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OIIMCAHUE U30BPETEHUA
2420-573558EA/025
I'VMAHU3UPOBAHHOE AHTHTEJIO U CITIOCOB ET'O IPUMEHEHUA

OOnacTh TEXHUKH, K KOTOPOI OTHOCUTCS N300peTeHne

[0001] Hacrosiiee nzoOpeTeHrne OTHOCUTCS] K TYMaHU3HMPOBAHHOMY aHTHTENY, KOTOPOe
cnemuduyHo  cBsA3biBaeTcs ¢ MyuumHoM moaruma  SAC (MUCSAC), wmm  ero
AHTUTEHCBS3BIBAIOLIEMY (DPArMEHTY, U K CIIOCO0Y €ro MpUMEeHEHHsL.

YpoBeHb TEXHUKH

[0002] MyumH SBIS€TCA OCHOBHBIM KOMIIOHEHTOM  CJIM3H, CEKpPETHUPYyeMOi
SMUTEHATBHBIMU  KJIIETKAMH M TOMY [ONOOHOE. JKUBOTHBIX, W TMpPEACTaBISET COOOMU
TJIMKOMIPOTEHH, COAEp KaIuii OONBIIIOE KOJMYECTBO caxapa ¢ MOJEKYJsipHOH Maccoii ot 1 mo 10
MWUIHOHOB. MYIIMH BKJIFOYAeT B C€0sl CEKPETOPHBIH MYILHH, MPOAYLHPYEMbIA 3TTUTEIHAIBHOMN
KJIETKOH U TOMy mopoOHOe, 1 MeMOPaHOCBSI3aHHBIH MYLHMH, KOTOPBIH MMeeT THApopOOHBIH
TPaHCMEMOpPaHHBIH YYaCTOK W CYLIECTBYeT, OyIydd CBS3aHHBIM C KJETOUYHOH MEMOpPaHOM.
Koposbie O6enku MyIiiHa B COBOKYMHOCTH Ha3biBaroTcsi MUC, U M3BECTHO, YTO CYIIECTBYET HE
mMeHee 20 THIIOB MeHOB, KOAUPYOMUX KOpoBble Oeinku. Omun 3 Hux, MUCSAC, oTHOCHTCS K
CEKPETOPHOMY MYLIMHY.

[0003] MUCSAC »skcrpeccupyercss B JKeIyAKe U Tpaxee B HOPMAJbHbIX TKaHSIX, U
cOOOIIANIOCh O €r0 CBEPXIKCIIPECCUU NPU PaKe IMOKENyIOUHON kene3bl. O CBEpPXIKCIIPECCHH
TaKKe COOOIIANOCh MPU paKke LIUTOBUAHOM JKeJe3bl, paKe MeYeHH, KOJIOPEKTAIbHOM PaKe, pake
JKeJyZlKa, pake ypoTemus, pake MOJIOUYHOM jKeJe3bl, pake LIEHKU MaTKH, pake SIUYHUKOB, pakKe
SHIOMETPHUST U pake >KeMuHbIX MNpoTokoB. B kauectBe antuten k MUCSAC npumensnu
AHTUTEJIO MBILIY, TOJYYEHHOE C UCIIOJIb30BAHHUEM B KaUeCTBE aHTUIeHa (pakiUK MyLHA paka
NOJKENyIOYHON JKeJe3bl, O4YMLIEHHOW U3 KCEHOTPAHCIUIAHTaTa KJIETOYHOM JIMHUU paka
NOJIKEJTY A0OUHOM skesie3bl yenoBeka SW1990, u xumepHble anTuTeNa (TaTEeHTHbIE TOKYMEHTHI 1,
2, HEMATEeHTHbIE JOKYMEHTHI 1, 2), 1 coo01anoch 0 r'yMaHM3HMPOBAHHBIX aHTUTENAX (MATEHTHBIN
JIOKYMEHT 3), MOJIy4YE€HHBIX HA UX OCHOBE.

[0004] B mocienHue Troabl AaKTHBHO pa3palbaThIBAIOTCS KOMIUIEKChI AHTHTENO-
JEKapCTBEHHOE  CPEICTBO, B  KOTOPBIX  JIEKAPCTBEHHOE  CpPEeACTBO,  oOiajaronee
IPOTHBOOIYXOJIEBBIM AEHCTBHUEM, KOHBIOTHPOBAHO C AHTUTEJIOM, OOJIAAAI0IIIM HALIETHBAOLIEH
CIIOCOOHOCTREO Ha pAKOBbIE KJETKHM. Hampumep, Korma mnpennoyiaraercss HUCIONIb30BaHUE
aHTHUTeNla B KauecCTBE CPE/ICTBA JAOCTaBKU JJIi KOMILUIEKCA aHTUTENO-JIEKapCTBEHHOE CPENCTBO,
TO, TIOCKOJBKY aHTHTENO HEOOXOOUMO MAOMOJHHUTEIBHO TIOABEPTHYTH JTAly IOJTYYEeHHUS
(HarmpuMep, 3Tanmy KOHBIOTALWHU), CIIEAYET OMacaTrbCs NEHATYPalMl M arperaliyd aHTHTENa BO
BpeMmsl 3Tamna nonyudeHus. ClenoBaTeslbHO, aHTUTENA, UCIIOJIb3yeMble B MIPOU3BOJCTBE, OJIKHBI
oOnamaty Oosee CTaOWUIBHBIMH CBOWCTBAMHM B KAaueCTBE AHTUTEN, YeM OOBbIUHBIE IPETapaThl
anturen. C Apyroil CTOpOHBI, KOTrJa MpEAINoyaraeTcs HCIOJb30BAHUE AHTUTENA B KauecTBe
CpencTBa JAOCTaBKM [l KOMILUIEKCA AHTUTENO-JIEKAPCTBEHHOE CPEACTBO, TO IOCKOJIbKY
pacrpocTpaHeHHe JIEKaPCTBEHHOTO CPECTBA C YPE3BbIYAHHO CUIBHBIM 3((HEKTOM YHUUITOXKEHUS

KJICTOK B HOPMAJIbHbBIX TKAaHAX INPUBOAUT K 3HAYUTCJIbHBIM MOOOYHBIM 3(1)(1)6KT&M, AHTUTECIIA,



UCTIONB3YEeMbIE TSI KOMIUIEKCA AaHTUTENO-JIEKApPCTBEHHOE CPENCTBO, JOJDKHBI MMETh Oolee
cra0uipHble (PU3MUECKHEe CBOWCTBA B KAdyeCTBE AHTUTEN M OoJjiee BBICOKOE HAKOIUIEHHE B
OIyXOJIEBBIX TKAHSX, YeM OOBIYHBIE MPETapaThl AaHTUTE.

[0005] BpinO MOATBEPXKIEHO, UYTO XMMEPHBIE AHTUTENA, PACKPBITbIE B HEMNATEHTHBIX
OOKYMeHTax | u 2, IeMOHCTPUPYIOT HAaKOIJIEHHE B OMYXOJIU N VIVO, a TaKKe Yy MAaLUEHTOB C
pPaKOM MOMKeNyNO4YHOH skene3bl. [TockonbKy Takke HaOJOAATIOCh HAKOIUIEHHE B NEYEHU U
NOYKaxX, NMPUMEHEHHe B (papMaLeBTHUECKHX Ipernaparax TpeOyeT AajbHEHINero yJIy4IleHus
HAKOIUICHUsI B OMyX0Jii. HenaTeHTHbIe TOKYMEHTHI 1, 2 He pacKpbIBAIOT HUKAKOW MH(OPMALUH
0 (PM3MYECKHX CBOHCTBAX (IEHATYpAalMsl, arperaius) aHTUTeNa.

[0006] Kpome Toro, ObutM OLIEHEHBI pa3jnyHble (PU3NYECKHE CBOHCTBA XUMEPHBIX
AHTHUTEJ, PACKPBITBIX B HEMATEHTHBIX AOKyMeHTax 1, 2. B pesyibraTe OBUIO BBIICHEHO, YTO
AHTHTEJA JIETKO JIEHATYPUPYIOT U arperupyroT MPU HarpeBaHuU (HU3Kas TeMIlepaTypa CpenHen
TOUKHM JCHATYypalMd M HU3Kas TEMIIepaTypa Haudaja arperanuu), a LelxecooOpa3HOCTh HX
UCIIONIb30BAaHUsl B KadeCcTBE, HANpUMEp, CPEACTBA JOCTaBKM MJII KOMILUIEKCA aHTHUTEJO-
JIEKApCTBEHHOE CPEACTBO SBJAECTCA HU3KOW. HM3numiHe roBOpUTH, YTO KOIZa AaHTUTENO
UCTIONB3YEeTCS Ha TMOCHENYIOINEM 3Tare MPOM3BOIACTBA (HAMpPUMEp, Ha 3Tane KOHBIOTALHH),
Jy4YIle KCIIOJNIb30BaTh AHTHUTENO, O0Jafarlee Kak MOMKHO Oojee XOpOIHMMH (PU3NIECKUMHU
CBOWCTBaMH (aHTUTENIO, KOTOPOE HE BBI3BIBAET ACHATYPALIMH WIIH arperarun).

[0007] B IlaTeHTHOM OKYMEHTE 3 pPacKpbITO I'YMaHH3UPOBAHHOE AHTUTENO, OJHAKO B
HEM OCHOBHO€ BHHMMAaHHUE YIENSIETCSl MOJYYEHUI) I'YMaHM3UPOBAHHOIO AHTUTENA C BBICOKOH
akTUBHOCTHIO CBsi3biBaHMsI ¢ MUCSAC u He pacCKpbIBaeTCs U HE TPEANOaraeTcsi CTabmIbHOCTb
anturena. Kpome Toro, omeHuBanu pasnuyHble (U3NYECKHE CBOMCTBA I'yMaHH3UPOBAHHOTO
aHTUTEJA, PACKPBITOrO B IATEHTHOM JIOKyMeHTe 3. B pesynbrare ObIIO BBISICHEHO, YTO aHTUTENA
JeTKO arperupyroT TpU HarpeBaHuu (TeMmeparypa Haudaja arperaiuuyd HUs3Kas), W
11e51ecO00pPa3HOCTh MX HCIIONIB30BAHUS, HAIPUMeEpP, B Ka4eCTBE CPENCTBA JOCTaBKU KOMILIEKCA
AHTHUTEJIO-JIEKAPCTBEHHOE CPENCTBO, SIBISIETCS HU3KOW. JKenmaTreapbHO MakCHMajbHO H30eraThb
NEHATypalUu U arperaluyyd aHTUTEN, MOCKOJbKY OKUIAETCS PUCK, NPUBOASIIMI K CHMKEHHIO
3¢ (}EeKTUBHOCTH COCOUHEHUS M BO3HMKHOBEHHIO MOOOYHBIX 3¢ dexroB. HM3BecTHO, dYTO
YKa3aHHbIE HIDKE CPEIHss TeMIlepaTypa AE€HATypaluu U TEMIEpaTypa Hadaja arperaluy TaKxKe
KOPPENUPYIOT ¢ AOITOBPEMEHHON CTAaOMJIBHOCTBIO MPH OXJAKACHUHM M TOMY HOAOOHBIM, U C
TOUKH 3pPEHHUs] CTa0WJIBHOCTH HE TOJBKO Ha STale NPOM3BOACTBA, HO M NPU XPAHEHHH,
JKENaTeNbHO pa3padoTaTh aHTUTENO C XOPOIIMMH (PH3HYECKUMH CBOWCTBAMH, KOTOpBIE HE
CTIIOCOOCTBYIOT JIETKOH I€HATYPALUU MIIN arperalyuy aHTUTENa.

CImcok TOKYMEHTOB

IlaTeHTHBIE JOKYMEHTBI

[0008] [TarentHbii nokymeHT 1: JP-A-H7-203974.
ITatenTHbll fokyMeHT 2: JP-A-H11-5749
ITaTentHbi nokymeHT 3: WO 2013/157102.

HenarenTHbIE JOKYMCEHTHI

[0009] HenatentHbiii nokymeHt 1: Japanese Journal of Clinical Medicine vol. 64 extra



issue 1, 2006, p274-278
Henarentneiii nokymenT 2: Japanese Journal of Cancer Research, 90, 1179-1186, 1999.
CymHocTb n3o0pereHust

Texauueckas: npodyema

[0010] CooTBercTBeHHO, MPOOIEeMa HACTOSLIEr0 M300PETEHUs] COCTOMT B TOM, YTOOBI
NOJIYyYUTh TYMAaHU3UPOBAHHOE AHTUTENO WM €ro AaHTHIeHCBS3bIBAIOINUN  (pparMeHT,
obnamaromye CTaOWIbHBIME  (U3NYECKUMM CBOIHCTBAMH, IPEBOCXOAINNE AHAJIOTH IO
CIOCOOHOCTH HAKATUTUBAThCS B OMYXOJIM M CIIOCOOHBIE CBA3BIBATHCS ¢ MyLMHOM moarumna SAC.
bojee KOHKpPETHO, T'YMaHHU3UPOBAHHOE AHTHTEIO MJIHM €r0 AHTUTCHCBSI3bIBAIOLIUI (hparMeHT,
KOTOpble HE TMOANAIOTCS JIETKO IEHATYpallMM WKW arperaudyd NP HarpeBaHUH U CIIOCOOHBI
cBs3bIBaThCS ¢ MyuuHoM mnoaruna SAC, a Takke I'yMaHU3UPOBAHHOE AaHTUTENIO WM €ro
AHTUTCHCBS3BIBAIOIIMNA (PArMEHT, JEMOHCTPUpPYIOIIHE Oojiee BBICOKYIO) AaKKyMYJSILUIO B
OIyXOJIEBOW TKAaHHU, YeM B HOPMAJIbHOW TKAaHHU, U CIIOCOOHBIE CBSI3BIBATHCS] C MYLIMHOM TTOATHUIIA
5AC.

Pemenue npobiieMbl

[0011] ABropbl HacTosiero W300peTeHUs] NMPOBEIH WHTEHCHUBHBIE HCCIIENOBAHHS B
NOTBITKE PELINTh BBIEYKA3aHHbIE NMPOOJEMBI M OOHAPYXHMIIHM, YTO MpobOjeMa MOXKET ObITh
pelneHa CIeAYIUMU CIIOCO0aMu.

[0012] To ecth HacToOsiee U30OPETEHHE OTHOCUTCS K CIICAYIOIEMY

[1] T'ymaHU3UpOBAHHOE AHTHUTEJO, CIOCOOHOE CBS3BIBAThC ¢ MyHuHOM noaTuna SAC u
coiepsKaliee Wi COCTOsIIee 13 BapuadeTbHON 00IaCTH TSDKEJON e, COCTOSIIEH 13

(1) amuuokucnotHo# mnocaenoBatenbHocT SEQ ID NO: 1, aMHHOKHCIOTHOM
IIOCJIENOBATEIbHOCTH, HMeroeli He MenHee 90% wmuu He MeHee 95% MIOEHTHYHOCTH IO
MOCJIEIOBATEIbHOCTH C aMUHOKHCJIOTHOM TMOCHIEA0BATEIbHOCTHIO, TpencTasienHoit B SEQ ID
NO: 1, umu amuHOkuciaoTHOH mnocnenosarenbHoctd SEQ ID NO: 1, B xotopoil yaanessl,
3aMeHeHbI Win no0aBieHbl He Oojiee 10 unu He Ooslee S aMUHOKHUCIIOT,

(2) amubHOKHCHOTHOM mnociaenoBarenbHocTy SEQ ID NO: 2, aMHUHOKHCIOTHOMH
IOCJIENOBATENIbHOCTH, HMerlleli He MeHee 90% wnu He MeHee 95% MOEHTHYHOCTU IO
MOCJIEAOBATEIbBHOCTH € aMHHOKHCIIOTHOM TocnenoBatenbHoCcThi0 SEQ ID NO: 2, wunmm
aMUHOKHUCIOTHON mnocnenoBaTenbHocTH SEQ ID NO: 2, B KOTOpOH ynajieHbl, 3aMEHEHbl WU
nobaneHsbl He Oosiee 10 wnu He Goslee S aMUHOKHUCIIOT,

(3) amumbOKkHcHOTHOM mociaenoBarenbHocTy SEQ ID NO: 3, aMHUHOKHCIOTHOH
MOCJIENOBATENIbHOCTH, HMerIell He MeHee 90% wmiuu He MeHee 95% MOEHTHYHOCTU MO
MOCJEAOBATEIbBHOCTH € aMHHOKHCJIOTHOM mocnenoBaTenbHocThio SEQ ID NO: 3, umm
aMUHOKHUCJIOTHON mnocnenoBaTenbHocTH SEQ ID NO: 3, B koTOpO#l ynaneHbl, 3aMEHEHbl WU
nobayieHsbl He Oosiee 10 i He Gosiee S aMUHOKHUCIIOT, UJIH

(4) ammHOKHCHOTHOM mociaenoBarenbHocTH SEQ ID NO: 4, aMHUHOKHCIOTHOH
MOCJIENOBATENIbHOCTH, HMerIneil He MeHee 90% wnum He MeHee 95% WMOEHTHMYHOCTH MO
MOCJEAOBATEIbBHOCTH € aMHUHOKHCJIOTHOM mocnenoBaTenbHocThi0 SEQ ID NO: 4, unum

aMUHOKHUCJIOTHOH nocnenoBaTenbHOCcTH SEQ ID NO: 4, B KOTOpOH ynajieHbl, 3aMEHEHbl WU



nobasnensl He Oonee 10 wim He Ooyee S aMUHOKHUCIIOT, U BapradebHON 00acTH JIETKOW IIeTIH,
COCTOsIIIIEN U3

(5) ammHOKHCHOTHOM mnociegoBarenpbHocT SEQ ID NO: 5, aMUHOKHCIOTHOH
MOCJEN0BATEIbHOCTH, uMeloleii He MeHee 90% wnum He MeHee 95% MAEHTUYHOCTH IIO
MOCJEAOBATEIbHOCTY € aMHUHOKHUCJIOTHONW mocnenosarenbHOCThi0 SEQ ID NO: 5, unum
aMHHOKHUCIIOTHON nocnenoBarenbHocT SEQ ID NO: 5, B kOTOpO# yaanieHbl, 3aMEHEHBI WIN
nobasjeHbl He Ooniee 10 wiu He Oosiee 5 aMUHOKHUCIIOT,

(6) amuHOKHCHOTHOM mocnenoBarenbHocTt SEQ ID NO: 6, aMHHOKHCIOTHOMU
IIOCJIENOBATENIbHOCTH, uMeroler He MeHee 90% wmnu He MeHee 95% WMOEHTUYHOCTH IO
MOCJEAOBATEIbHOCTH € aMHHOKHCJIOTHOM mocnenoBateabHocThio SEQ ID NO: 6, wm
aMuHOKHUCJIOTHON mocnenosatenbHocTd SEQ ID NO: 6, B koTOpOi ynajeHbl, 3aMEHEHbl WU
nobaeneHsbl He Oosiee 10 wnu He Goslee S aMHUHOKHUCIIOT,

(7) amuHokucioTHOU mocnenoBarenbHocTn SEQ ID NO: 7, aMUHOKHCIOTHOU
MOCJIENOBATENIbHOCTH, HMeIned He MeHee 90% wmuu He MeHee 95% MOEHTHYHOCTU MO
MOCJIEAOBATEIbBHOCTH € aMHHOKHCJIOTHOM TmocnenoBaTenbHocThio SEQ ID NO: 7, umm
aMuHOKHUCIOTHON mnocnenosatenbHocTd SEQ ID NO: 7, B koTOpOil ynajieHbl, 3aMEHEHbl WUJIH
nobasiieHbl He Oosiee 10 unu He Oosee 5 AMUHOKUCIIOT, WU

(8) amumHOkucioTHOUW mocnenoBarenbHocTn SEQ ID NO: 8, aMHUHOKHCIOTHOU

)
MOCJIENOBATENIbHOCTH, HMeIned He MeHee 90% wmim He MeHee 95% WMOEHTUYHOCTH MO
MOCEAOBATEIbBHOCTH € aMHUHOKHCJIOTHOM mocnenoBaTenbHocThio SEQ ID NO: 8, wunum
amMuHOKHUCIOTHOH mnocnenosaTenbHocTH SEQ ID NO: 8, B kOoTOpOil ynajieHbl, 3aMEHEHbl WUJIH
nobasneHsl He Oosee 10 win He Ooyiee S aMHUHOKHUCIIOT,

WJIH €r0 aHTUTe€HCBS3BIBAIOLINN (PparMeHT.

[0013] [2] 'ymMaHM3HPOBAHHOE AHTHUTEJIO WJIM €r0 aHTUT'€HCBS3BIBAIOIIUN (PPArMEHT MO
n.[1], roe BapuabenbHast 0O6JaCTh TSKEJIOHN IIENH COCTOUT U3

(1) amumuokucnotHoit mnocnenoBarenpHOocTH SEQ ID NO: 1, aMHUHOKHCIOTHOH

2

IOCJIENOBATENIbHOCTH, uMerolel He MeHee 90% wmnu He MeHee 95% WOEHTUYHOCTH IO

MOCJIEA0OBATEIbBHOCTH € aMHHOKHCJIOTHOM mocnenoBatenbHocThi0 SEQ ID NO: 1, wumm

2
amuHOkuCNOTHON mnocnenosatenbHocTH SEQ ID NO: 1, B koTOpoil ynajieHbl, 3aMEHEHbl WU
nobaeneHsbl He Oosiee 10 wnu He Goslee S aMUHOKHUCIIOT,

(3) amumuokucnotHO#M mocnenoBarenpHOCTH SEQ ID NO: 3, aMHHOKHCIOTHOH

,
MOCJIENOBATENIbHOCTH, HMeIed He MeHee 90% wmiu He MeHee 95% WOEHTUYHOCTU MO
MOCJIEAOBATEIbBHOCTH € aMHUHOKHCJIOTHOM TmocnenoBaTenbHocThio SEQ ID NO: 3, unmm
aMuHOKHUCIOTHON mnocnenosatenbHocTd SEQ ID NO: 3, B koTOpOil ynajieHbl, 3aMEHEHbl WUJIH
nodapneHbl He Oosiee 10 wnu He Gosiee S aMUHOKHUCIIOT, UJIH

(4) amumHOkucioTHOM mocnenoBarenbHocTn SEQ ID NO: 4, aMUHOKHCIOTHOU
MOCJIENOBATENIbHOCTH, HMeIned He MeHee 90% wnum He MeHee 95% WMOEHTUYHOCTH MO
MOCJEAOBATEIbHOCTH € aMHUHOKHCJIOTHOM mocnenoBaTenbHocThio SEQ ID NO: 4, unum
aMUHOKHUCIOTHON mnocnenosaTenbHocTd SEQ ID NO: 4, B koTOpOi ynajeHbl, 3aMEHEHbl WUJIH

nobasJiieHbl He Oonee 10 vy He Oosee 5 aMUHOKUCIIOT.



[0014] [3] 'ymMaHU3UPOBAaHHOE AHTHUTEJNO WM €r0 aHTUT€HCBS3BIBAIOINUN ()parMeHT Io
n.[1] wim n.[2], copeprkaliee Win COCTOSIIEE U3

(1) BapuabenbHON OONACTH TSKENOM LEMH, COCTOSINEH W3 aMHUHOKHUCIOTHOMN
nociienoBaresibHocTH SEQ ID NO: 1, aMHHOKHCIIOTHOH MOCJIEN0BATEIbHOCTH, UMEKOINEH He
meHee 90% wunn He MeHee 95% WAEHTUYHOCTH MO MOCJIENOBATENIbHOCTH C aMHHOKHCIOTHOM
nocnenosatebHOCTEI0 SEQ ID NO: 1, unu amuHOKHCIOTHYIO0 nocienoBarensHoctu SEQ ID
NO: 1, B xoTopol ynaneHbl, 3aMeHeHbl win nobaeieHel He Oonee 10 mmm He Oomee S
AMUHOKHCJIOT, U

(7) BapuabenpHON 00NACTH JIETKOW LEMH, COCTOSIINEH W3 aMHUHOKHCJIOTHOH
nociienoBarenbHocT SEQ ID NO: 7, aMHHOKUCIIOTHOH IIOCJIEN0BATEILHOCTH, UMEIOIIEH He
MeHnee 90% unu He MeHee 95% WASHTHUYHOCTH MO TMOCJIENOBATEIBHOCTH C AMUHOKHCIIOTHOM
nociienoBateibHOCTEI0O SEQ ID NO: 7, unu aMHHOKHCIOTHOH mociaenoBateabHocTu SEQ ID
NO: 7, B kOTOpOil ymajneHo, 3ameHeHO wiu nobaBneHo He Oosnee 10 wiam He Oonee S
AMUHOKUCJIOT.

[0015] [4] T'ymMaHU3UPOBAaHHOE AHTHUTENO WM €r0 aHTHUT'€HCBS3BIBAIOIIUN (PPArMeHT Mo
n.[1] wim n.[2], copeprkaliee Win COCTOSIIEE U3

BapraOenbHOW  OONACTHM  TSDKENOHW  Lemu, COCTOsIed W3 ~ aMHUHOKHCJIOTHOU
nocnenosatenbHocTH SEQ ID NO: 1, u BapuabenpHOM 00acTH JIETKON LIEMH, COCTOSIICH U3
aMHHOKHUCJIOTHOH nociengoBarenbHocTd SEQ ID NO: 5.

[0016] [S] I'ymMaHU3UpPOBaHHOE AHTHUTEJNO WM €r0 aHTHUT'€HCBS3BIBAIOIIUN (PPArMeHT 110
n.[1] wim n.[2], copepkaliiee Win COCTOSIIIEE U3

BapraOenpbHOW  OOJACTHM  TSDKEJNOH  Lemu, COCTOsield W3 ~ aMHUHOKHCJIOTHOU
nocnenosarenbHocTH SEQ ID NO: 1, u BapnaOenbHOM 00nacTy JIETKON LIEMH, COCTOSIIEH U3
aMHHOKHUCIIOTHOH nocnenoBaTeabHocTr SEQ ID NO: 6.

[0017] [6] 'yMaHM3MpPOBAaHHOE AHTHUTENO HMJIHM €r0 aHTHUIC€HCBA3BIBAOLIMN (PpPArMEHT IO
arobomMy 13 myHKTOB [1]-[3], comepskaliiee uiik COCTOsIIIEE U3

BapualOebHOW  OONACTH  TSDKENOHW  Lenmu, COCTOsed M3 ~ aMUHOKHCJIOTHOMU
nocnenosatenbHocTd SEQ ID NO: 1, u BapuaOenbHOI 001acTH JIETKOH LIENU, COCTOSIIEH U3
aMHHOKHUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 7.

[0018] [7] T'ymMaHU3UPOBAaHHOE AHTHUTENO MJIU €r0 aHTHIE€HCBS3BIBAIOINUN (hParMeHT IO
n.[1] wm n.[2], copeprkaliee Win COCTOSIIEE U3

BapuaOenpbHOW  OOJNACTH  TSDKENOHW  Lemu, COCTOsield W3 ~ aMUHOKHCJIOTHOU
nocnenosarenbHocTH SEQ ID NO: 1, u BapuaOenpHOM 00MacTH JIETKOH LEMH, COCTOSIIEH M3
aMUHOKUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 8.

[0019] [8] 'yMaHU3UPOBAaHHOE AHTHUTENO WA €r0 aHTHUT€HCBS3BIBAOIIUN (PPArMeHT 10
n.[1] wim n.[2], cogeprkaliiee Win COCTOSIIEE U3

BapraOenpbHOW  OOJIACTH  TSDKEJNOH  Lenmu, COCTOsIeld W3 ~ aMHUHOKHCJIOTHOU
nocnenosatenbHocTH SEQ ID NO: 3, u BapuaOenbHOM 007acTH JIETKON LIEMH, COCTOSLICH U3
aMHHOKHUCJIOTHOM nociegoBarenbHocTH SEQ ID NO: 5.

