUrJIeKy—8 mpencTaBisieT coO00l XuMepHOe, T'YMaHU3UPOBAHHOE AaHTHUTENO HIIH YEJIOBEUECKOe
aHTUTeNo. B ONHOM M3 acmekToB JHO0OOE W3 ONMUCAHHBIX B HACTOSINEH 3asBKE AHTUTEN K
CUTJIEKY—8 SIBJISIETCS OUMLIEHHBIM.

[0091] B omHOM wu3 acmekToB MPEACTABJIEHbl AHTHUTENA K CHUIJIEKY—8, KOTOpbIE
KOHKYPUPYIOT C MBILIMHBIM aHTUTEJIOM 2E2 1 MbIINHBIM aHTUTEN0M 2C4, CBSI3bIBAIOIIMMUCS C
curnekom—8. Takke mpencTaBieHbl aHTUTENA K CUINIEKY—8, KOTOpBIE CBSI3BIBAIOTCSA C TEM K€
SMUTOMNOM, 4YTO U MblluHbIe aHTuTena 2E2 u 2C4. Mbiuunbie antutena Kk curiieky—8, 2E2 u
2C4, onucanbl B marente CIIIA Ne 8207305; marente CIIIA Ne 8197111, marente CIIA.
7871612 n nmarente CIIIA Ne 7557191.

[0092] B onHOM M3 acmekTOB IMpeACTaBlIeHbl AaHTUTENA K CHUIJIeKy—8, KOTOpbIe
KOHKYPHPYIOT C JIFOOBIM OMHMCAaHHBIM B HACTOSILIEH 3asBKEe aHTUTEJIOM K CHIJIEKy—8 (Hampumep,
HEKA, HEKF, 1C3, 1H10, 4F11, 2C4, 2E2) 3a cBsa3biBaHue ¢ curiekomM—8. Takxke
NPEACTABJICHbI AHTUTENIA K CUIJIEKY—8, KOTOPBIE CBSI3bIBAIOTCS C TEM K€ SMHUTOIOM, YTO U JIF0O0e
U3 OMHUCAHHBIX B HACTOsIeH 3asiBke aHtuten k curieka—8 (Hampumep, HEKA, HEKF, 1C3,
1H10, 4F11, 2C4, 2E2).

[0093] B ogHOM U3 acCmeKTOB HACTOSIIEe H300pETeHUe OTHOCUTCS K MOJIMHYKIICOTHIIAM,
KOAMPYIOIIUM aHTHUTEeNA K CUriieky—8. B HEKOTOpBIX BapuaHTax OCYLIECTBJIEHUs MPEICTaBJIECHbI
BEKTOPBI, COAEp Kallle MOJUHYKICOTHAb], KOAUPYIOIUE aHTUTeNa K cUrieky—8. B HekoTopbIx
BapHaHTaX OCYLIECTBJIEHHUS IPEICTaBlIeHbl KJIETKH—X035€Ba, COJEpiKallue Takue BEeKToprl. B
APYrOM acHeKTe HACTOsIIee N300PETeHNEe OTHOCUTCS K KOMITO3ULUSIM, COMEPIKAIUM aHTUTeNa K
CUTNIeKy—8 WM IMOJMHYKJIEOTHIbI, KOAUPYIOIIME aHTUTena K curiieky—8. B HekoTopbIx
BapPHUAHTAX OCYLIECTBJIEHHs] KOMIIO3HMLHUS MO HACTOSINEMY HM300pPETEHUIO MPEACTaBIsIET COOOMH
(bapMareBTHIECKYI0 KOMITO3ULIMIO IS JIEUEHHsI aJlJIEPTUYecKoro 3a00neBaHus a3 (Hanpumep,
aJJIeprUYecKOro KOHBIOHKTHBUTA, KEPATOKOHBIOHKTUBUTA WJIM TUTAHTCKOIO MalUJUISIPHOTO

KOH”bIOHKTI/IBI/ITa). B HEKOTOPBIX BapHaHTax OCYHECTBJICHUA KOMIIO3ULUA II0 HACTOALIEMY
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U300peTeHNI0 MpeacTaBisieT coOol (papManeBTHYECKYI0 KOMIO3UIHUIO ISl MPO(IIAKTUKH
anjgeprudeckoro  3a0oneBaHust  rya3  (HampuMmep,  aJUIEPTUYECKOTO  KOHBIOHKTHBHTA,
KE€PAaTOKOHBIOHKTUBUTA WJIM THTIAHTCKOTO MaNMIIAPHOTO KOHBIOHKTUBUTA).

[0094] B onHOM u3 acmeKTOB HACTOsINee H300pETeHHE OTHOCUTCS K aHTUTENy K
curseky—8, conepxamemy 1, 2, 3, 4, 5 wim 6 nocnenosarenpHocTeil HVR MblmmHOr0o antuTena
2C4. B omHOM M3 aCMeKTOB HACTOsLIee H300peTeHHe OTHOCHUTCS K AHTHTENY K CUTIIEKy—S8,
conepxawmemy 1, 2, 3, 4, 5 wiu 6 nocaeposarenbHocTe HVR mpimnboro anturena 2E2. B
HEKOTOpBIX BapuaHTax ocymectsieHnss HVR npencrasnser cobori CDR no Kabat wnu CDR no
Yorua.

[0095] B omHOM W3 acmeKTOB HACTosllee H300pETeHHe OTHOCHUTCS K aHTHTENy K
curieky—8, coaepxkamemy 1, 2, 3, 4, 5 unmn 6 nocaegosarenbHocteilt HVR mMbimmHOro anturena
1C3. B omHOM M3 acMeKTOB HACTOsIIee M300pEeTEeHHE OTHOCUTCS K AHTHTENy K CHUIJIeKy—S8,
coaepxkawmemy 1, 2, 3, 4, 5 unu 6 nocnenosarenpbHocTe HVR mbiunnoro antutena 4F11. B
OJHOM U3 AacCHeKTOB HACTOsIIee H300peTeHne OTHOCHUTCS K AaHTHUTEeNy K CHIJIEKy—S,
coaepxkawmemy 1, 2, 3, 4, 5 unu 6 nocaenosarenbHocTed HVR mMpimuboro anturena 1H10. B
HEKOTOpBIX BapuaHTax ocymectsieHnss HVR npencrasiser coboii CDR no Kadat wiu CDR no
Yorua.

[0096] B HeKOTOpBIX BapHaHTAaX OCYIIECTBICHHUS OMUCAHHOE B HACTOSIIEH 3asBKE
AHTHUTEJIO CBA3BIBAETCS C BMUTONOM B JOMEHE | ueIoBeuecKoro curieka—8§, mpuueM aoMeH 1
COZIEP’KUT aMMHOKHCIOTHYIO nocienoBaTenbHOCTh SEQ ID NO: 112, B HekoTOpeIX BapHaHTax
OCYIIECTBJICHUS] ONIMCAHHOE B HACTOSIILEN 3a8BKE aHTUTENIO CBSI3bIBAETCS C SMIUTOIOM B IOMEHE
2  4YenoBEUECKOrO  CHUIVIEKa—8, Tpu4YeM JOMeH 2  COAEPXKUT  aMHHOKHCIOTHYIO
nocnenosaTenbHOCTs SEQ ID NO: 113. B HeKOTOpbIX BapHaHTaxX OCYIIECTBJIEHUS ONMHCAHHOE B
HACTOSIIIEN 3asiBKE€ aHTUTENIO CBSA3BIBAETCS C SIUTOIOM B JOMEHE 3 UeJIOBeUeCKOro curieka—s,
npUYeM AOMEH 3 COIEP>KUT aMUHOKHCIOTHYIO nocienosarenbHocts SEQ ID NO: 114.

[0097] B HekOTOpbIX BapHUaHTaX OCYLIECTBIIEHHS OIMCAHHOE B HACTOSIIEH 3asBKe
AHTHUTEJNIO CBSA3BIBAECTCS CO CIUTHIM Oenkom, copepxamuM amuHokucinoty SEQ ID NO: 116, Ho
HE CBS3BIBAETCS CO CIMUTHIM OenkoM, comepxamquMm amuHokuciotry ¢ SEQ ID NO: 115. B
HEKOTOPBIX BapHAaHTaX OCYLIECTBJIEHHUS OMHCAHHOE B HACTOALIEH 3asiBKE€ aHTUTEJNO CBSI3bIBAETCS
co crmuThiM Oenkom, conmepskamum amuHokucyiory SEQ ID NO: 117, HO He CBs3bIBaeTCS CO
ciuTeiM OenkoM, comeprkamuMm amuHokucinoty SEQ ID NO: 115. B HEKOTOpBIX BapuaHTax
OCYIECTBIIEHHsI OMMMCAHHOE B HACTOSINEH 3asBKE aHTHUTENO CBS3BIBAETCS CO CIIUTHIM OEJKOM,
conepxkamuM amuHOKUCIOTY SEQ ID NO: 117, HO He CBS3BIBA€TCS CO CIUTBIM OEJKOM,
conepsxamum aMmuHokucinoty SEQ ID NO: 116.

[0098] B npyrom acriexte HacTosiiee H300peTeHrne OTHOCUTCSI K aHTUTEY K CHUTJIeKy—S,
conepskaeMy BapradeTbHy0 00JIaCTh TSDKENION Henu U BapralOeabHyr 00JacTh JIETKOW IIeTH,
npuueM BapualenbHast o0jacTe Tsokenod wenu conmepxkut (i) HVR-HI, comepxamyro
aMUHOKUCJIOTHYO TocnenoBarenpbHocTe SEQ ID NO: 88, (i1)) HVR-H2, conmepxamyro
AMUHOKUCJIOTHYIO TocnenoBarenbHocTs SEQ ID NO: 91, u (ii1)) HVR-H3, conepsxkaryro

aMUHOKHUCJIOTHYIO mocienoBaTenbHOCTh SEQ ID NO: 94; w/unu BapuabenbHasi 001acTh JIETKOM
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uenu coaepxkut (1) HVR-L1, conmepxkaimyro aMUHOKUCIOTHYIO mocienoBaTenbHOCTh SEQ ID
NO: 97, (i) HVR-L2, conepkamyo aMUHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 100,
u (111) HVR-L3, conepsxamuii amMuHOKUCIOTHYIO nocienosarenbHocts SEQ ID NO: 103. B
HEKOTOPBIX BaPUAHTAX OCYIIECTBJICEHUS ONMHCAHHOE B HACTOSIIIEH 3asBKEe aHTUTENO CBS3bIBAETCS
C OMUTONIOM B JOMEHE 2 UYeJlOBEYeCKOro CHIJIeKa—8, TMpUYeM JOMEeH 2 CONEPKUT
aMHHOKHUCIIOTHYIO nocnenoBarenbHocTs SEQ ID NO: 113.

[0099] B npyrom acnekte Hacrosiiee H300peTeHne OTHOCUTCS K aHTUTENY K CUTJIeKy—S,
cozeprkalieMy BapradeTbHy 00JIaCTh TSIKENON 1enu U BapuadesbHyr 00JacTh JIETKOW IEMH,
npuueM BapuabenbHas o0jacTh Tsokenod wnenu comepxkut (i) HVR-HI, conmepxkamnyro
aMUHOKHUCJIOTHYO TocnenosareiapbHocTh SEQ ID NO: 89, (i) HVR-H2, conmepxamnyro
aAMUHOKHUCJIOTHYO TochenosarenpbHocTh SEQ ID NO: 92, wu (iii)) HVR-H3, conepskaiyro
aMUHOKHUCJIOTHYIO TocienoBaTenbHOCTh SEQ ID NO: 95; w/unu BapuabenbHasi 00NaCcTh JIETKOU
uenu copepxkut (i) HVR-L1, conmepxkamyro amMuHOKUCITOTHYIO TocienoBaTeabHOcTh SEQ ID
NO: 98, (ii) HVR-L2, conepamyro aMUHOKHCIOTHYIO niocienosarenbHocTs SEQ ID NO: 101,
u (ii1) HVR-L3, conepxamuii aMHHOKUCIIOTHYIO TocienosarenbHocTs SEQ ID NO: 104. B
HEKOTOPBIX BaPUAHTAaX OCYIIECTBJICHUS] OMHCAHHOE B HACTOSIIIEH 3asBKE aHTHTENO CBS3bIBACTCS
C OSNHUTONIOM B JOMEHE 3 YeJOBEYECKOrO CHrjieKa—8, TpUYeM JOMEH 3  CONEPIKUT
aMUHOKHUCJIOTHYHO nociefosarenpbHocTs SEQ ID NO: 114, B  HekoTOprIX BapuaHTax
OCYIIECTBIIEHHsI OMHMCAHHOE B HACTOALIEH 3asBKE AHTUTENIO CBS3BIBAECTCS C YEJIOBEUECKUM
CUTJIEKOM—8 M CUTJIEKOM—8 MPUMATa, He SBJISIOLIEr0Cs YE€JIOBEKOM.

[0100] B npyrom acnekTe HacTosIee H300peTeHne OTHOCUTCS K aHTUTENy K CUIJIEKY—8,
cozepskaleMy BapraOeapbHy0 00JIaCTh TSDKENION LenHu U BapraOeabHyI 00JIacTh JIETKOW ey,
npudeM BapuabenpHas obOnactb Tspkenoi uenu comepxkut (i) HVR-HI, conmepxkamyro
aMUHOKHUCJIOTHYKO TocnenosarenbHocTe SEQ ID NO: 90, (ii) HVR-H2, conmep:xxainyro
AMHHOKHUCIIOTHYIO0 mochenoBarenbHocTh SEQ ID NO: 93, u (iii) HVR-H3, coxepxkainyro
aMUHOKHUCJIOTHYIO TiocenoBaTenibHocTh SEQ ID NO: 96; w/unu BapuabenbHasi 00J1aCTh JIETKOM
uenu copepxkut (i) HVR-L1, conmepxkamyro aMUHOKUCIOTHYIO mochenoBatenbHocTh SEQ ID
NO: 99, (ii)) HVR-L2, copepamiyto aMUHOKUCIOTHYIO nocnenoBareabHocTh SEQ ID NO: 102
u (ii1) HVR-L3, comepxkamyro aMHHOKUCIOTHYHO nocienosatenbHoct SEQ ID NO: 105. B
HEKOTOPBIX BapHAHTaX OCYIIECTBJICHUS AHTUTENO CBS3BIBAETCS C SIHUTONOM B JOMEHe |
YeJIOBEYECKOrO CUTJIeKa—8, mpu4eM TOMEH | COmep KUT aMUHOKHCIIOTHYIO TTOCJIEA0BATEIbHOCTD
SEQ ID NO: 112. B HeKOTOpBIX BapUaHTax OCYLIECTBJICHHUs AHTUTENO CBS3bIBAETCS C
YeJIOBEYECKUM CUTJIEKOM—8 U CHIJIEKOM—8 MPUMATa, HE SIBIIOLIETOCS YEJIOBEKOM.

[0101] B omHOM W3 acmekTOB HacTosimee H300peTeHHe OTHOCUTCS K aHTUTENy K
CHUrJIeKy—8, comeprkamieMy BapuaOelbHYI0 OONACTh TSDKENOH Lenmu U BaphaOenbHYI0 O0NacThb
JEerKOM 1enu, npuydeM BapuadenpHast oOmacTe Tspkenod wnemu comepxur (1) HVR-HI,
COIEepIKAly0 aMHUHOKUCIIOTHYIO mnocienoarenbHocts SEQ ID NO: 61, (i) HVR-H2,
COIepsKaIy0 aMHUHOKUCIIOTHYIO mnocienoarenbHocth SEQ ID NO: 62, u (ii1) HVR-H3,
COIEp KAIYI0 aMHHOKHUCJIOTHYI mnocienoBarenbHocTe SEQ ID NO: 63; w/wimu npudem

BapuadenbpHast odnacth jerkoi uernu cogepxut (1) HVR-L1, comepxxainyto aMUHOKHUCIOTHYIO
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nocnenosarenbHOCTE SEQ ID NO: 64, (1) HVR-L2, coxepxkamyr aMUHOKHUCIOTHYIO
nocienosarenbHoct SEQ ID NO: 65, u (11) HVR-L3, copepskainyro aMHHOKHUCIOTHYIO
nocaepoBareabHOCTh SEQ ID NO: 66.

[0102] B omHOM H3 acmekTOB HAcTosllee H300PETeHHEe OTHOCHUTCS K aHTHTENy K
CHUIJIeKy—8, conmeprkaiieMy BapuabenbHYI0 00JacTh TSDKEIOH Lenu U BapHadenpHyr o0jacTb
JIETKOM 1enu, mnpuyeM BapuabenbHast oOmacTh Tspkenon wenu coxepxur (i) HVR-HI,
COIEpIKaIly0 aMHUHOKHUCIOTHYI mnocnenosarenbHocts SEQ ID NO: 61, (ii)) HVR-H2,
CONEPIKAIYI0 aMUHOKUCIIOTHYIO mnocnenoBareabHocth SEQ ID NO: 62, u (iii) HVR-H3,
COZEPIKALIYI0 aMHHOKHCIIOTHYIO TOCJIEIOBATENbHOCTb, BhIOpanHyro n3 SEQ ID NO: 67-70;
w/umu npudeM BapuabenbHas obnacTh jerkoi uenu comep:xkut (i) HVR-L1, comepskamnyro
aMUHOKHUCJIOTHYKO mocnenosarenpbHocTh SEQ ID NO: 64, (ii)) HVR-L2, conepskaiyro
aMUHOKHUCJIOTHYEO mocnienosarepbHocTh SEQ ID NO: 65, u (ii1)) HVR-L3, conepskarryro
aMUHOKHUCJIOTHYIO nocnenosatenbHocTs SEQ ID NO: 66.

[0103] B omHOM H3 acmekTOB HAcTosilee H300pETeHHe OTHOCHUTCS K AHTUTENy K
CUrJIeKy—8, comeprkamieMy BapuaOelbHYIO OONACTh TSDKENOH Lenmu U BapuaOenbHYI0 O0NacTb
JerKol 1enu, npuydeM BapuadenbHast oOmacTe Tspkenod wnenu coxepxur (1) HVR-HI,
COIEp Kaly0 aMHUHOKHUCIIOTHYIO mnocienoarenbHocth SEQ ID NO: 61, (i) HVR-H2,
COIep KaIy0 aMHUHOKUCIOTHYI mnocienoarenbHocte SEQ ID NO: 62, u (ii1) HVR-H3,
COIEepsKaly0 aMHHOKHUCJIOTHYI mnocienoBarenbHocTe SEQ ID NO: 63; w/wiu npudem
BapuadenbpHast obnacth jerkoi meru copep:xur (1) HVR-L1, comepixainyto aMUHOKHCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 64, (i) HVR-L2, coxepxkamyr aMUHOKHUCIOTHYIO
nocienosarenbHoct SEQ ID NO: 65, u (11) HVR-L3, copepkainyr0 aMHHOKHUCIOTHYIO
nocnegoBarenbHocTh SEQ ID NO: 71.

[0104] B opyrom acrmekte HacTosiee n300peTeHrne OTHOCUTCS K aHTHTENTy K CHIVIEKy—3,
copepikameMy BapuabenbHyI0 00IacTh TSKENOH 1eNu U BapruadeabHyI0 00J1acTh JErKOH LiemH,
npudeM BapuabesnbHas o0jacTb Tsokenod wnenu comepxkut (1) HVR-HI, conmepxkamnyro
aMUHOKHUCJIOTHYKO TocnenosareapbHocTh SEQ ID NO: 61, (ii)) HVR-H2, conmepxamryro
AMUHOKHUCJIOTHYO TochenoBatebHocTh SEQ ID NO: 62, u (iii)) HVR-H3, conepskaiyto
AMHHOKHUCJIOTHYIO TOCJIEAOBATENIbHOCTh, BhiOpaHHyo u3 SEQ ID NO: 67-70; w/unu npuyuem
BapuabespHast obnacth jerkoi wmeru comep:xut (1) HVR-L1, comep:kainyto aMUHOKUCIOTHYIO
nocnenosatenbHOCTE SEQ ID NO: 64, (i) HVR-L2, coxepxkamyr aMUHOKUCIOTHYIO
nocienosarenbHoctb SEQ ID NO: 65, m (1i1) HVR-L3, copepkaiyro aMHHOKHUCIOTHYIO
nocaenoBarenbHocTh SEQ ID NO: 71.

[0105] B apyrom acnekTe HacTosIIee n300peTeHne OTHOCUTCS K aHTUTENY K CUTJIEKy—8,
colepskaleMy BapradeTbHy 00JIaCTh TSDKENION Henu U BapradebHYr 00J1acTh JIETKOU eIy,
npuueM BapuabenpHass o0jacte Tsokenod wenu comepxkut (1) HVR-HI, conmepxamnyro
aMUHOKUCJIOTHYO TocnenosarenpHocTe SEQ ID NO: 88, (i1)) HVR-H2, conmepxamnyro
AMUHOKUCJIOTHYIO TocienoBarenbHocTs SEQ ID NO: 91, u (ii1)) HVR-H3, conepsxkaryio
aMUHOKUCJIOTHYIO nocienosarenbHOoCcTh SEQ ID NO: 94; u/unm BapuabenbHY0 00JacTh JIETKOM

uenu coxepxkut (1) HVR-L1, conmepskaiyto aMHHOKHCIOTHYIO mociienoBarenbHocTe SEQ ID
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NO: 97, (i1) HVR-L2, conepkamyo aMUHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 100,
u (ii1)) HVR-L3, comepskarnyro aMUHOKUCIOTHYIO nocnenosarenbHocTs SEQ ID NO: 103.

[0106] B npyrom acnekTe HacTosee n300peTeHne OTHOCUTCS K aHTUTENy K CUTJIEKY—8,
cozepskaeMy BapraOenbHy0 00JIaCTh TSKENION Henu U BapraleabHyK 00JacTh JIETKOW IIeMH,
npudeMm BapuabenpHas obOnactb Tspkenou uenu coxmepxkut (i) HVR-HI, conmepxkamyro
aMHUHOKHUCIIOTHYI0 mocnenoBarenpHocTh SEQ ID NO: 89, (i) HVR-H2, conepxkaiyro
aMHHOKHUCIIOTHYIO0 mocienoBarenbHocTh SEQ ID NO: 92, u (iii) HVR-H3, coxepxkainyro
aMUHOKHUCJIOTHYIO TocienoBaTenibHocTh SEQ ID NO: 95; w/unu BapuabenbHasi 00JaCTh JIETKOU
uenu comep:xkut (1) HVR-L1, conmepskaiiyr0o aMHHOKHCIOTHYIO mociienoBareabHocTh SEQ ID
NO: 98, (ii) HVR-L2, conepkamyo aMUHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 101,
u (ii1)) HVR-L3, comepskamiyro aMMHOKUCIOTHYIO nocienoBareinbHocTs SEQ ID NO: 104.

[0107] B npyrom acrnekTe HacTosIIee U300peTeHne OTHOCUTCS K AaHTUTENTY K CUTJIEKY—8,
coliepskalieMy BapradeTbHy0 00JIaCTh TSKENION enu U BapradebHyr 00JacTh JIETKOW IIeTH,
npuueM BapuabenbHas o0jacte Tsokenod wnenu comepxkut (1) HVR-HI, conmepxamnyro
aAMUHOKHUCJIOTHYO TocnenosarenpbHocTe SEQ ID NO: 90, (ii) HVR-H2, conmepxamnyro
AMUHOKHUCJIOTHYO TochenoBarenpbHocTs SEQ ID NO: 93, u (ii1)) HVR-H3, conepsxkaryro
AMUHOKUCJIOTHYIO TocienoBaTenibHOCTh SEQ ID NO: 96; u/unn BapuabenbHasi 00JaCTh JIETKOU
uenu comepxkut (1) HVR-L1, comepskamyo aMHHOKHCIOTHYIO mociienoBareapbHocTe SEQ ID
NO: 99, (i) HVR-L2, conepkamyro aMUHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 102,
u (ii1) HVR-L3, comepsxalnyro aMUHOKUCIOTHYIO nocienosareinbHocts SEQ ID NO: 105.

[0108] OmnucanHOe B HacTOsIIEH 3asBKE AHTUTENO K CHUIJIEKY—8 MOXET COAEpKaTh
MoOYI0 MOAXOAIYIO MOCIEA0BATENBHOCTh KApPKACHOIO y4yacTKa BapHaOeNbHOro AOMEHa IMpU
YCIIOBHM, YTO AHTUTENIO COXPAHSET CHOCOOHOCTH CBSI3bIBATHCS C YEJOBEYECKHM CHUTIIEKOM—S.
Hcnonbp3yemMble B HACTOSIIEM OMUCAHUM KapKACHBIE YYACTKU TSDKENOHN Lenu 00O3HAYEeHbI Kak
«HC-FR1-FR4», a xapkacHble y4acTku Jjierkoi nemu oOosHaueHsl kak «LC-FR1-FR4». B
HEKOTOPBIX BapUAHTAX OCYINECTBJICHHUS aHTUTEJIO K CUTJIEKY—8 COINEPIKUT MOCJIeI0BATEIbHOCTD
KapKacHOTO y4yacTka BapuabenbHOro aomeHa Tskenoi nenu SEQ ID NO: 26, 34, 38 u 45 (HC—
FR1, HC-FR2, HC-FR3 wu HC-FR4, coorBercTBeHHO). B HEKOTOpBIX BapHaHTax
OCYIECTBIIEHHsI AHTUTENIO K CHUIJIEKY—8 COIEPKHUT IMOCIENOBATEIbHOCTh KAPKACHOTO y4YacTKa
BapuadepHOro qomeHa jerkoi nenu SEQ ID NO: 48, 51, 55 u 60 (LC-FR1, LC-FR2, LC-FR3
u LC-FR4, cooTBeTcTBeHHO). B HEKOTOPBIX BapHaHTaX OCYLIECTBJICHUS aHTUTENO K CHIIIEKY—8
COIEPIKHT IMOCIEIOBATEIBHOCTh KAPKACHOTO yUaCTKa BapuadbenpHOro qoMeHa Jierkoi nenu SEQ
ID NO: 48, 51, 58 u 60 (LC-FR1, LC-FR2, LC-FR3 u LC-FR4, COOTBETCTBEHHO).

[0109] B omHOM W3 BapHaHTOB OCYILIECTBJIICHHUS AHTUTENO K CHUIJIEKY—8 COIEPIKUT
BapuadOeTbHBIA JOMEH TSKEJION MeMH, COAep Kaluil MOCIeN0BaTEIbHOCTh KapKAaCHOTO y4acTKa
u runepBapuadepbHbie 00JACTH, PUYEM TOCIENOBATEIBHOCTh KAPKACHOTO yYaCTKA COHEPIKUT
nociienoBarenbHocTH HC-FR1-HC-FR4 SEQ ID NO: 2629 (HC-FR1), SEQ ID NO: 31-36
(HC-FR2), SEQ ID NO: 38-43 (HC-FR3) u SEQ ID NO: 45 wm 46 (HC-FR4),
cootBercTBeHHO, HVR—-HI conep:xut aMmunokucnoTHyo nocienosarenbHocTs SEQ ID NO: 61;
HVR-H2 conepxutr amuHOkuCIOTHYHO mnociaeaosarenpHocTh SEQ ID NO: 62; u HVR-H3
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CONIEPXKUT aMUHOKHUCIOTHYI TocnenoBaTenbHocTh SEQ ID NO: 63. B onHOM W3 BapuHaHTOB
OCYIIECTBIICHHSI AHTUTENO K CHUIJIEKY—8 CONEPKUT BapuaOeNbHBIH IOMEH TSDKEJIOH Iemny,
COZIEpIKALINI TTOCIEAOBATENIbHOCTh KAapKaCHOTO y4yacTKa M TUIepBapuadenbHble 00iacTy,
MPUYEM MOCJIEI0BATEIbHOCTh KAPKACHOIO ydacTka comep:kut nociuenosareabHocty HC-FR1-
HC-FR4 SEQ ID NO: 2629 (HC-FR1), SEQ ID NO: 31-36 (HC-FR2), SEQ ID NO: 38-43
(HC-FR3) u SEQ ID NO: 45 umu 46 (HC-FR4), coorBercrBenno, HVR-H1 conmepxxur
aMUHOKHUCJIOTHYKO — mocnenosatenbHocTe  SEQ ID NO:  61; HVR-H2  cogmepxur
u HVR-H3 conpepxur

AMHHOKHUCJIOTHYIO TOCNIEA0BATENbHOCTh, BbiOpanHyo 3 SEQ ID NO: 67-70. B ogHOoM wu3

aMUHOKHCIIOTHYI0 —mocienoBarenbHocth SEQ ID NO:  62;
BAPUAHTOB OCYILIECTBJIICHHs] aHTHTEJO K CHUIJIEKY—8 COMEp:KUT BapuaOeNbHBIH JOMEH JIerKOM
L[ENH, COMEPIKAIUI MOCIEN0BATEIPHOCTh KAPKACHOTO yYacTKa U rurepBapuadebHbie 001acTy,
MPUYEM TOCIEAOBATENIbHOCTh KAPKACHOTO y4yacTkKa coaep:kut nocienosarenbHocTd LC—FR1-
LC-FR4 SEQ ID NO: 48 umu 49 (LC-FR1), SEQ ID NO: 51-53 (LC-FR2), SEQ ID NO: 55-58
(LC-FR3) u SEQ ID NO: 60 (LC-FR4), coorerctBerno, HVR-L1 conepxut
aMUHOKHCJIOTHYIO nocnenoBaTenbHOCTh SEQ ID NO: 64; HVR-L2 coaep:kutT aMUHOKHCIIOTHYIO
nocnenoBarenbHocTh  SEQ ID  NO:  65;

2

n HVR-L3 copepxur aMHUHOKUCIOTHYIO
nocnenosatenbHocTe SEQ ID NO: 66. B oqHOM U3 BapuaHTOB OCYILIECTBJIEHUs aHTUTENO K
CHUTJIEKY—8 CONEPKUT BapHadENbHBIH JOMEH JIETKOH LenH, COAEp KaIlni MOCIeN0BaTeIbHOCTh
KapKacHOTO yd4acTka oOJacTH W TurnepBapuadenbHble 00JacTH, MPUYEM IOCIEA0BATENbHOCTD
KapkacHOro y4actka coaep:;kut nocienosarenbHoctTd LC-FR1-LC-FR4 SEQ ID NO: 48 unu 49
(LC-FR1), SEQ ID NO: 51-53 (LC-FR2), SEQ ID NO: 55-58 (LC-FR3) u SEQ ID NO: 60
(LC-FR4), coorBerctBeHHO, HVR-L1 conepuT aMUHOKUCIOTHYIO MOCAEA0BATENbHOCTh SEQ
ID NO: 64; HVR-L2 coxep:xutr aMMHOKUCIOTHYIO nocienoBatensHocTe SEQ ID NO: 65; u
HVR-L3 conepxur amMuHOKUCIOTHYIO mnocienoBateapHocTe SEQ ID NO: 71. B ogHOM 13
BapUAHTOB OCYINECTBJIEHUS 3TUX AHTHTEN BapuaOeNbHBbIH IOMEH TSDKEJNIOH LENmH CONEPIKHUT
AMHHOKHUCJIOTHYIO TIOCJIeIOBATENbHOCTD, BbhIOpanHyo 3 SEQ ID NO: 2-10, u BapuabenbHbIH
JOMEH JIETKOH LEeTH CONEPKUT aMUHOKHCIIOTHYEO MOCIeN0BAaTEIbHOCTD, BhIOpaHHyto u3 SEQ ID
NO: 16-22. B ogHOM M3 BapHaHTOB OCYIIECTBJIECHHUS 3THUX AHTUTEN BapUaOeNbHBbIA TOMEH
TSDKEJION LIeTTH COAEPKUT AMUHOKHCIIOTHYIO TTOCJIEA0BATENIbHOCTD, BbIOpaHHyo 3 SEQ ID NO:
2-10, a BapraOesIbHBINA TOMEH JIETKOH LIeMU COAEPKUT AMUHOKHCIIOTHYIO TIOCIIEIOBATEIBHOCTD,
BbIOpanHyto 3 SEQ ID NO: 23 unu 24. B ogHOM U3 BapUaHTOB OCYIIECTBICHUS STUX aHTUTEI
BapuabENbHBIH JOMEH TSDKENOH Ienu CONEP’KUT aMHHOKHCIOTHYIO IIOCIIEIOBATEIbHOCTD,
BbiOpanHyto u3 SEQ ID NO: 11-14, u BapuaOenbHbIi JOMEH JIETKOW LENMU CONEPIKUT
AMUHOKHUCJIOTHYEO TOCIIEAOBaTeIbHOCTh, BhIOpanHyr0 u3 SEQ ID NO: 16-22. B ogHOoM u3
BAPUAHTOB OCYIIECTBJIICHUS 3THUX AHTHUTEN BapuaOeNbHBI IOMEH TSDKENOH LeNu CONEP’KUT
AMHHOKHUCJIOTHYIO TTOCIIENOBATENbHOCTh, BEIOpanHyo u3 SEQ ID NO: 11-14, u BapuabenbHbIN
JOMEH JIETKOH LIETH CONEP’KUT aMUHOKHCIIOTHYIO MOCIIeI0BATEeIbHOCTD, BEIOpanHyo n3 SEQ ID
NO: 23 unu 24. B onHOM U3 BapUaHTOB OCYINECTBJICHHS 3TUX aHTHUTEN BapHaOeIbHBIA JOMEH
TSDKEJION LeNMU COAEPKUT aMUHOKHUCIOTHYI mnocinenoBaTenbHocTe SEQ ID NO: 6, wu

BapHraOeIbHBINA TOMEH JIETKOH LN COAEePKUT aMUHOKHUCIIOTHYIO nocienoBaTenbHocTs SEQ 1D
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NO: 16. B onHOM W3 BapUAHTOB OCYIIECTBJICHUS STUX AHTUTENl BapUAOENIbHBIN JOMEH TsDKEJION
LeNu COIEPKUT aMHUHOKHUCIOTHYIO mocienosarenbHocth SEQ ID NO: 6, u BapuaOenbHbIH
JIOMEH JIETKOM LIeNH COAEP>KUT aMUHOKHUCIIOTHYIO nocneaosarenbHocTs SEQ ID NO: 21.

[0110] B nHexoTOpbIX BapumaHTax OCyLIeCTBIeHHs nocinenosarenbHoctTd HVR Tsxenoit
LIeNU COAEpIKaT:

a) HVR-H1 (IYGAH (SEQ ID NO: 61));

b) HVR-H2 (VIWAGGSTNYNSALMS (SEQ ID NO: 62)); u

c) HVR-H3 (DGSSPYYYSMEY (SEQ ID NO: 63); DGSSPYYYGMEY (SEQ ID NO:
67); DGSSPYYYSMDY (SEQ ID NO: 68); DGSSPYYYSMEV (SEQ ID NO: 69); unu
DGSSPYYYGMDYV (SEQ ID NO: 70).

[0111] B HekoTOphIX BapuaHTax OCyllecTBIeHHUs nocinenosarenbHocTd HVR Tsxkenoit
L[N COfIepIKaT:

a) HVR-H1 (SYAMS (SEQ ID NO: 88); DYYMY (SEQ ID NO: 89); unu SSWMN
(SEQ ID NO: 90));

b) HVR-H2 (IISSGGSYTYYSDSVKG (SEQ ID NO: 91); RIAPEDGDTEYAPKFQG
(SEQ ID NO: 92); umn QIYPGDDYINYNGKFKG (SEQ ID NO: 93)); u ¢c) HVR-H3
(HETAQAAWFAY (SEQ ID NO: 94); EGNYYGSSILDY (SEQ ID NO: 95); unu LGPYGPFAD
(SEQ ID NO: 96)).

[0112] B HexkoTOpbIX BapuaHTax OCYLIECTBJIEHUs mnocienosarenpHocTd FR Tspkenoit
LIENU COAEpIKaT:

a) HC-FR1 (EVQLVESGGGLVQPGGSLRLSCAASGESLT (SEQ ID NO: 26);

EVQLVESGGGLVQPGGSLRLSCAVSGFSLT (SEQ ID NO: 27);

QVQLQESGPGLVKPSETLSLTCTVSGGSIS (SEQ ID NO: 28); umu

QVQLQESGPGLVKPSETLSLTCTVSGEFSLT (SEQ ID NO: 29));

b) HC-FR2 (WVRQAPGKGLEWYVS (SEQ ID NO: 31); WVRQAPGKGLEWLG (SEQ ID
NO: 32); WVRQAPGKGLEWLS (SEQ ID NO: 33); WVRQAPGKGLEWVG (SEQ ID NO: 34);
WIRQPPGKGLEWIG (SEQ ID NO: 35); w1 WVRQPPGKGLEWLG (SEQ IDNO: 36));

¢) HC—FR3 (RFTISKDNSKNTVYLOQMNSLRAEDTAVYYCAR (SEQ ID NO: 38);

RLSISKDNSKNTVYLQMNSLRAEDTAVYYCAR (SEQ ID NO: 39);

RLTISKDNSKNTVYLOQMNSLRAEDTAVYYCAR (SEQ ID NO: 40);

RFESISKDNSKNTVYLQMNSLRAEDTAVYYCAR (SEQ ID NO: 41);

RVTISVDTSKNQFSLKLSSVTAADTAVYYCAR (SEQ ID NO: 42); unu

RLSISKDNSKNQVSLKLSSVTAADTAVYYCAR (SEQ ID NO: 43)); u

d) HC-FR4 (WGQGTTVTVSS (SEQ ID NO: 45); umu WGQGTLVTVSS (SEQ ID NO:
46)).

[0113] B HexoTOpeIX BapuaHTax oOcCyliecTBieHUs mnocienosaTenbHoctd HVR nerkoi
LIeNHU COfiepIKar:

a) HVR-L1 (SATSSVSYMH (SEQ ID NO: 64));

b) HVR-L2 (STSNLAS (SEQ ID NO: 65); u

¢) HVR-L3 (QQRSSYPFT (SEQ ID NO: 66); umu QQRSSYPYT (SEQ ID NO: 71).
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[0114] B HexoTOpbIX BapuaHTax OCyllecTBIeHHUs nocinenosareabHocty HVR Tspxenoit
LIeTTH COZepIKaT:

a) HVR-L1 (SASSSVSYMH (SEQ ID NO: 97); RASQDITNYLN (SEQ ID NO: 98); nu
SASSSVSYMY (SEQ ID NO: 99));

b) HVR-L2 (DTSKLAY (SEQ ID NO: 100); FTSRLHS (SEQ ID NO: 101); wmm
DTSSLAS (SEQ ID NO: 102)); u

¢) HVR-L3 (QQWSSNPPT (SEQ ID NO: 103); QQGNTLPWT (SEQ ID NO: 104); umm
QQWNSDPYT (SEQ ID NO: 105)).

[0115] B HexoTOpBIX BapuaHTax OCYILECTBIEHHS aHTUTENO COAEPIKUT:

BapuabesnbHyr0 00jacTh Tsokenoi uernu, comepkamyro (1) HVR-HI, comepkamnyro
aMUHOKHCIIOTHYIO0 mocienoBateapbHocTh SEQ ID NO: 88, (i) HVR-H2, copmepxamyro
AMUHOKHUCJIOTHYIO mocienoBarenbHocth SEQ ID NO: 91 wu (ii1)) HVR-H3, conepskamryro
AMUHOKHUCJIOTHYIO nocienoBareabHocTh SEQ ID NO: 94; u/unu BapuabenbHYO 00JaCTh JIETKOM
nenu, comepxkamyro (i) HVR-L1, comep:kamyro aMHHOKHCIOTHYEO TOCIENOBATENbHOCTE SEQ
ID NO: 97, (i1) HVR-L2, conep:xxaliyto aMUHOKHUCIOTHYIO nocienosarenbHocts SEQ ID NO:
100 u (ii1) HVR-L3, conepskamyr aMHHOKHCIOTHYIO nocienosarenbHocTs SEQ ID NO: 103;

BapuadenpHyr0 00jacTh Tsokenoi uemnu, comepkamyro (1) HVR-HI, comepkamyro
aMUHOKUCJIOTHYIO mocnenosarensHocTe SEQ ID NO: 89, (i) HVR-H2, conmepxkamyro
AMUHOKHUCJIOTHYIO mocienoBarenbHocTh SEQ ID NO: 92 wu (iii) HVR-H3, conepskamryro
AMUHOKUCJIOTHYIO nocienoBarenbHOocTh SEQ ID NO: 95; w/nnu BapuabenbHyro 001acTh JIErKou
ueny, coxepxkamyro (1) HVR-L1, comep:xamyro aMHHOKHCIOTHYIO TOCIENOBaTENbHOCTE SEQ
ID NO: 98, (i1) HVR-L2, coaepkainyro aMMHOKUCIOTHYIO nocheaosarenbHocTh SEQ ID NO:
101 u (ii1)) HVR-L3, comep:xaiyro aMHHOKUCIOTHYIO nocienosarenbHocTs SEQ ID NO: 104;
WIN

BapuabenbHyr0 oOnacTb Tsokenoil uenw, copepxkamyro (1) HVR-HI, copepskamyro
aMUHOKHUCJIOTHYO mocnenoBarenbHocTh SEQ ID NO: 90, (i) HVR-H2, conmepsxkamnyro
AMUHOKHUCJIOTHYO mocienoBarenbHocth SEQ ID NO: 93 wu (iii) HVR-H3, conmepskairyto
aMUHOKHUCJIOTHYIO nocienoBareabHocTh SEQ ID NO: 96; w/unu BapuadenbHyr0 00JacTh JIETKOM
ueny, comepxkamyro (i) HVR-L1, comep:kamyr aMHUHOKHCIOTHYIO TMOCIENOBaTENbHOCTh SEQ
ID NO: 99, (ii) HVR-L2, copepkainyro aMHHOKUCIOTHYIO nocheaosarenbHocTs SEQ ID NO:
102 u (ii1) HVR-L3, conepskamyr aMHHOKHCIOTHYIO nocienosareiabrHocTs SEQ ID NO: 105.

[0116] B HexkoTOpBIX BapuaHTax OCyllecTBIeHUs nociueaosarenbHocTu FR nerkoii nenu
comepKar:

a) LC-FR1 (EIVLTQSPATLSLSPGERATLSC (SEQ ID NO: 48); wmu
EINILTQSPATLSLSPGERATLSC (SEQ ID NO: 49);

b) LC-FR2 (WFQQKPGQAPRLLIY (SEQ ID NO: 51); WFQQKPGQAPRLWIY (SEQ
ID NO: 52); umu WYQQKPGQAPRLLIY (SEQ ID NO: 53));

c) LC-FR3 (GIPARFSGSGSGTDFTLTISSLEPEDFAVYYC (SEQ ID NO: 55);

GVPARFSGSGSGTDYTLTISSLEPEDFAVYYC (SEQ ID NO: 56);

GVPARFSGSGSGTDFTLTISSLEPEDFAVYYC (SEQ ID NO: 57); unu
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GIPARFSGSGSGTDYTLTISSLEPEDFAVYYC (SEQ IDNO: 58)); u

d) LC-FR4 (FGPGTKLDIK (SEQ ID NO: 60).

[0117] B HEKOTOpPBIX BapHaHTaxX OCYIIECTBJIEHUs HACTOsLIEe NU300PETEeHNE OTHOCUTCS K
aHTUTENy K CHUrJeky—8 (Hampumep, T'yMaHU3UPOBAaHHOMY AHTHUTENy K CHUIVIEKy—8), KOTOpoe
CBSI3BIBAETCS C YEJIOBEYECKUM CHUIJIEKOM—8, MpHUYEeM AaHTUTEJO COAEPKUT BapHabenbHYIO
00acThb TSDKEJION e U BapradebHy 0 00J1acTh JIETKOW 1T, IPU 5TOM aHTHUTENIO COAEPIKUT:

(a) BaprabenbHBINA JOMEH TSDKEJION LN , COAeP KAl

(1) HC-FR1, conmep:ainyr0 aMHHOKHCJIOTHYIO MOCJIEIOBATEIbHOCTb, BBIOPAHHYIO W3
SEQ ID NO: 26-29;

(2) HVR-HI1, conepxarnyro aMHHOKUCIOTHYHO nocienoBareabHocts SEQ ID NO: 61;

(3) HC-FR2, conmep:kaiyr0 aMHHOKHCJIOTHYIO TMOCIEIOBATEIHHOCTh, BBIOPAHHYIO U3
SEQ ID NO: 31-36;

(4) HVR-H2, conepxaryro aMMHOKUCIOTHYHO nocienoBareabHocTs SEQ ID NO: 62;

(5) HC-FR3, conmep:kaiyr0 aMUHOKHCJIOTHYIO MOCJIEIOBATEIbHOCTb, BBIOPAHHYIO U3
SEQ ID NO: 38-43;

(6) HVR-H3, conepxamyro aMmuHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 63; u

(7) HC-FR4, conmep:kaiqyr0 aMHHOKHCJIOTHYIO TMOCJEIOBATEIHbHOCTh, BBIOPAHHYIO W3
SEQ ID NO: 45-46, w/unu

(b) BapuabeIbHBII TOMEH JISTKOU LIeTIH, COAeP KA

(1) LC-FR1, comepxamyr aMHHOKHCIOTHYI) IOCJIE€IOBATEIbHOCTh, BBIOPAHHYIO W3
SEQ ID NO: 48-49;

(2) HVR-L1, conepsxaiyro aMMHOKHUCIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 64;

(3) LC-FR2, conepkaiyo aMHHOKUCJIOTHYIO MOCJIEIOBATEIbHOCTh, BBIOPAHHYIO W3
SEQ ID NO: 51-53;

(4) HVR-L2, copepxainyro aMHHOKHCIOTHYIO nocienoBaTenbHocTh SEQ ID NO: 65;

(5) LC-FR3, conmep:aiyr® aMHHOKHCIOTHYH) TOCJIE€N0BATEIbHOCTh, BBIOPAHHYIO M3
SEQ ID NO: 55-58;

(6) HVR-L3, coneprxamyro aMMHOKHCJIOTHYIO TiocnenoBaTenbHOCTh SEQ ID NO: 66; u

(7) LC-FR4, conepkalyro aMUHOKUCTIOTHYIO nocinenosarensHocTs SEQ ID NO: 60.