[0020] [9] I'ymMaHU3UpPOBaHHOE AHTHUTEJNO WM €r0 aHTHUT'€HCBS3BIBAIOIIUN (PParMeHT 1o



n.[1] wim n.[2], copeprkaliee Win COCTOSIIEE U3

BapraOenbHOW  OOJIACTH  TSDKEJNIOH  Lenmu, COCTOsIeld W3  aMHUHOKHCJIOTHOU
nocnenosarenbHOCcTH SEQ ID NO: 3, u BapuaOenbHOM 00nacTy JIETKOH LIeMH, COCTOSIIEH U3
aMHHOKHUCJIOTHOM nociengoBarenbHocTH SEQ ID NO: 6.

[0021] [10] 'ymMaHU3MPOBAaHHOE AHTUTENIO WM €r0 aHTUTCHCBSI3bIBAIOIINI (PParMeHT 110
n.[1] unmu n.[2], comeprkaliee UM COCTOSLIEE U3

BapuabenpbHONW  OONAaCTH  TSDKENOH — 1erM, COCTOseHd W3  aMHUHOKUCJIOTHOH
nocnenosatenbHocTd SEQ ID NO: 3, u BapuaOenbHOM 007acTH JIETKOH LIEMH, COCTOSIIEH U3
aMHHOKHUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 7.

[0022] [11] T'yMaHU3MPOBAHHOE AHTUTENIO MJTH €r0 AHTUTEHCBSI3bIBAOIINK (PPATMEHT 1O
n.[1] wm n.[2], copepkaliee Wi COCTOSIIIEE U3

BapualOenbHOW  OONACTH  TSDKENOH  Lemu, COCTOSImed W3 ~ aMHUHOKHCJIOTHOMU
nocnenosarenbHocTH SEQ ID NO: 3, u BapualenpHOU 00JacTH JIETKOH LIETH, COCTOSIIEH W3
aMUHOKUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 8.

[0023] [12] 'yMaHU3HPOBAHHOE AHTUTENIO WJIH €r0 aHTUTCHCBSI3BIBAOIINKI (PPArMEHT IO
n.[1] wm n.[2], copeprkaliee Wi COCTOSIIEE U3

BapuaOenpbHOW  OONACTH  TSDKEJNOH  LemW, COCTOSImeld W3 ~ aMHUHOKHCJIOTHOU
nocnenosatenbHOCcTH SEQ ID NO: 4, u BapuaOenpHOU 00JacTH JIETKOH LEMH, COCTOSIIEH M3
aMHHOKHUCJIOTHOH nociengoBarenbHocTd SEQ ID NO: 5.

[0024] [13] 'yMaHU3HPOBAHHOE AHTUTENIO WM €r0 aHTUTCHCBSI3BIBAOIIHKI (PPArMEHT IO
n.[1] wim n.[2], copepkaliiee Win COCTOSIIIEE U3

BapraOenpbHOW  OOJACTHM  TSDKEJNOHW  Lenmu, COCTOsield W3 ~ aMHUHOKHCJIOTHOU
nocnenosarenbHOCTH SEQ ID NO: 4, u BapnaOenbHOM 00nacTy JIETKON LIEMH, COCTOSIIEH U3
aMHHOKHUCIIOTHOH nocnenoBaTeabHocTr SEQ ID NO: 6.

[0025] [14] ['yMaHM3MPOBAHHOE AHTUTEJNIO MM €r0 AHTHUICHCBSI3bIBAIOLINI (PPATMEHT IO
n.[1] wim m.[2], copepkaliee Win COCTOSIIIEE U3

BapualOebHOW  OONACTH  TSDKENOHW  LEnmu, COCTOsed M3 ~ aMUHOKHCJIOTHOU
nocnenosatenbHocTH SEQ ID NO: 4, u BapuabenbHOI 001acTH JIETKOH LIENU, COCTOSIIEH U3
aMHHOKHUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 7.

[0026] [15] I'yMaHU3MPOBAHHOE AHTUTENIO WJTH €r0 aHTUTSHCBSI3BIBAOIINI (PPArMEHT 1O
n.[1] wm n.[2], copeprkaliee Win COCTOSIIEE U3

BapuaOenpbHOW  OOJNACTH  TSDKENOHW  Lenmu, COCTOseld W3 ~ aMUHOKHCJIOTHOU
nocnenosarenbHocTH SEQ ID NO: 4, u BapuaOenpHOM 00NacTH JIETKOH LEMH, COCTOSIEH H3
aMUHOKUCJIOTHOH nocienoBarenbHocTd SEQ ID NO: 8.

[0027] [16] 'yMaHU3HPOBAHHOE AHTUTENIO WJIH €r0 aHTUTCHCBSI3BIBAIOIIHK (PPArMEHT IO
mobomy wu3 myHkTOB [1]-[15], rme aHTUTENO WM AHTHIEHCBS3BIBAIOIUMNA (parMeHT
NpeACTaBisieT COOOM  BBIAGNIEHHOE AHTUTENO WM BBIIEJICHHBIH aHTUTCHCBSI3bIBAKO LM
¢dparmeHT.

[0028] [17] 'yMaHU3HPOBAHHOE AHTUTENIO WM €r0 aHTUTCHCBSI3bIBAOIIHNKI (PPAarMeHT IO

nrobomy u3 myHKTOB [1]-[16], roe aHTuTENno mpencraBisieT cOOOH MONHMKIOHAIBHOE AHTUTENO



VI MOHOKJIOHAJIBHOE aHTUTEO.

[0029] [18] T'ymanm3upoBaHHOE aHTHTENO MO JiroOomy u3 myHKTOoB [1]-[17], rHe
aHTUTENIO UMeeT Haubosiee JacThlil pasmep yactul (quamerp pexuma Pkl) e Gonee 20 HM, He
Oonee 15 uM, He Oonee 12 HM, He Oojiee 11 HM uau He Oonee 10 HM.

[0030] [19] T'ymanmsupoBaHHOe aHTHTENO MO MoOomy u3 myHkToB [1]-[18], rme
AHTUTEJIO MMeeT CpenHIo Temnepatypy neHarypauuu (Tml) ne menee 50°C, He menee 55°C,
He MeHee S6°C, He menee S7°C, He menee 58°C, He menee 59°C unu He meHee 60°C.

[0031] [20] T'ymanusupoBaHHOe aHTHTENO MO JoOoMy u3 mnyHkToB [1]-[19], rme
aHTHUTENIO UMeeT TemriepaTypy Havana arperaiuu (Tagg) ve menee 50°C, He menee 55°C, He
MeHee 60°C, He meHee 61°C, He meHee 62°C, He meHee 63°C, He meHee 64°C uIu HEe MeHee
65°C.

[0032] [21] 'yMaHU3UPOBAHHOE AHTHUTENO MO JOOOMY m3 MyHKTOB [1]-[20], umeromee
AKTUBHOCTH CBS3BIBAHUS in vitro ¢ MyuuHoM noaruna SAC, CpaBHUMYIO WJTH MPEBBIMIAOIIYIO
aAKTUBHOCTb XMMEPHOI'O aHTHUTEJIA.

[0033] [22] 'ymMaHU3UPOBAHHOE AHTUTENO TO JroOoMmy m3 myHKTOB [1]-[21], roe ero
HaKOIUIEHUE B OMyXOJEBOM TKaHM, SKCIIpeccupyromei Myuus noartuna SAC, He meHee yeMm B 10
pas, He MeHee ueM B 11pa3, He MeHee yeM B 12 pas3, He MeHee 4eM B 13 pa3, He MeHee ueM B 14
pas3, He MeHee 4eM B 15 pa3s, He MeHee 4eM B 16 pa3, He MeHee 4eM B 17 pas3, He MeHee 4eM B 18
pas, He MeHee 4eM B 19 pa3 unu He MeHee 4eM B 20 pa3 NpeBbIIaeT HAKOIUJICHUE B TKAHU [TEYEHU
yepe3 7 JHEU MOCie BBEACHUs] aHTUTENA.

[0034] [23] 'ymMaHU3UPOBAHHOE AHTUTENIO TO JoOOMy u3 MyHKTOB [1]-[22], rme ero
HAKOIUIEHUE B OMyXOJEBOM TKaHM, SKcIpeccupyromei Myuus noaruna SAC, He meHee uem B 10
pas, He MeHee 4eM B 11 pa3, He MeHee yeM B 12 pa3, He MeHee 4eM B 13 pa3, He meHee yeM B 14
pa3, He MeHee 4eM B 15 pas, He MeHee ueM B 16 pa3 wiu He MeHee 4eM B 17 pas, mpeBbllIaeT
HAKOIUIEHUE B TKAHU MOYKHU Yepe3 7 JHEH MOocie BBeIEeHUs aHTUTENA.

[0035] [24] Kommo3unus, comepskaiias I'yMaHH3UPOBAHHOE aHTHUTENIO IO JIIOOOMY W3
nyHKTOB [1]-[23] Uy ero aHTUT€HCBS3BIBAIOIINIM (hPATMEHT.

[0036] [25] <PapmaneBTHYEeCKas KOMIIO3HMLMS, COAepKallasi T'yMaHHU3UPOBAHHOE
AQHTUTENIO MO JIOOOMy u3 TyHKTOB [1]-[23] mnm ero aHTUreHCBSI3BIBAKOIIUN (QparMeHT |
(apMaeBTHYECKH TPHEMJIIEMbII HOCUTEb.

[0037] [26] dapMaLeBTUYECKAS KOMITO3ULIUS st JIeYeHUs paka,
CBepXIKCIpeccupyroinero MyuuH noaruna SAC, coneprkainas r'yMaHU3UPOBAHHOE aHTUTEJO IO
mobomy u3 MyHKTOB [1]-[23] wnm ero aHTHUreHCBsi3bIBatOUil (parMeHT U (apMaleBTHUECKH
MPUEMIIEMBI HOCUTED.

[0038] [27] ®apmaneBTHYeCcKass KOMIIO3UIMS MO 1.[26], rae pak MpeacTaBisieT coOOi
pak MOMKENyIOYHOM JKEJNe3bl, PAK LIMTOBUIHOM JKEJE3bl, PaK MEYEHHU, KOJOPEKTAIbHBIN PakK,
paK SKeNIyAKa, paKk ypoTenus, paKk MOJOYHOM >KeJe3bl, pak LIeHKH MAaTKH, PaK sIUYHUKOB,
KapLUHOMY SHIOMETPHS MU PaK >KETUHBIX IPOTOKOB.

[0039] [28] PapmaueBTHYecKasi KOMIO3UIMA 1Mo 1.[27], TAe pak MpPeacTaBysieT COOOM

paK MOJKENyJOUHOM JKeJe3bl.



[0040] [29] Koubrorar  aHTUTENO-JIEKAPCTBEHHOE  CPEACTBO,  COMEPIKAIlIMM
I'YMaHU3HPOBAHHOE AHTUTEINO IO JF0OOMY M3 MyHKTOB [1]-[23] unm ero aHTUreHCBA3BIBAIOIINI
(dparMeHT, U JIEKapCTBEHHOE CPEICTBO, HCIIOJNb3YeMOEe AN AMArHOCTHKH W/WIH JIEYEeHUS,
KOTOpPO€ KOHBIOTMPOBAHO C HUM.

[0041] [30] Konbloratr aHTUTENO-JIEKAPCTBEHHOE CPEACTBO MO 11.[29], rae IeKapCTBEHHOE
CPEeNCTBO MpeAcTaBisieT COOOH TOKCHH, (PIyOopecLeHTHO-MeTslIee BELIeCTBO, JEKapCTBEHHOE
CPEACTBO HA OCHOBE HYKJIEHMHOBOW  KHUCJIOTBI, BHUPYCHBII BEKTOpP, HAHOYACTHULLY,
HU3KOMOJIEKYJISIPHOE JIEKAPCTBEHHOE CPEACTBO UM LIUTOKHH.

[0042] [31] Konbrorat aHTUTENO-JEKapCTBEHHOE CcpenacTBo 1o 1.[29] wmu m.[30], roe
I'YMaHU3UPOBAHHOE AHTUTEJIO MJHM €r0 aHTHUIEHCBS3bIBAOIIMI (parMeHT U JieKapCTBEHHOE
CPEICTBO COEIMHEHbI THHKEPOM.

[32] KonbroraT aHTUTENO-IEKAPCTBEHHOE CPpencTBO Mo 1.[31], rae TUHKEp MpencTaBseT
co0Ol ONMH MJIM HECKOJIBKO JIMHKEPOB, BBIOPAHHBIX M3 TPyMIbl, coctosmen nu3 13 -nmuHkepa,
MaJeMMUAHOTO JuHKepa, PAS-unmupoBannoro nuHkepa, HES-unmpoBanHoro nuHkepa,
ouc(cyb(h OCYKIIMHUMUIUIT)CyOepaTHOTO JIMHKepa, IMHKEpA Ha OCHOBE HYKJICMHOBOH KHUCJIOTHI,
NEeNTUIHOTO JIMHKEPA, CHJIAHOBOI'O JIMHKEpA, MOJUCAXapUAHOTO JIMHKepa, JUHKEpa, KOTOPbIH
SIBJIIETCSL TEPMOUYYBCTBUTENIbHON MM 4yBCTBUTENbHON K obmydenuto (MK, omwkueit UK, YO)
CBSI3bIO,  JIMHKEpa, KOTOpBI  mpencraBiser  cobolt  pH-uyBCTBUTENBHYIO  CBSI3b,
TUJIPOJUTUYECKOTO JIMHKEpPA U JIMHKEpa, MOJy4YEHHOrO IyTE€M KOBAJEHTHOIO CBSI3bIBAHUS,
aMUJHOTO CBSA3BIBAHUS, IPHCOEAUHEHUs K YIVIEPOA-YIJIEPOJHON MHOMKECTBEHHON CBS3H,
LIUKJIONPUCOEANHEHUsT XyCreHa K a3uIOaNKuHy, peakinu Juibca-Anbaepa, AUCYIbQUIHOTO
CBSI3bIBAHUS, NMPUCOEAUHEHUsT MUXasJis, CHJIAHOBOTO CBSI3bIBAHUS, PEAKLUU HYKJIEO(QUIBHOTO
PACKpBITHS KOJIbLIA YPeTaHa, 3TIOKCHA, HEalIbI0JIbHOTO KapOoHMIIa U peakuuu 1,3-TunossipHOro
IIPUCOEANHEHNS WIH PEAKLUU LIUKJIONPUCOEANHEHUs, TAKON KaK TO3UIUPOBAHUE.

[0044] [33] ®apmaueBTHuecKas KOMITO3ULMS, COAeprKaIlas KOHBIOraT aHTUTENO-
JIEKAPCTBEHHOE CPEACTBO MO JIOOOMY 13 MyHKTOB [29]-[32] u dapmManeBTUYECKH MPUEMIIEMbIi
HOCUTEJIb.

[0045] [34] HykneuHoBass KHCJIOTa, KOAUPYIOLIAas T'YMaHU3UPOBAHHOE AHTUTENO IIO
nrobomy u3 myHKTOB [ 1]-[23].

[0046] [35] DxcripecCHOHHBIN BEKTOP, COMAEPKAINI HYKJIEMHOBYIO KHCIIOTY 110 11.[34].

[0047] [36] KneTka-x03s11H, coAepIkalas 3KCIPeCCUOHHBIN BEKTOP Mo 1m.[35].

[0048] [37] Criocob mony4eHusi T'yMaHH3UPOBAHHOTO aHTUTENA IO JTFOOOMY U3 MyHKTOB
[1]-[23] unn ero aHTUTEHCBSI3BIBAIOIIETO (DparMeHTa, BKIFOYAO NI B ce0st

(1) sTam BcTpaMBaHUS HYKJIEHMHOBOW KHCJIOTBI, KOAUPYIOLIEH TI'yMaHH3UPOBAaHHOE
AHTUTEJIO, WM €r0 aHTUTEHCBSI3bIBAIOLIETO (PparMeHTa B 3KCIIPECCHOHHBIN BEKTOP,

(2) sTanm BBenmeHHs BBINEYIIOMSHYTOH HYKJIEHMHOBOW KHCJIOTBI B KJIETKY-XO3SHMHA C
MOMOLIBIO 3KCIIPECCUOHHOIO BEKTOPA, COAEPIKALIEero HyKJIeMHOBYIO KUCIIOTY,

(3) aTanm KyNBTUBHUPOBAHMS KJIETKU-XO35IMHA, COlePrKallel SKCIIPECCUOHHBIN BEKTOp, U

(4) sTanm BBIIENEHUS T'YMAHU3UPOBAHHOTO AHTHUTENA WJIM €r0 aHTUT'€HCBS3BIBAIOILErO

(dparmeHTa U3 cyrnepHaTaHTa KyJbTYPhl KJIETKH-XO035IMHA IIyTeM OYUCTKH XpomaTtorpaduei.



[0049] [38] [IpuMmeHEeHHE TYMaHU3UPOBAHHOIO aHTHTENA IO JIIOOOMY M3 MyHKTOB [1]-
[23] mnM ero aHTUIEHCBS3bIBAOLIETO (parMeHTa IMPH MOJYYEHUH KOMIO3MLUHU MO 1.[24],
(dapMaLeBTHYECKON KOMITO3UIMHU 1O JitoOoMy m3 NyHKTOB [25]-[28] m [33], wim koHBIOTATa
AHTHUTEJIO-JIEKAPCTBEHHOE CPEICTBO MO JII0OOMY M3 yHKTOB [29]-[32].

[0050] [39] Criocob oueHku ypoBHsI dkcmpeccun MyiLuHa noxaruna SAC B KJIETKe I
TKaHU, BKJIFOYAIOIIHI B CeOsI

(1) oram monydyeHHs ~ MEYEHOrO T'YMAaHHU3UPOBAHHOIO  aHTHTENAa WM  €ro
AHTUTCHCBS3BIBAIOIIETO (pparMeHTa MyTeM MPUKPEIVICHUsS METKH K TyMaHU3UPOBAHHOMY
aHTHUTENy MO JIFOOOMy U3 TyHKTOB [1]-[23] uiu ero aHTHUIreHCBS3BIBAIOIIEMY (DparMeHTty, rie
MIO3BOJISIET OOHAPYKUBATh AHTHTEJIO HJTH €r0 aHTUTCHCBS3BbIBAOIIHIA (PPArMEHT,

(2) sTan KOHTaKTa KJETKH WIH TKAHU C MEYEHBIM T'YMAHU3HPOBAHHBIM AHTHTEJIOM MU
€r0 aHTUTEHCBS3bIBAOIINM (pparMeHTOM, U

(3) sTan u3MepeHust KOJMYECTBA METKH, CBSI3AHHOH C KJIETKOHM MJIM TKaHBIO, U OLIEHKU Ha
OCHOBE 3TOr0 YPOBHsI 3Kcmpeccuu MyuuHa noartuna SAC, sKcrnpeccupyeMoro B KJETKE WU
TKaHH.

[0051] [40] TepameBTHYECKMI areHT IJis JICYEHHUS paka, CBEPXIKCIPECCHPYIOLIETO
myuuH nontuna  SAC, comepxkamuii  3((eKTHBHOE KOJMUYECTBO  (hapManeBTUYECKOi
KOMITO3UIINH, CONEpsKallel T'YMaHU3HPOBAHHOE aHTHUTENO MO JIFoOoMy 3 myHKTOB [ 1]-[23] nmu
€r0 aHTUTCHCBS3BIBAIOIIUN ()ParMeHT, WM KOHBIOTAT AHTUTENIO-JIEKAPCTBEHHOE CPEACTBO IO
mobomy u3 myHKTOB [29]-[32] u papmaneBTHUECKN TIPUEMIIEMBIN HOCUTEIIb.

[0052] [41] TepanmeBTuueckuil areHT Ajisl JieueHus paka no 1.[40], rae JekapCTBEHHOE
CPEACTBO CHI)KAET KOJMYECTBO PAKOBBIX KJIETOK W/UJIM YMEHBIIAET pa3Mep OIMyXOJIH.

[0053] [42] Criocob u3mepeHust 00bemMa paka, CBepXIKCIPECCUPYIOIIEr0 MYLIHUH MOITHUIIA
5AC, y cyObekTa, BKIIOUArOIuii B ceOst

(1) otanm mosmyuyeHus MEYEHOrO  IYMAaHU3UPOBAHHOIO  AHTUTENAa MM €ro
AHTUTCHCBS3BIBAIOIIETO (pparMeHTa MyTeM TMPUKPEIVICHUS METKH K TyMaHU3UPOBAHHOMY
aQHTHUTENy MO JIIOOOMy 3 MyHKTOB [1]-[23] uam ero aHTHUreHCBsA3bIBAKOIEMY (DparMeHTy, rie
METKa MO3BOJISIeT OOHAPYKUBATh AHTUTEJ HJIH €r0 aHTHI€HCBSI3bIBAIOLINH ()parMeHt,

(2) osTam KOHTakTa TKaHU CyOBEKTAa M HOPMAJIBHOH TKAaHM C MEYEHBIM
I'YMaHU3UPOBAHHBIM aHTUTEJIOM WJIH €r0 aHTUTEHCBSI3bIBAIOIINM (PparMeHTOM,

(3) sTam u3MepeHUs KOJIMYECTBA METKH B TKAHU CYObEKTa M HOPMAJIbHOW TKaHH, U

(4) osTam CcpaBHEHHS KOJHMYECTBA METKH, HM3MEPEHHOTO B TKaHU CyOBEKTa, CO
CTaHIAPTHBIM KOJMYECTBOM, KOTOPOE MPENCTABJISAET COOONH KOJMUECTBO METKH, U3MEPEHHOE B
HOPMaJIbHOH TKaHHW, M 3Tall HU3MEpEeHuss oO0beMa pPaKkOBOW TKAaHM B HYACTH TA€ KOJHYECTBO,
U3MEPEHHOE B TKAHU CYOBEKTA, MPEBBIIIAECT CTAHAAPTHOE KOJIMYECTBO.

[0054] [43] Cmoco® AMAarHOCTUKM TOTO, TOPa)KeH Jin CyOBEeKT  pakowm,
CBEpPX3KCIpeccupyromuM MyuH noaruna SAC, Bximodaromuil B cedst

(1) otam momyuyeHHUs  MEYEHOrO0 IYMAHU3UPOBAHHOIO  aHTUTENa MM  €ro
AHTUT€HCBSA3BIBAIOIIETO (pparMeHTa IyTeM MPUKPEIJIEHUs METKH K TI'yMaHU3HPOBAHHOMY

aHTHUTENy MO JoOoMy u3 MyHKTOB [1]-[23] mim ero aHTHreHCBs3bIBaroIEeMy (pparMeHty, rie
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NIO3BOJIsIET OOHAPYKUBATH AHTUTEJIO WIIM €r0 aHTUIE€HCBSI3bIBAIOIINN (hparMeHt,

(2) sTan KOHTaKTa KJIETKU WM TKAHU CYObEKTa W HOPMAIBHON KJIETKH WM TKaHU C
MeUEHbIM I'yYMaHU3UPOBAHHBIM aHTUTEJIOM WJIM €r0 aHTUT€HCBSI3bIBAIOIUM (PparmMeHToM,

(3) sTanm u3MepeHHs KOJNMYECTBA METKH B KJIETKE MM TKAaHU CyObeKTa U HOPMAJBbHOM
TKaHH, U

(4) sTan cpaBHEHMs KOJMYECTBA METKH, U3MEPEHHOTO B KJIETKE WIIM TKAHU CyOBEKTa, CO
CTAH/APTHBIM KOJIMYECTBOM, KOTOPOE MPEACTaBJIsAeT COOOI KOJMYECTBO METKH, M3MEPEHHOE B
HOPMAJIbHOM KJIETKE WJIM TKaHH, M, KOTJIa KOJIMYECTBO METKH, H3MEPEHHOE B KJIETKE WJIM TKaHHU,
CcyObeKTa 3HAYUTEBHO OOJbIIE, YeM CTAHAAPTHOE KOJIMYECTBO, CTABUTCS TUATHO3, YTO CYOBEKT
MOpakeH PakoM, CBEPXdKCIpeccCUpyromuM MyuH noaTtuna SAC.

[0055] [44] Criocob o m.[42] unu m.[43], rne 3Tam KOHTAKTa MPOBOMSIT in Vitro.

[0056] [45] Crniocob u3mepeHust o0bemMa paka, CBEPXIKCIPECCUPYIOIIEro MYIIUH MOATHITA
5AC, y cyObekTa, BKIIFOUAOIINN B ceOst

(1) »>Tam TONY4YEHHS  MEUYEHOro TIyMAaHHW3MPOBAHHOIO  AaHTHUTENA WM €ro
AHTUTeHCBS3BIBAIOIIETO (parMeHTa IyTEeM TMPHUKPEIICHUs METKH K T'yYMaHH3UPOBAHHOMY
AQHTHUTENy MO JIOOOMy U3 TyHKTOB [1]-[23] Uiy ero aHTHUTreHCBS3BIBAIOIIEMY (pparMeHty, rie
METKa MMO3BOJIsIET OOHAPYKUBATh AHTUTEJIO WM €r0 AHTHI€HCBSI3bIBAIOLINH (PparMeHT,

(2) osran oOOHapyXeHMS METKH B TKaHH CyOBEKTa, KOTOPOMY BBOIST MEUYEHOE
I'YMaHU3UPOBAHHOE AHTUTEJIO UJTH €r0 AaHTUT€HCBS3BIBAIOIIUN (PPArMEHT, U

(3) sTam m3MepeHuss odbemMa 4acTH, B KOTOPOH Ha BBILIEYNOMSHYTOM 3Tare (2) ObLIo
OOHAapy’k€HO  HAKOIUJIEHHE  MEUYeHOro  TI'yYMAaHM3HUPOBAHHOTO  aHTHTENa WM €ro
AHTUT€HCBS3BIBAIOLIETO (hparMeHTa.

[0057] [46] Cnoco6 nOHArHOCTUKM TOrO, TOpPaKeH JIH CYOBEKT  pakom,
CBEPXIKCIpecCUpyomuM MyuH noaruna SAC, Bkirovaromuii B ceds

(1) oram monydyeHHMs ~ MEYEHOrO T'YMAaHHU3UPOBAHHOIO  aHTHTENA WM  €ro
AHTUTCHCBS3BIBAIOIIETO (pparMeHTa MyTeM TMPUKPEIVICHUS METKH K TyMaHU3UPOBAHHOMY
aQHTHUTENy MO JIF0OOMy U3 TyHKTOB [1]-[23] Ui ero aHTHUIreHCBs3BIBAaIOIIEMY (pparMeHTty, rie
METKa MO3BOJISIET OOHAPYKUBATh AHTUTEJ HJIH €r0 AHTUTCHCBS3BIBAIOIIHNA (PPArMEHT,

(2) sran oOOHapyXeHHMs METKM B TKaHH CyObeKTa, KOTOPOMY BBOIST MEUYEHOE
I'YMaHU3HPOBAHHOE AaHTUTEJIO MJIH €r0 AaHTUTCHCBS3BIBAIOIIUN (PPArMEHT, U

(3) sTan AWMArHOCTHKHU TOTO, YTO CYOBEKT MOPAXKEH PAKOM, CBEPXIKCIIPECCHUPYIOLIUM
myuuH noaruna SAC, npu oOHapy)KEHHUH HAKOIUIEHUS! MEUYEHOI'O T'YMAaHH3UPOBAHHOTO aHTUTENA
WJIH €r0 aHTUTE€HCBS3BIBAIOIIErO (hparMeHTa B TKAaHU CyOBEKTa Ha BBIMIEYIIOMSHYTOM 3Tare (2).

[0058] [47] Criocob mo m.[45] wmu 1.[40], OTIMYAIOIIHIACS TEM, YTO 3Tar OOHAPYKEHHSI
MPOBOJIAT in Vitro.