[0118] B omHOM U3 acmekTOB HAcTosimee H300peTeHHe OTHOCUTCS K aHTUTENy K
CHUTJIeKy—8, cozeprkalieMy BapHaOeNbHbI JOMEH TspKenon neny, BbiopanHbiid 3 SEQ ID NO:
2-10, w/nnu coxepskaieMy BapuabenbHBIH JOMeH Jierkod nenu, BeiOpansbiil n3 SEQ ID NO:
16-22. B ogHOM U3 acCmeKkTOB HACTOsIIee M300pEeTEHHE OTHOCUTCS K aHTUTENy K CHIJIeKy—S,
conepskaneMy BapuadeNbHbIN TOMeH Tsikenon uend, Boiopanubii n3 SEQ ID NO: 2-14, u/unu
comepskameMy BapuabeNnbHbINH HOMeH Jierkoi uenu, BbiOpanHbi w3 SEQ ID NO: 16-24. B
OJHOM U3 AacCHeKTOB HAcTosIee H300peTeHne OTHOCHTCS K aHTHTENy K CHIJIEKy—S,
conepskameMy BapuadeNbHBIN TOMeH Tsikeson uend, BeiopanHbii n3 SEQ ID NO: 2-10, u/unu
cozepskaleMy BapraOenbHbIA JOMeH Jierkoi nend, Beidpanubii u3 SEQ ID NO: 23 wmm 24. B
OJHOM W3 AacCHeKTOB HAcTosIee H300peTeHre OTHOCHTCS K AaHTHTeNy K CHIJIeKy—S,

conepskameMy BapuabebHbIi TOMEH Tsokeaon uend, BeiOpanHbiii n3 SEQ ID NO: 11-14, u/unu
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comepskameMy BapuadeNbHbINH JOMeH Jierkoi uenu, BbiOpanasii w3 SEQ ID NO: 16-22. B
OJHOM U3 AacCHeKTOB HAcTosIee H300peTeHne OTHOCUTCS K aHTUTENy K CHIJIeKy—S,
cozepskameMy BapraOebHbIi TOMEH Tsokenol 1end, BeiOpanublil 3 SEQ ID NO: 11-14, u/unu
cozepskaleMy BapraOenbHbIA JOMeH Jierkoil 1enu, BeiOpanubiii u3 SEQ ID NO: 23 unu 24. B
OJHOM M3 AaCMeKTOB HACTosllee H300peTeHHe OTHOCUTCS K AaHTHUTeNy K CHIJIeKy—S8,
comepxaiiemMy BapuabesbHblii qoMeH Tspkenon menu SEQ ID NO: 6; w/umm comepkamemy
BapualenbHbIN qOMeH Jierkoi nemnu, Beiopansbiii u3 SEQ ID NO: 16 wmm 21.

[0119] B omHOM H3 acmeKkTOB HACTosilee H300pETeHHe OTHOCHUTCS K aHTHTENy K
curiieky—8, comeprkaiieMy BapuaOeNbHbIN TOMEH Tskesou uernu, BeiOpanubiii 13 SEQ ID NO:
106-108, w/unmu coxmepskaiieMy BapHaOeNbHBIA JOMEH JIerkoil uemnu, BbiOpanHblid u3 SEQ ID
NO: 109-111. B ogHOM M3 acHeKTOB HacCTosllee H300peTeHHEe OTHOCUTCS K AHTHTENy K
curneky—8, conepskamemy BapuabenbHblii goMeH Tspkeaod menu SEQ ID NO: 106 w/wnm
comepskamemy BapuadenbHbId gomeH Jierkoi nenu SEQ ID NO: 109. B onHOM U3 acmeKkToB
HacTosiee M300peTeHne OTHOCHTCS K aHTHTENy K CHIJIEKY—8, coieprKameMy BapuadelbHbIN
nomeH Tsoxenor nertn SEQ ID NO: 107 w/unm comepxxaiieMy BapuaOenbHBII JOMEH JIETKOH
ner SEQ ID NO: 110. B onHOM U3 aclIeKTOB HAacTOsIIee H300pETEeHNE OTHOCUTCS K aHTUTENY K
curneky—8, comepskamemy BapuabenbHbiii gomeH Tspkenod meru SEQ ID NO: 108 w/wm
conepskameMy BapuadenbHbIi qoMeH jierkoit nemn SEQ ID NO: 111.

[0120] B HeKOTOpPBIX BapHaHTaX OCYIIECTBJIECHUS HACTOsIIEe N300PETEeHNE OTHOCUTCS K
AHTHUTENly K CHUIJIEKYy—8, coaeprkaiieMy BapuaOeinbHBbIH JOMEH TSKEJON LeNu, CONep KaIIHid
AMUHOKHCJIOTHYIO TOCJIEIOBATEIbHOCTh, UMEIOLIYI0 MO MeHbluel Mepe 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unu 99% HAEHTUYHOCTH MOCJIENOBATEILHOCTH ¢ AMUHOKHCIIOTHOH
HOoCJeIoBaTeNbHOCThI0, BbiOpaHHOW u3 SEQ ID NO: 2-14. B HekoTOpBIX BapuaHTax
OCYLIECTBJICHHsI HACTOsIIee M300peTeHNe OTHOCUTCS K AHTUTENy K CHIVIeKy—8, comepikariemy
BapuabenbHbIA JOMEH TSDKEIOH LenmH, COAep KAl aMHMHOKHCIOTHYIO TOC/IEIOBATEIbHOCTD,
UMeIoIy0 1Mo MeHblned mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wunu 99%
UJIEHTHYHOCTH TIOCJIEIOBATEIbBHOCTH ¢ AaMHHOKHCJIOTHOM MOCNIEI0BATEIbHOCTBIO, BRIOPAHHOH 13
SEQ ID NO: 106-108. B HeKOTOpbIX BapuHaHTax OCYLIECTBJIEHUS] AMHUHOKHCIOTHAs
MOCJIEIOBATEIbHOCTh, UMEIOIIasi Mo MeHbluehd mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%,
97%, 98% wunu 99% HIEHTHYHOCTU MOCIEAOBATENBHOCTH, COMNEPKHUT 3aMEHBI, BCTABKU HWJIU
JeJIeLlMd OTHOCUTENBbHO 3TaJIOHHOH IMOCIeA0BaTEIbHOCTH, HO AHTUTENO, COZep Kalllee TaKyHo
AMHHOKHUCJIOTHYIO TOCJIEIOBATENBHOCTD, COXPAHSET CIIOCOOHOCTD CBSI3bIBATHCS C UEIOBEUYECKUM
curiekoM—8. B HEKOTOpbIX BapHaHTaX OCYIIECTBJIEHUS 3aMEHbl, BCTaBKM WU JeJeLUU
(mampumep, 1, 2, 3, 4 unu S aMUHOKHCIIOT) MPOUCXOIAT B obnactsx 3a npenenamu HVR (t.e. B
FR). B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS AHTHTENO K CUTIIEKY—8 COIEPKHUT BapHaOebHbIN
JIOMEH TsDKEJION LIeNH, CoAep Kalluii aMUHOKHUCIOTHYI0 nocienosarensHocts SEQ ID NO: 6. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIIEHHS aHTUTENO K CUTJIEKY—8 COMEPIKUT BapuaOeIbHbIN TOMEH
TSDKEJION LeNH, COAeP KAl aMUHOKHUCIOTHYIO TMOCJIEeN0BAaTENbHOCTD, BIOpaHHyo u3 SEQ ID
NO: 106-108.

[0121] B HexOTOpbIX BapHaHTax OCYIIECTBJIECHUS HACTOsIIEE U300PETEHHE OTHOCUTCS K
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AHTUTENy K CHUIJIeKYy—8, coaep:KaieMy BapuaOeNbHBI JOMEH JIETKOW LemH, CONep KaIIHid
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTh, UMEIOLIYI0 1O MeHbliel mepe 90%, 91%, 92%, 93%,
94%, 95%, 96%, 97%, 98% unu 99% UAESHTUYHOCTH MOCJIEAOBATEILHOCTH ¢ AMHUHOKHUCIOTHOM
nocJaenoBaTeNbHOCThIO, BbiOpaHHOH u3 SEQ ID NO: 16-24. B HekoTOpbIX BapHUaHTax
OCYLIECTBJICHHsI HACTOsIIee M300peTeHNe OTHOCUTCS K aHTHTENy K CHIVIEKy—8, comepikariemy
BapualeNbHbIl OMEH JIETKOH Leny, COAepKalquil aMHHOKHCIIOTHYIO IOCIIEIOBATENbHOCTb,
UMeIoIIy0 1o MeHblueit mepe 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumun 99%
UJICHTHYHOCTH TIOCJIEAOBATEIbBHOCTH ¢ aMHUHOKHCJIOTHOM MOCJIE0BATEIbHOCTBIO, BBIOPAHHOH 13
SEQ ID NO: 109-111. B HekOoTOprIX BapHaHTaxX OCYIUECTBJIEHHUs] aMHUHOKHCIIOTHAs
Mocaen0BaTeIbHOCTh, uMmeromas 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wumu 99%
UJEHTUYHOCTHU TOCNIEA0BATENbHOCTH, COAEPKUT 3aMEHbI, BCTABKHU WJIN JENIeLUH OTHOCUTEIBHO
STAJOHHOW TOCJEeNOBaTeNbHOCTH, HO AaHTUTEJO, COJepiKallee TaKyl aMHUHOKHCIOTHYIO
NIOCJIEIOBATEIbHOCTb, COXPAHSET CIIOCOOHOCTb CBSI3BIBATBCS C YENIOBEUECKUM cHIJIeKoM—8. B
HEKOTOPBIX BAPUAHTAX OCYLIECTBJICHUS 3aMEHbI, BCTABKH WK aejenuu (Hampumep, 1, 2, 3, 4
WIK 5 aMHHOKHCIIOT) MPOUCXOAAT B obmacTsax 3a npenenamu HVR (t.e. B FR). B HexoTophix
BAPHUAHTAX OCYINECTBJICHUS AHTUTENO K CUTJIEKY—8 COAEPIKUT BapHaOeNbHbIN JOMEH JIErKoH
LeMNy, COAep KAl aMUHOKHUCIOTHYI0 mnocnenoBarenbHocTe SEQ ID NO: 16 wmu 21. B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIICHHS aHTUTENO K CUTJIEKY—8 CONEpPIKUT BapuaOeIbHbIN JTOMEH
TSDKEJION LeNH, COAep KAl aMUHOKHUCIOTHYIO MOCIIEe0BATENbHOCTD, BhIOpanHyo n3 SEQ ID
NO: 109-111.

[0122] B ogHOM U3 acmeKTOB HACTosINee H300peTeHHEe OTHOCUTCS K aHTUTENy K
curnieky—S8, conepskamiemy (a) onny, ase win Tpu HVR VH, BriOpaHHbIe U3 NpencTaBIeHHbIX B
tabmuue 1, n/unm (b) oxny, nee wim tpu HVR VL, BeIOpaHHbIe 13 NpeACTaBIeHHbIX B TaOJHLe
1.

[0123] B omgHOM M3 acmeKkTOB HacTosiee H300peTeHHe OTHOCHTCS K AaHTUTENy K
curnexy—S8, comepskamiemy (a) onHy, nse win Tpu HVR VH, BeiOpaHHbIe U3 NPENCTaBIEHHBIX B
tabmuue 2, u/vim (b) ogny, ase win Tpu HVR VL, BeiOpaHHbIe U3 MPenCTaBICHHBIX B TabJUIe
2.

[0124] B ogHOM W3 acHeKTOB HACTOsiIee H300pEeTeHHWE OTHOCUTCS K aHTUTENy K
curnexky—8, comepxkamemy (a) omHy, naBe, Tpu wim dYerbipe FR VH, BbiOpaHHble wu3
npeacTaBieHHbIX B Tabmune 3, w/wmu (b) ogHy, ase, Tpu wik deteipe FR VL, BeiOpaHHbIE U3
NPEACTABICHHBIX B TAOIHLE 3.

[0125] B HekOTOpBIX BapUaHTaX OCYIIECTBJICHUS HACTOsIIee M300pETeHHEe OTHOCUTCS K
aHTHUTENy K CHIJIEKy—8, COAeplkalleMy BapHaOeNbHbIH IOMEH TSDKEJIOW Lenu W/iim
BapuabeNbHBIN JOMEH JIETKOH LENH aHTUTENa, IPUBENEeHHbIN B Tabnuie 4, HapUMep, aHTUTeNa
HAKA, aaturena HAKB, antutena HAKC u T.1.

Tabmuua 1. AMuHOKHCIOTHBIE IocnenoBatenbHocTd HVR anturen

Llens anTHUTENA HVRI1 HVR2 HVR3
Antureno 2E2
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Tsoxenas nenb IYGAH VIWAGGSTNYNSA | DGSSPYYYSMEY
SEQ ID NO: 61 LMS SEQ ID NO: 63
SEQ ID NO: 62
Jlerkas uenb SATSSVSYMH STSNLAS QQRSSYPFT
SEQ ID NO: 64 SEQ ID NO: 65 SEQ ID NO: 66

I'ymanusuposannsie sapuanmor msucenvix yeneit RHA 2E2, RHB 2E2, RHC 2E2, RHD 2E2,
RHE 2E2, RHF 2E2, RHG 2E2, RHA2 2E2, u RHB2 2E2

Tsoxenas nens

IYGAH
SEQ ID NO: 61

VIWAGGSTNYNSA
LMS
SEQ ID NO: 62

DGSSPYYYSMEY
SEQ ID NO: 63

I'ymanuzuposannvie sapuanmor neekoit yeneit RKA 2E2, RKB 2E2, RKC 2E2, RKD 2E2, RKE
2E2, RKF 2E2 u RKG 2E2

Jlerkas uennb

SATSSVSYMH
SEQ ID NO: 64

STSNLAS
SEQ ID NO: 65

QQRSSYPFT
SEQ ID NO: 66

I'ymanusuposannvie eapuanmer maxcenvix yeneit RHE S-G 2E2, RHE E-D 2E2, RHE Y-V

2E2 u mpoiitnoco mymanma RHE 2E2

RHE S-G 2E2 IYGAH VIWAGGSTNYNSA | DGSSPYYYGMEY
SEQ ID NO: 61 LMS SEQ ID NO: 62 | SEQ ID NO: 67
RHE E-D 2E2 IYGAH VIWAGGSTNYNSA | DGSSPYYYSMDY
SEQ ID NO: 61 LMS SEQ ID NO: 62 | SEQ ID NO: 68
RHE Y-V 2E2 IYGAH VIWAGGSTNYNSA | DGSSPYYYSMEV
SEQ ID NO: 61 LMS SEQ ID NO: 62 | SEQ ID NO: 69
Tpu RHE 2E2 IYGAH VIWAGGSTNYNSA | DGSSPYYYGMDV
SEQ ID NO:61 LMS SEQ ID NO: 62 | SEQ ID NO: 70
Dymanusuposannsie sapuarnmor neekux yeneii RKA F-Y 2E2 u RKF F-Y 2E2
RKA E-Y 2E2 SATSSVSYMH STSNLAS QQRSSYPYT
SEQ ID NO: 64 SEQ ID NO: 65 SEQ ID NO: 71
RKF E-Y 2E2 SATSSVSYMH STSNLAS QQRSSYPYT
SEQ ID NO: 64 SEQ ID NO: 65 SEQ ID NO: 71
Tabmuua 2. AMHUHOKHUCIOTHBIE mocienosBarenbHocTd HVR wmbimmabix anruten 1C3,
1H10 u 4F11
Anrtureno | Llens HVR1 HVR2 HVR3
1C3 Tsoxenas nens SYAMS IISSGGSYTYYSD | HETAQAAWFA
SEQID NO: 88 | SVKG Y
SEQ ID NO: 91 SEQ ID NO: 94
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1H10 Tspxenast nenb DYYMY RIAPEDGDTEYAP | EGNYYGSSILD
SEQ ID NO: 89 | KFQG Y
SEQ ID NO: 92 SEQ ID NO: 95
4F11 Tspxenas enb SSWMN QIYPGDDYTNYN | LGPYGPFAD
SEQ ID NO: 90 | GKFKG SEQ ID NO: 96
SEQ ID NO: 93
1C3 Jlerkas uenp SASSSVSYMH | DTSKLAY QQWSSNPPT
SEQ ID NO: 97 | SEQ ID NO: 100 SEQ ID NO: 103
1H10 Jlerkas uenb RASQDITNYL | FTSRLHS QQGNTLPWT
N SEQ ID NO: | SEQ ID NO: 101 SEQ ID NO: 104
98
4F11 Jlerkas uenb SASSSVSYMY | DTSSLAS QQWNSDPYT
SEQ ID NO: 99 | SEQ ID NO: 102 SEQ ID NO: 105
Tabnuma 3. AMUHOKHUCIIOTHBIE TTOCTIEnoBaTeIbHOCTH FR aHTHTEN
Tsoxena | FR1 FR2 FR3 FR4
ST LIeTTb
2E2 QVQLKESGPGL | WVRQPPGKGLE | RLSISKDNSKSQ | WGQGTSVTVSS
VA W VF (SEQ ID NO: 44)
PSQSLSITCTVSG | LG LKINSLQTDDTA
ES (SEQ ID NO:30) L
LT YYCAR
(SEQ ID NO: 25) (SEQ ID NO: 37)
RHA EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
2E2 vQ w VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VS LOMNSLRAEDT
GF (SEQID NO: 31) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO:38)
RHB EVQLVESGGGL | WVRQAPGKGLE | RLSISKDNSKNT | WGQGTTVTVSS
2E2 vQ W \'A 4 (SEQ ID NO: 45)
PGGSLRLSCAVS | LG LOMNSLRAEDT
GF (SEQIDNO: 32) | AV
SLT YYCAR
(SEQ ID NO: 27) (SEQ ID NO: 39)
RHC EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
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2E2 VQ W %% (SEQ ID NO: 45)
PGGSLRLSCAVS | VS LQMNSLRAEDT
GF (SEQ IDNO: 31) | AV
SLT YYCAR
(SEQ ID NO: 27) (SEQ ID NO: 38)
RHD EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
2E2 VQ W VY (SEQ ID NO: 45)
PGGSLRLSCAAS | LS LQMNSLRAEDT
GF (SEQIDNO: 33) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
RHE EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
2E2 VQ % VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VG LQMNSLRAEDT
GF (SEQIDNO: 34) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
RHF EVQLVESGGGL | WVRQAPGKGLE | RLTISKDNSKNT | WGQGTTVTVSS
2E2 VQ ' \Y% (SEQ ID NO: 45)
PGGSLRLSCAAS | VS YLQMNSLRAED
GF (SEQ IDNO: 31) |TA
SLT VYYCAR
(SEQ ID NO: 26) (SEQ ID NO: 40)
RHG EVQLVESGGGL | WVRQAPGKGLE | RESISKDNSKNT | WGQGTTVTVSS
2E2 VQ ' VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VS LQMNSLRAEDT
GF (SEQ IDNO: 31) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 41)
RHA2 |QVQLQESGPGL | WIRQPPGKGLE | RVTISVDTSKNQ | WGQGTLVTVSS
2E2 VK Wil FS (SEQ ID NO: 46)
PSETLSLTCTVS |G LKLSSVTAADT
GG (SEQID NO: 35) | AV
SIS YYCAR

(SEQ ID NO: 28)

(SEQ ID NO: 42)
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2E2 QVQLQESGPGL | WVRQPPGKGLE | RLSISKDNSKNQ | WGQGTLVTVSS
RHB2 | VK % VS (SEQ ID NO: 46)
PSETLSLTCTVS | LG LKLSSVTAADT
GF (SEQID NO: 36) | AV
SLT YYCAR
(SEQ SD NO: 29) (SEQ ID NO: 43)
RHE S- | EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
G2E2 |VQ % VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VG LQMNSLRAEDT
GF (SEQIDNO: 34) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
RHE E- | EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
D2E2 |VQ % VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VG LQMNSLRAEDT
GF (SEQ IDNO: 34) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
RHE Y- | EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
V2E2 |VQ 4 VY (SEQ ID NO: 45)
PGGSLRLSCAAS | VG LQMNSLRAEDT
GF (SEQIDNO: 34) | AV
SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
Tpoitio | EVQLVESGGGL | WVRQAPGKGLE | RFTISKDNSKNT | WGQGTTVTVSS
it VQ ' VY (SEQ ID NO: 45)
mytaut | PGGSLRLSCAAS | VG LQMNSLRAEDT
RHE GF (SEQ IDNO: 34) | AV
2E2 SLT YYCAR
(SEQ ID NO: 26) (SEQ ID NO: 38)
Jlerkas | FR1 FR2 FR3 FR4
eIb
2E2 QIILTQSPAIMSA | WFQQKPGTSPK | GVPVRFSGSGSG | FGSGTKLEIK
SP LW TS (SEQ ID NO: 59)
GEKVSITC IY YSLTISRMEAED
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(SEQIDNO:47) [(SEQIDNO:50) |A
ATYYC
(SEQ ID NO: 54)

RKA EIVLTQSPATLS | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK
LSP LL D (SEQ ID NO: 60)
GERATLSC IY FTLTISSLEPEDF
(SEQ ID NO: 48) | (SEQIDNO:51) | AV

YYC
(SEQ ID NO: 55)

RKB EIILTQSPATLSL | WFQQKPGQAPR | GVPARFSGSGSG | FGPGTKLDIK
SP L T (SEQ ID NO: 60)
GERATLSC WIY DYTLTISSLEPE
(SEQ IDNO: 49) | (SEQIDNO:52) |DF

AVYYC
(SEQ ID NO: 56)

RKC EIILTQSPATLSL | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK
SP LL D (SEQ ID NO: 60)
GERATLSC IY FTLTISSLEPEDF
(SEQIDNO: 49) | (SEQIDNO:51) | AV

YYC
(SEQ ID NO: 55)

RKD EIVLTQSPATLS | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK
LSP L D (SEQ ID NO: 60)
GERATLSC WIY FTLTISSLEPEDF
(SEQIDNO: 48) | (SEQIDNO:52) | AV

YYC
(SEQ ID NO: 55)

RKE EIVLTQSPATLS | WFQQKPGQAPR | GVPARFSGSGSG | FGPGTKLDIK
LSP LL T (SEQ ID NO: 60)
GERATLSC IY DFTLTISSLEPED
(SEQ IDNO: 48) | (SEQIDNO:51) |FA

VYYC
(SEQ ID NO: 57)

RKF EIVLTQSPATLS | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK

LSP LL D (SEQ ID NO: 60)
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GERATLSC IY YTLTISSLEPEDF
(SEQIDNO:48) |(SEQIDNO:51) |A

VYYC

(SEQ ID NO: 58)

RKG EIVLTQSPATLS | WYQQKPGQAP | GIPARFSGSGSG | FGPGTKLDIK
LSP RL TD (SEQ ID NO: 60)
GERATLSC LIY FTLTISSLEPEDF
(SEQID NO: 48) | (SEQIDNO:53) | AV

YYC
(SEQ ID NO: 55)

RKA F- | EIVLTQSPATLS | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK

Y2E2 |LSP LL D (SEQ ID NO: 60)
GERATLSC IY FTLTISSLEPEDF
(SEQIDNO: 48) | (SEQIDNO:51) | AV

YYC
(SEQ ID NO: 55)

RKF F- | EIVLTQSPATLS | WFQQKPGQAPR | GIPARFSGSGSG | FGPGTKLDIK

Y2E2 |LSP LL TD (SEQ ID NO: 60)
GERATLSC IY YTLTISSLEPEDF
(SEQIDNO: 48) | (SEQIDNO:51) |A

VYYC

(SEQ ID NO: 58)

Tabnuia 4. AMUHOKHCIIOTHBIE TTOCIENOBATEIbHOCTH BapUaOeNIbHbIX 00IaCTel aHTUTEN

Haspanue | BapuabenpHass mnocienoBaTenbHOCTh | BapuabenbHas MOCJIEIOBATENBHOCTD
AHTUTEJIA TSDKEJION Lienu JIETKOH Lienu

ch2C4 ch2C4 VH ch2C4 VK

ch2E2 ch2E2 VH (SEQ ID NO: 1) ch2E2 VK (SEQ ID NO: 15)
cVHKA ch2E2 VH (SEQ ID NO: 1) 2E2 RKA (SEQ ID NO: 16)
cVHKB ch2E2 VH (SEQ ID NO: 1) 2E2 RKB (SEQ ID NO: 17)
HAcVK 2E2 RHA (SEQ ID NO: 2) ch2E2 VK (SEQ ID NO: 15)
HBcVK 2E2 RHB (SEQ ID NO: 3) ch2E2 VK (SEQ ID NO: 15)
HAKA 2E2 RHA (SEQ ID NO: 2) 2E2 RKA (SEQ ID NO: 16)
HAKB 2E2 RHA (SEQ ID NO: 2) 2E2 RKB (SEQ ID NO: 17)
HAKC 2E2 RHA (SEQ ID NO: 2) 2E2 RKC (SEQ ID NO: 18)
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HAKD 2E2 RHA (SEQ ID NO: 2) 2E2 RKD (SEQ ID NO: 19)
HAKE 2E2 RHA (SEQ ID NO: 2) 2E2 RKE (SEQ ID NO: 20)
HAKF 2E2 RHA (SEQ ID NO: 2) 2E2 RKF (SEQ ID NO: 21)
HAKG 2E2 RHA (SEQ ID NO: 2) 2E2 RKG (SEQ ID NO: 22)
HBKA 2E2 RHB (SEQ ID NO: 3) 2E2 RKA (SEQ ID NO: 16)
HBKB 2E2 RHB (SEQ ID NO: 3) 2E2 RKB (SEQ ID NO: 17)
HBKC 2E2 RHB (SEQ ID NO: 3) 2E2 RKC (SEQ ID NO: 18)
HBKD 2E2 RHB (SEQ ID NO: 3) 2E2 RKD (SEQ ID NO: 19)
HBKE 2E2 RHB (SEQ ID NO: 3) 2E2 RKE (SEQ ID NO: 20)
HBKF 2E2 RHB (SEQ ID NO: 3) 2E2 RKF (SEQ ID NO: 21)
HBKG 2E2 RHB (SEQ ID NO: 3) 2E2 RKG (SEQ ID NO: 22)
HCKA 2E2 RHC (SEQ ID NO: 4) 2E2 RKA (SEQ ED NO: 16)
HCKB 2E2 RHC (SEQ ID NO: 4) 2E2 RKB (SEQ ID NO: 17)
HCKC 2E2 RHC (SEQ ID NO: 4) 2E2 RKC (SEQ ID NO: 18)
HCKD 2E2 RHC (SEQ ID NO: 4) 2E2 RKD (SEQ ID NO: 19)
HCKE 2E2 RHC (SEQ ID NO: 4) 2E2 RKE (SEQ ID NO: 20)
HCKF 2E2 RHC (SEQ ID NO: 4) 2E2 RKF (SEQ ID NO: 21)
HCKG 2E2 RHC (SEQ ID NO: 4) 2E2 RKG (SEQ ID NO: 22)
HDKA 2E2 RHD (SEQ ED NO: 5) 2E2 RKA (SEQ ED NO: 16)
HDKB 2E2 RHD (SEQ ID NO: 5) 2E2 RKB (SEQ ID NO: 17)
HDKC 2E2 RHD (SEQ ED NO: 5) 2E2 RKC (SEQ ID NO: 18)
HDKD 2E2 RHD (SEQ ID NO: 5) 2E2 RKD (SEQ ID NO: 19)
HDKE 2E2 RHD (SEQ ID NO: 5) 2E2 RKE (SEQ ID NO: 20)
HDKF 2E2 RHD (SEQ ID NO: 5) 2E2 RKF (SEQ ID NO: 21)
HDKG 2E2 RHD (SEQ ID NO: 5) 2E2 RKG (SEQ ID NO: 22)
HEKA 2E2 RHE (SEQ ID NO: 6) 2E2 RKA (SEQ ED NO: 16)
HEKB 2E2 RHE (SEQ ED NO: 6) 2E2 RKB (SEQ ID NO: 17)
HEKC 2E2 RHE (SEQ ID NO: 6) 2E2 RKC (SEQ ID NO: 18)
HEKD 2E2 RHE (SEQ ID NO: 6) 2E2 RKD (SEQ ID NO: 19)
HEKE 2E2 RHE (SEQ ID NO: 6) 2E2 RKE (SEQ ID NO: 20)
HEKF 2E2 RHE (SEQ ID NO: 6) 2E2 RKF (SEQ ID NO: 21)
HEKG 2E2 RHE (SEQ ID NO: 6) 2E2 RKG (SEQ ID NO: 22)
HFKA 2E2 RHF (SEQ ID NO: 7) 2E2 RKA (SEQ ID NO: 16)
HFKB 2E2 RHF (SEQ ID NO: 7) 2E2 RKB (SEQ ID NO: 17)
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HFKC 2E2 RHF (SEQ ID NO: 7) 2E2 RKC (SEQ ID NO: 18)

HFKD 2E2 RHF (SEQ ID NO: 7) 2E2 RKD (SEQ ID NO: 19)

HFKE 2E2 RHF (SEQ ID NO: 7) 2E2 RKE (SEQ ID NO: 20)

HFKF 2E2 RHF (SEQ ID NO: 7) 2E2 RKF (SEQ ID NO: 21)

HFKG 2E2 RHF (SEQ ID NO: 7) 2E2 RKG (SEQ ID NO: 22)

HGKA 2E2 RHG (SEQ ID NO: 8) 2E2 RKA (SEQ ID NO: 16)

HGKB 2E2 RHG (SEQ ID NO: 8) 2E2 RKB (SEQ ID NO: 17)

HGKC 2E2 RHG (SEQ ID NO: 8) 2E2 RKC (SEQ ID NO: 18)

HGKD 2E2 RHG (SEQ ID NO: 8) 2E2 RKD (SEQ ID NO: 19)

HGKE 2E2 RHG (SEQ ID NO: 8) 2E2 RKE (SEQ ID NO: 20)

HGKF 2E2 RHG (SEQ ID NO: 8) 2E2 RKF (SEQ ID NO: 21)

HGHG 2E2 RHG (SEQ ID NO: 8) 2E2 RKG (SEQ ID NO: 22)
HA2KA | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKA (SEQ ID NO: 16)

HA2KB | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKB (SEQ ID NO: 17)

HB2KA | 2E2 RHB2 (SEQ ID NO: 10) 2E2 RKA (SEQ ID NO: 16)

HB2KB 2E2 RHB2 (SEQ ID NO: 10) 2E2 RKB (SEQ ID NO: 17)

HA2KF | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKF (SEQ ID NO: 21)

HB2KF 2E2 RHB2 (SEQ ID NO: 10) 2E2 RKF (SEQ ID NO: 21)

HA2KC | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKC (SEQ ID NO: 18)

HA2KD | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKD (SEQ ID NO: 19)

HA2KE | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKE (SEQ ID NO: 20)

HA2KF | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKF (SEQ ID NO: 21)

HA2KG | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKG (SEQ ID NO: 22)

HB2KC | 2E2 RHB2 {SEQ ID NO: 10) 2E2 RKC (SEQ ID NO: 18)

HB2KD | 2E2 RHB2 (SEQ ID NO: 10) 2E2 RKD (SEQ ID NO: 19)

HB2KE 2E2 RHB2 {SEQ ID NO: 10) 2E2 RKE (SEQ ID NO: 20)
HA2KFmu | 2E2 RHA2 (SEQ ID NO: 9) 2E2 RKF F-Y mut (SEQ ID NO: 24)
t

HB2KFmut | 2E2 RHB2 (SEQ ID NO: 10) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HEKAmut | 2E2 RHE (SEQ ID NO: 6) 2E2 RKA F-Y mut (SEQ ID NO: 23)
HEKFmut | 2E2 RHE (SEQ ID NO: 6) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HAKFmut | 2E2 RHA (SEQ ID NO: 2) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HBKFmut | 2E2 RHB (SEQ ID NO: 3) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HCKFmut | 2E2 RHC (SEQ ID NO: 4) 2E2 RKF F-Y mut (SEQ ID NO: 24)




51

HDKFmut | 2E2 RHD (SEQ ID NO: 5) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HFKFmut | 2E2 RHF (SEQ ID NO: 7) 2E2 RKF F-Y mut (SEQ ID NO: 24)
HGKFmut | 2E2 RHG (SEQ ID NO: 8) 2E2 RKF F-Y mut (SEQ ID NO: 24)
RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKA (SEQ ID NO: 16)

VKA

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKB (SEQ ID NO: 17)

VKB

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKC (SEQ ID NO: 18)

VKC

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKD (SEQ ID NO: 19)

VKD

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKE (SEQ ID NO: 20)

VKE

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKF (SEQ ID NO: 21)

VKF

RHE Y- | 2E2 RHE Y-V (SEQ ID NO: 13) 2E2 RKG (SEQ ID NO: 22)

VKG

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKA (SEQ ID NO: 16)

DKA

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKB (SEQ ID NO: 17)

DKB

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKC (SEQ ID NO: 18)

DKC

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKD (SEQ ID NO: 19)

DKD

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKE (SEQ ID NO: 20)

DKE

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKF (SEQ ID NO: 21)

DKF

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKG (SEQ ID NO: 22)

DKG

RHE E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKF F-Y mut (SEQ ID NO: 24)
DKFmut

RHE S- | 2E2RHE S-G (SEQ ID NO: 11) 2E2 RKA (SEQ ID NO: 16)

gg}? S— | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKB (SEQ ID NO: 17)
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GKB

RHE  S— | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKC (SEQ ID NO: 18)
GKC

RHE  S— | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKD (SEQ ID NO: 19)
GKD

RHE  S— | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKE (SEQ ID NO: 20)
GKE

RHE  S— | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKF (SEQ ID NO: 21)
GKF

RHE  S- | 2E2 RHE S-G (SEQ ID NO: 11) 2E2 RKG (SEQ ID NO: 22)
GKG

RHE Tpoitaoit myrant RHE 2E2 (SEQ ID | 2E2 RKA (SEQ ID NO: 16)
Triple-KA | NO: 14)

RHE Tpoitroit myranT RHE 2E2 (SEQ ID | 2E2 RKB (SEQ ID NO: 17)
Triple-KB | NO: 14)

RHE Tpoitroit myrant RHE 2E2 (SEQ ID | 2E2 RKC (SEQ ID NO: 18)
Triple-KC | NO: 14)

RHE Tpoitaoit myrant RHE 2E2 (SEQ ID | 2E2 RKD (SEQ ID NO: 19)
Triple-KD | NO: 14)

RHE Tpoitroit myrant RHE 2E2 (SEQ ID | 2E2 RKE (SEQ ID NO: 20)
Triple-KE | NO: 14)

RHE Tpoitroit myrant RHE 2E2 (SEQ ID | 2E2 RKF (SEQ ID NO: 21)
Triple-KF | NO: 14)

RHE Tpoitroit myrant RHE 2E2 (SEQ ID | 2E2 RKG (SEQ ID NO: 22)
Triple-KG | NO: 14)

RHE Tpoitroit myrant RHE 2E2 (SEQ ID | 2E2 RKF F-Y mut (SEQ ID NO: 24)
Triple— NO: 14)

KFmut

RHE Y- |2E2RHE Y-V (SEQ ID NO: 13) 2E2 RKF F-Y mut (SEQ ID NO: 24)
VKFmut

RHE  E- | 2E2 RHE E-D (SEQ ID NO: 12) 2E2 RKF F-Y mut (SEQ ID NO: 24)
DKFmut

[0126] CyuectByroT msiTh KjaccoB uMmyHornoOynuHos: IgA, IgD, IgE, 1gG u IgM,
UMEIOIIUX TsDKeNble Lend, 0003HauYeHHbIe KaK o, B, €, ¥, ¥ W, cOOTBeTCTBeHHO. Kiaccel ¥ u o
JOTIOTHUTEIBPHO MOAPA3ENSIIOTCS HA MOJAKIACCHI, HalpUMep, Yy JIFOAEH BbIACISIOT CIeAyIOIINe
nonkiaccel. 1gGl, IgG2, 1gG3, IgG4, IgAl u IgA2. Anturena IgGl moryT cymecTBoBath B
MHOTOYHCJICHHBIX TOJMMOP(HBIX BapuUaHTax, Ha3biBaeMbIx autorunamu (cm. Jefferis and
Lefranc 2009. mAbs Vol. 1 Issue 4 1-7), mo0oii 13 KOTOPBIX MOAXOIUT JJIsl UCIIOIH30BAHUS B
HEKOTOPBIX W3 BAPUAHTOB OCYIIECTBJIEHHsS HACTOSINEro H300peTeHus. PacnpocTpaHeHHBIMH
ANJIOTUMHBIMA BapHAHTAMH B TOMYJSIIUAX YEJOBEKA SIBIISIOTCS Te, KOTOpble OOO3HAYEHBI
OykBamu a, f, n, z wim ux koMOuHauK. B mr000M M3 BapUAHTOB OCYIIECTBJICHHS HACTOSIIETO
U300peTeHNs] aHTUTENO0 MOXeT conepkatb Fc—obmacTe TspKenmoi wnenw, comeprkamyro Fc—
obnacte uenoseueckoro IgG. B npyrux BapuaHTax OCyLIECTBJIEHUs FC—00IacTh 4eIoBe4eCcKOro
IgG conmepxxkutr uenoBeueckuit I1gGl mmm IgG4. B HeKOTOpBIX BapuaHTax OCYIIECTBJICHHS
aHTUTENO Tmpencrasiser coboi antureno IgGl. B HEKOTOPHIX BapuaHTaxX OCYIIECTBIICHHS
aHTUTENO Tmpencrasnser coboi antureno IgG4. B HEKOTOpPHIX BapuaHTaxX OCYIIECTBIICHHS

yenosedeckuil 1gG4 comepKUT aMUHOKHMCIOTHYHO 3aMeHy S228P, mpudeM aMUHOKHCIIOTHBIE
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OCTaTKH MPOHyMepoBaHbl B coorBeTcTBUU ¢ EU wmHmekcom, kak y Kabar. B HekoTopbIx
BapHaHTax OCYILECTBJICHHUS YeJI0BEUECKUN IgG1 CONEPIKUT AMHUHOKUCJIOTHYHO
nocnenosaTenbHOcTs SEQ ID NO: 78. B HEKOTOPBIX BapHAaHTaX OCYIIECTBIIEHHUS YE€JIOBEYECKUIM
IgG4 copepxuT aMUHOKUCIOTHYIO nocheaoBarenbHoCcTh SEQ ID NO: 79.

[0127] B HeKOTOpBIX BapHaHTax OCYIIECTBIEHUs M300pETEHHE OTHOCUTCS K AHTHUTENY K
CUTJIeKy—8, cozeprkaliemMy TSKEITYIO LeIb, COJIEPIKALIYIO AMUHOKHCJIOTHYO
nocienosarenbHocTb SEQ ID NO: 75; w/unm nierkyro 1emnb, COAEpIKALIY) aMHHOKUCIOTHYEO
nocJaen0BaTebHOCTh, BbiOpanHyto 3 SEQ ID NO: 76 unm 77. B HEKOTOpBIX BapHUaHTax
OCYILIECTBJIEHUS] AHTUTENIO MOXKET COJEPKaTh TSIKENYIO LIeTlb, CONEPIKALIYI0 aMUHOKHCIOTHYIO
nocienosatenbHOcTb SEQ ID NO: 87; w/mnm Jerkyro 1emnb, COAEp KAy aMHHOKUCIOTHYEO
nocnenosaTenbHOCTE SEQ ID NO: 76. B HekoTOpBIX BapuaHTax OCYILIECTBJIEHUS AHTUTENO K
CUIJIeKy—8 HWHIYLHPYET aronTo3 aKTUBHPOBAHHBIX 303MHO(GMIOB. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHS] AHTUTENO K CUTJIEKY—8 WHAYLHPYET aronTo3 303MHO(HIIOB, HAXOASLINXCS B
nokoe. B HeKOTOpbIX BapuaHTaX OCYLIECTBJIEHHS AaHTUTENO K CHUIJIEKy—8 HCTOLIAEeT
AKTUBUPOBAHHbIE 303MHOPWIBI M WHTHOMPYET AaKTHBALMIO TYYHBIX KJIETOK. B HEKOTOpBIX
BApHAHTaX OCYILECTBJIEHUS AHTUTENO K CHUIJIEKy—8 HCTOLIAeT WMJIM YMEHbINAeT KOJUYECTBO
TYYHBIX KIETOK W WHTUOMPYeT AaKTUBALMIO TYYHBIX KJIETOK. B HEKOTOpBIX BapHaHTax
OCYIIECTBJIEHUS] aHTUTENO K CUIIEKY—8 UCTOLIAET UM YMEHBIIAET KOJINYECTBO TYUHBIX KJIETOK.
B HEKOTOpBIX BapHaHTaX OCYINECTBJIEHHS AHTUTENO K CHIJIEKY—8 BBI3BIBAET T'MOENb TYYHBIX
kierok Omaromapst aktuBHOCTH ADCC. B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS AHTHTEIO
UCTOLIAET WIM YMEHbIIAET B TKAHU KOJIUYECTBO TYUYHBIX KJIETOK, SKCIIPECCUPYIOIIUX CUTTIEK—S.
B HekoTOpbIX BapuaHTax OCYLIECTBJICHUsS AHTUTENO WCTOLIAET WM YMEHbIIAET B
OHMONIOrN4YeCKOH JKUAKOCTH KOJMUYECTBO TYUHBIX KJIETOK, SKCIIPECCUPYIOIUX CUTIIeK—S.

1. CponcTBo aHTHUTENA

[0128] B HEKOTOPBIX acreKTax aHTHUTENO K CUIJIEKy—8, OMMCAHHOE B HACTOSIIEH 3asBKe,
CBSI3BIBAETCSl C YEJIOBEYECKHM CHIJIEKOM—8 C TMPUMEPHO TAaKUM K€ MM Oojiee BBICOKUM
cponcTBoM W/miu Oojiee BBICOKOH aBHUIHOCTBIO MO CPAaBHEHHIO C MBIIIUHBIM aHTUTENOM 2E2
W/ MBIIUHBIM aHTuTeIoM 2C4. B HEKOTOpBIX BapHAaHTaX OCYLIECTBIICHHS AHTHUTENO K
CHUTJIeKy—8, MPEICTABICHHOE B HACTOSIIEM OMHMCAHUU, UMeeT KoHcTaHTy aucconmanuu (Kd) <1
MkM, <150 M, <100 uM, <50 vM, <10 uM, <1 M, <0,1 uM, <0,01 M wumu <0,001 =M
(Hammpumep, 107 M nm menee, HaIpumep, oT 10° M o 1072 M, HaIpuMep, OT 107 M 10 107
13 M). B HEKOTOpBIX BapHaHTax OCYLIECTBICHHsS AHTUTENO K CHUIJIEKY—8, OIHCAHHOE B
HaCTOsLIEN 3asBKe, CBA3BIBAETCS C YEJOBEUECKHM CUIJIEKOM—8 CO CPOJACTBOM, MpUMEpHO B 1,5
pa3a, IpUMEPHO B 2 pa3a, IPUMEPHO B 3 pa3a, IPUMEPHO B 4 pa3a, IPUMEPHO B 5 pa3, IPUMEPHO
B 6 pa3, mpuMepHO B 7 pa3, IpUMEPHO B 8 pa3, mpuMepHO B 9 pa3 unu npumepHo B 10 pas
MPEBBIIAIOIIUM CPOACTBO MbIMUHOrO aHtutena 2E2 w/mnum wmeimmHOro anturena 2C4. B
HEKOTOPBIX BapHAHTaX OCYLIECTBICHHUS AHTUTENO K CHUIJIEKY—8 COAEpPKUT BapUaOeIbHYIO
00JIaCTh TSKEJION LIeTH, COAEP KAy aMUHOKHCIIOTHYIO nocienoBarebHocTh SEQ ID NO: 6;
w/umun  BapuabenbHyr0  00JacTh  JIETKOW  LEMH,  COAEPKAIIYH0  aMHHOKHCIIOTHYIO

NIOCJIEIOBATENBbHOCTD, BeIOpaHHy0 13 SEQ ID NO: 16 nmu 21
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[0129] B ogHOM u3 BapUAaHTOB OCYLIECTBJEHHUS CPOACTBO CBSI3bIBAHUS AHTUTENA K
CHUTJIEKY—8 MOKHO ONPENETUTh C MOMOIIBIO aHAJIN3a TOBEPXHOCTHOTO TUIA3MOHHOTO PE30HAHCA.
Hanpumep, Kd nin 3uauenne Kd moxer GbiTh m3Mepero ¢ momorsio BIAcore ™ —2000 wmm
BIAcore™-3000 (BIAcore, Inc., Piscataway, NJ) mpu 25°C ¢ HCIONB30BAHHEM HYHIIOB C
ummoOmn3oBaHHbIM auTureHoM CMS nipu ~10 enunnn otseta (RU). Bkpatie, 6GuocencopHbie
yunel ¢ KapOokcumerwnnpoBaHHbIM jekcTpanoM (CMS, BlAcore® Inc.) axTHBHpPYIOT
ruapoxyopuaoM  N-sTiin-N'-(3—gumernnamunonporuin)kapboguumuna (EDC)  u N-
rugpokcucykuuHuMuaoM (NHS) B COOTBETCTBUM ¢ MHCTPYKLHUSIMH TIOCTABIUKA. AHTHUTENA AJIs
3axBata (Harmpumep, antuuenoBedeckuii Fc) pasdasmsror 10 MM anerara Hatpusi, pH 4,8 nepen
UHBEKLNEH, MPOBOIUMON CO CKOPOCTBIO TOTOKA 30 MKJI/MUH, M JOTOJHUTEIBHO HMMOOMIIU3YIOT
aHTUTeNa K CHUrJeKy—8. JIisi M3MepeHHss KMHETHYECKUX MapaMeTpOB ABYKPATHbIE CEpUNHBbIE
pa3Benenus qumepHoro curiieka—8 BBogsaT B PBS ¢ 0,05% Teun 20 (PBST) mpu 25°C co
CKOpPOCTBIO TmOTOKa mnpuMmepHo 25 wmxi/mMm. Ckopoctun acconmauuu (ko,,) W ckopocTh
nuccorraui (Koff) BEIMUCISIOT ¢ TOMOIIBIO MOJeNU JIeHrMIOpa, MOZENT IPOCTOTO CBSI3bIBAHUS
1:1 (BIAcore® Evaluation Software version 3.2), myTeM OJJHOBPEMEHHOTO MOA0O0Pa CEHCOTpamMM
acconmauuu W auccouuanuu. PaBHoOBecHyr0 koHcTaHTy aucconpannu (Kd) BeMHCISIOT Kak
oTHOMIeHUE K i/Koy, cM., Hanipumep, Chen Y. et al. (1999) J. Mol. Biol. 293:865-881.