[0059] [48] Cmocob nedenmsi paka, CBepXdKCHpeccUpyroero mMyuuH mnonaruna SAC,
BKJIFOUAIOLINI B ceOst BBeneHne 3P (EeKTUBHOrO KOJUYECTBA (hpapMalleBTHUECKONH KOMITO3HIINY,
colepskamel TyMaHU3MPOBAHHOE AaHTUTENO To JroboMy u3 mnyHKTOB [1]-[23] wmm ero
AHTUTeHCBSA3BIBAIOIIMN (PparMeHT M (apMaleBTHUECKH IPUEMIIEMbIi HOCHTENb CYOBEKTY,

MOPAKEHHOMY PAKOM.
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[0060] [49] Crnocob mo m.[48], KOTOPBIH CHIKAET KOJHMYECTBO PAKOBBIX KIJIETOK W/WJIH
YMEHBIIAET pa3Mep OMyXOJH.

[0061] [50] Cmoco® AMAarHOCTUKM TOTO, TMOPaXXeH JiM CyOBEeKT  pakom,
CBEpXdKCIpeccupyromuM MyiuH noaruna SAC, Bkiovaromui B cedst

(1) »ram moJy4YeHHs  MEUEHOro TIYMAaHU3UPOBAHHOIO  aHTUTENAa WM €ro
AHTUTCHCBS3BIBAIOIIETO (pparMeHTa MyTeM TMPUKPEIJICHUs METKH K TyMaHU3UPOBAHHOMY
aHTUTENy MO JE0OOMY M3 MyHKTOB [1]-[23] mim ero aHTUTreHCBS3bIBAIOIIEMY (PAarMEHTy, TIe
METKa MO3BOJISIeT OOHAPYKUBATh AHTUTEJIO WJIH €r0 AaHTUT€HCBS3bIBAIOIIUH (parMeHT,

(2) aTam cOopa KJIETOK WJIM TKaHEH Y CyObeKTa U 3I0POBOT0 CYyObeKTa,

(3) aTam KOHTaKTa KJIETKH WU TKAHU C MEYEHBIM I'YMAHU3MPOBAHHBIM AHTUTEJIOM WU
€ro AaHTUTE€HCBSI3BIBAIOLINM (PPArMEHTOM,

(4) sTam u3MepeHus KOJIMYeCTBA METKHU B KJIETKE WJIH TKAHU, U

(5) aTam OUArHOCTHKU TOTO, YTO CYOBEKT MOPAKEH PAKOM, CBEPXIKCIPECCHPYIOLINIM
myuuH noaruna SAC, Korma KOJMMYeCTBO METKU, M3MEPEHHOE B KJIETKE WMJIM TKAaHU, B3STOU Y
CyObeKTa, 3HAUUTENIbHO MPEBBINAET KOJMYECTBO METKH, W3MEPEHHOE B KJIETKE WJIM TKaHH,
B35ITOM y 3JJOPOBOT0O 4€JIOBEKA.

[0062] [51] Cmoco® AMAarHOCTHKM TOTO, TOpa)KeH Jin CyOBEeKT  pakom,
CBEPX3KCIpeccupyromuM MyuH noatuna SAC, BKIOUaromui B ce0st

(1) oram mONy4YeHHS  MEYEHOro TIyMAaHU3WPOBAHHOIO  aHTUTENAa WM €ro
AHTUTEHCBS3BIBAIOIIETO (parMeHTa TMyTeM TMPUKPEIUICHHSI METKH K TI'YMaHU3HPOBAHHOMY
AHTHUTENy MO JI0OOMy W3 MyHKTOB [1]-[23] Ui ero aHTHUIeHCBS3BIBAIOIIEMY (pparMeHry, rie
MeTKa M03BOJIsIET OOHAPYKUBATh AHTUTEJIO WM €r0 AHTUI€HCBSI3bIBAIOLINH (PparMeHT,

(2) oran BBemeHHs CyOBEKTy MEYEHOrO TIYMaHHM3MPOBAHHOTO AaHTHUTENA WM €ro
AHTUTEHCBSI3BIBAIOIIETO (PparMeHTa,

(3) sTanm oOHapy KEeHUs] METKH B TKAHHU CYObEKTa, U

(4) sTan AWArHOCTMKH TOTO, YTO CYOBEKT MOPa)KeH PAaKOM, CBEPXIKCIIPECCHUPYIOLIUM
myuuH noaruna SAC, mpu oOHapyKEHUU HAKOIUIEHUsS] MEYEHOr0 I'yMaHU3UPOBAHHOTO aHTUTENA
WJIM €r0 aHTUTE€HCBS3BIBAIOIIErO (hparMeHTa B TKAHU CyObEeKTa Ha BBIMIEYITOMSIHYTOM 3Tare (3).

[0063] [52] Cmocob neueHust paka y CyObekTa, y KOTOPOTrO IAHATHOCTUPOBAH pakK,
cBepxaKcnpeccupyromuid myuus noaruna SAC, cnocobom 1o 1.[50] wiu m.[S1], BKITFOYArO IIHid
B ce0si aTam BBeneHUs1 CyobekTy 3(h(PeKTUBHOrO KoMm4yecTBa (papMareBTHIeCKOW KOMITO3UIIH,
colepskaliel TyMaHU3MPOBAHHOE AaHTUTEIO To JroboMy w3 myHKTOB [1]-[23] wmm ero
AHTUTEHCBS3BIBAOINUN (parMeHT U (PapMaIleBTHUECKH MPUEMIIEMbII HOCUTEb.

[0064] [53] Habop nnst jedeHus: W/WUIU AHATHOCTUKH PaKa, CBEPXIKCIPECCUPYIOLIETO
myuuH noxruna SAC, comepkamiuii 'yMaHU3UPOBAHHOE aHTHUTEJNO IO JIOOOMY M3 MyHKTOB [1]-
[23] win ero aHTUTEHCBSI3BIBAIOIIMK (PParMEHT ¢ METKOH, KOTOpasi MO3BOJSIET OOHAPYKUBATh
AHTUTEJIO UJIH €r0 AaHTUT€HCBA3bIBAIOINUI (PparMeHT aHTUTEA.

ITone3nsrii 3¢ ekt n3odbpereHus

[0065] ABropbl HacTosiero H300peTeHUs] NMPOBEIM WHTEHCHUBHBIE HCCIENOBAHHS B

MOIMBITKE PELINTDH l'IpO6J'[eMbI U YCICIHO HaNUIM TYyMaHU3HMPOBAHHOEC AaHTUTEIIO, KOTOPOEC
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o0iamaerT croCOOHOCTBIO CBA3BIBATBHCS ¢ MyLuHOM noaruna SAC u He moxpBepraercs JEerKoi
AeHATypaluyd WM arperauydy Jake NMPU HarpeBaHWU, TO €CTh I'YMAaHHW3MPOBAHHOE AHTHTEJIO,
KOTOpOe 00JIaiaeT BBIMEYIIOMSIHYTOH CBSI3BbIBAIOLIEH aKTUBHOCTBIO, a TAKXXE€ MMEET BBICOKYIO
CPEAHIOI TEeMIlepaTypy MAEHAaTypallMd U BBICOKYKO TeMIepaTypy Hadaja arperaiuvu |
IIOKa3bIBAET OUEHb BBICOKYIO aKKYMYJISLIUIO B ONYXOJIEBbIX TKAHAX, BBIIIE, YEM B HOPMAJIbHBIX
TKaHsIX, YTO MPUBEJIO K 3aBEPLICHUIO HACTOSILIEr0 H300pETeHNS.

Kpartkoe onucanue yeprexei

[0066] Ha ®@urype 1 moka3aHbl aMUHOKHCJIOTHBIE TIOCIIEIOBATENIbHOCTH BapHaOeTbHBIX
obnacreit Tsokenmoit wenm  1-4  (HO1-HO4) rymMaHM3MpOBAaHHOTO aHTHUTENA HACTOSINETO
n300peTeHusl.

Ha ®urype 2 mnoka3aHbl aMHHOKHCIOTHBIE IOCJIEIOBATEIbHOCTU BapHaOeTbHBIX
obnacreit nerkoit nenu 1-4 (LO1-L04) ryMaHU3UPOBAHHOTO aHTUTENA HACTOSIIETO H300PETEHHSL.

Ha ®urype 3 mnoka3aHbl aMHHOKHCIOTHBIE IOCJIEIOBATEIbHOCTH BapHaOeTbHBIX
obnacreii Tspkenol nenu 5-6 (HO5-HO06) u BapuabenbHbix obnacteit nerkoit ueru S5-7 (L0O5-L07)
I'YMaHU3UPOBAHHOTO AaHTHUTENA U3 MTATEHTHOTO IOKYMEHTa 3.

Ha ®urype 4 nokazaHbl aMHUHOKHCIOTHBIE MTOCIIEOBATEIbHOCTH BapruabenbHON 00macTu
Tspxenor uenu 7 (HO7) u BapunaOenbHoit obnactu nerkoit nenu 8 (L08) xumepHoro anturena u3
MAaTEeHTHOTO JOKYMEHTA 1.

durypa 5 npencrasiser codol dororpaduro, MOKa3pIBAIOLIYI HAKOIJIEHUE B OIyXOJIU
in vivo coemuHeHuss mpumepa 3-1 (aHTHTena 3) c TeueHHMEM BpeMeHH. BepxHuil psn
n3o0paxkennii @urypol 5 mpencrasnser coboi (ortorpaduro mepBoi MBILIIH, a HIWKHHH Psn
n300pakeHni mpexacTaBisgeT coOoi ¢ororpaduro BTOpoi Mblmu. Portorpaguu Mbled 10
BBEICHUs, yepe3 | JeHb mociie BBEIAESHUs, depe3 2 JIHSA IO0Cie BBEACHUs, uepe3 3 AHsA Iocie
BBE/ICHUS U yepe3 7 AHel Nocie BBEACHUs MOKa3aHbl B TAKOM MOPSAKE CIIEBa HAIPABO.

Onucanne BADHAHTOB OCYIIECTBJICHUSI H300peTeHust

[0067] (1) 'ymMaHU3UPOBAaHHOE AHTHUTEJIO HACTOSIIIETO H300PETEHHS

Hacrosimmee wn3oOpereHue OTHOCUTCS K T'yYMaHM3HUPOBAHHOMY AHTUTENY, HMMEHOIIEeMY
cneunpuHyIO BapuabeapbHy0 001aCTh TSDKENIOH ey U crietupuuHy0 BapuadbeapbHyr0 001acTh
JerKOM 1enu W CrnocoOHOe CBsi3pIBaThCs ¢  MyuuHoM moxartuna SAC, uw Kk ero
aHTUTeHCBs3bIBAIOIIEMY (pparmMeHTy. [ 'yMaHU3UPOBAHHOE AHTUTENIO HACTOSIIErO HM300peTeHUs
OTJIMYAETCs TEM, 4YTO OHO o0yanaer cTaOWIbHBIMH (U3NYECKHMMU CBOHCTBAMH M JIyYLIe
HAKATUTUBAETCS B OMYXOJH. | YMaHW3MPOBAHHOE AHTUTENIO HACTOSINErO0 H300PETeHUS MOXKET
JOTIOJIHUTEPHO UMETh TMOAXOISAIIYI0 KOHCTAHTHYIO OOJACTh TSDKENOW IEeNU U TOAXOISIIYIO
KOHCTAHTHYKO OOJIaCTh JIETKOH IIeNMd B JOIMOJIHEHWE K Creru(puyHON BapuadeapHOU 00iacTu
TSDKEJION LeTH U CielUpUIHON BapuadbenbHON 00IacTH JETKOH LETH.

[0068] B nHacrosilieM ONMMCaHUM TEPMUH «TYMaHU3UPOBAHHOE AHTUTEJIO» OTHOCUTCS K
aHTUTENy, UMEIOIIEMY ONPEAeISIOIyI0 KoMiuieMeHTapHocTh obnacts (CDR), monydeHHy0 OT
HE SIBJISTFOLIETOCS] Y€JIOBEKOM KUBOTHOTO, B KOTOPOW, IO MEHbINEH Mepe, 4YacTh BapuadeIbHON
o0JlacTH TSDKEJION Henu u/uim BapuadesnbHOM 00acTu jierkoi uenu oonacte, ornuHast ot CDR,

Obuta MopuduUUpOoBaHa, YTOOBI CTaTh OOJee «UeNOBEYECKOW», a MMEHHO Oojee MOXOoxel Ha
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BapUabENbHYI0 TIOCIIEAOBATENIbHOCTh  3apOABIIIEBON JIMHUM dYenoBeka. Omnpexpemsromye
KOMILIEMEHTapPHOCTh OOJIACTH CYLIECTBYIOT B KaXKOW BapuadeabHON 00JacTH TSDKENON LenH
JIETKOM LeTIM aHTHUTENA, U OHHM Ha3bIBAIOTCS ONpPENesoLIell KOMINIEMEHTApHOCTh 00nacTbio 1
(CDR1), ompepensitomeii komruieMeHTapHOCTh obOmacteio 2 (CDR2) u  ompenensirorneit
komrieMentapHocTb  obnacteio 3 (CDR3) ¢ N-konneBoii croponsl. KapkacHas o007acTh
npeAcTaBysieT co0oi 00acTh, MPUMBIKAIOMIYIO K OMPEEsIOLIeil KOMITIEMEHTAPHOCTh O0JIACTH
B BapualenbHOH 00NacTH, W OHM Ha3bIBAIOTCS KapkacHOW obmacteio 1 (FR1), kapkacHoii
obnacteto 2 (FR2), xapkacHoit obmacteio 3 (FR3) u kapkacHoit obmacteto 4 (FR4) ¢ N-
KOHLIEBOW CTOPOHBI.

[0069] B HacTosilieM OMUCAHUM TEPMUH «AHTUTCHCBS3BIBAIOIIUN (DparMeHT» O3Haydaer
(¢parMeHT aHTHTENa, COCTOSIIIUH W3 YacTH T'YMAHU3HPOBAHHOTO AHTHUTENA HACTOSIIETO
n3o0pereHust M OOJamaroIMii CIOCOOHOCTBIO CBSI3BIBATBCST ¢ MynuHOM mnoxatuna SAC.
Komuectso AMHHOKHUCJIOT, COIEPKALTIXCS B MIOJINIICTITHIE, COCTaBJISIFOLIIEM
AHTUTCHCBS3BIBAIOIINN (PparMeHT, CHeUHalbHO HE OTPAHUYHMBAETCS, MPH YCIOBHUH, YTO OH
o0azmaer cocoOHOCTBIO CBA3BIBATHCS ¢ MyLMHOM noaTumna SAC.

[0070] Ha ®urype 1 moka3aHa aMHHOKHCIIOTHAsI MOCJIEOBATEIbHOCTh BapuadebHOM
o0JacT! TsDKENON 1enu Hacrosimero usodpereHus. BapmaOenbHas oOmacte 1 Tspkenod memnu
(HO1), BapuabenpHast obmacte 2 Tspkenoi uenu (HO2), BapmaGenpHast 001acTp 3 TSHKENON LEenH
(HO3) u BapmabenpHasi obnacte 4 Tspkenmoit nenu (HO4) ma @Durype 1 COOTBETCTBEHHO
coorBercTBytoT SEQ ID NO: 1-4 B cnucke mOCHENOBATEIbHOCTEH, MPUIOKEHHOM K
Hacrosimemy onucanuio. [loguepkHyTast yacte Ha Purype 1 npencrasisier codoii caiir CDR.

[0071] Ha ®urype 2 moka3aHa aMHHOKHCJIOTHAsl IOCJIEOBATEIbHOCTh BapuabesbHOMI
obnacTu Jerkoi Lenu Hacrosuiero nzodperenus. BapuabenbHast obnmacts 1 nerkoit nenu (LO1),
BapuabenbHast obnactb 2 nerkoi uenu (L02), BapuabenbHas obmacts 3 nerkoi uenu (LO3) u
BapuabenbHast 00aacth 4 jerkoit uenu (L04) Ha @urype 2 COOTBETCTBEHHO COOTBETCTBYIOT SEQ
ID NO: 5-8 B chnmcke mOCIeNOBATEIbHOCTEH, MPUIOKEHHOM K HACTOSIIEMY OIHCAHHIO.
IMonuepkuyTas yacth Ha Purype 2 npencrasiusier codoii caiit CDR.

[0072] Opyrumu crnoBamu, BapuadesbHas 00JacTh TSKEJOW LU I'yMaHU3UPOBAHHOTO
aHTHTENIa HACTOSIETrO M300PETEHHsI COCTOUT U3 AMUHOKHCIOTHOH MOCIEAOBATEILHOCTH JTIFO00H
u3 nocnenosarenpHocTel oT SEQ ID NO: 1 no SEQ ID NO: 4, a BapuabenbHasi 00J1aCTh JIETKOM
LIETH COCTOUT W3 aMHUHOKHCIJIOTHOW IOCJIEOBATEIbHOCTH JFOOOH M3 MOCIENOBATEIbHOCTEH OT
SEQ ID NO: 5 no SEQ ID NO: 8. To ecTp ryMaHU3UPOBAHHOE AHTUTEJO HACTOSIIETO
n300peTeHNs] COCTOUT M3 KOMOWHAIIMM BBIIEYMOMSHYTBIX YETHIPEX BapHaOeNbHbIX oOacTeil
Tspxenoit nenw (HO1-HO04) u geTripex BapuadenpHbIx o0nacteit nerkoit nenm (LO1-L04).

[0073] UYerpipe BapumalenpHbIXx oOnactu Tsokenor nemu (HO1-HO04) wu  derwipe
BapuabenpHbIX obOmactu serkor neru (LO1-L04) HacTosimero u300peTeHHs MOMYYaT MyTeM
ryMaHM3auuu BapuabenpHON oOnactu cnenndudHoro Kk mMyuuny noaruna SAC aHTHUTeNna Ha
OCHOBE XHMEPHOTO AaHTUTENAa W  KOHCTPYHUPOBAHUS  aHTHTENA  JUIA  YJIyYLIEHHS
TePMOCTAOMIIBHOCTH, CBOWCTB arperaiuu u HakoruieHus: B onyxoju. Caiit CDR, HeoOXxoaumbIit

AJIA CBA3BIBAHHUA C AHTUICHOM, OCTA€TCSA HECU3MCHHBIM. TepMI/IH «XUMEPHOEC AaHTUTEIO» B
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HACTOsALIEM ONMHCAHUM O3HA4aeT XUMEPHOE aHTHUTEJIO, PACKPBITOE B MATEHTHOM AOKyMeHTe 1,
€CJIM He YKa3aHO UHOE.

[0074] IlpeamouTuTenbHOE TyMaHM3HMPOBAHHOE AHTUTENIO HACTOSIIETO H300pETeHHs
uMmeeT BapuadenbHyr obnacte Tsokeno nerm HOL, HO3 wnmu HO4 u mobyro uz LO1-L04 B
Ka4ecTBe BapruadebHON 00JacTH JIETKOH IIeTIH.

[0075] Haubonee mnpeAmnoYTUTENILHOE T'yYMAHHU3UPOBAHHOE AHTUTENIO HACTOSIIIETO
n3o0peTeHust umeer BapuabenbHyr obnacte Tsokenoid nenn HO1 m BapuabenbHyro obmactb
nerkoi uernu LO3.

[0076] Onnaxo, BapuabesbHasi 00NACTb TSKENIOW LIEU T'YMAaHU3UPOBAHHOIO AHTHUTENA
HACTOSIIEr0 M300pPETeHUs] HEe OTPAHUYMBAETCS Y4YaCTKAMU, ONPEAesieMbIMH aMHUHOKHUCIOTHOM
nocnenosateibHOCTEIO SEQ ID NO: 1 - SEQ ID NO: 4, u Takke BKJIIOYAET B ceOsl BApPUAHTBI,
coxpansirormue (pyHkuun. To ecTh MyTaHTHBIH BapHaOeNbHBIH YYaCTOK TSDKEJOH Lemy,
COCTOSIIIUM W3 aMUHOKHCJIOTHOH IIOCIENOBATEILHOCTH, UMeIerH He MeHee 90%,
NPEATIOUTUTENIbHO He MeHee 95%, eme Oonee mpenmoutuTenbHO HEe MeHee 98%, HamOonee
MPEANOYTUTENBHO He MeHee 99% WAEHTUYHOCTU MO IOCJIE0BATeIbHOCTH C aMHUHOKHUCIOTHOM
nocnenosatenbHOCTEI0O SEQ ID NO: 1 - SEQ ID NO: 4, takke OXBaTbhIBaeTCsl BapuadEbHOM
00JTaCTBIO TSDKENION LIETH HACTOSALIEr0 N300PETeHNs, €CIIM OHA MOJKET CBS3BIBATHCS C MYyLIMHOM
nogruna SAC B KoMOMHaUMU C BapuadenbHONW OOJNACTBIO JIETKOH LENH HACTOSIIETO
n300peTeHus.

[0077] B HacToOsileM ONMUCAHUM TEPMHUH «HUIEHTUYHOCTb AMUHOKHCJIOTHOM
MOCJIEI0BATENbHOCTH OTHOCUTCS» K HAEHTUYHOCTH AMUHOKHCJIOTHBIX IOCJIE€I0BATENIbHOCTEN
MEXAY IBYMs aHAIM3HPYEMbIMH OelkaMu W BbIpaxkaercsi MpoueHTOM (%) aMHHOKHUCIOTHBIX
OCTAaTKOB, KOTOpbIE COBMNAAAIOT MPU ONTHUMAJIBHOM BbIPABHMBAHMM aMHUHOKHCJIOTHBIX
NOCJIEAOBATENbHOCTEH, MOJIYYEeHHOM C HCIOJBb30BAHUEM MATE€MaTHYECKUX aJTOPUTMOB,
U3BECTHBIX B COOTBETCTBYIOINEH OOJacTH TEeXHMKH. EeHTHYHOCTP aMHWHOKHCIIOTHOH
MIOCJIEIOBATEIbBHOCTH MOJKHO OINPEAENUTh MyTeM BHU3YaJbHOTO OCMOTPa M MaTeMaTHYeCKUX
BBIUMCJIEHUM, a TaK)k€ MOXKHO pacCUMTaTb C IOMOLIBK) IIPOrpaMMbl IMOHMCKAa TOMOJIOTHH
(mampumep, BLAST, FASTA) wunm nporpaMMbl BbIPABHHBAHUS TIOCJIEAOBATENbHOCTEH
(manmpumep, ClustalW), wu3BeCTHBIX cHeUUAINCTaM B JAHHOW OOJACTH TEXHUKH WU
nporpaMMHOro obecriedeHus: JJisi OOpabOTKM reHeTHdeckod wuH(opManuu (Hampumep,
GENETYX [3apeructpupoBaHHBI TOBapHBIM 3HAaK]) W TOMy momoOHOoe. B wacTHOCTH,
UJEHTUYHOCTh AMHUHOKHCIOTHON IOCJIEeOBaTeNbHOCTH B HACTOSIEM OMNMCAHUU MOKHO
ONpeneNuTh €  TOMOIIBK  Iporpammbl  cucremMarmueckoro  aHaimm3a  ClustalW
(http://clustalw.ddbj.nig.ac.jp/index.php?lang=ja), onybnukoBanHOl Ha BeO-caiite DDBJ (bBank
nausabix JIHK Anornn) ¢ HauanbHbIMH yCIIOBUSM HacTpoiiku (Bepcus 2.1, Tun BeIpaBHUBAHUS:
memneHHoe, Matpuna Beco JIHK: Gonnet, GAP OPEN: 10, GAP EXTENSION: 0,1).

[0078] Kpome TOro, B KadecTBe BapuabeNbHON OOJACTH  TSDKEJIOW  Lenu
I'YMaHU3MPOBAHHOTO aHTHUTENA HACTOSIEr0 N300peTeHNnst MyTUPOBaHHAasl BapradenpHast 001acTb
TSDKEJION LIEMH, COCTOSIAsl U3 aMUHOKHCIO0THOU nocienoBaTeabHocTd SEQ ID NO: 1 - SEQ ID

NO: 4, roe e Gonee 10, npeanouturenbHO He Oosee 8, eme OoJiee MPEANOUTUTETHHO He Ooee
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5, Hauboree MpennoYTHTENbHO He Oosiee 3 aMMHOKHCIIOT YAAJIeHbl, 3aMEHEHbI UJIH 100aBIEHBI,
TaK>Ke OXBATBIBAETCS BapuabeIbHON OOJACTBIO TSKENOHN LENH HACTOSIIEro N300pETeHHUI0, eClin
OHa MOXET CBsI3bIBaThCA ¢ MyLuHOM noarumna SAC B komMOuHanmu ¢ BapuabenbHON 00JIaCThiO
JIETKOM LIeNH HACTOSIIEro H300peTeHMs.

[0079] BapuabenbHast 00J1aCTh JIETKOH LEMH I'yMaHU3UPOBAHHOTO AHTHTE A HACTOSIIETO
N300peTeHNs] He OTPaHMYMBAETCS AMUHOKUCIOTHOW mocnemoBarenbHocThio SEQ ID NO: 5 -
SEQ ID NO: 8, u Taxxke BKIOYaeT B ceds BapwaHThI, coxpawsomue ¢(yHkuuu. To ecTsb
MyTaHTHasi BapuaOenbHass 00JacTh JIETKOW ILeNu, COCTOALIas M3 aMHHOKUCIIOTHOM
TOCJIEIOBATEILHOCTH, UMeKOIIeii He MeHee 90%, nmpeanouTuTeibHO He MeHee 95%, emne Oonee
MPEINOYTUTENLHO He MeHee 98%, Haubosiee MpeAnoYTUTENbHO He MeHee 99% HMIEeHTHYHOCTH
IO TIOCTENOBATENIbHOCTH ¢ aMHHOKUCIIOTHOM mocnenosarenbHocThio SEQ ID NO: 5 - SEQ ID
NO: 8, Takxe OXBaTbIBAE€TCS BapHaOENIbHON 00JACTHIO JIETKOH LEMU HACTOSIIEro H300peTeHHs,
€CIIH OHa MOXKET CBSI3bIBaTBhCA ¢ MynuHOM mnoarumna SAC B KOMOMHALMU C BapHaOeNbHOU
00JTaCTBIO TSDKENOH LENH HACTOSIIEr0 H300PETEHMS.

[0080] Kpome Toro, B KauecTBe BapuaOenpbHOH OONACTH  JIETKOH  Liemu
I'YMaHU3HPOBAHHOTO aHTHTENA HACTOSIIIEr0 H300peTeHNsI MyTUPOBaHHAsl BapradenpHasi 00acTb
JIETKOU IeTH, COCTOsINas U3 aMHHOKHUCIIOTHOH mocaegoBarenbHocT SEQ ID NO: 5 - SEQ ID
NO: 8, roe He Gonee 10, mpeanoyTurensHO He Oojiee 8, eme OoJiee MPENMOYTUTEIBHO He Ooee
5, mauboree npennoYTHTENBHO He Oosiee 3 aMHUHOKHUCIIOT YAAJIEHbI, 3aMEHEHbI UIIH 100aBIICHBI,
TAK)K€ OXBATHIBAETCS] BapuaOeNbHOI OOJACTHIO JIETKOM LIENMH HACTOSIIEro HM300peTeHUs], eCIu
OHa MOXET CBsI3bIBaThCA ¢ MyLuHOM noaruna SAC B koMOuHamu ¢ BapuabeabHON O0NACThIO
TSDKEJION LIENH HACTOSIIIEro N300 peTeHHUs.

[0081] I'ymMmaHM3MpPOBAHHOE AHTUTENO WJIU AHTUTEHCBSA3BIBAIOIIUN ()parMEeHT HACTOSIIIIETO
U300peTeHNs] MOXKET MPEACTAaBJIATh COOOW BBIAEIEHHOE AHTUTEJIO WM  BbIAEJIECHHbIH
AHTUTEHCBs3BIBAIOIMI  pparmMeHT. TO €CcTb TIyMaHM3HPOBAHHOE AHTUTENIO HACTOSIIErO
n300peTeHus BBIAENSIOT, HAIPUMEP, U3 CyMepHATAHTA KYJbTYPbl KIETKH-XO35MHA, B KOTOPYIO
BBEJleHA HYKJEMHOBas KHUCIOTA, KOAUPYIOLas TyMAaHU3UPOBAHHOE  AHTHUTENO WU
AHTUTCHCBS3BIBAIOLIMI (DparMeHT HacTosero u3o0OpereHus. Takue HYKJIEMHOBAs KUCIOTAa |
KJIETKA-XO35MH MOAPOOHO OMUCAHBI HIKE.

[0082] Kpome TOro, ryMaHU3HPOBAHHOE AHTHTEJIO HACTOSLIETO H300PETEHHS MOXKET
OBITh MOJMKIOHAIBHBIM AHTUTEJIOM WJIH MOHOKJIOHAJIbHBIM aHTUTEJIOM.

[0083] Kpome TOro, ryMaHM3HPOBAHHOE AHTUTENO HACTOSIIErO M300peTeHHs o0yanaeT
CTa0MIbHBIMUA (PU3MUECKUMH CBOWCTBAMH U HE JIETKO MOAJAETCs arperauuu. YacTuibl
I'YMaHU3HPOBAHHOTO AHTHUTEJA HACTOALIETO H300pETeHHs dYalle BCEro HMET HeOOobLIon
pa3mep, KOTOPbI KOHKPETHO cocTasisieT He Oonee 20 HM, He Oonee 15 HM, He Oonee 12 HM, He
bonee 11 um wim He Gonee 10 HM. Korma mpowcxomut arperaiusi aHTUTEN, OOHAPYKUBAETCS
MHOTO aHTHTEJ, UMEIIUX pasMmep dactull Oosee 100 HM. B HacTosmem OmMMCaHWH TEPMUH
«Hanbojee dYacThli pa3Mep YaCTHL» OTHOCHTCS K pasMepy 4dacTul, Haubojee uacTo
BBIIBJISIEMOMY IIPHM  WU3MEPEHUU pacCHpefeseHHss 4YacTUL TIyMAaHW3MPOBAHHOIO AaHTHUTENA

HACTOSILIIEr0 H300PETEHNs 110 pa3Mepy.
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[0084] OpnHOlt M3 XapakTepUCTHUK T'yYMAaHM3UPOBAHHOIO aHTUTENA HACTOSALIETrO
n300peTeHNs SABIISETCS TO, YTO OHO HE JACHATYPHUPYeT JIeTKO Npu HarpeBaHHH. KOHKpETHO,
TeMIlepaTypa CpedHeldl TOYKM JAEeHaTypaluuud TyMaHU3UPOBAHHOTO AHTUTENA HAaCTOSALIEro
u3zobpereHus cocravisier He MeHee S0°C, He menee 55°C, ne menee 56°C, He menee 57°C, He
meHee 58°C, ne menee 59°C wumm He menee 60°C. Korma ryMaHU3MpPOBaHHOE AHTHUTEIO
HACTOSIIEro N300PETEeHNsI HAarPEeBAOT M AHTUTEIIO ACHATYPUPYIOT, LIEHTP TSDKECTH MUK CIIeKTPa
(yopecueHIM aMUHOKHUCIIOT, H3HAYaJIbHO IPUCYTCTBYIOIINX B AHTHTENE, CMelaeTcs. TepMuH
«TeMmrepaTrypa CpegHeil TOYKM [eHaTypaluuu» B HACTOSIIEM OINHCAHUM OTHOCHUTCA K
TeMIepaType B CpefHeH TOYKe CMEINEHUs LIEHTPa TSUKECTH MHKa (TeMIeparypa, Ipu KOTOPOH
HOPMAaJIbHOE COCTOSIHUE U IET€HEPUPOBAHHOE COCTOSIHUE JOCTUTAIOT COOTHOLEHUs 1:1).

[0085] OpHOli M3 XapakTepUCTUK TI'yMAaHU3UPOBAHHOTO aHTHUTENA HACTOSIIEMY
U300pETEHUIO SIBIISIETCS TO, YTO OHO HE JIETKO arperupyer npu HarpeBaHHH. KOHKpETHO,
Temneparypa Havaja arperaumu (Tagg) TryMaHU3UPOBAHHOTO AaHTUTENA HACTOSINEro
u3zobpeteHus coctarisier He MeHee S0°C, He menee 55°C, He menee 60°C, He meHee 61°C, He
MeHee He MeHee 602°C, He meHee 63°C, He menee 64°C umu He Mmenee 65°C. Korma
I'YMaHU3HPOBAHHOE AHTHUTEJO HACTOSINEro M300pPETeHUs] HArpeBalOT U aHTUTEJIO arperupyer,
MHTEHCUBHOCTb pacCesHUs TpPH H3MEPEHHM CTAaTUYECKOIO0 CBETOPACCEsHUs CTaHOBUTCS
BbICOKOH. B HacTosllieM onucaHuM TEpPMUH «TeMIlepaTypa Havaja arperauuu» OTHOCHUTCS K
TeMIepaType, Ipu KOTOPOM HaYMHAET YCUJIMBATBCS PACCEsHHBIA CBET. B ciepyromeM npumepe
pacCesiHHBIN CBET U3MEPSUIN IIPHU JJIMHE BOJIHBI 2006 HM.

[0086] Kpome TOro, ryMaHH3UpPOBAaHHOE AHTUTENO HACTOSINETO H300peTeHUs
XapaKTEePU3yeTCsl BBICOKON AaKTUBHOCTBIO CBSI3bIBaHMs 1n vitro ¢ myuuHoM noxaruma SAC.
KOHKpeTHO, aKTHUBHOCTb CBSI3bIBAHUS 1N VIlro T'YMaHU3UPOBAHHOTO AHTHUTENA HACTOALIErO
n3o0perenust ¢ mMynuHoMm moaTtuna SAC cpaBHMMA WM HE HW)KE AKTUBHOCTH XHMMEPHOIO
aHTHUTEJa, PACKPBITOrO B MaTEHTHOM AOKyMeHTe 1. Mcnonb3yeMslil 31€Ch TEPMUH «CpaBHUMA C»
MOJKET O3HAauaThb OJMHAKOBYIO aKTUBHOCTb, & TAaK)XK€ MOXKET O3HA4aTh Pa3HUIYy MPUMEPHO HE
Oonee yem B 2,0 pasza, He Oosiee yeMm B 1,9 pasa, He Oonee 1yem B 1,8 pasa, He Gonee yem B 1,7
pasa, He Oosiee yem B 1,6 pasa, He OGojiee ueM B 1,5 pasa, He Oosiee yem B 1,4 pasa, He Ooyiee yem
B 1,3 pasa, He Oosee uem B 1,2 pa3a uiau He Oonee yem B 1,1 pasa, unu He meHee yeM B 1,0 pas,
He MeHee 4yeM B 0,9 pas, He MeHee ueM B 0,8 pas, He meHee ueM B 0,7 pa3, He meHee yeM B 0,6 pa3
uiu He MeHee ueM B 0,5 pas.

[0087] Kpome TOro, MOCKOJIBbKY I'YMaHH3UPOBAHHOE AHTUTENIO HACTOSIIETO H300PETEHHS
o0JyazmaeT BBICOKOH CBSI3BIBAIOLICH AKTUBHOCTBIO B OTHOIIEHMH MyluHa noxatuna SAC, oHO
JEMOHCTPUPYET BBICOKOE HAKOIUIEHHE B OINYXOJIEBBIX TKAHAX, 3KCIPECCUPYIOLIUX MYLHUH
noaruna SAC, in vivo Npu BBEAEHMM B JKMBOW OpraHu3M. B HacTosieM OonucaHuM TEpMHUH
«HAKOIUJIEHHE B OIyXOJIEBBIX TKaHAX, HKCIpeccupyromux MyuuH noaruna SAC» OTHOCHUTCS K
TOMYy, BO CKOJBKO pa3 Oojblleé T'yMaHW3UPOBAHHOE AHTUTENI0 HACTOSIIEro H300peTeHus
HAaKaIlJIMBaeTCsl B OIyXOJEBBbIX TKaHAX, OKCIpeccupyromux wMyuuH noaruna SAC, mo
CPABHEHHUIO C HOPMAJIBHOU TKAHBIO.

[0088] HakomieHue B ONMyXOJeBOH TKaHU, SKcmpeccupyromieii myuun noaruna SAC,
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cocTasisieT He MeHee 4eM B 10 pas, He MeHee ueM B 11 pas, He meHee 4eM B 12 pas, He MeHee
yeM B 13 pas, He meHee 4eM B 14 pa3s, He MeHee ueM B 15 pas, He MeHee ueM B 16 pa3, He meHee
yeM B 17 pa3, He meHee ueM B 18 pa3, He MeHee 4yeM B 19 pa3 wim He meHee 4yeM B 20 pa3s
Oosble, YeM B TKaHHU IEYEHHU uepe3 7 JHEH Imocie BBENSHHs I'YMaHHU3MPOBAHHOTO aHTHUTENA
HacTosimero usoOpereHusi. HakomieHne B OMyXOJE€BOH TKaHHW, SKCIPECCUPYIOIIEH MYyLHH
noatuna SAC, cocraiser He MeHee ueM B 10 pas, He meHee ueM B 11 pa3, He MeHee yeM B 12
pas, He MeHee ueM B 13 pas, He MeHee ueM B 14 pas, He MeHee 4eM B 15 pa3, He MeHee 4eM B 16
pa3 Wi He MeHee yeM B 17 pa3 OoJjblle, 4eM B TKAHT IMOYKH 4epe3 7 IHEH MOcie BBEICHHSI
I'YMaHU3UPOBAHHOTO AHTUTEJNA HACTOSIIIETO M300PETEHUSI.

[0089] (2) Kommosuuus, coxmeprkaiiasi TYMaHHM3UPOBAHHOE AHTHUTENO HACTOSIIETO
u300peTeHMst

Hacrosimee m3o0pereHre OTHOCHTCS K KOMITO3UIIMH, COAEpIKalled I'yMaHH3HPOBAHHOE
AaHTHUTEJIO HAcTosmero uszobpereHusi, omnucanHoe B (1), WM €ro aHTUIE€HCBS3bIBAIOLIUIA
¢parment. Kommozmmmsi, copepikamas T'YMaHH3UPOBAHHOE  AHTHUTEJIO  HACTOSIIETO
U300pEeTEeHNI0, MPUMEHUMA ISl JICYSHUs] W/WIM AUATHOCTHKH PaKa, CBEPXIKCIPECCUPYIOLIETO
mynuH noarumna SAC.

[0090] To ecTp HacTosiiee HU300peTEHHE NPEACTABIAET COOOUM (papMaLEeBTUYECKYIO
KOMITO3UIIMIO, COMEPKAIIYI0 T'YMAHM3HPOBAHHOE AHTUTENIO HACTOSINEro H300peTeHHus W
dapManeBTHYECKH TMPUEMJIEMBbII HOCHTENb. | YMAaHM3MPOBAHHOE AHTHUTENO HIIM  €ro
AHTUTCHCBSA3BIBAIOIIMN (DpPAarMeHT HACTOSIIEro H300peTeHusl Creu(uIHO CBSI3BIBAETCS C
myuuHOM noaTuna SAC u nojasiseT NpoaudepaLio paKoBbIX KIETOK, SKCIPECCHPYIOLIHNX €ro.
Takum oOpaszom, (apmareBTHUECKast KOMITO3ULIUSI HACTOSLIEr0 M300pPETeHHsI MPUMEHHMA JUIs
JICUEHUS paka, CBepxaIKcnpeccupyrouero Mmyus noarumna SAC.

[0091] Ilpumepsl paxa, NOIJIEKAINETO JIEYEHUIO B COOTBETCTBUM C HACTOSIINM
n300peTeHneM, BKJIIOYAIOT PaK IOKENIYAOYHOHW JKeJes3bl, paK IIUTOBUAHOW JKeJe3bl, pak
NeYeHH, KOJOPEKTAIBHBIN PakK, PaK >KeIyJKa, paKk YPOTENHsl, paK MOJIOYHON KeJe3bl, paK LEeHKH
MAaTKH, PaK SIMYHUKOB U KApPLIMHOMY SHIOMETPUS U, B YACTHOCTH, MOKHO 3((HEKTUBHO JICUUTh
paK MOJKeNyJOUHOM JKeJe3bl.

[0092] Ilpumepsl paka, MOAJIEKAILIETO JICYEHHUIO B COOTBETCTBUHM C HACTOSLIUM
n300peTeHNeM, TaK)Ke BKIFOUAIOT B Ce0s pak JKeUHBIX POTOKOB.

[0093] HmeroTcsi MHOKECTBEHHBIE COOOIIEHUsT O TOM, 4To MyuuH noaTtuna SAC
spisiercst HocuteneMm antureHa st CA19-9 (PLoS ONE (mexabpb 2011 r., Tom 6, Beimyck 12,
€29180, p1-10)). CrnenoBarenbHO, MPUMEPHI paKa, MOIJIENKAINErO JICUEHUI0 B COOTBETCTBUU C
HACTOSIIUM HM300pETeHHEM, TaK)Ke BKIIIOYAIOT B ce0sl pak JKEIUEBBIBOASAIINX MyTEH, paKk MaTKH,
paK JeTKMX M pak mumeBona co ceepxskcnpeccuein CA19-9, u sTu BuAbl paka MOXKHO
3¢ PexTUBHO JeUUTB.

[0094] JlekapcrBeHHass (¢opma (apMaLeBTUUECKOH  KOMIIO3UILUM  HACTOSIIETO
n300peTeHNs CleUalbHO HE OTPaHHWYEHA M, HapUMep, OHA MOXET OBIThb IMOJy4YeHAa B BHIE
NepOpaNbHBIX TPENapaToB, TAaKUX Kak TaOjeTKa, MOPOLIOK, TPaHysa, CYCIIEH3Us, 3MYJIbCHS,

Kafncyja u TOMY HO)IO6HO€, WM HapC€HTCPAJIbHBIX CPEACTBA, TaKHUX KaK HWHBCKIUA,
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CYIINO3UTOPUH, BHEUIHAS >KUIKOCTH M TOMYy momoOHoe. PapManeBTHYECKH INPHEMIIEMBbIi
HOCHUTEIb, UCIIOJIb3YEMbIIl B HACTOSIINEM H300pPETEHUH, MOXKET IMPENCTaBIATh COOOH HOCHUTEND,
OOBIYHO UCTIONB3YEMBII B COOTBETCTBYIOIIEH 00IaCTH TEXHUKH, U OH MOXKET OBITh HAJIEXKALITIM
00pa3oM BbIOpaH CHenHUaIiCcTaMH B JAHHOW 00JIaCTH TEXHUKHU C YYETOM JIEKAPCTBEHHON (DOPMBI
U IIyTH BBEACHUSI.

[0095] B kauecTBe (papMameBTHYECKH NPHEMJIEMOIO HOCHUTENS, HCIIONB3yeMOro B
HAcTOsAIEeM M300peTeHnH, Uil NepOpaIbHBIX IPErnapaTroB, TaKMX Kak TabjeTka W TOMY
nogoOHOe, MOXKHO HCIHOJNb30BaTh, HAIPUMEP, BCIIOMOTaTeNbHOE BEIIECTBO, CBS3YIOLIEe
BEIECTBO, CMAa3blBAIOIEe BEIIECTBO, MOBEPXHOCTHO-AKTHBHOE BEIIECTBO, pa30aBUTEIb,
KOHCEPBAHT, CTaOMJIN3aTOp, KOPPHUTHPYIOIIEEe BELIECTBO, YBJIAKHSAIOIIUN areHT, KOHCEPBAHT,
AHTHOKCHJIAHT M TOMY MOnoOHOe, W (papMaleBTUYECKHH TIpernapaT MOXKeT ObITh COCTaBJICH
00BIYHBIM cTIOCOOOM. B TO K€ Bpemsi CieMaIuCThl B JAHHOH 00JIACTH TEXHUKH MOTYT BbIOPATH,
HampuMep, NOAXOIALIee IOBEPXHOCTHO-AaKTHBHOE BEINECTBO, pa30aBUTENb, KOHCEPBAHT,
CTa0MIIN3aTOpP, KOPPHUTHPYIOLIEe BEIECTBO, YBIAKHSIOINI areHT, KOHCEPBAHT U aHTUOKCHIAHT
Ha OCHOBE OOIINX TEXHUYECKUX 3HAHUI B COOTBETCTBYIOIIEH 00JaCTH TEXHUKH.

[0096] B cayuae mnapeHTepalbHONO BBEAEHMsS TUMWYHBIMU IpenapaTamMu sIBISIFOTCS
uHbeKIUH. DapMaleBTUYECKH MpPUEMIIEMBbI HOCUTENb, MCIONb3YEMbIi B  HACTOSAIIEM
n300peTeHNH ISl MHBEKLUUH, MOXET MpPenCTaBlIATb COOOH, HampuMep, BOAOPACTBOPHMBII
pacTBOPUTEND, TAKOH Kak (PU3NOJOTHUECKUH pacTBOp, pacTBop PuHrepa m Tomy nogoOHoe, nin
HEPaCTBOPHMBIN B BOJI€ PACTBOPUTENb, TAKOM KaK PACTUTENbHOE MACllO WJIHM CIOXHBIN 3¢Qup
JKUPHOU KHCJIOTBI U TOMY IOAOOHOE, U MpernapaT MOXKeT OBbITh IPUTOTOBJIEH MyTEM PAaCTBOPEHUS
B HeM. B 3TO Bpemsi, Hampumep, Il NPUTOTOBJIEHUS IpernapaTra MOTYT OBITh HEOOA3aTENbHO
no0aBeHbl U30TOHUYECKUH areHT, CONMIOOMIM3UPYIOIIUHA areHT, cTabuin3aTop, KOHCEPBAHT,
CYCIEHANPYIOIIUHA areHT, SMYJIbraTop 1 TOMy NOA0OHOE.

[0097] (3) Konbrorar aHTHTENO-JIEKAPCTBEHHOE CPEACTBO, B KOTOPOM JIEKApCTBEHHOE
CPEACTBO COENMHEHO C T'YMaHU3UPOBAHHBIM AHTHTEJIOM HACTOSLIETO U300peTeHHS

Hacrosimee n3o0pereHne OTHOCUTCSI K KOHBIOTaTy aHTHUTEJO-JIEKapCTBEHHOE CPENICTBO, B
KOTOPOM JIEKAPCTBEHHOE CPENICTBO, HCIIOIb3YeMOe AJIsI AMATHOCTUKY W/WUJIH JICUSHHUs], CBSI3aHO C
I'YMaHU3HPOBAHHBIM AHTHUTEJIOM HJIM €r0 aHTUTEHCBSI3bIBAOLUINM (PparMeHTOM, OIMHCAHHBIM B
(1). KoukperHble npuUMepbl JIGKAPCTBEHHOTO CPEACTBA BKJIOYAIOT B Ce0s TOKCHH,
¢yopecueHTHO-MeTslee BELIeCTBO, JIEKAPCTBEHHOE CPENCTBO HAa OCHOBE HYKJIEHHOBOMN
KHMCJIOTBI, BUPYCHBII BEKTOpP, HAHOYACTHULy, HU3KOMOJIEKYJISIPHOE JIEKAPCTBEHHOE CPEACTBO U
IUTOKUH. [I0CKONBKY T'yMaHHW3UPOBAaHHOE AHTUTENO W €r0 AHTUT€HCBSA3BIBAIOIIMN (PparMeHT
HACTOSIIIETO N300pETEHNs CBA3BIBAIOTCA ¢ MyLUHOM roatuna SAC, OoHM MOTYT CrIocOOCTBOBATh
JUArHOCTHKE WM JIEYEHUIO paka, CBepxdKcrpeccupyroiero MyuuH noatuna SAC, nyrem
00pa30BaHUsl CBA3aHHOTO C AHTUTEJIOM JIEKAPCTBEHHOTO CPENICTBA.

[0098] Korza BbIIEYIOMSIHYTOE JIEKAPCTBEHHOE CPEICTBO MPEACTABISIET COO0M METKY,
CIOCOOHYI0 OOHApYy>KHBAaTh AHTUTENIO HACTOSINErO H300pETeHHs, HAalpHMep, BEIIEeCTBO MJIS
(yopecLieHTHOrO Me4yeHUs, COSAMHEHHOE TeJO AHTUTENa HACTOSINEro M300peTeHUs U MeTKa

MOTYT OBbITh HCHOJIB30BaHbI B KadeCTBEe CpPeACTBa Ml OoOHapyskeHuss mynuHa noxrtumna SAC.
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Hanpumep, aHTUTENO  HAcTOSIEro W300pETEHUs, CBA3aHHOE C  BEIIECTBOM IS
(IyOpecLieHTHOrO MEUYeHHs, BBOIAT B JKUBOM OpPraHM3M, M 3aTeéM Ha OCHOBE METKH MOXKHO
OOHapy>XKUTh OpraH, cBepxdKcrpeccupyromuii MynuH noatuna SAC, 49To cnocoOCTByeT
IUarHocTHKe paka. Jlake Korma ero He BBOASAT B JKUBOM OPraHM3M, SKCIIPECCHUI0 MYLIMHA
noaruna SAC B TKaHM WM KJIETKE, B3ATHIX U3 JKHBOI'O OPraHM3Ma, MOJKHO OOHApy>KUTh IyTeM
KOHTAKTa TKAaHH WJM KIJIETKH in VItro ¢ aHTUTEJIOM HACTOSINEr0 H300pEeTeHHs], CBS3aHHBIM C
BemecTBoM Ui (ayopecuenTHOro MedeHus. Crioco0 AMAarHOCTHKHM paka C HCIOJIB30BAHUEM
AHTHUTEJIa HACTOSIIEr0 U300peTeHuUs TOIPOOHO OMMCAH HUXKE.

[0099] BemectBo st GiyOpECHEHTHOIO MEYeHHs], KOTOPOE JOUKHO OBbITh CBSI3aHO C
AHTHUTEJIOM HACTOSIIEro M300peTeHHs, BKIOYaeT B cedsi 0e3 OrpaHuyYeHHid, Hampumep,
dbayopecueHTHbIi Oenok, (IyopecleHTHBIH KpacuTelb U ToMy mnonoOHoe. KoHKpeTHbIe
npuMepsl  (IYOPEeCUEeHTHOro Oeflka BKIIOYAOT B ce0s 0e3 OrpaHWuYeHUid 3eJIeHbIH
(bayopecueHTHBIN OeNIOK, KpacHBIH (IyopeceHTHbIN OeJIOK U 3KeNThIi (yopeceHTHBIH OeNoK.
KoHkperHpie mpumepsl (IyOpeCLEHTHOTO KpacHTEeNsl BKIOYAOT B cebst 0e3 orpaHnveHuit
¢dayopecuenn, pomamus, kpacutenb Cy, Alexa Fluor (3apeructpupoBaHHBIH TOBApHBIA 3HAK),
HiLyte FluorTM, ¢ukosputpun (PE) n annopukormanun (APC).

[0100] Korma BBIIEYTIOMSIHYTOE JIEKAPCTBEHHOE CPENCTBO TMPEACTABISIET COOOM
TEepalieBTHUECKUA  areHT, JIGKApCTBEHHOE CpencTBo, olbmanmaromee s¢dexkraMu  Kak
TEPANeBTHYECKOrO areHTa, TaKk ¥ T'YMAaHU3MPOBAHHOI'O AHTHUTENA HACTOSIIEr0 H300peTeHus,
MOKeT OBbITh MOJy4eHO IyTeM (OpMHUpPOBaHMS CBsi3aHHOrO Tena. CHHEpruyecKoe MOBBIIICHNE
3¢ (EeKTUBHOCTH JIEKAPCTBEHHOT'O CPENCTBA MOXKET OBITh JOCTUTHYTO 34 CYET COEAMHEHUs
I'YMaHU3UPOBAHHOTO  AHTHUTENAa HACTOALIEro M300peTeHus, Hampumep, C TOKCHHOM,
o0yajaloluM  NPOTHBOPAKOBBIM  JE€HCTBUEM, JIEKAPCTBEHHBIM CPEJCTBOM Ha OCHOBE
HYKJIEMHOBOM  KMCJIOTBI, BHPYCHBIM BEKTOPOM, HAHOYACTHLIAMH, HHU3KOMOJIEKYJISIPHBIM
JIEKapCTBEHHBIM CPEACTBOM MJIN LIUTOKHHOM.

[0101] TepMuH «TOKCHHY», UCIIONIB3YEMbIi B HACTOSILIEM OMUCAHUH, TIPEICTABIISIET COOOM
TIOHSTHE, KOTOPOE BKJIIOYAET B Ce0s1 KIIMTOTOKCUHY WIJIN «IUTOTOKCHYECKHUI ar€HT» U OTHOCHTCS
K JI0OOMY JIEKAPCTBEHHOMY CPEICTBY, KOTOPOE BPEOHO Ui POCTa U Mponudepanuu KIETOK U
MOJKET JeHCTBOBaTh, YMEHbINAs, MHTUOUPYS WIM paspyluas KJIETKH WIH 3JI0KAUeCTBEHHBIC
onyxonu. KOHKpeTHble NpHUMeEpbl BKIOYAOT B ce0si 0e3 OrpaHW4eHUi pPHLUH, CalOpUH,
nuQTepuiiHbIi TOKCHUH, TOKCHH Pseudomonas u Tomy nmomodHoe.

[0102] TepmuH «IEKapCTBEHHOE CPEACTBO Ha OCHOBE HYKJIEMHOBON KHCJIOTBDY,
UCTIONBb3YEMBIH B HACTOSIIIEM OMHMCAHUH, OTHOCHTCS K JIEKAPCTBEHHOMY CPENCTBY, UMEIOIIEMY
NPUPOAHBIN HYKJIEOTHI WM XUMHYECKH MOAM(DHULMPOBAHHBIA HYKJIEOTHI B KauecTBe
OCHOBHOT'O CKEJIeTa, M OTHOCHTCS K JIFOOOMY JIEKAPCTBEHHOMY CPEICTBY, KOTOPOE MOJKET
BO3/IEHCTBOBATh HETOCPEICTBEHHO HA XKUBOW OpraHusM 0Oe3 skcrpeccuu reHoB. KoHkpeTHbIe
npuMepbl BKMO4YarOT B cebs Oe3 orpanmuennii MuPHK, wmukpoPHK, anTHCMBICTOBYIO
HYKJIEMHOBYIO KHCJIOTY, HYKJIEMHOBYIO KHCJIOTY-TIPUMAaHKy, antamep u oauronykieorun CpG.

[0103] TepMuH «BHUPYCHBI BEKTOpP», WCIOJB3YEMBbI B HACTOSLIEM OINHUCAHUHU,

OTHOCUTCSI K JIOOOMYy BeKTOpy, OOjajaroIieMy CrocoOHOCThIO 3((EKTHBHO BBOIHUTH H
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SKCIPECCUPOBAaTh LIEJE€BON IeH IyTeM BKJIOUEHHUS 4Yy>KEPOJHOIO IeHa B BHUPYC, B KOTOPOM
CIOCOOHOCTh K peruiuKaliy U npojudepannn Obuia yaajaeHa ¢ IMOMOLIbI0 TeHHON MHXXEHEPHH,
WIN BUPYC, COXPAHSIOLINI 4acTh CIIOCOOHOCTU K perunkaiuu u npoiupepannu. Konkpernoie
IpUMepbl BKIIOYAIOT B ceOst O0e3 orpaHHuYeHHH afeHOBUPYC, aJeHOACCOLMHPOBAHHBIN BHPYC,
pPeTpOBUpPYC, JIEHTUBHUPYC, Bupyc CeHnaii u BUpyC NpOCTOro repreca.