[0130] B mpyrom BapuaHTe OCYILIECTBJIEHUS AJISI OMpPENESEeHUsI CPOACTBA CBSI3bIBAHUS
AHTUTEJN K CUTJIEKY—8 C CUTJIEKOM—8 MOXXHO HUCIOJIb30BaTh OHMOCIONHY0 uHTEepdepomerpuio. B
OHOM W3 TIPUMEpPOB aHaimm3a curiek—8—Fc MedeHbli OenoKk MMMOOMIM3YIOT Ha AaTYHKax
3axBaTa  AHTUYEJIOBEYECKHX  (ParMEHTOB M  HMHKYOHPYIOT €  YBEJIWYMBAKOLIUMHUCS
KOHLIEHTPALUSIMH MBIIIHUHBIX, XMMEPHBIX WM T'YMaHU3UPOBaHHbIX Fab—(pparMeHToB Kk curiexy—
8 NI M3MEepEeHUsl CPOACTBA C IOMOIIBI0O MHCTPYMEHTA, HallpuMep, Takoro kak cucrema Octet
Red 384 (ForteBio).

[0131] CponcTBO CBSI3bIBAHUSI AHTHUTENA K CHIJIEKY—8 Takke MOXKET ObITh ONMpeesieHo,
Hampumep, ¢ MmoMmobplo aHanmuza CkdTuapma, onucaHHoro B Munson et al. Anal. Biochem.,
107:220 (1980), ¢ wucnonb30BaHMEM CTaHAAPTHBIX METOJOB, XOPOLIO W3BECTHBIX B
cootBetcTByromei oomactu. Cm. Takxke Scatchard, G., Ann. N.Y. Acad. Sci. 51:660 (1947).

2. ABUTHOCTL aHTUTEN

[0132] B HEexkOTOpBIX BapUaHTaX aBUIHOCTb CBSI3bIBAHMS aHTUTENA K CUIJIEKY—8 MOXKHO
OTIpeAeNIUTh C MOMOIIBIO aHaNINU3a MOBEPXHOCTHOIO IJIa3MOHHOro pe3oHaHca. Hampumep, Kd
win 3HaueHne Kd moxxkHo wm3meputh ¢ momornbio BIAcore T100. AnTHTEno s 3axsara
(HampuMep, KO3WH aHTHUeNOBeuecKHH—Fc W KO3Wil aHTUMBIIIHMHBIN-FC) MMMOOMIM3YIOT Ha
yume CMS. Ha mnOBepXHOCTH TNPOTOYHBIX KIOBET MOTIYT OBITh HMMMOOWJIM30BAHBI
AHTHYEJIOBEUECKHE WM AHTUMBILIMHBIE aHTUTeNa. AHAJIU3 NPOBOAAT IPU OMNpEEIeHHOM
TeMIepaType U CKOPOCTH TOTOKa, Hampumep, mpu 25°C u ckopoctu moroka 30 MKI/MUH.
JumMepHbIi curnek—8 pas3soxar B Oydepe 11t aHanM3a B pa3IMUHbIX KOHLEHTPALUAX, HAIPUMED,
B koHUHeHTpauumu oT 15 HM nmo 1,88 mnmM. AHTUTENna 3axBaThIBAIOT U BBIMOJHSIOT
BbICOKO3((EKTUBHBIE HHBEKLHUH ¢ Tnocienyoomeil aucconuanueii. IIpoTouHble KrOBETHI

pereHepupyroT ¢ mnomomblo Oydepa, Hampumep, 50 MM rmununaa, pH 1,5. Ilomygaror
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Pe3yJIbTaThI ISl XOJIOCTBIX P00 ¢ MyCTOM STAJOHHOHN STMeUKOW U MHOTOKPATHBIMU UHBEKIUSIMU
Oydepa st aHaIM3a U AHATU3UPYIOT, UCTIOJB3YS TII00aIbHbIE TTapaMeTpbl COOTBETCTBHS 1:1.

3. KOHKYpPEHTHBIN aHAJIN3

[0133] KonkypeHTHbIE aHaJdM3bl MOXHO MWCHOJb30BaTh [JIsl OINPENEJICHUs] TOro,
CBSI3BIBAIOTCSA JIM J[BA AHTHUTENAa C OJHUM M TEM >K€ OBIMTOINOM IyTeM pacIO3HaBaHUS
UJIGHTUYHBIX WJIN CTEPUYECKHU MEPEeKPBIBAIOLINXCS SIUTONOB, WIM OAHO AHTUTENIO KOHKYPEHTHO
MHTHOMPYET CBS3bIBAHUE APYrOro aHTHUTENA ¢ aHTUI€HOM. DTH aHAJIM3bl W3BECTHBI B JAHHOW
obnactu. OOBIMHO AHTUI€H WJIM KJIETKH, SKCIPECCHPYIOIHUE AHTUI'eH, UMMOOWIHM3YIOT Ha
MOBEPXHOCTH MHOTOJIYHOYHOTO IUIAHIIETa W H3MEPSIOT CIIOCOOHOCTh HEMEUEHBIX aHTHUTEI
OJIOKHMPOBATh CBSI3bIBAHWE MEYEHBbIX aHTUTE]. OObIYHBIMH METKaMH B TAaKMX KOHKYPEHTHBIX
aHaN3ax SIBJSIFOTCS PAIMOAKTUBHBIE METKU WM (PEPMEHTHbIE METKH. B HEKOTOpPBIX BapuaHTax
OCYIIECTBIIEHHsSI AHTUTEJIO K CHUIJIEKY—8, OMHMCAHHOE B HACTOSIIEH 3asBKe, KOHKYPUPYET C
ONMCAaHHbIM B HACTOsAIIEH 3asBke aHTUTeNnoM 2E2 3a CBA3BIBAHME C  JIIUTOIOM,
NPUCYTCTBYIOLINM Ha KJIETOYHOW MOBEPXHOCTH (HampuMmep, TYYHOH KJIeTKH). B HekoTopbIx
BApPUAHTAaX OCYINECTBJIICHUS AHTHTENO K CHIJIEKYy—8, OINHCAaHHOE B HACTOSALICH 3asiBKe,
KOHKYPHPYET C aHTHTEJIOM, COACPIKAIIUM BapHaOeNbHbIH JOMEH TSDKEJIOH LEeNH, COAep Kaluii
aMHHOKHUCIIOTHYIO nocnenoBatenbHocTh SEQ ID NO: 1, n BapuabenbHy0 001aCTh JIETKOH IIeTIH,
COIepIKAIIY0 aMUHOKHUCIOTHYI mocnenoBaTeapbHocTs SEQ ID NO 15, 3a cBs3biBaHue ¢
STMUTOMNOM, NPUCYTCTBYIOLIMM Ha KJIETOYHOH NOBEPXHOCTH (HAIpUMep, Ty4yHOH KieTku). B
HEKOTOPBIX BAPHAHTAX OCYINECTBJIEHUS] aHTUTEJIO K CUTJIEKY—8, OITMCAHHOE B HACTOSIIEH 3asBKe,
KOHKYPHPYET C OIMCAHHBIM B HacTosInell 3asBke aHTHTEIOM 2C4 3a CBSI3BIBAHUE C SIUTOIOM,
NPUCYTCTBYIOLIMM Ha KJIETOYHOW MOBEPXHOCTH (HAampuUMep, TY4YHOH kieTku). B HekoTopbIx
BAPUAHTAaX OCYLIECTBJIEHHUs OIMCAHHOE B HACTOSIIEH 3asBKE AaHTUTENO K CHUIJIEKy—3
KOHKYPHUPYET C aHTUTEJIOM, COAEP KAIlUM BapHaOeNbHbII TOMEH TSDKENON LeNH, COnep Kalnui
aMHMHOKHCIIOTHYIO mocienoBarensHocTh SEQ ID NO: 2 (xak ommcano B marente CIITA Ne
8207305), u BapuabenbHyIO O00JACTh JIETKOH II€MH, COAEPKAIIYID aMHHOKHCIOTHYIO
nocnenoBatenbHocTh SEQ ID NO: 4 (xak omucano B mareHte CIITA Ne 8207305), 3a
CBSI3bIBAHUE C SMUTOINOM, MPUCYTCTBYIOIIMM HA KJIETOYHOW MOBEPXHOCTH (HAMPHUMEp, TYYHOU
KJIETKH).

4. Tepmuueckas CTaOUIBLHOCTD

[0134] B HEeKOTOpBIX acreKkTax aHTUTENO K CUTJIEKy—8, OMHMCAHHOE B HACTOSIIEH 3asiBKeE,
uMmeeT Temneparypy miasneHus (Tm), cormacHo pes3yjbTaTaM aHaIN3a TEPMUYECKOTO CABHIA,
paBHy!0 no MeHblueil Mepe npumepHo 70°C, mo menbiieli mepe npumepHo 71°C wnm no
MeHbllel Mepe npumepHo 72°C. B omHOM U3 NpUMEPOB aHaiIM3a TEPMHUUYECKOrO CABUIA
oOpasupl, coaep)kKalie TyMAaHU3HPOBAHHOE AaHTUTENO K CHIVIEKY—8, HWHKYOHUPYIOT C
¢dayopecuentaeiM  kpacuteneM (Sypro Orange) B TedeHune 71 mHKIa € yBEJTHUYEHHEM
temnepatypbl Ha 1°C 3a uukn B kIILP Tepmouuknepe nns omnpeneneHus Tm. B HexoTOphIx
BapUAHTaX OCYILIECTBJICHHUS aHTUTEJNIO K CUTJIEKYy—8 UMeeT CXOAHYI0 Min OoJiee BBICOKYIO Tm 1o
CpPaBHEHHIO C MbIIUHBIM aHTHTeNoM 2E2 w/mmm mbimuHeiM antutenoM 2C4. B HekOTOpbIX

BapUAHTAX OCYILECTBJIECHUS aHTUTENIO K CUTJIEKY—8 COIEP>KUT BapuaOeNbHy0 00JacTh TSLKENION
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Leny, COIEepKAllyld AaMHHOKHCIOTHYIO mnocienosareabHocTh SEQ ID NO: 6; w/wmm
BapuabenbHy0 00JIACTh JIETKOW LIEMH, CONEpIKAIlyl0 aMHHOKHCIOTHYIO MOCIENOBATENbHOCTD,
BbIOpanHyto u3 SEQ ID NO: 16 unu 21. B HEKOTOPBIX BapHaHTax OCYLIECTBJIEHUS aHTHUTEJO K
CHUIJIEKy—8 MMEEeT TaKyl e WM 0ojiee BBICOKYIO Tm 1o CpaBHEHHMIO ¢ XMMEPHBIM aHTHTEIOM
2C4. B HEKOTOpPBIX BapUaHTaX OCYILECTBJIEHUS AHTHUTENO K CHUIVIEKY—8 HMMEET TaKylo K€ MU
Oonee BBICOKYI0O Tm MO CpaBHEHMIO C AHTUTEJOM, MMEIOIIUM TSDKEIYIO Lelb, COAEPIKaLIYIo
aMUHOKHUCJIOTHYIO mnocnenosarenbHocTh SEQ ID NO: 84, u nerkyro Iemnb, COAEpKaIlyro
aMUHOKHCJIOTHYIO nocnenoBarenbHocTh SEQ ID NO: 85.

5. AHajiu3 OUOJIOTMYECKON AKTUBHOCTH

[0135] B HexkoTOpbIX BapHaHTaxX OCYLIECTBIIEHUS OIMCAHHOE B HACTOSIIEH 3asBKe
AHTHUTEJIO K CUTJIEKY—8 HUCTOINAeT TY4YHbIE KJIETKH. AHAJIM3bl JUI OLEHKH aronTo3a KIIETOK
XOpOLIO U3BECTHBI B HACTOALIEH OOJACTH, HANPUMED, OKPALIMBAHUE AHHEKCHHOM V U aHaJu3
TUNNEL.

[0136] B HekOTOphIX BapHaHTAaX OCYIIECTBIICHHUS OMUCAHHOE B HACTOSIICH 3asiBKE
aHTUTENO0 K curiaeky—8 wuHayuupyer aktuBHOocTb ADCC. B HekoTOophiX BapuaHTax
OCYIECTBIIEHHsI ONMCAHHOE B HACTOSIIEH 3asBKE AHTHUTEIO K CUTJIEKYy—8 yOHMBaeT Ty4yHbIE
KJIETKH, 3KCIpeccupyromue curek—8, omaropapst aktuHOCTH ADCC. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHUS] KOMIIO3ULIUSL CONEPKUT He(PYKO3UIHPOBaHHBIE (T.€. adyKO3HIMPOBAHHBIE)
aHTHUTENa K CHUrJeky—8. B HEKOTOpBIX BapHMaHTaX OCYINECTBJICHUS KOMITO3HUIIVS, COAEp Kaiast
ONUCAaHHbIE B HACTOSINEH 3asBKEe HE(PYKO3WIMPOBAHHBIE AHTHTENA K CHUTJIEKY—8, YCHIIMBAET
akTuBHOCTH ADCC 1o cpaBHEHHIO ¢ KOMIIO3HIHEH, COAep Kalle 4JacTHIHO (PyKO3HITUPOBAHHbBIE
aHTUTeNa K curieky—8. Ananusbl 111 oueHku akTuBHOCTH ADCC XOpOIIO U3BECTHBI B TaHHOM
o0xacTu 1 onucaHbl B HacTosmel 3asBke. B Tunuunom ananuse usmepenus aktusHoctu ADCC
UCTIONB3YIOTCS 3()(EeKTOpHbIE KIETKH M KiIeTKU—MuineHu. IIpumeps! 3pQeKTOpHBIX KIETOK
BKJIIOYAIOT KJIETKU ecTecTBeHHbIX KmutepoB (NK), 6onbime rpanynspabie mumdormrs (LGL),
muMmpokun—aktuBupoBanubie  kuiuiepbl (LAK) u PBMC, comepxamme NK wu LGL, wimn
JEWKOLUTBI, NMeroLIe Fc—penentopbl Ha KJIETOYHBIX MOBEPXHOCTSX, TAKHE KaK HEHTPOQUIIBL,
s03uHOGMIBI U Makpodarn. DPdekTopHbie KIETKH MOryT OBbITh BBIIEIEHbI M3 JIFOOOTO
UCTOYHUKA, BKIIFOYas MHAMBUIYYMOB C MPEACTABISIOIUM UHTEpec 3aboseBaHueM (Hampumep,
annepruyecknuM 3aboneBanueM Tia3). KieTkoH—MUIIEHBbIO SBsieTCs JE00asi KJIETKa, KOTOopast
SKCIIPECCUPYET HA KIETOYHOH IOBEPXHOCTH AHTUTEHBbI, KOTOPbIE MOTYT pPAacIO3HABATHCS
aHTHUTEJIAMH, TOJISKAIMUMHU OLeHKe. [IpruMepoM TakoH KJIETKU—MHIIEHH SIBJISTFOTCSI TYy4YHbBIE
KJIETKHM, KOTOPBIM 3KCIPECCUPYET CHUITIEK—8 Ha CBOEH MOBEPXHOCTU. JIpyruM NpuUMEpOM TakOn
KJIETKH—MUIIEHH SIBJSIETCSl KJIETOYHAs JIMHUS (HampuMmep, KJIeTO4YHas JUHUs Ramos), koropas
JKCIIPECCUPYET CHUITIEK—8 Ha KIETOYHOH moepxHOCcTH (Hampumep, Ramos 2C10)). Knerku—
MUIIEHH MOTYT OBITh MEYEHBI PEareHTOM, KOTOPBIN MO3BOJIsieT 0OHAPYKUTh LUTONU3. [Ipumepsr
pEareHToB JJIi MEYEHHUS BKIIIOYAIOT PAJHOAKTUBHOE BEILIECTBO, TAKOE KAaK XPOMAT HATPUs
(Na,”'CrOy). Cwm., Hanpumep, Immunology, 14, 181 (1968); J. Immunol. Methods., 172, 227
(1994); J. Immunol. Methods., 184, 29 (1995).

[0137] B npyrom tTunuuHoMm aHanusze s oteHkd ADCC u anonTtoTuieckoil akTHBHOCTH
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AHTHUTEJ K CUIJIEKy—8 B OTHOLUEHUH TYYHbBIX KJIETOK, UYEJOBEUECKUE TyUHbIE KJIETKU BBIIEISIOT
U3 YEJIOBEYECKUX TKaHeH MJIN OMOIOTHYECKUX JKUIKOCTEH B COOTBETCTBUH C OMYyOJINKOBAHHBIMU
nporokosiamu (Guhl et al., Biosci. Biotechnol. Biochem., 2011, 75:382-384; Kuika et al., In
Current Protocols in Immunology, 2001, (John Wiley & Sons, Inc.)) nnmu ocymecTBisiioT uUx
a1 QepeHIUPOBKY U3 YENOBEYECKHX NeMAaTONOATHUYECKHX CTBOJIOBBIX KJIETOK, HAIpUMEpP, Kak
ormucaHo Yokoi et al. J. Allergy Clin Immunol., 2008, 121:499-505. OuuineHHbIE Ty4YHBIE
KJIeTKH pecycrieHnupyroT B cpene Complete RPMI B crepunbHOM 96—nyHOUHOM mutanmere ¢ U—
THOM M HMHKYOUPYIOT B TMPUCYTCTBHM HJIM OTCYTCTBUM AHTHTEN K CHIJIEKy—8 B TeueHue 30
MHUHYT B KOHIEHTpauusx B nuana3zone ot 0,0001 ur/mu go 10 mxr/mn. OOpasibl HHKYOUPYIOT B
TedeHue eule 4—48 4acoB ¢ OUMIIEHHBIMU ecTeCTBeHHbIMU KuiuiepaMu (NK) win 6e3 Hux mim co
ceexkenpurotoBieHHbIME PBL u 6e3 Hux, yroOsl naaynupoBatb ADCC. YHHUTOXKEHHE KIETOK
nyteM anonrto3a wim ADCC aHanmu3upyroT ¢ MOMOLIBIO MPOTOYHON LIUTOMETPHUH, HCIOJb3YSI
(bayopecLieHTHbBIE KOHBIOTHPOBAaHHBIE aHTUTENA Uil OOHapyXeHHus Ty4HbIX KieTok (CD117 u
FceR1) n anHexkcun—V u 7AAD 11t BO3MOXKHOCTH OTJIMYHTD JKUBBIE KJIETKH OT MEPTBBIX WJIH
ymuparomux kierok. OkpamnBaHue aHHEKCUHOM—V U 7AAD BBINOJHSIOT B COOTBETCTBUH C
UHCTPYKLHUSAMU IPOU3BOAUTEIIS.

[0138] B HeKkOTOpBIX acmeKTax OMHCAHHOE B HACTOSINEH 3asBKE aHTUTENO K CHUTJIEKY—8
UHTUOUPYET OMOCPENOBAHHYI TYYHBIMH KJIETKAMH AKTUBHOCTb. TpPHUNTa3y TYYHBIX KJIETOK
UCTIONB3YIOT B KauecTBe OMoMapkepa AJisi 00IIero KOJNYeCTBAa TYUHBIX KJIETOK M UX aKTHBALHH.
Hanpumep, A OLIEHKM yMEHbBIIEHUs KOJIMYECTBA TYYHBIX KJIETOK B KPOBM WM MOYE MOTYT
OBITh M3MEpEeHBl O0IIas U aKTUBHAs TPUIITAa3a, a TakXe r'MCTaMuH, N—MeTwi ructamuH u 11—
O6era—npocrarmanaud F2. Cwm., Hampumep, nyOnukamuto 3asBku Ha mnateHt CIIIA N
20110293631, rae onucaH NpUMep aHAIN3a AKTUBHOCTH TYYHBIX KJIETOK.

L. Ionyuenue anmumen.

[0139] AwnrtuTeno, omMcaHHOe B HACTOsLIeH 3asBKe (HAMPUMEp, AHTHTENO, KOTOPOe
CBSI3BIBAETCSl C YEJIOBEYECKHUM CHUIJIEKOM—8), TMONY4YarOT METOAAMH, AOCTYIHBIMH B JaHHOH
o0yacTé Ui TIOJNYYEeHHUs AaHTUTEN, TNPUMEPbl KOTOPbIX Oosnee moxpoOHO ONMUCAHBI B
MPUBENEHHBIX HIDKE pa3zenax.

1. ®parMeHTbl AaHTUTEIL

[0140] Hacrosimee nzobpereHue BKIIOYAaeT GparMeHThl aHTUTEN. DPparMeHThl aHTHTEI
MOryT OBITh TMOJIy4€HBbl TPAAWLUOHHBIMH CrocodamMH, TakUMH Kak (EepMEHTaTUBHOE
paciieryieHne, WJIM pPEKOMOMHAHTHBIMH METOJaMH. B OmNpeneseHHbIX OOCTOSTENbCTBAX
NPEUMYIIECTBO €T MCIOJb30BaHNE (PArMEHTOB aHTHUTEN, a HE Leibix aHTuTen. Jims o03opa
HEKOTOphIX (pparmenTos antuten cM. Hudson et al. (2003) Nat. Med. 9:129-134.

[0141] Pa3pabortanbl pasnu4Hble CIOCOOBI TOJYyYEHUs (PParMEHTOB AHTUTEIL.
TpaguunoHHO Takue (ParMEeHTHI MOJNYHAIOT B PE3YJIbTATe MPOTEOJUTHYECKOTO PACINEIUICHUs
MHTaKTHBIX aHTUTEN (CM., Hampumep, Morimoto et al. Journal of Biochemical and Biophysical
Methods 24:107-117 (1992); u Brennan et al. Science, 229:81 (1985))). OgHako ceromHst 3Tu
¢parMeHTbl MOTYT OBITH NMPOAYLHMPOBAHBI HETIOCPENCTBEHHO PEKOMOWHAHTHBIMH KIIETKAMH—

xo3sieBaMu. Bce ¢parmenter antuten Fab, Fv u ScFv moxno skcmpeccupoBats B E.coli u
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CEeKPEeTHUPOBAaTh M3 HUX, YTO IO3BOJSIET JIETKO MPOAYLUPOBATH OOJBILIME KOJHUYECTBA 3THUX
¢parmenToB. @parMeHTBl AHTUTEN MOTYT OBITh BBIAENEHBI U3 YIOMSHYTBIX BbIIIE (haroBbIX
Oubnuorexk aHTHTENn. AnbrepHaTHBHO, (QparmMeHTsl Fab'-SH MoryT ObITh H3BIEUEHBI
HerocpeacTBeHHO U3 E.coli n xuMuuecku cesaszanbl ¢ oopazosanueM F(ab'), ¢pparmenros (Carter
et al., Bio/Technology 10:163—-167 (1992)). Cornacuo apyromy noaxony F(ab'), ¢parmenTs
MOTyT OBbITb BBIIEIEHBl HEMOCPEACTBEHHO W3 KYJIbTYPbl PEKOMOMHAHTHBIX KJIETOK—XO3SIEB.
®parmentsl Fab u F(ab'), ¢ yBennYeHHbIM MEPHOAOM TMOJYBBIBEACHHS in Vivo, COmepIKaiue
OCTaTKU 3IHUTOINA, CBS3BIBAIOLIErO perentop craceHus, onucad B nateHte CIIIA Ne 5869046.
Jpyrue crnocoObl mosy4deHust (parMeHTOB aHTUTEN TAK)KE OYEBHIHBI CIELUAIUCTY B JAaHHOH
obnactu. B HEKOTOpBIX BapHaHTaxX OCYIIECTBJCHUS AHTUTENIO TPEACTaBIsieT CoOoit
onuonenovyeunsrii pparmeHt Fv (scFv). Cm. WO 93/16185; matenter CIITA NeNe 5571894 wu
5587458. Fv u scFv ABISIOTCST €MMHCTBEHHBIMU BUIAMU ¢ HHTAKTHBIMU AHTUT€HCBSI3bIBAIOIIIUMU
y4acCTKaMH, KOTOpbI€ JIMIIEHbl KOHCTAaHTHBIX oOjacTeli, TakuM o0pa3oM, OHH MOTYT OBITh
NPUTOAHBI JIJIs1 CHYYKEHHUS HECTIEU(PUUECKOTO CBA3BIBAHUS MPU MCIIOIB30BAHMUH in Vivo. CinuTeie
Oenku scFv MOTyT OBITh CKOHCTPYHPOBAHBI IS MTONYUEHHsI CITUTOro 3 dexroproro denka 1mudo
Mo aMUHO—, OO 1o KapOokcu—koHiy scFv. Cm. Antibody Engineering, u3n. Borrebaeck, Bbie.
@DparMeHT aHTHUTENA TAKXKE MOXKET MPEACTABIATh COOOH «IMHEHHOE aHTUTENIO», HAPUMED, KaK
ommucano B mareHte CIIA Ne 5643870. Takuwe nuHeiiHble aHTUTENA MOTYT OBITH
MOHOCTIELU(PUUECKUMHU MM OHCTIeHN(UISCKUMH.

2. I'vMaHU3UpPOBAHHBIE AHTUTEJA.

[0142] Hacrosimee u3zoOpeTeHHe BKIIIOYAET I'yYMaHM3UpPOBAaHHBIC aHTHTeNA. B maHHON
00JacTH M3BECTHBI pa3jIM4Hble CIIOCOOBI 'YMAaHM3AaLMU He4eloBeueckux aHTuten. Hampumep,
I'YMaHU3HPOBAHHOE AHTUTENO MOXET HMMEeTb OAMH MM Oojiee aMHHOKUCJIOTHBIX OCTaTKOB,
BBEICHHBIX B HEro M3 HCTOYHHUKA, KOTOPBIH HE SIBISETCS YEJOBEKOM. OJTU HEYeJOBEUEeCKHe
AMMHOKHCJIOTHBIE OCTaTKH YacTO HA3bIBAIOT «UMIOPTUPYEMBIMU» OCTATKAMHU, KOTOPbIE OOBIYHO
OepyT H3 «UMIOPTHPyeMOro» BapuabenabHOro nomeHa. [lo CymiecTBy, yMaHH3alHs MOMKET
ObITh BbITIOTHEHA 1O Metony Bunrepa (Jones et al. (1986) Nature 321:522-525; Riechmann et
al. (1988) Nature 332:323-327; Verhoeyen et al. (1988) Science 239:1534-1536) nmytem 3aMeHbI
MOCJIEI0BATENbHOCTH runepBapuadesbHON obactu COOTBETCTBYIOLIUMU
MOCJIE0BATENbHOCTAMU YeJI0BEYECKOTrO aHTUTENA. CoOOTBETCTBEHHO, TaKUMHU
"T'YMaHU3MPOBAHHBIMU" AHTUTENAMH SIBJSIIOTCS XHMepHble aHTuTena (mareHt CIITIA Ne
4816567), B KOTOPBIX MO CYLIECTBY YYaCTOK, Oojiee KOPOTKUH, YeM MHTaKTHBIN YeIOBEUECKUN
BapuabeNnbHBIH ~ JOMEH,  3aMeleH  COOTBETCTBYIOINEH  TOCIEAOBATENIbHOCTBIO W3
HeueJioBeueckoro Buaa. Ha mpakThke ryMaHW3MPOBAaHHBIE aHTUTENA OOBIYHO MPEACTABISIOT
co0oli 4eoBeYeCKHe aHTUTENA, B KOTOPBIX HEKOTOPbIE OCTATKH rurnepBapruadenbHoOl 00IacTH H,
BO3MOKHO, HEKOTOpble ocTaTku FR 3ameleHbl ocTaTkaMu U3 aHAJIOTHYHBIX YYaCTKOB aHTHUTEN
I'PBI3YHOB.

[0143] Bribop uenoBedeckux BapuaOeIbHBIX JOMEHOB, KaK JISTKUX, TaK U TSDKENbBIX, JJIS
UCTIONIb30BAHUST NPU TOJNYYEHUH TYMAaHU3UPOBAHHBIX AHTHUTEN MOXKET OBITh BaXXHBIM MJIS

YMCHBIICHUS AHTUICHHOCTHU. B cooTrBercTBHMM C Tak Ha3bIBAEMBIM METOAOM <«HAUJy4dLICro
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COOTBETCTBUS» OCYIIECTBISIFOT CKPHUHHUHI BCEeH OHOMMOTEKHM W3BECTHBIX YEJIOBEUECKUX
NOCJIEIOBATENbHOCTEH  BapuaOeNbHBIX  JOMEHOB  OTHOCHUTENBHO  TOCIIENOBATENbHOCTH
BapuabeNpbHOrO JIOMEHA AaHTHUTeNa TIPbI3yHa (HApUMEp, MBIIH). 3aTeM YelOBEYECKYIO
NIOCJIEIOBATENIbHOCTD, KOTOpasi Hanboee OJIM3Ka K MOCIEA0BATEIbHOCTH I'PhI3yHA, MPUHUMAIOT
B KaueCTBE YeJIOBEUECKOW OCHOBBI JIJIsI I'yMaHH3UpOBaHHOro anturena (Sims et al. (1993), J.
Immunol. 151:2296; Chothiaetal. (1987) J. Mol. Biol. 196:901). B npyrom merozae ucnosib3yercs
KOHKPETHBIN KapKac, MOJy4eHHbIH U3 KOHCEHCYCHOW MOCJIEN0BATENbHOCTU BCEX YEOBEUECKUX
AHTUTEJT OMPENEJICHHON MOATPYIbI JITKUX WM TSDKEIbIX Lernei. Takoil ke Kapkac MOKHO
UCTIONB30BATh i1 HECKOJIbKUX Pa3jIMYHbIX T'yMaHu3upoBaHHbIX aHtHTen (Carter et al. (1992)
Proc. Natl. Acad. Sci. USA, 89:4285; Presta et al. (1993) J. Immunol. 151:2623).

[0144] Kpome Toro, xemaTeqpHO, YTOOBI aHTHTENAa ObUIM TYMaHHU3UPOBAHBI C
COXPAaHEHHEM BBICOKOTO CpPOJCTBA K AHTUTCHY M APYTHUX OJIArONPUSATHBIX OHOJOTHMYECKUX
cBOMCTB. JlJIsT MOCTHIKEHHsI 3TOH LEJIM, COMJIACHO OJHOMY M3 CHOCOOOB, T'YMaHHW3UPOBAHHbBIE
aHTHUTEeJNa MOJIyYaloT C MOMOIIBIO AHAJIM3a POAUTENBCKUX IOCIEA0BAaTEeIbHOCTEN U Pa3IMUHbIX
KOHLIENTYaJIbHbIX T'YMaHU3UPOBAHHBIX NPOAYKTOB C HCIOJB30BAHHEM TPEXMEPHBIX Mojesei
POOUTENBCKUX W TI'YMAaHU3HUPOBAHHBIX  MOCHeAOBaTeNbHOCTEHl.  TpexmepHble  MOJENH
UMMYHOTJIOOYJIMHOB  SIBJSIFOTCS  OOINEOCTYIHBIMH M 3HAKOMBI CIHEHANCTaM B JaHHOM
obnactu. MMerOTCS KOMIBIOTEPHBIE NPOTPAMMbl, KOTOPbIE WIIFOCTPUPYIOT U OTOOPaXKaroT
BO3MOXKHBIE TPEXMEpHbIE KOH()OPMAILMOHHBIE CTPYKTYPBI BBIOPAHHBIX IOCIEAOBATENBHOCTEMH
UMMyHOTJIOOyIMHa—KaHauaara. HM3ydeHne 5THX JHUCIUIEEB IO3BOJSIET IMPOAHAIU3UPOBATH
BEPOSITHYIO POJIb OCTAaTKOB B (DYHKLIMOHHPOBAHHM IOCJIENOBATENBHOCTH HMMYHOIJIOOYIHMHA—
KaHAMJaTa, T.€. BBINOJHUTb AaHAJNM3 OCTATKOB, KOTOpbIE BIMAIOT HAa CIOCOOHOCTH
UMMYHOTJIOOYJIMHA—KaHAMATa CBA3BIBATBCS CO CBOMM aHTUreHOM. Takum oOpasom, s
AOCTIXKEHUs] TpeOyeMbIX XapaKTEepPUCTHK AaHTHUTENA, TaKMX Kak IIOBBIIIEHHOE CPOACTBO K
LIeJIEeBOMY aHTUTeHy(aM), MOTryT ObITb 0TOOpaHbl M 0OBennHeHbl ocTaTku FR U3 perunueHTHbIX
U UMIIOPTUPYEMBIX MOCenoBareibHoCcTel. Kak mpaBuiio, ocTaTku runepeapradenbHoi 00aacTu
HETIOCPEACTBEHHO U CYINECTBEHHBIM 00Pa30M BJIHSIOT Ha CBSI3bIBAHUE AHTHUIEHA.

3. UenoBeyeckue aHTUTENA

[0145] YenoBeueckue aHTUTENA K CUTTIEKY—8 MO HACTOSIILEMY M300PETEHUIO MOTYT OBITh
CKOHCTPYHMPOBAHbI MyTeM OOBEOUHEHMs IIOCJIENOBaTeNbHOCTH(el) BapuabeapbHOro IOMEHa
kioHa Fv, BeiOpaHHOW w3 OubOnmorek (aroBoro AuCIUIes YEJIOBEKAa, C HW3BECTHOH
NOCJIEIOBATENIbHOCTBIO(SIMH) ~ YEJIOBEYECKOro  KOHCTAHTHOTO  JIOMEHAa.  AJIbTEPHATHBHO,
YeJIOBEUECKNEe MOHOKJIOHAJbHBIE AHTUTENA K CHUTJIEKY—8 IO HACTOSIIEMY H300PETEHHIO MOTYT
OBITH TOJNYyYEHBI CIIOCOOOM THOpUAOMBL. KIleTOYHBIE JIMHUU YEJOBEYECKOH MHEIOMbI |
MBIIIMHON TeTEPOMHUENIOMBI JUIsI TPOAYLIUPOBAHHUS YEJIOBEUECKUX MOHOKJIOHAJIBHBIX AHTUTEN
ommcanbl, Hanpumep, B Kozbor. J. Immunol., 133:3001 (1984); Brodeur et al., Monoclonal
Antibody Production Techniques and Applications, pp. 51-63 (Marcel Dekker, Inc., New York,
1987); u Boerner et al., J. Immunol., 147:86 (1991).

[0146] MoOXHO TONYYNUTh TPAHCTEHHBIX JKUBOTHBIX (HAIPUMEp, MBIIIEH), KOTOpbIE

CITIOCOOHBI TTOCTIE HUMMYHU3aUH IIPpOAYyLHUPOBATh TTOJIHBIH penepTyap 4CJIOBECUCCKHUX aHTUTECI, HE
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IPOAYLMPYS MIPHU 3TOM SHIOTE€HHBIH HMMYHOTI00yIMH. Hanpumep, onucaso, 4To rOMO3UTOTHAs
menenysi reHa B mapHuUpHOW obmactu (JH) Tspkenmoil menu aHTUTENa y XMMEPHBIX MBIIIEH U
MBIIIEH C MYyTAaHTHOW 3apOABIEBON JIMHUEH MPUBOAWT K TIOJHOMY HHIHOWPOBAHHIO
NpOAYLUPOBAaHUSA  OSHAOTEHHBbIX aHTuTen. IlepeHOoC MaccuBa T€HOB — 4EJIOBEYECKOTO
UMMYHOIJIOOYJIMHA 3apOJIBILIEBOI JIMHUN B TaKyK MbIIIb ¢ MyTAHTHOW 3apOJBILIEBOH JIMHUEH
npuBeneT K BbIpaOOTKE YEJOBEUECKHX AHTHUTEN IOCie 3apakeHus: aHTureHoM. CM., Hampumep,
Jakobovits et al., Proc. Natl. Acad. Sci. USA, 90:2551 (1993); Jakobovits et al., Nature, 362:255
(1993); Bruggermann et al., Year in Immunol., 7:33 (1993).

[0147] Taksxe MOKHO HCIOIB30BaTh MEPECTAHOBKY I'€HOB JJIS MTOJIYUYEHUS YeTOBEUECKUX
AHTUTEI W3 AHTHUTE], HE OTHOCALIMXCS K 4YeJOBEKy (Hampumep, TPBI3YHOB), MpHYEM
YeJIOBEYECKOE AHTHTENO HMEET CXOACTBO M CHEHU(PHYHOCTh HCXOJHOTO HEYEJIOBEYECKOrO
antutTena. CornacHO 3TOMy CrHoOco0y, KOTOPBIM Take Ha3bIBAIOT «MMIIPHHTUHIOM SITUTOMNAY,
BapHabeNnbHyI0 O0JIACTh TSDKENION WM JIETKOW Ienu (pparMeHTa HEe4YeNOBEYECKOrOo aHTHUTENa,
MOJIy4eHHOrO MeTOAaMH (HaroBOro JAWCIUIES, ONMUCAHHBIMU B HACTOSIIIEH 3asBKE, 3aMEHSIIOT
HaOOpPOM TEHOB HYEeJOBEUECKOro V-IoMeHa, cosnasas mnonyssinuio scFv mmu Fab xumep
HEUeJIOBEUECKUX Ilereii/uesoBedyeckux Ierneld. BpiOOp € MOMOIIBIO aHTHUIeHa NPUBOIUT K
BbineneHn0 scFv mnm Fab xumep HedenoBedecKHx Lienei/uenoBedecKkux Ienel, B KOTOPbIX
4eloBeveckasl Lielb BOCCTAHABIMBAET AHTUICHCBS3BIBAIOIIMN Y4YacTOK, pa3pyLIeHHbINH Npu
yIaJeHUH COOTBETCTBYIOILIEH HEUEJIOBEUECKOH LEMU B NMEPBHYHOM KIIOHE (haroBOro AMCILIES,
T.€. SMUTON YIPABJSIET BHIOOPOM UYEJIOBEUECKOH Lenouku—mapTHepa. Koraa npouecc moBTopstoT
IUTSE 3aMEHBI OCTABILEHCS] HEYeJIOBEUECKOH ey, MOIy4arT yenoBedeckoe antureno (cm. PCT
WO 93/06213, onybnukoBannyro 1 ampens 1993 r.). B ommmume OT TpamunHOHHON
TYMaHU3aLUN HEYEJNOBEYEeCKUX AaHTUTeNn ¢ mnomoupio TpaHcmantauuu CDR, stor meron
obecrieunBaeT MOJHOCTHIO YEJIOBEUECKUE aHTHTeNa, KOoTopble He nMeroT octatkoB FR mimu CDR
HEYEJIOBEYECKOTO NMPOUCX OXKAECHHUS.

4. bucnenudnyecKkue aHTUTENA.

[0148] bucneuuduyeckue aHTUTENA MPEICTABISIFOT COOOW MOHOKJIOHAJIbHBIE aHTHTENA,
KOTOpbIe 00JIaIar0T CNeu(PUIHOCTBIO CBS3BIBAHUS MO MEHbBIIEH Mepe MO OTHOLIEHHIO K JIByM
pa3HBIM aHTUTeHaM. B HEKOTOPBIX BapHaHTAax OCYLIECTBIEHHs Oucnenupuyeckne aHTUTENA
NPEACTABISIIOT COOOH 4YeNoBEeYEeCKHe WM T'yMaHM3HPOBAHHBIE aHTHTENa. B  HEKOTOPBIX
BApPHUAHTAX OCYINECTBJICHHUsS] ONHA M3 CHEelu(PUIHOCTEH CBSI3BIBAHUSI OTHOCUTCSI K CHIJIEKY—S8, a
Apyrasi OTHOCHUTCSI K JIFOOOMY JpyroMy aHTHUTe€HY. B HEKOTOpBIX BapHaHTax OCYIIECTBJICHHUS
Oucrierppuyueckue aHTHTENa MOTYT CBS3BIBATBCS C JABYMsI Pa3HbIMH SIUTONAMH CHUTJIEKa—S.
bucnennduueckue aHTUTENA TaKKE€ MOYKHO HCIIOJIb30BATh IS JIOKAIU3ALUN [IUTOTOKCHYECKUX
areHTOB B KJIETKaX, KOTOPBIE 3KCIPECCHPYIOT curiiek—8. bucnenmduueckne antutena mMoryT
OBITh TIOJy4EHBI B BHUJE IOJHOPA3MEPHBIX AHTHUTEN WM (PPAarMEHTOB aHTUTEN (Hampumep,
F(ab'),—Oucnennduyeckue anTurena).

[0149] CnocoOr! mony4yerns Oucrnennpuueckux aHTUTEN M3BECTHBI B JAHHOW 00JacTu.
Cwm. Milstein and Cuello, Nature, 305:537 (1983), WO 93/08829, onybsiinkoBannyro 13 mast 1993
r., 1 Traunecker et al., EMBO J., 10:3655 (1991). Bonee neranpHyto HHQOPMAIUIO O MOJyYEHUN
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Oucniermuueckux aHturen cM., Hampumep, Suresh et al. Methods B Enzymology, 121:210
(1986). bucneungpuueckne aHTHTENA BKIIOYAIOT CLINTHIE UIIH «T€TEPOKOHBIOTATHBIE» AaHTHTENA.
Hanpumep, oHO U3 aHTUTEN B T€TEPOKOHBIOraTe MOXKET OBITh CBA3aHO C ABUAMHOM, IPYroe ¢
OMOTHHOM. I €TepOKOHBIOTaTHBIE AHTUTENA MOTYT OBbITh MOJYYEHbI JFOOBIM YAOOHBIM METOIOM
cimmBaHus. Ilogxonsimue CIIMBAIOLIME AareHThl XOPOLIO M3BECTHBI B JAHHOW o0NacTu u
packpsiThl B matenTe CIIIA Ne 4676980, Hapsiny ¢ ApyrUMHU METOJAMU CLIMBAHUS.

5. OQHOOOMEHHBIE AHTUTEA.

[0150] B HekoTOpbIX BapuaHTaX OCYIIECTBJIEHUS AaHTUTENIO IO HACTOSIIEMY
U300pETEeHUIO TMpencTaBisieT coOoi omHOmoMeHHOe aHTuTeno. OIHONOMEHHOE aHTHUTENO
NpEeACTaBysieT COOOH €MUHCTBEHHYIO MOJMITENTHIHYI IEMb, BKJIIOYAKIIYI0 BECh WM YacTh
BapuabenbHOrO JOMEHA TSDKENIOW LENMd WM BECh WM 4YacTh BapuaOeIbHOro JOMEHa JIETKOil
Len¥ aHTUTEeNa. B HEKOTOPBIX BapHaHTaX OCYIINECTBJEHUS HM300pETEHUs OIHOIOMEHHOE
AHTHUTENIO TPEACTaBNsieT coOOH denmoBeueckoe onmHoAoMeHHoe antuteno (Domantis, Inc.,
Waltham, Mass.; cm., manpumep, matentr CIIIA Ne 6248516 B1). B omHoM u3 BapwaHTOB
OCYIIECTBIIEHHS] OJHOAOMEHHOE AHTHTEJIO COCTOMT W3 IMOJHOI'O WJIM 4YacTH BapuabeIbHOTO
TIOMEHA TSDKEJIOH LIENH aHTHUTEJIA.

6. BapuaHThbl aHTUTEIL

[0151] B HexkoTOpBIX BapHaHTaX OCYIIECTBICHUS MpenjararoTcss Monupukanusi(vun)
AMHHOKHCJIOTHOM TOCJIEOBATENIbHOCTH ONMCAHHBIX B HACTOsALIEH 3asBKe aHTHTEN. Hampumep,
MOJXET TIOSIBUTBCS TOTPEOHOCTh B  YJIYYLIEHHWH CPOACTBA CBA3BIBAHUS W/MIH JIPYTUX
OMONOrNYecKUx CBOMCTB aHTUTeNa. BapwaHTbl aMHHOKHCIOTHOM TOCIIEAOBATENbHOCTH
aHTUTENa MOTyT OBITh TOJNyY€Hbl NYTE€M BHECEHUS COOTBETCTBYIOLIMX W3MEHEHHH B
HYKJICOTHJIHYIO TIOCJIE€ZIOBATENbHOCTh, KOIUPYIOIIYIO AHTUTENO, WM IyTeM IENTHIHOTO
cuHTe3a. Takne MOTU(UKALNY BKIIOYAIOT, HAIPUMED, NENEMH W/WIN BCTABKH W/WIA 3aMEHbI
OCTaTKOB B AMMHOKHCJIOTHBIX IIOCJIE€[OBATEIbHOCTSX aHTUTena. Jlisi mojsydeHus KOHEYHOMH
KOHCTPYKLIMH BO3MOXKHO HCIIOJIb30BAHUE JIF00O0H KOMOMHALIMK JIeeni, BCTABOK U 3aME€H TpHU
YCIIOBHM, YTO KOHEYHass KOHCTPYKIHsS HMeeT TpeOyemble XapakTepUCTHKU. B mpouecce
NOJIYYEHHUST 3asBJIEHHOTO AHTHTENA B aMHUHOKHCIIOTHYIO IOCIENOBATEIbHOCTh MOTYT OBITh
BBE/ICHbI AMUHOKUCJIOTHBIE 3aMEHBL.