[0104] TepMuH «HaHOUACTHLIA», HCIOJb3yeMasi B HACTOALIEM OMUCAHUM, OTHOCHUTCS K
moOOMy HOCHTENIO JOCTaBKM HAHOMETPOBOIO pa3Mepa, CIIOCOOHOMY TPaHCIOPTHPOBATh
JIEKapCTBEHHOE CPEICTBO K 3alaHHON KjeTke miM TkaHu. KOoHKpeTHble mpuMepsl BKJIIOYAIOT B
ceOst Oe3 orpaHrYEHUH JIUMITOCOMBI, HAHOMHMIIEJUTBI M HAaHOYACTHIbI PLGA.

[0105] TepMHH «HH3KOMOJEKYJIPHOE JIEKAPCTBEHHOE CPEACTBO», HCIIOJIb3YEMbI B
HACTOSIILEM OMUCAHHH, MPEICTABISET COOON MOHATHE, BKIIIOYANOIIEE B Ce0s1 KIIMTOTOKCHUECKUHN
areHT», «XUMUOTEPANEeBTUYECKUN areHT», «TapreTHbld IMPOTUBOPAKOBBIM  areHT» W
«MMMYHOTEPAIIeBTUYECKHI areHT», M OTHOCUTCS K JIFOOOMY JIEKAPCTBEHHOMY CpEACTBY,
KOTOpOE€ MOXKET OBITh HCIIOJNIb30BAHO I JICUEHUs] HAPYIICHWH KJIETOYHOHW mpoudepanuy,
TAaKUX KakK pak u Tomy nopobHoe. KOHKpeTHbIe MmpuMephl BKIIOYAIOT B cedsi Oe3 orpaHHueHHi
MMAE, MMAF, DM-1, DM-4, 5-¢ropypani, 1okcopyOUIINH, NPUHOTEKAH, KAJIUXEAMULIMH U
TOMY MTO100HOE.

[0106] TepMuH «UWUTOKHH», HUCHOJb3yeMbll B HACTOALIEM ONHCAHMHU, OTHOCUTCS K
moboMy  (U3MONOTMYECKH  aKTUBHOMY  BEINECTBY, KOTOpPO€  IMpEACTaBisieT  coOoi
HU3KOMOJIEKYJIAPHBIN O€NIOK, CeKPEeTUPYEeMbIH KJIETKaMM, YYaCTBYIOLIMH B MEXKJIETOYHBIX
B3aUMOJEHUCTBUSIX W BO3JCUCTBYIOLIUNM HAa OKpyKarolue KiIeTku. KOHKpeTHble NpuMepsI
BKJIFOUAOT B cebst Oe3 orpanmuennii ®HO-o, unrepdepon-a, nnrepdepon-, nnreppepoH-y,
UHTEPJIEHKNUH-2 U TOMY NTOJO0HOE.

[0107] Kpome Toro, myTeM CMEIIUBaHUSA KOHBIOTATa AHTUTEJIO-JIEKAPCTBEHHOE CPEICTBO
U (dapMaleBTUUECKH NPUEMJIEMOrO HOCHTENS MOXHO IOJYYUTh (hapMaleBTHUECKYIO
KOMIIO3UIIMIO JUIsT JIEYEHUS paka, CBepxdKcIpeccupyromero MmyuuH noaruna SAC, wumm
TeparneBTUUECKUN areHT IJIsI JIeYeHHsI paka, CBepXdKcmpeccupyromero myuuH noxarumna SAC.
BapuaHT ocymecTBieHUs] TakoH (papMalieBTUYECKONW KOMIIO3UIIUN M TE€PANEBTHUECKOTO areHTa
onucas st papmaneBTudeckoit komrno3uuun B (2). Takas papmaneBTHUECKAs KOMIIO3ULUS HITH
TEPANeBTHUECKUH areHT MOXET YMEHbIIATh KOJHUYECTBO PAKOBBIX KJIETOK W/MIIM yYMEHBINATH
pasmep OMyXOJH.

[0108] B mnpeamodTUTENPHOM BapHAaHTE OCYIIECTBJICHUS HACTOSLIETO H300pETEHHs
I'YMaHU3UPOBAHHOE AHTUTENIO WM €r0 aHTHICHCBS3bIBAOIMUN (parMeHT U JIeKapCTBEHHOE
CPEINCTBO COEQUHEHBbl JIMHKepoM. Mcrmonpdyemblli  37ech JIMHKEp  IPEANOYTHUTENBHO
NpencTaBisier co0oi JUHKEp, CrocOOHBIH 3(()EKTUBHO CBS3BIBATH AHTUTEIO HACTOSIIETO
U300peTeHNs] C JIEKAPCTBEHHBIM CPEICTBOM B MSTKHX VCIOBHAX. KOHKpeTHblE NpHMEpbI
JMHKEpa, KOTOPBIH MOXKHO HCIIONb30BATh B HACTOSILIEM HM300pPETEHHH, BKIIIOYAIOT B cebs Oe3
orpanuuenuii, nuukep, PEG-nunkep, manenmuansiii nuHkep, PAS-unuposanubiii aunkep, HES-
WIMPOBAHHBIN JIMHKEP, OUC(CyIb(POCYKIMHUMUANI)CYOepaTHBIH JIMHKEp, JIMHKEP HAa OCHOBE

HYKJIEMHOBOM KHUCJIOTBI, NENTUIHBIM JUHKEDP, CUJIAHOBBIA JIMHKEP, MOJUCAXAPUIHBIA JIMHKEP,
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JIMHKEP, KOTOPBIN SIBJISETCS TEPMOUYBCTBUTEJIBHON WJIM YyBCTBUTENBbHOH K obmyuenuto (MK,
omwxanit UK, V@) cBsa3pro, JHHKEp, KOTOPBIH sBisiercs pH-4yBCTBUTENBHON CBSA3BIO,
TUPOJUTUYECKUN JTMHKEP U JIMHKEP, MOJy4YEeHHbIN IyTeM KOBAJIEHTHOTO CBSI3bIBAHUS, AMUHOTO
CBS3bIBAHUS, PUCOENUHEHNUS K MHOXKECTBEHHOHN CBSA3U YIIIEPOA-YTIIEPOS,
LUKJIONPUCOEANHEHUsT XyCreHa K a3uIoalKuHy, peakiuu Juibca-Anbaepa, AuCynbQUAHOTO
CBSI3bIBAHMS, NMPHCOCAMHEHHs MMXasis, B3aMMOJECHCTBHUS CHJIaHA, HYKJICO(PHUIBHOH peakiuu
PaCKpPBITHS KOJIbIIA YPETaHa, SITOKCHUAA, HEAIbAOIBHOTO KapOOHMIa U peakyH 1,3 - AUNoJsIpHOTO
MPUCOENNHEHHUS WIH PeaKLUU [IUKJIONPUCOETUHEHNUS, TAKOW KaK TO3UJIUPOBAHUE.

[0109]

(4) HyknewHoBasi KHMCJIOTa, KOOUPYIOIIAs T'YMaHU3UPOBAHHOE AHTUTENIO HACTOSINErO
u300peTeHus], BEKTOP, COAEPIKAIIMA HYKJIEHMHOBYIO KHCJIOTY, KJIETKa-XO3sIMH, COIEprKaas
BEKTOpP

Hacrosimee wu300pereHne OTHOCUTCS K HYKJICHHOBOHW KHCJIOTE, KOIUPYIOIIEH
I'YMaHU3HPOBAHHOE AHTHUTENIO WJIM €r0 aHTUTCHCBS3bIBaOIUH (pparmeHt, ommcanabie B (1).
ITockONMbKY aMHUHOKHCJIOTHBIE TOCIIEAOBATENIbHOCTH BapuadeabHON OONacTH TSKENOW Lenu U
BapuabenbHON O0JIACTH JIETKOHW LeNH I'YMaHU3HPOBAHHOTO AHTHTEJIA HACTOSINEro H300peTeHHs
packpsiTel B SEQ ID NO: 1 - SEQ ID NO: 8, crienuainctsl B JaHHOH 00JIaCTH TEXHUKH MOTYT
MOJIyYUTh HYKJIEMHOBYI) KUCJIOTY, KOAUPYIOIYK I'YMaHU3UPOBAHHOE AHTUTENO, UMEIOLIEEe 3TH
AMHUHOKHCJIOTHBIE MOCJIEIOBATEIbHOCTH. Korna MIPEANOaraeTcs 3KCIPECCHs
I'YMaHU3UPOBAHHOTO aHTUTENA HACTOSIIEro M300pEeTeHUs] C MCIOJIb30BAHNUEM KJIIETKH-XO35MHA,
KaK OINHCAaHO HHWXE, B KaueCTBE KOJOHA HYKJIEWHOBOM KHUCJIOTBL, KOAUPYIOLIErO €ro,
NPEATIOYTUTENBHO BBIOUPAIOT KOJIOH, ONNTUMU3UPOBAHHBIN AJIS SKCIIPECCUU B 3TOM XO35HHE.

[0110] MyTtupoBaHHbIH BapuaOenbHBIH yYaCTOK TsDKEJIOH Lenw, onucaHHbii B (1),
MOXKHO TOJIy4UTh, MOABEPrasi HYKJIEHHOBYIO KHCJIOTY, KOAMUPYIOIIYIO BapuaOeNbHBbIH y4acTOK
Tspkenoi uenu, nokasaHHblii B SEQ ID NO: 1-4, Hanpumep, caliT-crieuuuHOMYy MyTareHesy
(mammpumep, Nucleic Acid Research, Vol.10, No.20, p.6487-6500, 1982, conepskaHre KOTOPOTrO
MIOJTHOCTBIO BKJIFOYEHO B HACTOsLIEe H300pETeHHE IyTeM CCBhUIKH), YTO SIBJISIETCS XOPOLIO
U3BECTHBIM METOIOM. MyTHPOBAHHYIO BapHaOeNbHYIO OOJACTh JIETKOM LENH TaKKE MOXKHO
NOJIy4HTh, TO/ABEPTas HyKJIEHHOBYIO KUCIIOTY, KOJUPYIOIIYI0 BapHaOeNnbHYHO O0JIaCTh JIETKOH
ueny, nokasanHyw B SEQ ID NO: 5-8, Hampumep, caiiT-crieliupuIHOMY MyTareHe3y.

[0111] MOXHO MOMYYUTh SKCIPECCUOHHBINA BEKTOP, COAEPKAIMUN TAKyI0 HYKJICUHOBYIO
KHUCIIOTYy. Bekrop Moker HeoOs3aTeNbHO COAep:KaTh B JOTMOJHEHHE K HYKJIEHHOBOH KHCIIOTE,
KOAMPYIOIIEeH T'YMaHM3HPOBAHHOE AHTHUTENO HACTOSALIETO H300PETEeHUs, IMOCIENOBATEIbHOCTD
Kozaka nnst mosbimeHust 3(QQEeKTUBHOCTH TPAHCISIIMM, CUTHAJBHYIO I1OCIIEIOBATEIbHOCTD,
KOTOpasi COCOOCTBYET CEKPELUH T'YMaHU3UPOBAHHOTO AHTUTENIA HACTOSILIETrO M300pETEHHs B
Cpeay TpHU BBEACHUH B XO35IMHA, NMPOMOTOPHYIO IIOCJIEAOBATENLHOCTD M TOMY IOAOOHOE.
BexTop, KOTOpBIN MOKHO HCIIONIb30BaTh B HACTOSIIEM HM300pPETEHHH, MOXET OBbITh BBIOpAH U3
TeX, KOTOpPble OOBIYHO HCIOJB3YIOTCS B COOTBETCTBYIOINEH OOJACTH TEXHHKH, W IJIa3MHIHBIE
BEeKTOpbI, o0coOeHHO pcDNA3.4, wucnonp3yemble B CIEOYIOIIEM MpPUMeEpe, SBISTIOTCS

npeaAnoOYTUTCIIbHBIMU.
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[0112] Kpome Toro, Hacrosimee H300pPETEHHE OTHOCUTCS K  KIIETKE-XO35UHY,
COIep Kalllel BBILICYIIOMSIHYTBIM 3KCIPECCHOHHBIM BEKTOp. IIOCKONBKY MOJydYeHHAas Takum
00pa3oM KJIETKa-XO35HUH COAEPKUT HYKJIEHHOBYIO KHMCJIOTY, KOAUPYIOIIYIO I'YMaHU3HPOBAHHOE
AHTUTEJIO WU €r0 aHTUTE€HCBSI3bIBAIOLINH (pparMeHT, onrcaHHbie B (1), €6 MOJKHO UCTOIb30BATh
B crioco0e MoJy4eHus] TYMaHH3UPOBAHHOI'O aHTUTENA, KOTOphI Oyner omucan nanee B (5). B
KauecTBe Ccrocoba BBEAEHUs TIeHa B KIETKY MOMKHO HCIOJb30BaTh CIIOCOO, OOBIMHO
UCIIONIB3YEMbIIl B COOTBETCTBYIOLIEH OOJACTH TEXHUKH, HANpHuMep, CHoco0, W3BECTHBIN
CIeIAINCTaM B JaHHON 00JIaCTH TEXHUKH, TaKOW Kak crnocod ¢ dochaTrom kambius, crnocod
anekTpornopanuy, crnocod munopeknun u cnocod ¢ DEAE-nekcrpanom. Crioco® BBeneHus ¢
UCTIOJIB30BAHUEM CIIOCo0a JTMMO(EKLUUH SBISIETCS OCOOSHHO MPEATIOYTUTENIbHBIM, KaK TIOKAa3aHO
B CJIEIVIOIIEM NIpUMeEpE.

[0113] B kauyecTBe KJIETKHU-XO35IMHA, WCIOJIB3YeMON IUIsi 3TOH LEJTH, MOTYT OBITh
UCTIONIB30BAHbl T€ KJIETKH, KOTOpPbIE OOBIMHO HCIIONB3YIOTCS B COOTBETCTBYIOIIEH OOJACTH
TeXHUKH. [IpuMeppl TakWx KJIETOK-x03seB BKmouaroT B ceds kietkm CHO, knerkm 293,
Escherichia coli, apoxcku Pichia, xnerku Sf9 u Tomy nmogoOHoe. B HacTosimee BpeMst Takke
KOMMEPUYECKH IOCTYIeH HaOOp SKCIMPECCHOHHOW CHUCTEMBbI JJISI HKCIPECCHH ILIEeNIEBOro Oenka.
Cucrema ExpiCHO (Thermo Fisher Scientific), ucmonb3yemass B CIEAyIOLEM MpUMEpE,
0COOEHHO MPEATOUTUTENbHA I OBICTPON U HaZEKHOM HKCIPECCHH LIEIEBOTO Oelka.

[0114] (5) Criocob monydeHus r'yMaHU3HPOBAHHOTO aHTHUTEJA HACTOSIIIEr0 U300 peTeHus

Hacrosimee n3o0OpereHne Takke OTHOCHTCS K CHOCOOY MOJy4eHUs] T'YMaHU3HPOBAHHOTO
aHTUTENa WM €r0 aHTUT'€HCBs3bIBaKoOIero ¢parmenta, onucanubiM B (1). Croco® momydeHus
BKJIFOYAaeT B ce0s BCTpaMBaHUE OIMCAHHOH BbllIe B MyHKTE (4) HYKJIEWHOBOW KHCIIOTBHI,
KOAMpPYIOIIEH  TI'YMaHU3HUPOBAHHOE  AHTUTENO  HACTOSINEro  H300peTeHus, WIH  €ero
AHTUTEHCBS3BIBAIOIINI (PparMeHT, B HKCHPECCHOHHBIH BEKTOpP, BBEICHHE 3TOH HYKJIEHHOBOH
KUCJIOTBI B  KJIETKY-XO3fIMH IIpU TIOMOILIM OSKCIPECCUOHHOTO BEKTOpa, COAEpIKallero
HYKJICMHOBYIO KHCJIOTY, KYJIbTUBUPOBAHHE KJIETKU-XO3SMHA IOCIEe BBEIEHHS HYKJIEHHOBOMH
KUCJIOTBI MW TOJIyYe€HHEe TyMaHU3UPOBAHHOTO AHTUTENA HACTOSILIEro H300peTeHus u3
CyNepHATaHTa KYJbTYPbl KIETKU-XO35IMHA C TIOMOINBI CHOCOOOB OYHCTKH, TaKUX Kak
xpomarorpadust 1 ToMy Nog00HOe.

[0115] YnoOHO U MpenrnodTUTENbHO CEKPETUPOBATh 'YMAHU3HUPOBAHHOE AHTUTENO WJIH
€r0 aHTUT€HCBSI3bIBAIOINUI (PparMEeHT HACTOSAIIErO U300PETEHNUS B KYJIbTYPAJIbHBIN CYIIEPHATAHT
NyTeM KYJbTHBUPOBAHHUS KJIETKU-XO3sMHA. llosTOMy, Kak ommcaHo B (4), >KenaTeNbHO
CKOHCTPYHPOBATh BEKTOP U BBIOPATH KIJIETKY-XO3fHMHA TaK, YTOOBI KIJIETKA-XO3UH 3P PEKTHBHO
CEeKPETUPOBAJIAa AHTUTEJIO HACTOSIIErO H300PETEHHsI B KYJIbTYpaJIbHbINA CYNEPHATAHT.

[0116] T'ymMaHuW3UpOBAaHHOE AHTHUTENIO WJIM €ro AaHTUTeHCBSA3BIBAIOIINN (parMeHT
HACTOSIIETO M300pPETeHHsT MOXHO TOJNYYUTh M3  KYJBTYPAJbHOrO CyNepHaTaHTa ¢
UCTIOJIB30BAHUEM CITOCOOOB OYHMCTKH, TAKUX Kak xpomaTtorpadusi u Tomy nonobHoe. B kadectse
cpeacTB ansi xpomarorpaduu MOryT OBITh HCIIOJIb30BaHBI PA3fIMYHbIE CPENCTBA, U3BECTHBIE B
COOTBETCTBYIOLIEH OOJNIACTH TEXHHUKH, Takue Kak apduHHass xpomartorpadus, HOHOOOMEHHas

xpomarorpadus, SKCKIIO3HMOHHas  Xpomarorpagpus u TomMy mnomobHoe. OcoOeHHO
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NPEATIOYTUTENbHON sBIIsieTCs adPuHHAs XpoMaTorpadus ¢ UCTIOIb30BAHUEM KOJIOHKH C OEITKOM
A, ucnosnbp3yemas B CIeAYIOLIEM NTpUMepe.

[0117] (6) Criocob nevenus paxa

Hacrosiimee wus3oOpereHne OTHOCHUTCS K CrocoOy JIeUeHHs paka ¢ TNPUMEHEHUEM
I'YMaHU3MPOBAHHOTO aHTHUTEJA UJIM €r0 aHTUTEHCBS3bIBAIOLIETr0 (pparMeHTa, onucaHHbix B (1),
WIN KOHBIOTaTa AaHTUTENO-JIEKAPCTBEHHOE CpencTBO. TO ecTh pak MOMKHO JIYUTh IyTEM
BBeNEHN H(PQPEKTUBHOrO KoIuuecTBa (PapMaleBTUYECKOH KOMIIO3UIMH, COAep Kaliel
I'YMaHU3UPOBAHHOE AHTHUTENIO MJIM €ro AaHTUTCHCBS3bIBAIOINUN (pParMeHT HACTOSLIErO
u3o0pereHust U (HpapMaLEBTHUECKU MPHEMIIEMbIH HOCUTENb, CYOBEKTY, MOPAKEHHOMY PaKOM,
cBepxakcnpeccupyromuM MyuH noarumna SAC. ITocKoabKy r'yMaHH3UPOBAHHOE AHTHTENO HJIH
€r0 aHTUTCHCBS3bIBAOINUI (PparMeHT, WM KOHBIOTAT AHTHTEJO-JIEKAPCTBEHHOE CPEICTBO
HACTOSIIIEr0 N300peTEeHNs! CBSI3bIBAETCS ¢ MyUHHOM noatuma SAC 1 moaaBisieT mpoudeparito
PaKOBBIX KJIETOK, CBEpPXdKCIpeccupyromux MynuH noaruna SAC, MOXHO OXUAATH JIEUCHUs
paka. JlexapcTBeHHast ¢opMa U Crocod BBeneHUs (papMaleBTUYECKOW KOMIO3UINH B JaHHOM
cllyyae TaKue jke, KaK OMUCAHO s (PapMaleBTHYeCKOH KOMIO3HUINH B (2).

[0118] Ilpumepsl paka, MOAJICKAILIETO JIEYCHHUIO B COOTBETCTBUM C HACTOSLIUM
n300peTeHNeM, BKIIFOHYAIOT B ce0sl pak IMOKENyTOUHON JKeNe3bl, PaK IIUTOBUIAHOM JKeNe3bl, paKk
NeUeHH, KOJIOPEKTAJIBHBIN PaK, PaK JKeJNyIKa, paKk YPOTeNus, paK MOJIOYHOH JKeJe3bl, PaK MEeHKH
MAaTKH, pPaK sSIMUHUKOB U KaPIIMHOMY SHAOMETPHS U, B YACTHOCTH, PaK MOKENYAOYHOH KeJe3bl
MO3KHO 3()(PEeKTUBHO JICUUTb.

[0119] Ilpumeprl paka, NOIJIEXKAINErO JIEYEHHUIO B COOTBETCTBUM C HACTOSILIUM
n300peTeHNeM, TaK)Ke BKIIFOUAIOT B ce0s1 pak JKeUHBIX IPOTOKOB.

[0120] UmeeTcst MHOXKECTBO COOOIIEHUH, B KOTOPBIX YTBEPIKAAETCS, YTO MYLIUH MMOATHUIIA
5AC sBnsiercst HocuteneM anturena st CA19-9 (PLoS ONE (mexabpp 2011 r., Tom 6, BBITyCK
12, €29180, p1-10)). CnenoBaTenbHO, MPUMEPHI paka, MOAJIEKAIIErO JEYEHUIO B COOTBETCTBUH C
HACTOSIIUM HM300pETeHHEM, TAK)Ke BKIIIOYAIOT B Ce0sl paK JKEeMUEBBIBOISINNX MyTeH, paKk MaTKH,
paK JIETKHX M pak numesona co ceepxskcnpeccueii CA19-9, n ux MoxHo 3pHeKTUBHO IeUUTb.

[0121] Hcnonw3yemblii 374eChb TEPMHUH «CYOBEKT» OTHOCHTCS K UEJIOBEKY WM
JKUBOTHOMY, TAKOMY KaK MbIlIb, Kpbica, 00e3bsiHa, MOPCKasl CBHHKA, HIMMIIAH3€, OBIA, KO3,
cobaka, KOIIKA, CBUHbS, KpPYIHBI pOraTelii CKOT, JIOIaAb WJIX TOMY TOAOOHOE,
NPEATIOYTUTENIBHO YEJIOBEKa, HO CIIELIUAIbHO HE OTrPAaHHYUBACTCS.

[0122] HMcnionb3yemsblii 31ech TePMUH «3(h(HEKTHBHOE KOJUYECTBOY MPEACTABISIET OO0
KOJIMYECTBO, KOTOPOE MOKET obecrneuuTh Mojie3Hbie 3(P¢eKThl JIeYeHHs paka y CyObekTa.
O¢ddexTuBHOE KOMMUECTBO, BBOAUMOE CYOBEKTY, BapbHPYETCsl B 3aBHCUMOCTH OT THIA
cyObeKkTa, Macchl Tena CyOBeKTa, JeKapCTBEHHOH (GopMbl (TabneTka, MHBEKIHUS U T.A.) U IMyTH
BBEICHNS (TIEpPOpaTbHOE BBEINEHHE, MapEeHTEPAJIbHOE BBEAECHHWE M T.J.), TSDKECTH PAaKOBOTO
3a0oneBaHust U TOMy nomoOHOro. Bpaum u BeTepuHapBl MOTYT YUWUTBIBATh 3TH (HaKTOPHI U
onpeaensaTh noaxoxasee 3QpQPEeKTUBHOE KOJUIECTBO.

[0123] Ilpm neueHun paka BBEAEHUEM TIyMAaHU3UPOBAHHOIO AaHTHUTENA WIH €ro

AHTUT'CHCBA3BIBAOLICT'O (bparMeHTa HUJIM KOHBIOTaTa AHTUTECIO-JICKAPCTBEHHOEC CPEACTBO
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HACTOSIIEr0 M300PETEHHs] KOJIMYECTBO PAKOBBIX KJIETOK YMEHBINAETCS W/HIN YMEHBINAETCS
pasMep OMmyXoJiu.

[0124] (7) Criocob muarHOCTHKHU paka

Hacrosimmee u3oOpereHne OTHOCUTCS K CIIOCOOy IHMArHOCTUKU paka C NPUMEHEHUEM
I'YMaHU3UPOBAHHOTO AHTHUTENA WUJIM €r0 aHTUIEHCBS3bIBAIOLIEro (pparmMeHTa, onucaHHbIX B (1),
UJIM KOHBIOraTa aHTUTEJIO-JIEKAPCTBEHHOE CPEACTBO.

[0125] B onmHOM BapuaHTe OCYLIECTBJIEHHS HM300peTeHHs K TyMaHM3HPOBAHHOMY
AHTHUTEy WJIA €ro AaHTHUIEHCBS3bIBAOIEMY (parMeHTy, WM K KOHBIOTATy aHTHTEJO-
JIEKAPCTBEHHOE CPEACTBO HACTOSIIErO H300pETeHHs NMPUKPEIUIeHa METKa, MO3BOJISIOLIAs €ro
OOHapyKUTh, KJIIETKUA WM TKaHU OepyT y cyObeKTa U 3M0pOBOro CyObekTa, COOpaHHbIE KIIETKH
WIM TKaHU KOHTAaKTUPYIOT € MEYEeHbIM TI'YMAaHU3UPOBAHHBIM AHTHUTEJIOM HACTOSIIErO
n300peTeHNs], U3MEPSIOT KOJIMYECTBO METKHU B COOPAHHBIX KJIETKAX WM TKAHSIX U CPAaBHUBAIOT
KOJINYE€CTBO MEUEHOT'O aHTHUTENA, CBS3aHHOTO C KJIETKAMH WM TKaHSIMH, B3STBIMU Y CYOBEKTa C
KOJMYECTBOM MEUEHOTO aHTUTENA, CBA3aHHOIO C KJIETKAMHU WM TKaHSMHU, B3ITBIMU Y 310pPOBOTO
CyOBbeKTa, OCPEICTBOM HYEero MOXKET OBITh BBITIOJHEHA AMArHOCTHKA paka. Korma konm4ecTso
METKH, OOHApYKEHHOHW B KJIETKE WMJIM TKaHH, B3STOH y cyObekTa, OoJble, 4eM KOJUYECTBO
METKH, OOHApY>KEHHOH B KJIETKE TN TKAHH, B3SATOH Y 370POBOTO CYOBEKTa, y CYOBEKTa MOXKET
OBITH TUATHOCTUPOBAHO PaKoBOe 3a00sIeBaHUE CO CBEpXIKCIpeccuer MmyuHa noxruna SAC.

[0126] HMcnonb3yemblii 31€Ch TEPMUH «3IO0POBBIA CyOBEKT» OTHOCHUTCS K 3I0OPOBOMY
YeJIOBEKYy, KOTOPBIH $IBHO HE CTPajaeT pakoM, B OTJIMYHE OT CyObeKTa, y KOTOPOro
IUarHOCTUPOBAH pPaK B HACTOSINEM M300peTeHHdu. Y Takux 3/I0pOBBIX CYOBEKTOB
cBepxakcnpeccuss myuHa noaruna SAC He Habmonaercs, 1 CyObeKTa MOKHO HCIIOJIBb30BATh B
KaueCTBE KOHTPOJISL.

[0127] Hcnonb3yemblii 31eCh TEPMUH «METKa» O3HAa4YaeT JIOOYH METKy, KOTopas
CBSI3BIBAETCS] C I'YMAHU3UPOBAHHBIM AHTUTEJIOM WM €r0 aHTHICHCBS3bIBAIOIIUM (hparMeHTOM
HACTOSIIEr0 M300pETeHUsT U JIeNaeT BO3MOKHBIM ero oOHapyskeHne. KOHKpeTHble mpuMepbl
METKH BKJIFOYAIOT B ce0s BerecTBa J1st (PJIyOpECLIEeHTHOTO MEYEHHUSI.

[0128] B npyrom BapuaHTe OCYIIECTBICHHS H300peTeHHuss K TIyMaHU3HPOBAHHOMY
AHTHUTENTy WIN €r0 aHTUT€HCBSI3bIBAIOIEMY (PparMEeHTy HACTOALIETO N300pPETEeHUs MPHUKPEIUIeHA
METKa, IMO3BOJISIOIIAs €ro OOHAPYKUTh, KJIETKAa HJIM TKaHb CyOBEKTa M KIJIETKa WM TKaHb
3I0pPOBOTO CYOBEKTa KOHTAKTHPYET C MEUYEHBbIM TI'YMAHH3HUPOBAHHBIM AHTHTEJIOM WJIH €ro
AHTUTCHCBS3BIBAIOIINM (PPArMEHTOM HACTOSIIETO H300PETEHHs, U3MEPSIFOT KOJHMYECTBO METKH B
KJIETKE WM TKaHW CyOBEeKTa M KJIETKE WM TKaHU 3I0POBOTO CYOBEKTa, U KOJIMYECTBO METKH,
U3MEPEHHOE B KIIETKE WM TKAHU CyOBEKTa, CPAaBHUBAIOT CO CTAHOAPTHBIM KOJUYECTBOM,
KOTOPOE MPEICTABISET COOOHM KOJINYECTBO METKH, U3MEPEHHOE B KJIETKE WJIM TKaHU 3JOPOBOTO
cyObekta. Korma konmmuecTBO, M3MEPEHHOE B TKAaHM WM KJIETKE CyOBEKTa, 3HAUYUTENBHO
NPEBBIIAET CTAHAAPTHOE KOJUYECTBO, Y CYOBEKTa MOXKET OBITh JIMAarHOCTHPOBAHO PAaKOBOE
3aboseBaHne Co CBepXaKcnpeccueit mynuHa noaruna SAC.

[0129] MHcnonb3yemblii 374€Ch TEPMUH «CTAaHAAPTHOE KOJMYECTBO» OTHOCUTCS K

KOJMYECTBY METKH, M3MEPEHHOMY Vy 3J0pPOBOrO CyOBeKTa, U IOKa3blBaeT OOIUN YypOBEHb
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skcnpeccuu MyuHa noaruna SAC y He3/10KaueCTBEHHbIX HHANBUAYYMOB U KOJIMUYECTBO METKH,
KOTOpO€ He CHeHU(pUYHO CBS3BIBAIOTCA C KIETKAMHM WJIM HAKaIJIMBAIOTCS B TKAHSX.
CnenoBarenbHO, KOrga KOJNMYECTBO METKH, H3MEPEHHOE Yy CyObeKkTa, y KOTOpOro
JAUArHOCTHPOBAH PaK, MPEBbILIAET CTAHAAPTHOE KOJIUYECTBO, MPEATIONAraeTCsi CBEPXIKCIPECCHs
myuuHa noaruna SAC. B stom ciydae y cyObekTa MOXKeT ObITh AMAarHOCTHMPOBAHO PAaKOBOE
3aboneBaHne. B 3ToM croco0e KOHTAKT MEXAy KJIETKOW WM TKaHbI CyObeKTa U MEUeHbIM
AHTUTEJIOM HACTOSINEr0 M300pETeHHsT MOXKET ObITh OCYIIECTBJIEH C HCIIOJIb30BAHUEM KJIETKU
WIN TKaHU, MOJIyYE€HHBIX OT CyOBbEKTa, M B BApUAHTE OCYLIECTBISHHS in vitro. Tak:ke BO3MOXKHO
OCYIIECTBIISITh KOHTAKT MEXKIY KJIETKOHW WM TKAHbIO CyObEeKTa M MEYEHBIM AaHTUTEJIOM
HACTOSIIEr0 M300pETeHUs] B BapUAHTE OCYLIECTBJICHMS in vivo Oe3 W3BJEUeHHs] KJIETKH WU
TKaHHU y CyObeKTa.

[0130] B mpyrom BapuaHTe OCYIIECTBJICHUS H300pETEHHs K T'yMaHU3HUPOBAHHOMY
AHTHUTENy WM €r0 aHTUT'CHCBSI3bIBAIOIIEMY (PparMEeHTY HACTOALIETO U300PETEHUs MPUKPETIICHA
METKa, TO3BOJISIIONIAsl €ro OOHApYKUTh, KJIETKH WM TKaHU OepyT y cyObekTa, COOpaHHBbIE
KJIETKA WJIM TKAQHU KOHTaKTUPYIOT C MEYEHbIM TI'yMaHU3UPOBAHHBIM AHTUTENIOM HACTOSLIEro
n300peTeHNs], U3MEPSIOT KOJIMYECTBO METKU B COOPAHHBIX KJIETKAX WJIM TKAHSX U CPAaBHUBAIOT
KOJINYECTBO MEYEHOT'O aHTUTENA, CBSI3AHHOTO C KJIETKAMHU WUJIM TKAHSMH, B3SITBIMHU Y CYOBEKTa, C
KOJJMYECTBOM MEUEHOI0 aHTUTENA, CBSI3aHHOTO C HOPMAJbHBIM KJIETKAMU WU TKaHIMH, C
MOMOIIBI0 Y€ro MOKHO JIMAarHOCTHpOBaTh pak. Korma kommuecTBO METKH, OOHapY)KEHHOW B
KJIETKE WJIM TKaHH, B3SATOH y cyObekTa, Oonble, 4eM KOJUYECTBO METKH, OOHApy>KEHHOH B
HOpPMAJIbHOM KJIETKE WM TKAHU, MOXXKHO JUArHOCTHUPOBATh, YTO KJIETKA WM TKAHb MOPA’KEHBI
paKoM, CBEPXIKCIpPECCUPYIOIUM MyLH noaTtuna SAC.

[0131] HMcnonb3yemblil 34€Ch TEPMUH «HOPMajibHasl KJIETKA WM TKaHb» OTHOCUTCS K
KJIeTKE WIM TKaHH, B3STHIM Yy CyOBEKTa, Y KOTOPOrO AOJDKEH OBITh AMArHOCTUPOBAH PaK B
COOTBETCTBMHM C HACTOSIIUM H300peTeHueM, WIM Yy 370pOBOrO CyObekTa, M 3apaHee
IUArHOCTHPOBAHHBIM KaK HOPMAaJibHAasl KJ€TKa WM TKaHb. B TakuX HOpMaJbHBIX KJIETKAaX WUJIH
TKaHsx MyuH noatuna SAC He CBEpX3KCIPECCHPYETCs], U UX MOXKHO UCIIOJIb30BaTh B KAUECTBE
KOHTPOJISL.

[0132] B pmpyrom BapuaHTe OCYIIECTBJIEHUS HM300pPETEHUST K T'yMAaHU3UPOBAHHOMY
AHTHUTENTy WIN €r0 aHTUT€HCBSI3bIBAIOIEMY (PparMEeHTy HACTOALIETO N300pPETEeHUs MPHUKPEIUICHA
METKa, TO3BOJSIIOIIAsl €ro OOHAPYXKUTh, MEUEHOE T'yMaHW3MPOBAHHOE AHTUTENIO WIH €ro
AHTUTCHCBS3BIBAIOIINN ()PArMEHT BBOIAT CYOBEKTY, METKY OOHAPY)KHBAIOT B TKAHU CYOBEKTa, U
OOHApY’>KMBAIOT HAKOIUIGHHE MEYEHOTO AaHTUTENla, IOCPEACTBOM YEero MOXKET ObITh
auarHoctupoBaH pak. Korma B TkaHm cyObekra OOHApy)KMBaeTCsl HAKOIUIEHHE MEYEHOTO
I'YMaHU3MPOBAHHOTO AaHTUTENAa WM €ro aHTHIeHCBS3bIBAIOIIEro (parmMeHTa, y CyOBekTa
IVarHOCTHPYETCsl pak, cBepxakcrnpeccupyromuii myuuH mnoaruna SAC. B stom cmocobe
oOHapy’keHHe METKH B TKaHH MOXKHO INPOBOJAUTBH C HUCIMOJb30BAHUEM TKAHH, MOJYYEHHOH OT
cyObeKTa, U B BapUaHTE OCYIIECTBJIEHHUs in vitro. Takyke BO3MOXXHO NMPOBOAUTH OOHAPY)KEHHUE
METKH B TKaHU CyOBEKTa B BApUAHTE OCYIIECTBJIECHHUS in vivo Oe3 M3BJICUEHUs] TKAHH Y CYOBeKTa.

[0133] B gpyrom BapuaHTe OCYIIECTBICHHS H300peTeHHUs K TI'YMaHU3HPOBAHHOMY
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AHTUTENy WJIN €r0 aHTUT€HCBS3bIBAIOIEMY (PparMEeHTy HACTOALIETO N300pPETEeHUs IPUKPEIUIeHA
METKa, TO3BOJISIIOINAsl €ro OOHAPY)KUTh, U METKY OOHAPYKUBAIOT B TKAHU CyOBEKTa, KOTOPOMY
BBOJIAT MEUYEHOE T'yMAaHHU3MPOBAHHOE AHTUTENI0 WM €r0 aHTUICHCBS3bIBAIOIIUI (PparMeHT.
Korna B TkaHu cyObekTa OOHApy)KMBAaeTCs HAKOIUIEHHE MEYEHOro TI'yMaHHU3UPOBAHHOTO
aHTUTENla WJIM ero aHTHIeHCBs3pIBaroIlero (Qparmenra, y cyObekra MoOxkeT ObITh
AMATHOCTUPOBAHO PaKoBoOe 3a00eBaHHE.

[0134] Korpa y cyObpekTa 1MarHoCTHPOBaH PaKoOBOE 3a00JI€BaHUE CO CBEPXIKCIpeccueit
myuuHa noartuna SAC ¢ MOMOLIBIO OMMCAHHOTO BbIMIE Crocoba, 3TO pakoBoe 3aboyeBaHUe
MOXKHO JICYUTh TIyT€M BBEIACHUS JTOMY CYOBEKTY (hapMaleBTHUECKOW KOMIIO3HLIUH,
cofepKaliell TyMaHU3UPOBAHHOE AHTUTEJNO WJIM €ro AaHTUTCHCBSA3BIBAIOIIUN (ParMeHT,
onucanubie B (1), 1 papManeBTHYECKH MPUEMIIEMbIIl HOCUTEb.

[0135] KoHkpeTHble mpuUMepbl OMMCAHHOH 34€Ch METKH BKIIIOYAIOT B ceOs MeueHue
BEIECTBOM il (DIYOPECHEHTHOrO MEYEHHUs, HO CIHEeNHajJbHO HE OrPAaHUYMUBAIOTCS, TNPHU
YCIIOBHH, YTO C HMX IOMOIIBID MOXHO OOHApyXMTh T'YMAHM3HUPOBAHHOE AHTHTEJO HJIA €ro
AHTUTCHCBS3BIBAIOIINN (PparMeHT HacTosimero n3ooperenns. CBA3bIBAHNE MEKAY aHTUTEIIOM H
METKOH MOJKET OCYILIECTBISITBCS 4epe3 JIMHKEp, ONMHCaHHBbIH B (3) KOHBIOraTe aHTHTENO-
JIEKapCTBEHHOE CPENCTBO.

[0136] (8) Criocob u3mepeHnust oObema paka

Hacrosimee wu3o0OpereHne oTHOcHTCS K  crmocody  m3MepeHHss oOBemMa  paka,
cBepxakcmpeccupyromero  MmynuH noxrtuna  SAC, 'y cyObekra € HCIOJNBb30BAHUEM
I'YMaHU3MPOBAHHOTO aHTHUTENA WJIH €r0 aHTUT€HCBsI3bIBAOLIero pparmMenTa, onrcaHHelx B (1). B
HACTOSIIIEM ONMCAHUH TEPMHH «OOBEM paka» OTHOCHTCA K OOBEMy 4acTU TKaHU CyOBEKTa,
COCTOsAILIIEH M3 PAKOBBIX KJIETOK, M HCKJIIOYaeT O0BEM YacTH, COCTOSIIEH W3 HOPMAJbHBIX,
HEPAKOBBIX KJIETOK.

[0137] B onmHOM BapuaHTe OCYILIECTBIEHHS M300pETEeHHsS K TyMaHH3HPOBAHHOMY
AHTHUTENTy WIN €r0 aHTUTCHCBSI3bIBAIOIEMY (PparMEeHTy HACTOALIEr0 U300pEeTeHuUs MPHUKPEIIeHa
METKa, MO3BOJISIFOIIAS €r0 OOHAPYKUTh, TKAHb CYOBEKTA U TKaHb 310POBOrO CyOBEKTa MPUBOISIT
B KOHTAKT C MEUEHbIM T'YMAHM3MPOBAHHBIM AHTHTEJIOM HJU €ro aHTHUIC€HCBSI3bIBAIOLINM
(parMeHTOM, U H3MEPSIFOT KOJMYECTBO METKH B TKAHHU CYOBEKTa U B TKAHH 3JJOPOBOTO CyOBEKTA.
KonnuecTBO METKHM, H3MEPEHHOE B TKaHU CYOBEKTa, CPaBHUBAIOT CO CTaHIAPTHBIM
KOJINYECTBOM, KOTOPOE TPEACTABIsIET COOOH KOJMYECTBO METKH, H3MEPEHHOE B TKaHH
310pOBOTO CyOBEKTa, U Ta YaCTh, B KOTOPOH KOJIUYECTBO, U3MEPEHHOE V CyOBEKTa, MPEBBIIIACT
CTaHIAPTHOE KOJHMYECTBO, TPEACTABIAET COOOH paKOBYK TKaHb, €€ O0beM H3MEpSIOT,
MOCPEICTBOM UEro MOKHO H3MEPHUTh O0OBEM paKa.

[0138] MHcronb3yemblii 37€Ch TEPMUH «CTaHAApPTHOE KOJMYECTBO» OTHOCUTCA K
KOJIMYECTBY METKH, M3MEPEHHOMY Yy 3I0pPOBOrO CyOBEKTa, M IOKa3bIBAET OOINMH ypPOBEHb
skcripeccu MynuHa noaruna SAC y He3J0Ka4eCTBEHHBIX MHANBUYYMOB U KOJIMYECTBO METKH,
KOTOpOE He CIELU(pUYHO CBS3BIBAIOTCA C KJIETKAMH WJIM HAKAIUIMBAIOTCS B TKaHAX. Takum
o0pa3oM, 4acTh, B KOTOPOH KOJMYECTBO METKH IPEBBILIAET CTAHJAPTHOE KOJIMYECTBO B TKAHH

cyOBbeKTa, MOXKHO PacCMaTPHUBATh KaK PAKOBYIO TKaHb, U OOBEM paka MOXKHO OIPEENUTh IyTeM
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U3MepeHHsi 00beMa YTOU YaCTH.

[0139] B eme ogHOM BapHWaHTe OCYIIECTBJIEHUS M300pETEHUs] K I'YMaHU3HUPOBAHHOMY
AHTUTEJy WIN €r0 aHTUT'€HCBSI3BIBAIOIIEMY (PParMEeHTY HACTOALIEro U300peTeH s MPUKPEIUIeHa
METKa, MO3BOJIIOINAsl €ro OOHAPYKUTh, METKY OOHApY>KHBAIOT B TKAHU CyOBEKTa, KOTOPOMY
BBOISIT MEUEHOE AHTUTENO WM €r0 aHTUMEHCBA3BIBAIOIIMKA (DPArMEHT, U U3MEPSIOT 00BeM
YacTH, IAe OOHAPYXEHO HAKOIUIGHHE MEUeHOr0 TIyMAaHM3MPOBAHHOIO AHTUTENAa WM €ro
AHTUTEHCBS3BIBAIOLIETO (hparMeHTa, MOCPEACTBOM Yer0 MOKHO U3MEPHUTh 00bEM paka.

[0140] Ans usmepeHus: o0beMa paka METKY, TAKyIO KaK BEIIECTBO 1Jisi (hJIyOpeCLIEHTHOTO
MEUYEeHUS] U TOMY MOMOOHOE, OOHApPY>KHBAKOT B BHIE H300pakeHHs y CYOBEKTa C MOMOIIBIO
yCTpOICTBa, KOTOPOE MOXKET OOHAPY)KUBATh METKY, U O0BbEM MOJKHO paccyMTaTh U3 pa3mepa
pakoBOW TKaHHW, B KOTOpPOHl OOHapy:keHa MeTka Ha H300pakeHHH, UCIOIb3ysl MpH
HEOOXOIUMOCTH COOTBETCTBYIOIIYIO pacueTHY (popmysy. OObeM TakkKe MOKHO ONPENeUTh,
yIOaiuB TKaHb M3 00paslia, BBIPE3AHHOTO M3 CyOBEKTa, U HEMOCPEIACTBEHHO H3MEPHB O0BbeM
4acTH, T1e OOHapyKeHa MeTKa.

[0141] M3mepeHne oObeMa paka y CyObeKTa MOJIE3HO AJIsl TUATHOCTUKH TSKECTH paka u
T.I.. y cyOopekTa. Kpome Toro, korga cyObekT HaXOOUTCS Ha JICYEHUH, H3MepeHre o0beMa paka y
cyObeKTa MOJIE3HO s onpeaeneHus >GpQeKxra JeueHs.

[0142] Xots HacTosimee u3odperenne Oosiee MOAPOOHO OMHMCAHO HMKE CO CCHUIKOH Ha
IPUMEpBI, HACTOsLIee H300peTeHHe He OTPaHUYUBACTCS STUMH ITPUMEPAMH.

IIpumepnl

[0143] Hecmotpst Ha TO, YTO Hacrosiiee n3o0peTeHne Ooyiee MOAPOOHO OMUCAHO HUXKE
CO CCBUIKAMH Ha NPUMEpbl U CPABHUTEJbHbIE MPUMEPhI, HACTOSINEE H300peTeHHe HUMHU He
OrpaHMYMBACTCS. ODKCIEPUMEHTAJbHbIE METOAbl M METOAbl MCHBITAHUI B INpHMeEpax U
CPaBHHTENIbHBIX IPUMEPAX SBILIFOTCS CIEIYIOIIUMH.

[0144] DxcnepuMenTanbHbli npumep 1: ITosyyeHne pa3jauyHbIX aHTUTEN

[0145] AMHHOKHCIOTHBIE TOCIENOBATENILHOCTH PA3JIMYHBIX BapraOebHbIX 00JacTel ¢
no0aBieHHOW K  HHUM  CHTHQJIBHOW  MOCIENOBATEIBHOCTBIO M aMHHOKHCIIOTHBIE
NOCJIEIOBATEIbHOCTA ~ PA3JIMYHBIX ~ KOHCTAHTHBIX ~ oOyacteid Obutn  mpeoOpa3oBaHbl B
MOCJIEIOBATENIbHOCTH OCHOBAHUII C Y4Y€TOM HCIIOJIb30BaHUS KOJOHOB, TOAXOASIIUX JJIs
skcrpeccunn B kjierkax CHO. IlocnenomarenpHocTh Ko3aka Obuta nobaBieHa K calTy
MHHULUHPYIOIIEro KOJOHA CUTHAJBHON MOCIENOBATENBHOCTH, & CTOM-KOAOH ObuT nodasieH k C-
KOHIIEBOI CTOpPOHE KOHCTaHTHOW obmactu. Kpome Toro, caiiTel pepMEHTOB PeCTPUKIMU OBbLIH
no0aBJieHBI TIEpeT MOCIIEI0BATEIbHOCTHIO K03aka 1 mocie CTomn-KonoHa, 9TOObI UX MOJKHO OBLIO
BBECTH B CaliT IepeHOoca HKCIPECCHOHHOTO TIeHa JKCIPECCHOHHOM Ma3MUIbl KJETOK
mitekonuraromux (pcDNA3 . 4). Kaxaprit pparment JJHK, ckoHCTpyHpOBaHHBIN TakuM 00pas3om,
OpUT modydeH myteM xumudeckoro cunresa. @parment JHK, conmepskamuii BapmaOenbHYIO
obnacte, u ¢pparment JJHK, comepskammii KOHCTAaHTHYIO 00JIaCTh, TUTHPOBAH C oMotnbio [TIP
cnustHAst ¢ oOpa3oBaHueM kemaemoit H-ieru u skenaemoti L-uernu.

[0146] IIpomyuupoBaHHBIE T€HbI PAa3IUYHBIX AHTUTEN IOABEPrajd PECTPUKLHUOHHOM

oOpaboTke u 3areM ouumaind. TOYHO TaK K€ IUIA3MUAY Ui TPAH3UEHTHOH OSKCIIPECCHU B
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kjerkax muekornmraromux (pcDNA3.4) takke oOpabaTbiBamy TeM ke (HEepPMEHTOM PECTPUKLIUU
u 3arem oummann. OO0a ¢QparMeHTa CMelmIMBAIM B COOTBETCTBYIOIIEM COOTHOIICHHH W
auruposanu. PacTBop peakLuu JUTHUPOBAaHUS CMELIMBAIUd C KOMIIETEHTHBIMU KJIETKAMHU
Escherichia coli DHS5a u Tpancpopmuposanu. IILIP konoHwuii, BblAEI€HHE ONHOI KOJOHMH,
SKCTPAKLMIO IUIA3MHUABI U3 HEOONbLIOro oObeMa KyJIbTYypalbHOH Cpeabl U OIpenesieHue
HIOCJIEIOBATEIbHOCTH OCHOBAHUI BCTaBKM INPOBOIWJIM M3 IOJYYEHHOrO TPAHC(HOPMAHTA H
rasmuael (kiaoHa Escherichia coli), B KOTOpO# CKOHCTPYMPOBAHHBIA IOJHOPA3MEPHBINH T'eH
aHTUTeNa OBLT TPABHJIBHO BCTABJIEH B HAMEUEHHOM HANPABJICHUH C  BBIOPAHHOM
nocienoBatebHOCThIO. Ha BriOpanHOM kione Escherichia coli mpoBonuian kpynmHomacmrabHoe
KYJIbTUBUPOBAHHE U MPOBOAWIN SKCTPAKLIUIO U OUUCTKY IUIa3MU/BI, BKIIFOYAsi CTAUIO yIAJICHUS
SHIOTOKCHHA. M3Mepsanu MOryioueHne OYHUINEeHHONW MIa3MHUAbl MPU AJUHE BOJHBI 260 HM H
pacCUUTBIBAIN KOHLIEHTPALIMIO.

[0147] Ucnonw3yss cucremy ExpiCHO (Thermo Fisher Scientific), ocymecTsisn
TpaH3ueHTHyro skcnpeccuto kinerkamu CHO. M3 mnonydeHHBIX KaxkIol 3KCIpPEeCCHOHHOMN
wasMuabl H-nienn U kaknol SKCIpecCHOHHOH masmunsl L-uenu orObupanu onny H-uens u
onHy L-memp 1y monmydeHHWs kenaeMol  KOMOWHAIWMM, TPaHCHULMPOBAIN METOAOM
TunoQeKIIH, KyJIbTUBHPOBAIN U MOANUTHIBaIN. KynbTypanpHyto cpeny cobupanu depes 7-13
nHel mocne TpaHchekunu. OTHeHTpU(YTrUpOBaHHBI W OT(QUIBTPOBAHHBIN KYJBTYpPaJIbHBIN
CYINEpHATAHT AO0ABISUIM B KOJOHKY C OEITKOM A, M aHTHTENO OYHINAIN C TIOMOLIBIO OOBIYHOM
apdunHOi Xxpomarorpaduu Ha KOJOHKE (MIPOMBIBAHUE TOCHE aACOpPOLMH, JIIIOMPOBAHUE
KUCJBIM Oydepom, HeWTpamusanus saroata). M3Mepsuin MOTJOIIeHne OYMINEHHOrO aHTUTeNa
IIpU JUIMHE BOJIHBI 280 HM M pacCUUTHIBAIN KOHLEHTPALMIO.

[0148] AnTurena ¢ 1 o 20 mony4anu ¢ UCTHOJIB30BaHUEM CIOCO0A, OMHUCAHHOTO BBIIIE,
Homepa anTuTen, mNpUCBOEHHBbIE KOMOWHALIMM BapuaOeNbHOW OONACTH TSKENOW Lend Hu
BapuabesbHON OONACTH JIETKOM LEMH, TOKa3aHbI HUXKE.

antuteno 1: HO1LO1

antuteno 2: HO1L02

antuteno 3: HO1LO3

antuteno 4. HO1L04

antuteno 5: HO2LO1

anTuteno 6: HO2L02

antureno 7: HO2LO3

antuteno 8: HO2L04

antuteno 9: HO3LO1

antureno 10: HO3LO2

antuteno 11: HO3LO3

antuteno 12: HO3L04

antuteno 13: HO4L01

antuteno 14: HO4L02

antuteno 15: HO4L03
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antureno 16: HO4L04

antureno 17: HOSLOS

antureno 18: HO6LO06

antureno 19: HOSLO7

antuteno 20: HO7LO8

[0149] Hcnonb3yembie 3neck obo3nauenust HO1, HO2, HO3 u HO4 nmpencrasnsitoT coboit
BapuabesbHbIe O0JIACTH TSKENON Lenu, cooTBeTCTBeHHO nokazanHeie B SEQ ID NO: 1, SEQ ID
NO: 2, SEQ ID NO: 3 u SEQ ID NO: 4, u o6o3nauenust LO1, L02, LO3 u L04 npencrasisiroT
co0oii BapuabenbHble 00JaCTH JIETKOH 1eTH, TpeacTaBieHHbie cooTBeTcTBeHHO B SEQ ID NO:!
5, SEQ ID NO: 6, SEQ ID NO: 7 u SEQ ID NO: 8. AHTuTeNna HacTOsLIEro HU300peTeHws],
UCTIOJIb30BaHHbIe B npuMepax ¢ 1-1 mo 1-16 cocToaT u3 KOMOMHAIMI KOHCTAaHTHOW oOjactu 1
TSDKEJIONW Iend W KOHCTAHTHOH obOnactu 1 Jierkoil memu, a Takxke BapuabeNbHBbIX oOnactei
TSDKEJION 1enH U BapuadeTbHbIX 00JIACTEH JIErKO LIeMU BBIMIEYOMSHYTOro anturena ¢ 1 mo 16.

[0150] C mpyroii croponsr, HOS u HO6 mpencrasmsitor coboli BapradenbHble 00IacTH
TSDKEJION LieNy T'YMaHU3UPOBAHHOIO aHTHUTENA, PACKPBITOTO B MATEHTHOM AOKyMeHTe 3, a LOS,
L06 u LO7 mpencraBnsitoT coOol BaprabenbHble O0NACTH JIETKOW LENH T'YMaHU3UPOBAHHOTO
AHTUTEJIA, PACKPBITOTO B MATEHTHOM AOKyMeHTe 3. ' yMaHM3UPOBaHHBIC AaHTHUTENA MATEHTHOTO
JIOKYMEHTa 3, MCIIOJIb3YEMBbIE B CPABHHUTENBHBIX IpuMepax ¢ 1-1 mo 1-3, mpencrasnsror coboi
IYMaHU3UPOBAHHBIE AHTHTENA W3 YPOBHS TEXHHUKH, KOTOpPBIE COCTOST W3 KOMOWHALHNA
KOHCTAHTHOH oOjacTu 1 TsDKEJIOW Liemd M KOHCTAHTHOW obOymactd 1 Jerkoil 1emu, a Takxke
BapualebHBIX OONacTel TsKENONM I1enmd MW BapuadeNbHBIX O0NacTed JIerKOW  Lery,
BBIIEYNIOMSIHYThIX aHTuTen 17-19. AmmHokucnorHele mnocienosarenbHocty HOS5 u HO6
nokazanbl B SEQ ID NO: 9 u SEQ ID NO: 10, a aMMHOKHUCIIOTHBIE MochenoBaTenbHocT LOS,
L06 u LO7 noka3ansl B SEQ ID NO: 11, SEQ ID NO: 12 u SEQ ID NO: 13. AMUHOKHUCIOTHBIE
nocnenosarenpbHocT HOS n HO6 u amunokucnotHeie nocnenosatenbHocTu LOS-LO7 noka3ansl
Ha Qurype 3.