[0152] Tlonesuwlii crocod wuaeHTH()HUKAIMN OMPENENIEHHbIX OCTATKOB WJIM OOJacTei
aHTHUTENA, KOTOPBIE SIBISIIOTCS TMPENNOYTHTEIBHBIMH MECTaMH JUJIsI MyTareHe3a, Ha3bIBaeTCs
«allaHMH—-CKaHUPYIOIIUM MyTareHe3om», onucaHHbiii Cunningham and Wells (1989) Science,
244:1081-1085. B 3ToM ciy4ae, OCTaTOK HJIM TPYIIY LEIEBBIX OCTATKOB HACHTH()HLIHUPYIOT
(HarmpuMmep, 3apsDKEHHbIE OCTATKH, TAKKUE Kak arg, asp, his, lys u glu) u 3amenstoT HelirpanbHOM
WA OTPHULIATENBHO 3aPsUKEHHON aMHHOKHUCIIOTOH (HAanmpUMep, aJJaHHHOM WJIH TIOJMAIAHUHOM), C
LEeNbI0 OKAa3aHWs BJUSHUA HAa B3aMMONEHCTBHE aMHHOKHCIOTBI C AHTHIEHOM. Te
AMHHOKHUCJIOTHBIE TTOJIOXKEHUS], KOTOPbIE IEMOHCTPUPYIOT (PYHKIIMOHAIBHYIO 4yBCTBUTEIBHOCTD
K 3aMeHaM, 3aTeM YTOYHSIOT IyTE€M BBEIEHHUS NOMNOJHUTENbHBIX WM IPYTUX BAPHAHTOB B
YUaCTKH 3aMeHbl WJM JUIA JPYI'MX Yy4YacTKOB 3aMeHbl. TakuMm o0pa3oM, XOTsl y4acTOK Jyis

BBEJICHUsI BApUAHTa aMHUHOKHUCJIOTHOM IMOCJIEI0BATEIbHOCTHU MPEAOIIPEAEIICH, IPUPOAA MyTALIUU
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KaK TakOBOW He 00s3aTenpbHO  SBJISIETCS — npenomnpeneneHHod. Hampumep, 49ToOBI
poaHATM3UPOBaTh 3P(PEKTUBHOCTh MYTAlMHd HA 3aJaHHOM YYacTKe, B LEJIeBOM KOIOHE HIIU
o0JlacTH  BBIMOJHSIOT ala—CKaHUPOBAaHUE WJIM HCIONB3YIOT CIy4YailHbI MyTareHes, W
SKCIPECCHPOBAHHBIE HMMYHOIJIOOYJIMHBI TOABEPralOT CKPUHHUHIY Ha Hanuuue Tpedyemoi
AKTUBHOCTH.

[0153] BcraBku aMUHOKHUCIOTHOW MMOC/IENOBATEIbHOCTH BKIIIOYAIOT CIUSHHUS aMUHO—
u/vu KapOOKCHIIBHOTO KOHLIA JJIMHON OT OJHOTO OCTaTKa IO MOJMIENTHIOB JJHHON CTO MK
OoJiee OCTaTKOB, a TakyKe€ BCTABKU BHYTPU IMOCJIEAOBATEIbHOCTH W3 OJHOIO WJIM HECKOJIbKHX
AMUHOKHUCJIOTHBIX OCTaTKOB. [IpuMepbl KOHIIEBBIX BCTABOK BKJIKOUYAIOT AHTUTENO ¢ N—KOHLEBBIM
METHOHWJIbHBIM OCTaTKOM. Jlpyrue BapHaHTbl MOJIEKYJbl aHTUTENA CO BCTAaBKOH BKJIIOYAIOT
ciussare ¢ N— wim C—KOHIOM aHTuTeNa ¢ (EPMEHTOM WM TOJMIENTUIOM, KOTOPBIM
YBEJIMUUBAET MEPUO MOTYBBIBEEHUS AHTUTEJA U3 CHIBOPOTKHU.

[0153] B HekoTOpBIX BapuUaHTAaX OCYIIECTBJCHHS B MOHOKJIOHAJIBHBIX AaHTUTEIAX
npoucxoaut oriieruienne C—KOHIA TsDKENON Lenu u/wiu jierkod nenu. Hampuwmep, 1, 2, 3, 4
WIH 5 aMUHOKHCJIOTHBIX OCTATKOB OTHICTUISIOTCS OT C—KOHLA TSDKENON LEenmu W/WJHM JIeTKOH
uend. B HEKOTOpBIX BapuaHTax OCYLIECTBIEHUs NpH oTmeryieHnd C—KOHIA MPOUCXOIUT
ynaneane C—KOHLEBOTO JIM3UHA U3 TSDKEJION Lenu. B HEKOTOPhIX BapHaHTaX OCYIIECTBJICHUS B
MOHOKJIOHAJIbHBIX aHTUTEJIaX MPOUCXONUT OTILIeTUIeHHe N—KOHLA TSKEJIOW LEeNu /WA JISTKOU
uenu. Hanpumep, 1, 2, 3, 4 uau 5 aMUHOKHUCJIOTHBIX OCTATKOB OTLICIUISIIOTCA OT N—KOHLA
TSDKEJIONW LeNU W/WIM JIETKOW Iend. B HEeKOTOphIX BapHaHTAaX OCYLIECTBJICHUS YCEYCHHBIE
(hOpMBI MOHOKJIOHAJTBHBIX aHTUTEJI MOTYT OBITh MOJy4€Hbl PEKOMOMHAHTHBIMA METOJIAMHU.

[0155] B HexkoTOpbIX BapUaHTaX OCYLIECTBJIEHUS AHTUTEIO IO HACTOSIIEMY
N300pETEeHUIO M3MEHSIFOT JUIsI YBEJUYEHHUs] WM YMEHbBINEHUS CTENEeHU TIIHKO3WIMPOBAHHUS
anTuTena. [ TMKO3uIMpOoBaHUe MOJHUIENTHAOB OObIMHO sBJsieTcs: OO N—cBsA3aHHBIM, OO0 O—
CBS3aHHBIM. N—CBS3aHHOE€ TIJIMKO3WJINPOBAHUE OTHOCUTCA K IPUCOCAUHEHUIO YIJIEBOAHOTO
¢bparmMeHTa K OOKOBOH IierMM OCTaTKa acraparvHa. TpUIeNnTUAHBbIE TOCIeI0BATEIbHOCTU
acmaparuH—X—CepuH U acmaparuH—X—TpeoHuH, rae X TpeacTaBiser coboi o0y
AMUHOKHCJIOTY, KpOME MPOJIMHA, MPENCTaBJISIFOT cOOON MOCIeNOBATENIbHOCTH PaCclO3HABAHUS
i1 (PEPMEHTATUBHOTO MPUCOCIMHEHHUS YIJIEBOJHOrO (pparMeHTa K OOKOBOH LU acraparhHa.
Takum oOpa3om, TPHUCYTCTBHE JIFOOOW W3 STHUX TPUNENTHIHBIX MOCIEAOBATEIPHOCTEH B
MOJIMMENTHIE  CO3JA€T  MOTEHUUANbHBbIN  calit  rimko3ujupoBanus.  O—CBsi3aHHOE
TIMKO3WIMPOBAHUE OTHOCUTCS K MPUCOCIUHEHUIO OJTHOTO U3 caxapoB N—aleTWIrajlakTo3aMUHa,
rajakTo3bl WM KCHJIO3bI, K THAPOKCHAMUHOKHUCIIOTE, Yallle BCEr0 CEPUHY WU TPEOHHHY, XOT
TaKke MOKET OBbITh HCIIOIB30BAH S—TUAPOKCUTIPOIMH WIH S—TUAPOKCUIH3UH.

[0156] JlobaBneHue wWiu yAaleHWE CAWTOB TJIWKO3WJIUPOBAHUS B AHTUTENE YIOOHO
OCYIIECTBJISITh IMyTeM HM3MEHEHHUs] AMUHOKHCIIOTHOW IIOCJENOBATEIbHOCTU TakK, YTOOBI
npoucXoamio (opMupoBaHUE WIM YIOAJIeHHEe OJHOH Wi Oojiee W3 OINUCAHHBIX BBILIE
TPUNENTUIHBIX TOCIEAOBATENbHOCTEH (I1si N—CBSI3aHHBIX CAHTOB  TJIMKO3WUJIHMPOBAHHUS).
H3meHeHne Tak:ke MOJKHO OCYIIECTBIISITh IyTeM JOOaBJICHMSI, JEIeLUH UITH 3aMEeHbI OJTHOTO WU

Oojiee OCTaTKOB CEepHHA MM TPEOHMHA B IOCJIENOBATENbHOCTH MCXOAHOro aHturena (st O—
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CBSI3aHHBIX CAHTOB INIMKO3MIIHPOBAHUS).

[0157] Ecnu antureno conep:xkut Fc—o6mactb, MokeT ObITh H3MEHEH MPUCOSTUHEHHBIN K
HeMy yriesBon. Hampumep, aHTuTeNna cO 3peiaoll YrJIeBOJHOW CTPYKTYpOW, B KOTOpPOH
OTCYTCTBYeT (yko3a, mpucoenuHeHHass k Fc—oOmacTu anTuTena, onmucaHsl B 3asiBKE€ Ha IMATE€HT
CIIA Ne 2003/0157108 (Presta, L.). Cm. taxoke US 2004/0093621 (KyowaHakko Kogyo Co.,
Ltd). Awnrurena ¢ OuccektopubiM N-auerwnrmokozamuHoMm (GIcNAc) B yriesoze,
npucoenrHeHHOM kK Fc—oOmactu antutena, ynomuHarotess B WO 2003/011878, Jean—Mairet et
al. u marente CIIIA Ne 6602684, Umana et al. AHTUTENA ¢ IO MEHbIIEH Mepe OIHUM OCTATKOM
rajlakTo3bl B OJIMrOcaxapuue, npucoeguHeHHOM K Fc—oOmactu anTurena, omucansl B WO
1997/30087, Patel et al. Cm. Takcke WO 1998/58964 (Raju, S.) u WO 1999/22764 (Raju, S.),
KaCArOIMECs] aHTUTENl C M3MEHEHHBIM YIJIEBOJIOM, MPHUCOEOUHEHHbIM K ero Fc—obmactu. Cwm.
takke 3asBky Ha mnareHt CHIA Ne 2005/0123546 (Umana et al.), OTHOCAIYIOCS K
AHTUTCHCBS3BIBAIOIIIMM MOJIEKYJIAM ¢ MOAU(PHIIMPOBAHHBIM TITHKO3HIIUPOBAHUEM.

[0158] B HeKOTOpBIX BapHaHTaX OCYIIECTBIEHUS BAPUAHT ITIMKO3WIMPOBAHUS COEPIKUT
Fc—obnactb, B KOTOPOM YIJIEBOZIHAs CTPYKTypa, NpucoenuHeHHass k Fc—oOmactw, nuineHa
¢yxo3bl. Takue BapuanTel uMeroT yiyutiernyo ¢pynkuuo ADCC. Heobszarensno, Fc—obnacte
TOTIOJTHUTEIBHO CONEPKUT OIHY WM OoJiee aMUHOKHCIIOTHBIX 3aMEH, KOTOPBIE OMIOJIHUTEIBHO
ynyamaroT ADCC, Hanpumep, 3amenbl B nonoxkenusx 298, 333 w/umm 334 Fc—obmactu (Eu
HyMepauusi octaTkoB). [IpumMeps! myOnukauui, OTHOCAIINXCS K «1e(pyKO3UIHMPOBAHHBIMY HIIN
«(pykozo—nepunurHpiM» aHTHTENdaM, BKIO4aroT: US 2003/0157108; WO 2000/61739; WO
2001/29246; US 2003/0115614; US 2002/0164328; US 2004/0093621; US 2004/0132140; US
2004/0110704; US 2004/0110282; US 2004/0109865; WO 2003/085119; WO 2003/084570;
WO 2005/035586; WO 2005/035778; WO2005/053742; Okazaki et al. J. Mol. Biol. 336:1239—
1249 (2004); Yamane—Ohnuki et al. Biotech. Bioeng. 87:614 (2004). IIpumepsl KJIE€TOYHBIX
JIMHUH, TPOAYLUPYIOMNX Ne(pyKO3WINPOBAHHBIE aHTHTeNa, BKIo4aoT kietku Lee 13 CHO,
neduuuTHbIe MO Pyko3uauposanuto Oenka (Ripka et al. Arch. Biochem. Biophys. 249:533-545
(1986); 3asiBka Ha mareHt CIITA Ne 2003/0157108 A1, Presta, L; u WO 2004/056312 A1, Adams
et al., cm, B yactHOoCTH mpumep 11), M KJIETOYHBIE JUHUH C HOKAyTOM T'€HA, TAaKUM KakK T'€H
anba—1,6—pykosurpancdepazsr, FUT8, nokaytHbie kiaerku CHO (Yamane—Ohnuki et al.
Biotech. Bioeng. 87:614 (2004)) w «kiuerkum cBepx3kcnpeccupyromue [1,4-N-
anerwirmukosuamnTpancdepasy I (GnT-II) u p—manno3uaasy [Nompmsku 11 (Manll).

[0159] Hacrosimee n3o0peTeHrne OTHOCUTCS K aHTHTEJIaM, KOTOPbIE HMEIOT MOHUKEHHBIH
YPOBEHBb (PYKO3bI OTHOCUTENBHO KOJIMYECTBA (PYKO3bI B TOM K€ aHTHUTEJNE, KOTOPOE MPOAYLUPYET
kinerka CHO nuxoro tuma. Hampumep, aHTUTENO MMeEeT MEHbIIee KOJUYECTBO (PYKO3BI, 4eM
ecnu Obl OHO TpoaynHpoBajiock HaTuBHbIMU Kierkamu CHO (mampumep, knerkoir CHO c
HaTUBHBIM MAaTTEPHOM INIMKO3UIMpoBaHus, Hanpumep kietkoit CHO, conep:kaleil HaTUBHBIM
red FUTS). B HeKOTOpBIX BapHaHTax OCYIIECTBICHUS aHTUTENO K CUTIIEKY—8, MPENCTaBIEHHOE
B HACTOSIIIEM OIMHUCAHUH, TIPEICTABIISIET COOOI aHTHUTENO, B KOTOPOM MeHee YyeM npumepHo 50%,
40%, 30%, 20%, 10%, 5% wumu 1% N—-CBA3aHHBIX ITIMKaHOB cofepkar (yko3y. B HexoTophIx

BapuaHTax OCYILICCTBJICHUS AHTHUTCIIO K cnrnexy—S, NpeaACTaBJICHHOC B HACTOSALIEM OINMCAHUU,
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NPEACTaBIsIET COOONM aHTHUTENO, B KOTOPOM HH OAWH M3 N—CBSI3aHHBIX INIMKAHOB HE CONEPIKUT
(yKO3bI, T.€. B KOTOPBIX aHTUTEJIO MOJIHOCTBIO HE COAEPKHUT (PYKO3bl, WIN HE UMeeT (PyKO3bl,
WK He sBiseTcss (YKO3WIMPOBAHHBIM, WM sBJsieTcs adyko3mnupoBaHHbIM. KommuectBo
(byko3bl MOXET OBITH ONpEAENeHO IyTEeM BBIYMCIEHUS CPEAHEro KOJH4YecTBa (PYKO3bl B
caxapHoi nenu B Asn297 1o OTHOUIEHHIO K CyMMe BCEX TIIMKOCTPYKTYp, CBA3aHHBIX ¢ Asn297
(Hanmpumep, CIOXKHBIX, THOPUAHBIX U BBICOKOMAHHO3HBIX CTPYKTYp), H3MEPEHHBIX C MOMOIIBIO
macc—cnektpomerpun MALDI-TOF, kak ommcano B WO 2008/077546, nanpumep, Asn297
OTHOCUTCSI K OCTAaTKy aclaparuHa, pacroJIOKEHHOMY IpUMEpHO B mnosoxkeHun 297 B Fc—
obnactu (Eu Hymepamusi ocratkoB B Fc—oOmactu), omHako Asn297 Takke MOXKeT OBbITh
PaCIONIOKEH HAa MPUMEPHO +3 aMHUHOKHUCIIOTHI BBILIE UM HUXKE OT MOJOKeHus 297, T.e. Mexay
nojioxkeHusiMU 294 u 300, u3—3a HE3HAYUTEIbHBIX U3MEHEHUN TTOCIeIOBATEIbHOCTH aHTUTEN. B
HEKOTOPBIX BAPUAHTAX MO MEHBbILIEH Mepe ONHA WUJIU JIBE TSKEJIble LENU aHTUTENA HE SIBISIFOTCS
(yKO3UITHPOBAHHBIMH.

[0160] B omHOM M3 BapHaHTOB OCYIIECTBJICHUS AHTUTEIO U3MEHSIOT JJIS YIIyUIIECHUS €T0
Nepro/a MOJYBBIBEICHUS U3 CHIBOPOTKU. UTOOBI YBETUUNUTD MEPHOA MOJYBbIBEIEHHUS] AaHTUTENA
U3 CBIBOPOTKH, B aHTHTENO (OCOOEHHO (HparMeHT AaHTUTENa) MOXKHO BKJIIOUHUTH SIUTOI,
CBS3BIBAIOLMI PELIENTOP CMaceHus, Kak omucaHo, Hampumep, B nareHre CHIA Ne 5739277.
Hcnonp3yeMsblll B HACTOSALIEM ONMUCAHUM TEPMUH «3MUTOI, CBA3BIBAKOLIUN PELIENITOP CIACEHUsD»
oTHOcUTCs K amurony Fc—obmactu monekynsl IgG (manpumep, I1gGl, 1gG2, 1gG3 nmm IgG4),
KOTOPBIN OTBEYAET 3a yBEeJWYEHHE NEepUOAa MOJIyBbiBeAeHUs MoJeKyabl IgG U3 chIBOPOTKH in
vivo (3asiBka Ha mareHT CIIIA 2003/0190311, marent CIHA Ne 6821505; marent CIIIA Ne
616745; nmarent CHIA Ne 5624821; marent CIIA Ne 5648260; marent CIHA Ne 6166545,
nateHT CIITA Ne 5834597).

[0161] JIpyrum THIOM BapuaHTa SBJSETCS BapUAaHT aMUHOKHCJIOTHOW 3aMeHbl. OJTH
BAPUAHTHI MMEIOT IO MEHbLIEH Mepe OAWH aMUHOKMCIOTHBII OCTaTOK B MOJIEKYJI€ aHTHUTEINA,
3aMEHEHHBIN APYTMM OCTATKOM. YYaCTKH, MPEACTABISIIOLINE HUHTEPEC IJIs 3aMECTUTENIbHOIO
MyTareHes3a, BKIFOYAIOT runepBapuadesbHble 00JacTH, HO TaK)Ke PACCMATPHUBAIOTCS 3aMEHbI B
FR. KoHcepBaTHBHBIE 3aMEHbI MMOKa3aHbl B TAOJHLE 5 MO 3aroJIOBKOM «IPEATIOYTUTENIbHBIE
3aMeHbl». Ecimum Takue 3aMeHbl TNPUBOIST K JKEJIAeMOMY HW3MEHEHHMI0 OHOJOrHMYecKON
AaKTUBHOCTH, TO MOTYT OBbITb BBEAEHbI OoOJee CYIIECTBEHHbIE 3aMeHbl, O0O3HAUEHHbBIE
«TPUMEPaMH 3aMEH» B TaOJNIHLIE 5 WU KaK OMMCAHO HMU)KE B OTHOILIEHHUH KJIACCOB AMUHOKHCIIOT,

a IPOAYKTBI MOABEPTHYTHI CKPUHUHTY.

Tabnuma 5
Hcxonnbie ocTtaTku IIpumepsl 3ameH IIpennouturenbHbIE 3aMEHBI
Ala (A) Val, Leu, Ile Val
Arg (R) Lys, Gln, Asn Lys
Asn (N) Gln, His, Asp, Lys, Arg Gln
Asp (D) Glu, Asn Glu
Cys (C) Ser, Ala Ser
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GIn (Q) Asn, Glu Asn
Glu (E) Asp, Gln Asp
Gly (G) Ala Ala
His (H) Asn, Gln, Lys, Arg Arg
Ile (I) Leu, Val, Met, Ala, Phe, nopaeituua | Leu
Leu (L) HopunetinuH, lle, Val, Met, Ala, Phe Ile

Lys (K) Arg, Gln, Asn Arg
Met (M) Leu, Phe, Ile Leu
Phe (F) Trp, Leu, Val, Ile, Ala, Tyr Tyr
Pro (P) Ala Ala
Ser (S) Thr Thr
Thr (T) Val, Ser Ser
Trp (W) Tyr, Phe Tyr
Tyr (Y) Trp, Phe, Thr, Ser Phe
Val (V) Ile, Leu, Met, Phe, Ala, Hopneiunx Leu

[0162] CymectBeHHble MomupuUKaUK B OHOJOTMYECKUX CBOWCTBAX AHTHTENA
OOCTUTAIOTCST TMyTeM BBIOOpPA 3aMeH, KOTOpPble 3HAUMUTENBHO PAa3JIMYaAOTCS [0 CBOEMY
BO3JCHCTBUIO Ha COXpaHEeHHe: (a) CTPYKTYPhI MOJIUIENTHAHOTO OCTOBA B OOJACTH 3aMEHBI,
HarpuMep, B BHJE JIMCTOBOM miM cnupaibHoil koHpopmarmy, (b) 3apsaa umm runpodpodHocTu
MOJIEKYJIbl B LIEJIEBOM y4YacTKe, WU C) oObeMa OOKOBOW Liermu. AMHUHOKHCIOTBI MOTYT OBITh
CTPYNIIUPOBAaHbI MO CXOICTBY CBOHCTB mx OokoBbix nemneii (A.L. Lehninger, Biochemistiy,
second ed., pp. 73—75, Worth Publishers, New York (1975)):

(1) menonsipbie: Ala (A), Val (V), Leu (L), He (I), Pro (P), Phe (F), Trp (W), Met (M)

(2) mezapspxkennslie, nojsipubie: Gly (G), Ser (S), Thr (T), Cys (C), Tyr (Y), Asn (N), Gin
Q)

(3) xucnotusie: Asp (D), Glu (E)

(4) menounsie: Lys (K), Arg (R), His (H)

[0163] AnbTepHATHBHO, BCTPEYAOIIUECS B MPUPOAE OCTATKA MOTYT OBITh pa3eNieHbl Ha
TPYIIBI HA OCHOBE OOIIUX CBOMCTB OOKOBOM IIETIH:

(1) ruppodobubIe: HOpneliuH, Met, Ala, Val, Leu, He;

(2) neirrpanbubie ruapodmibabie: Cys, Ser, Thr, Asn, Gin;

(3) xucnotusie: Asp, Glu;

(4) wenounsie: His, Lys, Arg;

(5) ocraTku, kKoTOpBIE BIUAOT Ha opueHTanuto tenu: Gly, Pro;

(6) apomarugeckue: Trp, Tyr, Phe.

[0164] HekoHcepBaTHBHBIE 3aMEHBI TMOBJIEKYT 3a COOOW 3aMEHy WieHa OIHOTO U3 3THX

KJIAaCCOB YWICHOM JpPYyroro kjacca. Takue 3aMCHICHHBIC OCTATKU TAaKKE MOT'YyT OBITh BBCIACHDBI B
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KOHCEPBAaTHBHBIE YYACTKHU 3aMEIIEHHs T B OCTABIINECS (HEKOHCEPBATUBHBIE) YIACTKH.

[0165] OmguH THI 3aMeCTUTENBHOTO BapHAHTa BKJIIOYAET 3aMEHY OJHOTrO WiH OoJee
OCTaTKOB rUrnepBapruadeIbHOMI obyactu POAUTENHCKOTO aHTHTENA (Harmpumep,
I'YMaHU3UPOBAHHOTO WJIM dYejioBedueckoro aHrutena). OOBMHO IOMy4YEeHHBIH BapHaHT(bI),
BBIOPAaHHBIN JUIs JaipHeHInel paspaborky, Oyaer uMeTb MOAM(UIMPOBAHHbIE (HAIpUMeED,
yJIy4LIeHHbIe) OHONOrHYeCKHe CBOMCTBA 110 CPABHEHHIO C POIUTEIBLCKIM aHTHTENIOM, U3 KOTOPOTO
OHH TOJy4YeHbl. Y TOOHBII Coco0 reHepUpPOBaHUS TAKUX 3aMECTUTENbHBIX BAPHAHTOB BKIIOYAET
CO3pEeBaHUE CPONCTBA C HCIOJNB30BaHHEM (haroBoro auciiies. Bkparie, HECKONBKO Y4YacTKOB
runepBapuadenbHoi obnactu (Harpumep, 6—7 y4acTKOB) MOABEPrarOT MyTaLUH JAJIsl T€Hepaluu
BCEX BO3MOJKHBIX AMHHOKHCJIOTHBIX 3aMEH B KaXAOM yd4acTke. lloiydeHHble Takum oOpasom
aHTUTENa BOCIPOW3BOISAT M3 YACTHUL[ HUTYATOro (hara B BHUAE CIHSHUI, MO MEHbIIEH Mepe, C
yacTeio Oenka oOonouku ¢ara (Hampumep, npoxykra reHa III M13), ymakoBaHHOro BHYTpHU
KaXXIOH 4YacTUIbl. 3aTeM OTOOpaKEHHBbIE C TIOMOLIBIO (hara BapHaHTHI MOABEPTaOT CKPUHHUHTY
OTHOCHUTEJIbHO WX OWOJIOTHYECKOW AaKTHBHOCTH (HAmpHUMeEp, CPOACTBA CBsi3biBaHuUs1). Jlyist
UIeHTU(UKAMHA YYaCTKOB THIepBapua0ebHON 001acTH, KOTOPBIE SIBISIOTCS KaHAWAATAMU JUIS
MOTU(UKAIINK, MOKET OBITh BBIMOJHEH CKAHUPYIOIUH MyTareHes (HampuMep, aJlaHHHOBOE
CKaHUPOBaHKE), YTOOBI MIACHTU(ULUPOBATH OCTATKU TUIEPBAPHAOEILHOW OOJACTH, BHOCSIIIHE
3HAYUTENIbHBIN BKJIQJ B CBSI3bIBAHHE AHTUTEHA. AJIBTEPHATUBHO WM JOTIOJHUTENBHO, MOJE3HO
NPOAHAM3UPOBATh KPUCTALIMYECKYIO CTPYKTYPY KOMIUIEKCA aHTUI€H—aHTUTENO, YTOOBI
UEHTU(UIIPOBATh TOYKHM KOHTAKTa MEXKIy AHTHTEJIOM M aHTHUIeHOM. Takue KOHTAKTHBIE
OCTaTKU M COCEJHHE OCTATKU SBJLSIOTCS KaHAWIATaMH Ha 3aMelleHHe B COOTBETCTBUH C
METOJIaMM, M3BECTHBIMH B JAHHOH OOJACTH TEXHUKH, BKJIOYash METOABL, pa3paOOTaHHbIE B
HacTosimeM u3o0perennu. [locie co3maHusl TAKMX BAapUAHTOB IAHENb BAPHAHTOB ITOIBEPIaiOT
CKPUHUHTY C TIOMOLIBIO METOJIOB, M3BECTHBIX B JAHHOI 00NACTH, BKIIFOYask METOJIbI, OIIMCAHHBIE B
HACTOSIIEH 3asBKE, 4YTO IIO3BOJNIUT IO pPe3yJbTaTaM OJHOIO WIM 0Ojee COOTBETCTBYIOIINX
aHAJIM30B BHIOPATh AHTHTEJNA C IPEBOCXOAHBIMU CBOMCTBAMU JUIsI AajIbHEHIIEH pa3paboTKu.

[0166] Monekynbl HyKJIEHHOBOM KHCIOTBI, KOAUPYIOIIHNE BapUAHThl aMHUHOKHCIOTHOU
NIOCJIEIOBATEIbHOCTH AHTUTENA, TOJIYYAIOT Pa3IMYHBIMH CIIOCOOAMH, HM3BECTHBIMH B JaHHOH
obnactu. ITH crocoOBl BKIFOUAIOT, 0€3 OrpaHHYeHHMs], BBIIEIEHHE U3 MPUPOJHOTO UCTOYHHKA (B
cllydae BCTPEYAIOLIMXCS B TMPUPONE BAPUAHTOB AMHHOKHCIOTHOHM IOCIIENOBATENLHOCTH) WU
NOJIyY€HHe C TIOMOINBI  OJHIOHYKJIEOTHA—OMOCPENOBAHHOTO (MM  CAlT—HANPaBJIEHHOTO)
myTarenesa, [IL[P-MyTareHe3a 1 KacCETHOrO MyTareHe3a paHee IMPUTOTOBJICHHOTO BapHaHTa WIIH
HEBAPUAHTHOHN BEPCUH aHTUTEIA.

[0167] Mosxet nmoTpeGoBaThCsl BBECTH OAHY UM Oosiee Moanu(puKanuii aMuHOKUCIOT B Fe—
00JacTH aHTHUTEN 1O HACTOALIEMY H300PETeHHI0, TEM CaMbIM IeHepHpysl BapHaHT Fc—oOmacTu.
Bapuanr Fc—obmactm MoOkeT comepskaTh TOCJIEIOBATENbHOCTh dYelioBeueckoi Fc—obmactu
(marmpumep, Fc—oOmacte uwenmoseueckoro IgGl, IgG2, IgG3 wm IgG4), comepxainyro
AMHUHOKHUCJIOTHYIO MOMU(UKALMIO (HampuMmep, 3aMeHy) B OIHOM HIH 0OJieeé aMUHOKHCIIOTHBIX
NOJIOKEHHsIX, B TOM 4YHCIE LUCTEMHA LIApHUPHONH oOnactu. B HeKoTopeIX BapHaHTax

ocymectieHusi Bapuant Fc—obmactu conepxxut Fc—obmacte uenoseueckoro IgG4. B
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NOTIOJIHUTESIbHOM BapuaHTe ocyiiecTBieHus: Fc—oOmacte uyenmoseueckoro IgG4  comepkut
aMUHOKHUCJIOTHYIO 3ameHy S228P, mnpuueM aMHHOKUCIIOTHbIE OCTAaTKU IPOHYMEpPOBAHbI B
cootBercTBuM ¢ uHaekcoMm EU, kak B Kabar.

[0168] B cooTBeTcTBHM C HACTOSAIIMM OMNMCAHWEM W WHpOpMaIMed U3 YPOBHS TEXHUKU
NPEANONaraeTcsi, 4T0 B HEKOTOPBIX BAapHAHTaX OCYLIECTBJIEHHs] AHTUTENO IO HACTOSIIEMY
M300pPETEeHNIO MOXKET COIep)KaTh ONHO WM Oojiee M3MEHEHHMH IO CPAaBHEHHIO C aHAJOTHYHBIM
AHTUTEJIOM IMKOro Tuma, Harnpumep, B Fc—oOnactu. Tem He MeHee, 3TH aHTUTENA, MO CYLIECTBY,
COXPAHSIIOT TaKHe JK€ HEOOXOAMMBIE ISl TEPAIeBTHUECKOTO PUMEHEHHSI XapaKTEPUCTHKH, YTO U
UX aHajoru nukoro tuma. Hampumep, npennonaraercs, uto B Fc—obmactu MoryT ObITh CenaHbl
HEKOTOpbIe M3MEHEHHMs, KOTOpbIe MPUBENU Obl K M3MEHEHHOMY (T.€. JTHOO yJIy4IIeHHOMY, JTHOO
yMeHbIIeHHOMY) cBsi3biBaHMi0 Clq w/mmm komruiemMeHT—3aBucHMOil urorokcnyHoctu (CDC),
Harpumep, kak omrcaHo B WO 99/51642. Cm. takke Duncan & Winter Nature 322:738-40
(1988); ITarent CIIIA Ne 5648260; Ilatent CIIA Ne 5624821; u WO 94/29351, B KOTOpBIX
OMHUCaHbI Apyrue npumepsbl BapuaHtoB Fc—obmactu. B WO 00/42072 (Presta) u WO 2004/056312
(Lowman) omnmcaHbl BapuUaHTbl aHTUTEN, JEMOHCTPHUPYIOIINE YIYYIIEHHOE WM YMEHbLIEHHOE
cesspiBaHne FcR. CopepkaHue 3THX MATEHTHBIX NyONMKALMi CIEMUATBHO BKIOYEHO B
HacTosiee onucanue B Buue ccbUikh. Cm. Ttaxke Shields et al. J. Biol. Chem. 9(2):6591-6604
(2001). AHTHTENA C YBENMUYEHHBIM MEPUOJOM ITOJYBBIBEACHUS U VIIYUYIIEHHBIM CBSI3BIBAHHEM C
HeoHatanpHBIM Fc—penentopom (FcRn), oreercTBeHHbIM 32 mepeHoc marepuHckux 1gG x mony
(Guyer et al., J. Immunol. 117:587 (1976) u Kim et al. J. Immunol. 24:249 (1994)), onucaus B US
2005/0014934A1 (Hinton et al.). Otu anTurena coxmep:kar Fc—obmacte ¢ omHoil wiu Ooee
3aMeHaMH, KOTOpbIE YIydInaroT cBsi3biBaHHe Fc—oOmactu ¢ FcRn. Bapuantsl moymmmnentupa c
MU3MEHEHHBIMU AMHUHOKHCIIOTHBIMH TOCIIEA0BATENbHOCTIMU Fc—obmactu UM MOBBIIEHHON Win
HOHIDKEHHOH CrocOOHOCTBIO cBs3biBaTh (Clq ommcanbl B mareHte CIIIA Ne 6194515161,
W099/51642. Conep:kaHue 3THUX NATEHTHBIX MyONMKaIMil ClIeNHAbHO BKJIFOUEHO B HACTOSIIEE
onucanue B Buae cchuiki. CMm. Takske Idusogie et al. J. Immunol. 164:4178-4184 (2000).

7. BexTopbl. KnneTtku—xo03si€Ba 1 peKOMOUHAHTHBIE CIOCOOBI

[0169] Jns pekOMOMHAHTHOTO NPONYLUMPOBAHUS AHTUTENA IO  HACTOSIIEMY
N300pETeHUI0 BBIAETAIOT KOAMPYIOIIYI0 O3TO AHTUTENO HYKJIEHHOBYIO KHCIIOTY, KOTOPYIO
BCTPAUBAIOT B PEIUIMLUPYEMbII BEKTOP Ui NaJbHEWUIIEr0o KJIOHUPOBAHMS (aMIUTU(UKALIIH
JHK) wmm skcnpeccnn. JIHK, Kogupyromyr aHTHTENO, MOXKHO JIETKO BBIACIUTH U
CEeKBEHHPOBATh C IOMOIIBK TPAIULHUOHHBIX Mpouenyp (Hampumep, C  I[OMOLIBIO
OJIMTOHYKJICOTHIHBIX 30HIOB, KOTOPBIE CHOCOOHBI CHELU(PHYECKH CBS3bIBATHCS C T'€HAMH,
KOIMPYIOIIMMHU TsDKENble M JIETKHE Lenu aHTturtena). J{oCTymHel MHOTHME BEKTOpPBHL BrIOOp
BEKTOpPA YaCTHYHO 3aBHCHUT OT HCIOJB3YeMOH KIeTKH—X035uHa. OOBIYHO KJIETKH—XO035€Ba
ABIIIIOTCST  JIUOO  MPOKAPUOTHYECKUMH, JHOO SYKapUOTHYECKMMH (OOBIMHO  KJIETKaMHU
MIIEKONHUTAOMNX ). [TOHATHO, 4TO It 3TON IIeTM MOKHO HCIIOJIb30BaTh KOHCTAHTHBIE 00JacTH
moboro m3otumna, BKJIOYas KoHCTaHTHble obmactu IgG, IgM, IgA, IgD u IgE, u uto Takue
KOHCTaHTHbIE 00JIaCTH MOTYT OBITh IOJYYEHBI U3 YEJIOBEKA WM )KUBOTHOTO JIFOOOTO BUA.

Feﬂepaunﬂ AHTHUTE ¢ MOMOIIBI0 MPOKAPHOTHYECCKHUX KIIETOK—X0351€B:
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a) KoncrpyupoBanue BexTopa

[0170] IlonuHyKIE€OTHAHBIE TOCIENOBATENBHOCTH, KOAMPYIOIIHUE MOJUNENTHIHbIE
KOMITOHEHTbI aHTUTENA 10 HACTOSIIEMY H300pPETeHHIO, MOTYT OBbITh MOJYYEHbI C TOMOIIBIO
CTaHIAPTHBIX PEKOMOMHAHTHBIX MeTOAOB. HykHble MONMHYKJIEOTHIHBIE MOCIEA0BATENIbHOCTH
MOTYT OBbITb BBIAEJCHBI U CEKBEHHPOBAHBI M3 MPOAYLHUPYIOLIMX AHTHTENO KJIETOK, TAKHX Kak
KJIETKH THOPHUAOMBI. AJIBTEPHATUBHO, MOJMHYKJIEOTHIbl MOTYT OBITh IOJIBEPrHYTHI AHAIH3Y
Merogamu cuHTe3a HykneorunoB umu IILP. Ilocne mnonydenuss nociaenoBaTeNbHOCTH,
KOAUPYIOIIME TIOJMIENTHAbI, BCTPAHUBAIOT B PEKOMOMHAHTHBIA BEKTOp, CHOCOOHBIN
PEIUIMLUPOBATLCS U 3KCIPECCUPOBATH TETEPOJIOTMYHBbIE MOJUHYKIEOTHUABl B IMPOKAPUOTHBIX
xo3sieBax. st menedl HacTosimero M300pETeHHs] MOJKHO HCIONb30BaTh MHOTHE BEKTOPBI,
KOTOpbIE JOCTYIHBI U W3BECTHBI B JAHHOW OOJNACTH TEeXHUKH. BhIOOp moaxonsiiero BeKTOpa
Oyzer 3aBHUCETh TJIABHBIM 00pa3oM OT pa3Mepa HyKJIEHHOBBIX KHUCJIOT, BCTABJICHHBIX B BEKTOD, U
KOHKPETHOH KJIETKU—XO35MHA, KOTOpasi AOJDKHA OBITh TpaHC(HOpMHUPOBaHA € MOMOIIBK) 3TOTO
BekTOopa. Kak/plii BEKTOP CONEPKUT Pa3InYHbIE KOMIIOHEHTBI B 3aBUCUMOCTH OT €ro (pyHKIUH
(amrmumuKamMKU UM 3KCIPECCHH TETEPOJIOTHYHOrO TOJHHYKJICOTHAA WM O0OOMX) M €ro
COBMECTUMOCTH C KOHKPETHON KJIETKOM—XO35IMHOM, B KOTOPOH OH HaxoauTcsi. KOMMIOHEHTHI
BEKTOpa OOBIYHO BKJIOYAIOT, 0€3 OrpaHMYEHHs: TOYKY Hadaja PETUTMKAL[UH, TeH—MapKep A
CEeNIeKLIUH, TIPOMOTOP, CalT cBsi3biBaHus pruOocombl (RBS), curHanbHy0 mocienoBaTeNbHOCTD,
BCTaBKy TE€TEPOJIOTUYHOM HYKJIEWHOBOW KHCJIOTBI M IOCJIEAOBATEIbHOCTh TEPMUHALMU
TPAHCKPUIILIUU.

[0171] OOblYHO, mIIA3MUAHBIE BEKTOPBI, COAEPIKAIINE PEIUIMKOH U KOHTPOJbHbIE
MOCJIEI0BATENbHOCTH, KOTOpbIE IMOJY4YE€Hbl U3 BUJOB, COBMECTUMBIX C KJIETKOW—XO3SMHOM,
UCTIONIB3YIOTCSI BMECTE C 3THMH XO3s€BaMU. BeKTOp OOBIYHO COAEPIKUT CaMT peruTuKalyH, a
TaKXe IOCIeNOBATeIbHOCTU—MApPKEPhbl, KOTOpble CHOCOOHBI obecneunTh (PeHOTUNMUYECKUit
otbop B TpaHchopMHpOBaHHBIX Kierkax. Hampumep, E.coli oOprqHO TpanchopmupymoT,
ucnonp3yst miuasmuay pBR322, monmyuennyro u3 Buma E. coli. pBR322 comepxut reHsl,
KOUPYIOIIHME YCTOWYMBOCTh K aMmuUWUuHy (Amp) u terpaunkinny (Tet), Takum obpasom,
o0ecrieunBast MPOCTbIE CPEACTBA JJIsl UACHTU(DUKALIMH TPAaHCPOPMHUPOBAHHBIX KiieTOK. pBR322,
€ro MPOW3BOJAHBIC WM JPyrHe IUla3MUABl MHKPOOOB MM OakTepruoaroB TaKKe MOTYT
COIepkKaTh WJIM MOTYyT ObITb MOAM(HUIMPOBAHBI TAKUM O0pa3oM, YTOOBI OHHU COIEpPIKAIIU
IIPOMOTOPBI, KOTOPbIE MOT'YT UCIIOJIb30BAThCsl MUKPOOPTaHU3MOM JJISl SKCIIPECCUH SHAOTEHHBIX
oenkoB. Ilpumepsr npousBomHbix pBR322, wcmonb3yeMbIX JIsl 3KCHPECCHU KOHKPETHBIX
anTHUTeN, noapodHo onucanel B Carter et al., matrent CIIIA No 5648237,

[0172] Kpome Toro, ¢aroBble BEKTOpBI, COAEpPIKAIUE PEIUIMKOH M KOHTPOJbHBIE
MOCJIEI0BATENBHOCTH, COBMECTUMbIE C MHUKPOOPTaHU3MOM—XO035IMHOM, MOKHO HCIOJIb30BaTh B
Ka4ecTBe TPAHC(HPOPMUPYIOLIMX BEKTOPOB IO OTHOLIEHUIO K 3TUM Xo3sieBaM. Hampumep, nns
CO3MIaHUsI PEKOMOMHAHTHOIO BEKTOpA, KOTOPBIH MOXHO HCIOJNB30BaTh ISl TpaHCHOpMAIUH
YyBCTBHUTEJIbHBIX KJIETOK—X0351eB, Takux kak E.coli LE392, moxxHO mcmonb30BaTh OakTepuodar,
Takoi kak AGEM—11.

[0173] BekTop 3KcmpeccHy MO HACTOSIIEMY M300PETEHUI0 MOXKET COAepKaTh ABE WJIH
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Ooree mapel MPOMOTOP—LUCTPOH, KOIUPYIOIINE KaKAbIH W3 MOJUIIENTHIHBIX KOMIIOHEHTOB.
IIpomoTop mpencraBisier COOOW HETPAHCIUPYEMYIO PEryJSTOPHYK MOCIENOBATENbHOCTD,
PACIIONOKEHHYIO BBILIE (5') MO OTHOLIEHHIO K IIUCTPOHY, KOTOPasi MOAYJIHUPYET €ro SKCIPECCHUIO.
IIpokapuoTHueckue NPOMOTOPHI OOBIMHO JENATCS Ha JABa Kjacca, WHAyLHUOENbHblE U
KOHCTHTYTUBHbIe. MHIynuOenbHbeli MPOMOTOpP MpeAcTaBisieT coOOW NPOMOTOp, KOTOPBIH
MHHULIUUPYET MOBBILICHHbIE YPOBHU TPAHCKPUIILUH [IUCTPOHA IO CBOUM KOHTPOJIEM B OTBET Ha
U3MEHEHUs] YCJIOBUN KyJbTUBHPOBAHUS, HalpUMep HaJU4YUe WU OTCYTCTBHE IMUTATEIBHOTO
BEIECTBA WM U3MEHEHHE TEMITEPATYPBL.

[0174] Xopowmwo wu3BeCTHO OOJBLIIOE KOJIUYECTBO MPOMOTOPOB, PACIO3HABAEMBIX
Pa3UUHBIMH TTOTEHIHAJIBHBIMU KJIETKAMHI—XO035€BaMU. BBIOpaHHBI MPOMOTOP MOXKET ObITh
(YHKIMOHAJIBHO CBsi3aH ¢ 1uctponHou JIHK, komupyromeit Jerkyo Win TSKETyo Lelb, MyTeM
yaaneHus: npomotopa u3 ucxoaHo JIHK B pesysibTaTe paciuiernyieHus peCTpUKTa30i U BCTaBKHU
BBIZICJICHHOW NMPOMOTOPHOM TOCIENOBATENIbHOCTH B BEKTOP MO HacTosineMy u3oOpereHmro. Kak
HATHBHAsI POMOTOPHAS MOCIIEAOBATENBHOCTD, TAK M MHOTHE IeTE€POJIOTHYHBIE TIPOMOTOPBI MOTYT
OBITb HCIIONB30BAHBI JJISI TMPSIMOM aMIUTU(UKALIMK W/WIN SKCIPECCHH IIeJIeBbIX TeHOB. B
HEKOTOPBIX BapPUAHTaX OCYINECTBIICHUS UCTIONB3YIOTCS T€TEPOJIOTHYHBIE TIPOMOTOPBI, TIOCKOJIBKY,
KaK MPaBWJIO, OHU OOECTIEUMBAIOT BBICOKHI YPOBEHb TPAHCKPHIILUHK U OoJiee BBICOKHI BBIXOI
SKCIPECCUPYEMOTO LIEJIEBOTO T'€HA 1O CPABHEHUIO C HATUBHBIM ITOJUIENTHIHBIM IIEJIEBbIM
IPOMOTOPOM.

[0175] IIpomMoOTOpBI, MOAXOASIINE JJIs1 UCTIOJIb30BAHUS C MPOKAPUOTUIECKUMH X0351€BaAMH,
BKIIOUatoT rnpomotop PhoA, [p-ramaktamasHy:r0 M JIAKTO3HYIO TIPOMOTOPHBIE CHUCTEMBI,
TpUnTohaHOBYIO (trp) MPOMOTOPHYIO CUCTEMY U THOpPUIHBIE TPOMOTOPBI, TAKHUE KaK IPOMOTOP tac
wim  trc. OpHaKO TMOAXOAALIMMHU TakXKe SBISIIOTCS M ApPyrue IPOMOTOPBI, KOTOpbIE
(GyHKIMOHUPYIOT B OakTepusix (HampuMep, APYrue HM3BECTHblE OakTephajbHble WIN (haroBble
pOMOTOpBI). VX HYKJIEOTHIHBIE IOCIIENOBATEIbHOCTH OBUIM OMyOJMKOBAHBI, YTO IO3BOJIIET
KBATM(UIIMPOBAHHOMY  CHELIMAIUCTY  BBIMOJHUTb  (PYHKIHOHAJBHOE JIMTUPOBAHUE OTHX
IPOMOTOPOB C IIICTPOHAMH, KOAMPYIOIIMMH LIENEBYIO JIETKYI0 U Tspkenyro 1enu (Siebenlist et al.
(1980) Cell 20:269), ucrnonb3ys JMHKEPBI UK aaanTepbl 1 00eCreueHus JFOObIX HEOOXOIUMBIX
CalTOB PECTPUKLIUM.