[0151] Kpome Toro, HO7 mpencrasisier coOoii BapralenbHYO 00JaCcTh TSHKENION LEnH
XUMEPHOTO aHTUTENA, PACKPhITOro B mareHTHOM aokymeHnte 1, LO8 mpencrasmser coboi
BapuadesbHyI0 O00JacTh JIETKOW IIeMH XUMEPHOTO AaHTUTENA, PACKPBITOrO B TMATEHTHOM
nokymeHTe 1. XuMepHble aHTUTEA, HCIMONb3YeMble B CPAaBHHUTENbHBIX mpuMmepax 1-4,
MPEICTaBISIIOT cOOON T'YMaHU3MPOBAHHBIE AHTUTENA, U3BECTHbIE B NAHHOW OOJACTH TEXHUKH,
KOTOpbIE COCTOSIT M3 KOMOWHAIMN KOHCTAHTHOH obOnactu 1 TsKeNoW menu W KOHCTAHTHOM
obnmactu 1 jerkoi menw, a Takke BapuabeNbHbIX 00JAcCTel TSKENON Lenu W BapuadeTbHBIX
oOnacTeii  yjerkod  Lemu  BbILIEYNOMSAHYTOro  aHturena  20.  AMHHOKHCIOTHAs

nocinenoBarenbHocTh HO7 mnokazama ©Ha SEQ ID NO: 14, a aMHUHOKHCIOTHas

2
nocnenosatenbHocTe LO8 mokasana B SEQ ID NO: 15. Kpome TOro, aMHHOKHCIOTHBIE
nocnenosatenbHocTd HO7 u LO8 nokasanel Ha @urype 4.

[0152] TecroBslii mpumep 1: olieHKa PU3MUECKHX CBOMCTB AHTHUTENA

ITonyueHHsle pa3nuuHble aHTHTENa pasBoxwin 150 MM aneratasim Oydepom (pH 4,7)

A0 KOHLOCHTpAalHUU AaHTUTECI MPUMCPHO 1 mr/mi. HOCKOJ’Ibe KOHLCHTpAaLUUsd QaHTHUTEI B
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CpaBHUTENBPHOM TmpuMepe 1-2 coctaBmsnma npumepHo 0,5 mr/mi, ux wucmnonp3oBaiu 0Oe3
pa3baBneHus. B 3TuX pa3nuyHBIX pacTBOpax aHTUTEN ONPEAEIUIN TEMIIEPATYPY CPenHel TOUKU
JeHaTypaluK, TEMIEepaTypy Hadaja arperanuud d pachpenesieHue 4acTull MO pasMepam C
ucnonp3oBanuem mpudopa UNcle (mpomssoacrsa UNchained Labs Co., Ltd.), koropsrii
npencTasisier coboi mpubop Al OLEeHKH (U3NYECKHX CBOMCTB Oenka. B wactHocTH, st
U3MEpEeHUsl CpeHEN TeMIepaTypbl ACHATYPaLUU U TeMIIepaTypbl Hadaua arperaluy pa3inyHble
aHTUTEJIa HarpeBajd NMPUMEPHO OT KOMHATHOI Temmeparypbl a0 75°C co ckopoctbio 1°C B
MUHYTY U BbIAEPKUBaJIH B TeueHHe 30 ¢, a u3MepeHue criektpa (IyopecleHIH U U3MEepPEHHe
CTaTUYECKOTO CBETOPACCESIHUS BBINOJHSJIN OJHOBPEMEHHO BO BpemeHu. [lo pesynbpratam
U3MEPEHUs] CreKTpa (IyopeclueHInH OMpenesuld TEeMIepaTypy CpeOHEed TOYKH CMEINeHHs
LIEHTPa TSDKECTH MHKA, TO €CTh TEMIEPATYPy CPeAHEH TOUKH JECHATypalUH, ¢ UCIOIb30BAHUEM
SIBJIEHHSI, COCTOSALIEr0O B TOM, YTO LEHTP TSDKECTH THKAa CHEeKTpa (IIyopecLeHINH
AMHUHOKMCJIOTBI, NMPUCYINEH aHTUTENy CMELIAeTCs, KOIAa aHTUTeNno aeHarypupyercs. Kpome
TOTO, TI0 Pe3yJIbTaTaM H3MEPEHHsI CTATUYECKOTO CBETOPACCESIHHS ObliIa TIOJy4YEeHA TEMIIEPATypa,
Py KOTOPOM HAYMHAET YCUJIUBATBCS PACCESIHHBIM CBET C AJMHOW BOJHBI 260 HM, TO €CTb
TeMIepaTypa Havaja arperai, ¢ UCIOIb30BaHHEM TOTrO (haKTa, YTO HHTEHCUBHOCTh PACCEsSHUS
CTAaHOBUTCSl CHUJIBHEE IMpU arperauuu. PacrpepeneHne d4acTULl MO pasMepaMm ONPEeNsiv
U3MEPEHUEM AMHAMUYECKOTO CBETOPACCESHHS PA3IMYHBIX aHTHUTEN NPU TeMIeparype, OIM3KOoi
K KOMHAaTHOU.

[0153] dnst anturen 1-20 oneHKy PU3U4YECKUX CBOWCTB PA3JIMYHBIX AHTHUTEN TPOBOIUIIH
B COOTBETCTBUHU C TecToBbIM mpumepom 1. Pesympratel mpencraBneHsl B Tabmume 1. Kax
yIIOMHUHAJIOCh BbIe, mpumepel ¢ 1-1 mo 1-16 mnpencraBnsoT coOol I'yMaHM3HPOBAHHBIE
aHTHUTENa Hactosiero m3oOperenusi, CpaBHUTENbHBbIE TpuMepbl ¢ 1-1 mo 1-3 mpencTaBisOT
co00ll r'yMaHH3MPOBAHHbIE AHTUTENA U3 MMATEHTHOrO NOKyMeHTa 3, a CpaBHUTENIbHbBIE TIPUMEPHI
1-4 npencTaBsFOT COOOI XMMEPHBIE AaHTUTENA U3 MATEHTHOTO JOKyMeHTa 1.

[0154] Tabauma 1

Temneparypa
5 Temmnepartypa Hawubonee
CpeaHel TOYKU
Havaua 4aCThIN pasMep
JIeHaTypaluu
arperanuu (°C) | wactui (HM)
°O)

npumep 1-1  |anTHTENO 1 59,7 66,4 10,6
I'ymanusupo [npumep 1-2 |aHTHTENO 2 60,2 70,0 9,9
BaHHOE npumep 1-3  |anTHTENO 3 59,4 67,8 9,9
aHtureno |mpumep 1-4  |antuTeno 4 58,8 64,8 9.9
(macrosimee |mpumep 1-5  |aHTHTENO 5 59,6 68,1 10,7
nusobperenue mpumep 1-6  |aHTHUTENO 6 59,6 66,6 9,8
) npumep 1-7  |anTureno 7 59,5 69,6 9,8
npumep 1-8  |anTUTENO § 59.3 68.5 9.9
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npumep 1-9  |anTuTENnO 9 59,1 65.8 9.9
AHTUTEJIO
npumep 1-10 0 59.6 68,7 10,6
AHTUTEJIO
npumep 1-11 . 59.1 68,2 10,7
AHTUTEJIO
npumep 1-12 59,3 65.5 11,5
12
AHTUTEJIO
npumep 1-13 3 58,5 69,8 9.9
AHTUTEJIO
npumep 1-14 ” 63,5 64,3 10,6
AHTUTEJIO
npumep 1-15 15 59.8 67,3 10,6
AHTUTEJIO
npumep 1-16 16 59,5 70,4 9.9
CpaBHUTEIBH
AHTUTEJIO
Il IpuMep 1- 17 59,1 61,0 12,22
I'ymanusupo |1
BaHHOe |CpaBHUTENBH
AHTUTEJIO
AHTUTENO |bIil mpuMep 1- 18 55,5 55.9 11,76
(mateHTHBIN |2
nOKyMeHT 3) |CpaBHUTENbH
AHTUTEJIO
bl IpuMep 1- 19 60,5 61,1 10,86
3
XumepHoe
CpaBHUTEBH
AHTUTEJIO AHTUTEJIO
bl IpuMep 1- 49,5 45,4 203,15
(maTeHTHBIN 20
OOKYMeHT 1)

[0155] Cpenusisi Temmeparypa nOeHaTypanuu Obula HU3KOH M coctaBisuia 49,5°C s
XHUMEPHOTO aHTUTENIA U BBICOKOW JJIsi TYMaHU3UPOBAHHOTO aHTHUTENA HACTOSILIETO N300peTeHUs
u coctasisia 58,5-63,5°C. Bbulo BBIACHEHO, UYTO T'YMAaHHU3MPOBAHHOE AHTUTEJIO HACTOSIIErO
n300pereHust obnanaer CTadMIbHBIMUA (PU3MYECKHIMH CBOMCTBAMH IO CPABHEHUIO C XMMEPHBIM
AHTHUTEJIOM.

[0156] Temneparypa Hadaja arperauuy Obuia cCaMOil HU3KOW JUIst XUMEPHOTO aHTUTENA U

cocrasisia 45,4°C, yMepeHHON 1711 TYMAaHU3UPOBAHHOT'O aHTUTEJIA U3 MATEHTHOTO IOKyMEHTa 3
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U cocTaBisuia mpumepHo 55,9-61,1°C, u camol BBICOKOM NIl TYMaHU3MPOBAHHOI'O AHTUTENA
Hacrosimero  m3obOperenmss u  cocraeisia  64,3°C-70,4°C.  Bpulo  BBBSICHEHO,  4TO
I'YMaHU3MPOBAHHOE aHTUTEJIO HACTOALIETrO N300peTeHus o0nanaeT cTabuibHbIMU (PU3NIECKUMU
CBOICTBAMU 10 CPAaBHEHHMIO C XHUMEPHBIM AHTUTEJIOM U T'YMaHU3UPOBAHHBIM AHTUTEJIOM U3
MaTEeHTHOTO JOKYMEHTa 3.

[0157] Pa3mep YacTuI] XMMEpPHOIO aHTUTENA COCTaBjsLl mpumepHo 203 HM, u ObLia
oOHapy’KeHa OTUeT/IMBas arperanusi. B ryMaHU3MpPOBaHHOM AHTHTENE HACTOSIIErO N300peTeHus
pa3Mep dYacThll COCTaBsul mpuMepHo 10 HM, U OBLIO BBIICHEHO, YTO T'yMaHH3WPOBAHHOE
AHTHUTEJIO SIBJIIETCS] CTAOUJIbHBIM U MPUCYTCTBYET B BUIE MOHOAUCIIEPCHBIX YACTHII.

[0158] Ha ocHOBe NpHBENEHHBIX BBINIE PE3YJBTATOB OBUIO YCTAHOBJIEHO, HYTO
I'YMaHU3UPOBAHHOE AHTUTENIO HACTOSIIETO U300peTeHus: uMeeT Oosee cTaOuIbHbIE (PU3NYECKHe
CBOICTBA, YeM XMMEPHOE aHTHUTEJIO U3 MATEHTHOI'O TIOKyMeHTa | ¥ r'yMaHU3UPOBAHHOE AHTHUTEIIO
U3 TMATeHTHOro NokKyMeHTa 3. To eCTh OXKHMIOAeTCs, YTO AHTUTEJIO HACTOSIIEro H300peTeHHs
TO3BOJIUT CTAOUJIBHO TMONyYaTh MPENCTABJISIONIee HHTEPEC COSANHEHHe Oe3 arperai U TOMY
nonoOHOro, Jake €Clid OHO TOJBEPraeTcsl NOTOJTHHUTELHOMY J3Tamy MOJydeHus (Hampumep,
STamy CBS3bIBAHUS KOHBIOTATA C BEIIECTBOM JJisl (hJIyOPECLEHTHOTO MEYESHYISI).

[0159] TecToBbIi IpUMeEp 2: OLIEHKA CBSA3BIBAIOIIEN aKTHBHOCTH 1N VItro

Paznuunble anTHTeNna no0aBisIM B 90-IYHOYHBIN IJIAHIIET, TOKPBITBHIA Pa3IMIHBIMU
AaHTUTeHAMH, W TUIAHIIET WHKYOMpOBaJM B TeueHHe | 9aca NMpu KOMHATHOW TemIeparype.
[Tnanmer npomsiBaiy, 100aBISUTH OJOKUPYIOIIUN PacTBOP M CMeCh OCTaBIsLIN Ha 30 MUH mpu
KOMHaTHOW Ttemmeparype. Ilmanmer mnpombiBamu, nobapnsan HRP-koHBIOTHUPOBaHHBIN
anTuyenosedeckuit IgG u cmech MHKYOMpOBaIK B TeueHue | vaca miM IOJbIIe PH KOMHATHON
temneparype. IlnaHmer npombiBany, HOOABISUIM peareHT Aus nposiBieHus okpacku (Bethyl
Laboratories, Inc.) u u3MepsiiM CTeneHb MPOSBICHUS OKPACKH C IOMOIIBIO YCTPOWCTBA IS
cunThiBaHUs1 MUKporUiaHiieToB (VersaMax, Molecular Devices, LLC).

[0160] Pe3ynbraThl OLlEHKH aKTUBHOCTHU CBS3BIBAHUS MEKAY AHTUTEJIOM U AHTUT€HOM
nokasanbl B Tabmume 2 - Tabmuue 4. B Tabmuue 2 u Tabmuue 3, OnyxoJeBYH Maccy,
MOJIYYEHHYI0 OT MMEIOLIEeH paKk MBILITUHONW MOJENU, KOTOPOH TPaHCIUIAHTHUPOBAIU KIETOYHYIO
JUHUIO paKa TMOKENyIOYHOU kene3bl ueoBeka SW1990, romoreHu3upoBaiy, a CynepHaTaHT
(HEOUHMIEHHBI PACTBOP 3KCTPAKTa AHTUIEHA) IOCHE LEHTPU(PYrHpOBAaHUS HUCIONb30BAINA B
kauecTBe aHTureHa. B Tabmuie 4 B KayecTBe aHTUIEHA WCIONB30BAIN (DPAKLUIO MYIMHA,
MOJIYYeHHYI0 HM30MUKHUYECKUM LEHTPU(PYTHPOBAHUEM C HCIIOJIb30BAHHEM XJIOPUAA LE3Us U3
pacTBOpa HEOUULIEHHOTO HKCTPAaKTa aHTUT€HA.

[0161] Mns anTuTen 1-20 akTUBHOCTb CBS3BIBAHUS 1N VItro pa3juYHBIX AHTUTEN
OLIEHUBAJIU B COOTBETCTBUU C TecToBbIM nmpumepom 2. Pe3yibraTel npencrasneHs! B Tabmume 2,
Tabmuue 3 u Tabnune 4.

[0162] B Tabnuie 2 moka3aHO OTHOLICHHE aKTUBHOCTHU CBSI3bIBAHUSA in Vitro aHTUTeN 2-8
k anrtuteny 1 (Ilpumep 2-1), B Tabnuue 3 moka3aHO OTHOLIEHHWE AKTUBHOCTU CBS3BIBAHHS in
vitro anturen 10-16 k antuteny 9 (Ilpumep 2-9), m B TaOmuue 4 mnoka3aHO OTHOLIEHHE

aKTUBHOCTH CBsA3BbIBaHMs in vitro antuten 3, 4, 8, 16-19 x anrureny 20 (CpaBHUTENbHBIN
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npumep 2-4).

[0163] Kak BUIHO M3 3THUX pPe3yJbTaTOB, ObUIO BBIICHEHO, YTO T'yMAaHH3WPOBAHHOE
AHTHUTEJIO HACTOSIIEro U300peTeHus: 00aaeT aKkTHBHOCTBIO CBSI3BIBAHUS 1N Vitro, CpaBHUMOM C
AKTUBHOCTBIO CBSI3bIBaHUS aHTUTeNa CpPaBHUTENBHBIX MPUMEPOB 2-4, KOTOPOE MNPEACTaBISET
co0O0l XMMepHOe aHTUTENIO U3 MAaTEeHTHOro NOokKyMeHTa 1. B menom, rymaHusaunus XHMEpPHOTO
AHTUTEJIA YaCTO CHUKAET AKTHUBHOCTb CBA3BIBAHUS ¢ AHTUN€HOM. HeokuaaHHO OKas3anoch, YTO
I'YMaHU3HPOBAHHOE AHTUTENIO HACTOSILIEro HW300peTeHUs COXPAHSJIO TOT JK€ YpPOBEHb
CBSI3BIBAIOIIEH AKTUBHOCTU, YTO U XHUMEpPHOe aHTuTesio. Kpome TOro, ObLJIO BBISICHEHO, YTO
I'YMaHU3UPOBAHHOE AHTUTENIO HACTOSIIEro HM300pEeTeHHs] UMEEeT aKTUBHOCTh CBSI3bIBAHUS in

Vitro, CpaBHHUMYIO WM TMPEBBILAIOLIYI0 AaKTUBHOCTh T'yYMAaHM3UPOBAHHOTO AaHTHUTENA W3

MAaTeHTHOTO JOKYMEHTA 3.
[0164] Tabnuma 2

npumep 2-1 aHTureno 1 1,00
npumep 2-2 AHTUTEJO 2 1,03
npumep 2-3 aHTUTENO 3 0,99
I'ymanu3uposaHHOE
npumep 2-4 aHTureno 4 0,99
AHTHUTEJIO
npumep 2-5 AHTUTEIO 5 0,60
(HacTosimee n3o0peTeHue)
npumep 2-6 AHTHUTEJO 6 0,71
npumep 2-7 aHTUTeNo 7 0,65
npumep 2-8 aQHTUTENO 8 0,72
[0165] Tabnuma 3
npumep 2-9 aHTUTEJNO 9 1,00
npumep 2-10 anTureno 10 0,96
npumep 2-11 antureso 11 1,25
I'ymanu3upoBaHHOE
npumep 2-12 aHTureno 12 0,91
AHTHUTEJIO
npumep 2-13 aHtureno 13 0,90
(HacTosmee nzobpereHue)
npumep 2-14 aHtureno 14 1,04
npumep 2-15 aHtureno 15 1,36
npumep 2-16 aHTureno 16 0,88
[0166] Tabnuma 4
npumep 2-3 aHTureno 3 1,56
I'ymanu3zuposanHoe
npumep 2-4 aHTureno 4 0.97
AHTHUTEJIO
npumep 2-8 aHTUTEIO 8 0,70
(HacTositee nzodpereHue)
npumep 2-16 aHTureno 16 1,09
I'ymanu3upoBaHHOE CpaBHUTENBHBIN
aHtureno 17 0,75
aHTUTENOo (MaTeHTHBIH | mpumep 2-1
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OOKYMEHT 3) CpaBHUTENBHBIN
anTuTelo 18 0,13
npumep 2-2
CpaBHUTENBHBIN
aHtureno 19 0.49
npumep 2-3
XHUMepHOE aHTUTENO CpaBHUTENBHBIH
anTureno 20 1,00
(mateHTHBIH HOKyMeHT 1) |npumep 2-4

[0167] TecroBbIii mpuMep 3: OLIEHKA HAKOILIEHHUS OIYXOJIH in vivo

JIMHIIO KJIETOK paKa MOMKENyJOuHON kenessl uemoseka SW1990 (1x107 kierok)
BBOJAMJIM TIOJKOXXHO ToJibIM MblmaMm JinHuu Balb/c ot Goka k cnune. Korma pasmep omyxonu
nocrurain npumepHo 100-200 MM yepe3 13-16 nueli nocne tpancmanTauuu SW1990, Mbimam
Yyepe3 XBOCTOBYIO BEHY BBOJWIIM 2 MI/KT Pa3IMYHBIX ()IIyOpPECLEHTHO-MEeUeHbIX aHTHTEN (n=2).
AHTHUTENO OBUIO (HIIYOPECLIEHTHO MOMEYEHO C UCIOJb30BaHUEM HAOOPOB ISl MEUeHUs: OEJIKOB
Dye SE CF (roproBasi mapka) (mpom3BoactBo Biotium). O0beM ONMyXOiU pPAaCCUUTHIBAIU IO
CIenyIoIel pacueTHOU (hopmyie.

06beM Omyxor=(MaJasi 0Cbh OIYXOJIU~ X GONbLIAS OCh OMyXOH)/2

[0168] (oueHKa HAKOIUIEHHUS OITYXOJIH BO BPEMEHH)

B kauyecTBe OICHKM HAKOIUIGHHsI OIMyXOJH BO BPEMEHH in Vivo (IIyOopecUeHIHo,
UCITyCKaeMyI0 MBbIIIBI0, KOTOPOH BBOIWJIM aHTUTENO, (oTorpaduposamu ¢ momompro [VIS
Luminalll (Perkin Elmer Inc.) no BBeneHus, depe3 neHb mociue, yepe3 2 1HA, depe3 3 IHA |
yepe3 7 AHEN MOcie BBEACHUS PA3INYHbIX aHTUTEN C (PJIyOPECLIEHTHON METKOM.

[0169] (oLeHKa HAKOIUIEHUS OIYXOJIH B KOHEUHBIH MOMEHT BPEMEHN )

Kpome Toro, depe3 7 mHell mocie BBEAECHUS PAa3IMYHBIX aHTUTEN C (DIIyOpeCLEHTHON
METKOH OIyXOJib, MEYeHb U MOUKy ynamsiin u ¢ororpaduposamu ¢ nomousto [VIS Lumina IIT
(Perkin Elmer Inc.). [lannsle cdororpadupoBanHOro n3odpaxeHus: ObUTN MPOAHATHN3UPOBAHBI C
UCTIOJIb30BAHUEM aHAJMTUYECKOrO KOMIbloTepa (mporpamMmmHoe obecneuenue Living Image) u
OBUIM MOJTY4YEHbI YUCIOBBIE NaHHbIE. UNCIOBOE 3HAUEHUE PACCYUTHIBAIOCHh KaK CPENHSS SIPKOCTh
([dp/c/em*/cp]/[MxBT/cM?]) B 061aCTH, YKa3aHHOMN Ha M300DPaKEHHIH.

[0170] HaxomneHue OMyXOJU PACCUMTBHIBAIM CIEAYOMUM oOpasoM. BenuuuHa
HAKOIUICHUsI B OMYXOJH 3/1€Ch MPEACTaBIsieT cCOOOH CPEmHIOI SIPKOCTh B OOJIACTH OIMyXOJIH,
pPAacCUMTAaHHYK0 TO NPUBEACHHOW BbIme (OpMyJsie, a HAKOIUICHHE B IEYEHH WA TIOYKe
NPEACTaBIsIET COOOH CPERHIOK SIPKOCTh B OOJNACTH MEYEHHM WM TOYKH, PACCYMTAHHYIO IO
MPUBENEHHON BbIlIe (hopMyIie.

OTHOILIEHHE OMyXOJb-II€YeHb=HAKOIUICHHE B OIYXOJHU uepe3 7 JHEeH mociie BBEACHUS
(bIyOpecLeHTHO-MEUEHOTO aHTHUTENA/HAKOIUICHHE B TIEYEHH uepe3 7 IHEeH MOcie BBEISHHS
(bIyopeceHTHO-MEUEeHOTO aHTHTENIA

OTHOILIEHHE OIyXOJIb-TIOYKA=HAKOIUIEHHE B OIMYXOJH uepe3 7 IHell mocie BBEACHUS
(bIyOpecLIeHTHO-MEUEHOr0 aHTUTENA/HAKOIJIEeHNe B TIOYKe 4Yepe3 7 AHEW Iocje BBENEHUs
(bIyOopecLieHTHO-MEYEHOT O AHTUTETIA.

[0171] Ansa anturen 3, 4, 8, 9, 10, 16-20 HakOIJIeHHWE PA3JINYHBIX AHTUTEJ B OMYyXOJIU in
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ViVO OLIEHMBAJIM B COOTBETCTBUU C TeCTOBBIM npuMepoM 3. Pe3ynbprarsl nokasansl B Tabmure 5
u Ha @urype 5. B Tabnuie 5 mokazaHO HaKOIJIGHHE B OMYXOJM PAa3JIMYHBIX aHTUTEN in Vivo (B
cpenHeM n=2).

[0172] Tabmuna 5

OTHOLLIEHHE OTHOILEHHE
OIyXOJIb-TIEYEeHb | OMYXOJIb-ITOUKA
npumep 3-1 AHTUTEIO 3 23.5 16,8
I'ymaHu3upoOBaHH |mpumep 3-2 aHTureno 4 11,7 12,7
oe aHTuTeN0  |mpumep 3-3 AHTHUTEJO 8 14,8 17,7
(HacTosiee npumep 3-4 aHTUTENO 9 20,5 154
u3obperenue) |mpumep 3-5 antuteno 10 17,5 14,9
npumep 3-6 aHTuTeso 16 18,1 14,0
CpaBHUTETBHBIN
antureso 17 14,1 9,4
I'ymanusupoBanH | npumep 3-1
oe antuTeno |CpaBHUTENbHbBIN
aHtureso 18 17,7 18,2
(matentHBIi  |mpuMep 3-2
nokyMeHT 3) | CpaBHUTEbHBIN
anTureao 19 15,3 14,3
npumep 3-3
XumMepHoe
AHTUTEJNIO CpaBHUTENBHBIN
antureo 20 6,0 7,0
(maTeHTHBIN npumep 3-4
TOKYMEHT 1)

[0173] Ha ocHOBe 5Tux pe3yabTaToB Tabaumbl S5 OBUIO YCTaHOBJIEHO, HYTO
I'YMaHU3UPOBAHHOE AHTUTEJIO HACTOsIIero usodperenus (anturena 3, 4, 8, 9, 10, 16) umeer
0oJiee BBICOKOE OTHOLIEHHE OMyXOJIb-TIeueHb 1 00JIee BBICOKOE OTHOIICHUE OMyXOJIb-TI0YKa, YeM
xuMepHoe aHTHTeno (antuteno 20) MATEHTHOrO IOKYMEHTa 1, TO ecTh OBbUIO MOJy4eHO
IYMaHM3UPOBAHHOE AHTUTEJIO C BBICOKOHM akkyMyssinueid B onyxonu. Ha ®@urype 5 nmokasaHo
HAKOIUICHHe BO BpeMeHu aHtutena llpumepa 3-1 (aHTHTEna 3), MMEKOINEro caMoe BBICOKOE
OTHOIIEHHE OIMyXoJb-niedeHb B Tabmuie 5. Bbulo BBLSICHEHO, YTO AHTHUTENO HAKAIIHMBAETCS B
ONYXOJIU B HW)KHEN MPaBOW YaCTU CIIMHBI MBILIH.

[0174] Kak omucaHO BbIIE, B LEJIOM, MOCKOJbKY T'yMaHU3alMsl XUMEPHOTO aHTHUTENA
4acTO CHUXKAET aKTUBHOCTb CBSI3bIBAHUS C AHTUIE€HOM, HAKOIUIEHHE OMyXOJM in VIVo Takxke
4acTo cHIkaercs. HeokumaHHBIM 0OKa3ajoch, YTO I'YMaHHU3UPOBAHHOE AHTUTENO HACTOSLIETO
n300peTeHns], KaK BBIICHHIJIOCH, JEMOHCTPHPYET ropa3no Oosiee BBICOKOE HAKOIUJICHHE B
OIMyXOJIU, YeM XUMEPHOE aHTUTEIO.