[0176] B omHOM ™3 acCHEeKTOB HACTOSINErO M300pPETeHUst KaXKAbI LUCTPOH B
PEKOMOMHAHTHOM BEKTOpPE COAEPIKUT CEKPETOPHYIO CHTHAJBHYIO MOCIIENOBATEIBHOCTD, KOTOpPas
HAIPAaBISIET TPAHCJIOKALMIO SKCIPECCUPOBAHHBIX MOJMIIENTHAOB Yepe3 MeMOpany. Kak mpasmiio,
CHTHAJIbHAS TIOCIIEIOBATENIbHOCTh MOXKET OBITh KOMIIOHEHTOM BEKTOPA I MOXKET OBITh 4aCThIO
nenesoro JIHK-nomunenTuaa, BcTpoeHHOro B BekTop. CHrHaJgbHAs IOCIENOBATENBHOCTD,
BBIOpaHHAsS [UIs LeJIel HACTOSIILEro M300peTeHus], TOJDKHA ObITh Y3HABAEMOH U MPOLIECCHPYEMOI
(T.e. pacIieruisieMOll CHTHAJbHOW MENTHIA30M) KIETKOW—XO3sTMHOM. J[isi MpPOKapUOTHYECKUX
KJIETOK—XO0351€B, KOTOpPbIE HE PACIIO3HAIOT U HE MPOLECCUPYIOT CUTHAIIBHBIE TIOCIIEIOBATENBHOCTH,
NPUCYINUE TEeTePOJIOTHYHBIM MOJUIIENTHAAM, CUTHAJIBHYIO IOCIENOBATENIbHOCTD 3aMEHSIOT
NPOKAPHOTHYECKON CHTHAJIBHOM IOCIIEN0BATENbHOCTBIO, BBIOPAHHOW, HANpUMep, U3 TPYIIIIBL

cocrosimedl w3  menodHod  Qocdaraspl, NEHUIWUIMHA3BL, Ipp  wiM  JIuAepHbIX
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HOCIIeIoBaTeNbHOCTEN TepMocTadbmibHOrO SHTEpoToKcHHA 11 (STII), LamB, PhoE, PelB, OmpA u
MBP. B opHOM #3 BapuaHTOB OCYINECTBJIEHUS HACTOSIIETO W300PETeHHUsI CHUTHAJIbHBIC
IIOCJIEIOBATENbHOCTH, UCIIONB3yeMble B 000X IIMCTPOHAX CHUCTEMBI HKCIPECCUH, MPEACTABISIOT
coboii curHanpHble nocienoBareabHocTd STII nnn ux BapuaHThI.

[0177] B nmpyrom acmekre NpOAyLHMPOBaHHE HMMYHOIJIOOYJIMHOB B COOTBETCTBHU C
HACTOSIIIMM ~ M300pPETEHHEM MOXKET MPOUCXOAMTh B LUTOIUIA3ME  KJIETKH—XO3SMHA U,
CIIeIOBATENIbHO, HE TPeOOBaTh HAJIMYMSA CHIHAIBHBIX MOCJIENOBATEIbHOCTEH JUIl CEKpeLuH B
KaQXXIOM LHCTPOHE. B 3TOM ciyuae skcmpeccusi, yKiaaka U cOOpKa JIETKUX U TSDKEJbIX Lernei
UMMYHOTJIOOyJMHA ¢ 00pa3oBaHHEeM (PYHKIHOHAJIBHBIX HMMYHOTJIOOYJMHOB TNPOUCXOINT B
uroriasmMe. Hekoropele mrammbl-xo3sieBa (Harmpumep, mrammbl trxB E.coil) obecnieunBaroT
YCJIOBUSI B LIUTOIUIA3ME, KOTOPBIE SBJSIFOTCS OJarONpUSITHBIMHU Ui 0Opa30BaHUsl JHUCYTb(QHIHBIX
CBsI3€H, TeM caMbIM OOecreurBasl HaUIeXKAIIYI0 YKJIAQAKy U COOpPKY SKCIPEeCCHPOBAHHBIX
6enxoBbIx cyObenuauL. Proba and Pluckthun Gene, 159:203 (1995).

[0178] AHnrturena mo HacrosmieMy H300pPETEHHIO TaK)K€ MOTYT OBITh IONYYEHBI C
MOMOIIBIO CUCTEMBI 3KCIPECCHH, B KOTOPOH KOJINYECTBEHHOE COOTHOLIEHHE 3KCIPECCUPYEMBIX
MOJIUIMENTUAHBIX KOMIIOHEHTOB MO)KHO MOAYJIHPOBAaThb AJI MOJYYE€HUS MAaKCHUMAJbHOTO BBIXOJA
CEKPETHPYEeMbIX M TPABIJIBHO COOPaHHBIX AHTUTE] MO HacToseMy wu3o0pereHnto. Takas
MOJYJISILIUS TOCTUTAETCs, IO MEHbIIEeH Mepe, OTYaCTH MyTeM OJAHOBPEMEHHON MOIYJISLIUU CHIIbI
TPAHCISILMU TOJUMENTUAHBIX KOMIIOHEHTOB.

[0179] OguH M3 METOAOB MOAYJSILHMH CHJIBI TPAHCISILUK pPackpbIT Simmons et al., B
narente CIITA Ne 5840523. B 3TOM [OKYMEHTE WCHOJB3YIOTCS BapUaHThl CaliTa MHULMALUU
tpanrcsiiuu (TIR) BHyTpu muctpona. st storo caitra TIR MoskeT ObITh CO37aH psii BApUAHTOB
AMHHOKHUCJIOTHBIX IOCJIEOBATENIbHOCTEN WU IOCJIEN0BATEIbHOCTEN HYKJIEMHOBBIX KHUCJIOT C
AMATIa30HOM CHJI TPAHCISIIMK, O0ecnedrBasi TeM CaMbIM yIOOHOE CPEeNCTBO JUIS TOJNYYEHUs
HY?KHOTO YPOBHsI SKCIIPECCHH KOHKPETHOM 1ienu myTeM noadopa storo ¢akropa. Bapuanter TIR
MOTYT OBITh TOJYYEHbI C MOMOIIBI) XOPOIIO M3BECTHBIX METONOB MyTareHesa, B pe3yJibTaTe
KOTOPBIX TPOHMCXOAUT 3aMeHa KOJIOHOB, KOTOpas MOXKET TMPUBECTH K M3MEHEHHIO
AMHHOKHCJIOTHON TOCJIEeI0BAaTENbHOCTH. B HEKOTOpBIX BapuaHTax OCYINECTBJIEHUS 3aMEHbl B
HYKJIEOTU/IHOM TMOCJIEA0BATENIbHOCTHU SIBJISIIOTCA MomdauiuMu. 3aMeHbl B TIR MoryT BKIFOYaTh,
HarpuMep, 3aMEHbl B KOJIMYECTBE WJIM PacroyiokeHuu nocnenosarenbHocTeit [lalin—/lanbsrapHo,
a TaKKe 3aMEHbI B CUTHAJIBHOH mocyienoBaTebHOCTH. OTHUM U3 COCOOOB CO3/IaHMsI MyTaHTHBIX
CHTHAJIBHBIX MOCJIEIOBATENLHOCTEN SIBIISIETCS CO3AaHue «OaHKa KOJOHOB» B Havdalle KOAMPYIOLIEH
MOCJIEIOBATENbHOCTH, KOTOpPblE HE M3MEHSIOT aMMHOKHCIOTHYIO — IIOCIE€I0BaTeIbHOCTb
CHUTHAJIBHOM TIOCNIEIOBATENIBHOCTH (T.€. 3aMEHbl SIBJBIFOTCS MOJYALINMH). JTO MOXKET ObITh
JOCTUTHYTO IyTEM 3aMe€Hbl TPETHEr0 HYKJEOTHAA B KaXJIOM KOJIOHE, K TOMY K€, HEKOTOpble
AMHUHOKUCJIOTBI, TAKHE KaK JICHIVH, CEPUH U apIUHUH, UMEIOT Pa3juyuHble HyKJIEOTH/bl B IEPBOM
U BTOPOM IIOJIOXKEHHUSIX, YTO JOOABISIET CIOKHOCTh B CO3AaHUM OaHKa. DTOT METOJ MyTareHesa
noapoOHo ornucad B Yansura et al. al., (1992) METHODS: A companion to methods in Enzymol.
metoxa B Enzymol. 4:151-158.

[0180] B ogHOM M3 BapuaHTOB OCYIIECTBJIEHUS CO3/1aI0T HAOOP BEKTOPOB C IUANIA30HOM
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cun TIR nist KaKooro HaXOAINErocss B HEM LHUCTPOHA. JTOT OrPaHUYEHHBIH HAOOp MO3BOJISET
OCYIIIECTBUTb CPAaBHEHHE YpPOBHEH O3KCIPECCUM KaKAOW LEMH, a TaKKe BBIXOA HYXKHBIX
NPOAYKTOB aHTHTEN Mpu pasnuuHbix KomOumHauusx cuibl TIR. Cuma TIR moxker ObITh
olnpezeNieHa MyTeM KOJUYECTBEHHOTO ONpEAENIEHUs] YPOBHS 3KCIPECCHHM PENOPTEPHOrO I'eHa,
kak moxpoOHo ommcaHo Simmons et al. B marenre CIIIA Ne 5840523. Ilo pesynbratam
CPaBHEHUsI CHJIbI TPAHCISILUU BBIOMPAIOT Hy)kHbIe oTAenbHble TIR, KoTOpble OOBETUHSIOT B
HKCIPECCUPYIOLIHE BEKTOPHbIE KOHCTPYKLHUSX I10 HACTOSIIEMY M300PETEHHIO.

[0181] IIpokapuoTHueckue KJIETKU—XO035€Ba, MOIXOMSIINUE JIsi SKCIPECCUH aHTUTEN 10
HacTosmeMy u30o0pereHHio, BKIrO4aroT Archaebacteria u  Eubacteria, Takue kak
IPaMOTPULIATENIbHBIE HIIH TPAMIIOJIOKUTENIbHBIE OPTaHu3Mbl. [IprMepbl MPUTOAHBIX OakTepuil
BrirouaroT Escherichia (mampumep, E.coli), Bacilli (manpumep, B.subtilis), suTepobakrepun,
Buabl Pseudomoiias (Hanpumep, P.aeruginosa), Salmonella typhimurium, Serratia marcescans,
Klebsiella, Proteus, Shigella, Rhizobia, Vitreoscilla unu Paracoccus. B onHoM u3 BapuaHTOB
OCYIIECTBJIEHUS] HCIOJB3YIOTCSl TpaMOTpULaTeNbHble KJIeTku. B oxHOM u3 BapuaHTOB
OCYILECTBIIEHHSI B KAUECTBE X035€B 10 HACTOALIEMY U300PETEHUIO NCTIONB3YIOTCs KieTku E.coli.
ITpumepsr mtammoB E.coli Bkmowaror mramm W3110 (Bachmann, Cellular and Molecular
Biology, vol. 2 (Washington, DC: American Society for Microbiology, 1987), pp. 1190-1219;
nernio3ut B ATCC Ne 27325) u ero mpou3BoaHble, BKIO4ast mraMM 33D3, nMeromuil reHoTU
W3110 AfhuA (AtonA) ptr3 lac Iq lacL8 AompTA(nmpc—fepE) degP41 kanR (matent CIIIA Ne
5639635). [Ipyrue mrammel U UX pou3BonHble, Takue kak 294 E.coli (ATCC 31446), E.coli B,
E.colih 1776 (ATCC 31537) u RV308 E.coli (ATCC 31608), Take SBISIFOTCA MOAXOASLINMH.
OTU npuMepsl SIBISAIOTCS CKOpPee WJUIIOCTPATUBHBIMHU, 4eM OrpaHuuuBaroiiuMu. CrocoObl
KOHCTPYUPOBAHUSI MNPOM3BOAHBIX JIIOOOH M3  BBIIEYNOMSHYTHIX OaKTepuil, MMEFOIIIX
OIpeeIeHHbIE T€HOTHUIbI, U3BECTHbI B JAAaHHOH o0iacTH M omucaHbl, Hampumep, Bass et al.
Proteins, 8:309-314 (1990). Kak mnpaBmio, HEOOXOAMMO BBIOpATh MOAXOAAIINE OakTepuH,
NPUHUMAasi BO BHUMaHHE CIMOCOOHOCTb PEIUIMKOHA K PEIUTUKALMH B OaKTepUANIbHBIX KJIETKaX.
Hamnpumep, Bunel E.coli, Serratia unu Salmonella MoryT nmoaxonuTs B KauecTBe X0351HA, KOTJa
IJIs1 TOCTaBKU PEIUIMKOHA HCIOJIB3YIOTCS XOPOIIO M3BECTHBIE Ma3Muabl, Takue kak pBR322
pBR325, pACYC177 unu pKN410. O6sr4HO0 TpeOyeTcsi, 4TOOBI KJIETKa—XO035UH CEKPETHPOBAIa
MUHHMAaJIbHBIE KOJHMUYECTBA MPOTEOIUTHUECKUX (DEPMEHTOB, U KEJATeIbHO, YTOOBI B KJIETOUYHYIO
KYJIBTYpY ObUTH BKJIFOUEHBI JONOJHUTEIbHBIE HHTHOUTOPHI POTEA3.

b) I[TonydyeHue aHTuTEN

[0182] Knerkn—xo03s€Ba TPaHCPOPMHUPYIOT OMHCAHHBIMHU BBIIIE BEKTOPAMH SKCIIPECCUH
U KYJBTUBHPYIOT B OOBIYHBIX IMUTATEJBHBIX Cpelnax, MOIU(HUIMPOBAHHBIX TAaKUM 00pa3oM,
9TOOBl OHHM TONXOOWIM JJii HWHAYKOWH [POMOTOPOB, OTOOpa TpPaHC(HOPMAHTOB HITU
aMIUTUUKALIIN T€HOB, KOAUPYIOLINX HY KHbIE MTOCIEI0BATEIbHOCTH.

[0183] Tpanchopmarnus o3naqdaer sBenenne JJIHK B mpokapruoTHueCKOro X03simHa, TaKUM
obpaszom, utoObl JIHK Obuta perummumpyemMoii nOo B BUAe BHEXPOMOCOMHOIO 3JIEMEHTa, JTHOO B
BUJI€ YaCTH XPOMOCOMBL. B 3aBUCHMMOCTH OT MCIONB3YEMOI KJIETKH—XO0351MHA, TpaHc(hopMaruio

BBITIOJHAIOT C MOMOLIBIO CTAHAAPTHBIX METOAOB, MOAXOAALINUX AJIsI TAKUX KIICTOK. O6pa60TI<a
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KaJbIMEM C HCIOJb30BAHHEM XJIOPHA KaJbIHs OOBIYHO HCIIONB3YeTCs sl OaKTepHabHBIX
KJIETOK, KOTOpbIE MMEIOT NMPOYHblE Oapbepbl B BUIAE KIETOYHOH CTeHKH. B nmpyrom merone
TpaHchopMau UcHojdb3yercss nonmudTHiIeHr Ko/ JIMCO. Eme ogHHUM HCHOIB3yeMbIM
METOJIOM SIBJII€TCS 3JIEKTPONOPALIHSI.

[0184] IIpoxapuoTndeckue KJIETKH, UCIOJNb3yeMble AJIs MOJIYYEHUs MOJUIENTUIOB I10
HACTOAIIEMY M300PETEeHUIO, BBIPAIIMBAIOT B CPeax, M3BECTHBIX B JTAHHOH OOJACTH TEXHHKH U
NOAXOSIIIUX JUI KYJbTHBUPOBAHUS BBIOPAHHBIX KJIETOK—XO03sieB. [IpuMepsl MOAXOMAIIUX Cpex
BKrouaroT OynboH Jlypus (LB) mroc HeoOXomumble muTaTebHble N00aBKU. B HEKOTOpPBIX
BApPHUAHTAX OCYINECTBJICHUS HOCUTENIb TAKXKE COIEPKUT CEJCKTHBHBII areHT, BHIOPAHHBIN Ha
OCHOBE KOHCTPYKLIMH BEKTOpa OSKCIpeccHd, Uil OOEeCIeYeHHss CEJIEKTUBHOIO pOoCTa
MPOKAPHUOTUYECKUX KJIETOK, COIEp)KalIuX BEKTOp JsKcmpeccud. Hampumep, amMOumuiiIvH
n00aBJISIIOT B CPeNy U POCTA KIIETOK, SKCIPECCUPYIOLINX T'eH YCTONUYNBOCTH K AMITHLIMJLIHHY.

[0185] JIroOble HeoOxomumble 100aBKHM, NMOMHMO HCTOYHUKOB YIJIEpona, a3oTa |
Heopranudeckoro ¢ocdara, TakkKe MOTyT OBITb BKJIIOYEHBI B  COOTBETCTBYHOLIMX
KOHIIGHTPALUSAX, U MOTYT BBOAMTBHCS OTHENBHO WJIM B BUAE CMECH C JPYrod NOOaBKOW HIIH
Cpenol, TakoW Kak KOMIUIEKCHBIH HMCTOYHHMK a3oTa. HeoOs3aTenbHO KyJbTypalibHas cpena
MOJKET COAEP>KaThb ONMH MM OOJiee BOCCTAHABIMBAIOIIUX AareHTOB, BBIOPAHHBIX W3 TPYIIIIHI,
COCTOsIIlEW W3 TIJIyTaTHOHA, LMCTEHWHA, LMCTaMUHA, THUOIVIMKOJIATa, JUTUOSPUTPUTA M
JUTHOTPEUTONA.

[0186] IIpoxapuoTudeckue KJIETKM—XO3sieBa KYyJIbTHUBUPYIOT TMPU HOAXOASIINX
TeMIepatypax. B HeKOTOpeIx BapuaHTax ocyluecTBiaeHus s pocta E.coli temnepatypa
Haxonutcs B mpenenax or mpumepHo 20°C no mpumepHo 39°C; or mpumepno 25°C no
npumepHo 37°C; mmu cocrasisier npumepHo 30°C. pH cpexsl Moker mpuHHMMATh Jir0OOe
3HAa4YEeHUE B IUANa30He OT MPUMEPHO 5 0 MPUMEPHO 9, B 3aBUCUMOCTH, TNIaBHBIM 00pa3oM, OT
opraHmsMa—xo3siHa. B HekoTopbix BapuaHTax ocymectsieHus pH nns E.coli cocraBnser ot
npuMepHo 6,8 1o npumepHo 7,4 wnu npumepHo 7,0.

[0187] Ecaum B BeKTOpe H3KCIPECCHU IO HACTOSIIEMY H30OPETEHHIO HCIOJIb3YeTCsI
UHIYLUOENbHBIA TPOMOTOP, SKCIIpeccusi OeKka WHAYLMPYETCS B YCIOBHUSAX, MOAXOMSLINX IS
aKTUBALIMK 3TOrO MPOMOTOpa. B OMHOM M3 acrmeKTOB HACTOSINEro M300pPETeHUs It KOHTPOJIS
TPAHCKPHUIILIMK  TOJIUIENTHAOB  HUCMONB3YIOTCA  mpoMoTopsl  PhoA.  CoOTBETCTBEHHO,
TpaHC(OPMUPOBAHHBIE  KIETKH—XO3s5€Ba  KYJbTHBHPYIOT JJIsi HMHAYKUMH B Cpene ¢
OrpaHHUYEHHBIM KOJH4YeCTBOM (ocara. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHUS N300pEeTeHUs
Cpenoil ¢ orpaHWYeHHBbIM KojmuecTBoM (ocdara snsiercss cpena C.R. AP. (cm., Hanmpumep,
Simmons et al., J. Immunol. Methods (2002), 263:133—147). B coOTBETCTBUM C UCIIOJIB3YEMOM
BEKTOPHON KOHCTPYKLIMENH MOXXHO HUCIIOJIb30BaTh MHOXKECTBO JPYTMX MHAYKTOPOB, U3BECTHBIX B
TaHHOH o0yacTu.

[0188] B onHOM M3 BapMaHTOB OCYLIECTBJIEHUS SKCIPECCUPOBAHHbBIE TMOJUIENTUIBI IO
HACTOSIIEMY H300pPETEHUI0 CEKPETHPYIOT W H3BJIEKAIOT W3 IEPHUILIa3Mbl KIETOK—XO35€EB.
WzBneuyenne Oenka OOBIMHO BKIIKOYAET pa3pyLIEHHE MHUKPOOPraHM3Ma, KaK NPABHIIO, TAKUMHU

CpencTBaMu, Kak OCMOTHYECKU oK, 00padoTka yabTpasBykoM unu nusuc. Ilocie paspymenus



73

KJIETKH KIETOYHbI 1eOpuc WiIM LeNbHble KIETKH MOIyT OBITh yAalNeHbl IyTeM
HeHTpuyrupoBaHust win ¢uibTpanuu. beaku MOryT ObITh JOMONHUTENBHO OYHINEHBI,
HampuMep, ¢ nmomouIplo apPuHHON Xpomarorpaduu Ha cMoje. AJNBTEPHATHBHO, O€JIKU MOTYT
OBITH TPAHCIIOPTUPOBAHBI B KYJbTYPaJIbHYIO cpeny U BbleneH u3 Hee. Kierku moryt ObITh
yIlaJeHbl U3 KYJbTYpPbI, a KYJbTYPAJIbHBIN CYyNEpHATAHT OTQUIBTPOBAH U CKOHLIEHTPUPOBAH AJIs
AambHEHIIel OUMUCTKU TOJNYYEHHBIX OEJIKOB. DKCHPECCHPOBAHHBIE MOJHIIENTHIABI MOTYT OBITH
JOMOJHUTENIBHO BBIIEIEHbl W WISHTU(HULHPOBAHBI C IMOMOLIBIO OOIIEH3BECTHBIX CIIOCOOOB,
TaKHX Kak sjekrpodopes B nonuakpunamuaaom rene (PAGE) u Becrepa—0not ananus.

[0189] B ogHOM M3 aClEeKTOB HACTOSIIEr0 M300pPETeHHs AHTUTENA TIOJYYalOT B OOJIBIIIOM
KOJINYECTBE C TMOMOIIBI (pepMeHTaMoHHOro mnpouecca. i monyyeHus: peKOMOMHAHTHBIX
OEMKOB  JOCTYMHBI pPAa3JIMYHbIE KPYIMHOMACIITA0HBIE (DEPMEHTALMOHHBIE TPOLIECCHl  C
nepuoguueckoil moanutkod. KpymHomacmtaOHble (epMeHTaLMOHHBIE MPOIECChl  MOYKHO
OCYIIECTBJIATh B EMKOCTSIX, 110 MeHbInel mepe, 1000 nuTpoB, a B HeKOTOpbIX BapuaHTax ot 1000
no 100000 mutpoB. B Takmx (epMeHTepax HCHOJB3YIOTCSA JIOMACTHBIE MEIIAJKH IS
pacripeneneHusi KUCIOPOoAa U MUTATENbHBIX BEIECTB, OCOOEHHO TIIFOKO3bl. MenkomacmrabHble
(bepMeHTaMOHHBIE TPOLECCHl OOBIMHO BBIMOJHSIOT B (pepMeHTepax, oObEeMHas E€MKOCThb
KOTOPBIX cocTaBisieT He Oonee mpumepHo 100 TUTPOB, U MOXKET BapbHPOBATH OT MPUMEPHO 1
autpa 10 npuMmepHo 100 nmutpos.

[0190] B depmMeHTAIIMIOHHOM TpOLIeCCe HKCIPECCHIO OeTKa OOBIYHO HHULUUPYIOT TOCTE
JOCTUXKEHHs] HY>KHON IJIOTHOCTU B NPOLIECCE BBIPALIMBAHUS KJIETOK B MOAXOASLINX YCIOBUSIX,
Hanpumep 3HaueHus ODS50 npumepno 180-220, nmpu KOTOPOM KJIETKH HAXOASTCS B paHHEH
CTallMOHAPHOHN (a3e. MHOXKECTBO MHAYKTOPOB, W3BECTHBIX B JAHHOW OONACTH M OMHCAHHBIX
BBIIIE MOKHO MCIOJIb30BaTh B 3aBUCUMOCTH OT HCIOJBb3yeMON BEKTOPHON KOHCTpykuuu. Jlo
WHIYKLUU KJIETKH MOTYT BBIPAINMBATHCS B TEYEHHE OoJiee KOPOTKUX IEPUOJOB BPEMEHHU.
Knetkn oOBIMHO MHAYLHMPYIOT B TeYeHHE MPUMEPHO 12-50 YacoB, XOTS MOXKHO HCIIOJIb30BAaTh
Oonee nuuTenbHOE WK 0OJiee KOPOTKOE BPeMsi HHIYKIUH.

[0191] [dnst yay4ineHus BBIXOJA U KAdyecTBa IOJMIENTHUAOB IO HACTOSIIEMY
n300pEeTEeHNI0 Pa3JIMYHbIe YCIOBUS (pepMeHTaruu MOryT ObiTh MoaupuuupoBaHsl. Hampumep,
IUI YIIYYLISHUS] TPABIJIBHOW COOPKM W VKJIAJKU CEKPETHPYEMbIX MOJHIICNTHIOB AHTHUTEI,
MOJKHO HCTIOJIB30BaTh JOMOJHHUTEIbHBIE BEKTOPBI, CBEPXIKCIPECCUPYIOIHE OeIKH—IIanepOoHbl,
takne kak Oemku Dsb (DsbA, DsbB, DsbC, DsbD u wmm DsbG) wmm FkpA (umc—
NeNTUAMIIPONIII, TPAaHC—-HU30Mepa3a C AaKTUBHOCTBIO  IIAamepoHa) Uil  COBMECTHOH
TpaHchOpMaH MMPOKAPUOTHUECKUX KJIETOK—XO3sIMHA. BbUTO MOKa3aHO, YTO OENKH—IIanepOHbI
CIOCOOCTBYIOT TPAaBIJIBHOM VYKJIAIKe M HYKHOM PacTBOPUMOCTH TI'€TEPOJIOTHUYHBIX OENKOB,
NPOAYyLUpPYEMBbIX B OakTepuaibHBIX KieTkax—xo3sieax. Chen et al. (1999) J. Biol. Chem.
274:19601-19605; Georgiou et al., marent CIIHA Ne 6083715; Georgiou et al., matent CLIIA Ne
6027888; Bothmann and Pluckthun (2000) J. Biol. Chem. 275:17100-17105: Ramm and
Pluckthun (2000) J. Biol. Chem. 275:17106—-17113; Arie et al. (2001) Mol. Microbiol. 39:199—
210.

[0192] JIns MMHUMU3ALUK MPOTEOJN3a 3KCIPECCUPOBAHHBIX T'€TEPOJIOTHYHBIX OEJIKOB
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(ocobeHHO OENmKOB, YYBCTBUTENBHBIX K MPOTEOJH3Y), B HACTOALIEM H300pPETEHHH MOTYT OBITh
UCTIONIb30BAHbl  ONpEZAENIeHHbIE IITaMMbI-X035€Ba, AeQULUTHBIE IO MPOTEOIUTHIECKUM
depmentam. Hanpumep, mraMmbl KJIETOK—X035€B MOTYT OBITH MOAU(UIIMPOBAHBI JJIsI BBEACHUS
TeHEeTHYECKONW MyTaluu(Mii) B T€HbI, KOJUPYIOLINE N3BECTHbIE OaKTEepUaJIbHbIE MPOTEA3bl, TAKHE
kak nporeasa III, QmpT, DegP, Tsp, nporeasa I, mporeaza Mi, nporeaza V, nporeaza VI u ux
xomOunanmu. Hekoropele mrammer E.coli ¢ pepummroMm nporeas IOCTYHNHBI M ONHCAHBI,
Harpumep, Joly et al. (1998), cm. Boie; Georgiou et al., matrent CIITA Ne 5264365; Georgiou et
al., marent CIITA Ne 5508192; Hara et al., Microbial Drug Resistance, 2:63-72 (1996).

[0193] B ogHOM M3 BapHaHTOB OCYIIECTBIICHHS B Ka4eCTBE KJIETOK—XO35€B B CHCTEME
SKCIIPECCUHU MO HACTOSIIEMY H300PETEeHHIO HCHOJB3YIOT mTaMmbl E.coli, pedpuuuTHBIE MO
MPOTEOIUTHUECKUM bepmeHTam u TpaHCc(HOPMUPOBAHHBIE TUIA3MHUIaMH,
CBEPXIKCIPECCUPYIOIUMU OJTUH WK OoJiee OeTKOB—IIATIepOHOB.

¢) O4ncTka aHTUTE.

[0194] B ogHOM M3 BapuaHTOB OCYINECTBIEHHUS aHTUTENO, MOJIy4eHHOE 110 HACTOSIIEMY
N300pETEeHNIO, JOMOJHUTENBHO OYHUINAOT AJISI MMOJYYEHHs MPEnapaToB, KOTOPbIE SBISIFOTCS T10
CYLIECTBY TOMOT€HHBIMH, [UIA [ajJbHEHUIINX AaHAIM30B W MNpUMeHeHHH. Moryt ObITh
UCTIONb30BAHbl CTAHAAPTHBIE CIMOCOOBI OYMCTKM Oenka, W3BECTHbIE B MAaHHOW 00JacTH.
Cnenyromue mpoHenypel SIBJISIOTCS —NPUMEPAMU  MOAXOMSAIINX  NPOLENYpP  OYHUCTKH:
¢pakunoHnpoBaHWe Ha HMMMYHOA(Q(PHUHHBIX WJIM HMOHOOOMEHHBIX KOJIOHKAX, OCAXKIEHHE
sTaHoNOM, oOpameHnHo—¢pa3zoBas BIXKX, xpomartorpaduss Ha IOUOKCHUAE KPEMHHUS WM Ha
KaTHOHOOOMEeHHOI cMorte, Takoit kak DEAE, xpomatodokycupoanue, SDS-PAGE, ocaxxnenue
CyJib(haTOM aMMOHHSI, U TeJIb—(UIBTPALUS C UCTIONIb30BaHueM, HanpuMmep, Sephadex G—75.

[0195] B onHOM M3 acmekToB Ajisi UMMYyHOA()(OUHHON OYUCTKU MPOAYKTOB AHTHUTEN IO
HACTOSIIEMY H300PETEHHIO UCIOJB3YyeTcst 0enok A, MMMOOWIM30BaHHBIA Ha TBEpAOW (ase.
benok A mpencrasnsier coboli kieTounslii Oenok pasmepom 41 k/la u3 Staphylococcus aureas,
KOTOPBIH CBSI3BIBAETCS C BBICOKUM CpOACTBOM ¢ Fc—obnacteto antuten. Lindmark et al. (1983) J.
Immunol. Mer. 62:1-13. Tsepmast ¢asza, Ha KOTOpPYr0O HUMMOOWIN30BaH OeNOK A, MOXET
NPEACTABIATh COOOM KOJOHKY CO CTEKJIIHHBIM HOCHTEJIEM WM HOCHTEJIEM W3 JHUOKCHIA
KPEMHUS FJTH KOJIOHKY CO CTEKJISTHHBIM HOCUTENIEM ¢ KOHTPOJUPYEMBIMH MOPAMH HJIH KOJIOHKY
C HOCHTEJEeM H3 KPEMHHEBOW KHCJIOTbl. B HEKOTOpBIX NPHUMEHEHHSX KOJIOHKA TOKPBITA
peareHToM, TAaKMM KakK TJIMLEPUH ISl MPEeNOTBPALICHHUS HECTe(HIECKOro CBSI3bIBAHUS C
3arpsI3HSIOIIMMH BELIECTBAMHU.

[0196] B xkadecTBe MNepBOl CTaguM OUWUCTKU IIOJYUYEHHBIN M3 KyJbTYypbl KJIETOK
npernapar, Kak OMMCAHO BBIIMIE, MOKHO HAHOCHTb Ha TBEPAYIO (pasy ¢ MMMOOMIN30BAHHBIM
ObenmkoMm A s olecrmeueHHs] CHenM(PUYECKOrO CBSI3BIBAHUS TPEACTABIIIOLIETO HHTEPEC
anTuTena ¢ OenkoMm A. 3areM TBepayro a3y NPOMBIBAIOT U YNAJICHUS 3arpsi3HEHHH, He
UMEIOINX creuuuyueckoro CBsi3biBaHMs C TBepaol (asoii. Hakowen, mnpencrapisitomee
MHTEPEC aHTUTEJIO BBIACISIFOT U3 TBEPIOH (ha3bl SONPOBAHUEM.

I'eHepanust aHTUTEJ € MOMOINBIO YYKAPHOTHYECKHX KJIETOK—XO0351€B:

[0197] Bektop nansi MCHOJB30BaHUS B HSYKAPUOTHUYECKOH KIETKE—XO35IMHE OOBIYHO



75

BKJIFOYAET, O€3 OrpaHHuYeHUs, OAMH WK Oojee M3 CIEAYIOIINX KOMIIOHEHTOB. CHUTHAJIBbHYIO
MOCJIEIOBATENIbHOCT, TOYKY Hadaja peIUIMKALWK, OAMH WM Ooliee TIeHOB—MapKepOB,
5HXAHCEPHBIN 3JIEMEHT, MPOMOTOP U MOCJIEA0BATENbHOCTh TEPMUHALUYA TPAHCKPHUIILIUH.

a) Cur"anpHast OCIE0BATEIbHOCTD

[0198] Bekrop A NpUMEHEHUs B JYKAPUOTUYECKON KIIETKE—XO3SMHE TAKXE MOKET
COAEp)KaTb CHUTHAJIbHYK) [OCJIEAOBATEIbHOCTb MM APYroll  MNOJUNENTHA, HMEKLIUH
cneun(pUIecKuil CaiiT pacuieryieHuss Ha N—KOHIle MPeICTaBISIOIer0 WHTepec 3pesoro Oenka
WM TonunenTtuaa. BuIOpaHHOW TreTeposOornyHON CHUTHAIBHON IMOCHEN0BATEIBHOCTHIO MOXKET
OBITh TOCJENOBATEIBHOCTh, KOTOpAsi SIBJISIETCS yY3HABAEMOH M TMpoLEecCUpyeMoi (T.e. KoTopas
pacieruisieTcss CUTHAJIbHOW MEeNTHAa30W) KIeTKOM—X03auHOM. Ilpu SKcmpeccuu  KIIeTOK
MJIEKONUTAOIUX MOKHO HCIOJIB30BaTh CUTHAJIBHBIE MOCIEI0BATEIbHOCTH MIIEKONUTAOLINX, a
TaKXe BHPYCHBIE CEKPETOPHbIE JUAEPHBIE IOCIEAOBATENBHOCTH, Hanpumep, gD—curnan
npoctoro reprieca. JIHK nisi takol oOjacTU—TpenieCTBEHHUKA JIUMTHPYIOT ¢ KOOUPYIOIIEH
antuteno JIHK ¢ coxpaHeHneM paMKU CUUTBIBAHUS.

b) Touka Hayana peruTuKauu

[0199] OObIMHO ISt BEKTOPOB SKCIPECCHH MJICKOMUTAIOINX TOYKA Hadala PeruiiKaluu
He HykHa. Hampumep, kak mpaBuiio, MOKET OBbITh HCIOJb30BaHA TOYKA HaYaja PEIUIMKALIUH
SV40 Tonbko NOoTOMy, YTO OH COAEPKUT PAaHHUH IPOMOTOP.

B) CeleKTHBHBIN I'eH

[0200] BekTopsl 3KCIpeccHd U KJIOHHPOBAHMSI MOTYT COAEpXkKaTb CENEKTHBHBINA TIeEH,
TaK)K€ Ha3bIBAEMBIN CEJIEKTHBHBIM MapKepoM. THIHMYHbBIE CENEeKTUBHbIE IeHbl KOAUPYIOT OENKH,
KOTOpble (2) MPUAAIOT YCTOMYMBOCTb K AHTUOMOTUKAM WJIM JIPYTMM TOKCHHAM, HarpHMep,
AMIMLJUTIHY, HEOMUIIMHY, METOTPEKCaTy WM TeTpauukiuHy, (b) BOCIIONHAIOT muTaTenbHbIE
BEIECTBA, HE CHUHTE3UpyeMble ayKcoTpodamu, Ine 3TO aKTyaJbHO, WIH (C) MOCTABISIIOT
HEeOOXOAMMBIE UTATENbHBIE BEIECTBA, HEAOCTYITHbIEC B CJIOXKHBIX CPEIax.

[0201] B omHOM M3 MPUMEPOB CXeMbl OTOOpPA HCMOJIB3YETCs JIEKApCTBEHHOE CPENCTBO
IUI OCTAHOBKH POCTa KJIETKU—XO35IMHA. Te€ KJIETKH, KOTOpbIE YCIEIIHO TPaHC(HOPMHUPOBAHBI
reTePOJIOTUYHBIM [€HOM, MPOAYLHUPYIOT OENIOK, MPUAAIOLINA YCTOWYHMBOCTD K JIEKAPCTBEHHOMY
BEIECTBY, U, TAKMM 00pa3oM, BbDKHBAIOT B pekuMe oTtOopa. B mpumepax Takoi JOMHUHAHTHON
CEeNIEKLIMN HCIIONB3YIOT TaKhe JIEKAPCTBEHHBIE BEINECTBA, KAK HEOMHUIUH, MHUKO(pEHOIOBas
KHMCJIOTa U TUTPOMHULIMH.

[0202] [dpyruMm mpuUMEpPOM TMOAXOMSIINX CEJEKTUBHBIX MAapPKEPOB MJiI KJIETOK
MJIEKOIUTAOLINX SIBIISTFOTCSI MapKephl, MO3BOJISIOMNE HUASHTU(UIIUPOBATh KJIETKH, CIIOCOOHBIE
MOMJIOATh  KOAMPYIOUIYKO  AHTUTENIO0 HYKJIEHMHOBYKO  KUCHOTY, Takyrww kak DHFR,
TUMMIMHKWHA3a, MeTaoTHoHenH—I u I, MeTannoTHOHEHHOBBIE Te€Hbl INPUMATOB,
aJIeHO3MHI€aMHHA3a, OPHUTHH JieKapOOKCcHias3a u ap.

[0203] B  HekOoTOpBIX  BapuaHTax  OCYILIECTBJIEHMs,  HANpUMep,  KIETKH,
TpanchopmupoBaHHble ceneKUnOHHBIM TreHoM DHFR, cHauana wuneHTHQHUUUpPYIOT myTeM
KyJIbTUBHPOBAHUSI BCEX TPAHC(POPMAHTOB B KYyJIbTYPaJbHOW cpene, KOTOpas CONEPIKUT

meroTpekcar (Mtx), koHkypeHTHbI anTaroHuct DHFR. B HekoTopeIx BapuaHTax
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OCYILECTBJIEHUs] MOAXOIAIIEH KJIETKOW—XO03MHOM, Koraa ucnosb3yercss DHFR nuxoro tuma,
ABIIIETCS KJIETOYHASI JIMHUS SsM4HuKa kurtalickoro xomsuka (CHO), nepuuntHas 1o akTHBHOCTH
DHFR (nanpumep, ATCC CRL-9096).

[0204] AnbTepHATHBHO, KIETKH—X0351€Ba (B YaCTHOCTH, X035€Ba JUKOTO THUIIA, KOTOPbIE
cogepxkar osHuoreHHelii DHFR), TpanchopmupoBanHble wuian KO—TpaHC()OPMUPOBAHHBIE
nocnenosarenbHocTsiMU JIHK, kopupyromumu antureno, 6enok DHFR aukoro tuna m npyroi
CEJIEKTHBHBIA MapKep, TaKOoH Kak aMHHOIIMKo3ua—3'—pocporpancdepasa (APH), moryt ObITh
oroOpaHbl MyTEM BBIPAIIMBAHUS KJIETOK B CpeAe, CONEpiKallel CEeNeKTHBHBIH areHT s
CEeJIEKTUBHOIO MapKepa, TAKOro Kak aMHHOTJIMKO3UAHBIH aHTUOUOTHK, HANpUMep, KaHAMHLIUH,
HeomumH uin G418, Cm. marent CIITA Ne 4965199, Knerku—xo3sieBa MoryT BKIrO4aTh NSO,
CHOK1, CHOKISV wmn ux mnpoW3BOAHBIE, BKJIIOYAS KJIETOYHBIE JIMHUH, Ne(ULUTHBIE IO
rmotamuHcuHTeTase (GS). CnocoObl ucnonp3oBaruss GS B KauecTBe CEJEKTHBHOIO MapKepa
ST KJeTOK MutekonuTaroniux omnucadbl B mateHTe CIIIA Ne 5122464 u marente CIIIA Ne
5891693.

d) ITpoMOTOpHBIH KOMITOHEHT.

[0205] BekTopbl ajisi 3KCOPECCHH W KIOHUPOBAHHUS OOBIYHO CONEPIKAT MPOMOTOP,
KOTOPBII SIBJIIETCSl Y3HABAEMbIM OPraHU3MOM—XO3SMHOM U (YHKIMOHAJIBHO CBS3aH C
HYKJICMHOBOW KHCJIOTOH, KOAUPYIOIIEH MNpPEACTABISIOINN HHTEpeC MONUNenTus (Hampumep,
antuteno). [IpoMOTOpHBIE MOCIEAOBATENbHOCTH M3BECTHBI ANl dykapuoT. Hampumep, B
IeMCTBUTENbHOCTH, BCE SYKAPHOTHUECKUE TeHbl UMet0T AT—OoraTelil y4acTOK, pacronoKeHHbIN
npuMepHo Ha 25-30 ocHOBaHUN BbIIE caliTa Hayajga TpaHckpunuuu. [Jlpyras
MOCJIEIOBATEIbHOCTD, OOHAPYKEHHast Y MHOTUX T'eHOB Ha 70—80 OCHOBaHWI BBILIE OT Hadaja
TpaHCKpunuuy, mnpenacrasisier coborr obmacte CNCAAT, rme N moxer ObITh JIHOOBIM
HykiaeotunoM. Ha  3'-koHme — OonbIIMHCTBA — DYKAPUOTHYECKUX  TEHOB  HAXOIUTCS
nocnenoBatenbHOCTh AATAAA, KOTOpasi MOXKET CIIy>KUTh CHUTHAJIOM Uil TOOaBJIeHHs TONIHA—
XBOCTa K 3'-KOHIy KOAHUPYIOLIEH TOCIeNOBATebHOCTH. B  HEKOTOphIX BapHaHTax
OCYIIECTBIIEHHsI JIFOOAs U3 ATHX TMOCJIEAOBATENIbHOCTEH MOXKET ObITh BCTaBJIEHA MOAXOISIIUM
00pa3oM B 3YKapUOTUYECKHE IKCTIPECCUPYIOIIHE BEKTOPBL

[0206] Tpanckpunimsi W3 BEKTOPOB B  KJIETKAX—XO0351€BaX  MJIEKOMHUTAFOLINX
KOHTPOJIUPYETCS, HAMpUMep, MPOMOTOPAMHU, MONYYEHHBIMH W3 T€HOMOB BHPYCOB, TaKUX Kak
BUPYC TIOJMOMBI, BUPYC OCITBI NITUL], aJ€HOBUPYC (TAKOH KaK aJeHOBUPYC 2), BUPYC MAMUIIIOMBI
KPYITHOTO pPOraTtoro CKOTa, BHUPYC CapKOMbI MTHUL], LIMTOMErajloBHPYC, PETPOBHUPYC, BUPYC
renatuta B u Bupyc o0e3psH 40 (SV40), U3 rereposornyHbX NPOMOTOPOB MIIEKOMHUTAOLIHX,
HAIpuMep, aKTHHOBOTO MPOMOTOPa WM MMMYHOTJIOOYJIHMHOBOTO MPOMOTOPA, M3 MPOMOTOPOB
OENKOB TEIJIOBOTO IIOKA, €CJHM TaKue MPOMOTOPBI SIBJISIOTCS COBMECTHMBIMH C CHCTEMaMH
KJIETOK—XO351€B.

[0207] Panmnme u mo3mHHWEe mNpPOMOTOpBI Bupyca SV40 ynoOHO mojdydaTh B BHIE
pectpukunoHHoro ¢parmenra SV40, KOTOpBIH Takke CONEP’KUT TOUYKY Hadaja pPEIrUIMKALUN
Bupyca SV40. HememieHHO—paHHUII MPOMOTOP YEJOBEYECKOTO LUTOMETaJIOBUPYCa YIOOHO

nojy4ate B Buae pecrpuxkuuonHoro ¢parmenra HindIIl E. Cucrema mnst sxcnpeccun JJHK B
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KJIETKaX—X0351€BaX MJIEKOIUTAIOIINX C UCTIONb30BAHIEM BHUpPYCa ObIYbEH ManMUIOMBI B KAUECTBE
BekTopa packpbita B mateHTte CIIIA Ne 4419446, Mopudukamus 3TOi CUCTEMbl ONMUCAHA B
naterre CIIIA Ne 4601978. Cm. takke Reyes et al., Nature 297:598-601 (1982), rne omnmcana
skcrpeccust KJIHK B—unTepdepona uenoBeka B MBIIIHUHBIX KJIETKAX 0] KOHTPOJIEM IPOMOTOPA
TUMUAVHKUHA3bI U3 BUpyCa MPOCTOro repreca. AlNbTepHATUBHO, B KA4€CTBE IPOMOTOPA MOKET
OBITH MCTIOJIB30BAH JAJIMHHBIN KOHIIEBOW MOBTOP BHpYCa capkombl Payca.

€) DHXaHCEPHbII KOMIIOHEHT

[0208] Tpauckpumus JJHK, komupyrolneii aHTUTEIO MO HACTOSINEMY H300PETEHHUIO
BBICIIMMHU 5yKapHOTaMH, YacTO YBEJIUYMBAETCS B Pe3yJbTaTe BCTABKU B BEKTOpP SHXAHCEPHOM
nocienoBaTebHOCTH.  CeromHss M3BECTHO MHOTO OSHXAHCEPHBIX IOCIIEAOBATEIbHOCTEI,
MOJTYYEHHBIX U3 T€HOB MJIEKOMUTAOIUX (rJI00WHA, 37acTas3bl, aab0yMUHB, 0—(eTonpoTenHa u
uHcynuHa). OnHaKo, Kak IPaBWJIO, HCIONB3YeTCsl SHXaHCep, MOJydyaeMblli M3 BUpyca
SYKapUOTHYECKUX KJeToK. [Ipumepn! Bkiro4aroT sHXaHcep SV40 B «mo3mHei» obimactu oOT
TOYKHU Hadaja perummkanuu (m.o. 100-270), sHXaHCep paHHEro MPOMOTOpPA LIUTOMETaJIOBUPYCa
YeJl0OBeKa, HHXAHCEP paHHEro IpoMOTOpa LIUTOMErajOBHUPYCa MBIIIH, 3HXAHCEP IOJMOMBI B
«To3aHeH» 00JacTH OT TOYKM Havyana PEeIUIMKALWU M 3HXaHcephl aneHoBupyca. CM. Takke
Yaniv, Nature 297:17-18 (1982), rae omucaHbl 3HXAHCEPHbBIC B3JIEMEHTHI ISl AKTHBALUU
5YKapUOTUYECKHUX MPOMOTOPOB. DHXAHCEP MOKET OBITh BCTPOEH B BEKTOP B MOJIOKEHHUU S' MIIH
3' OTHOCHTENBHO TIOCNENOBATEIBHOCTH, KOAUPYIOLIEH NOJHUIENTHA AaHTUTeNa, HO OOBIYHO
PacmoJIOKEH Ha y4acTKe 5' OT MPOMOTOPA.

{) KoMIoHeHT TepMUHALIMY TPAHCKPUIILIUU

[0209] Bekropbl 3KCIpecCHM, UCHOJIb3YyEMblE B HYKAPHMOTHYECKHX KJIETKaX—X03seBax,
TaK>Ke MOTYT COZEP>KATh IOCIEN0BATEIbHOCTH, HEOOXOUMBIE Il TEPMUHALIMN TPAHCKPHUIILIUN
u ans crabmmsaimu MPHK. Takue mocnenoBaTenbHOCTH OOBIYHO MONYYArOT U3 5', a MHOrAA U
u3 3', HeTpaHciupyeMbix objacreil sykapuorudeckux wiu BupycHbix JIHK wmm x/IHK. DTH
00J1acTu conepKaT HyKJICOTHIHbIE CETMEHTBI, TPAHCKPUOHPYEMbIe KaK MOJUAIEHIIUPOBAHHbIE
¢bparmeHThl B HeTpaHcaupyemoii yactu MPHK, komgupyromeii antureno. OOQHUM U3 MOJIE3HBIX
KOMITOHEHTOB TEPMHHALMU TPAHCKPHUIIMU SIBJISIETCS O0JACTh MOJIMAJACHUINPOBAHUS OBIYbEro
ropmona pocta. Cm. W094/11026 u BEKTOp 3KCIPECCUH, PACKPBITHIA B HEM.

r) Tparchopmarust u 0TOOP KJIETOK—XO35€B

[0210] Tlomxonsmue KIETKHU—XO03si€eBa MJisi KJIOHUpoBaHusi wiam skcnpeccun JIHK B
BEKTOpax IO HACTOSINEMY M300PETEHHIO BKJIFOYAIOT KJIETKH BBICIIMX SYKapUOT, OMHCAHHBIE B
HacTOsLIel 3asBKe, BKJIOYas KIETKU—XO03s€Ba IO3BOHOYHBIX. Pa3MHOXEHHE KJIETOK
NO3BOHOYHBIX B KyJbType (KyJNbType TKaHH) CTal0 PYTHHHOH mpouenypoi. IIpumepamu
MOJIE3HBIX JINHUH KJIETOK—XO035I€B MIIEKOMHTAOINX SBISIFOTCS JIMHUST CV1 mouku o0e3bsiHBl,
tpancpopmuposannas SV40 (COS-7, ATCC CRL 1651); nuauA mo4YKky 5MOpPHOHA HYEJIOBEKa
(xnerku 293 unm 293, cyOKJIOHMPOBAHHBIE IJII POCTa B CYCHEH3HMOHHON KynbType, Graham et
al., J. Gen Virol. 36-59 (1997)), knetku nouku HoBopoxkaeHHoro xomsuka (BHK, ATCC CCL
10); kneTku SMYHUKOB KuTanckoro xomstuka, aepuuutHeix mo DHFR (CHO, Urlaub et al., Proc.
Natl. Acad. Sci. USA 77:4216 (1980)); xnerku cepronau mbimu (TM4, Mather, Biol. Reprod.
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23:243-251. (1980)); xnerku mnouku wmaprteimku (CV1 ATCC CCL 70); kJIeTkd MOYKHU
appukaHckoit 3eneHoit obesbstHbl (VERO-76, ATCC CRL-1587); kieTku UepBHKAIBHON
kapiuHoMsbl gyenoseka (HELA, ATCC CCL 2); knerku nouku codaku (MDCK, ATCC CCL 34),
kyetku nedenu Oyiisona (BRL 3A, ATCC CRL 1442), knerku nerkoro yenoseka (W138, ATCC
CCL 75), xknerku neuenu denoseka (Hep G2, HB 8065), onyxoib MBILIHHOW MOJIOYHOMN KeJe3bl
(MMT 060562, ATCC CCL51); knerku TRI (Mather et al. Annals NY Acad. Sci. 383:44-68
(1982)); xnerku MRC 5; knerku FS4; xnerku CHOK1, xnerku wnu npoussonusie CHOKISV u
nuHUs renatoMel yesnoseka (Hep G2).

[0211] KneTku—xo3sieBa TPaHCPOPMHUPYIOT BBILIECONUCAHHBIMA BEKTOPAMHU SKCIPECCUU
WM KJIOHUPOBAHUS JJISl TIPONYLIUPOBAHUS AHTUTET U KYJBTHBUPYIOT B OOBIMHBIX MUTATEIbHBIX
cpenax, MOmM(GUUUPOBAHHBIX Ui WHAYKLUUUA TPOMOTOPOB, OTOOpa TpaHCHOPMAHTOB WM
aMIUTH(UKAIUA TeHOB, KOAUPYIOIIUX HYKHBIE TTOCIEA0BATEIbHOCTH.

h) KynpTuBupoBaHue KJI€TOK—XO0351€B

[0212] KneTkn—xo3si€Ba, UCIMONB3yEeMbIC [JIs1 TIOJYUYEHHUS AHTUTENA IO HACTOSIIEMY
U300pETEHHIO, MOKHO KYJIbTUBUPOBATh B PA3IMYHBIX cperax. KoMMepuecku MOCTyIHbIE CPeNbl,
takne kak Ham F10 (Sigma), MmunumaneHast nurarenbHas cpena (Minimal Essential Medium
((MEM), Sigma), RPMI-1640 (Sigma)) u monudunuposannast no crnocody Jlyiapdekko cpena
Urna (DMEM), Sigma), momxomsT Mjisi KyJIbTHBHPOBAHHUS KIETOK—x03seB. Kpome Toro, B
KauecTBe KYJIbTYPaJbHOU Cpeabl I KJIETOK—XO35IeB MOJKHO HCIOJIb30BaTh JIIOOYIO H3 Cpern,
onucanHbix B Ham et al, Meth. Enz. 58:44 (1979), Barnes et al. Anal. Biochem. 102:255 (1980),
natenrax CIIIA Ne 4767704; 4657866, 4927762, 4560655, nm 5122469; WO 90/03430; WO
87/00195; nnu nmarente CHIA 30985. JIroOas u3 3THX cpeA MpU HEOOXOOUMOCTH MOXKET OBITh
JOTIOJIHEHAa TOPMOHAMH W/WIK IPYTrUMH (aKTOpaMu pocTa (TaKUMH KaK WHCYJIUH, TPaHC(PEpPUH
WK STUIePMaJIbHBIN (PAKTOp poCTa), CONAMHU (TAaKUMH KaK XJIOPHI HATPUS, KaJbLMs, MarHUS U
docdara), Oydpepamu (takumu kak HEPES), Hykneotunamu (TakiuMu Kak aAeHO3UH U THMHINH),
anTHOHMOTHKaMH  (Takumu  kak  mpermapar  GENTAMYCIN™!),  mukposnemenramu
(ompenensieMbIMU KaK HEOpTaHUYECKHe COETUHEHMs, OObIMHO MPUCYTCTBYIOIIHE B KOHEYHBIX
KOHIIEHTPALUSX B MUKPOMOJISIPHOM JHATa30HE) U TIIFOKO30H MM SKBUBAJIEHTHBIM UCTOYHUKOM
sHepruu. JlroObie npyrue noOaBKH, M3BECTHBIE CIIELIMATUCTAM B JAHHON OOJIACTH, TAK:KE€ MOTYT
OBITH BKJIIOYEHBI B COOTBETCTBYIOIIUX KOHIIEHTPALMSX. Y CIOBUSI KYJbTUBUPOBAHUS, TaKUE KaK
Temrieparypa, pH W T.., COOTBETCTBYIOT 3HAYEHUSIM, KOTOPBIE HCIOJB30BAJUCh paHee s
KJIETKU—XO035IMHA, BBIOPAHHOW JJISI SKCIPECCUU, U SIBJISTFOTCS OYEBUIHBIMH JUTSI CIIEIUAIACTA B
TaHHOM 00JIaCTH TEXHUKH.

1) Ouncrka aHTHTENA.

[0213] Tlpum WCHONB30BAHUM  PEKOMOMHAHTHBIX  METOAOB  AQHTHUTENIO  MOXKET
MPOAYLUPOBATLCS BHYTPUKIIETOUYHO WJIM CEKPETUPOBATHCS HEMOCPEINCTBEHHO B cpeny. Ecim
AQHTHUTEJIO MPOAYLHPYETCS BHYTPHUKJIETOYHO, HA TIEPBOM 3Tare TBEPAbIA aeOpuc JTudO KIeTKH—
X03seBa, JIMOO  JM3UpPOBaHHbIE  (ParMeHTl MOTYT  OBITh  yJajieHbl, HANpPUMED,
ueHTpupyrupoBanneM Wi yibrpadunabTpauneii. Korma anTtureno cekperupyercsi B Cpeny,

CynepHATaHTbl HU3 TaKUX CHCTEM JSKCIPECCUU MOI'YyT ObITb CHadvaia CKOHLICHTPUPOBAHbI C
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MOMOIIBI0 KOMMEPYECKH IOCTYMHOro (uibTpa Aisl KOHLEHTpPALMu OeNka, Hampumep, ¢
TIOMOIIBIO  yIIbTpaduibTpauuoHHOW ycraHOBKM Amicon wim Milhpore Pellicon. Maruburop
npoteasbl, Takoi kak PMSF, Moxer ObITh BKJIFOYEH HA JIFOOOM U3 BBIIEYKA3aHHBIX 3TAIOB IS
MHrUOUPOBAHUS MPOTEONN3a, a IS MPEAOTBPAILEHUS POCTA CIy4YalHBIX 3arpsi3HUTENEH MOTIyT
OBITb BKJIIOUEHBI AaHTHOMOTHKH.

[0214] Kommo3uuusi aHTHUTEN, MOJy4YE€HHAs W3 KJIETOK, MOXKET OBbITb OUHINEHA C
IIOMOLIBIO, HANPUMeEp, TMAPOKCHUIIANIATUTOBOH XpoMarorpaduu, renpb—aiaekrpodopesa, auainsa
u adpdunHON xpomarorpadum, mpuyeM yOOOHbIM MeronoM  siBisiercs  addunHaAs
xpomatorpadus. [TpuronHocts Oenka A B kadecTBe ad(@UHHOIrO JIMraHga 3aBUCUT OT BUAA U
u3oruna Fc—noMeHa UMMYHOTIOOYJIMHA, KOTOPBIH MPUCYTCTBYET B aHTHTENE. benok A moxer
OBITh WCHONB30BAaH JJIsl OYHCTKH AHTHUTEJ, OCHOBAHHBIX Ha uenoBeueckux yl, y2 wm v4
Tsokenbix  mensix  (Lindmark et al., J. Immunol. Methods 62:1-13 (1983)). Bemox G
PEKOMEHJIOBaH JJIsl BCEX W30TUIIOB Mblield u venosedeckoro y3 (Guss et al., EMBO J. 5:
15671575 (1986)). Martpuua, kK KOTOpoll mpucoenuHeH adUHHBIA JUraHn, MOXKET OBITh
arapo3oi, HO MOTYT OBbITb HCIIOJIb30BaHbl U JPYyrU€ MaTPULbl. MeXaHW4ecKd CTaOuIIbHBIE
MAaTpULBl, TAKHE KaK CTEKJIO C KOHTPOJHPYEMBIMU MOPAMH WJIH MOJU(CTUPOIAUBUHIII)OEH30II,
obecrnieunBaroT OoJiee BBICOKHE CKOPOCTH TIOTOKa U Ooyiee KOPOTKOe BpeMsi 00paboTkwy,
mocturaemMoe B ciydae arapo3bl. Korma antureno comepxkut momen CH3, nust ounctku
npuroxsa cmonma Bakerbond ABX™ (J. T. Baker, Phillipsburg, N.J.). JIpyrie METOIBI OUHCTKH
OenkoB, Takue Kak (PpaKkLMOHHPOBAHME HA MOHOOOMEHHOH KOJIOHKE, OCAKAECHHE 3TAHOJIOM,
obOpamenHo—¢azoas BIXKX, xpomarorpadusi Ha cunamkarene, xpomarorpadus €
ucronszoBanueM  remapui—SEPHARQSE™,  xpomarorpadus na  ammomHo—  wnm
KaTHOHOOOMEHHOIH cmojie (TakoH Kak KOJIOHKa C  MOJHACHapariHOBOH  KHUCIOTOH),
xpomarodokycupoanue, SDS—PAGE u ocaxnenue cynbhaToM aMMOHHS TakKe JOCTYIHBI B
3aBHCHUMOCTH OT M3BJIEKAEMOTr0 aHTHUTENA.

[0215] Tlocnme moboro sTama(oB) MPenBAPUTENBHON OYHUCTKH CMeECh, COIEprKalias
NPEACTABISIIONIEe UHTEPEC AHTUTENO M 3arps3HAIOIIUE BEINECTBAa, MOXKET OBbITh MOJBEPTHyTa
JaJbHEeHIe OYrCTKe, HapUMep, ¢ MOMOLIBI0 Xpomarorpaduu ruipooOHbIX B3aUMONEHCTBHIA
npu HU3KOM pH ¢ ucnons3oBanueM sjroupyromiero oydgepa ¢ pH npumepno 2,5-4.5, xotopas
MPOBOJUTCS B YCIOBUSIX HU3KHHA KOHIEHTpaLuii coneit (Hanpumep, ot 0 1o 0,25 M conn).

[0216] B menom, B TaHHOM OONACTH TEXHUKH XOPOIIO U3BECTHBI PA3JIMYHBIE METOJIbI JIJIs
NOJIYYEHHUS] aHTHUTEN C LEJbI0 UX MPUMEHEHHs B HCCIIEAOBAHMSX, HCIBITAHUSX U B KIIMHUKE,
KOTOpbIE COTJIACYIOTCSI C  BBILICONMHCAHHBIMH METOAAMHM W/MJIM KOTOpBIE IO MHEHHIO
CHEeLUAINCTA B JTAHHON 00AaCTH SIBISIFOTCS MOAXOMAIINMU I KOHKPETHOTO MPEACTABIISIIOIIETrO
UHTEPEC aHTUTEA.

Ionyuenne He(pyKO3HIHPOBAHHBIX AHTHTEJI.

[0217] Hacrosimee wu300peTeHHE OTHOCHUTCS K CHOCOOAM TMOJNYyYEeHUsT AHTUTEN C
NOHMKEHHOW CTeneHpro  (Qyko3unmuposanusi. Hampumep, cmocoOpl, paccmaTpuBaeMble B
HACTOSIIIEM OIMCAHHMM, BKJIIOYAIOT, O€3 OrpaHH4YeHHs], WCIMOJb30BAHWE KJIETOYHBIX JIMHHIA,

nepuuTHBIX 1Mo (yko3wnnpoBanuto OenkoB (Hampumep, kiaerku Lee 13 CHO, knerxku CHO,
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HOKayTHbIEe TI0 reHy anbha—1,6—Pykosmnrpanchepaspl, KIeTKH, CBepXIKcnpeccupyromme B1,4—
N—auernnrmokozamua—Tpancdepasy Il u Taxxe ceepxskcnpeccupyromue GepmeHT I onbmxu
y—manHosunasy Il u 1.1.) u nobaenenue ananora(oB) ¢yko3bl B Cpeay Ui KyJbTHBUPOBAHUS
KJIETOK, HUCIONb3yeMyro s noaydenus anturen. Cwm. Ripka et al. Arch. Biochem. Biophys.
249:533-545 (1986); 3asBky Ha nateHT CIIIA Ne 2003/0157108 A1, Presta, L; WO 2004/056312
Al; Yamane—Ohnuki et al. Biotech. Bioeng. 87:614 (2004); u matent CIIIA Ne 8574907.
JlonoHuTeNbHBIE CIIOCOObI YMEHBIIEHHsT COoAep KaHus (PyKO3bl B aHTHTENAX BKIIFOYAIOT METO
Glymaxx, omnwucaHHblii B nyOjukaiuu 3asBku Ha mnareHt CIITA Ne 2012/0214975.
JIonOSTHUTENbHBIE CITOCOOBI YMEHBIIEHUsT COAEeP KaHusl (PYKO3bl B AaHTHTENIAX TAK)KE BKIFOYAIOT
nobaByieHHe OTHOTO MM OoJiee MHIMOMTOPOB TIIMKO3UAA3bl B Cpeny Uil KyJbTHBHPOBAHUS
KJIETOK, MCIIOJIb3YEMYEO IS IPOAYLHUPOBAHUS aHTUTEN. MHrHOUTOPBI TITMKO3UA3bl BKJIFOYAIOT
o-raoko3uaasy I, o-rmoxosmmasy II u o—manHO3upmasy I B HekoTOpbIX BapuaHTax
OCYIIECTBIIEHHUS] MHIMOUTOP TJIMKO3MIA3bl MPENCTaBIsAeT COOOH MHIMOMTOpP O—MaHHO3HMAasbl |
(Hanpumep, KUpyHEH3HH).

[0218] Hcnonp3yeMplli B HACTOSILIEM OIMHCAHUM TEPMUH «(PYKO3UIMPOBAHUE SIIPAy»
OTHOCUTCS K pnoOaBieHHIO (yko3bl («pyko3mnupoBaHuio») K N—-aleTHITITIOKO3aMUHY
(«GIcNAc») Ha BOoCCTaHABJIMBAKOIIEM KOHIIE N—CBSI3aHHOTO TJIMKaHA. Takske MpenoCcTaBJICHBI
AHTUTEJNA, TIOJTyUYeHHBIE TAKUMH CIIOCOOaMHM, I UX KOMIIO3ULIUH.

[0219] B HEKOTOPBIX BapHAHTaX OCYINECTBJIEHUS CHIDKEH YPOBEHb (PYKO3MIMPOBAHUS
CJIIO)KHBIX N-TJIMKO3UA—CBS3aHHBIX CaxapHbIX Lemned, cBa3aHHbIXx ¢ Fc—obmactero (wm
noMeHoM). HMicnionb3yemasi B HACTOSIIIIEM ONMMCAHUM «CJIOKHAst N—TJIMKO3UI—-CBA3aHHAs caxapHasi
1enb» OOBIYHO CBsA3aHa ¢ acrnaparuHoM 297 (cormacHo HyMepanuu KaOar), TeM He MeHee
cnokHass N-TJIMKO3MI-CBA3aHHAs caxapHas Lielb Takke MOXKET OBITb CBA3aHAa C JAPYTHMHU
ocraTkamu acmnaparuHa. «CnoskHass N-TIMKO3UI—CBsI3aHHas caxapHas IeNb» HCKII0YaeT
CaxapHyIO LENb C BBICOKUM COAEPKAHUEM MAHHO3BI, B KOTOPON HEBOCCTAHABIMBAIOIIUNA KOHEL]
SIIEPHOM CTPYKTYpPbI BKJIFOYAET TOJBKO MAHHO3Y, HO BKJIOYAET 1) CJIOXKHBIA THI, B KOTOPOM
HEBOCCTAHABJIMBAIOIIUI KOHEI SIAEPHON CTPYKTYPBI HIMEET OHY Wi OoJiee BeTBEH rajakTo30—
N-anerunriroko3amuHa (Takxke HazbiBaeMoro «gal-GlcNAc»), 1 HeBOCCTaHABIMBAKOIIUNA KOHEI]
gal-GlcNAc Takke COEepKUT CHAJIOBYIO KHUCIOTY, OUCCEKTOPHBINH N—aleTHITIIIOKO3aMUH HITH
T.1.; 2) TUOPUIHBINA THII, B KOTOPOM HEBOCCTAHABJIHMBAIOIIUI KOHEI SIAEPHOH CTPYKTYPbl HMEET
Kak BeTBU N-TJMKO3MI—CBA3aHHON caxapHOW LieNHU C BBICOKUM COJEp:KaHHEeM MaHHO3BI, TaKk U
CIOXHYI0 N—TJIMKO3UI—CBSI3aHHYIO CaXapHYIO LEMb.

[0220] B HekOTOpBIX BapHaHTAax OCYLIECTBIEHUs «CJOXHasi N-TIHMKO3UI-CBsI3aHHAs
caxapHas LeTlb» BKJIIOYAeT CJIOXHBIM THUI, B KOTOPOM HEBOCCTaHABJIMBAIOLIN KOHEL[ siIepHOM
CTPYKTYPbI HE IMEET, UMEET OIHY WUJIH OoJiee BETBEH ranakro30—N—aleTHITIFOKO3aMIHA (TakKe
HaspiBaeMoro «gal—-GlcNAcy), a HeBoccranasnuBarouuii konery Gal-GlcNAc Heobs3aTrenpHO
JOTIOIHUTENIBHO HMEET CTPYKTYPy, TaKyl Kak CHajoBasi KHCJIOTa, OMCCEKTOPHBIM N-—
ALETHITIIOKO3aMHUH WUJIH T.11.

[0221] B cootrBercTBHM CO crmoco0aMu MO HM300PETEHHIO OOBIYHO  TOJBKO

HC3HAYHUTECIBbHOC KOJHUYCCTBO (I)YKOSI:;I BKIIFOUCHO B CJIOXHYHO N—FJ'II/IKO3I/II[—CB$[321HHYIO
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caxapHyto uernb(u). Hampumep, B pa3u4HBIX BApHAHTAX OCYIIECTBIIECHUS] MeHee mpuMepHO 60%,
MeHee npuMepHo 50%, meHee npumepHo 40%, menee npumepHo 30%, meHee npumepHo 20%,
MeHee npumepHo 15%, menee npumepHo 10%, menee npumepHo 5% unu meHee npuMepHo 1%
aHTuTeNa UMeeT (PyKO3MIMPOBAHHOE (YKO30H AApO B KOMIIO3UIMM. B HEKOTOpPBHIX BapuaHTax
OCYIIECTBJIEHHs], IO CYIIECTBY, HU OAHO (T.e. MeHee yeM npumepHo 0,5%) aHTUTENO HE MMeeT
dykosunupoBaHHOe (PyKO30H SAPO B KOMIO3ZULMH. B HEKOTOPBIX BapuaHTaxX OCYINECTBIICHUS
Gonee nmpumepHo 40%, Gonee npumepro 50%, Oonee mpumepHO 60%, Gonee nmpumepHo 70%,
oonee npumepHo 80%, Gonee mpumepHo 90%, Oonee mpumepHo 91%, Gonee nmpumepHo 92%,
Oonee npumepHo 93%, Gonee mpumepHO 94%, Oonee mpumepHo 95%, Gonee mpumepHo 96%,
Oonee npumepHo 97%, Oonee mnpumepHo 98% wnu Oonee mnpumepHo 99% aHTUTEN B
KOMITO3UILIUH SIBJISTFOTCSI HE(PYKO3HIMPOBAHHBIMH.

[0222] B HEKOTOpBIX BapHUaHTAX OCYIIECTBJICHUS HACTOsIIIEe U300PETeHNEe OTHOCUTCS K
aHTHUTENy, B KOTOPOM IPAKTHYECKH HU OfHA (T.e. MeHee 4eM mnpumepHo 0,5%) N-rnukosua—
CBSI3aHHAsl YIJIEBOJHAs LEMb HE COAEPKUT OcTaTka (yko3pl. B HEKOTOPBIX BapUaHTax
OCYIIECTBIIEHHS] B HACTOSILIEM JIOKYMEHTE IMPEICTABJIEHO AHTHUTENO, B KOTOPOM IO MEHbIIEH
Mepe OIHA WJIU JIBE TSDKEJIbIE LIETTH aHTUTEeNa He SIBJSIIOTCS (PYKO3UITHPOBAHHBIMHL.

[0223] Kak ommcaHO BbIIIE, JUISI SKCIPECCUM AHTUTENA MOTYT OBbITh HCIOJIB30BAHBI
pa3NUYHbIE BEKTOPHBIE CHCTEMBI SKCIPECCHH XO3fMHA MIIEKONMHUTAOmero. B HEKoTopbIx
BapHUAHTaX OCYIIECTBIICHHs MUTATENIbHASI Cpeia He CONep KUT (pyko3pl. B HEKOTOPBIX BapuaHTax
OCYILIECTBIIEHUsI B KYJbTYPaJbHYIO cpeny A00aBisaloT 3(PQeKTHBHOE KONIUYECTBO AaHajora
¢yko3bl. B koHTekcTe Hacrosimero msodpereHus «3()(EKTHUBHOE KOJIMYECTBO» OTHOCHUTCS K
KOJINYECTBY aHAJIOra, KOTOPOE SIBJIAETCS] JOCTATOUHBIM JJISi YMEHBLICHUS BKIIOUEHHs (PyKO3BI B
CJIOKHYI0 N—TJIMKO3UA—CBA3aHHYIO CaXapHYIO IIeNb aHTHUTENA N0 MEHbLIeH Mepe Ha NMPUMEPHO
10%, no menbLeit Mepe Ha npuMepHo 20%, 1o MeHblIel Mepe Ha npuMepHO 30%, 1o MeHblIeH
Mepe Ha npumepHo 40% wmnu o MeHblel Mepe Ha npumepHO 50%. B HEKOTOPBIX BapHaHTax
OCYILIECTBIICHHS] AHTUTENA, NPOAYLUPYEMble CHocodaMu IO HACTOSIIEMY H300pETeHHIO,
BKJIIOYAIOT M0 MeHblel Mepe npumepHo 10%, no meHsbluei Mepe npumepHo 20%, 1o MeHblel
Mmepe npumepHo 30%, no meHbInel Mepe nmpumepHo 40% wunu 1o MeHblIei mepe npuMepHo 50%
HesiIepHOro (QYyKO3WIMPOBAHHOTO Oelika (HampuMep, He coaepkainero GyKo3WIMpOBaHHUE SApa)
N0 CPaBHEHUIO C AQHTHUTENAMH, MPOAYLUPYEMBIMH M3 KJIETOK—XO035€B, KYJbTHBHPYEMBIX B
OTCYTCTBHE aHAJIOTA (PYKO3BL.

[0224] Coneprxanue (HanmpuMep, COOTHOLIEHNE) CaxapHBIX LeTel, B KOTOPBIX (Pyko3a He
cBsi3aHa € N—aleTWINTIOKO3aMUHOM Ha BOCCTAHABIHMBAIOINEM KOHIIE CAaxapHOW ILemu, II0
CPaBHEHHIO C CaXapHBIMHU LIETISIMU, B KOTOPBIX (hyKo3a CBsi3aHa ¢ N—aleTHITIIOKO3aMUHOM Ha
BOCCTAaHOBUTEJIbHOM KOHILIE CaXapHOH LENH, MOXKET OBbITh ONpEAENIeHO, HalpuMep, KaKk OMUCAHO
B npuMepax. Jpyrue MeTonsl BKIIOYAOT TUAPA3UHON3 WIN pacuieryieHne GepMeHTaMu (CM.,
Hanpumep, Biochemical Experimentation Methods 23: Method for Studying: Glycoprotein Sugar
Chain (Japan Scientific Societies Press), mon pemaxiueit Reiko Takahashi (1989)), meuenue
(byopecLieHTHONH METKOW WM PaJuOU30TONOM BBICBOOOXKIAEMON CaxapHOW LEMU U 3aTeM

BbIJICJICHHE MEUEHOH caxapHOW Lenu ¢ moMmomplo Xxpomarorpaduu. Kpome Toro, cocrasbl



82

BBICBOOOXKIAEMBIX CaxapHBIX LEMeil MOryT OBITh ONpeAeseHbl C MOMOLIBI0 aHalN3a ILenei
metonoM HPAEC-PAD (cwm., manpumep, J. Liq Chromatogr. 6:1557 (1983)). (Cm. nmybnmkanmto
3asBKu Ha mateHT CIIIA Ne 2004/0110282).

II1. Komno3zuuuu

[0225] B HeKOTOpBIX acleKkTax HacTosAllee U300peTeHHe TaKKe OTHOCUTCS K
KOMITO3MLMSIM  (HarpuMmep, (apMalieBTUYeCKUM KOMIIO3ULMSAM), COAepkauM Jiroboe U3
AHTUTEN K CUTJIeKy—8, NPEICTABICHHBIX B HACTOSIIEH 3asBKe (HAIIpUMep, aHTUTENO, KOTOpOoe
CBSI3BIBAETCSl C CUTJIEKOM—8). B HEKOTOpBIX acrekTax HacTosllee M300peTeHHe OTHOCHTCS K
KOMITO3UIIMH, COAEpIKAIIed aHTUTENIO K CUTJIEKYy—8, ONMMCAHHOE B HACTOSIICH 3asBKE, MPUYEM
aHTUTENO comepkuT Fc—obmacth n N-TIMKO3UA—CBSI3aHHBIE YIJIEBOJHBIC LEMH, CBS3aHHBIC C
Fc—obnacteto, mpu 3ToM Menee npuMepHO 50% N-TIHKO3UA—CBSI3aHHBIX YIJIEBOIHBIX LEMeH
cozepKaT OoCTaToK (pyko3bl. B HEKOTOPBIX BapHaHTaX OCYINECTBJIEHHUS] AHTHTEIO COnepKUT Fc—
obnacte U N-TIMKO3UI—CBsI3aHHBIE YIJIEBOAHBIE LeNH, CBsi3aHHblE ¢ Fc—obnacTero, mpuuem
MeHee npumepHO 45%, npumepHo 40%, npumepHo 35%, npumepHo 30%, mpumepHo 25%,
npuMmepHo 20% wunu nmpumepHO 15% N-TIHMKO3UA—CBSA3aHHBIX YIJIEBOAHBIX ILIeMel coiepskaT
ocTaTok (pyko3pl. B HEKOTOPBIX acmeKTax HacTosIee M300pEeTEeHHe OTHOCHTCS K KOMITO3HIINY,
colep Kallel aHTHTENO K CHUTJIEKYy—8, ONMHCAHHOE B HACTOSALICH 3asBKE, NMPHYEM AHTHTEIO
cogepxutr Fc—obmacte m N-TIHKO3UI—CBsI3aHHBIE YIJIEBOIHBIE LENH, CBs3aHHble ¢ Fc—
00J1acThIO, IPUYEM IO CYLIECTBY HU ONIHA M3 N-TINKO3UA—CBSI3aHHBIX YIJIEBOAHBIX IeTel He
COIEPIKHUT OCTATOK (PYKO3BI.

[0226] TepaneBTudeckue COCTaBbl TOTOBAT [JIs1 XPAaHEHUs IyTeM CMEIIMBAHMS
aKTUBHOTO HMHIpeOUeHTa C TpeOyeMoll  CTemeHbl0 YHCTOTBI C  HeoOs3aTeNbHbIMU
(apMaLeBTHYECKH MPUEMIIEMbIMH HOCUTESIMH, HAMOJHUTENSIMH WIH  CTa0HIN3aTOpaMH
(Remington: The Science and Practice of Pharmacy, 20th Ed., Lippincott Williams & Wiklins,
Pub., Gennaro Ed., Philadelphia, PA. 2000). Ilpuemnemble HOCHUTENH, HAIOJHUTEIN WIH
CTa0MIIN3aTOPBI SIBJISIFOTCS HETOKCUYHBIMU JJISl PELIMITMEHTOB B HCIOJB3YEMBIX JO3MPOBKAX U
KOHLIEHTPALUSX M BKIOYAIOT Oydeprl, aHTHOKCUAAHTHI, BKJIIOYas aCKOPOHMHOBYIO KHCIIOTY,
METHOHHMH, BUTaMHH E, wMeraOucynb(uUT HATpUs, KOHCEPBAHTBI, AareHThl TOHUYHOCTH,
CTaOMIT3aTOPBI, KOMITJIEKCHI METAJIJIOB (HAIIPUMep, KOMILIEKCHI Zn—0eJIoK); XenaToodpas3yroiue
areHTbl, Takue Kak J/ITA w/nim HeMOHHBIE TOBEPXHOCTHO—AKTUBHBIE BEILECTBA.

[0227] Bydepbr MOryT OBITH UCTIONB30BAHBI AJisi KOHTpPosisi pH B nuanasoHe, KOTOPBIM
ONTUMH3UPYET TEPANIEBTHUYECKYIO 3P (PEKTUBHOCTb, OCOOCHHO €CH CTaOWIBHOCTb 3aBUCUT OT
pH. Bydepsl MOryT mpuUCyTCTBOBaTh B KOHLIEHTPALUAX OT mpumepHo 50 MM no mpumepro 250
MM. Tlomxonsimque OydepHble areHThl MJisi HUCIOJB30BAHUS B HACTOSIIEM HW300peTeHHUH
BKJIFOYAIOT KAaK OPTaHUYECKUE, TAK M HEOPraHMYECKHe KUCIOThI M UX COJIH, HAIPUMED, LUTPAT,
docdar, cykuuHar, Taptpar, ¢ymapar, TIFOKOHAT, OKCajar, Jjaktar, aueraT. Kpome Toro,
Oydepbl MOTYT COCTOATD U3 COJIEH THCTHANHA U TPUMETUIIAMUHA, TAKUX KaK TPHC.

[0228] ns mpemoTBpaineHus: pocta MUKPOOOB MOTYT ObITh JOOABICHBI KOHCEPBAHTHI,
KOTOpble OOBIYHO NPHUCYTCTBYIOT B KonudectBe oT mpumepHo 0,2% mo 1,0% (mac./00.).

HOI[XOI[HH_II/IG AJIs1 UCIIOJIb3OBAHUS IO HACTOSALIEMY I/1306peTeHI/IIO KOHCEPBAHTBI BKJIFOYANOT
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OKTaJeMJIANMETHIOCH3UIIAMMOHHH XJIOPU, TEKCAMETOHUH XJIOPH, FaJIOT€HHU/IbI O€H3aIKOHHS
(Hampumep, xyopun, Opomun, Honux), XJI0pua OEH3ETOHUST, TUMEpOocal, peHo, Oy TUIIOBBINA HITH
OEH3WIOBBIN CIMPT, ankuiamnapaOeHbl, Takue Kak METWUJ MM MpomminapabeH; KaTexod,
PE30PLUH, UUKJIOT€KCaHOJI, 3—TIEHTaHOI U M—KPEe30JL.

[0229] Moryr nDpuUCYyTCTBOBAaTb AareHTbl TOHUYHOCTH, MHOIZA M3BECTHBIE Kak
«CTaOMIN3aTOPbI», JUIL PEryJUPOBAHUS WJIM TOAAEP’KAHUS TOHUYHOCTH O KUAKOCTH B
xkommozuuuy. [Ipu ucnoap30BaHUM ¢ OOJNBLUIMMU 3aPSKEHHBIMH OMOMOJIEKYJIAMH, TAKUMHU Kak
OenKkd W aHTUTENa, MX YacTO HA3bIBAOT «CTAOMIM3ATOpPaMU», TMOTOMY YTO OHH MOTYT
B3aUMOJIEHICTBOBATh C 3apsUKEHHBIMH TPYINIIAMH OOKOBBIX IeTel aMHHOKHCIIOT, TeM CaMbIM
yMeHbIlas MOTEHIHal JJs MeX— U BHYTPUMOJEKYJSPHBIX B3aUMOAEUCTBUM. ATEHTHI
TOHHMYHOCTh MOTYT MPUCYTCTBOBATH B JIIOOOM KojmuecTBe OT mpumepHo 0,1 mo mpumepno 25
Mac.% unu ot npumepHo | 1o mpumepHO 5 Mac.%, NMpUHUMAas BO BHUMAaHHE OTHOCUTENIbHBIE
KOJM4YeCTBA JAPYIMX HHIPEOIMEHTOB. B HEKOTOpPBIX BapHaHTAX OCYIUECTBJICHUsS AareHThbl
TOHUYHOCTH BKJIIOYAOT MHOIOAaTOMHBIE CaxapHble CIHUPTHI, TPEXaTOMHBbIE WA BBICIINE
caxapHbIe CIIMPTHI, TAKUE KaK TIHLEPHH, SPUTPUT, apabuT, KCHIIUT, COPOUT M MAHHHT.

[0230] JlomoMHUTENbHBIE HAMOJHUTENN BKJIFOYAIOT areHThbl, KOTOPbIE MOTYT CIIy)KUTh B
KadecTBe OnxHOro wiu Oonee w3 cueayromero: (1) Hamomuutened, (2) ycunurtenei
pactBopumocTH, (3) ctabmin3atopoB u (4) U areHTOB, MPEAOTBPAINAIOIINX ACHATYPALIUIO WU
NPWIAIIAHUE K CTeHKe KOHTehHepa. Takume BCIOMOraTeNbHBIE BELIECTBA BKJIKOYAKOT:
MHOTOATOMHBIE CaxapHbIe CIIUPTHI (IEPEUNCIEHHBIE BBILIE); AMUHOKHCIIOTHI, TAKHE KaK aJlaHUH,
TJIMLMH, TIyTaMHH, acllaparul, T’UCTUANH, ApTHHUH, JIM3UH, OPHUTHH, JIEHLUH, 2—(peHnIaNaHuH,
IJIyTAMUHOBAsI KUCJIOTA, TPEOHUH U T.J., OPraHUYECKHE caxapa WIM CaXxapHbIe CIHUPTHI, TaKUE
KaK caxapo3a, JJAKTO3a, JJAKTUT, TPerauio3a, CTaxuo3, MaHHO03a, copbo03a, Kcuio3a, pudosa, puowur,
MHOUHHU3UTO3, MUOMHU3UT, TajlakTo3a, TajaKTUT, ININLEPUH, LUKIUTOJNBI (HAapUMep, UHO3UT),
NOJIM3TUJIEHIJIUKONb, CEPOCOAEp Kalllie BOCCTAHABIWBAIOLINI areHThbl, TAKUE KaK MOYEBUHA,
IJIyTATHOH, THOKTOBAsl KHUCJIOTA, TUOTJIMKOJAT HATPUsl, TUOTJIULEPHUH, O.—MOHOTHUOTJIMLEPUH U
THOCYJIb(AT HATPUS;, HU3KOMOJICKYJISIPHbIE OENKH, TaKue KaK YeJIOBEUECKHUH ChIBOPOTOYHBIN
anbOyMUH, OBIYMI CBIBOPOTOUHBIA aJbOYMHH, JKEJATUH WKW JPYyrue HMMYHOTJIOOYJIHHBL,
rHAPOQIIIbHBIE TOJIMMEPBI, TaKWe KakK IMOJMBUHUIIMUPPOIMIOH, MOHOCaxXapwabpl (Hampumep,
KCHJIO3a, MaHHO3a, PPYKTO3a, MIIFOK03a; TUcaxapuabl (HapuMep, JaKTO3a, MaJIbTO3a, Caxapo3a);
TpHCaXapH/bl, TaKHe Kak paQrHO3a; U MMOJMCAXAPUIbL, TAKHE KaK JEKCTPHH WM AEKCTPaH.

[0231] MoryT npucyTCTBOBaTh HEMOHOT€HHbIE TOBEPXHOCTHO—AKTHBHbBIE BEIECTBA WU
JEeTepPreHThl (TaK)Ke M3BECTHbIE KaK «CMAUMBAIOLINE AreHTbI») Ui OOJIErdeHHsi PacTBOPEHHS
TEPANeBTHYECKOTO areHTa, a TakXKe IS 3aIUThl TEePaIeBTUYECKOro Oenka OT BBI3BAHHOM
BCTPSIXMBAHWEM arperauuy, IOABEpPras IMPU 3TOM COCTaB BO3AEHCTBUIO IOBEPXHOCTHOIO
HANpSDKEHUsl CIIBUTA, HE BbBI3bIBAas JEHATYPAlMM AKTUBHOIO TEPANEeBTHUYECKOro OejKa WIiIH
aHTuTena. HenoHHbIE NMOBEPXHOCTHO—AKTHUBHBIE BELIECTBA MPUCYTCTBYKOT B AUANA30HE OT
npumepro 0,05 no mpumepno 1,0 mr/mia mnmm ot npumepHo 0,07 no mpumepno 0,2 mr/mn. B
HEKOTOPBIX BapUaHTaX OCYLIECTBJICHUS HEHOHOTCHHbIE IMOBEPXHOCTHO—AKTUBHBIE BELIECTBA

NPUCYTCTBYIOT B aAuamnaszoHe ot mnpumepHo 0,001% npo mpumepno 0,1% wmac./00. wmu ot
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npumepHo 0,01% no mpumepno 0,1% mac./06., mnu ot npumepro 0,01% no npumepro 0,025%
mac./00.

[0232] Ilomxopsiiiue HEUOHHBIE TOBEPXHOCTHO—AKTHBHBIE BEIIECTBA BKJKOYAOT
nonucopbarer (20, 40, 60, 65, 80 wu T1.1.), momokcamepnl (184, 188 wu T.4.), mMONMMONBI
PLURONIC®, TRITON®, wmono3¢pupsl mnonuokcusTuneHcopoutana (TWEEN®-20,
TWEEN®-80 wu gp.), naypomakporon 400, nommokcun 40 creapar, INOJHOKCUITHIIEH
THIPOTeHU3UPOBaHHOE KacTtopoBoe Macio 10, 50 u 60, MoHOcTeapaT riuuepuHa, >Gup
caxapo3bl M JKHPHBIX KHCIOT, METWJILE/UTIOJ03Y M KapOOKCHMETHIILEIUTION03Y. AHHOHHBIE
JIETepPreHThl, KOTOpPbIE MOXHO  HCIOJB30BaTh, BKJIOYAIOT JIAYPHICYJIb(aT  HaTpus,
TUOKTUWICYJIb(POCYKIIUHAT HATPUSI M JUOKTUICYJb(OHAT HaTpusi. KaTHOHHBIE HeTepreHThI
BKJIFOYAOT OCH3AJIKOHHUS XJIOPH] TN OEH3ETOHUS XJIOPUL.

[0233] UroObI cocTaBbI MOKHO OBLIO MCITONB30BATh U BBEAEHHUSI iN VIVO, OHH JIOJIKHBI
ObITh cTepriIbHBIMU. COCTaBbI MOXHO CHENIaTh CTEPHJIBHBIMU C MOMOIIBIO (PHIIBTPALIUU Yepes3
CTepHIIbHBIE (PUIBTPYIOIINE MeMOpaHbl. TeparneBTHYeCKHe KOMIIO3UIMU M0 H300PETEHHUIO
OOBIYHO TOMENIAIOT B KOHTEWHEp, MMEIOIINH CTEePHJIbHOE BXOIHOE OTBEPCTHE, HAIpUMeEp,
MEIIOK JUIsi BHYTPUBEHHOI'O pacTBopa iU (PJIaKOH C MPOOKOH, MPOKAIbIBAEMOW WIJION I
TIOJIKO’KHBIX MHBEKIIH.

[0234] IlyTe BBEmEHHUs] COOTBETCTBYET M3BECTHBIM M NPHUHSITHIM CHOCO0AM, TaKUM Kak
OJHOKpPATHOE WJIM MHOTOKPAaTHOE OONIOCHOE BBEIAEHHE MM MHQY3UsS B TEUEHHE JTUTEIBHOTO
nepuoaa BpEMEHH MOAXOISAIINM CIIOCOOOM, HalpuMep B BHIE MHBEKLUUHU WM UHPY3UU MyTEM
HOZIKOKHOTO, BHYTPHUBEHHOTO, BHYTPUOPIOIINHHOTO, BHYTPHUMBIILIEYHOTO,
BHYTPUAPTEPHUATIBHOIO, BHYTPUOUArOBOTO MJIM BHYTPUCYCTABHOTO, MECTHOTO BBEIEHHMS, ITyTEM
VHTAJSIIMY WK B BUJIE CPEICTBA C 3aMEUIEHHBIM MJIH TIPOJIOHTHPOBAHHBIM BBICBOOOIKICHUEM.