[0175] Kornma mpexnmnonaraercsi TMOJYyUY€HHE KOHBIOTaTa aHTUTENO-JIEKAPCTBEHHOE

CpE€ACTBO, KOHBHOTMPOBAHHOI'O C JICKAPCTBCHHBIM CPEACTBOM, O6J'Ia)_'[aIOH_II/IM O4YCHb CHUJIbHBIM



36

3 PexToM YHUUTOKEHHs KJIETOK, BBICOKAs AKKyMYJISALHsS B ONYXOJH AHTHTENAa B KauecTBE
CpeacTtBa ero JoCTaBKH (T.€. TYMaHH3UPOBAaHHOTO AHTUTENA HACTOALIEr0 H300pEeTeHNs)
SBJIIETCSI OYEHb ITOJIE3HOM, TaK KaK OHA HE TOJIbKO YCHIIMBAET MPOTHUBOOIYXOJIEBbIH 3P PEKT, HO
U MOKET YMEHBIIHUTH MOO0YHbIE () (PEKThI B OTHOLICHHH HOPMAJIbHBIX TKAHEH.

I[IpombImIeHHASI NPUMEHHUMOCTh

[0176] Hacrosimee n3oOpeTeHrne OTHOCHTCS K TYMaHU3HUPOBAHHOMY AHTHTEY WJIH €ro
AHTUTeHCBS3bIBAIOIIEMY (parMeHTy, CHOCOOHOMY CBSI3bIBaThCA € MyunuHOM mnoaruna SAC.
I'yMaHM3UPOBAHHOE AHTUTEJIO HACTOSIIErO N300peTeHus o01agaeT CTaOuIbHBIMEI (PU3HYECKIMU
CBOWCTBAMH, a TaKKe CHOCOOHOCTBIO CBSI3BIBATHCS € MyuuHOM mnoxatunma SAC u jyurie
HAKAIUTUBAETCS B ONyXoJu. Takum o0pa3oMm, TyMaHU3UPOBAHHOE AaHTUTENO WK €ro
AHTUTCHCBS3BIBAIOIIMN (PPArMEHT HACTOSILIEr0 HM300pETEHHsT Ype3BbIUAHO TMOJE3Hbl IS
JIeYeHHsT W/WIIN TUArHOCTUKH paka, CBepXdKCIpeccupyromero MmynuH noaruna SAC, u, kpome
TOTO, JJIi TOJYYEHHUS KOHBIOraTa aHTHUTENO-JIEKAPCTBEHHOE CPENCTBO Ul JICUEHHs W/WJH
IUAarHOCTHKH paKa, CBEPX3KCIpeccupyromiero MynuH noaruma SAC.

[0177]

OTta 3asBKa OCHOBaHa Ha mateHTHOH 3asBke No. 2019-191560, momannoii B AnoHun
(mata momaun: 18 oktsiOpst 2019 r.), comepskaHNe KOTOPOH MOJHOCTBHIO BKIFOYEHO B HACTOSIIIYIO

3a51BKY.
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®OPMYJIA U3O0BPETEHUA

1. I'yMaHU3HPOBAHHOE AHTHUTENO, CIMOCOOHOE CBSI3BIBATHCS ¢ MyUMHOM monrtuna SAC,
conepkaiiee

BapHradeIbHYI0 00JIACTh TSKEJION LEMH, COCTOSIIYIO U3

(1) aMUHOKHUCIIOTHOM TOCIENOBATEIbHOCTH, UMetoIel He MeHee 90% UIEeHTUYHOCTH IO
MOCJIEIOBATEIPHOCTH ¢ AMUHOKHUCJIOTHOH nocnenosatenbHocThio SEQ ID NO: 1,

(2) aMMHOKHCIIOTHOH MOCIEOBATENBHOCTH, UMeIOIIel He MeHee 90% HUIEHTHYHOCTH T10
MOCJIEA0BATEILHOCTH ¢ AMUHOKHCIIOTHOM mociienoBareibHOCTEI0O SEQ ID NO: 2,

(3) aMUHOKHUCJIOTHO MOCIEN0BATENBLHOCTH, UMeIOIIel He MeHee 90% MOEHTHUYHOCTHU 110
MOCJIEA0BATEILHOCTH ¢ AMUHOKHUCIIOTHOM rociienoBatebHOCThI0 SEQ ID NO: 3, mn

(4) aMMHOKHCIIOTHOH MOCNIEIOBATENIBHOCTH, UMerOIIel He MeHee 90% UAEHTHYHOCTH T10
MOCJIEA0BATEILHOCTH ¢ aAMUHOKHUCIIOTHOM mocnenoBatebHOCTRI0O SEQ ID NO: 4, n

BapuadeTbHYI0 00JIaCTh JIETKOU LIEMH, COCTOSAIIYIO U3

(5) aMUHOKHUCJIOTHOH MOCIENOBATENBLHOCTH, UMEKOIIel He MeHee 90% HMOEHTHYHOCTU 110
MOCJIENOBATEIBHOCTH C aMUHOKHCJIOTHOM MocienoBaTenbHOCcThi0 SEQ ID NO: 5,

(6) aMUHOKHCJIOTHOH MOCIEN0BATENLHOCTH, UMEKOIIel He MeHee 90% MIEeHTHYHOCTH 110
MOCJIENOBATEIBHOCTH C aMUHOKHCJIOTHOM MocienoBaTenbHOCThi0 SEQ ID NO: 6,

(7) aMUHOKHCJIOTHOH MOCIEN0OBATENLHOCTH, UMEKOIIer He MeHee 90% MOEeHTHYHOCTH 110
MOCJIEA0OBATEILHOCTH ¢ aMUHOKHUCIIOTHOM rocnenoBaTenbHoCcThi0 SEQ ID NO: 7, unu

(8) aMUHOKHCJIOTHOH MOCIEN0BATENLHOCTH, UMEKIIer He MeHee 90% MIOEeHTHYHOCTH 110
MOCJIENOBATEIFPHOCTH C aMUHOKHCJIOTHOM MocienoBaTenbHOCThi0 SEQ ID NO: 8,

WJIH €70 aHTUTe€HCBSI3bIBAIOLINN (PparMeHT.

2. 'yMaHU3HPOBAHHOE AHTHUTEJIO WJIM €r0 aHTUT€HCBS3bIBAIOIIMMA (hparMeHT 1o 1.1, rue
BapuabenbHast 00J1aCTh TSIKENIOM LEMU COCTOUT U3

(1) aMMHOKHCIIOTHOM MOCIEOBATENBHOCTH, UMeEIOIIel He MeHee 90% UAEHTHYHOCTH I10
MOCJIEA0BATEILHOCTH ¢ AMUHOKHUCIIOTHOM rociienoBaTebHOCThI0O SEQ ID NO: 1,

(3) aMUHOKHUCJIOTHOH MOCIIEN0BATENHLHOCTH, UMeIoIIel He MeHee 90% MIEHTHUYHOCTH 110
MOCJIEA0BATEILHOCTH ¢ AMUHOKHCIIOTHOM mocienoBarebHOCTEI0 SEQ ID NO: 3 mn

(4) aMUHOKHUCJIOTHOH MOCJIEN0BATENBLHOCTH, UMeOIIel He MeHee 90% MOEHTHUYHOCTH 110
MOCJIENOBATEIbHOCTH ¢ aMUHOKHCIOTHOM nmocienoBaTenbHocThio SEQ ID NO: 4.

3. 'yMaHHU3UPOBAHHOE AHTUTENIO WJIM €r0 AaHTUTCHCBS3BIBAIOIINN (pparMeHT no 1.1 wium
N2, comepkaiiee

BapuadebHY0 00JIaCTh TSKEION e , COCTOSIIYIO U3

(1) aMUHOKHCJIOTHOH MOCIENOBATENLHOCTH, UMEIOIEN He MeHee 95% HIEeHTHYHOCTH 10
MOCJIEA0OBATEILHOCTH ¢ aMUHOKHUCIIOTHOM mocnenoBarenbHOCTh0 SEQ ID NO: 1,

(3) aMUHOKHUCJIOTHOH MOCJIEN0BATENHLHOCTH, HMEIOINENH He MeHee 95% UIeHTUYHOCTH MO
MOCJIEA0BATEILHOCTH ¢ aMUHOKHUCIIOTHOM mocnenoBarenbHOCTRI0 SEQ ID NO: 3 unu

(4) aMUHOKHCJIOTHOH MOCIEN0BATENHLHOCTH, UMEIOINEH He MeHee 95% UIEeHTUYHOCTH MO
MOCJIEA0BATEILHOCTH ¢ aMUHOKHUCIIOTHOM nocnenoBarenbHOCThI0 SEQ ID NO: 4,

BapHualeIbHYI0 00JIaCTh JIETKOU LIEMH, COCTOALIYIO U3
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(5) aMHUHOKHCJIOTHOH MOCIEN0BATENLHOCTH, HMEIOINENH He MeHee 95% UIeHTUYHOCTH MO
MOCIEA0BATEIbHOCTH ¢ aMUHOKHUCIIOTHOM mocnenoBarenbHOCThI0 SEQ ID NO: 5,

(6) aMUHOKHCJIOTHOH MOCJIEN0BATENLHOCTH, UMEIOINEeH He MeHee 95% UIEeHTUYHOCTH MO
MOCJIEA0BATEIbLHOCTH ¢ aMUHOKHUCIIOTHOM nocnenoBarenbHocThio SEQ ID NO: 6,

(7) aMUHOKHUCIIOTHOM MOCJIEOBATEIbHOCTH, UMetoInel He MeHee 95% HUIEeHTUYHOCTH 10
MOCJIEIOBATEIbHOCTH ¢ aMMHOKHUCIIOTHOH nocnenoBatenbHOCThIO SEQ ID NO: 7 unu

(8) aMMHOKHUCIIOTHOH MOCIENOBATENIBHOCTH, UMEIOIIEH He MeHee 95% HIeHTUYHOCTH 1O
MOCJIEA0BATEILHOCTH ¢ AMUHOKHMCIIOTHOM mociienoBaTeibHOCTEI0 SEQ ID NO: 8.

4. I'yMaHU3UPOBAHHOE AHTUTEJIO WJIM €r0 AHTUI'CHCBS3BIBAIOIINN (parMeHT 1o JIoOoMy
u3 n.o. 1-3, conepxainee

(1) BapuabenbHyr0 00JaCTh TSKEJIOW LEMH, COCTOSILIYIO W3 AMHHOKHCJIOTHOW
MOCJIEIOBATEIbHOCTH, UMEIoIed He MeHee 95% HAEHTHYHOCTH MO TMOCIEAOBATENIbHOCTU C
aMHHOKHCIIOTHOM mocienoBaTeabHOCThI0 SEQ ID NO: 1, u

(7) BapuabenbHyr0 00JacTh JIETKOW IeMH, COCTOSIIIYIO U3 aAMHUHOKHCJIOTHOM
MOCJIEIOBATEIbHOCTH, UMEIoIeld He MeHee 95% HASHTHYHOCTH MO TOCIEAOBATENIbHOCTU C
aMHHOKHUCJIOTHOM nocienoBateabHocThi0 SEQ ID NO: 7.

5. 'yMaHU3UPOBAHHOE AHTHUTENO MJIM €r0 aHTUT€HCBSI3bIBAOIIUI (PparMeHT mo jooomy
u3 n.0. 1-4, conepxaiee

BapralenpHyl0  00JacTh  TSDKENOH  [enu, COCTOSIIYH W3  aMHUHOKHCJIOTHOU
nocnenoBatenbHOCTH SEQ ID NO: 1, u BapuabenbHyr0 00JaCTh JIETKOH LENH, COCTOSIIYI0 U3
aMHHOKHUCJIOTHOM nocienoBarenbHocTd SEQ ID NO: 7.

6. I'ymaHM3upoBaHHOE aHTUTENO NO JOOOMY M3 ILIL 1-5, MMeroInee aKkTUBHOCTh
CBs3bIBaHUSA 1n vitro ¢ MyuuHoM noatuna SAC, cpaBHUMYIO WJIM MPEBBIIAIOIIYI0 aKTUBHOCTb
XUMEPHOT'O aHTHUTENA.

7. Kommosunusi, coneprkarasi r'yMaHU3UPOBAHHOE aHTUTENIO MO Jo0oMy m3 .. 1-6 nim
€ro aHTUTeHCBSI3BIBAIOLIUI (PparMeHT.

8. dapmaueBTHUECKash KOMIIO3UIMS, COAep Kallasi T'yMaHHU3UPOBAHHOE AHTUTENO TIO
mobomMy w3 mn. 1-6 WM ero aHTUIeHCBS3bIBAKOIIMK (parMeHT U (apMaLeBTHUECKU
MIPUEMIIEMBI HOCUTED.

9. dapmarieBTHUECKAsT KOMITO3HIIHS AJIs JIEYSHUS] PaKa, CBEPXIKCIPECCUPYIOIIETO MYLIMH
noaruna SAC, comepikamias r'yMaHH3UPOBAHHOE aHTHUTENO MO Jrobomy w3 m.am. 1-6 wim ero
AHTUTEHCBS3BIBAOIIUN (parMeHT U (hapMalleBTHUECKH MPUEMIIEMbII HOCUTEITb.

10. ®dapmaneBTUdeckass KOMIIO3ULMS MO M.9, rae pak mpeAcTaBisieT cobol pak
MOKEIYJOYHON >KeJe3bl, paK IIUTOBUIHOM KeNle3bl, PaK MEYEHHU, KOJOPEKTAJIbHBIN paK, pak
JKEyIKa, paK yPOTENHs], paK MOJIOUHOM JKEJE3bl, paK MEeWKH MAaTKH, paK SITUHUKOB, KAPLIUHOMY
SHIIOMETPHUSI WU PaK JKETUHBIX MPOTOKOB.

11. HyknenHoBast KUCJIOTa, KOAUPYIOIIAsi T'YMaHU3UPOBAHHOE aHTUTEJNO IO JIFOOOMY H3
.. 1-6.

12. DxcnpecCuOHHBIN BEKTOP, CONEp KA HYKJIEHHOBYIO KMCIOTY o m.11.

13. KneTka-x03s1H, coaeprKaliasi 3KCIPEeCCUOHHBIN BEKTOp 1Mo .12,
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14. Criocob monyueHusi 'yMaHU3UPOBAHHOTO aHTUTENA WJIM €r0 aHTUT'€HCBS3BIBAIOIIETO
¢parmMeHTa B KJIeTKe-X03siMHE 110 11. 13, BKIIroUaromuii B ceOst

(1) sTam BcTpauBaHUS HYKJIEMHOBOW KHCJIOTBI, KOAUPYIOLIEH TI'yMaHH3UPOBAaHHOE
AHTUTEJIO IO JFOOOMY U3 IL.I. 1-6, HIIM €ro aHTUIeHCBA3BIBAIOLINH (PPArMeHT B SKCIPECCHOHHBIN
BEKTOp,

(2) sTan BBeneHHs BBIMIEYNIOMSIHYTOH HYKJIEMHOBOW KHCJIOTBI B KJIETKY-XO3HMHA C
MOMOIIBIO 3KCIIPECCUOHHOTO BEKTOPA, COAEPIKALIEro 3Ty HYKIEUHOBYIO KUCIIOTY,

(3) sTanm KyIbTUBUPOBAHHUSI KJIIETKU-XO35IMHA, COIeprKallel SKCIPECCUOHHBIN BEKTOp,

(4) sTanm BbIIENEHHMS TYMAHM3HMPOBAHHOTO AHTHTENA WM €r0 aHTUT'€HCBS3bIBAIOIIETO
(dparMeHTa U3 CyrnepHaTaHTa KyJIbTYPhI KJIETKH-XO3sIMHA TIyTeM OYUCTKHU XpomaTtorpaduen.

15. IlpuMeHeHHe T'YMaHH3MPOBAHHOTO aHTHTENA MO JOOOMYy M3 IL.I. 1-6 wim ero
AHTUTeHCBS3BIBAIOIIETO  (pparmMeHTa Al MOJYYeHHs  KOMIIO3UIMH 1O 1.7 WA
(hapMaleBTHYECKON KOMITO3ULIUU TT0 JIEoOoMy 13 .. 8-10.

16. Crocob oueHkH ypoBHs 3kcnpeccuu mynuHa moatuna SAC B KJIeTKe WU TKaHH,
BKJTFOUAIO LI B ceOs

(1) »>ram TONy4YEHHMS ~ MEUYEHOr0o T'yMAaHHW3MPOBAHHOIO  aHTHUTENAa HMIH  €ro
AHTUTCHCBS3BIBAIOIIETO (parMeHTa IyTEeM TMPHUKPEIJICHUsS METKH K T'yMaHH3UPOBAHHOMY
aHTHUTENy MO JIOOOMY M3 IL.IL 1-6 WM €ro aHTUTeHCBS3BIBAIOIIEMY (ParMEHTy, TIe MeTKa
NIO3BOJISIET OOHAPYKUBATH AHTHUTEJIO HIIH €r0 aHTUI'€HCBSA3BIBAIOIINI (PparMeHT,

(2) sTan KOHTaKTa KJIETKH WIM TKaHU C MEYEHBIM I'YMAaHU3UPOBAHHBIM AHTHUTEJIOM HIIU
€r0 aHTUTE€HCBS3bIBAIOLIUM (pparMeHToM, U

(3) sTan u3mMepeHust KOJMYECTBA METKH, CBSI3aHHOMN C KJIETKOM MM TKaHbBIO, U OLIEHKU Ha
€ro OCHOBE YPOBHs 3KcIpeccuu MyLuHa noaruna SAC, 3KCpeccupyeMoro B KJIETKe WM TKAHH.

17. TepaneBTHuecKkMil areHT A JIEYEHHs] paka, CBEPX3KCIPECCUPYIOLIErO MYyLUH
noaruna SAC, comepxamuii 3¢dexkTuBHOE KOMMUECTBO (hapMaLEeBTHYECKOH KOMITO3HLIHH,
colepskalledl T'yMaHU3WPOBAHHOE AHTUTENO MO JiobomMy w3 1 1-6  wim  ero
AHTUTeHCBS3BIBAIOIIMIA (PparMEeHT U (PapMaLeBTUYECKU PUEMIIEMbIN HOCUTEITb.

18. Criocob usmepenusi odbema paka, CBepxdaKcnpeccupyromero Mmyuus noaruna SAC, y
CyOBeKTa, BKIIFOYAKOIIHN B ce0st

(1) »Tam TONyYEHHS  MEUYEHOro TIyMAaHU3UPOBAHHOIO  aHTUTENAa WM  €ro
AHTUTCHCBS3BIBAIOIIETO (parMeHTa IyTeM TMPUKPEIUICHUS METKH K T'yMaHU3HPOBAHHOMY
aHTHUTENy O JIOOOMY M3 TL.I. 1-6 WM ero aHTUTeHCBS3BIBAIOIIEMY (PAarMEHTy, TIe MeTKa
NO3BOJISIET OOHAPYKUBATH AHTHUTEJIO HIIH €0 AHTUI'€HCBSA3BIBAIOIINN (PPArMEHT,

(2) sTram KOHTakTa TKaHU CyOBEKTa M TKaHH 370POBOTO CYOBEKTa C MEYEHBIM
I'YMaHU3HPOBAHHBIM aHTUTEJIOM WJIH €r0 aHTUTE€HCBSI3bIBAIOIINM (PparMeHToM,

(3) sTam W3MepeHus KOJMYECTBA METKHM B TKAaHH CyOBEKTa W B TKAHH 37OPOBOTO
cyOBeKTa, u

(4) osTam cpaBHEHHS KOJHMYECTBA METKH, M3MEPEHHOTO B TKaHU CyOBEKTa, CO
CTaHIAPTHBIM KOJIMYECTBOM, KOTOPOE MPENCTaBIAET COOOH KONMYECTBO METKU, U3MEPEHHOE B

TKaHH 370pPOBOrO CyOBEKTa, M 3Tall H3MEpeHus o0beMa pAaKOBOM TKAaHM B YACTH, I
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KOJINYECTBO, U3MEPEHHOE B CyOBeKTe, OOJIbIIE, YeM CTAHAAPTHOE KOJINIECTBO.

19. Cniocob usmepenust odbema paka, CBEpXdKCIpeccupyromero My noarumna SAC, y
CyOBbeKTa, BKJIIOUYAIOIIUN B ce0st

(1) »oram moJy4YeHHs ~ MEUYEHOro TIYMAaHU3UPOBAHHOIO  aHTUTENA WM €ro
AHTUIeHCBA3BIBAIOINETO (pparMeHTa IyTeM MPHUKPEIJIEHUs METKM K TIYMaHH3UPOBAHHOMY
aHTUTENy MO JIOOOMYy M3 ILI. 1-6 WM ero aHTUIeHCBsI3bIBAIOIIEMYy (parMeHTy, IIe MeTkKa
NIO3BOJISIET OOHAPY)KUBATh AHTUTEJIO HJIM €r0 AaHTHI'€HCBSI3bIBAIOINNI (PparMeHT,

(2) osran oOOHapyXeHHMs METKH B TKaHH CyObeKTa, KOTOPOMY BBOIST MEUYEHOE
I'YMaHU3UPOBAHHOE AHTUTEJIO MJIH €r0 AaHTUTCHCBS3BIBAIOIIUN (PPArMEHT, U

(3) sTam u3mMepeHus: oObeMa 4acTH, B KOTOPOH HA BBIMIEYMOMSHYTOM 3Tame (2) Obpuio
OOHAapy’K€HO  HAKOIUICHHE  MEYEHOr0  T'YMAaHM3HPOBAHHOIO  AQHTHTENA  WIH  €ro
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa.

20. HabGop ans nedeHus W/WiM AUATHOCTUKHM Paka, CBEPXIKCIPECCHUPYIOINEro MYLHH
noaruna SAC, conmepkamuii TYMaHU3HPOBAHHOE AHTHUTENIO MO JroOoMy u3 m.n. 1-6 wiu ero
AHTUTCHCBS3BIBAIOIINN (PpAarMEHT C METKOH, MO3BOJIOLIEH OOHAPYKUBATh AHTHTENO WJIH €ro
AHTUTCHCBS3BIBAIOIIHH (PPArMEHT aHTUTENA.

ITo noBepenHocTn
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OUr.1

[BapnabenbHas obnactb TAXenon yenu 1 (HO1)]
EVQLLESGGGLVQPGGSLRLSCAASGFTFEFSNYGMSWVR
QAPGKGLEWVSTISNSGRYTYFPDSVKGRFTISRDNSK
NTLYLQMNSLRAEDTALYYCTRHLDYANYDAMDYWGQG
TLVTVSS

[BapuabenbHas obnactb TaXenoi uenu 2 (HO2)]
LVQLVESGGGVVRPGGSLRLSCAASGFTESNYGMSWIR
QAPGKGLEWVSTISNSGRYTYFPDSVKGRFTISRDNAK
NSLYLQMNSLRAEDTALYYCTRHLDYANYDAMDYWGQG
TLVTVSS

[BapuabenbHaa obnactb Taxenou yenu 3 (HO3)]
LVQLVESGGGVVQPGRSLRLSCAASGFTESNYGMSWVR
QAPGKGLEWVATISNSGRYTYFPDSVKGRFTISRDNSK
NTLYLQMNSLRAEDTAVYYCTRHLDYANYDAMDYWGQG
TLVTVSS

[BapuabenbHasn obnactb Taxenon yenu 4 (H04)]
EVQLLESGGGLVQPGGSLRLSCAVSGETFESNYGMSWVR
QAPGKGLEWVSTISNSGRYTYFPDSVKGRFTISRDNSR
NTLYLQMNTLRAEDTAVYYCTRHLDYANYDAMDYWGQG
TPVTVSS

OUr.2

[BapuabenbHas o6nactb nerkoi uenu 1 (L01)]
DIVMTQSPSSLSASVGDRVTITCRASKSVTTSDFSYMH
WYQQKPGKAPKLLIYLASNLESGVPSRFSGSGSGTDFT
LTISSLQPEDFATYYCQHSREFPWTFGGGTKVEIK
[BapuabenbHaa o6nactb nerkoi uenu 2 (L02)]
DVVMTQSPSTLSASVGDRVTITCRASKSVTTSDFSYMH
WYQQKPGQAPKLLIYLASNLESGVPSRFSGSGSGTDFT
LTISSLQPEDFATYYCQHSREFPWTFGQGTKLETIK
[BapuabenbHaa obnactb nerkoit uenu 3 (L03)]
DIQMTQSPSSLSASVGDRVTITCRASKSVTTSDFESYMH
WYQQKPGKSPKLLIYLASNLESGVPSRFSGSGSGTDFS
LTISSLQPEDFATYYCQHSREFPWTFGGGTKVEIK
[BapnabenbHas obnactb nerkoi uenu 4 (L04]
DIVMTQSPDSLAVSLGERATINCKASKSVTTSDEFSYLH
WYQQKPGQPPKLLIYLASNLESGVPDRFSGSGSGTDFT
LTISSLQAEDVAVYYCQHSREFPWTFGGGTKLEIK
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OUl'.3

[BapuabenbHas obnactb Taxenou uenu 5 (HOS)]
EVQLLESGGGLVQPGGSLRLSCAASGFTFSNYGMSWVR
QAPGKGLEWVSTISNSGRYTYFPDSVKGRFTISRDNSK
NTLYLQMNSLRAEDTAVYYCAKHLDYANYDAMDYWGQG
TLVTVSS

[BapuabenbHas obnactb Taxenon uenu 6 (H06)]
EVQLVESGGGLVKPGGSLRLSCAASGFTFSNYGMSWVR
QAPGKGLEWVSTISNSGRYTYFPDSVKGRFTISRDNAK
NSLYLQMNSLRAEDTAVYYCARHLDYANYDAMDYWGQG
TLVTVSS

[BapuabenbHaa obnacTtb nerkon yenu 5 (L05)]
DIQMTQSPSSLAVSLGDRVTITCRASKSVTTSDFSYMH
WYQQKPGLAPKLLIYLASNLESGVPSRFSGSGSGTDFT
FTISSLQPEDIATYYCQHSREFPWTFGQGTKVEVK
[BapuabenbHasa obnactb nerkoi yenu 6 (L06)]
DIVMTQTPLSSPVTLGQPASISCRASKSVTTSDFSYMH
WLQQRPGQPPRLLIYLASNLESGVPDRFSGSGAGTDFET
LKISRVEAEDVGVYYCQHSREFPWTFGQGTKVE K
[BapuabenbHaa o6nactb nerkoi uenun 7 (L07)]
DIVMTQTPLSLSVTPGQPASISCRASKSVTTSDFSYMH
WYLQKPGQPPQLLIYLASNLESGVPDRFSGSGSGTDFT
LKISRVEAEDVGVYYCQHSREFPWTFGQGTKVEIK

dUl' 4

[BapuabenbHas obnactb Tsaxenon uenu 7 (HO7)]
EVKLVESGGVLVKSGGSLKLSCAVSGFTFSNYGMSWVR
QTPEKRLEWVATISNSGRYTYFPDSVKGPFAISRDNAK
NNLYLQMSSLRSADTALYYCTRHLDYANYDAMDYWGQG
FSVTVS S

[BapuabenbHaa o6nactb nerkoi uenu 8 (L08)]
DIVLTQSPASLAVSLGQRATISCRASKSVTTSDFSYMH
WYQQKPGQPPKLLLYLASNLESGVPDRFSGSGSGYDFY
LNIHPVEEEDAATYYCQHSREFPWTFGGGTKLEIK



OUI'.5

nepsas
MbILLb

BTOpas
MbILLIb

A0 BBEAEHUA

1 peHb nocne
BBE[eHUA

2 OHA nocne
BBefleHus

3 OHA nocne
BBefleHNA

7 oHe# nocne
BBefleHNA

9 heKTUBHOCTb
N3nyyeHns

(db/c/em2/cp)

MKBT/cm2

LIBeToBas wkana
Min=7.00+8
Max=2.75+9
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