[0235] CocraB Mo HacTOsIIIEMY H300PETEHHIO TaKKe MOXKET COAepKaTh 0ojiee OIHOro
AKTHBHOTO  COEQMHEHHs, HEOOXOOMMOro  JJsl  JIEYeHHs]  KOHKPETHOrO  ITOKA3aHUs,
NPEATIOYTUTENILHO, C AKTHBHOCTSIMH, KOTOPbIE HE OKA3bIBAIOT BPEIHOTO BJIUSHUS JPYT HA APYyTa.
Takue akTHBHbIE COENMHEHHs MPUCYTCTBYIOT B MOAXOASIIEH KOMOMHAIIMM B KOJUYECTBAX,
KOTOpbIe 3 (PEKTUBHBI JIs IPEATIOIAraeMOM e,

IV. U3penus nin HaGopsbI

[0236] B ppyroMm acmekTe NpEemioNKEHO H3Aenue MId HaOop, KOTOPBIH CONEPIKUT
AHTHUTEJIO K CHUIJIEKy—8, OIMHMCAHHOE B HACTOALICH 3asBKe (HAmpUMep, AHTUTENO, KOTOpOe
CBSI3BIBAETCSl C YEJOBEYECKUM curiiekoM—8). M3menne nnm HaOOp MOXKET AOIMOIHUTEIBHO
cofiepKaTh MHCTPYKIMH MO MPUMEHEHUIO aHTUTENA B CIIOCO0ax MO HACTOSIIEMY M300pPETEHHUIO.
Takum o0Opa3zom, B OMpeNeNeHHbIX BapUAHTAX OCYIIECTBJICHUS HU3IENNe WIH HaOOp CONEPIKUT
MHCTPYKLUHU IO NMPUMEHEHHIO aHTHTENA K CHUTJIEKY—8, KOTOPOE CBS3BIBAETCS C YEIOBEUECKUM
curiiekoM—8, B crocobax JieueHus W/WJIH MPeJOTBPAIleHUs aJUIEPTHYECKOro 3a00JIeBaHUs II1a3
(HarmpuMep, aJUIEPrHYECKOr0 KOHBIOHKTHBHTA, KEPATOKOHBIOHKTHBHUTA WJIM T'MTAHTCKOTO
NaNMWUIAPHOTO KOHBIOHKTHBHUTA) V HMHAUBUAYYMA, BKIJIIOYAIOIINUX BBEJEHHE HHAWBUAYYMY
3¢ (EeKTUBHOrO KOJHYECTBA AHTHUTENA K CHUIJIEKY—8, KOTOPOE CBS3bIBAETCS C YEJIOBEYECKHM

curiiekom—8. B HEKOTOPBIX BapUaHTaX OCYLICCTBJICHUSA U3ACTIUC COACPIKUT JICKAPCTBCHHOC
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CPEINCTBO, COAEpIKALee AHTUTENO, KOTOPOE CBSA3BIBAETCS C YEJIOBEYECKUM CHUIJIEKOM—8, U
BKJIQJbIII B YIAKOBKY, COAEP KALIUN WHCTPYKLHMHM IO BBEICHHUIO JIEKAPCTBEHHOIO CPENCTBA
HY>KIAIOLIEMyCsl B 3TOM WHAMBHAYYMY U JIEYEHHs WMWK NPOQUIAKTUKH aJIeprHIecKoro
3a0oneBaHus a3 (HampuMep, aJUIEPrUUeCKOro KOHBIOHKTUBUTA, KEPATOKOHBIOHKTUBUTA WIIH
T'MTAHTCKOTO MANMWUBIPHONO KOHBIOHKTUBUTA). B HEKOTOPBIX BapMaHTax OCYLIECTBIEHHS BO
BKJIAbIIIE B YMAKOBKY IOIOJHUTENBHO YKA3aHO, YTO JieueHHe sBisieTcsl 3(pQexkTuBHbIM st
YMEHBIIEHNS] OJHOTO WK Oojiee CUMITOMOB Y MHAMBUAYYMA C aJIEPTHUECKHM 3a00JIeBaHHEM
rya3 (HampuMmep, ajuiepruueCKUM KOHBIOHKTHBHTOM, KEPATOKOHBIOHKTHBUTOM WJIM TMTAHTCKUM
NANMWUIIPHBIM ~ KOHBIOHKTHBUTOM) MO CPaBHEHUIO C MCXOOHBIM YPOBHEM JIO BBEIEHUS
JIEKapCTBEHHOIO CpeAcTBa. B HEKOTOPBIX BapUaHTaX OCYIIECTBJICHUS UHAMBUAYYMY MOCTaBIIEH
IWarHo3 ajulepruueckoro 3adoyieBaHus a3 (HampuMmep, aUIEPrUYeCKOr0 KOHBIOHKTHUBUTA,
KEPaTOKOHBIOHKTUBUTA MJIM THUFAHTCKOTO MaNWUIAPHOIO KOHBIOHKTHBHUTA) 1O BBEIEHUS
JIEKapCTBEHHOIO CPEACTBA, COAEPIKALIErO AHTUTENO. B HEKOTOPBIX BapHUAHTAX OCYILIECTBIEHUS
UHIUBUAYYM NPEACTABISIET COOOH UeIoBeKa.

[0237] U3nenue wiu HAOOP MOTYT MOMOJHUTEIBHO cofep:kaTh KoHTelHep. [Togxonsimue
KOHTEHHEPbI BKJIIOYAIOT, HANpuMep, OyThuIH, (IIaKOHBI (HarpuMep, IByXKaMepHbIe (IIAKOHBI),
IMpHULbI (TaKWe KaK OJHOKAMEPHbIE WJIM JBYXKaMepHble MIpHIbl) U npobupku. Konteiinep
MOXeT OBITh H3rOTOBIIEH W3 PAa3JIMYHbIX MAaTEPUANIOB, TaKWX KaK CTEKJIO WM IUIACTHK.
KoHnreiinep conepKuT CoCTas.

[0238] M3nenue nan HAOOpP MOXKET JOMOJHUTENBHO COAEPKATh 3TUKETKY MIJIM BKJIAbILI
B YIAKOBKY, KOTOPBIM HAaxOAWUTCA HAa KOHTEMHEpE WU CBA3aH C KOHTEHHEPOM, U MOXKET
colepKaTh YKa3aHUsA O TOM, KaK BOCCTAHABIMBATb W/WJIM HCIOJIb30BATh Mpemnapar. JTUKETKa
WJIM BKJIQJBIII B YIIAKOBKY MOTYT JOIOJIHUTENBHO COAEPKATh YKa3aHUsI O IOJIb3€ COCTaBa UIIU O
€ro Ha3HAYeHUW JUId TMOAKOXKHOTO, BHYTPHBEHHOTO WM APYIHX CIIOCOOOB BBENEHHS MJIS
JeYeHUs] W/ 1K NPOPUIAKTUKH aJUIEPrHYeCcKOro 3a00eBaHus Ti1a3 (HalpuMep, ajuiepruaeckoro
KOHBIOHKTUBUTA, KE€PATOKOHBIOHKTHBHUTA MM T'MMAHTCKOTO MANMMJUIIPHOTO KOHBIOHKTHUBUTA) Y
uHnuBuayyma. KoHTelHep, comep:Kalvii COCTaB, MOXKET MpPEACTaBIsTh COOOH (hIakoH
OHOPA30BOTO HCHOJB30BAHUS MM (PJIAKOH MHOIOPAa30BOTO HCIMOJb30OBAHUS, KOTOPBIA
MO3BOJIIET OCYLIECTBJISITh IOBTOPHBIE BBEIEHUS BOCCTAHOBJIEHHOro cocrasa. M3penue wunu
HaOOp MOKET JIOTMOJIHUTENBHO CONEpPIKaTh BTOPOW KOHTEHHEp, COmepKaIuil TMOIXOISIIHIA
pasbaButenb. M3penne wnm HaOOp MOXKET IOMOJHHUTEIBHO BKJFOYATH JPYTHE MAaTepHAaIbL
HEOOXOIUMBIE C KOMMEPYECKOW, TepaneBTUYeCKOW U TOJIb30BATENIbCKOW TOYKU 3PEHUS,
BKJIIOUasi apyrue Oydepsl, pazdaBurenu, GUIbTPHI, UIJIbL, IIMPHUILI U BKIAJBIIINA B YIAKOBKY C
MHCTPYKLUSAMU IO IPUMEHEHHUIO.

[0239] B KOHKPETHOM BapHaHTE OCYIIECTBJICHUS HACTOsIIEe M300pETEeHHEe OTHOCUTCS K
HaOOpy Ui €OUHMYHOTO BBEAEHHUS AO3bl. Takue HaOOphI ConmepkaT KOHTEHHEP C BOAHBIM
COCTaBOM  TEPANEeBTUYECKOrO AaHTUTENA, BKIIOYAIOIIMM KaK OJHOKAMEpHblE, TaKk U
MHOTOKaMepHbl€ TpEABAPUTEIbHO 3allOJHEHHblE INPULbL. TUMHYHBIE MPEIBAPUTENBHO
3aroHeHHbIe MIpuUIlbl focTynHbI OT Vetter GmbH, PasencOypr, I'epmanmst.

[0240] B npyroMm BapuaHTe OCYIUIECTBJIEHHS HACTOsIee H300pEeTeHHEe OTHOCHUTCS K



86

U3JIEJIUI0 UM HaOOpy, COAEpIKAIEeMy COCTaBbI, ONMCAHHbIE B HACTOSINEH 3asBKe, JJIsI BBEACHUS
B ABTOMHXEKTOPHOE YCTPOMCTBO. ABTOMHXKEKTOP MOXKET OBITh ONMUCAH KaK HWHBEKIIMOHHOE
YCTPOWCTBO, KOTOPOE IOCE aKTHBALMHU JTOCTABJISIET CBOE CONEpKUMOe 0e3 JOMONHUTEIbHBIX
HEOOXOIMMBIX EHCTBHI CO CTOPOHBI MALIMEHTa UM agMUHUCTpaTopa. OHU OCOOEHHO MOAXOIAT
IJ1s1 CaMOJIEYEHHs C TIOMOILBIO TePaNeBTUYECKUX COCTABOB, KOIZAa CKOPOCTb AOCTaBKU JOJIKHA
OBITb IOCTOSIHHOM, a BpeMsl JOCTABKH MPEBBILIAET HECKOJIBKO MTHOBEHUH.

[0241] B mpyrom acmekre MpeasioXKeHO H3Jenue WM HaOop, KOTOPBIA CONEpPIKUT
AHTHUTENIO K CHUTJIEKYy—8, OMHMCAHHOE B HACTOSIIEM OMHCAHWUU (HAMPHMEpP, aHTHTEJO, KOTOpOe
CBSI3BIBAETCSl C YEJIOBEYECKMM curjekoM—8). M3menue uimm HaOOp MOXKET AOIMOJHHUTEIBHO
COZepKATh HHCTPYKIUH MO MPUMEHEHUIO aHTUTeJA B CIIOCO0ax MO HACTOSIIEMY H300pETeHHUIO.
Takum 00pa3om, B HEKOTOPBIX BAapUAHTaX OCYLIECTBICHHs H3ACIHE WM HAOOp CONEPIKUT
UHCTPYKLUHU 10 NPUMEHEHHUIO aHTUTEea K CHUIJIEKY—8, KOTOPOE CBSI3bIBAETCS C YEJOBEUECKUM
cUrjJekoM—8, B crocobax JieueHHs] WM NPOQHIAKTUKHA aJUIEPTUYECKOro 3a0oNieBaHUs TIJa3
(HampuMep, aJUIePrUYeCKOr0 KOHBIOHKTHUBUTA, KEPATOKOHBIOHKTUBUTA, WM THUTAHTCKHUI
NANWUIAPHBI KOHBIOHKTHBHUT) Yy HWHAWBHUAYYMA, BKJIOYAKOLINX BBEOEHHE WHAMBUAYYMY
3(¢(eKTUBHOrO KOJHMYECTBA AHTHUTENA K CHUTJIEKYy—8, KOTOPOE CBS3bIBAECTCS C YEJIOBEYECKUM
curiekoM—8. B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHHS U3IENNe WIH Ha0Op CONEPKUT
JIEKAPCTBEHHOE CPEJCTBO, COJEp’Kalllee AaHTUTENO, KOTOPOE CBSI3bIBAETCS C YEJIOBEYECKUM
CUTJIEKOM—8, U BKJIQJBIII B YIIAKOBKY, COAEP KAIUN HHCTPYKLUH AJIsl BBEJIEHUS JIEKAPCTBEHHOTO
CpeACTBa HYXIAIOIIEMYCs B OSTOM HHIWBUAYYMY MU JIEYEHUS W/WIM TPOPUIAKTUKA
anjgeprudeckoro  3aboneBaHust a3 (HampuMep,  aJUIEPTUYECKOr0  KOHBIOHKTHBHTA,
KEePaTOKOHBIOHKTUBUTA WJIM TMTAHTCKOTO MANWIJSIPHOTO KOHBIOHKTUBUTA).

[0242] Hacrosimee n3oOpeTeHne Tak»Ke OTHOYMTCS K W3AEIHI0 WM Habopy, KOTOPBIM
COZIEPKUT AHTHUTEJIO K CHUIVIEKYy—8, ONMHCAHHOE B HACTOsIIEH 3asiBKe (HampuMmep, 4eJoBedecKoe
AHTUTEJIO, KOTOPOE CBS3BIBAETCSI C CHUIVIEKOM—8) B KOMOMHAIMM C OOHMM MM Oosee
JOTIOJTHUTEIbHBIMHA  JIEKAPCTBEHHBIMH ~ CPEACTBAMHU  (HANPUMEp, BTOPBIM JIEKAPCTBEHHBIM
CPEICTBOM) MJIsl JIEYEHHUsS] WJIM MPOQPUIAKTHKH ajuieprudeckoro 3adosieBanus a3 (Hampumep,
aJNIEePrUYecKoro KOHBIOHKTUBUTA, KEPATOKOHBIOHKTUBUTA WJIM TUTAHTCKOTO MalUJUISIPHOTO
KOHBIOHKTUBUTA) Y WHAMBHAyyMa. M3nenmue wium HaOOp MOXKET AOMOJHHUTENBHO COAEPIKATh
WHCTPYKLUU O MPUMEHEHUIO aHTHTENAa B KOMOMHAIIMK C OJHUM MM OOJiee TOTIOJIHUTEIbHBIMU
JIEKApCTBEHHBIMH CPEACTBAMH B CIIoco0ax Mo HacTosmeMy u3odperenuto. Hampumep, usnenue
wii Habop mO M300peTeHHI0 HeoO0sA3aTeIbHO JIOMOJIHUTENBHO CONEPXKHUT KOHTEWHED,
COJZIep>KallNil BTOPOE JIEKApCTBEHHOE CPEJACTBO, MPUUYEM AHTUTENO K CUIJIEKy—8 IMpenCTaBiseT
co0oli TepBOe JIEKAPCTBEHHOE CPENCTBO, MPH 3TOM H3AENUe WIM HaOOp IOIMOIHUTEIHHO
COMEP’KUT MHCTPYKLMH, IMPENCTaBJICHHbIE HAa 3THKETKE WJIM Ha BKJAJblle B YIAKOBKY, IS
JeYeHUsT WHIUBUAYYyMa C IOMOIIBIO BTOPOrO JIEKAPCTBEHHOTO CpencTBa B 3(P(PEKTUBHOM
konmdecTBe. TakuM 00pa3oM, B HEKOTOPBIX BapUAHTAX OCYLIECTBIEHHS H3JEIHE WUIH HaOop
COMEP>KUT HUHCTPYKLUH MO MNPUMEHEHUIO aHTUTEeNa K CHUIJIEKY—8, KOTOPOE€ CBSI3bIBAETCS C
YeJIOBEYECKUM CHUTJIEKOM—8, B KOMOMHAIMM C OAHUM WM Oojee JOMOJIHUTENbHBIMU

JICKApCTBCHHbIMU CPEACTBAMH B criocobax JedYeHus: HIH HpO(I)I/IJ'IaKTI/IKI/I AJJIEPTrUICECKOro
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3a0oneBaHus a3 (HampuMep, aJUIEPTHYECKOr0 KOHBIOHKTUBUTA, KEPATOKOHBIOHKTUBUTA WIIH
TMTAHTCKOTO MAaMMUBIPHOTO KOHBIOHKTUBUTA) Y UeEJNOBeKa. B  HEKOTOPBIX BapHaHTax
OCYLIECTBJICHUs H3A€INe WM Ha0Op COMAEPKUT JIEKAPCTBEHHOE CPEACTBO, COAEpIKallee
AHTUTENIO, KOTOpPOE CBA3BIBAETCA C HYEJIOBEUECKUM CHUIVIEKOM—8 (Hampumep, IepBbIM
JIEKaPCTBEHHbIM CPENCTBOM), OIHO MM OOJiee JNOMOJHUTENbHBIX JIEKAPCTBEHHBIX CPENCTB U
BKJIQABIII B YIAKOBKY, COAEPXKALIUN WHCTPYKLUUU IO BBEIEHUI IEPBOTrO JIEKAPCTBEHHOIO
CpencTBa B KOMOWHAIMM C OJHHM MJIM OoJjiee JOMOJHUTENIbHBIX JIEKAPCTBEHHBIX CPENCTB
(HarmpuMep, BTOPBIM JICKAPCTBEHHBIM CPEACTBOM). B HEKOTOpPBIX BapuaHTaX OCYLIECTBIEHHS
OOMH wuiau OoJiee JOMOJHUTENbHBIX TEPANEBTUUYECKUX areHTOB MOTYT BKJIIOYATh, 0e€3
OTpaHUYEHHUs, KOpTUKOCTepouna (Hampumep, OyIECOHHA, MAEKCAMETa30H, THIAPOKOPTH3OH,
METHJIIPETHU3OJIOH, TPEIHU30JIOH WIN MPEIU30H), aHTHTUCTAMUH (HANpUMep, TUAPOXJIOPUL
JeBOoa0aCTHUHA WM OJIONATATHH), KeTOTH()EH a3eNacTHH, 3MHUHACTUH, OETIOCTATHH, LIUKJIOCTIOPHH
U HECTEPOUIHOE MpoTHBOBOCTIAUTENbHOE cpenctro (HITBC).

[0243] OueBuIHO, YTO aCMEKThl U BapUAHThl OCYILECTBJIEHUs, ONMCAHHbIE B HACTOSIIEH
3asiBKe, MPeIHa3HAUYEHbl TOJBKO C LEJIbI0 MIUTFOCTPALIUY U UTO CIIEUAINCTAM B JAHHOH obnacTu
TEXHUKH MOTYT OBITh MPEIJIOKEHbI Pa3IMYHbIe MOTU(PUKALIMN WIH U3MEHEHHs, HE H3MEHSIOIIIE
CYLIHOCTh H300peTeHus W BXomsdmue B chepy NPUMEHEHHs HAcTOsIIeH 3asiBKU U 00beM
npuiaraeMoit Gopmyibl H300peTeHus.

ITPUMEPHI

[0244] Hacrosimee uzobpeTeHne craner OoJiee MOHSTHIM CO CCBUIKOW Ha MPUBEACHHBIE
HIbke rnpumMepbl. OIHAKO NPUBEACHHBIE HIDKE NPUMEpPbI HE CIIEAYyeT pPacCMaTpHUBaTh Kak
OrpaHUYMBAIOLINE O0BbEM HacTosAllero u3oOpereHus. [IOHATHO, YTO NpHUMEPHI U BAPUAHTHI
OCYIIECTBJICHHUs, OINUCAaHHBIE B HACTOsILIEH 3asBKe, MNPEAHA3HAYEHbl HCKIIOYUTENIBHO [JIs
WUTIOCTPAllMM M YTO CIELHAJINCTaM B JAaHHOH OONACTH TEXHUKH MOTYT OBITh INPEIJIOKEHBI
pasnuuHble MOAU(UKALMN WM H3MEHEHHs, He W3MEHSIOLINe CYIIHOCTb H300peTeHus U
BXOAsIUe B cdepy NPUMEHEHHs HAcTosed 3asiBkU U 00beM mpuiaraeMoi (Gopmyibl
n300peTeHus.

IIpumep 1. OueHka aHTUTEN K CHIJIEKY—8 ¢ MCHOJb30BAHHEM MBIIMIMHOW MOJeJH
AJIepru4ecKoro KOHbIOHKTHBHUTA in vivo.

[0245] [na wu3yueHHWs] pa3jiM4yHBbIX aJUIEPrHYecKUX 3a0OJeBaHUH TIJ1a3 CO3AaBaJIH
KUBOTHBIE Mopnenu (cm., Hampumep, Groneberg, DA el al. (2003) Allergy 58:1101-1113),
BKJIFOYAsl MBILITHHYIO MOJIEJNb ajjieprudeckoro kKonbloHkTuBUTa (Giavina—Bianchi, P. elal. (2008)
Ada Ophthalmol. 86:670—675). Jlns oneHkn NEHCTBHS aHTUTEN K CUTJIEKY—8 HAa MBIIIMHBIX
MOJIEJISIX aJUIEPrMUeCKOr0 KOHBIOHKTUBUTA MBbIIIEH, TPaHCTE€HHBIX IO TeHy CHUIJIeK—3,
CEeHCHOMTM3UPOBAIM CHCTEMHBIM BBEACHHEM AaJUIepreHa, a 3aTeM IIOJIBEepPrajfl CTHMYJISLUN
IJIa3HBIM AJUIEPT€HOM C MOCJIEAYIOLIUM BBINOJHEHUEM KIMHUUYECKON OLEHKM KOHBIOHKTHUBUTA
BO BPEMEHHOM HHTepBasie oT 15 1o 24 yacoB mocie 3apakeHHsl MyTeM HaONIOeHUs] paHHEeH U
no3nHel (pa3bl BOCIATUTENBbHBIX PEAKIMH.

[0246] Mopenes «Der p» y wmbieli C57B1/6, onucannyio Giavina—Bianchi, P. et al.
(2008) Acta Opkthalmol. 86:670-675 mnonyuyanu caenyromuMm oOpasoM.  Mbimei
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UMMYHH3UPOBAJIN PaCTBOPAMH, MPUTOTOBIEHHBIMU U3 SKCTPakToB D. pteronyssinus («Der p») B
nenb 0. Uepes 10 gHelt oCymecTBIsUIM MPOBOKALMOHHYIO TIA3HYI) WHBEKLHUIO, YTOOBI BBI3BATH
aJUIepPrUue€CKU KOHBFOHKTUBUT.

[0247] Knunudeckumii anamu3 u cOop Marepuaja sl JaOOPAaTOPHBIX aHAJIH30B
BBINOJIHSUIU uepe3 20 MUHYT U B TeUeHHUE 24 4acoB MOCHe MPOBOKALMOHHON IMIA3HOW UHBEKLIUU.
B uwacTHOCTH, MBILIAM MOJKOXHO BBOAWIN PACTBOP JIs1 UMMYHU3aLMH, coaepskamuii 5—500 Mkr
aJulepreHa B OCHOBaHHE 00eHX 3aHUX HOT M B HIDKHIOKO YacCTh KHBOTA.

[0248] OnnHy 4eTBepTyHO HO3bI BBOAMJIM B KXKAYIO 3aOHIOK HOTY, a OCTaBINYIOCS
MOJIOBUHY BBOAMJIA B OPIOLIHYIO MOJIOCTh. Uepes mecsiTh MHEH mocie CeHCUOMITU3AUN MbIIIeH
3apakajy JBYMs KaIUSIMH PacTBOpa ajjiepreHa (4—5 MUKpOrpaMm/MHKPOJUTP), BBOAHMBIMH B
Kaxnpiid rias. Yepes 20 muHYT U 24 yaca mociie 3apaskeHHsi MbIIIeH OOCIenoBaIM Ha OTEK
KOHBIOHKTUBBI, OTEK IJIA3HOTO [HA, T'MIIEPEMHH KOHBIOHKTHBBI WM cje3oTeueHue. TkaHu u
BbIIEJIEHUs] aHAJU3UPOBAIM HAa HaJlM4Me LUTOKMHOB M HAJIM4YHE€ BOCMAJIUTENbHBIX KIETOK,
BKJIFOYAsl TYYHbIC KJIETKH M 303MHO(MIBL. [ OLlEHKHM aKTHBHOCTH aHTHUTENA K CHUTJIEKy—S,
YKa3aHHOE AaHTHUTEJIO WM KOHTPOJBHBIM M30TUN BBOAMM B pao3e 0,1-50 wmr/kr myrem
BHYTPUOPIOIIMHHOTO BBEACHHUS 32 OAMH WJIM 3 JTHS A0 3apa’ke€HUs IJia3 WIM BBOIWJIM J1BA pa3a B
HEJIEJTI0 C MOMEHTA CEHCHOMITN3ALINH.

[0249] Jlng MHAYLOMPOBAHHOTO OBAJBOYMHHOM KOHBIOHKTHBHTA TPAHCT€HHBIX IO T'€HY
CHUTJIEK—8 MBIIIeH CEHCUOMITN3UPOBAIN BHYTPUOPIOIIMHHBIM BBeieHueM 0,1 Mr oBampOymuHA C
1 mr agproBanTa (TUAPOKCUN amIOMHUHHUA) U 0,3 Mr KOKJIFOLTHOTO TOKCHHA C JIOTIOJIHUTENbHON
NOJKOKHOW HMHBbEKLMel oBanbOymuHa Ha 4 neHb (50 MKr) M BBEIEHHEM IPOBOKALIMOHHOMN
IJIA3HON MHBEKIMH, cocTosimel u3 0,75 mr oBanbOyMuHa, B IeHb 17 B COOTBETCTBHH C METOZIOM,
ornucan#bM Izushi, K. et al. (2002) Enr. J. Pharmacol. 440:79-82. JleueHue aHTHTENaMU K
CHUIJIEKY—8, KIMHUYECKHE aHAJN3bI 1 JJA0OPATOPHbIE aHAJN3bI BBITOJIHSUIIN, KaK OTUCAHO BBILIE.

[0250] JInst KOHBIOHKTHBHTA, BBI3BAHHOTO aMOpPO3UEH, TPAHCTEHHBIX MO T'€Hy CHUTJIEK—8
MBIIIEeH CEHCHOMIU3UPOBAIIH MyTEM MOAKOXKHOTO BBeZeHUsT SO MKT HKCTpaKkTa aMOpO3UH U 5 Mr
TUJIPOKCHA ATIOMHUHMS B JIeHb O, U MPOBOKALMOHHYIO IVIA3HYK) HWHBEKLUIO OCYLIECTBIISIIH C
ucrnoyik3oBaHueM 1,25 Mr skcTpakta amOpo3uu B AeHb 9, kak onucano Marone, MT et al. (1998)
Clin. Immunol. Immunopathol. 87(1):75-84. Jleuenue anTuTENaMU K CUTJIEKY—8, KIMHUYECKUE
aHaJU3bI U JJADOPATOPHBIE AHATHU3BI BBITTOJIHSUIH, KAK OMHUCAHO BBILIE.

IIpumep 2: CTpyKTypa OTKPBITOr0O NHJIOTHOIO HCCJAeJI0BAHUSL [JIsl OLIEHKH
3¢ (peKTUBHOCTH H 6€30MACHOCTH JIeYeHHSs ¢ MOMOILIbI0 AHTHTEJI K CHIJIeKY—8 MalHeHTOB ¢
ATONMHYECKHM KepaTOKOHbIOHKTUBUTOM (AKC), BeceHHHM KepaTOKOHbIOHKTHBHTOM
(VKC) u kpyrjioroan4HbiM a/uieprudeckuM KOHbIHKTHBUTOM (PAC)

[0251] B TeuyeHue mocnemHUX AECATUIIETHN KOJUYECTBO JIFOJAEH C aJUIeprU4eCKUMU
3a00neBaHMsAMU TJIa3 BO3POCIIO, W MPENINoJiaraercs, YTO B HACTOSIIEe BpeMs STHMH
3a00seBaHUSIME CTPANaroT 1Mo MeHbiei mepe 15-20% nacenenus (La Rosa, M. et al. (2013) Ital,
J. Pediatr. 39:18). Amnepruueckue 3a0oneBaHHs TIJla3 OXBATHIBAIOT PsiA  CHENH(PHUECKUX
KJIMHUYECKHX 00pa30BaHuil ¢ pa3INYHBIME MeXxaHu3MaMu feiictBus. Hacrosiiee nccinenoBanme

NpeAHa3Ha4deHo Ui mpoBepku OezomacHocTH M 3(ddexTuBHOoCTH NevyeHnss nanueHToB ¢ AKC,
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VKC unu PAC ¢ nOMOIIBIO aHTUTENIOM K CUTTIEKy—S8.

[0252] B ofmieit cnoxkHocTn mpudmu3uTenbHo 30 manueHTaM BBOAAT 6 103 aHTHTENA
HEKA k curneky—8 (HedykozunupoBanHoro IgGl) B Buzae exeMecsyHON BHYTPUBEHHOMN
uHQy3Un), mpU 3TOM J103a cocTtaBisger He Oonee 3 wmr/kr. KunumHuueckune naboparopHbie
napameTpel M He)KeJaTeIbHble SBJICHHS OLIEHUBAIOT C TMOMOLIbIO OOLIUX TEPMUHOJOIMYECKHX
kpurepues HexenatenbHbIx siBieHui (CTCAE), Bepcun 4.03. Perucrpanuio HexenaTelbHBIX
SIBJICHUII HAYMHAIOT C MOMEHTA INepBO MH(Y3MM TECTHPYEMOro JIEKapCTBEHHOIO BELIECTBA U
3aKaHYMBAIOT B JeHb 309 (+7 nHeil) Mo BO BpeMsl BU3MTA Bpaya B CBS3H C PAaHHUM
npekpamenneMm (ET) nedenus. AOCOMOTHBIE TOKa3aTean S03UHOGWIOB W 0a3o(miioB B
nepudepuIeckoil KpPOBH U3MEPSIIOT, HAYMHAS B JeHb —1 O BBEACHUS O3Bl M 3aKAHYHBASI JTHEM
309 umu BusutoMm ET. Jns omenku cumnromoB, cBszaHHbIX ¢ AKC, VKC wumu PAC,
UCTIONB3YEOT AHKETY I BBIBJICHHS CHMIITOMOB aJUIEPTHYECKOro KOHBIOHKTHBHTA (ACS),
KOTOpasi 3amoJHSAETCS KaXIbIM CYOBEKTOM €XKEAHEBHO HAa NPOTSDKEHHH BCEro MNepuona
HCCJIeI0BaHMs OT MOMEHTa CKpUHUHTra A0 AHsA 309 nnu susurta ET.

[0253] Kputepuu BKIFOUYEHUsI BKIIOYAIOT:

(a) Bospact (>18 u <80 ser);

(b) monreepsknennbiit nuarno3 AKC, VKC umn PAC u, mo MeHblue mepe, OIUH W3
CIIEAYIOIIMX CHMITOMOB, NPUYEM CpPeAHHMH Oayl CUMOTOMOB >3, PAaCCUMTAHHBIH IO BCEM
nHeBHbIM ornpocHukamM ACS, 3amoJHEHHbIM BO BpeMsl Nepuoja CKPUHUHTA (ZOJDKHO OBITh
3amnoJiHeHO MUHUMYM 14 nHeBHBIX onpocHUKOB ACS):

1.3yn

2. cBeTOOOSA3HD

3. Goxb B riasax

4. ouryleHne HHOPOJHOTO Tea

5. BBIAEICHUS U3 IJ1a3

(C) HCTOPHIO TPUMEHEHHs TONMHYECKUX KOPTHKOCTEPOMIOB W/WIM  CHUCTEMHBIX
KOPTHUKOCTEPOHUIOB [UIst JieueHus auieprudeckoro KoHboHKTHBUTA (AKC, VKC nnu PAC);

(d) crabunbhyro 103y(b1) pazpeuernbx npemnaparos s JedeHust AKC, VKC umu PAC
B Te4eHUe 14 mHel 10 CKpUHHMHTA U B TEYSHHE BCErO MEPHOAa CKPUHUHTA, U 00s3aTeIbCTBO 110
COXpaHeHHIO mpueMa Takoi ke 1o3bi(n03) npenaparoB AKC, VKC unu PAC B Teuenue Bcero
Nepuoaa y4acTHsl B HCCJIEAOBAHUM (€CIM M3MEHEHHUE I03bl HE CBS3aHO C HENpeNBUICHHOM
MEIUIMHCKONW HEOOX OMMOCTBIO):

(e) oTpULIaTENbHBIN Pe3yJIbTAT CKPUHIHTA HA HAJTMYNE SIMLIEKIIETOK U Mapa3uToB; U

(f) oTpunaTenpHBII pe3ynpTaT TeCTa HA OEPEMEHHOCTD (TSI JKEHIIUH).

[0253] KpuTepuu UCKIIOUEHHUS BKJIIOYAIOT:

(a) anaMHe3 3710Ka4eCTBEHHBIX HOBOOOPA30BaHUH, 32 UCKIFOUEHHUEM KapIIMHOMBI in situ B
LIefKe MAaTKH, pAHHEH CTaAuU PaKa NPeaCTaTeIbHOM JKeJle3bl NI HEMEIAHOMHOIO PaKa KOXKHU,

(b) ucnonp30oBaHNE KOHTAKTHBIX JIMH3 B TeUeHHE 48 4acOB 10 BBEIEHMS MEPBOM N103bI
aHTUTENA,

(c) ywactue B TmapajuIebHOM HHTEPBEHLMOHHOM MHCCIIEOBAHUM C IIOCIEIHUM
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BMEIIATEIbCTBOM, HMEBIIMM MeCTO B TedeHue 30 paHeW [0 BBEICHUS MCCIEAYEMOro
JekapcTBeHHOro Bemectsa (i 90 gHel win 5 mepHoOAOB MOJypacnana, B 3aBHCUMOCTH OT
TOT0, YTO JOJIbINE JIJIs1 OMOJOrMYECKUX MPOIYKTOB),

(d) neyenue xumMuoTEpaNnuen UK Jy4eBOU Tepanuel B NpeALIeCTBYIOLINE 6 MECSLEB,;

(e) neveHne KJIMHUYECKH 3HAYMMOHN TIMCTHOW Mapa3suTapHON WH(pEKUWH B TedeHHe O
MeCsILIEB MOCIIe CKPUHUHTA,

(f) mcionp3oBanue B Teuenue 30 aHEH N0 CKpUHMHTA (WK S5 MEPUOAOB MOJypacnana, B
3aBHCUMOCTH OT TOrO, YTO OOJNbIIE) WJIM MCIOJb30BAHHE B TEYCHHE NEPHOAAa CKPUHUHIA
TONMUYECKUX TMPOTHBOOTEUHBIX CPEICTB, TOMHYECKHUX BAa30KOHCTPUKTOPOB, TOMUYECKUX
UHTUOUTOPOB KaJBLUHEBPUHA, TOMUYECKHX KOPTHUKOCTEPOHIIOB, OoMann3dymada, aynuiymada,
CHCTEMHBIX NMMYHOJEIIPECCAHTOB MJIM CUCTEMHBIX KOPTHKOCTEPOHIOB C CYTOYHOH 030U >10
MI' TPEAHM30HA WM SKBUBAJIEHTHOIO TIIpemnapara (JOMyCKAeTCs NPUMEHEHHE TOMHYECKHX
KOPTHUKOCTEPOHIOB ISl JICUEHHsI aTOMUYECKOrO AEPMATUTA, KOPTHKOCTEPOHIHBIX HA3aJIbHBIX
CTpeeB MPU PUHUTE W WHTAJSIIIUOHHBIX KOPTHKOCTEPOUIOB MPH AJIJIEPrHYeCKOl acTMe);

(g) BakIMHALMS >KUBBIMH OCJIAOJIEHHBIMH BaklMHAMU B TedeHue 30 mHeil 10 Havana
JICUEHUs] B WCCJIENOBAHUU, BO BPeMsl JICUCHWs], WJIM BaKIMHALWUSA, OKHIaeMas B TEUYECHUE S
NEepUoOB TMOJNyBbIBeNeHUs! (4 Mecsla) NOCiIe BBEACHHS HCCIEOYEMOro JIEKapCTBEHHOTO
CpPEICTBa,

(h) monokuTepHBIE PE3YJIBTATHI CEPOIOTUIECKOTO TECTA HA TeMATUT MPU CKPUHUHTE, 3a
UCKJIFOYCHHEM BaKIIMHHPOBAHHBIX IMALIMEHTOB MJIU MALIMEHTOB, IEPEHECIIHNX TeTaTUT, U

(1) monoskUTENIPHBIE PE3YJIBTATHI CepOSIOrUYecKoro Tecta Ha BUY npu ckpuHuHre.

[0255] IlepBuuHBIM KpPHUTEPHEM OLIEHKU SIBISIETCA O€30MacCHOCTh U NEPEHOCHMOCTb
JeUeHUs. AHTHUTENIaMU, HCXOAs M3 OLEHKH KJIWHUYECKUX Ja0OpaTOpHBIX IapaMeTpoB U
HE’KeNaTeJbHBIX SIBJICHUH, ONMpPEeNeIeHHBIX C MOMOLIBIO O0INX TEPMHUHOJOTMYECKUX KPUTEPHEB
HexxenatenbHbIX siBneHuil (CTCAE), Bepcuu 4.03,

[0256] BropuuHble pe3yabTaThl BKIOYAIOT:

(a) u3MeHeHHUsT OTHOCUTENIbHO WCXOIHOrO YPOBHS B aOCONIOTHBIX IMOKA3aTENsIX
s03uHO(G OB U 0a30huIoB B nepudepruueckoil KpoBu (Ha4MHAsE CO JHS —1 1O BBENEHUS IO3bI
no nas 309 wm Busuta ET); u

(b) u3MeHeHHsT OTHOCHTENIbHO HCXOAHBIX CUMNTOMOB, CBsizaHHBIX ¢ AKC, VKC wm
PAC, xoTopble U3MEPSIOT €KEAHEBHO C MOMOIIBIO ONMPOCHHUKA, TPUMEHSEMOrO K MalUeHTY C
KOHKPETHBIM 3a00JieBaHHEM, ONPOCHUKA IO CHUMITOMAaM aJUIEPTUYECKOTO KOHBIOHKTHBUTA
(ACS) (Ha TpOTSHKEHUU BCETO MCCIIEAOBAHMS, HAYMHAS ¢ MOMEHTA CKpUHHHTA 10 IHs 309 mimu
pusuta ET).

[0257] JlonosHUTENbHBIE BTOPUYHBIE MOKA3aTENH BKIIFOYAIOT:

(a) U3MeHeHHsT OTHOCUTEIBHO HMCXOMHOTO KauecTBa JKU3HM, W3MEPEHHBIE C MOMOIIBIO
ONPOCHUKa—25 1Mo (PYHKIMOHUPOBAHUIO 3PUTENHHOIO aHajdn3aropa HarpmoHanmpHOro HHCTUTYTA
rna3 (NEI VFQ 25) (nauunas co gasi —1 no BBeneHus no3si 10 aast 309 wim Busura ET);

(b) u3MeHeHUsT OTHOCHUTENIbHO HCXOIHBIX II0Ka3aTesIeil 3PUTENbHOrO aHalu3aTopa

(BKJTIOUAss TOUYEYHOE OKpALIMBAHME POTOBUIIbI) HA IBETHOH (poTorpadum c I1meneBoil Jamroi,
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OTIpeneNsieMbIX LIEHTPAIN30BAHHBIM LEHTPOM CUUTHIBAHHS M300pa’keHHWH (HaumHas co aHs —1
1o BeeaeHus 10361 A0 AHsa 309 unu Busuta ET);

(c) M3MeHeHHsT OTHOCUTENPHO Pe3YyJbTaTOB NEPBUYHON O(TaIbMOIOTHYECKON OLEHKH
0aymia ria3HBIX CHUMITOMOB, OIPENENIEHHOrO HCCIEeNOBaTeIeM WM aCCHCTEHTOM (HauuHas CO
nHsa —1 mo BBemeHus 103bl A0 AHs 309 unu Busuta ET);

(d) M3MeHeHUs OTHOCUTEIbHO HUCXOAHON KOHLEHTPAaLUM MEIUaTOpPOB BOCHAJIEHUS U
koHueHntpauuu anturesa HEKA x curneky—8 (nedykosmnuposannoro IgG1l), usmepeHHoil B
HeoOs13aTeNIbHO TOJYYEHHBIX 00pas3iax ClIe3HOW >KUAKOCTH (cne3a) (HaumHas co aHsS —1 7o
BBeneHus 103bI 10 aHs 309 wnu Buzura ET);

(6) W3MEHEHWs: OTHOCHTEJIbHO HMCXOAHBIX PEe3yJbTATOB THUCTOMATOJIOIMYECKOrO
UCCIIEIOBAHHUS S03WHO(MIIOB M TYYHBIX KIETOK B HEOOs3aTeNIbHO MOJYYEeHHBbIX obOpas3nax
OMONCHY KOHBIOHKTHUBBI (HaunHas co IHs —1 10 BBemeHust 103kl 10 aHs 309 wiu Busuta ET);

(f) n3MeHeHUs OTHOCUTENBHO HCXOAHBIX TMPU3HAKOB U CHMIITOMOB, H3MEPSEMBIX IO
OayaM MposIBIIEHHsT CUMIITOMOB, BBICTaBJISIEMOTO €KEIHEBHO IO OMPOCHUKY JJIsi KOHKPETHOTO
3abonesannst ACS, s 5 pa3HbIX CUMITOMOB (HauwWHasi O AHS —1 A0 BBENEHUs O3Bl IO JTHS
309 wm Busuta ET);

(g) u3MeHeHMs] OTHOCUTENbHO MCXOJHBIX MPU3HAKOB U CHMITOMOB, H3MEPSEMBIX C
NOMOIIBI0 ONMPOCHHKA MO Ka4deCTBY JKU3HM, OINPOCHUKA—25 10 (PYHKLUHOHUPOBAHHIO
3putenpHOro aHanusaropa HanmonaneHoro uacruryra rias (NEI VFQ 25); u

(1) n3MeHeHNs1 OTHOCHUTEIbHO MCXOIHBIX MPU3HAKOB U CHMIITOMOB, H3MEPEHHBIX ITyTEM
OLIEHKU COINYTCTBYIOIIUX ATONMUYECKUX COCTOSHUH (aTONWYEeCKUH AepMaTUT, alleprudeckas
acTMa, aJUIePrUYeCKUil pUHUT).

ITOCJIEAOBATEJIbBHOCTHU

Bce nonunentuanple NOCae10BATENbHOCTH NPEACTABIEHB] B HANIPABICHUH OT N—KOHIA K
C—xoHlly, ecnu He yKa3aHO HHOe. Bce mnocnenoBaTenbHOCTH HYKJIEMHOBBIX —KHCJIOT
IPECTaBJICHbI B HANPaBJIeHUH OT 5' K 3', eciiu He yKa3aHO WHOE,

AMMHOKMCJIOTHAS __ MOCJIE0BATEIbHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA _ TSDKEJION  1Ienu

MBIITUHOTrO 2E2
QVOLKESGPGLYAPSQSLSITCTVSGFSLTIYGAHWYRQPPGKGLEWLGVIWAGGSTNY

NSALMSRLSISKDNSKSQVFLKINSLQTDDTALYY CARDGSSPY YYSMEYWGQGTSVT
VSS (SEQ ID NO: 1)

AMMHOKMCIOTHAS __ MOCAEIOBATEIbHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA _ TSDKEJION _ I1enu

mblnnaoro 2E2 RHA
EVQLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVSVIWAGGSTN

YNSALMSRFTISKDNSKNTVYLQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS (SEQ ID NO:2)

AMUHOKHCJIOTHAST IIOCHEIOBATENLHOCTL BapuabeapHOoro aoMeHa Tspkenodl nenu RHB

MBbIHHOrO 2E2
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EVQLVESGGGLVQPGGSLRLSCAVSGFSLTIYCAHWVRQAPGRKGLEWLGVIWAGGSTN
YNSALMSRLSISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS (SEQ 1D NO:3)

AMMWHOKHMCIOTHAS _IIOCIEI0OBATEIbHOCTD Bapna6eanoro noMeHa Tspkenod nenn RHC

MblnuHOro 2E2
EVQLVESGGGLVQPGGSLRLSCAVSGFSLTIYGAHWVROAPGKGLEWVSVIWAGGSTN
YNSALMSRFTISKDNSKNTVYLOQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS(SEQ 1D NO:4)

AMUHOKHCJIOTHASL MOCAEI0BATEILHOCTL BapuabeJpHOro noMeHa Tskenon nenu RHD

MblnHoro 2E2

EVOQLVESGOGLVQPGGSLRLSCAASGFSLITYGAHWVRQAPGKGLEWLSVIWAGGSTN
YNSALMSRFTISKDNSKNTVYLQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS {SEQ 1D NO:S)

AMUHOKHUCJIOTHASL IIOCJEI0OBATENLHOCTL BapuadenbHoro nomMena Tsikesion nenu RHE

MbInHOro 2E2

EVQLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVGVIWAGGST
NYNSALMSRFTISKDNSKNTVYLQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGT
TVTVSS (SEQ ID NO:6)

AMUHOKHCJIOTHAsT IIOCJEIOBATEJLHOCTL BapuadbeapbHoro aomMena tspkenonl nenu RHF

MbIIHOrO 2E2

EVQLVESGGGLYQPGGSLRLSCAASGESLTIYGAHWYRQAPGKGLEWVSVIWAGGSTN
YNSALMSRLTISKDNSKNTVYLQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS (SEQ ID NO7)

AMUHOKHUCJIOTHAS NOCJEI0BATEILHOCTE BApUAOENbHOro noMeHa Tsikenon uenu RHG

MBbIIHHOrO 2E2

EVQLVESGGGLVQPGGSLRLSCAASGFSLTIVGAHWVRQAPGKGLEWVSVIWAGGSTN
YNSALMSRFSISKDNSKNTVYLOQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGTT
VTVSS (SEQ 1D NO®)

AMUHOKHCJIOTHAST NOCJEI0BATEILHOCTE BApUAOEIbHOr0 noMeHa Tsikenon uernu RHA2

MbInnHoro 2E2

QVQLQESGPGLVKPSETLSLTCTVSGGSISIYGAHWIRQPPGRKGLEWIGVIWAGGSTNYN
SALMSRVTISVDTSKNQFSLKLSSVTAADTAVYYCARDGSSPYYYSMEYWGQGTLVTV
$S (SEQ ID NO:9)

AMUHOKHUCJIOTHAST IIOCHEN0BATENILHOCTL BapUaOeJapHOr0 noMeHa Tshxeaoid nenu RHB2

MBbIIHOrO 2E2
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QVOLOQESGPGLVK PSETLSLFCTVSGFSLTIYGARWVRQPPGKGLEWLGVIWAGGSTN
YNSALMSRLSISKDNSKNQVSLKLSSVTAADTAVY YCARDGSSPYYYSMEYWGQGTL
VTVSS (SEQ 1D NO:10)

AMUHOKHCIIOTHAS! MTOCJIEN0BATENbHOCT BapuadeapsHoro noMesa spkenon nenu RHE S—

G mpiunzoro 2E2
EVOQLVESGGGLVQPGGSLRLSCAASGFSLTIVGAHWVRQAPGKGLEWVGVIWAGGST

NYNSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYGMEYWGQGT
TVTVSS (SEQ ID NO:TH)

AMUHOKHUCJIOTHAS TIOCIEI0BATENbHOCTL BapuadepbHoro noMena tsikesio nenu RHE E—

D mbimuboro 2E2
EVQLVESGGUGLYQPGGSERLSCAASGFSLTIYGAHWVROQAPGKGLEWVGVIWAGGST

NYNSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPY YYSMDY WGQGT
TVTVSS (SEQ ID NO-12)

AMUHOKHUCJIOTHAS TIOCIAEN0BATEILHOCTL BapuadeapHoro nomMena tsikenol nenu RHE Y—

V mbimuHoro 2E2
EVQLVESGGGLVQPGGSERLSCAASGFSLTIYGAHWYVROQAPGKGLEWVYGVIWAGGST
NYNSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYSMEVWGQGT
TVTVSS (SEQ ID NO:13)

AMMWHOKHMCIOTHAS __TTOCAEIOBATEIbHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA _ TSDKEJION  LIEIU

TporHoro myranta RHE mpimuHoro 2E2
EVQLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVGVYIWAGGST

NYNSALMSRFTISKDNSKNTVYLOMNSLRAEDTAVYYCARDGSSPYYYGMDVWGQG
TTVTVSES (SEQ ID NO:14)

AMMHOKMCIOTHAS __ TOCJIEA0BATEILHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA __ JIETKOW __ IIeTIH

MBbIIHOrO 2E2

QULTQSPAIMSASPGEKVSITCSATSSVSYMHWFQQKRKPGTSPKLWIYSTSNLASGVPVRF
SGSGSGTSYSLTISRMEAEDAATYYCQQRSSYPFTFGSGTKLEIK (SEQ 1D NO:15)

AMUHOKHUCJIOTHAS TIOCJIENOBATENLHOCTh BapuadepHoro aoMeHa Jjerkod uenu RKA

MbIHOro 2E2
EIVLTQSPATLSLSPGERATLSCSATSSVSYMHWFQQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIK (SEQ ID NO:16)

AMUHOKHUCJIOTHASL IIOCJIEN0BATENLHOCTL BapuabensHoro aomena Jierkod nenu RKB

MbIHOrO 2E2
EHNLTQSPATLSLSPGERATLSCSATSSVSY MHWEFQOQKPGOAPRLWIYSTSNLASGVPARF
SGSGSGTDYTLTISSLEPEDFAVYYCQOQRSSYPFTFGPGTREDIK (SEQ 1D NO:17)
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AMUHOKHCJIOTHAsT IIOCJIEN0BATENbLHOCTL BapuabensHoro nomena Jgerkor uenu RKC

MBbIIHHOrO 2E2

ENLTOSPATLSLSPGERATLSCSATSSVSYMHWFQQKPGQAPRLLIYSTSNLASGIPARFS
GSGSGTDFTLTISSLEPEDFAVY Y CQQRSSYPFTFGPGTKLDIK (SEQ ID NO: 18}

AMHWHOKHUCJIOTHASL TIOCJEN0BATENLHOCTL BapuabenpHoro aoMena Jerkod nenu RKD

MblmuHoro 2E2
EIVLTOQSPATLSLSPGERATLSCSATSSVSYMHWEFQQKPGQAPRLWIEY STSNLASGIPARF

SGSGSGTDFTLTISSLEPEDFAVY Y CQOQRSSYPFTFGPGTRKLDIK (SEQ ID NO:19)

AMUHOKHCJIOTHASL MOCJEA0BATEIbHOCTL BapuabenpHoro nomena jerkol uenu RKE

MblnnHoro 2E2

EIVETQSPATLSLSPGERATLSCSATSSVSYMHWEFQQRPGQAPRLLIYSTSNLASGVPAR
FSGSGSGTDFILTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIK (SEQ 1D NO:20)

AMUHOKHUCJIOTHASL MOCJIEN0BATEIbHOCTh BapuadenpHoro nomeHa jerkol unenu RKF

MblnHoro 2E2
EIVLTQSPATLSLSPGERATLSCSATSSVSYMHWFQQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDYTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIK (SEQ IDNO:21D)

AMUHOKHCJIOTHAsT IIOCJIENOBATENLHOCTL BapuadbenpbHoro noMeHa jerkod uenu RKG

MBbIIHHOro 2E2
EIVLTQSPATLSLSPGERATLSCSATSSVSY MHWY QQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSSYPFTFGPGTKLDIK (SEQ ID NO:22)

AMMWHOKHUCJIOTHAS TTOCJIEN0BATENILHOCTE Bapuabenbaoro nomena yierkoil nenu RKA F-Y

MblmuHoro 2E2
EIVLTQSPATLSLSPGERATLSCSATSSVSYMHWFQQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQQRSSYPYTFGPGTRLDIK (SEQ IDNO'23)

AMUHOKHUCJIOTHAS TOCJIEA0BATENbHOCTh BapuadensHoro aomena Jierkod nenu RKF F-Y

MbIHOro 2E2

EIVLTQSPATLSLSPGERATLSCSATSSVSY MHWFQQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDYTLTISSLEPEDFAVYYCQQRSSYPYTFGPGTKLDIK (SEQ ID NO:24)

AMHWHOKHCIIOTHAS HOCHEN0BATENLHOCTE Tsokeaon e HEKA u nerkoii nenu HEKF
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EVQLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVGVIWAGGST
NYNSALMSRFTISKDNSKNTVYLQMNSLRAEDTAVYYCARDGSSPYYYSMEYWGQGT
TVTVSSASTRGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPYVTVSWNSGALTSGVHTFP
AVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHRKPSNTRVDKRVEPKSCDKTHTCPPCPA
PELLGGPSVFLFPPKPRKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSREEMTRNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSYVMHEALHNHYTQKSLSLSPG (SEQ ID NO:75)
AMWHOKUCJIOTHAS MOCIEIOBATENBbHOCTD Tsikesnon renu HEKA
EIVLTQSPATLSLSPGERATLSCSATSSVSYMHWEFQOQRPGOQAPRLLIYSTSNLASGIPARF
SGSGSGTDFTLTISSLEPEDFAVYYCQOQRSSYPFTTGPGTKLDIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADYEKHKVYACEVTHQGLSSPYTRSFNRGEC {SEQ ID NQO:76)

AMHWHOKHUCJIOTHAs NOCaenoBaTeabHOCTh serkoi nenu HEKFE
EIVLTQSPATLSLSPGERATLSCSATSSVSYMHWEQOQKPGQAPRLLIYSTSNLASGIPARF
SGSGSGTDYTLTISSLEPEDFAVYYCQOQRSSYPFTFGPGTKLDIKRTVAAPSVFIFPPSDEQ
LKSGTASVVCLINNFYPREAKVOQWKVDNALQSGNSQESVTEQDSKDSTYSLSSTLTLS
KADY EKHRVYACEVTHQOGLSSPYVTRSFNRGEC (SEQ 1D NO:77)

AMUHOKHCJIOTHAS] IOCJIEA0BATEIbHOCTh KOHCTAHTHOU 00acTu Tspkenon tenu IeG1l
ASTRKGPSVFPLAPSSKSTSGGTAALGCLVRKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS

GLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDRKRVEPKSCDRKTHTCPPCPAPELLGG
PSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVRFNWY VDGVEVHNAKTRKPREEQ
YNSTYRVVSVLTVLHQDWELNGKEYRKCKVSNKALPAPIEKTISKARKGQPREPQVY TL.PPS
REEMTKNQVSLTCLVRKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSKLTVD
KSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG (SEQ 1D NO:78)

AMUHOKHUCJIOTHAS OCJIEA0BATEILHOCTE KOHCTAHTHON 00y1acTH Tsixkesion uernu [gG4
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSS

GLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTRVDKRVESKYGPPCPPCPAPEFLGGPSY
FLFPPRPKDTLMISRTPEVTCVVVDVSQEDPEVOFNWYVDGVEVHNARKTKPREEQFNST
YRVVSVLTVLHQDWLNGKEYRKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEM
TRNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRW
QEGNVFSCSVMHEALHNHY TQKSLSLSLG (SEQ 1D NO:79)

AMUHOKHUCJIOTHAS] OCJIEA0BATENLHOCTE KOHCTAHTHON 00JIACTH JIETKOM Lieny Kamnma lg
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RTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVOQWKVDNALQSGNSQESVTEQ
DSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTRSFNRGEC (SEQ D NO:R))
AMHWHOKUCJIOTHAs MOCIEI0BATEAbHOCTD TsixkeIon 1ienu MblmuHbix 2C4 u 2E2 1gG1
QVQLKRASGPGLVAPSQSLSITCTVSGFSLTIYGAHWVRQPPGKGLEWLGVIWAGGSTN
YNSALMSRLSISKDNSKSQVFLKINSLQTDDTALYYCARDGSSPYYYSMEYWGQGTSYV
TVSSAKTTPPSVYPLAPGSAAQTNSMVTLGCLVKGYFPEPVTVTWNSGSLSSGVHTFPA
VLESDLYTLSSSVTVPSSPRPSETVTCNVAHPASSTKVDKKIVPRDCGCKPCICTVPEVSS
VFIFPPKPKDVLTITLTPKVTCVVVDISKDDPEVQFSWFVDDVEVHTAQTQPREEQFNST
FRSVSELPIMHQDWLNGKEFRKCRVNSAAFPAPIEKTISKTKRGRPKAPQVYTIPPPKEQMA
KDKVSLTCMITDFFPEDITVEWQWNGQPAENYKNTQPIMNTNGSYFVYSKLNVQKSN
WEAGNTFTCSVLHEGLHNHHTEKSLSHSPG (SEQ ID NO:81)

AMIHOKHCIIOTHAS TOCIEI0BATENbHOCTD JIETKOH [enu Kanmna MbiiHoro 2C4
ENLTQSPAIMSASPGEKVSITCSATSSVSY MHWFQOKPGTSPRLWIYSTSNLASGVPVRF
SGSGSGTSYSLTISRMEAEDAATYYCQQRSSYPFITFGSGTKLEIKADAAPTVSIFPPSSEQ
LTSGGASVVCFLNNFYPKRDINVKWKIDGSERQNGVINSWTDODSKDSTY SMSSTLTLT
KDEYERHNSY TCEATHKTSTSPIVKSFNRNEC (SEQ [D NO:82)

AMHWHOKHCIJIOTHAS HOCIEN0BATENLHOCTE JIETKOHW IENX Karna MBIITHHOrO 2E2

QILTQSPAIMSASPGEKVSITCSATSSVSYMHWFQQXKPGTSPKLWIYSTSNLASGVPVRF
SGSGSGTSYSLTISRMEAEDAATYYCQOQRSSYPFIFGSGTKLEIKADAAPTVSIFPPSSEQ

LTSGGASVVCFLNNFYPKDAINVKWKIDGSERONGVENSWTDQDSKDSTY SMSSTLTLT

KDEYERHNSYTCEATHKTSTSPIVKSFNRNEC (SEQ [D NO:83)

AMHWHOKHUCIIOTHAS MOCIEI0OBATEILHOCTE TsKEJI0N 1enu xuMepHbix 2C4 u 2E2 1eG1
QVQLKRASGPGLVAPSQSLSITCTVSGFSLTIYGAHWVRQPPGKGLEWLGVIWAGGSTN

YNSALMSRLSISKDNSKSQVFLKINSLQTDDTALYYCARDGSSPYYYSMEYWGQGTSV
TVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTRKVDRKRVEPKSCDKTHTCPPCPAPE
LLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKTKP
REEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQVY
TLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
KLTVDKSRWQQGNVFSCSVMHEALHNHY TQKSLSLSPG (SEQ ID NO:84)

AMHWHOKHCIIOTHAS IOCJEN0BATENLHOCTE JIEFKOU 1eny kamnna xumepaoro 2C4
ENMLTQSPAIMSASPGEKVSITCSATSSVSYMHWFQOKPGTSPRKLWITY STSNLASGVPVRF

SGSGSGTSYSLTISRMEAEDAATYYCQORSSYPFIFGSGTKLEIKRTVAAPSVFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTL
SKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC (SEQ 1D NO-85)
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AMHWHOKUCJIOTHAs MOCIEIOBATEIbHOCTD JIETKON 1IeNu Karmna xuMepHoro 2E2
QUILTQSPAIMSASPGEKVSITCSATSSVSYMHWFQQKPGTSPKLWIYSTSNLASGVPVRE
SOGSGSCGTSYSLTISRMEAEDAATYYCQORASYPHFIFGSGTKLEIKRTVAAPSYFIFPPSDE
QLKSGTASVVCLLNNFYPREAKVQWERKVDNALQSGNSQESYTEQDSKDSTYSLSSTLTL
SKADYERHKVYYACEVTHQGLSSPVTRSENRGEC (SEQ |D NO:86)

AwmubokucaotHas nocaenosareabHocTh Tspkenor nenu HEKA IeG4 (IeG4 comepsxkur
myTau S228P)

EVOLVESGGGLVQPGGSLRLSCAASGFSLTIYGAHWVRQAPGKGLEWVGVIWAGGST

NYNSALMSRFTISKDNSKNTVY LGMNSLRAEDTAVY YCARDGSSPY Y Y SMEY WGQGT
TVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPYTVSWNSGALTSGVHTEP
AVLQSSGLYSLSSVVTVPSSSLGTKTY TONVDHKPSNTK VDKRVESKY GPPCPPCPAPEF
LGGPSVFLFPPKPKDTLMISRTPEVTCYVY DVSQEDPEVQFNWY VDGVEVHNAKTKPR

EEQENSTYRVVSVLTVEHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGOPREPQVYTL
PPSQEEMTKNGQVSLTCLVKGFY PSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRI.

TVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLG (SEQ 1D NO:87)

AMWHOKHMCIOTHAS __MOCAEIOBATEIbHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA _ TSDKEJION _ IIenu

MbiinnHOro 1C3 (momuepkuyrtele octatku conep:kar CDR H1 u H2 cornacHO HyMepanuu 0o

Yorua)
EVQVVESGGDLVKSGGSLKLSCAASGFPFSSYAMSWVRQTPDKRLEWVAIISSGGSYTY

YSDSVKGRFTISRDNAKNTLYLQMSSLKSEDTAMYYCARHETAQAAWFAYWGQGTLV
TVSA (SEQ ID NO 106)

AMHHOKHMCJIOTHASI _ MOCJIEA0BATENILHOCTD BapHa6ean0ro JIOMEHA _ TSDKEJIOH  1IeIH

mbimuHoro 1H10 (moguepkHyThie octatku conep:xar CDR H1 u H2 coracHo HyMepanuu 1o

Yorua)
EVOQLOQQSGAELVRPGASVEKLSCTASGINIKDY YMYWVKQRPEQGLEWIGRIAPEDGDT

EYAPKFQGKATVTADTSSNTAYLHLSSLTSEDTAVYYCTTEGNYYGSSILDYWGQGTT
LTVSS (SEQ ID NO: 107

AMMHOKMCIOTHAS __ MOCIEI0BATEIbHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHA _ TSDKEJION _ I1enu

mbinnHOro 4F11 (nmopuepkuyrteie ocratku conepskar CDR H1 u H2 coryiacHO HyMepauuu 0o

Yorua)
QVQLOQOSGAELYVKPGASVKISCKASGY AFRSSWMNWVKQRPGKGLEWIGHY PGDDY

TNYNGKFKGKVTLTADRSSSTAYMQLSSLTSEDSAVYFCARLGPYGPFADWGQGTLVT
VSA (SEQ ID NO:108)

AMWHOKHMCIOTHAS __ HOCIEA0BATEILHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHa __ JIETKOW __ IIeNH

mbimuHoro 1C3
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OIVLTQSPAIMSASPGEKVTMTCSASSSVSYMHWY QORSGTSPRKRWIYDTSKLAYGVP
ARFSGSGSGTSYSLTISSMEAEDAATYYCQQWSSNPPTFGGGTKLEIK (SEQ 1D NO:109)

AMMWHOKHMCIOTHAS __ TOCIEA0BATEILHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHa __JIETKOW __ IIeMHU

mprnusgoro 1H10

DIQMTQTTSSLSASLGDRVTISCRASQDITNYLNWYQQKPDGTVKLLIYFTSRLHSGVPS
RFSGSGSGTDYSLTISNLEQEDIATYFCQQGNTLPWTFGGGTKLEIN (SEQ ID NO:110)

AMMHOKMCIOTHAS _ TOCIEA0BATEILHOCTD BaDI/Ia6eJ'IbHOFO JIOMEHa _ JIETKOW _ IIeTH

mblinmuaoro 4F11
QIVLTOQSPAIVSASPGEKVTMTCSASSSVSYMYWYQQRPGSSPRLLIYDTSSLASGVPVR
FSGSGSGTSYSLTISRIESEDAANYYCQQWNSDPYTFGGGTKLEIK (SEQ ID NO:1 1)
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D®OPMYJIA U3OBPETEHUS

1. Cooco0 nedeHus wid TPOPUIAKTHKH aJUIEPTUYECKOr0 3a00JieBaHUsI TJa3 y
UHIWBUAYYMa, BKJIOYAIOUIMH  BBEJEHME WHAMBHAYYMY  3(PQEeKTHBHOrO  KOJIUYECTBA
KOMITO3ULIMH, COAEpKaLel aHTUTENO0, KOTOPOE CBSI3bIBAETCS C UEJIOBEYECKUM CUTTIEKOM—S.

2. Cnocob mo 1.1, B KOTOPOM MHAMBUAYYM HMEET aJUIePrUueCKHi KOHbIOHKTHUBUT.

3. Cnoco6 mo m2, B KOTOPOM HWHIUBHIYYM HMEET CE30HHBIH aJIepruyecKui
KOHBIOHKTUBHT.

4. Cnocob mo m.2, B KOTOPOM HHAMBHAYYM HMEET KPYIJIOTOAMYHBIN aJIeprHYecKuil
KOHBIOHKTHBHT.

5. Cnoco0 o 1.2, B KOTOPOM HHAUBUAYYM HMEET aTOMMYECKUI KePAaTOKOHBIOHKTHUBUT.

6. Crioco0 1o 1.2, B KOTOPOM HHIUBUYYM HMEET BECEHHUH KEPATOKOHBIOHKTHBHUT.

7. Crnocod mo m.l, B KOTOPOM HHIWBUAYYM HMEET TUIAHTCKUN MaMUUISIPHBIA
KOHBIOHKTHBHT.

8. Cnioco0 1o 1.7, B KOTOPOM MHAMBHIYYM HCIOJIB3yET KOHTAKTHBIE JIMH3bI.

9. Crnocob6 mo mobomy u3 nm.1-8, B KOTOPOM HMHAMBHIYYM HMEET MOBBIIIEHHOE
BOCIIAJICHHE 10 MEHbINEH Mepe B YaCTH KOHBIOHKTHBBI MO CPAaBHEHHUIO ¢ MHAUBUAYYMOM 0e3
anIeprudeckoro 3ab0neBaHus I1as.

10. Croco® mo m.9, B KOTOPOM HMHAWBHUAYYM MMEET YBEIHMYEHHOE KOJIMYECTBO TYUYHBIX
KJIETOK, HEHUTpO(UIOB, 303MHOGUIOB W/WUIK JUM(POLHMTOB MO MEHBbIIEH Mepe B 4YacTH
KOHBIOHKTHUBBI 10 CPABHEHHIO C HHAWBUAYYMOM 0€3 aJlIeprudeckoro 3a00eBaHus 1ias.

11. Coco6 no mobomy u3 . 1-10, B KOTOPOM COCKOO ¢ KOHBIOHKTHUBBI, TTOJTYYE€HHBIN
OT UHIUBUAYYMA, CONEPKUT 303UHOPUIIBI.

12. Cnoco6 mo mobomy m3 mm.1-10, B koTOpoM 00pasen ChIBOPOTKHU WJIM CJE3bI,
NOJIyYeHHBIH OT MHAUBUAYYMAa, HMEeT MOBBbILEHHOE conaep:kaHue IgE mno cpaBHeHHO ¢
WHIMBUAYYMOM 0€3 aJlieprudeckoro 3a00neBaHus riias.

13. Cnoco6 mo mobomy w3 mm.1-10, B KOTOPOM amNIIMKALMOHHBIA HAKOXHBIH MJIH
BHYTPUKOXHBII TECT HA AJUIEPTHIO, BBOAMMBIN WHAMBHIAYYMY C HCIIOJIb30BAHHEM aJlJIepreHa,
NPUBOJIUT K aJUIEPTUYECKOM PEaKIIHH.

14. Cnoco6 mo mobomy u3 mm.1-13, B KOoTOpoM OauH Wiau 0Oojee CHMITOMOB Y
WHIMBUYYMa CHIDKEHBI 110 CPABHEHUIO C HCXOAHBIM YPOBHEM IO BBEIACHUS KOMITO3ULHH.

15. Cnocob mo mrobomy u3 mi. 1-13, B KOTOpoM ofuH wiu Ooiee U3 CIEeAyIOIEero: 3yaa
KOHBIOHKTHUBBI, TMOKPACHEHHS KOHBIOHKTHBBIL, OTE€KAa KOHBIOHKTHBBI, BBIACICHHS H3 TJa3,

2

U3BSI3BIICHUS, CJIE30T€UCHHUs, THUNEpTpoUH BeK, KOpKooOpazoBaHus, cumbiedapoHa,
TIEPUOKYJIIPHOU 3K3eMbl, Maapo3a, Gotododun, kepaTnTa, TMrAHTCKUX MAMUJUT U KaTapaKThl
WUHIMBHIYYMa CHH)KEHBI 110 CPABHEHHUIO C UCXOIHBIM YPOBHEM 0 BBEACHHS KOMIO3ULIIH.

16. Cmocod6 mo mobomy u3 mm.1-15, B KOTOPOM KOMIO3HLHIO BBOIAT IyTEM
BHYTPUBEHHOW MH(Y3HH.

17. Cnocob o modomy u3 m. 1-15, B KOTOPOM KOMITO3ULIMIO BBOIAT B BUJIE TTOAKOKHON
VUHBEKIIHH.

18. Crocob mo mobomy u3 mm. 1-17, B KOTOpoM aHTUTENO conep:kuT Fc—obmacts u N—
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TJINKO3HUI—CBSI3aHHbIE YIJIEBOJHBIE LieNH, CBsi3aHHblE ¢ Fc—obmactero, mpuuem menee 50% N—
TJIMKO3UI—CBSI3aHHBIX YIJIEBOHBIX LIeTIel aHTUTENAa B KOMIIO3UIIMU COAEPIKAT OCTATOK (PYKO3BI.

19. Cnoco6 mo m.18, B KOTOPOM, MO CyINECTBY, HU OfHA W3 N—TJIHMKO3UA—CBSI3aHHBIX
YIJI€BOAHBIX LiENeH aHTUTENA B KOMITO3ULIMU HE COJEPKUT OCTATKA (PYKO3bL.

20. Cnocob mo nmrobomy u3 mim.1-19, B KOTOPOM aHTUTENO COAEPIKUT BapuabeabHYIO
00J1acTh TSDKENON Lieny U BapuadesbHy0 00JacTh JIETKOW LenH, pudeM BapuadenbHast 001acTh
Tspkeson nenu conepxkut: (1) HVR-HI, coneprxaliyro aMHHOKHCIOTHYIO IOCJIE€AOBATEIbHOCTD
SEQ ID NO: 61, (ii) HVR-H2, conep:xxaiuyro aMHHOKHCIOTHYIO nocienoBarenbHocTh SEQ ID
NO: 62, u (ii1)) HVR-H3, conepkamyro aMHHOKUCIOTHYI0 nocienosatesnbHocTh SEQ ID NO:
63; w/uu npuyueM BapuadesbHasi 00acTh Jierkoit nenu comeps:xkut: (i) HVR-L1, comepskarryro
aMUHOKHUCJIOTHYO mocnenosarenpbHocTh SEQ ID NO: 64, (i) HVR-L2, conepskaiyto
aMUHOKHUCJIOTHYEO mocnienosarepbHocTh SEQ ID NO: 65, u (ii1)) HVR-L3, conepskarryro
aMUHOKHUCJIOTHYIO nocnenosatenbHocTs SEQ ID NO: 66.

21. Cnocob mo mobomy u3 mm.1-19, B KOTOPOM aHTHUTENIO COAEPKUT BapHaOETbHYIO
o0acTh TspKENoH 1enu U BapuabenbHy0 00JacTh JIETKOH 1enH, mpuyeM BapuadenbHas 001acTh
Tspkenoi uenu coaepkut: (1) HVR-HI, coxmeprkainyro aMUHOKHUCIIOTHYIO MOCIEA0BATENIbHOCTD
SEQ ID NO: 61, (i) HVR-H2, conep:xxaiyo aMHHOKUCIOTHYIO nocienosareabHocTs SEQ ID
NO: 62, u (ii1)) HVR-H3, coxep:xalnyro aMHHOKHUCIOTHYIO MOCIE0OBATENBHOCTD, BEIOPAHHYIO U3
SEQ ID NO: 67-70; w/unu npudem BapuabenbHasi 001acTh jerkoi uenu copepxut: (i) HVR—
L1, comepsamyro aMMHOKUCIOTHYIO nocienosatenbHocTs SEQ ID NO: 64, (ii) HVR-L2,
COIep KaIy0 aMHHOKUCJIOTHYI0 mnocienoBaTenbHOocTe SEQ ID NO: 65, u (11) HVR-L3,
coZleprKallyr0 aMUHOKHUCIIOTHYIO nocienosareabHocTs SEQ ID NO: 71.

22. Cnocob mo nmrobomy u3 mm.1-19, B KOTOPOM aHTUTENO COAEPIKUT BapuabesbHYIO
00J1aCTh TSIKENON LIeTH, COMepIKallyrd aMMHOKUCIIOTHYI0 mocnenoBareabHocTh SEQ ID NO: 6
w/unu  BapualenbHYIO  OONAcTb  JIETKOM — LenH,  COAEpIKalyHd  aMHHOKHCIIOTHYIO
NOCJIeIOBATENbHOCTD, BhIOpaHHYIO 13 SEQ ID NO: 16 umm 21.

23. Cnocob mo mobomy u3 mm.1-19, B KOTOPOM aHTHTENIO COAEPKUT BapHaOETbHYIO
00J1aCTh TSKEJION IeTH, CONEPIKAIYI0 aMUHOKHCIIOTHYIO TOCIIEI0BATEIbHOCTD, BEHIOPAHHYIO U3
SEQ ID NO: 11-14; w/wumun BapualenbHy0 O0NACTh JIETKOW LEMU, CONEPIKALIYIO
AMHHOKHUCJIOTHYIO MTOCIIEI0BATENIbHOCT, BbIOpanHyto n3 SEQ ID NO: 23-24.

24. Cnocob mo mobomy u3 mm.1-19, B KOTOPOM aHTHUTENIO COAEPKUT BapHaOETbHYIO

00acTh TSHKEJION LienH, COAepKaIly0 aMHHOKHICIOTHYIO ITOCIEOBATEIbHOCTD, BEIOPAHHYIO U3

SEQ ID NO: 2-14; w/umu BapuabenbHyr0 OONACTh JIETKOH IenH, COIEPKaIIyIo
AMHHOKHCJIOTHYIO MTOCIIEI0BATENbHOCTb, BbIOpanuyto n3 SEQ ID NO: 16-24.

25. Cnocob mo mrobomy m3 mm.1-19, B KOTOPOM aHTUTENO COAEPIKUT BapuabENbHYIO
00J1acTh TSDKENION LeTH, CONEPIKAINYI0 aMUHOKHCIIOTHYIO TOCIIEIOBATEIbHOCTD, BBIOPAHHYIO U3
SEQ ID NO: 2-10; w/mmu BapuabenbHyr0 OO0NacTh JIETKOH IenH, COAEpKaIIyIo
AMHHOKHUCJIOTHYIO ITOCIIEN0BATENbHOCTD, BbIOpanHyto u3 SEQ ID NO: 16-22,

26. Criocob o robomy u3 mir. 1-19, B KOTOPOM aHTUTENIO COAESPIKHT!

(a) BapnaOenpHYIO 00JIACTh TSDKEJION LEMH, CONepIKaIIyo:
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(1) HC-FR1, conmep:xaiyr0 aMHHOKHCJIOTHYIO MOCJEIOBATEIHbHOCTb, BBIOPAHHYIO W3

SEQ ID NO: 26-29;

(2) HVR-H1, conepxaryro aMMHOKUCIOTHYIO nocienoBareabHocTs SEQ ID NO: 61;

(3) HC-FR2, conmep:xamyr aMUHOKHCJIOTHYIO MOCJIEAOBATEIbHOCTb, BBIOPAHHYIO W3

SEQ ID NO: 31-36;

(4) HVR-H2, copepkainyro aMIHOKUCIOTHYIO nocneaoBarenbHocTs SEQ ID NO: 62;

(5) HC-FR3, comep»ainyr0 aMUHOKHCIOTHYI TMOCJIEIOBATENbHOCTb, BBIOPAHHYIO W3

SEQ ID NO: 38-43;

(6) HVR-H3, conepxarnyro aMuHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 63; u

(7) HC-FR4, conmep:kaiqyr0 aMHHOKHCJIOTHYIO TMOCIEIOBATEIbHOCTh, BBIOPAHHYIO W3

SEQ ID NO: 45-46, w/unu

(b) BapuabebHYO 001aCTh JIETKOW LEMH, CONEPIKAIIYIO:

(1) LC-FR1, copmepxalyrd aMHHOKHCIOTHYI) TOCJIEIOBATEIbHOCTh, BBIOPAHHYIO U3

SEQ ID NO: 48-49;

(2) HVR-L1, copepxaliiyro aMMHOKHCIOTHYIO nocaenosaTenbHocTh SEQ ID NO: 64;

(3) LC-FR2, comepxallyr® aMHHOKHCIOTHYI) TOCJIE€IOBATEIbHOCTh, BBIOPAHHYIO W3

SEQID NO: 51-53;

(4) HVR-L2, copepkaliyro aMMHOKHCIOTHYIO nocaenosaTenbHocTs SEQ ID NO: 65;

(5) LC-FR3, comepxaimyr aMHHOKHCIOTHYI) IOCJIEIOBATEIbHOCTh, BBIOPAHHYIO W3

SEQ ID NO: 55-58;

u/unm

(6) HVR-L3, coxeprxainyro aMUHOKHUCJIOTHYIO niocsienoBaTenbHOoCcTh SEQ ID NO: 66; u
(7) LC-FR4, copepxaliyro aMUHOKHUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 60.
27. Cnocob no modomy u3 mm. 1-19, B KOTOPOM aHTHTENO COAECPIKUT:

(a) BapuabesnbHYIO 00JACTH TSIKENON LeTH, COAePIKALIYIO:

(1) HC-FRI, conepalyro aMMHOKHCIOTHYIO niocienosarenbHocts SEQ ID NO: 26;
(2) HVR-H1, conepxarnyro aMHHOKUCIOTHYO nocienoBareabHocts SEQ ID NO: 61;
(3) HC-FR2, comepkaiyro aMMHOKHCJIOTHYIO niocnenoaTenbHOCTh SEQ ID NO: 34;
(4) HVR-H2, conepxarnyro aMHHOKUCIOTHYO nocienoBareabHocTs SEQ ID NO: 62;
(5) HC-FR3, copepkaiyro aMHHOKHCIOTHYIO niocneaoBarenbHocTh SEQ ID NO: 38;
(6) HVR-H3, conepxaryro aMuHOKUCIOTHYIO nocienoBareabHocTs SEQ ID NO: 63;
(7) HC-FRA4, conepskammyr aMHHOKUCIOTHYIO nocheaosarenbHocTh SEQ ID NO: 45;

(b) BapuabebHYIO 001aCTh JIETKOW LEMH, CONEPIKAIIYIO:

(1) LC-FRI1, conpepxatnyro aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 48;
(2) HVR-L1, comep:xamyro aMMHOKHCIOTHYIO TiocienoBarenbHocTh SEQ ID NO: 64;
(3) LC-FR2, comepxalnyro aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 51;
(4) HVR-L2, coneprxaiyro aMMHOKHCIOTHYIO nocnenoBaTeabHocTh SEQ ID NO: 65;
(5) LC-FR3, copepxkalnyro aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 55;
(6) HVR-L3, conepskaimuii aMMHOKUCIOTHYIO nocnienoBatenbHoCcTh SEQ ID NO: 66; u

(7) LC-FR4, copepkaliyro aMUHOKHUCIOTHYIO nocaenoBarenbHocTh SEQ ID NO: 60.
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28. Cnocob mo mobomy u3 . 1-19, B KOTOPOM aHTHUTENO COAEPIKUT:

(a) BapnabenpHYIO 00JIACTh TSDKEJION LEMH, CONepIKaIIyIo:

(1) HC-FRI, coaepkalyro aMUHOKHUCJIOTHYIO niocieaosarenbHocTs SEQ ID NO: 26;

(2) HVR-HI1, conepxaryro aMMHOKUCIOTHYIO nocienoBareabHocTs SEQ ID NO: 61;

(3) HC-FR2, conepxaryro aMMHOKHCIOTHYIO niocienosarenbHocts SEQ ID NO: 34;

(4) HVR-H2, conepkarnyro aMHHOKHUCIIOTHYO nocnenosarenbHocTh SEQ ID NO: 62;

(5) HC-FR3, conep:xarnyro aMMHOKHCIOTHYI0 niocienosarenbHocts SEQ ID NO: 38;

(6) HVR-H3, conepxaryro aMHHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 63; u

(7) HC-FR4, conepskammyr aMHHOKUCIOTHYHO mnochenoBarenbHOcTh SEQ ID NO: 45;
U/

(b) BapuabebHYIO 001aCTh JIETKOM LEMH, CONEPKAIIYIO:

(1) LC-FRI1, comepxarnyro aMUHOKUCIOTHYIO nocienosarenbHOcTh SEQ ID NO: 48;

(2) HVR-L1, conep:xamyro aMMHOKHCIOTHYIO TtocnenoBaTeabHocTh SEQ ID NO: 64;

(3) LC-FR2, copepkalnyro aMuHOKHCIOTHYIO nocienosarenbHocTh SEQ ID NO: 51;

(4) HVR-L2, conepsxamyro aMMHOKHCIOTHYIO TtocnenoBaTeabHocTh SEQ ID NO: 65;

(5) LC-FR3, copepxalnyro aMUHOKUCIOTHYIO nocienosarenbHocTh SEQ ID NO: 58;

(6) HVR-L3, coxeprxamyro aMMHOKUCIOTHYIO niocnenoBaTenbHocTh SEQ ID NO: 66; u

(7) LC-FR4, conepskalnyro aMMHOKUCIOTHYIO nocienosarensHocts SEQ ID NO: 60.

29. Cnocob mo mobomy u3 . 1-19, B KOTOPOM aHTHUTENO COAEPIKUT:

BapuadenpHyl0 00NacTh Tsokenaon nenu, conxepxkamyro (1) HVR-HI, comepxkamyro
aMUHOKHUCJIOTHYIO TocnenoBarenpbHocTe SEQ ID NO: 88, (i1)) HVR-H2, conmepxamnyro
aMUHOKHUCJIOTHYIO TocnenoBarenbHocTe SEQ ID NO: 91, u (ii1)) HVR-H3, conepsxkarryio
aMHHOKHUCIOTHAs nocnenosareabHOCTh SEQ ID NO: 94; w/unu BapuabenbHy0 001acTh JIETKOM
uenu, copepxkamyro (1) HVR-L1, coxep:kaiyi0 aMHHOKHUCIOTHYIO MOCenoBaTeabHOCTh SEQ
ID NO: 97, (ii)) HVR-L2, conepxainyo aMMHOKUCIOTHYIO nocienoBarenbHocTh SEQ ID NO:
100, u (iii)) HVR-L3, comepskaiiyr aMMHOKHCIOTHYIO nocienosareiabHocts SEQ ID NO: 103;

BapualesbHy0 00NacTh Tsokeaoh wmenu, comepxkamyro (1) HVR-HI, comepskaryro
aMUHOKHCIIOTHYIO0 mnocnenoatenbHocTh SEQ ID NO: 89, (ii) HVR-H2, copepxkamyro
aAMUHOKHUCJIOTHYO TochenoBareapbHocTh SEQ ID NO: 92, u (iii)) HVR-H3, conepskaiyro
aMUHOKHUCJIOTHAs nociienoBatebHOCTh SEQ ID NO: 95; w/unu BapuabenbHYHO 00JIaCThb JIETKOM
ueny, conepskamyro (i) HVR-L1, conmepskainyo aMHUHOKUCIOTHYIO MOCIenoBaTebHOCTE SEQ
ID NO: 98, (i) HVR-L2, copepkamiytro aMUHOKHCJIOTHYO mnocinenoBarenbHocTh SEQ ID NO:
101, u (iii)) HVR-L3, conepxainyro aMHHOKHCIOTHYIO rnocienosatenbHocTe SEQ ID NO: 104;
HJIn

BapuadenpHyI0 00NacTh Tsokeaoh nenu, conmepxkamyro (1) HVR-HI, comepkamyro
aMUHOKHUCJIOTHYIO TmocnenoBareinpHocTh SEQ ID NO: 90, (i) HVR-H2, conmepxamnyro
AMUHOKHUCJIOTHYIO TocienoBarenpbHocTh SEQ ID NO: 93, u (ii1)) HVR-H3, conepsxkamryio
AMUHOKHUCJIOTHYIO nocienoBarenbHocTh SEQ ID NO: 96; w/nnu BapuabenbHyro 001acTh JIETKOH
ueny, conepskamyio (1) HVR-L1, conmepkaimyo aMUHOKHCIOTHYIO TOCIEAOBaTeIbHOCTE SEQ

ID NO: 99, (i1) HVR-L2, copepxkaliyto aMUHOKHUCJIOTHYO nocinenoBatenbHocTh SEQ ID NO:
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102, u (iii)) HVR-L3, comepskaiyr aMHMHOKHCIOTHYIO nocnenoBareabHocTs SEQ ID NO: 105.

30. Criocob o odomy u3 . 1-19, B KOTOPOM aHTHUTEJIO CONEPIKHUT:

BapuabenpHyr0  00JacTh  TSDKEJOW — LeNmH,  CONEpKaIlyld  aMHHOKHCIIOTHYIO
nocienosarenbHocTh SEQ ID NO: 106; w/mnn BapuabGenbHyr0o 00JacTh JIETKOH Lemy,
CoZleprKallyr0 aMUHOKHUCIOTHYIO nocienosarenbHocTs SEQ ID NO: 109;

BapualenpHyr0  00JacTh  TSDKEJNOW — LeMH,  COAEPKAIyl  aMHHOKHCIIOTHYIO
nocienosarenbHoctb SEQ ID NO: 107, w/unu BapuabenbHyr0 00JacTh JIETKOW LIEMH,
cozeprKaIlyo aMHHOKUCIOTHYIO nocienoBareabHocTh SEQ ID NO: 110; unmmn

BapuabenbHyr0  00JaCTh  TSDKEJOW — LeNmH,  CONEpKAIlyld  aMHUHOKHUCIIOTHYIO
nocienosarenbHocth SEQ ID NO: 108; w/mim BapuabenpHyr0 00JacTb JIETKOW IIETIH,
CONlep KAIIYI0 aMHHOKHUCIOTHYIO nocienoBareapHocTh SEQ ID NO: 111,

31. Crocob mo modomy u3 mt. 1-19, B KOTOPOM aHTHUTENO CBSA3BIBACTCS C YEIOBEUYECKUM
CHUTJIEKOM—8 M CUTJIEKOM—8 MPHUMATa, He SBIISOLIET0Cs YE€JIOBEKOM.

32. Cnocob mo m.31, B KOTOPOM MpPHUMAT, HE SIBISFOIIUICS YEIOBEKOM, MPEICTaBIISET
co0oli maBuaHa.

33. Cnocod mo m31, B KOTOPOM aQHTHUTENO CBSI3BIBAETCSI C SMUTONOM B JOMEHe |
YeJIOBEYECKOrO CUTIIeKa—8, MpUYeM TOMEH | COIep>KUT aMUHOKHCIIOTHYIO TOCJIEA0BATENIbHOCTD
SEQ ID NO: 112.

34. Cnocod mo m.31, B KOTOPOM aHTHUTENIO CBSI3BIBAETCSI C SMHUTONOM B IOMEHE 3
YeJIOBEYECKOTrO CUTIIeKa—8, MPUYeM IOMEH 3 COAEPKUT aMUHOKHCIIOTHYIO TOCJIEA0BATENIbHOCTD
SEQ ID NO: 114.

35. Cnocob mo m.31, rae aHTUTENO CBSA3BIBAETCS C TEM K€ STUTOINOM, YTO U aHTUTEJIO
4F11.

36. Cnocod mo smrobomy u3 . 1-19, B KOTOPOM aHTUTENO CBSI3BIBAETCS C 3MUTONOM B
JIOMeHe 2 UM JOMEHE 3 4eJIOBeUeCKOro curiieka—s.

37. Cnoco6 mo m36, B KOTOPOM JOMEH 2 COHEPXKHUT aMHHOKHCJIOTHYIO
nocaenoBaTeabHocTh SEQ ID NO: 113.

38. Cnocob mo 1m.36, B KOTOPOM QHTHUTEJNO CBSI3bIBAETCS C TEM K€ SMUTOINOM, YTO U
antuteno 1C3.

39. Cnoco6 mo m36, B KOTOPOM JOMEH 3 COAEPXKHT aMHHOKHCJIOTHYIO
nocaenoBaTeabHocTh SEQ ID NO: 114,

40. Crnocob mo m.36, B KOTOPOM AHTHUTENIO CBSI3BIBAETCSI C TEM K€ SMHUTOINOM, YTO H
antureno 1HI0.

41. Crocob mo modomy u3 mit.1-19, B KOTOPOM aHTUTENO CBSI3bIBAETCSI C STMHUTOIOM B
nomeHe | dyenoBeueckoro curiieka—8 M KOHKypupyer ¢ anturenoM 4FI1 3a ces3biBaHuMe C
cUriekomM—S§.

42. Crnocod mo m.41, B KOTOPOM aHTHUTENO He KOHKypupyer ¢ aHturenom 2E2 3a
CBSI3bIBAHUE C CUTJIEKOM—S.

43. Criocob mo m.42, B KOTOPOM aHTUTEJNO He SIBJIsIeTCs aHTuTes oM 2E2.

44, Cnocod mo mn4l, B KOTOpOM JAOMeH | CONEPKUT aMHUHOKHCIOTHYIO
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nocaenoBaTeabHOCTh SEQ ID NO: 112.

45. Cnocob mo mrobomy u3 mm.20-44, B KOTOPOM AHTUTENO NPEACTABIISIET COOOM
YeJIOBEUECKOE AaHTUTEINIO, T'YMAHU3UPOBAHHOE AHTUTENO MM XMMEPHOE aHTUTEIIO.

46. Cnocob mo mobomy u3 m.20—45, B KOTOPOM AHTUTENIO HUCTOIIAET S03MHOMHIIBI
KPOBU U MHTMOMPYET aKTHBALUIO TYYHBIX KJIETOK.

47. Cnocob mno mobomy u3 nmn.20—46, B KOTOPOM aHTHTENIO comepkutr Fc—obmactb
TSDKEJION Lenu, conepkayro Fc—obmacte yenoseueckoro IgG.

48. Cnocob no m.47, B koropoMm Fc—obnacte uenoseueckoro IgG conepxut Fc—obnactb
yenoseueckoro IgG1.

49. Cnocob6 mo m48, B kxoropom Fc—obnacte uenoBeueckoro IgGl He sBisiercs
(YKO3UITPOBAHHOM.

50. Cnocob mo m.47, B kotopom Fc—o0macte yenoseueckoro IgG conepxut Fc—obmactb
yenoseueckoro 1gG4.

51. Cnocob mo m. 50, B kxoropom Fc—oOmacte uenoseweckoro IgG4 conmepkut
AMUHOKHUCJIOTHYIO 3aMeHy S228P, mnpuueM aMHUHOKHCIOTHBIE OCTATKU IPOHYMEpPOBaHbl B
cooreercTBUH ¢ HHIekcoM EU, kak y Kalar.

52. Cnocob mo mobomy u3 nm.20—44, B KOTOPOM AHTHTEIO CKOHCTPYHPOBAHO IS
YIIy4IIeHUS] aKTHBHOCTH aHTHUTEN03aBUCHMOI KiteTouHON ruroTokcnanoctu (ADCC).

53. Crmoco®6 mo m.52, B KOTOPOM AaHTUTENO COAEPXKUT IO MEHbLIEH Mepe OJHY
AMHHOKHUCIJIOTHYIO 3aMeHy B Fc—obnacth, koropas yayumaer aktuBHocte ADCC.

54. Cnocob mo mobomy u3 nm.20-46, B KOTOPOM IO MEHbINEH Mepe OJHA WU JIBE
TsDKEIbIe LIeTIH aHTUTENA He SBISIIOTCA (PYKO3MIUPOBAHHBIMIL.

55. Cnocob no mobomy u3 nm.1-19, B KOTOPOM aHTHTENO COAEPIKUT TSDKENYIO LIeTb,
COZEPKALIYI0 aMHHOKUCIIOTHYIO mociienoBaTenbHocTh SEQ ID NO: 75; w/unu Jerkyr Lerb,
COZEPIKALIYI0 aMHHOKUCIIOTHYIO MOCNIEA0BATEbHOCTD, BhiOpannHyo u3 SEQ ID NO: 76 wunu 77.

56. Cnocob6 mo mrobomy u3 mm.1-55, B KOTOPOM aHTHUTENO NPEACTaBiseT COOOM
MOHOKJIOHAJIbHOE aHTHUTEJIO.

57. Cnocob mo mobomMy u3 mm. 1-56, B KOTOPOM KOMITO3UIIMIO BBOAST B KOMOWHAIMH C
onHUM WM Oojiee OMOJHUTENbHBIMH TEPANEBTHUECKUMH AreHTaMH JUIS  JICYCHUS HUIIH
PO HIAKTHKH aJUIEPTUIECKOTO 3a00JIEBAHHS TJ1a3.

58. Cnocob mo m.57, B KOTOPOM OOUH WM OoJiee NOMONHUTEIbHBIX TEPAIeBTUYECKHX
areHTOB BBIOMPAIOT U3 TPYIIIIBI, COCTOSINEH 13: KOPTUKOCTEPOH A, AHTUTUCTAMUHHOTO CPECTBA,
KeToTu(eHa, a3eNacTHHA, 3MHMHACTHHA, OEMOCTaTHHA, LHKJIOCIOPHHA W HECTEPOUIHOTO
npotuBoBocnanutensHoro cpencrea (HIIBC, NSAID).

59. Cnoco6 mo mobomy u3 mm.1-58, B KOTOPOM HMHOMBUAYYM TNPENCTaBIAET COOOH
YeJIOBeKa.

60. Crmocob6 mo mrodomy u3 mm.1-59, B KOTOPOM KOMITO3HMLHS TMPEACTABISIET COOOU
bapMaeBTUIECKYI0 KOMITO3UIIMIO, CONEPIKAIIYI0 AHTUTENO M (papMalleBTUYECKH TPHEMIIEMBbIit
HOCHUTEIb.

61. Hsnenue, copepxkaiiee JEKapCTBEHHOE CPEACTBO, COAeprKallee KOMIIO3ULUIO,
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COIEpKAILYI0 AHTUTEJIO, KOTOPOE CBSI3BIBAETCS C YEJIOBEYECKUM CUIJIEKOM—8, W BKJAABII B
YIIAKOBKY, COJAEP>KAIUUI UHCTPYKLUH JUIsl BBEACHUs JIEKAPCTBEHHOIO CPEACTBA HYKAAKOLIEMYCsl

B 3TOM MHAMBHIYYMY, 11O JtoOomMy u3 . 1-60.
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